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L858 N Rz TOBCR 75 5 10 OB SR BB IR 7~ 32 4k (GITR) f P A B L 47 Ji &5 6 350 4t 1
2% FH T 5 2L AORE S o TiiIga 3 T AR E 2 (TIL) A/ 35 e ygg 4 i b R G T TR 2R ik 7K ~F (7 3R 77
(1) FHI& , BT Bk sl bt S 45 6350 70 60« th 2 IAESEQ 1D NO:5-7H R H I & 24 1R 7 5140
F% 1) 85 % 1] AR [X CDR1 CDR2AICDR3 , A EH 43 HIFESEQ 1D NO: 8- 107 H I 2L R J7 41 40 A
[ 4% 5% AT A8 [X CDR1 . CDR2AICDR3 , H ot Fr ik ff 52 0. 4%

(a) 1k B B3 R U i 5 PR PUAR BRI R 45 350 7 B2k, A1

(b) 383 G0 28 2 A0 AG I BT I HT A 5 L B S 465 3 00 5 B A 2R S (R TTL AR / 5 g 4
Mo FRIGITRIKI S5 & o

2 FRAEAURZL R TR 1 F 3, o b Bl 7 5 38 B 5 G Bz 20 230 i LSS e 7220 R (D)
HH gl s 5 G T TRBH 14 G TTL AN / 55 i g 21

3 BRI ZR 1211 FHIE , b i 2H 2R i a2 YR A i

4. 256 NBE R R 175 3 0 IR SRR R 75244 (GTTR) BT AR B Bt Jif 25 6350 - it ol
24 TR WU AR PR i R GT TRV AU i , B i oA sl 0 iR 5 630 20 A0 B« el 49 JUFESEQ
ID NO:5-7H 7 H B2 1R 7 1) 2H B i) =2 % 7] 42 X CDR 1 CDR2FICDR3 , A HH 43 I AESEQ 1D
NO: 8- 101 7~ H 1 2 FE IR 7 51 4 1l 1) 2 4 1] 42 [X CDR 1 CDR2FUCDR3 , H v B ik A U A, 4% - fif
B i B i 5 FriR oAk s 0 S 45 630 o0 e e, - adct e s 4 AL A Mz A sl e b S 4 6
Iy HRESHGITRISE &

5. BURIELSR 1 - 49T — TR 1 s , Fo A Bl i ot 2 N LR i

6. BRI ELSR AN FH &, I rp B iR A W0 o2 N Rg 2 2R i

7. 455 NBE B R 75 5 ) IR SR SR IRl 7 52 AR (GTTR) B Hi AR BRIt Ji 4 4 38 70 fH il
24 P B R S E R 11 R 2 75 NG T TRBH P (U g , B i ok sl L0 JiR 45 30 20 6
B3 AAESEQ ID NO:5-7H 7 Hi B 2 IR 41 41 1k 1 25 4% 7] 42 [X CDR 1. CDR2FICDR3 , 1
H 43 BI7ESEQ 1D NO:8-10H 7 H I & 24 1R 7 71 4H R 17 4% 4 m] A% [X CDR 1 CDR2FICDR3 , AT i
iy 2 AL

(a) 45K F T B3 0 R B & 5 B iR PR B L o iR 45 6350

(b) 383 G 2 ZH AL KT I BT IR AR B B iR 4 650 03 5 BT i A

(c) #a5E B AL P GTTRER 3 i Ak R K ~F o

8 BN EE SR T F i, Forb B it JiIgd A9 it 2 A 2R S b [ A 6 280 %) R 5 o L B8 1
) PR 2H 21

9. 45 NWE B T ER 75 5 () IR SR JE IR 7 52 AR (GTTR) B HiAAR BRIt Ji 4 4 38 20 il
2% H T %5 58 T BE XS HUG T TR A 8T VAT ) S [ e R A5 3 Rl AU FH &, Fri oA sl I e it &5
E B E 3 AIAESEQ 1D NO:5-7H 7 HA I 2 L IR 7 51) 2H B 1) B2 4% W] 4% [X CDR 1, CDR2 !
CDR3, MIEH 73 I FESEQ IDNO: 8- 1017 th () 2 25 R 7 #1) 2H 1 1) 4% 4 7] A2 [X CDR1 . CDR2 Al
CDR3 , H: Hh ik %65 7 A4 -

(a) ik H BT B35 0 IR A & 5 BT IR PR s b S 45 630 o0 B fil

(b) 383 Fo 2 ZH AL I T IR AR B IL L iR 45 50 79 5 BT ik IR i i R G T TRIN &S

(c) #ff 72 BB #F i HE G T TRER [ iR AA 1 /K, oA s T BB /K P GI TR ER 1 i /K 45
TN Z MRS GTTRIH 4 e , - HiZ 5 vl BE I X TG T TR e 7 V248 el Jo

10 AR ELR O FH I8 , For B JoRa 5 ot 2 A 7R S bR ] Ay e 0, 28 P g A9 o« B8

oy Fef,
s HGITRI 454, A1

2
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R R H 21

11. 456 NBE B B 75 5 0 Mo RSB IR 752 4k (GITR) M HiR B bt J5 45 63 4 DA I
WARGITRAS 5 4% TR FFRI At il 28 H TR T e 83 1R B s, Frid o pk sl 4 i 45
BB E 3 AIAESEQ 1D NO:5-7H 7 HA I 2 IR 17 51 2H B 1Y) B8 4% ] 4% [X CDR 1 . CDR2 1
CDR3, FHH 73 M AESEQ IDNO:8-10H 7 HA 1) 2 2 R /77 41 4H j 1) % % W] A2 [X CDR 1 . CDR2 Al
CDR3, BT 67 HL 4 «

(a) 40T B A S Je i BE 5 11 JRE 2 75 G TTRFAME « (1) A85K [ B3 1 IR e o S5 BT ik
PR BT R 45 A3 o i, (1) 3 3 G 22 2L ARG I BT oAk L JBL 45 30 20 5 T 3k i
JEFE R GI TR S &, A1 (111) B BT i i HR GT TRER I iR IA 1 /K F , Hod s T BB K
FIGTTRER [ /K V4875 1% IR A& GTTRFH M1 , 7+ H.

(b) a1 5 Jirga 48 160 22 DG L TRIH P , U i) R85 it FH R ARG T TRIE = A% SR 550

12 BUREE SR 1L g , oA i A F A2 B PE BTG I TR A%

13. 456 N W5 B2 U 75 5 00 IR SR AR IR - 32 4k (GITR) A i AA s H bt Jat 45 &30 40 it )
2% T M DU e A8 2 AR () G T TR BH A4 g () 75 B &, BT IR Pk sl L bt Jif 45 A 3 70 B
HH 73 A AESEQ ID NO:5-7H 7R H (1) & BE IR T 41 41 1t 1) =2 5% m] A% [X CDR1 . CDR2AICDR3, F1EH 43
AITESEQ ID NO:8-107 7~ H 1 & FE R /7 51 4 1 %% 5% 7T 4% [X CDR 1 . CDR2FICDR3 , H 1 i ik
WAL HE -

(a) 83 H0 % ZH A L B — B 18] R A FH BT IR pi A B HE e 5t 45 630 20 A G L TR B 2 e v
MIGITRE A JliRiX,

(b) Ty 7€ 55— 1A] S A GITRER (A Rk /KT,

() i e Al A S 52D 3R (a) H 4 I A8 IR 1R AR B e iR 25 630 20 70 28 I (1]
ARSI bR R G T TRER 13 R0

(d) 72 5K 11 58 B[] st 1) JR HR G T TRAR 1 B R IA [ K F 5

(e) LU e 7R 55 — A28 I [|) o5 B 28 (I G T TRER 1 iR IE 1 7K, Forp 2 — I () A
B I E] A KPR R FR R R IR 5 B I TR] SR T 58 N A A AR A AR AR R R
R, 55— (8] s XS T 5 B[R] 55 1 ZKFFH O AN AR FE 7R IR AR e

14. 456 NBE B PO 75 5 00 IR SR AR IR - 32 4 (GITR) A i AA s H e Jot 45 630 40 it o)
2% T W 0 ELA G T TRIH A4 firh9g 1) B8 25 o 706 T TR B 338 77 92 R Th AR iR 750 ) FH 3 S ik i Ak
BB 455 340 L5 4 BIZESEQ IDNO:5-7H7R I & B 7 HIZH R 1 B AT A% [X
CDR1.CDR2FICDR3, A 23 S #AESEQ ID NO:8- 107175~ HY A 2 I R 7 47 4 il ) 4 Atk ] A% [X.
CDR1CDR2ANCDRS , Frid W i A, 45 -

(a) 1@ G % AL TE Ja BhPUGT TRG ey vk 2 W 82 J5 R 2 — ) a] 555 F R id Pt fk sl
PR S A3 K MG T TRIH P4 B H I GT TRER iR 1A

(b) 78 K 1 BF — B ) it (1) g HR G T TR B 1 TR IR /K

() I Ho e AL TE S BTG I TR G 8 I V5 S 1) 28 I 8] 555 FH 520 0% () AR IR I Pk
B LA 5 A 3 20 A8 BT SR GTTRIH 12k g h G T TR AR (9 SR ik

(d) 72 K 11 58 B[] st 1) JRd HR G T TRAR 1 B R IA 1) K F 5

() Lb B 7 5 — A2 I 1) 2 B 22 B G T TRER 1 Jo 0k 7K1, e v 88 — I [ i AR GE T 26
T TE) R R KT R R AN DG T TR G B ST VAR 88, B — B[] st AR T 565 e ] s 720 A
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FR7NPUGT TR G LS T VETC R 5 55— B [B) i AEXS T 56 e [] S 1570 AR OB Fe /R BTG T TR T
AR R EAEH .

15 BRI SR 141 A, Horb Bk UG T TR G0 2 77 W B 45 1) B it VA )T A B 1 3L
GITRILAR B H LR 4558857 -

16 BRI ZESR 1 -8R AE — T FH i , Forb BT IR PR BRI S 45 6350 43 6466 £H 43 70l 7E SEQ
ID NO: LURI129 7% HA R U B 1R 7 1) 2L ol 1) e R e ] AR X

17 BRI SR L -8 E— T ) A&, Horp ik ik & 161, 1gG2, 1gG3EN [ gGAifAk

18 AL FE R 1 -8 4F— T (1) & , Horb fnBiacore BT iFA% (1) , BT iR Hi 4k 5 47 J5 &5 &5 40
73 LA 1OnMEY B AR K 25 6 n] i 1t AR B TR 75 2 I RIS BB IR 152 44 (GITR)

19 BRI R 1 -8 AE — T ) FH i , b i o NJEA AR - N piia Bk & ik

20 BUFIELR -8 AT — 001 Al , Ho b Frid fiid & i & Pk

21 BURIZESR 201 FH g , Horb Birid ik & Pk B N I8 X 3 71 fEE A EE X741

22 BUREE R 21 19 I , Fod prdk JE A fE e XA B /MR Fe X

23 BURIEE R 22019 I , HoA Bk /MR Fe X2 /MR TgG2a FelX o

24 BURELR 210 g , Hod BTk B & Puis 5 43 HIAESEQ 1D NO: 158116+ 7~ H ) H
RN EE 741

25 BURIZESR 1 -8H AT — T Al , Ho A B P sl 470 i 5 630 20 60, 2 A DU ABE B

26 BRI BLSR 250 Fig , Fo b B o] R I ASS B2 500 1 A A s 2 e bR il B AR IE AR
RO HP] BECLFRIC .

27 BURIEER9- 159 AF— T F i, b BT i H AR B Bt S5 45 63 40 0.4 Hh 43 73l 75 SEQ
ID NO: LURI129 7% HA I U B 1R 7 1) 2L ol 1) e R e T AR X

28 BRI ZESR9- 15 E— T & , Horp iR i fk /2 1eG1, 1gG2, 1gG3E 1 gGAHifAk

29 KM F R 9- 15 AF — T (1) i, Hoh tnBiacore FrilAti i , BT iR Bk o Hoi i 45 &
#0553 LA 10nMER BEAIRIIK 25 5 T 1 N0 5 JBisaR 35 3 (0 MR IR SE Rl 132 4K (GITR) &

30 BRI ZESR9- 15 A E— T g , Ho i i fufde N RGP N Posk Bk & hifs.

31 BUFIEER9- 15T — T & , Horp frid Buid e ik & hidk.

32 BURIZESR31E FH g, Horb pirid ik & Pk B ANl 28 X 3 71 fE A EE X741

33 BRI E R 3201 i , Ho A Fridk JE A fE 8 XA B /MR Fe X s

34 BRI EE R 3319 I , HoA Bk /N Fe X2 /N TgG2a FelX o

35 BUREL R 321 FHig , Hod BT ik xS Pus L5 43 MIAESEQ ID NO: 158116+ /< H ) E
RN EE 71

36 BRI ZER9- 15 A E— T & , o BTl Bk s B J5 45 6380 7 B ml R A

3T BRI ELSR 36 141 FH3& , Forp B ] A I ASS B2 T80 1 A i« 2 e b i B AR IE VAR
RO BECLFRIC .

38. —FZWHR A&, FoA &S HUR sl LT IR 45 A 35 7 A S A R UL BH , Bk o ik sl 470 iR
SEEE o A A N R TR T 0 IR IR BRI 52 Ak (GITR) HALS - B0 AIFESEQ 1D NO:
5-7rh o W 2 LG 5 1) 2H R B8 % ] A8 [X CDR1 . CDR2FICDR3 , AT 43 HIZESEQ ID NO:8-10
Fras i) & B8 7 51 2H B 8% T A2 [X CDR 1, CDR2FHICDR3

39 BUR)E SR 382 Wil 7, Fo b BT iR PR sl =T S 45 630 40 A % e 43 Il /ESEQ 1D

pa <

4



CN 107743586 B W F ZE Kk B 4/4 T

NO: 11 AT 2HR 7R HE ) R R 7 F A R ) B B AR B mT AR X

40 . BRI ZE 3R 388439 12 Wik ) &, Ho b Frid Hi44& 65 SEQ ID NO: 131147~ Hh i) 5
RN EE 741

A1 BURZESRAORTIZ W) &, Forb B B 5 = COR i G SR R R s

42 AR EER 38 39 2 W ik i &, Hob Bk Hi4R £ % SEQ ID NO: 15F1169 7 Hi ) H
RN EE 751

43 BURZESR A2 W) &, Forb B B 5 s = COR o S JR R R 4

44 —Fhds A N KR R 75 5 10 MR SR SE IR 732 4k (GITR) Mk , FoAs & 43 7l 4 SEQ
ID NO: 15F116 7 7~ th i) B 55 AR EE 7 51 o
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FFEEIZ#BaY3nG | TRIIK

[0001]  AHOCHRITEMZ X 5 H

[0002]  ACHR{EEISR20154F6 H3H$258 136 E Im i & R o 1% 7 415:62/170, 579HI AL S,
WA 2 aE e 51 B A NS

[0003] i

[0004]  # f7 BRI ER 5 T AU TINFAZ 4K (GITR) A& HHIE AL HIRUNLT (Teff) 40 32 « HLZEBAH I |
W R P AT 4 L P A A 40 L R 5 e 4 DA /K ST 3 08 4D T 400 e s ) 95 T 78 40 i 5% T B
JEpEE 9 (Nocentini et al.,Adv Exp Med Biol 2009;647:156-73) .GITRAE A~ M T4 ity
(Treg) FZH R R IE BILGITRIVAE 5 4% T 1T 3898 T 40 Ff 1) TAH B S AR S5 AL , HATAS Te £ £ 41
Muxt Treg /S FNHI B A PiME (Stephens et al.,] Immunol 2004;173:5008-20) . ffi5E fif
JeE ZH 23 R R GTTRIH M 7T LA SR AL B8 7] £ 1T B LG I TRGe % ¥ 97 52 2 (BRI, WA ) (1) 3, LA
T WS NG T TR P4 88 F R S PTG T TR BT IR ) T L 2

[0005]  HHEEE

[0006]  ASCHEML 2 Wr PEHTG T TRAT A4 AT A T4 WU A= M0 A i i Jeg 2H ZRRE i (M) G T TR 2R
I ZRAK I 51 IR AL 7 6] F T 491 40 45 5 W] BE TG T TR B 22 97 v A5 e 82 3 s G T TRIH 14
Ji9eg ) DR S FNPLG T TR B 297 ¥ () D8 ) e i R85

[0007] PRI, FE—NJ7TH, AR SCHRAE T TR A= Y0 RE b, 1 N2 2R0FE 5 (43, e 2
ZUFESL) I NGITRIG 7%, BAEfEAE h SPUA B PR 46 F Bedfi, frid Hik el Hpt R
AR BAE AE 2 MAESEQ 1D NO:5-7HT R &AL IR 7 41 1) 5 4% 7] A8 [X. CDR1 . CDR2 1
CDR3, L % 43 JMIFESEQ 1D NO:8-107 7~ i 1) & /R 7 41 1 5% ] 4% [X CDR1 . CDR2FICDR3,
Hr ARSI PR S & BURr 45 A NGLTR, FEAS M PTR S FE S HGITRIGEE &

[0008]  ASCIAHRAE 1M Jaei A I MR A2 5 NG T TRBH 1 772, 4 «

[0009]  (a) 12K H ARG 10 g 4 it S5 Po Ak Bl e B 245 630 20 422 i, BT iR P Ak sl HL i D 45
G A E 7 AIAESEQ 1D NO:5-7H 7 HE I 2 R 7 41 1) B2 4% W 4% [X CDR 1 CDR2 A1
CDR3, L % 43 JIFESEQ 1D NO:8-107 7~ i 1) & /R 7 41 1 5% ] A% [X CDR1 . CDR2FICDR3,
Hrpprid bk s bR 456 Fr BUR w1 456 AGITR,

[0010]  (b) Al ik Hidh 5 BTk A S G I TR 45 6

[0011] () B e AE & R GITRER (1 FERIA/KF, Hodb s T RE /K FIGITRER 1 i /K PR 7R
Z IR AEGT TR T A

[0012] A SRR AL LS 5 vl RE X UG T TRG 207 VA5 i o7 A e i S A 0 g v, 4%

[0013] (&) {12 B G 10 g 4 it S5 Po Ak sl o B 245 630 20 42 i, BT iR P Ak sl HL i S 45
G AT A SEQ ID NO:5-7H 7 1 2 HE /R 7 #1) (1) E5 %% 1] 48 [X CDR1 . CDR2 Al
CDR3, L 7 43 JMIFESEQ 1D NO:8-10F7 7~ I 2 FE L /7 41 ) 4% 5 7] AZ [X CDR1 CDR2 FICDR3 , H:
TR BB PR 45 & BORE R4S B NGITR,

[0014]  (b) AWl Tk Hidd 5 Bk IR A i R G I TR 45 &

[0015]  (c) i AT IR i R GT TR &R 1 i 3R aA B9 K7, Horb iy T B /KPR GT TR & 1 i /K
AR 7N Z R 2 GTTRIH 14 g , e HLiZ 38 n] RE BT XS BTG T TR S eI 7 V2 e o
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[0016]  ARSCIRFEHE TR TT T B I i, B

[0017]  (a) 40" BT i i 2 Jee i AL 1 IR0 2 75 G T TRBE P = (1) R B B3 B MR A 5
PRSP R 456 50 o e fi, BT i Bk s R 45 G0 A B - A5 43 IIAESEQ 1D NO:5-7
b ) S EE 8 41 1) B 4% W] A% [X CDR1 . CDR2FICDR3 , AL 5 43 BIZESEQ ID NO:8- 1017
) 52 L R 7 51) () 4% 4 7] A8 [X. CDR1 . CDR2FICDR3 , 1 bt B iR oA i He 3 JR 45 & B S b 45
A NGITR; (1) KR ik 5 B I A i R GI TR &5 &, A0 (111) B 8 BT FF i A GITR
W RRIARKF, HAGITREE A B /K T BE K Fa 7 I & GTTRBH MR , 1 B
[0018]  (b) {5 Jifvyee 4 s s 9 G TRBH M , Tl ) S5 35 it FH R AB G L TRAZ 5 A% SR AE F A1 A2 3
Be S 7 R, WARGI TR 5% T /R TR 2 B it (BRI Eh 1) LG I TR .

[0019]  ASCHEFR AL WM AE B3 v G T TR A4 g (1 75 v , 4 -

[0020]  (a) 7E 55— IS 1] A0 {5 P HOAARAS MG T TRBH 12 Mg v G T TRER 19 i 2834 , ik HifA o,
B ALE 7 BITESEQ 1D NO:5-7H 7R H I 2 B R 7 41 1) H2 8% v 4% [X CDR 1 CDR2FICDR3 , Fl A
o AIAESEQ ID NO:8- 107 Hi Y 28 FE 2 /s 1 ¥ 4 % W] 42 [X CDR 1 . CDR2FICDR3 , 1 fridk
PUAB PR 456 v BUrs 45 & AGITR,

[0021]  (b) fffi e 5 — B [H) s P GT TRER [ Rk /K F

[0022]  (c) i FH 520 55 (a) A A FH 049 5] 0 e A4 7 55— BF Ti) st AL 0 Jv g A (R G T TR AR [
RIL,

[0023]  (d) #ffi e >k F 28 B[] S 1 R HR G T TR 8 1 T ERIA I 7K P 5

[0024] (o) EL A AE 55— FIEE i [H) A A E G T TRER [ R IR /K T, b 8 — I [a) s AH T
T 55 N TR) AR KT G R AR , 55— IR A) SRR T 55 i TR A AR A5 0 AR s
R, 75 55— I 1) AR 58 1) A A AP AR AN R FR R R R R

[0025]  ASCIR AL I I LA GTTRIH P4 e 1) 83 Fh IR HUG T TR G e 97 VR I T ) T ik,
¥ :

[0026]  (a) 75 JA BHHLGT TRA L ST 5 2 BB J5 1 57— B () s A FH T ARG UG T TRBH £ i
HGITREE I FIRIE , TR PriR & - A8 73 SIFESEQ 1D NO:5-7H 7R HE (1 S B IR 7 411 2
HE W] A [X CDR1CDR2AICDR3 , A4 7 43 HIAESEQ 1D NO:8- 10+ 7 tHH 1) & L1 /7 41 (1) A v
A7 [X CDR1.CDR2FICDR3, H A Frid Hik s i i 45 & v B e 455 AGITR,

[0027]  (b) ffi e Sk F 25— B [8) s 9 R v I G T TR 1 R IAKF

[0028]  (c) 7E JA ZNPUGI TR A7 2% f 1) 28 6 () s A FH 5 20 8% () AHI) BB i ol i
GITRPH 4 98 v FIGTTRER 4 iR IA

[0029]  (d) #ffi e >k F 28 B[] s 1 R HH G T TR 8 1 T ERIA I 7K P 5

[0030]  (e) LA AE 55— FIEE i [H) A A E G T TRER [ R IR /K 7, b 8 — I [) sl AH T
T 28 T TE) AR KT R R AN DG T TR 7 1A 25, 26— I TR) A AR 58 s (8] 55 1 4540
BARAB /R PUGT TR G 8T TV TC R 5 26— I 1] a5 AHXS 56 I 18] AU 45 00 R B F /R BUG T TR B
PSP IEAE AR E AR FH o AE FR e St 77 22, UG I TR A8y 7 5 B 45 In) S T VG 7 A A &
I HLGITRETAR B B S 45 A 57 o

[0031]  ZEIEL s 5 S, A SCRTIA J7 v Hh A5 FH IR Bl A A 7Rk S AR v A i A 3
IR R i o 7 S it T R R R S VA VR ) R AL SRR AR SR S i T R, A
T i (1) 5 1380 S % 2 AL AT o AE SR EE S 7 S, A HPE 2> R 40 (B WHPE 4> R48 Al lred
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PO R0 AQUA R R B H ST R0 1EGITRRIA K.

[0032] 7R BELESLl 7 Z2 M, A SCHTIR 7732 A A FH I P A4 B 23X 5 110 B A P AR [X R B T
X, EATEE /3 IAESEQ 1D NO: L1AII2HR 7R HH () S R 7 1) o 75 8 S it 77 R vh , AR SC B
R ¥ A P AL S IR ) E B AN , B AT L B SEQ 1D NO: 13F0 149 7% A B &
BB P 1 o AE L STt U7 2R b, ELRE R/ D Ol R 2R o £E HE LE S 7 Ze Y, ik 2 TeGl TgG2.
T1gG3E T gGAL 1A - E R Le 5L 75 S+, WBiacore ATl 1y, HLAALL10nMEL BE /MK 4 & 7
Wi NGITR.

[0033]  FERELESLt 77 Feh, Pkt NI BT . N Bk el & Pk . fE R L st 77 S
Ui IR G P, oS NPT AR X e HATHE NAEE X P81, 49 4n/0s B, BB AR B E IX o A
Fsbsii b, N FeX /N 1g62a FelX o 78 F- szt 5 b, ik & P & 43 e
SEQ ID NO:15F116H 7~ t i) E ik AR 77 1) o 71 e S 7 S8 b, E A e/ Co 8 2 PR,
[0034] 7 FEEESL it T 2, AN ST IR 7 v A B i AA B 2 R R SRR, 451 G TR P A
0~ RIEAR L bR IE EP R R A BECLERIE .

[0035]  ACSCabdRft 1AL PR B I PR 45 A HB 40 L LAY A B B2 Wil Rl &, Frid 4t
B PR S5 A3 S 5 4 MIAESEQ 1D NO:5- 7 7% H A &L R 7 51 1) 22 % m] A [X
CDR1.CDR2AICDR3 , 1645 43 BIZESEQ 1D NO:8- 107 1) & 3L FE /5 41| 1) %4 % 7] A8 [X.CDR1 ,
CDR2HICDR3 , Hrp BTk HiAA sl A0 R 45 5 v BURe MR 456 NGI TR AEFE LU S 77 Ze v, Ak
s P RSB A5/ BIANSEQ D NO: 1 1AL 2 s i 25 AN 5 v AR [X 7 41 o 7 i e st
Jiti 7 e, LR A > BIANSEQ 1D NO: 13 RN 14577~ i S AN 5% 7 51 o 76 FE e Szt 7 =
PUARELE 43 HIUISEQ D NO: 15H116 7R I 5 6 AR BE 7 41 o 78 R R s i 77 R b, B EE /b
i A1 2 PR o

[0036]  [ff & fajik

[0037] K17 T 6GLON 5 ba B fu A 1) B4 ] AR X (R 4% H R /77 #1) (SEQ 1D NO: 17) Al ik
f2 741 (SEQ ID NO:11) o7~ Hi TCDR1 (SEQ ID NO:5) \CDR2 (SEQ ID NO:6) FICDR3 (SEQ ID
NO:7) X35, F-4a th 7V, DA TFh RATAEDD

[0038]  [&I2E R T 6G10 N 55w B Bk fy i T A8 [X A% P BR 7 41 (SEQ 1D NO: 18) Fl%
HW 741 (SEQ ID NO:12) o7~ 7 CDR1 (SEQ ID NO:8) ,CDR2 (SEQ ID NO:9) FICDR3 (SEQ ID
NO:10) X485, FE48H 7 VAT R RATED

[0039]  [&I3 %7 T 6G1OMY B #E R A2 [X (¥ 2 R F7 41 (SEQ ID NO:11) 5 AR ARV, 3-33.3-
101 THE 2 JE 1R 17> F1 T EE 5%

[00d0] P48 IR T6GLOMM R AR X (VK1) INEIERZ 751 (SEQ 1D NO:12) 5 AR AV,
L18FIJK2Z FE IR ST HIFT L Xt

[0041]  E5EIR T B A 6GLOTIIAHFERIAZ EH R 741 (SEQ ID NO:21) FZ EMR ¥ %1 (SEQ
ID NO:15) .

[0042] K6 R T iR A6GLOPLIAR R H A AZ R 741 (SEQ ID NO:22) FIZ ZEL 741 (SEQ
ID NO:16) .

[0043]  J&|7 IR T4 IR 66 LOFL A4 1 o e ZH 24K 2720 >R B 15 S5 S8 0k 240 i g A ot )
FHARAR K Do AR 72 B 47 s 40, B (FFPE) §] F_EAICD3 \FoxP3FIGT TR G fhy .

[0044] E X
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[0045] T HES TRV, 5 Je e L ARE  HoAh 5 TR AN Ui B o 34T )
o

[0046] LA SCHT FARIE “Bi 52 I 25 T 15 S TNF 52 4R7 B “GI TR J2& F5 — Fh 25 A G I TRAC A4
(GITR-L) 5244 , FL A TNE - 3244568 5 F, 53 o GI TR AR AE ik 38 S B[R] -1~ 52 45 8 52 i i 17218
(TNFRSF18) \ATTR }2CD357 « AT “GITR” 44 HH 41 i K SR R IA B GT TRIFI AT fr] A8 A4 5 [m) Fof 784
IR , AR SC AT A T 55k 1 B A FIGIGTTR (0, & BEBEG T TR) 28 R M. B, 91T
AT NGITREL A R 5 v Bl A 5 A Fb J I AT AR A8 YR BV o GTTRE AT ] A5 4 K%
[ o 28 0] ) R SR SR8 B AT T 2 R B 2E 23 53 5, A P A A8 s R R B R I/ BRA ST I 1)
FARLLEH 7 A7 A

[0047] LA ANGITRIY = Fh A FhAY , =2 #E LA AR 0 40 B &0 25 #4380, (H.C - 2R By 38 40 B
AhARIRT (B35 NP_004186;5SEQ 1D NO: 1) 241N E IR AR, TR R KR . 548
2AEE , KA — N SEBAERN BN X B SR PR 280, Br3 i & E i (R AL
T AANFE B B C- A ity AR R 2 (8 3% 5 NP_683699;SEQ 1D NO:2) 4wfid & H Ji i i K
(FAh72) , 255N R I BR 4L %, HAE vV« SRR 2 AR EL , AR 443 (B 53t 5 NP_683700; SEQ
ID NO:3) &8 — N SEBHER FAIM X B SR A2, FrE & A i (R R E3) &
H—MAFE PR C- K, HH 234N R IEBR A o NGITRE AR 2. 3 R IE TR 7 51 47
FAUASEQ 1D NO: 1.2\ 317w, BGZAG T TRV B A 2 5 R 72 4 nSEQ 1D NO: 4FfrR o

[0048] iR ST Al FHATE “PUak” B0 48 A Puik S HAT 38 —Puik R 45 6 v B (B “Br i 45 6350
537 B AR — AN STt T B, “PUAR” TR R e R 2 DA E () B R AR
(L) BEBE B A B PR 4 &3 5 o B — H RO R 1] B IX (FEA ST 465 0V, I 4
H5E X o 7E FE L R ARPUAA T, B 4% 18 58 XA 4% = AN 45 #y38 : CH1 L CH2 fZ CH3 . 7F - 8 K AR Pk
i, G RE AR REE X (EAR 45 V) KRR E X R4 1H e X AL G — A 45
F3 (C)) o FIREV, oV, Xtk — 3B 4053 UGB AR X (FR R B € X (CDR) ) RSB AR <5 (1 X (FR A
MEZEX (FR)) , 35 [ A HE 51 o & —V, 2V, B =ANCDR A VU NFRAG A, Ho 1 2028 A o R AR K
4% N BG4 B FR1.CDR1.FR2.CDR2.FR3.CDR3 .FR4 . H £ J B2 B A A2 X & A 5418
FHEAE S5 & g5 M3 pris i e e Xl A R sRE B 518 A AR 7 (B A% R
LIS PP (B s S A ) S 42 AMA R G S — 40 (Cla)) &S & s

[0049] AR B LR S5 A7 (H1 10 °MZE 10 Ml 5 /)N F1 A8 88 3 B (K,) ) e Sk 4 3L
ST IR & 38 K KT 2110 MK WA HE s AR S 48 B o A SCR P, R SRk 48
A7 EPURIIPARTE LA A (R 10 MELHE /N AR E 10 *MELHE /s 5 483485 X
10 MBS /N AR LA T-10 "M 10 "Mz () B 5 /) &5 i J5 R S i AR E) B B E A L s
A IGE G TR PUR P

[0050] e BREE 1 ] oK H W O A (R B R AT — 3 B (EAN PR T 1gA /il B TgA
IgG M IgMo 1G] R 7E Fh st pob 43 B AIE 2 - 78 N K N TGl 1gG2.1gG3 K 1gG4, 7E /N, A
N1gGl.1gG2a.1gG2b Sk 1gG3 . FEFELE LTt 77 =, AL IR PIGITRITAA JB TgG1E IgG2in A,
TIEERE A B WTgC) FEA T 7, IR L A 5 2 /D FA G R P A3 AR “Piak”
250 T 5 A4S R AR AR R IRl s B T f I 22 e R Pk s ik & S AN JRALHTR s N R dE At
s A U s T BB PR

[0051]  GnAR ST A FHARE BRI “PLIR 256 88 507 e DR i R RE e e M 45 S P st (o, A

9
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GITR) IRE I — AN B2 AN | B X 28 “Jr B (K B2, 49, A T 29845 291500 2 L 1R
Z 6] & B T 2984 5 L AN IR R 2 [6] L & H Hb 1842 2300/ . 1l an 298> 32 29200
ANEIERR A 10N B 450 E 100 MR FE RS - © ow , PuiR PR 45 & Thag ol i 4 Kfidk
(1) 7 BERIAT o ik (B0 AR SCRT IR LG I TRYTAAR) B “PLi 25650 707 1IX — RGN IR 45 &
F B S L4 (1) Fab B, BPEIV, WV, «CL K CHL 45 #3802 A B0 B s (1) F (ab”)
B, — P A B B E PR EARREE Xt M B Fab v B (111) HHV, S CHI 25 4 45
HBHIFd R B (Lv) PR S IV, &V S5 S A v 7 B (v) dAb Fr Bx (Ward 55N,
(1989) Nature 341:544-546) , FeHV ZE5H3AL R 22 (vi) 43 B AN X (CDR) B (vii)
PN 2 AN ] WS LR A Bk A 10 2 B I CORI 2L A o IE A , IRV By B B B AN 45 44
s (V, RV, A= B8 R 2R DR G iy, (R GRSt Y R 2H D kil & Bl Sk S A — 8 A R
Bk A FLRE UL N B — B (B (BRAE BLBEF (scPv)) , Jerh v BV, X e T i S 431 5 43
i,z WBird& N, (1988)Science 242:423-426; ffHustonZ A (1988)
Proc.Natl.Acad.Sci.USA 85:5879-5883) . LI HEEHUIATN B A 58 T AR IEBUIAR “Bi R
GEET N IR HIAR B R A AR SURECOR N 518 JIE ORI S , B LL 5 52 8 ik
FRIA 09 77 2N 3% 7 B 35 30 PR 45 A8 20 T e Ik 25 4 DNARE R | B I g A 2 SR A
TERE I BREE E R A

[0052] A SCHT I, ARAE “H st BEHUA” FE X IUAR I R 8 RAL A & W e s B — S B R
St SRR, Hod B B R e R A s B A5 A R Rt SRy R, R
BN IEREPUA” 18 R L — g AR e B BRI A N RAGEERE D T A X (&
IR i 58 X)) I HTARBPUAR A4  AE— A0t 7 2, N e BE ik i 283898 72 AR 1%
FAZ IR ALHE H B LR AR N B (5 an % JE R /N BR) 3RS 1 BAR A , L DR 40 A 5 Ak A= A A
Pk G ) N B B L TR B N R A i A

[0053]  GnAR SC A FHARAE “B 20 N\ Huik” 0045 B Al i 21 41 07 3 4% R0 P2 AR BT B I
N a0 (a) B 55 N Go 58 3k A 1 25 R 2k TR B Gt R 1R 30 (il /DN BR) B 1 B il %
(1) H 58 980 4 B AR s (b) B &3 SRIA BRI E 40 1 an B 4% G998 o S Pk s (o)
H A4 A NPUIR SRR 5y BRI s 2 (d) 3B I AT AT HoAh o Jeop N Gy BR AR (A 5 R 471
BY 3 2 L ARDNA 7 F1 1 7 20 4 R IE P2 AR A B PR IX Se F 20 N B & T AR X K
P E X, ) B EH ol 5 2 O] 4 A 1 4 7 NP R S e Bk B 1 271 AHRL G A8 (7] 2a) s o 2
WA R AR 1) Ja s B HE S RS AR U L R0 (51402 WLonbergNature Biotech 2005;
23:1117-25) , AT AR X & A HU IR 45 & G5 M4, PR 45 & S5 f ek 2 bR R g b, I LB [ Oy
TE RN bRt S5 B A R S P ) o d i FEHE B S HEA, nT AR X A 2 AN B — R R R AR A
(FRAE AR 20 o 5% A8 BGER R AR) 3E— 205 , DL IS NPT Ao A0 Rt S5 1 258 A0 77 o 48 5 XK —
AR N TP R A2 AR Ak (B, [R) B U046 o [R1 L, 57 0 Ji i 448 3ok 2 HE LA 200 B 58 A8 1) G
BREE I R EE 1 Z KA ER 7 T rT AN SRR o T B JF AR — 1, T A2 K 52 i
AR EEAL (B, B 2= /080% [F]—14) .

[0054]  “N”$ifk (HuMAb) $5EA A A8 X (i Hifk , H A HESE X CDRIX 35 ¥ IR A A\ Fh R )%
BREEE T Ak, BB & A 1E e X, ME E X IR E DR G B8R E 1 751 A SRR
PR T ALFEAS B NP R S 3K 7 2 i () G R ke i (4911 4, 3 st Ak 471 A1 75 28 B A
URE S 15 B T v A P AR B AR 5N RAR) SR, A AR ST FARE AU FEA

10
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BACETEIR A 55— IR (1w B R ICDRIF FI T RS AE 2 NHEZR 7 1 B4t
(N TR NS I S R o NEE IR NI DY L

[0055]  “ NUsAL” Hifak48dE N Huik ) COREE /S8  — L8 R 4 B A s B R A R H A
T JBE R AT A B 2 R e (1) PO AR o EPTAR B N VAT 3 — AN S it 77 S+, CDR&S #A5k
AN — L R BT R AR TR A N G e R AR 1 IR R SR R B 4, T — N2 /NCDRIX N 1 —
CNy N 1 10 T S KRS N s T b WA R e e = 3 L AN P [N R T NNV R VR
RN WEBRPUARSLE & 25 & PURMIRE S RIAT . NIEAL” FriROr B ST WG LR B bR A
SRR AR 1

[0056]  “WREHUMA” Fa AT AR X 5 H — AR (Flan N rT AR [X) HAEE X E 55— Fh (510
ANERE E X)) BB, i 4nm] AR R E /N Pk B4R 2 XUE A A SR PR . 2 AN R 1E
5E X 7 51 AR A0 O RN YT, FE HLAR S RN 3R] BAZE 5 sk A5 e AT R = AR i & Bk
1 ) 4% A PUG T TRILAAR AL S N A] A8 X P 41 AN BR P 52 5 1 91 5 4, 78— NS 5 b, ik
EPCTTRILRAL S 2 HIFESEQ 1D NO: 154116 7 HY A 58 5% A % e 47 AE b s i 7 &2
kA LA BB R DCu R R R -

[0057] AR TRl B “O0 B BuAR” 8145 S B B AN & B AN R0 5 R S 4 00 At 44 (1)
gk (9, 5 P45 A GITRIG 20 B PR S T B A& R R 45 A BRGITRUA A B S5 B Bt
) o SR, i S 1 45 S GT TRV R AL 1) 70 B I Bk v] 5k B AN YA HABGITRE A B A AL
Xz ifk

[0058] WA AT HARE “Ge 7467 (“specific binding”) “EFHEMLE A
(“selective binding”) . “WEFEHHLE S (“selectively binds”) & ‘bt &7
(“specifically binds”) fRPUiALS & HUEHUR EIRA G, Jrik (1) /@ () 78
BIACORE 200013 28+ fdi FH 75 52 Pt J& (6 4 FE 240 N GITR) A A0 B b oA/ A lic 44 1 22 Thi
S5 B TAR LR (SPR) BRI, BLZINT10 M1/ T-10 *ML 10 "Mal 10 Mak H 45 5 (K fr
TR B E A (K) G5

(00591 4pASCAT FHARE K, 8K BRCPR S 28 P - ST AR LA ARG 46 A 0d 2, T A S
Fit AR “Kp” 5K " B 78 PR - U JFUH LA FH AR R o A ST T FIARTE K ) BCHR A
BSHA HEK K 12 GRRIK /K ) SRAF H LA EE /R FE (W) 38R o AT A5 ARSI 78 73 i 7
) 73200 58 UK B W58 PO K ) — R bR ade 7 v 2 d e A R T 56 38 AR LR L ik
155 FHAE P I 2% 22458 (] an Biacore® R4t) o

[0060]  “Z K" FRALE E DA ESE R AR RN B, e KETL LR &
JFRH B — AN 2 N R IE TR TR I T 5 0 W E AN PR T S A B R L B B BR T S AE M
AR g —FE MK

[0061]  “fp e y7id” $il il 0 &% S L 3o | L sk DL LAt 5 A 1 e 38 i 87 ) 5 VR VR 9T
T AR L B SR 1) IR B B R I 2 R AR B SR, “BUGT TR T 2
FRELFE N R T B 7 iR G T B 5O RS B s (B adesshe) 1) 5243 < ad it it FH v 1
BCITRIE 546 ST I S BB an T40 M s A 1) 75 5 A/ sl 65 ({5 an T2 P 26 Jl TL - 2R/ 5 TFN -
Y 380, R/ ST e $58 5 P 385 ) R TP T Y RE S 0 FH AR (B s LG T TR
BRI L 1l S W Ly s w1 A

[0062]  GnAR TR FHI , ARTE W4 (F) 7 FE AN BUE 240 TR 466 o 3 nl A S 8k

11
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S RN A IR AR VR (R, AR &) o IR IE W] A A 2 R AR U AR
(1 an b = i B X AL A SRIK R

(00631 GuASC T L i Y™ 8 08 FHAS U AR B3 2RI 8 R 5 1 S35k R 40 A 32 1
FACETRIT A G AP IR GO A U0 it H A R AR A AR A UL < B2 T
AT AR AR 22 it 3 A () il i v B Benie) o NS SR A i “SE e it Y 4B B
2 J e it FA LA AR it P O3 3G 38 W RS, B (EANERT) B0k IR A LA
ZNRAKA EHN R A ORI VA EN ORI VERE R VRE TN O A
£ AN NG AN S T I T ) 8 R SRS & bE NS N R o R e B N i
PR 22 AR i A i F 490 0 J= 0 L R B BORG F Bt Fg 42, Bl in e N 2 1 2 51E &
B2 B R BT o it PR W] (B ) S — IR 22 IR B/ BRAE — AN B AN IE KN B A 5K
Jiti o

(00641 GAS SCRf A, e FERFALAE 1A N S o A AN 32 45 25 KK — R IR e - K I
R4 73 24 W] BOE BOG A R B AR, AR 2R AH SR 3 BT 22 bk 2 R G sl i e % 22 5
AR PR B 350 3 o

[00651  GrA ST fir FHIA) , “BidRa” 48 B T AN S2 45 10  EAT 1 10 ek P 4 i 2 288 5 0D e 2HL 1
B, JiE AT DL R A Y B R R

[0066]  Aif “EH” WHHIEZ TP 1k BGa T YEIR T I S A PP 32 1

(00671 GnAS 3L IR “S2 6l BB AT NSRBI - 2800 5 A SO i 5 ik A
SR TR )T BATRE ) 320 ARTE RS A3 B B HESh A, 4 dnv AL s
AR LB, Bl AR N RASKEEND AR KA X IS ) L @47 26 5% .

[0068]  FEVL 7 70 itk — 25 PR ) IR A SO TR 445 T

(00691 GASCRAE I, BR AR R SO AME M gR L, R M RO " A s R
e~ o bR AR S5 A BT, 15 A F s B “A0” B4R R/ B o Ak S FORTE “BHET, S
FoAta, an “nl G HE”, “BdE 17 AR HIERT

[0070] A SCAR A I ARTE “207 , Z48 al W AE, ] 40 Fp 8L R S50, i 17 BE B e
fEf % 2 £ 10% AL BRAR AR, A SO A FH I BT 3o oy i) & PR s oy 1 £
2R 5 A R AE A TS 2 NI VF 23 R 48 (0 0 B8 S 1O A7, SIS BR R DR 07 BT ig
Wi o

(00711 ARE 521 () FR” 2 g W32 70 B 4 (G, iR 4 , T4, BAH AR
oA 443 (B R i/ s A

[0072] AR SCAp A AT AT “XF HEAE ™ B2 25 FE 7 FR AR T I PR _E AR S (0 3 B 25
it BLA S BT, R B A RE A2 U (K i B DIt (1 32 03 B S SRAT I R o o 1) 2, ot B
it B 26 R ity ] DR P RE R0 2 RIS 0 P 5 B it FH ¥ 77 AR IR o i

[0073] 4SS HT FHAY » “BIAE KT B BUE KPR IR K BTN SC 2 FRGITRE H R
(K] — %€ RIEAKCT, w8 T2 AT, B R GRE IR RE ) $OA 52 “GITREFE” s IR T K
-, BERE AN TR “CITRIANE” o BB KT AT BAEE Tl sk B “IEH” S R a (1, A
FATGITRIH e (1) 288 AR BOOK E Pl 2B 1 DL AC IR 1B 4 2R B i) — Ikl 2 i
T2 o BB T DA B T AU AT 17> R G0 (BIINHYE 7> R 40) RIAME S oh o 4, £ — > S
T & IR B R A K1 1 A UL BC A 1R AP I H 9 1, )R8 1 e

12
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WA ARG TRIH P o BB A I 7K ~F 1T DA A FH 5 7 B RS DN 7 V25 B B AR A AR W 7K P o 43 2 R
(BT AT DU X B KT, R KR A8 FH S e Ak, 4 an s FH AR SC AR i 1Y) S % 240 7
5 BIFERE M AIGITR

[0074] Wi HIGITRPUAA

[0075]  AHIESEHLS W HICI TR TR , Fo ] Tl N4 2R (5 dn g 20 29)  ¥IGI TR E
H 3Rk X PP T DL T, il n, S e /IR B A T e 52 28 THIGI TR ¥R TT (RIX V697 A i
) IR SZ G, MG T TRH P4 Fifryeq 1 i3 i, A/ SR PUHTGT TR G 8 ¥ T 7 I ThRL

[0076] AR, 7F— L85 7 S e, v F T2 W 4L U (1 A iR 204Uk ) ARG TR
H AR RIS EWEFGTTREUA AIFHARG6G10 (—Fh 4 N HIGTITRFTIA) ) B 5% S 4% B v] 48
X CDRJF %1l - B4 & i) A% X 7 1) B A K B I 4 7 41 o e 2R 41 176G LO AR G 7 F1 (1)
&,

[0077]  #F—H8si 7 S, PLGITRYLIAH A GISEQ ID NO:5-7 /R () B & W] AZ [X CDR1
CDR2FICDR3/F 41|, FIUISEQ ID NO: 8- 10ffr7 () 42 4% 1] 42 [X CDR1.CDR2FICDR3 /¥ 41 , H-4 ¢ 14
454 NGITR,

[0078]  #F LSty , PLGITRYLIAF A GISEQ ID NO: 117 () B A% T AR [X 5 41 Al 4
SEQ ID NO: 12fr7R KR 4E R A2 X 751

[0079]  fE—2LSLyt 7 2, PIGTTRYTAR B A 73 I UASEQ 1D NO: 134114 Fr7s i) B 5 Fl 52 55
75 o AE R St 7 2, B AR /D Coin i 2 IR

[0080]  fE—bsuji 5 22, FLGITRI LA R 1gG1 , 1862, 1gG3 B T gGAT 1A Bl HL AR . 76 HiAth
ST, Bk 2 TgA, TgD, TgEE  IgMPik.

[0081] 7 —&Lsijfi /7 S+, FIGTTRYTA 2 N uidk  NIFAPTIR IR & Hiid.

[0082]  fE—uEsiji V7 S, Wik Biacore Wl E Y, HUGITRALAA LA 10nMER FEAIR K 25 & 22 n]
HEGITR.

[0083]  7EHELLSTif 7 A, BIGTTRYTIAZ ik S PUik . fE— 5Lt 5 B, TR PIGITRUAA
HA6GLOPLA M) HEFEMAREE AT AL X 541 (47 ANSEQ 1D NO: 1148112) , L L& HE N KPRl fa
SE X, Blhn, /N TgG2atE /g [X (SEQ 1D NO:25) o iX B[k & ik nl BT, 40, 26460 40
IR GITRER [ RIS 50> G e A 2R 5 (1) 7 e e i R, 72— AN St B, 2 W
PEHIGI TR 2 1 & Hifk, HoA & 4nSEQ ID NO: 15FT ) B 5% 5 % F1ISEQ ID NO: 167~
[R5 7 41 o 78 FELE St 7 2R, R A UAAR 1) B sl /> o 5t 2 B,

[0084] 7Lt 77 &, A SCHAR 2 W R PIG T TRYUAR AL & AT A A Bk, DL T-GITR
FIE (o an iR i ot R G T TRZRIA) (AT I (51 G i ast 4 Bradk 1y e s AL TR ) & 7 48] 1
AR IS 20 A0 35 OB ARAL, POBARAE, UM EARC (Bt 2T, 11, P In, M n, 1, T, 0T
,1311,14C,18F,36CI,55CO,58CO,51CI‘,67Cu,64Cu,66Ga,68Ga,76B1”,8gzr,358,32P,90Y,ISN,150,2HA’E
,'"Re, "™ Re, °Se) , FIEEFRIC (15140, B 3k 44k Woille , ol 4 ol R I , 0 67 3 AL g L TR, 2
T RELBR % # I , o ' SR AT B - - LR P ) L B INERAL, R A b , B eAnid, Yesr fl o 7,
ECLARIC , Gl , AW 2, A0 525  IXFERI AR T /2 A B B A, I HL AT LS B A48 A 0
T5 R B B BT TRAUA o B AR M , Al A IR 1 1 P $2 R B 25 TG T TRTUIA I 45 & A U
B R % 2 IR 8  EAR I BIURL , 0] AR R B S IE R A RE BT, 7T LA A YRR SRR
22 (achieve) Fic BUFL S B2 S, B v] LS 2 66 BETE B EE T, 2T i 4

13
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XL ARPEARHERAE AT -

[0085]  fJLidkth, MR IDAR QI 7 V5 P~ AR SE i b (B L) JE ey B e i Bc 42 , 491 G ok - (R k
&-) il - GLARFERS) WA - s - S BRI o IX Be 32 J L P E S e SR PR 1), ELAE I
HENEREFRREE M (Blhn, 2 W Senter et al.,Curr Opin Chem Biol 2009;13 235-
44;W0 2009/059278;W0 95/17886)

[0086] W | FHAS [FI BB S , A8 70 S HAA i A= W Ak 2 M B 17 5 o 7 BT ad 3543 /2 50 22 500
AN RIREGE H A EE IR GO T, R & B AR 2 A A 220 B 20k B AR dEFE
7, AU AR N RS 5 B g IX L bR AEFE P (2 W a0, Hackenberger et al.,Angew
Chem Int Ed Engl 2008:47:10030-74) ofE—>SEHi /7 S, Al FHHUAREGER 20 N 1) B Rk
WV FE R 43 5 21 B = BR ke 1 I N 7E S PR B FabEliFab” - i BR BB L T, X 2 dE 5 &
H) — PR AL 7 o B, AR — AN St 7 B, AR IR = PR B 3 1 C - K v o B 1 J5 (451 4
Fab- b Bt) (1 C- ARy & i vl 4 (%1 40) Fridk L (Sunbul et al.,Org Biomol Chem2009;7:
3361-71) -

[0087]  — &I & , or RURE 1 SROBE S S BRI 2 T R AR LR e R LA SR AE )
A B REFE 1) S B TE A2 ) ) S Z AR - 251 5 5 AL T8 B 7 51 5= IR 2 1 It
AT B R AL R (3 WFrese et al.ChemBioChem2009;10:425-7)) o 75 ] 3 i F1] FH %
LE il 5525 58 17 5 5 R R IR U IR BR R 1 T e I A SR SR A5 BB S SR IR s A (191 4, 2 D1
Taki et al.,Prot Eng Des Sel2004;17:119-26;Gautier et al.Chem Biol 2008;15:
128-36;Bordusa et al.,Bioorganic Chemistry (2004) 389-403) .

[0088] 7R A f i oK vy A B R 5 0 8 i R ) G2 R M s I SEZ I AN, R e 1 S B S Sy
Bk,

[0089] N-KumEMER S TR MM (ZRen et al.,Angew Chem Int Ed Engl
2009;48:9658-62) 1 FH TS HLAT s K S PEIL A AR EX

[0090]  RARALZEHEE TR AT MO T-C - R i - Db 2 BR 7k 5 (Taylor et al. Nucleic Acids
and Molecular Biology 2009;22:65-96) .EP 1 074 563FRHEL 715, Ho2 T — By
B 7 R R TR N I 2 I IR 5 6 T — By 1R L U IR R 1 P I 2 IR ) A B S

[0091] Ryl 643 78 0] R B B IR B ) o 75 2 KR 22 6 B G B0 & B 1] AT 4%
NEF EX RN Z AR (Z WHh0,de Graaf et al.,Bioconjug Chem 2009;20:
1281-95)  H T AV 2 L2 B e A 0T H H ol 5| A& kA, #oz ik 5 42 3k B AR B2 — Fids
AT

[0092]  FEFELLSTE Ty S, v A M bR 1C Al L 48 & BP0k - 5l a0, ] DU TR S & 24
7, I H o] DS ARSI A I T AR L R A B R AR 7 — Aty £ LS
RARCTUAR I FRIC PR AT M ARAR LA A2 FELE S 77 S rh , A A A il o fas 22
SR AT — Bl bR BRI o £E — LE STt 7 S, An T RHA W 2 5 S it A5 w3 1 T
FE, W Unf#i FLeica Bond Polymer Refine Detection System (Leica,Buffalo Grove,IL,
Catalog DS9800) KT,

[0093]  j=AE vk

[0094] 2 Wi PEHIGT TRYTAA VT LAAE FH A I8 A I F2 AR 7= AR o A FE B St 7 S8 b, Ak
AT A= AE LR (1 406G LOBTAA) 1 258 I alidh, o 451l 4 , v DAAE 2 3 i A 35 75 72 AR HUAR I 2%
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IR LR T 3T B v FE HUAR AL . T LUK BB WS S8 4 , L SR A - sepharose g fil
i (Pharmacia,Piscataway,N.J.) o Y/t i) TgG T i ks A VKR i RICBOAH 38 Ao 46 DL 1 £
AUE o T DORE 2 R RAZ 4 9 PBS , I AT A FH T . 430 Tt 2 K0 i 0D28 0 2 K L

[0095]  FEHELLSI T R, ASCH R PUAART LB 24 A A7 a0, o] LUK Gm s AR ST ik
%) 308 73 B A K 8 T R B 5 1) DN N 21 3R 8 A R, 145 3 1 R PR 5 2 S R R 4 o1 /7 )
BREE R AL B O RTE “BRARIERD B AR R R DU L RO R 3 B Ak b, [ 15 AR A
HH ) % SR RN A 1) 270 R 4 JFC FRUSUH P U 4 04 2 O8] 3 S RO R 3R 1 DI e« IR 3 3R 8 Ak A
FIRFEH T HI LA 5 B 0 A 18 A0 A2 o n] DU PR 2 Bk 254 DR RN S FE oA 22 (R 3 N
T B A R, B8 9 P TR 4 N R — Rk R o 8 I AR AE T PR SR R N R IR 2
b (e EE TR FE R Be a8 AA b ) B AINPR Sl o mst, B0 G SRS AE R A7 0, T~ g
D) I T IR TT 20, AT AR FH AR SR IR B H0 44 1) 42 B R0 B T AR Xk B A A e A [m] 2R
KPR R SR C 4w b A 1 [R) A4 1) B 4 48 e XORN AR B 4E 8 X R IA
A ARV, X B S5 280 N IR C X Bt AR+, V, IX B 528k N (1) C X B 1R 42

[0096] B T HiiRsE LR 2 A, HE 2H 508 o] 5 7 4 i A e L DR 7R 1 A R i RA
(R I35 7 1 o ARAE “Y5 7 517 55 AR 35 8 1) 0 o IR % s R R 1) 3 3 1 1 i A
EREES o B R REAAET) W ISIRE F S EH iGoeddel (Gene Expression
Technology.Methods in Enzymology 185,Academic Press,San Diego,CA (1990)) H14 4
B ARSI AR N RO E R, N FRIBEARR T, G X R T A LR, nT RE H R T A
AR A 32 20 MR e 4, AR R B ) SRR /K SRR 2R A 16 B TR AL B0 A 32 gl i SRk
()45 7 F AL F5 48 5 L3N0 40 M o s K P B B 3R R I e 2 A, a0, U T B A R
(CMV) J& M 740 (SV40) Mo 55 (191 4n s B = 220G 3 5 301 (AdMLP) ) M2 8w 26 14 3
2] R e i R v T K () SE E | s o 21 I T (P = v e eV A SR NS S ) = 2
FAN 5 B B AN [F SRR PP 5 A B R4 o, 1 inSRa JB 3+ R 48, H3 A KR H SV40 53
JE B RN TAR M I 95 75 1 84 1 KR 3 8. 52 1 /7 81 (Takebe et al. ,MCB 1988;8:466-
72) .

[0097] [ 1 P 5k DR RN 428 7 21 2 A, A BH 1) B 240 R AR A AT 485 B A1 1 7 41 46
TR A AE A 32 A 2 R R A (), RS ) R AR 0 I AL ok B bR 1 S PR
BATIEFE SN T S i g 34 O, 6t 56 [ % 454,399, 216,4,634, 665815, 179,
017) A5l , ML AL, PR AR ICEE IR T 51N 78R B8 34X 2549, 1 anG418 | 55 2= 5k
FH 2 4 () O o 0 B 10 DR L 5 — & PR 5 LBl (DHFR) ZE PR (f FH HH 20 GEMA e 438 /9
14, HF-dhfr-15 E4000) Fneod& K (FHFG418%EFF) -

[0098] Dy 0k A5 Al RN EE B , 38 e s v s R g Gl B A R 1) R A Ak e i N 1 A
o ATE “ 4L 1) 2 FhOE X B A FE @ TR SN JEDNA I R A% B A% 1 AR 1 2
AR, Gl hn e 2 L BERR £S5 T UE DEAE - 7] SR M 6 YL 55 55 . AR IR Ul AE IR A% B L% 1 = 4
Jf R R AT DA R IE A R B (R AR, (A AR AR b, S BEARL ) R AR FLSh 1 3 g b 3Rk
Prig e i AL 1), R e 28 SUAZ A0 A, 455 70 52 W LBl D 4B ., BU TR A 40 i B T /i e e A 4
WA EIT B I H B A RS Bk . O HOE R, Pk R R 1 I A R IE T T4
FEEFERHIE DU T RH) Boss et al., Immunology Todayl1985;6:12-13)

(00991 Afide ¥y FH T+ 3R 3A A SC P 3k 1) = 26 o Ak () el L 30 W0 i 3 4 B A 45 - b A2 B B9 81
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(CHO) 4 (f3#%dhfr-CHO4R ML, fEUrlaub and Chasin,PNAS19809;77:4216-220 ik ,
FHDHFR& R0 , B0, #% M Kaufman et al.,Mol Biol 1982;159:601-21FFi&) ,NSO'H &
JRI 2 L COS M B FNSP240 L o 4Rl 531 1 , %o 14 FANSO-B- B A i 5, 0 — IR I RIE RGR 2
WO 87/04462.W0 89/01036FHEP 338,841 A FFIGSE: [ Kk R - U dmtD PR L ) HE
HFRIRBARYE 51N FLBNY)TE L AR, 8k R T 32 40 B R 2R — B (R SR P AR Ak, Bk
I [A] 2 DL VFHUARAE TS E 4B 2RI4 , 5l BN b, S VFPUR 75 W6 21 35 5% 15 = 40 B i 5%
FrIEH  m i AR E R BT A BRAl b 7 v, B FREH BIIRhT Ak .

[0100]  ASCRTIR MR S PUGT TRYLAAR AT LA FE -4 = v ik 1] % P00 N B0 7 i B Ak 1 P 971 5K o
&N, 7E— N SEt T R, A L E A EOR, AT LUK g b5 6G 10H T4 1 N B A AR T
A7 X FIDNAER R 3 2 AR N E X (1, BREE X)) o

[0101]  FEIAHAD A ANGITRA J7 ¥4

[0102]  ARSCHEHE 7RSI A YIARE o (A0 N\ Msg 4 2308 i) H IGITRER A RIS 71, g
o N 2 88 IS A L S BTG T TRy A B i, FEAS I (451 e o B e 4 Ak A S5 RE b G T TR 25
HRBATB, BT IR PTG I TRITAAR B 40 A S ATl (PTG I TR , bh A R PG T TR : Fo 55
53 AnSEQ 1D NO:5-7H18- 10 7~ H (1) B4 A 42 5% i) AZ X CDRF 41, 43 Sl 40SEQ 1D NO: 111
12707 HA ) B B AN A2 B ] 8 X7 1), 823 A nSEQ 1D NO: 13114 7= HH ) 1446610 (— Fh
2 NPIGITRYUAR) (M) K HAEE MR E 72, Kz dufk sl Lt R 46 & F Bk R4 &
GITR. 7£ HELE STt 77 2, ik B Bk /D Coiig i 2R » 75— LL STt 77 =, B iR PG ITRYU A 2
A HUAAR6GLOM) AT AR X, (HAL 5 AR AR E X (5 dn /s BB RE X)) 19 BR G PuAs , 4] ik 5 1)
E6G1OHIMA - HoAL 5 2 HIUNSEQ TDNO: 154116 7 HY A 25 % A i e 41 AE b s i 7 2
W, BB PR R E D CH R R R -

[0103]  FERELLSI T7 2 H , 7 4Gt AR WA ot C0L 3 MR S8 5 SR A5 1) TV o IV R ot
Y T AR DB A 2 2RGS0 2 (B g 2049 o F A ST R 7 920 A= 0t ol DL
BEE (), ¥ R 1) BT 58 1R o 2R VDR i, 4510 60 J R A5 o, BT DAASE P 0T VR R AT, ik
THEBIUMEA IR FIEH I, TR UIBR B .

[0104]  FH-F-G I N 2H 23 (51 G i ygg 20 213) A (R GTTRERIA (1) 77 v ] LA /e PRIV, 24 8 1 5K
€ B o TR AR MR it GT TR 1 7K1 AR A0 A A 1) 225 T H AR ) 7 A R AH AR T
Pl 10 S, % W B IS (ELTSA) , TS B 9% I 5E » FE A 2% Ot (ECL) Wl aE , 3% 1H 5 B9 1 L3R
westernEliZE, GRS VTIE , 5O TE AL A 43 3%k (FACS) , e 50 , G e 2HAL 2% A6 I A= Wk
G T TR ) 75 ¥ AT DA 475 o FEARE ity S Ak R S e kot HR) o 510 a9 2 5ot B R i T DL R
GITRAER FH HIAF i » BH A FEFE A2 3 A GITRER I [P FF b o 4 45 5 5 BH P R B 4 %o B bk e
PLBINE PR i G I TR E

[0105]  #E—ANSjita 7 &, i sk G 98 2 A0 DE A i eg 20 2 i HR IR G T TRER A o i R fu v
S AR A PR 2R 2 (5 an Treg 40 B » 4511t e A ) Treg 200 ) A gg 4 B _E G TR

[0106]  — M i) S 3 4HL Ak 7 VA AE AR AU H 2 A SN o b AT e s A AR ) B 2% A L 25 e AR
S35 T Immunohistochemical Staining Methods 6th Edition2013,Taylor CR,
Rudbeck L,eds.,Dako North America, A] A fEwww.dako.comE N B8 S 15,7
Immunohistochemical Staining Method guide”) . ¥ 2H AV Ye i n] DAL A € I H 2R V) Fr
AR B B AT o 248 I 2 R 2D R 450 a0 2R S AR ] 52 A ik B HE (FFPE) 4147
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Pl 1zt FR08  EHE DL 2D 3R < SRS IR A U & (9 s ot 36 2H 2R ) [ e Mg 4+
s BLER (B anfE i b)) s U1 At [ BB 55 —Puik (Blan, AR ST iR B BR 5 6G10
PR B A (I ey B H0R /IR E GG 5 2 J5) A 3 BE 2% SR (5 an s F A
STV R o

[0107] &3 fy AR B i 4 ] e 7] 60, 47 497 a2 5 R I L 1 L R I L TR AT B DY 4R AL K
IR VR TR VTR RR IR B (B 4N H B L 1) Gendre Kl «Rossman % - B5 [ 52 71| Bouin %
W~ Carnoy ES [ 58 771 AT 48 3L 4 B 2R 1% (methacarn) o 78— MGG A St 7 27, K R #
vims [ 2] 58 7 FH I R (B 1.0 96 G2 PR A R Sy AR, O BT G2 i i b 4 %6 1 ) o — BLED
A5 P A B8 B 2R T A i I SR K, B A i L I RO A HL DD DL = A= g 2H 21
Y (g, J& B 294 -5um) , 98 Ja K FLEf 1] 21 B Bs 4t i b (1an , A RS A 77 ) 3% 3 4
) e

[0108]  JR A5 1tk F AL A R AL 475 A ol KR e L OCT ™ EL B 741) L B i Sl PR A o o I o 1 —
AN ) STt 7 S AR R A i

[0109]  HiJFAZ AT LIAE FH AR S e O AR AR AT 7 V53047 - LIRS B AR BE AT Re ¥ Kom#k (151
wn, BRI RAMEE HIER) ) , 4nsLhti e 39 BT ik i A , il (2 1% i (B B /KR s R 3R
AEE (PIER)) o« an BT P EAE B 07 15 A48 e n kB E 7K A A 21 (51 40 FH 2 1 BREK)
VRN I (e Ak G 4 7577%:) (Immunohistochemical Staining) $RFEMIZE3
AR T YR E W TEARIE U7 AR RS P I HIER S & T B iR E 5 4%
MR S5 3 vk B i) AT IR E E .

[0110] AT i (1) 77328 FHPUG I TR LA KA M A GITREL [ Y R AK /K- o 72 F 8 STt 77 58
LI PELGTTRYUA AL & 73 BIZESEQ 1D NO:5-7F18- 107 75 Hi f) H 4 A% % 7] 4% [X CDR /5
F, 73 AIAESEQ ID NO: 11AT12r 75 H i BB AR B T A2 [X PP 51, B0 73 73 AESEQ 1D NO: 13
A4 7R BB HTAR6GL0 (— M4 APTGTTRYUIA) 1)K B AR 7 41, Hoh frid Hi ik el
PR G Bore b g & NGITR, b Bk o 7 FE L S 77 S8 vh , Bk 2 e 21 C i 3 2
R o fE—SE S 77 2, PUGI TR LA 2 L HiAR6GLOM) v A8 X (HAL & AR N AR 2 X (5 dn /)
B TE 58 X)) B R A s, B an & 2 BIAESEQ 1D NO: 15F116H 7 Hi Y B2 4 A2 4% 1 471 1 ik
Fr6GLOBTAR - 72 HELL STl 77 ZE R, BR A PUAAR IR 25 B 2D o 51 2 IR o L ST A o) T e ) ek
MY R R EIGITRE ISR A H (S WA A skt 513) o

01111 my DA FH B B2 B ) B2 v A I 2H 23 51 Gn BrfJeg 4 o A I G T TR AR 1 3R I - Bl , 38
—HrpR ] DAL 5w R SR, 451 n 0 A ST IR ) BAR ik S AL YRS (HRP) B0 6 Aw i (91 o
FITC,TRITC) o fERELESC i /7 SR o, 36— PUIRA Sy AR TR DI Bl , (E3E I 58 — P 5
SEE AN, T 1A] 422 Sa e Ak o DRI, 7 SR SS STt 7 2, 28 —Puig L & ml R A ic , 5]
WEgARIC , B AFRICER JEhRIC  FE S LS STt T =, 2B — Pk R S AT X A AEHEA
FeX B R B PuE 55 =i nl T 150056 —PUiR i dE NFe X, DA/ s e ta .

[0112]  FE—Ssijiy R, nlfd RS AR - AR R B &7 7% (ABCTTvE) K illGT TRER (A )i
Fk ALK LS 77 B, 5 hUR R AR, T UL Y — PR A A & - 2R
- E B E AW RN 2 o BT G 2 2H A 1R LA A5 o 1) Al PR s 1k 7 v S A e e
HAR L0 777 (Immunohistochemical Staining Method) F5 g ) 55 6 & o 4 i i AR B8 7y v,
1 4nChilosi et al.,Biotech Histochem 1994;69:235;Sabattini et al.,J Clin
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Patho11998;51:506-11HIGross et al.,JBC 1959;234: 16227 iR 1) 7%

[0113]  FIT- il & N Ge (v R 2R v 1) — RO Ve ARSI A R0 1), F B IR T, il - 4
FEH A G th )7 148 7 s Immunohistochemistry and Methods (Buchwalow and Bocker,
Springer-Verlag Berlin Heidelberg 2010) 5533 ; Theory and Practice of
Histological Techniques (Bancroft and Gamble,6™ Edition,Elsevier Ltd.,2008) [f
H21 5 R URALZY) Fr et m] LLAN S it 451 3 T ik 13647

[0114]  GITRER I Joia mJ LA 40 S5 ot 451 o ofe s Py IS AR A 00

[0115]  FE— ey S, w] LAt — A4 2 R R Hh 8 7 VR A STk 1 IS H
PUGITRALAA YL (0 (1) 3y HEAT 52 4%, 5 n T3 ACRE A/ B8 21 3047 S 5% .

[0116]  FEMREEE YR, T LUE FHAS ST A DA R P53 J7 2060 T8 S 2 28 A Ao i 21 I GT TR 2
H R IEVE4) o P23 J7 R AR BR PR 40 R ik

[0117] {40, £ — LSt 77 22 , GITRFRIE B v 4348 FHHVE 73 (CH ML =0 0r) &RS8, HT
HBhAEH , BAE RIS 7306 8 1% RGAEARSIR D A2 R H HVE & —FhE T T
B EVPIr RS0 3 X s A Gty (3+ 54 () ML 1 4 bh+2 X FE L8 2+ 54 t8) 4R AR
B+ X g5 et (14 0) M0 H 43 bh+0 X Toge i (044 £8) 4R i) & 43 Eb , 25 1 0 2
JEEIN0E300. 2 Wl ,McCarty et al.,Cancer Res 1986;46:4244-8;Bosman et al.,
J Clin Pathol1992;45:120-4;Dieset et al.,Analyt Quant Cytol Histol 1996;18:
351-4 % BRAH ZAmT LLALHE , ) 4, o B AH [F] 52683 B UL BC %) A e 20 21 o DALk, 7E — 6 S
77 & A ARSI HIGI TRYTAARGT TRAL ( BH I A M B 2 H , DA S Ge A ) B, m] LA T 7
SEHVES) o

[0118] 7R eskit 5 =, i Al lredPF4r KRG VEANGITREIA (Allred et al.,Mod
Pathol 1998;11:155-68;Harvey et al.,J Clin Oncol 1999;17:1474-91) .iX 4> &R
Grh S LA RN 5 B2 43 O D0 SRAS 218 53 o ERLUEL , 72— B8 STt )7 2 v, BTG I TRPH 14 Ji g 4
PR B A B AR IR A L 51 43 % (0: 5 1:<1/10032:1/100%1/1033:1/10%1/354:1/3%2/
3:5:>2/3) , FF HIET-BH 4 e 40 v GT TR IA (1) ~F- 35 5 BE R SR AF 9 B2 A4S 73 (0: 65 1: 55, 2:
25, 31 5) o DRIk, AL red 3 B3t Rl 2 ANOEIS , 3318 R P 11 43 KA A PR P (B, BRPAEAS )
PRI L, 7 — LS S it 7 S, GTTRYS I AL Tred 40 A3 Z 81 IR, 5, Al red 543 M3, 4,
5,6, 7, B8R , BN &G T TREH P R .

(01191 FEFABSENE T =0, PRIy R G2 H s, Gl inTt SN, Tt B dt 47
JE B o 1 B T7 VAR A G g AR T R A 5 a0, AT I i Choudhury et al., ]
Histochem Cytochem 2010;58:95-107,Rizzardi et al.,Diagnostic Pathology 2012;
7:42-52 ik vF BT S AR R (ATM) 7550, 1459 70 3845 255 G i BE /K~ 1) ~F 391 . 73
— B E B E A RG 2 AQUA® (F shib e &2 #r) , s B an 20 235005 21) (TMA) DL g4k
R AT « AQUA®ZARHE K S 2 H A 5 i U4l M AR ) J8E , B 32 1 - 2551 2 M AUE
I3 RBTIRIE S — PUARSE ZHU AR A L DL M 2 E A I o d AR AL AT DA%
f&Camp et al.Clin Cancer Res 2004;10:7252-9F1iA 2 . AQUA®E4 24t 7ECamp
et al.,Nat Med 2002;8:1323-7;Camp et al.,CancerRes 2003;63:1445-8;Ghosh et
al.,Hum Pathol 2008;39:1835-43;Bose et al.,BMC Cancer 2012;12:332;Mascaux et
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al.,Clin Cancer Res 2011;17:7796-807H A 14U B . HoAth &3& 1 H s e A F- &
BT ER &, HliileicaBOND RXPET G %V G T N id 83 _E i G 05 AR I ik
JEH LR G TRRIA : Fe /) : T 20x B AL EF UMY s 2500 AN 20x 0 B LA 1 ~ <104
R s 55 BN 20x P BE LT 10~ <50 R, BH & RS20 B ML BT 50 ~ <200 4 i s
LB 20xP B AT > 20014 A .

[0120] Rk, A SCHEAE 1 FH T e Jae e R85 10 Jiyg & 75 G T TRBH P A0/ B AL G T TRBH
M) 753 CLFE A SR B AR 10 R A i 5 PUAR BRI LR 45 6 50 o e fid, BT oA sl e
Jo G A BB A A0 A A 4 WIAESEQ 1D NO:5-7 7 H 1 5 5 18 5 41 (1 7B 5% 7] A8 [X CDR 1,
CDR2.CDR3, P X A% 73 AIFESEQ IDNO: 8- 1011 7~ t ) 28 K2R 7 41| () 4% 4% T A2 [X CDR1, CDR2.
CDR3; He A Frik pu ik sl 4t S 25 & Fr Bds S vk 45 & ANGITR.

[0121]  ARSCEFEME 1 T 1 g Al R8I e A2 75 9 G T TRBH 4 A/ B AL 75 GT TR BH 7 41 A
515 45

[0122]  (a) fdK H B35 B IR S S PR B LR 456 50 2 #5 A , BT iR Hi A BB iR 45
B EE A E 2 HIAESEQ 1D NO:5-77 7 H & JE R F¥ 41 ) 2% m] 48 X CDR1, CDR2
CDR3, BA S 015 43 MIAESEQ 1D NO:8-10H 7~ Hi ) & L 1R 7 51| 1) 4% 4% W] 42 [X CDR1, CDR2
CDR3; H o prik puik sl At SR 25 & F By S 45 & ANGITR, Al

[0123]  (b) Kl Tk B P TR AR S GITRIN S &

[0124]  ARSCEFEME 1 T 0 Jad AR5 3 16 e A2 75 9 G T TRBH 4 A/ B AL 75 GT TR BH 7 41 A
757k, FALHE

[0125]  (a) fdiK H B35 B IR R 5 S PR B LR 45 6 50 20 # M , BT I Hi A4 B L iR 45
B EE AT HIAESEQ 1D NO:5-77 78 H & JE R ¥ 41 ) 2% v 48 X CDR1, CDR2
CDR3, LA S A0 %% 73 IAESEQ 1D NO:8- 10/ 7~ I 2 L R JF 41| i 2 5% ] A2 [X CDR1, CDR2 . CDR3 5
Hr prid ik sy 5 456 BUre PR 45 5 AGITR,

[0126]  (b) KWl FR B b BT R AR S GI TRV 25 45

[0127]  (c) W72 FTIABEM PR GITRER A JRRIE KT, Horp i T BRE /K 7 (9 56 FH 25 5 A )
T3 VR BRI K ) BIGTTRER [ 57K - H8 7~ 12 e A2 G TTRIH 14: ik ged

[0128]  ARSCIAFEHE T FH T4 e 2H 24 (3 4n ) 4t R GT TR FH PR 41 B i 7 ¥ B «
[0129] (&) fdioR H & ML (B i) FF i 5 Pu iR s L B i 45 6350 0 B2 i, Frid o
i H R 4553 B8 A5 BIZESEQ ID NO:5- 77k H () S B 1% 7 771 1) 25 4 ] A8 [X
CDR1,CDR2.CDR3, LA & A4 4> BIZESEQ ID NO:8- 107 7% H [ G JE 18 52 1) 1) 4 e v A5 [X)
CDR1,CDR2.CDR3; HH plrid Hifk sl Kyt 5 45 & 1 Beke w456 AGITR; Al

[0130]  (b) KWL A4 5 2H 2 (9 T JifRe) A5 () R 8 BB /N 4 B G I TRV &5 & 5 I HAT
Hh

[0131]  (c) Yttt 24 () an s #F &, 1 an F 25 2 i 2R R i ks 59 (1 ancp3, €4, CD8,
CD258FoxP3 bR E4) F /B H IR AKE R 41 Gt , LSS e 752D B8 (b) H 48 78 G T TRIH 14 (1) 41
i

[0132]  JB 3% (c) FnVFIEGITRIH VR0 M 45 5 Dy, 10, TAHM , 4N Tre g 4H i i i 23 40 A . (A1
AR T LUR 72

[0133]  FH-T7EZH 2 (5 G JifrRe) A & R Rs D3RR G T TR T2 i (1) A7 75 F1 / B 48 8 SRIAGI TR
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HITARENL AR L A/ s 2 (514 fieg) A it X TR _E RIGT TR K~ (4 752 , L4 -

(01341 (a) A 4L44 (1 4n e dBd) A it G Bk 1 52X RO 223 (i n ) o i, 5 R i
PURES & i #efil, Frid Pk B PR 45 5 #8708 - & 70 AI#ESEQ 1D NO:5-Tr 7R Hi
RSN 7 5 B A R] 22 [X CDR1, CDR2\CDR3, LA 2 A& 73 S AESEQ 1D NO=8- 10775 H i) 2 5
B2 7 41 () 2. 5 W] AZ X CDR1, CDR2 . CDR3 ; o rpt pfr b R s HL L B 45 5 v Boke A PR 4 &
GITR; Al

[0135]  (b) KAk oA 5 ik 4143 (481 Jibe) A% RO T4 _E G I TRIN 455 s O AT i%
Hh

(01361 (c) Bt 28 (5 L fPiya) o it , 451 FH 465 s A 28 8L (0 b 5.4 (1911 401CD3 . CD4., CD8
CD25EFoxP3#5 E4) A/ B IR ARG M LL Gty , DL 2 AE AP 3R (b) vh % %E G ITREH 4 48
Hio

(01871 — 7 AT 24143 (Bl , e oF s o e I SA G T TR Tre g 240 ML FR) 472 1/ B35 5
RIEGITRII Treg HNEHIECH , A/ RS (Blhn, ) F& B Treg 0 _EGITR/AKFHI 7%,
AL -

[0138]  (a) A4 44 ({5 4n fiedBd) A it Bk 1 52X RO 2L 23 (i n ) ok i, 5 Mk i
PURES & i #e s, Frid Pk s PR 45 5 #8708 - B8 70 I AESEQ 1D NO:5-Tr 7R Hi
AR 7 41 (¥ BB R AZ X CDR1, CDR2,CDR3 , A A (055 73 AESEQ 1D NO: 8- 10717 HY ¥ 2 2k
B2 7 41 () 2. 5 W] A X CDR1, CDR2 . CDR3 ; e rp pfr b R s H iU B 45 5 v Bk PR 4 &
GITR; Al

(01391 (b) KM P IR P 5 Frak 223 (19 Gt Jied) B (¥ Treg 4 _EAIGITRIN S 5 JF AL
izt

(01401 (c) Geta 2124 ({5 b Jibsg) A i 49 Gan FH Tre g 0 MO ) AR 2540 () lFox P34z 5 40) 1/
SR HIDFANE R Gty , LASE 2 AE AP IR (b) th 48 8 NG I TRIH L) Treg 4 .

(01411 —Fh AT 24143 (Bl , rJeg) oF i b Gr IR SA G T TR Te f £ 240 L FR) 4742 A1/ B35 5
RIEGITRIEI Te S FAINERI B H , A/ RS (Bl hn, i) F8 B Tef P4 _EGITR/AKFHITT %,
AL -

(01421 (a) A4 (1 4n e Bd) A it Bk 1 52X RO 23 (i n ) o i, 5 MR i
DU & B, Frid ik SR 45 538 70 8 - & 73 AIFESEQ 1D NO:5- TR 2
FLR 7 4 ) B P] A X CDR1, CDR2CDR3, PA K 55 73 I /ESEQ 1D NO:8- 10+ /5% HH ) B L iR
FF 9\ (42 55 7] A2 X CDR1, CDR2 \CDR3 ; Herpt fir i A sl 4 R 45 5 v By L 45 & AGITR;
Gl

(01431 (b) KM P IR P S BTk 20 23 (9] G Jied) B (¥ Te CE 4 B AIGITRIN S & JF
iz

[0144]  (c) ZetaHZ (FIan i) A6 it , a0 HITe £ £ 240 ML A3 54 (B INFox P35 E4) A1/
B RS AKE G Gt DL S e 2P 3R (b) v 4858 RGITREA L Te £ F 4R .

(01451 — 7 A T-AELH 3 (52, JifJR) A5 it PR ISR IR G T TRV Tre g 200 AN Te £ 240 D F) A7 £E
M/ B 5B R IXGI TR Treg MU AN Te F AR A B H L A1/ AL 23 (B, hed) #6 ) Treg 40
fa A Tef FANAE_EGITRAK I 71k, A4S

(01461  (a) f4LZL (B 4n i Bd) A it Bk 1 52X RO ZH 23 (B n ) ok i, 5 MR i
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PURSE G Hefuh, Frid uik sl P R 45 630 a5 - B 5 40 MIAESEQ 1D NO:5-7Hh7R HiH
AR 7 41 (¥ BB R AZ[X CDR1, CDR2,CDR3 , A A (055 73 IAESEQ 1D NO:8- 10717 HY ¥ 2 2k
& F7 1 ) 45 5 AT A2 X CDR1, CDR2.CDR3; HHh Frik ik s bt R &5 & A Bors it 45 &
GITR; 1

[0147]  (b) #xMBTIR PR 5 FriR 23 (5 40 e 5 b i) Treg 4 M AN Te £ £4H AL _EAIGT TR
gh4 s HAT

[0148]  (c) Gt dH 23 (5 G fifyed) ¢ &, 491 G FH Tre g 40 L AN Te £ £ 40 JRLIF) K5 54 (551 anCD3
CD4.CD8.CD25F1/ 8 FoxP3Fx ) /B IR ARG FIEF LT gL, DL S SE AE AP 3R (b) Hh ¥ R
GITRFATER Treg 4l il F1Tef £ 2 .

(01491 — b BT 75 JIRg BE i A K6 I 25 325 G T TR P17 1988 200 P f1 7 76 A/ B %8 58 I G T TRIF) i
JEARML K 5, AN/ BHR A S ) IR A AR G I TRAK S 7325, A0

[0150]  (a) i iR 5 & , 91 R 1 2303 10 g e ot » SR Bl L e iR 25 45 30 40 ek, Pl
R P H AR S S35 A5 2> HIFESEQ 1D NO:5-7 s i & L /R 7 51 ) B8 ik ] AR
[X CDR1,CDR2.CDR3, LA Sz A2 %3 WIAESEQ IDNO:8-10H 7% Hi [ 28 JL 8 J7 471 (1) %% 4k v A% [X
CDR1,CDR2.CDR3; HH ik fifk sl Hyt 5 45 & 1 Beke w456 AGITR; Al

[0151]  (b) AWl BT Hoddc 55 Bk e 6 ot () efRg 4 B FRIG T TRV 25 4 s HLATiE 1
[0152]  (c) S teuJiyRa B it » 1) art ) ey 4 A 5 G At 4 Bl 2 8 1 b 25 42 AR/ 850 FH 5 A R AR A7
Ly th, DUSSE AR IR (b) v 48 58 DG I TRIH VI fieg 4t

[0153]  —Fh FH T AEAHZ (15l , Frbed) 9 ot A ks ISR G T TR g 4 15 Tr e g 40 L ) A7 A
A/ B4 RIAGITRIY MR 4L S Treg 4L R H , F0/BRZHZ (1 2, i ed) A9 b 1 v yee 44
Ml 5 Treg i b BIGI TR K1 7732, 45 «

[0154] () i 2H 23 (5 dn i ded) At , 49 > B 32 (R AL 23 (4 an g i, 5 i el H
PUR S G Hefuh, iR uik sl P R 45 6300 a5 B 5 40 MIAESEQ 1D NO:5-7Hh 7R HiH
L 7 H1 1 B 4% v AF X CDR1, CDR2,CDR3, PA K AL 55 73 JIFESEQ 1D NO:8-10HH 7 Hi [y 2 2
& 7 1 ) 4% 5 T A2 X CDR1, CDR2.CDR3; e Frk ik s bt R 45 & v Bors m e 45 &
GITR; 1

[0155]  (b) KM ET IR PR 5 FriR 4H 23 (451 Gt JifrRe) A ot 1 e 200 P 5 Tre g 401 B TR GTTRIT)
gh4 s HAT

[0156]  (c) Yeta2H 2 (51 G o) A &, 510 G P e 200 P AN T e g 240 M0 1) o 75 470 (81 4 FoxP3
b B A) K/ B TR ARG RO 2T G 1, DL 5 70D 3R (b) A %8 58 G T TR BH 4 1 2 400 i A
Treg il .

[0157]  —Mp FHTAEZH 21 (5l an, e) A it oA PN SRR GT TR K MR 41 \ Treg 4R M A Te £ £
Y B PR A7 E R/ B % 5 A GT TR b g 40 AL\ Treg ZH M AN Te £ £ 40 AR 2 B , A1/ 8 2H 21 (1)
T, JoIRE) A S P TR A L Treg BB AN Te f AN AR L GTTRAK P-4 7 ¥2% , A4

[0158]  (a) i ZH 23 (5 an fided) At , 49 > B 32 (R A 23 (4 n g i, S5 i el
PURSE G Hefik, Frid uik sl PR 2456 30 5 - B3 40 MIAEAESEQ ID NO:5-TH /R
(1) 52 L 8 JF 771 1) B 4% W A% [X CDR1, CDR2.CDR3, B K2 40,2543 MIZESEQ ID NO:8-107H 7 H &
BT A 24 ] AF X CDR1, CDR2CDR3 s HHr Frid ik s L hi Ji o & Fr B R4 &
GITR; Al
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[0159]  (b) KW A i Hi Ak 5 Bk 2H 23 (191 G o) A & 10 IR A L  Tre g 4T B A Te £ £ 41 A
IGITRIN S & s FF BAT ik

[0160]  (c) Yeta2H 23 (51 G o) A &, 4510 G F Mgt 400 P < Tre g 4T B R/ B8 Te £ £ 400 LI A 5
) (1 W1CD3.CD4 . CD8 CD25 1/ B FoxP3Ax E4) A1/ 8% FH IR ARG AR 21 Ge 2, DA% 5 7120 IR
(b) H 45 2 NG TTREH ML B RE 41\ Treg 4TS AN Te f 40l o

[0161] SR BIE ) IRE br AL 56 1 1 \ErbBAZ 44K \Melan A[MART1].gp100 . P& 2 B 1 «
TRP-1/gp 75-TRP-2.MAGE-1.MAGE-3.HPV E6FIE7& F A& H [MUC- 1] /1 51 s S P 1 i
[PSA] J& R4t J5 [CEA] \PTA MR #71 J5 \MAGE -2 \MAGE -4 MAGE - 6 \MAGE-10 .MAGE-12.BAGE-1.
CAGE-1,2,8.CAGE-3%7.LAGE-1.NY-ESO-1/LAGE-2.NA-88.GnTVFITRP2- INT2.

[0162] T regZMffuzR ibr LA ELHECDA.CD25FIFOXP3 .

[0163] 77 J b st 77 2, {5 AL I 7 v 140 4L 45 SR 438 ol ek 4 72 MG TTRIH M4 5K GTTR I
PERAERAME 40, 78— ANt 77 S b, Af A Gz 20 A PN 98 0 IR AL 2858 (FISH) [ 4H-5 SR i
I8 43 B GTTRBH P4 5% BF 14 o 3X Fh 77 v B & g SR Bl ik Her - 2/neu AR - 2 L 1] 4
Ridolfi et al.,Mod Pathol 2000;13:866-73,

[0164]  ASCHT IR PIATAT 22 T ORI R I 7 72 T LA AH &4 FH L B0 55 2 T-RNARTAS U 77 7%
Bl 4UIRNAs cope Fl 7€ S PCRZE A1 H -

[0165] bl Aar il 77 V58 5 45 & S BRSO HERE i JEAT o A — B St 7 2, X RRFE i a2 L
BCR IR R M) Fr (section) o fE—S85Tt 7 S, 0 HE B2 JEAE S IR B AR B RIAGITR
(1) Jie g e i 1) 526K (49 i S 52 ) o IR AR o mT DA AR AR A it RIS G I TRV
M) BRI AREN S

[0166]  JR M1 B TS 77 V2

[0167]  ASTHEHE AT 25 58 W] RE T PTG T TR S 7 V2 Ve 7 (1) Ja e A8 8 | sl ool e i 28 5 72
R BT TR ST VA el B (1) 77 v, FLAUTE -

[0168]  (a) fdiK H &35 B9 IR RE & S PTG T TRITAR B ILHT IR 45 A 56 7 ek,

[0169]  (b) KL ZPUMAR S Z MRS HGITRIVZE &

[0170]  (c) #fi € K& R GITRER A FURIANI /KT, Hod s T RE K FRIGITRER A Fi/KF
F A% MR 72 GT TR 14 g , 7 HLiZ 38 ] 58 BTt 6T 470G T TR G 2 7 V6 A5 Wil J9F o 7 e e S
it 77 & T R W s A R e g% 4 . (5 e V2 i IR 2 4B (TIL) , I AnT4RAE , W Treg 4
J) b, 450 2 b v A s e Al I GT TR IR /K, 3 B il 5 524k 3 %G I TRy T ¥2:
AT JSE P R f A o 7 R I e 8 A R ) B A 00 e R 4 BB G T TRV 2RI 7K, I HL 45 dn i
5E AN KHTUG I TRYT HE A 87 v g 1k

[0171]  FEHELLSTf 7 A, FTGITRYTA R X FE R BuiA , AL 5 - 43 7 /ESEQ 1DNO:5-7F18-
1073 H () S A AR BE AT AR X CDRFF A 5 43 I #ESEQ 1D NO: L1AN1 27 75 HA 1 22 B A ik ]
AZ X P 5 553 AIAESEQ ID NO: 13114 75 B HiAR6G 10 (— M4 APIGITRILE) () K H
TR EE A, Horh prid ik sl PR 45 & F BURs et i g5 -5 N GITR o £E F 28 St 77 22
Jr iR i 5k /D o W6t 22 PR o 72— e St 77 P, iR PUG I TRPLAR A2 x & Pufls , HAL & Pk
6GLOM AT AR X, (HAL & N HE X (a0 /N AE 2 X)) , 471 an 65 43 7 #ESEQID NO: 15116+
71~ HA ) BB AR B T 41 1 R 6G 10T o 7E FE L St T 2, R A A4 1Y) B 4 P D Coi 8 2
Wik o 7E e St 7 22, 3 S B AL MIGTTRZR AL, tn ik o 78— /N SE it 5 b, 4 fh s
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AL S HAdAS I 77 5B NP TSHA & .

[0172]  FEBELESTRf 7 22, 44 IR A i i) & IGEFPE D o £ HAR St 77 S8 vh 5 K I
il % A R LAY o

[0173]  fE—ESLj 7 Srb , 4n 5 g sl HL ) G s B (F9) iy 92 bk 2 4 i (TTL)
BN Treg 41 HE) WIFE i 52K B[R] — b hE 5 B UL FC A0 1R 2 2 s e e 4 (14N T reg2M
i) AL B AT 2 BGTTRIH 40 , WA iZ e & GITREH MR , I B AT B85 & T HiGI TR
PEIT I

[0174] R HELL STt 7 229, Gn S Rg B i A G TTRBH VR 40 B (451 4n 55 2 1, £37) 2 g 42 3]
MR (TIL) , 40T reg4Hf) A1/B e 40 M i i H BB /K1, WRZ B E T e 2 a8 T
B T P 52 2 T HUGT TR TT i o BB /K F 1T LU 28 e A I R S0 (1 an S 8 24k, an AR
SCHE— D REIR BT 451 0 LS e A5 A ) B AR I G T TRIFT 7K ~F o 75 JE e S it 7 S8 v, W 2R AR A
FAHT LT IR B AU A R P RGN AT Iboeg R il Fh GTTRBH 1A 40 . (51 G e 2 40 i
1 an e V2 T R EL AR (TIL) , 40T regZH ) AN/ B 40 M s i H e ik B 4B %k B sl 1l
3% B3 AT RE 52 25 T B TR AT 5% 25 T HIG I TR S8 7 5 o IRl I, 78 — e st 77 22 b, 784
A SCRTIR A AT A FI R R4 RS 2AF R , GITRBH M40 B i %5 B 55 Bk 8 ek 5 10 1 5
H 8L 1], I3 A “GITRBHTE”

[0175]  fE RELL ST 77 S rh , SR T yed 5 oo 1) e ) 440 B (A7) ek e 4 e A/ B2 4 2 440
(48] 2t e 98 92 e Rk EX 4 (TTL) , T regdiiff) H&E /D1 %, Bl 5%, &£ /410% , /0
15% , £/020% , £ /025% , £/030% , £/035% , £/040% , £/045% , £/050% , £/055%,
£/060%,£/065%,2/070% , 2 /075% , £/080% , £/090% , 8L £ /095% FKIAGITREE H ,
MZAE 8 € 8 “GTTREH ™ , FF 3 B M e FB 8 X HUG T TR G B8 97 V6 v BE AT Mg )87 B3¢ Ll 7
IV

[0176] 7 —SEsjta 77 R , V15 R AR A A H 2 B DRI L, 78 R 8 szt 77 b HiE A A &
b5, E 10, B 015, £ /020, £/025, 2030, £/040, £ /050, £/060, /070, £ /080,
/190, £/0100, /0125, /0150, £/0175, £/0200, £ /10225, /0250, /2758 % /b
2901 e B b B 15 € 8 “GITRFH ™ , ¢ H. 3R B Ja e B3 ] B s i HUG I TR BT VE A
M J87 o 43500 F) 25 Ffigd o ) A 30 4 M B s IS 2R 1 400 e (48] a7 88 4T L, 437 e 8 92 9k
Y (TIL) , dnTreg 4t g A1/ S5 i éd 40 i) SRt 55

[0177]  fE— 2S5 b, tF E MR AR AL T red 40 20 R L, 7R FE LS 77 R
AllredPFor AZ A3, HlnZ b4, 2 /05, 2 /06, 2 /7808 1 IR i B 5 72 8 “GTTREHE”
It HLAG 7~ W0 2 AT BE BN UG TTR P28 97 V2 Mol I8 o 73 50 mT 5T e v 110 e 308 40 i g
R S S A1 40 PR (451 e 9 4 L 4510 4 ek g 92 AR L AR AL (TTL) , i Tre g 48 AR AN/ 3 i e 24
HfL) RKeit5H

[0178]  #F—Lbsjifi 5 R, THEAQUAZN . PRl L , 78 e s i 5 22 o, AQUATE 7 N & /D5,
Bz 10, £015, F/020, £/025, /30, £/040, /50, £/070, /80, £/090, &
A>100, /0125, £ /0150, /0175, F /0200, £ /022588 5 /025008 I8 RE 5Bk 6 52 N
“GITR- FH P “I H.2 B E 83 ] B8 B I00IX BTG T TR 8 7 VA T 87 o V143 1 3 - i g o
(1) e 0 40 B s o S 2R X 0 P (497 a2 4 L, 437) a2 i AR 2 40 g (TIL) , anTreg 40 G
01/ SR ) SRE B
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[0179]  FERESLsjE 7 B, M EIRVEr Rtz — 5 R— R IELES (BIFTSH) 14 &k
SETINAf E e 2 G T TRBH 1438 2 GI TR M 1y HE A 2k«

[0180]  FEFELESL )T Srh , o B 1 B T A JhE « SRR 40 AR e /)N 4 B e A /N4
Jio it < SR AE /N 41 Bt A g (NSCLC) < FEBEIRNSCLC F 2R Jie S5 98 < B gdee 5 s (49 G ids B 441
i) N S0 e L 45 i B W 1 B S B e (9 4o, Y i e (RCC) ) BT 21 e (f51)
TSR HMETE T T S MR R FECDR e #8402 I R B RE (22 TR 1k
LN EFAARIE) 1 0 B TR AR R FLE A e Sk s (B B R
AT AN AR IR LR PR 5 52 R AR AT B 2R (B, R 1 S SR R R 491 g bk
BYHR PR B 2R B B TR e T L SR UE VRN . T e AR T
S0 < T8 e AR B TE e N N o b R G B SE e E _E iR e  EEH A R
PRAE S 3 2500 ) L2 A SR e i R i B i s TR AR R RSB 2B (ONS) R 1
CNSIHRE= I8 e I A= e 3 A Py et A R Joia g A B - = U8 P I R1JRE (Kapossi”
s sarcoma) 3 FEJE SRR AT  TAH bk 08T A 15 3 0 (B R IR L th A AR 15 =
F) I AE I EIE B B YR ) e (1, N FLSk IR B (HPVAR SCBGEIE T IR ) R
R L Am v R (R B A0 A R L= AR 40 P 21 200 P I A 4 B 5 T 4 i A R
AHHE) BG4 R L7 AEB T NK SR AR ) Hh AT — 0 (%) I 2 2 1 , 491 G i A 28 2
(147 1 X975 9k L 988 i BB R, 49 G S P L AR ES A A %/ Bl e M 1 e, B i 2tk
177 (ALL) S B 88 1 2 155 (AML) 18 P4 96k 2 40 B 1% 3 1f g (CLL) &t i Bé M 1 i o
(CML) A4 4L I AML (MO) B B8 BEAH A 1 I (ML) B B8 REAIMOPE 1 o (M2 5 ZH A Al 2
A REERE E M5 M3BEM3AE 44 (M3V]) Rl 5 A% A M 14 3 s (R A g TR M s 248 P 18 22 i (1)
MABEMAZZ A [MAE]) « B A% 40 P 3 I3 (M5) 21 [ g (M6) < B AZ BRI AR 14 () s (M7) <43
0 PR 2 M PR R e S R 5 IR R, 9 A EE 5 4 IR IR I B8 (Hodgkin® s 1ymphoma) (HL) -
AR A QIR ES 9 (NHL) B ALy 27 2% 9. (151 G B2 M bk E2 980) T4 Aok 88 bk 2 S 4
FHOAE AR E2L 90 B A% A B A BT AR bR 8 08 L TS A OC Bk 2 4 23 (MALT) Ik 28 VAR AT 1% (f5il
Ki 1+) K40 A ybk B2 98 RS N T M bR E2 88 / 13 I 25 400 e bR B2 93 I 757 47 2 58 2411 R T 441 i
E2 988 L H Lo AR EEL 8 i T 200 PR R 2L 98 DR A P 2 A B2 G A 22 9 T S T - 9K 2 50 24 o A bk
B8 T - IR BRAT A M s M REE SR8/ U995 (T-Lbly/T-ALL) &b JEIT4H B bR B2 88 L bk B2 B 4
A IR 2988 2 L S Ik 2L B B T L S 2H 2R A R b R DR T A A S R G ik L R L R
R AR AR ESL 9T BT A Ak 2L 9 bR B B 440 AR P bR E2L 98 (LBL) bk XL 3 R 1 s P g Stk
TRES R AR 1 L5 R 98 P K BT AR ok 2L 9 A JE AR DG ok B 8 L R v P PR E 98T L 57k i 1 2 2
2T B P4 PR L R (DHL) 4 38 T 2411 B DR 4T A bR E2 987 1T 475 B - Uk EL 4 A P2k bR 2L 9 52 JER T 441 4k
B8 (CTLC) (FRFRAEEEAE s i B ZE 4L LEZRA1E (Sezary syndrome)) K EA FL/RE HiFeie
CEEREE A IMAGE Waldenstrom’ s macroglobulinemia) FvbkER 2% 40 B AR ES 983 (LPL) 5 ‘B 6
Je , AN T g G R R R B B G R S A 20 T BB R SRR Y i iR (TR AR oo B i R0)  AIOE
PSR A M % 22 R B BE R 1 PR AR 2 4 R 1 3 it s (CLL) B 4 A bk B 089 5 2R i Rl R 1)
X2 LA e T B Y ) bR (RO 2 4 N 9 SR SUVLIRIIRR) 5 s 4 B ed g TR A A e
Pl foh 2 I, 0955 J2 A BT 2 BRE 5 [R) ol S R P Ted , LB 4 48 PR B SUNLIRLIRE S i A
Jo 5 S oA R , 0 FE BE R A MR T RS A TR B 9B R AT R DR TR A 1 e %
Wi T 9 VAR ECL T 2R ) s I fRe 5 48] 2 T4 i A% B e iR, B HE (RS R T T B R i , B an T
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AR 2 40 B4 3 L0 (T-PLL) , E0FE /N2 B A i (=0 DR 4 A 2 28 5 DI 326 T4 i 24 23 17%) K ) S
PEIRES 20 B (3 1975 (LGL) sa/d T-NHLFF IR E 8T 5 71 J / 160 Jig S Tt o ok B 9 (22 Y I 8 B
AL AY) 5 A A oty () TH BRI BT 5 Sk BR300 5 e B e IR e s S 28 e
WRES 98 DL R SO il IR AT AR 2H & o AE LU STt 7 S, Sl A2 e A MR o MEVE TR T i | B
[0181]  — HJEE B W % S N AT RE MPIGT TR AL VA JT 3k 25 (B, HL A GI TR R
T DL AR ST PTG I TRYUIAR G YT 3 (R, PLGI TR IEITIE) -
[0182] [l it , A SCHE A B A SCH SR A I HTG T TRYTAR AN 7 3697 B A GITRBH 4 i (n
I GITRER H FRIA 7K P18 1) W JaiE 8835 1) J7 v, G m) BB Tt R VR T A RLE I HIGI TR
PURBIL TR 455560
[0183] 7 —ULsija /5 Kb, FSR A GITRER A KX K- F I PG T TR Z X FER i, H
F 4 BIAESEQ 1D NO:5-7H18- 10 7 Hi 1) 55 5% Al %2 8 v AZ [X CDR /7 41 ; 43 A FESEQ 1D
NO: T LA 2FR 7 HY 1 JE B AR i ] A2 X P 9 5 B 40 I AESEQ ID NO: 13F0 14 7R I i fA
6G10 (—Fh4 NPIGITRUM) 14 K EEE AR FE 7 41, Horb Frid ik s bR 25 6 7 B 5+
PEZE A NGITR E R L 5 it 7 S Hp , R B /D Cli 2 IR « 70— L85t 7 8P, Uik 2 ik &4t
I, AL HIAAR6G1OR P AR X, (AL S AR N 1E & X (1, /N R R X)), 1 2, 43 Sl 75 4 SEQ
ID NO: 15116 7 Hi 1 H B AR 4 17 S R G 66 LOBTAR o 7E FE LSt 77 28 b, kB HUAR i)
R DO R IR 7 FE L St 77 22, GI TR 1A 2 i 1 S 2 AL A T, 2n b ik o
[0184]  FERELLSI T7 S HR , X T FHAS ST I 1 77 v e 9 B A GTTRBH M Mg (B, GITR
IoH A Firb T 40 B R/ 5 S 92 A P, 490 e g 92 i AR L L (TIL) , i Treg 40 AR) e BB FAE:
ARG ITRAE 5 4% T A 7 (B a0 sh PTG T TRIUAR) Y697, I 5 206 an T 40 f vl 4 1 55
SR/ B G 5E (B AT TL - 2F0 /B IEN - v F= Az (¥ 38 0, A0/ 350 T 200 B 386 508 0 38 ), R4 P T
MR VS HESE o R, ASCHR A 1 VR T R AR I T, AT
[0185]  (a) i FHAS ST AT IR 1 77 15 iy o o iE R85 1 vy (v &4 B R/ B0 6 92 400 L, £37) 2
SRR R EL Y (TTL) , Bl anTreg 4l ) /& 75 NGTTRBH M , i anfd >k B 2 1) g 4 b 54t
RBP4 50 o ek, T Bk sl S5 45 63020 L7 - 40 3B 2 SEQ 1D NO:5-7TH R
H ) Z R 7 51 4 7 4% [X CDR1CDR2CDR3, LA & 43 54 27 SEQ ID NO: 8- 10ffT 7~ [ & %
& F7 31 ) 4% 5 T A2 X CDR1 . CDR2.CDR3, HH Frik ik s HHt R 45 & A Bors e 45 &
GITR, K& I i H 44 55 0 S R GT TR 45 65 DA S A i HR G T TRER [ iR IA /K P, Hod,
e R 24 P/l ) S 4 B (45 G PR R R S 4R B (TIL) , anTreg 40 M) Hh i BRI
IKFHIGTTREE H Bi/K 487 e AGITRBH 14 , Al
[0186]  (b) 4n 5 e 43t i € 9GITREH 4 , Wit AV o7 A Ak B 1 ARG I TRIE 5 A& R E M
F, B UGN TL -2 B8 BT AL AR TEN- oy 77 A L/ s 98 n T 208 e ¢) 85 5 R/ 5 380 42 T 248 i )
THFERIAE A5
[0187]  fFl4n, fE —ANSLiiti 77 2, VG YT A A E R IW015187835 (HL N 2518 i 5l FHFH A A
30) AT IBEN PTG T TRYUAR TR TT B3, Bl an B T ZI BTk i 155 K 4% 4% n] A% [X CDR \ H
b R T AR [X | Bl B A M AR BE I PR < 28F3.19D3 . 18E10.3C3-1.3C3-2.266.9G7-1.9G7-
2.14E3.19H8-1.19H8-2f1/846G10, I HAF A . FK2rh 4L T PCTEH | H1EW015187835 A FF
(RIHARIR) 751 (2 ULSEQ ID NO:5-14F127-228) o Bt a] LU BT A HAB LG I TRILAKRIA ST
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5 4N TRX518 (Leap Therapeutics) MK-4166 (Merck) \LKZ-145 (Novartis) .GWN-323
(Novartis Pharmaceuticals Corp.) Medi 1873 (MedImmune) - INBRX-110 (Inhibrx) -
GITR-Fci H (OncoMed) , BL &W02006105021.W02009009116.W02011028683.US2014/
0072565.0S20140072566.05S20140065152.W02015031667 .W015184099.W020151840995,
W02016054638 41 Fiiik 144K o

(01881 WA IMGTTRIH 4 fMed /e R ) 7 A5 P 7 7

[0189]  ACHEft 1 FH T Ma W Jed i £6 35 b IR G T TR Ied 1) 77 v o AT M I 532 ] BA A
5T i B LT ReXt IR BIGI TR G 7 v A4 el N 1 7 v 2L 7 kAT
[0190]  m LA Mo il 55 2 2H 2, 48] dam ek g L AR5 o8 40 R G T TRIRS A7 E o 491 2, m LA M ¥ e g 4
PN/ SR IR S A0 (TIL) (Bl Treg 4N AT £4HML) FGITRIVAELE

[0191] R WIGITRAFAE (8] FR1E) T LLALHEAE Y > Bl 5H 22 NI 8] S0 8 GT TRAF7E o 5, m]
DA SZ AR SR A 28 — AN EE 20 23R i OF L e GITRIIAFEAE A /BK-F) , Hod, i, 28—
FIEE SRR S EAE 63 - TR, L A3, 5 H &34 AL 315 . 16 T UL sl i A 3k
PR BAREAS LR SE GT TRIV A AE AN/ BK -

[0192]  [Ksb, 7ERE st R, BT W s fE £6 38 R SR IAG T TR fed 1) 7 v B 4
[0193]  (a) FE 28— 1] s A% TG T TRATAAR B H Bt JiF 25 30 43 A M 4 23 (48] dan i) 49 ot o
IGITREEH FiFRiA ,

[0194]  (b) i€ 55 — I [A] R GI TR I R IE K

[0195] () 7E 28 I A s s FH 5 A2 3R (a) wh {88 R AR ) ) 0 A4 A WU 2H 2R (4510 am ek g, T
DA 5 7E B — W] 18] sy A 1 e A TR () Beed) B b I GI TR 8 (1 iR 18 , i

[0196]  (d) e >k H 55 I 1] s i) Rd G T TRER I iR B 7K~ o

[0197] 424 1 FH T M I A8 o R IR G T TRIY) IR (1) 7 7%, L4

[0198]  (a) 728 — I [A] s A8 TG T TRATAAR B H Bt Jif 25 30 43 A M 4 23 (48] dan ek 49 ot o
I Treg4 i H HIGITRER (4 iR IE

(01991 (b) i€ 55 — I [A] R A GI TR I R IE K

[0200] () 7E 28 I A s s 5 A2 98 (a) wh {88 R AR ) S 0 A4 A W0 2H 2R (4510 4am ek g, T
DA 5 75 55— W] 18] Uy A 1 e AH TR 8 Beed) B b ) Treg 4R FIGITRER 1 iR IA
[0201]  (d) fffi e >k 1 56 I 1) R ) Joed A ) Tre g 4B H I GT TR 8 1 B R I8 1 7K~

[0202]  JOHfL 1 T M I E AR R IR G T TRIY) IR (1) 7 7%, L4

[0203]  (a) 7E 28— [A] s A8 TG T TRATAAR B H Bt Jif 25 30 43 A M 4 23 (48] dan ek 49 ot o
I Tef T 40+ FIGITREL I RIS,

[0204]  (b) fffi o€ 55 — I [A] R AR GI TR R IE K

[0205] () 7E 2 I A s s 5 A2 38 (a) wh {8 R AR ) B 0 A4 A U0 2H 2R (4510 am ek g, T
DA 5 75 5 — W) 18] sy A 1 e AH TR (34 Beed) B b ) Tef £ FIGITRER 1 JiiRIA
[0206]  (d) fiffi e >k H 55 I [A] s i) JoRg ) Te £ £4R AR I GI TR & 1 SR IA 1 7K

[0207]  JO$f T T M D E AR R IR GTTRIY) IR (1) 7 7%, L4

[0208]  (a) fE & — IS [A] s {8 FHHLG T TRYLAAR Bl H 0 J57 45 G 505 2o A Wl Py 45 o o ) Jrb e 400 i
HIGTTRER 1 IR IX

[0209]  (b) fiffi o€ 55 — I [A] R A GI TR I R IE K
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[0210]  (c) 7E 58 i [) s s 5 20 3R () {8 00 AR ) () PoAAs iz I e oga A o (T B2 5 7E

B — I ) 5 ARG 14 e AT (1) i) w14 Jieb g i R I G T TR & 1 R IA

[0211]  (d) #ffi e >k ) 28 B[] A 1 v o 1) Jieb g & e R I G T TR & 1 R IA B /K-
[0212]  ZEREEe Ty yderh, 7 E Treg 40 i AN/ B Te £ £ 40 A/ 55 fifed 40 i H GT TR A AE AL/

K.

[0213]  [Rlt, 7EHE e sty 28 b, FH 1 M WA R b SOk G I TRIY) il i 1 7 V2 4
[0214]  (a) 7£ 55— () S0 BTG T TR B AT i 25 4 350 29 A DG T TRBE 14 Mg I GI TR

HE R,

[0215]  (b) ffy 2 55— I 1A] AT I GT TRER [ R IE /K

[0216] () 7528 i 1] s {20 3R (a) R4 FH 09 AR R PO AAAS U g (R G T TRER [ iR
[0217]  (d) Hf e Sk H 25 I 8] A0 iR Fh G T TRER [ LR IA 1K 5 Al

[0218]  (e) LLASAE 56 — FNEE I (] sSSP 2 I G TRER H iR IA K

(02191 GITRZR % ] LATE fifrJad 20 RN/ 55 G 72 40, 4] 2 ke 42 e 9k E2L . (T TL) |, 49 2 foe

IR N IR Treg 41 B A1/ B Te £ £ 20 M U 5 o 55 — B 18] s ARG T 58 B ) 50 A 7K S B8 vy v DA F

71N TIJRE Y 38 5 B — I () SRR XS T B8 B TR) S A5 A R DA s R gt e, I HLAE AR — i
V1) A5 P RE X AN AR PR 7K S AR T 55 i 1) A R sk ] 5 mT DAFE s R RS e .

[0220]  FERLeesiir i, H T e GITRER A FIA /K PRI BIGTTRITIA & IX AR i id, 1
B0 HAESEQ 1D NO:5-7H18- 107 7~ H 1) B 5% A2 5% i) A% X CDRJF 41 5 43 I AESEQ 1D

NO: 11 AHL 2+ 7 HY ) B A A A2 4k ] AR [X 7 31 5 B 43 S AESEQ 1D NO: 134014+ 7R i difk

6G10 (— M4 APIGITRILIE) () K EFE MR EE 741, Hoh rid bk sk Kbt JF 85 & 7 BURr 5+

PEZE G NGITR . AE RS0t 77 S, SRR /D Comit 2 IR o 7 — 2850t 77 b, Uik 2 ik & 4t

P, HALE HUAR6GLOM A AR X, (HAL 3B N TEE X (1 /N SR AE 2 X)) 5 1m0 55 43 Sl 72 SEQ
ID NO: 15116 7 Hi 1 E1 85 AR 4 17 S R G 66 LOBTAR o 7E RE L St 77 28 v, kB HUAR i)

/D O i 22U RR - 7 — ML A St 5 F2 v, AN AR SRl I S e A i AT G I TR IA 1Y

L o AE —LE St 7 S, WA SRR A FHIE B R LRIV RGER I E GITREL H iRk /K

T HIESr R4, Al rediPor #51, AQUA® R4, 8l H L5 R4

[0221] bR UR I U7 V240 o] F T 8 BUGT TRA 72 2 75 ml e A R0

[0222] PRI th, AR SCERAEE T FH T 8 DU B A GTTRIE 4 b 98 () 5 vh A UG T TR SR 28 97 VR 1K) T 2%

M7k, AL
[0223]  (a) #E JRBNHTGI TRAG ST % I A B — I T i s PTG T TRAFUAAAS UG T TREH 28 JiJe
FHIGITRE H R,

[0224]  (b) e Sk H 55 — IR [A] A A0 JoRg H R G T TR & 1 3R /K-

[0225]  (c) 7EJABIPTGT TR A e T7 % 2 i [ 28 I 8] ks FH 2D 3R () A A FH B9 A 1R S A4S
DIGTTREH A M R IGTTRER H iR

[0226]  (d) #ffi e >k I 27 B[] A 1 s v GT TR AR 1 SRR [ 7K 5

[0227]  (e) LU ASE R 26— FN S5 i [B) 55 I 52 ARG T TRER [ o R IA /K1, o rp 28— sf ] 5 AR
T 5B N TE] R R KT B T HR AR UG T TR S 7V 28, 55— I A] U AFDGE T 38 IR (] R 1 4
BRI R PUIGT TRG I8 7 V5 TC R, F HLE — s 18] 5 AR T 28 I 18] A 40 BOR AR v $8 R
PUGTTRA T VAL AL 2 A F o GI TR IA 1T LATE Jif &g A 1 e 241 it A0 / B8 G 12 &4 . (437 2
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iR 52 T AR B D (TIL) , 40T regZHff) A il g
[0228]  fFHLubsifi 7 &b, H T e GITRER A FIA /K TR BIGTTRITIA & IX AR i id, 1
F 4 BIAESEQ 1D NO:5-7H18- 10 7 Hi 1) 55 5% Al %2 8 v AZ X CDR /7 41 ; 4 A AESEQ 1D
NO: TLART 27 7 HY 1 ) S AR B mT AR X 7 1) s 5 3 A AESEQ 1D NO: 1311497 H () bt
R6G10 (— P4z APIGITRYUM) B 4K FE 85 A4t 5 41, b prid ik sl Hbu R 45 & 7 By
FPELE A NGITR. 7E R e st g Z2 v, B S/ D Coi it 20 IR - 7E — L8852t 7 R, Pk 2 ik &
Poass, AL & HUR6G10M A AR X, H AL Er JE N 1E & X (] /N B R e X)), i an 63 55 49 7
SEQ ID NO:15FH16H 7 t 1) B4 AR 7 41 I R & 6G L0 AR o 72 R STt 77 R Hh , A 9t
PRI H BB D Cu I & IR - 7 — MR I SE i 75 b, WA SCRTIA , i i e 2% 4 234k 3k AT
GITRF I AT I o 7E —Le St )7 27, WA Tk , 48 3 B 4 PF 53 RS K i 2 GITRER
H JRERIE KT HE5r R4, Al lred W5 551, AQUA® R4 80 H 2 E 5 R4t .
[0229]  7E HE L6 St 77 S b, PG T TR e 58 97 vk L 466 1) i iE B8 35 it VB 7 A AL E 1
W015187835 (L 28 5| FHFF AA SO s AT PIGI TR U , 5l an B A IR e 4k 1) =1 55 Al
2% ] AR X CDR . 25 B A4 B ny AR [X | BY 5 55 AR BE A 04K : 28F3.19D3 . 18E10.3C3-1.3C3-
2.2G6.9G7-1.9G7-2.14E3.19H8-1.19H8- 2 F1/8L6G10, J¢ AR . T2 244t T PCT & Fi| H
iEW015187835FF A FFHIFiARF ) (22 WSEQ ID NO:5-14F127-228) ot 7] LA AT 3 & i
GITR¥UKR VAT 3, WIUNTRX518 (Leap Therapeutics) ,MK-4166 (Merck) ,LKZ-145
(Novartis) ,GWN-323 (Novartis Pharmaceuticals Corp.) ,Medi 1873 MedImmune) ,
INBRX-110 (Inhibrx) ,GITR-FcZ A (OncoMed) AW02006105021,%02009009116,
W02011028683,US2014/0072565,0S20140072566,US20140065152,W02015031667,
W015184099,W020151840995KW02016054638 - $#iik F Fi s o
[0230]  FEIELEsT S, ] LAERIR W fa (BP, 7E6f E IR 2 GITRBA T JS) B an ik
S E 1A A, WIikiz G224 B VIR el E 34 B wlikizW 544 B VIRl ss4 H,
WKW JG 64> B, W1k 2 Wi o 1ES5E , 554 M W 26 TR G T TR FR AR IR 765 o 78 At Sty 2%
H, B CATE R BB I TR ¥R I Ja , W B e sy — A AJa, BahiGIir e A AJa . Baliasr
Ja = HJa, Baar WA A)a, Bshiair 5 AJa, B i A Hia, BaliaT —&F )5
&, 3 H I IET X ZRAKGT TR IR I BTG T TRI 2 T 7V T3k o
[0231] LWl F &
[0232]  ASr#pt 7, HAREA TR A2 W YEBTGT TRYTAAR LA S A% FH 6B o AH S,
FE— st 77 b, W & A X R PR, A E 43 IFESEQ D NO:5-7HI8-109 7~ H
(%) BB 4% A 9% 55 7] A8 [X CDRJF 41, 43 BI#ESEQ IDNO: 111127 7 H 1 ) 8 5 0 4% e v A% [X )55
A, b iR ik s B R 456 BORs e 1t 456 AN GITR; 50 43 7] #ESEQ ID NO: 13114+
TN H I HTAAR6G 101 4> K H B A 13 51 o 70 Sl S iy S8, BB a2 D> o 8 2 IR » 7 —
SC s R, PR R A PR, A PAR6GIOM AT AR X, {H A & A AE 2 X (5t /N B 1B
SEX) , BN 24 BIFESEQ 1D NO: 15A116 7 7~ Hi Fl) 254 A2 5% 2 51 1) ik 5 6G 1O A4 - 78
S STt 7y R, kA PR ) B D O A U R o 78 SR St 7 B, UGB A TR AR
BN - bR EVER A X PR BT LA &0 —Fh 53 AR o 451 4 7F 5= 2 51 it
75 ZeH AR A A R P AR E A SR S G A AR (9 o FH T S e A 2R 2 2R
A4) 0/ B 5 Fir 75 (00 4 D8] 1 o 78 R L STt 7 S b, AR, AT 8 A k), R 2 oy B S
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Uy o 72 FE RS it 7 S b, B B 1 T e B SRS AR W0 S 1 T B X RE I T B mT LA
ALFE B, w] DA M BB 2 3R AR AR a2 ZURE L ARk 71

[0233] 3@ ik DA T St ] gk — 25 Ul B A8 T PN 2%, 3K 4 I il 481 AN 8 A R R Dl — 25 11 PR
il o W A FR T I R 51 BT A I E R 225 SCER, Genbank 781, & FIFIA TF & R i
(1) P9 25 BE At E 3 51 HNA S BARTI 5 5 KW0151878351) A 4 25 B i M s it 51 A 3%
AAR

STt f51)

[0234]  SEjiifs1 : 6G1OHTAA I AR A%,

[0235]  AHiGITRPTAAGG 1O 7E f e HuMAb#4 K /N FR (“HuMAb” /& Medarex, Inc. ,
Princeton,New Jersey[Eits) XKM/N R (KMMouse® i & & A SC205% et f4, anPCT A
FFWO 02/43478H BT id) F i 1%k 5 G I TRES & FI BRI Rl A 0 0 i A H A B ) (D[R] B A2
[FIPCTHIEPCT/US15/33991) « cDNAM 745 58 1 6G1OPUIAR 1) — 2% B4 Al — S 0 B . R 1 -4 FN 3R
270 7 6G1OHTMAR M 1] AR X 2 L 7 41 A fm) AR

[0236] St f]2 : 6G LOFLAR 1) 45 & 45

[0237]  i@ifBiacoreillE6G1OFLA S I I EGI TRV 45 & o 466 LOFT AR 3 AE Nk AL ot
F (—~5KRU;Southernbiotech) I, ik EZH AGITR (rHGITR/Fc:R&D Systems) PA500nM.
250nM- 125nM 6 2nMAFI3 InMA ¥R FE IR I 508 o dds /AR AR 1) 4l SRR B2 92 - 40ug /mL (1L, 10uL/
min) o FJE 4 G I (A 7E15uL/min &~ 9570 8, 70 B N 7] 9643, F150mM HC1/50mM NaOH
(#%-12uL, 100uL/ 43 Bh) JEAT F4E . 6G10 S 5 AT M AN GTTRES 410K 1,87 X 10 M, HiHk
93.83X10°M 's ',k JAT.15X10 's

[0238] SRS : PR 266 LOBTAR X e 4 44T S s 4 Ak,

[0239] P Fl 6o e Ak (THC) B ARG ML 2 0] H (I GTTR : — P THC 5 VA TEAR /K Ty bR [H 2
Al (FFPE) HE3Y)  BdiAT, —MEREH R Y v LT .

[0240]  7EIXELTHC vk L4 MRS J LR BTG T TRYLHR , 6G10— B /& 54T 1 .

[0241] 5 7N H R F PIGITRERIA , il 4 T 6GLOFUMAR M) —Fh o drid B, ir & R
6G10-FITC. A 1 #E— 5 FF K 2 Al R AU B 77325 K56 G LOBT Ak ik s/ BR ik & T g G2a Tl
X, HMALUE S HLeica BondRXF & 34T A B4k G LAY 166G L OB A4 [ B ik AN 42 5%
FF 5055 AR 5 A6 DL K K 2rh 7R o B85 A DL & BAN & A Cofi i =R

[0242]  f&]f & 2 , P A v 42 W AR AH 2R R P W s A1 27K, S8 )5 T TSI ER (FAvigs &
HIPLlEEE) . f# FiDecloaking Chamber (BioCare Medical) ,110°C, pH6H4& 55 2% Mk
(Dako) , JTIEF 105381 . SR J5 ¥4 23 1 In#k ElLeica BondRXH shfu b et 2% b oK Z1Y)
F50.50g/ml & 6G1OHTAKIR B 604> %, %8 j5 HLeica Bond Polymer Refine
Detection System (DS9800) F% He fill ik pi (¥ vl BH AT AL M - 181 5 2 M AH 2300 v 5 b/
B3k (Leica) I B 30404, 3 ENovolink Max Polymer (Leica) i B 304 4. & Jo , I 2 T4 Fr
EIDABJE A - &t A T S N 693 o R 5 F FRUHS AN 2 24 R P B 3B FiMayer SR AHE R
e, WK, 3B, I HPermount 5 3% v 3 Fr A AN 8 H 0. 5% Hu- v -3kEE 2 (Sigma) ffDako
i RS P AR R R A BAE AN R A 0.5% N v BRER R0 . 5% BSARIPBSAE
N — RN PRI R R o
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[0243] Sy 1 HIHT R i AR ER 40 AR (TTLs) , {58 FHETXFCD3 (T4HMuAR E4) AFoxP3 (1114
T2 M A A A) 10 T 65 B e o A sk e B AR AR 1 U0 Fr o A3 FH B Al 1 s /N R & N PEKLH
TgG2a R B /N R TgGUAE N BH PR X FE B A o 4 A% e ik N GITRIHEK - 293 T4 ffd Al 4 £E
(N AR ZH 23 07) A N BR XS B . 57 JiRg S 28 (¥ FRPE AR 2R & I ) 2H SA(E R RS , Rl i
SRR 13~ 264N 15

[0244] G deth e, ME62E BB P A B HIE A X TGITRAITILIVE4) , 1 F Aperio®
ScanScope FTHALO™ [ 45 437 S 1 o 48 3 9 F 04T 15 3 78 820 Hr o 8 HlAperio ScanScope
#0lympus DP71H07 BB AN A AR B .

[0245] 1ML T B (CO) BRI Mel) AT (HCC) 45 B ¥ (CRC) ANk 245
IR 41 f S5 (HNSCC) HHGTTRFHPETTLA 4345 o 38 3 7F BB i 2055 P e Al 1 FH P 41 P B0k
FhPFor 1322641 o S /)N : BEAS20x I VDB AL BT < LA 4B s B0l > 20x I D B AT 1~ 104>
A 5 o 55 BN 20x B AR BT 1O~ 50/ 40 A s BH 2 - B> 20x [ ) AL BT 50~ 2004 4
SEZ BN 20x T B AL T > 200 41 AL « BEAN g U) 091/ 30A B4 & B b bRt

[0246] 1

REBE THE R E R R E LLBR LXTIRSREK
(m=24) |(n=17) |(@0=25) (m=26) | & (n=13)
%l 0% 6% 8% 12% 15%
[0247] | 524 0% 24% 16% 15% 23%
% 58% 29% 36% 46% 38%
B 8 33% 29% 40% 27% 24%
3% 3 8% 12% 0% 0% 0%

[0248]  EBGA ) Bk A, 5 4D 43 BICRK B PE 40 B, DA R 43 B0 b B2 IR bk B2 4B, o0 A T
PEL ) X R A & R 0y o BE 22 1 BH P 40 R i ) T 93 AT 76 328 R RMNCHY JRy kb 1k B i . CD3+TIL
FEAE T BTk 25 10 BT A e E A St o, RO LR AR 25 PR 2 (R AS (A , 7 HLAE R — 48R
I3 AT RN EIH o CDS+TILAFAE T 46 K 22 KAl 23070 o £ 4G 7 1 22 P iE A, GT TR PH 4 G e A7
FET— /NS TILAH . — 0 &, GI TR AR B =3 FE S TILAY 3= BE R IR LG o GITRBH P TTLAE 5 391
Jii (CC) , B 2308 (Me 1) AHH- 4 s (HCC) H 3=, 7545 B W (CRC) Sk 2557 ke R 41 P e
(HNSCC) HH ] I, — s e, T B SR Al e s et fe N & -

[0249]  FENSCLC (AE/INH A fitideg) CCHNSCCHTHCC H f b2 40 A Hh -t 308 %2 3G T TR FH 14 G £
(B 7) . fENSCLCHICCH , it SGITRR & 25 R B Jo Gy il 58 4 B i ik 5 1 et 1) o
P

[0250]  SE XA VR ZURE B AT T o R LA K Sum ) AR U R WL Y A FE TR A 52 104> B
FRAE SR T A8 TR B2 G 2 ik B AL W 7 AT e e i . 9 T FHCDS (Tl Aic) CD8 (4]
M FF PETA M b ic) FIFoxP3 (T PETAN M bRic) B v B P it A7 e €0, 44 208% A A 10 % NBF
HE— B[ E 2 B o N T FH6G10-FITCHHuIgG2-FITCYL(h , 44k 3 Fi 98 AN 10 % NBFH 1434,
53 7 FHEnVi s ion+ R Gt &AL ok S Ak g 3t PA AT #7860 5% A IS v BKEE 1 ¥ Dako 2 [
Jog 5 P 700 R 8 P PN R 1k O SR A D T RN AR R R R S S g B — Bk (Bug/mLAN6G10-
FITC.1:100f4CD3.1:100f)CD8EL5 B 10ng/mLiFoxP3) B[ Fh Al %f FE 44 (5ug/mLI¥)
HulgG2-FITC) i in TV, HE & 17N o A8 FH /N SR B A TgGRYEnV i sont REGAE AR R4
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XTT6G10-FITC A Fe A A FiHuTgG2-FITC, {3 FH A HLFITCHLAK (5ug/mL) /EAMFIEDUE . i
J& » ¥ H B F S5 DABJRY) - KA BB 650 B, SR 5 FiMayer 73 RS & e, Btk , & W , 3+ H
Permountfifi FH# ¥ ZH 2R 248 2 51 F o X T-CD3 . CDS8 FIFoxP3 B v [ Fri44< . fif FDako 2 H i FH
W S5 9 R 7 T T6G10-FITCHIHUIgG2-FITC, 5 —Hufl F 28 — Pk I A 2 A
0.5% A v BRELH 0. 5% BSAFIPBSYE A #i B 711l o >k H 35 Jigg 5 B iy v R 2H 4R 1 W | 20
FUPERIT

[0251]  7F 3 fih g 2 AU o WL 82 31 R [A] B GTTR+TIL . FoxP3FEAE T — /NEB > TILH ., FHHL
GI TR A HH A0 52 21— 5 43 I 4 i) Gt , HLe e il e el i ST TRAN A R AR B e 4t
O SE M B WS 2 TS AEVKIR YA B 22 BIGT TR 4T - GITR mRNAFIAZLE , iX
B UESE T THCZS R

[0252] X ubgh R HLGITRYTIARGGLOR] LA A R b M [ e i1 AT R ) AL 2R i R N
GITREM .

[0253] 2. FAL B
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SEQ
ID

Fmik

5

1

AGITRFE A 1

MAQHGAMGAFRALCGLALLCALSLGQRPTGGPGCGPGRLLLGTG
TDARCCRVHTTRCCRDYPGEECCSEWDCMCVQPEFHCGDPCCTT
CRHHPCPPGOGVQSQGKFSFGFQCIDCASGTFSGGHEGHCKPWT
DCTQFGFLTVEFPGNKTHNAVCVPGSPPAEPLGWLTVVLLAVARAC
VLLLTSAQLGLHIWQLRSQCMWPRETQLLLEVPPSTEDARSCQF
PEEERGERSAEEKGRLGDLWV

AGITRE) #2

MAQHGAMGAFRALCGLALLCALSLGOQRPTGGPGCGPGRLLLGTG
TDARCCRVHTTRCCRDYPGEECCSEWDCMCVQPEFHCGDPCCTT
CRHHPCPPGQGVQSQGKESFGFQCIDCASGTESGGHEGHCKPWT
DCCWRCRRRPKTPEAASSPRKSGASDROQRRRGGWETCGCEPGRP
PGPPTAASPSPGAPQAAGALRSALGRALLPWQOKWVQEGGSDOR
PGPCSSAARRGPCRRERETQSWPPSSLAGPDGVGS

AGITRF] # 3

MAQHGAMGAFRALCGLALLCALSLGORPTGGPGCGPGRLLLGTG
TDARCCRVHTTRCCRDYPGEECCSEWDCMCVQPEFHCGDPCCTT
CRHHPCPPGQGVQOSQGKFSFGFQCIDCASGTFSGGHEGHCKPWT
DCTQFGFLTVEPGNKTHNAVCVPGSPPAEFPLGWLTVVLLAVAAC
VLLLTSAQLGLHIWQLRKTQLLLEVPPSTEDARSCQFPEEERGE
RSAEEKGRLGDLWV

AR IR AGITR G LI 3R 5

QRPTGGPGCGPGRLLLGTGTDARCCRVHTTRCCRDYPGEECCSE
WDCMCVQPEFHCGDPCCTTCRHHPCPPGOGVQSQGKESFGEQCT
DCASGTFSGGHEGHCKPWTDCTQFGELTVEPGNKTHNAVCVPGS
PPAEP

6G10 VH CDRI1

TYGMH

6G10 VH CDR2

VIWYAGSNKEYADSVKG

[0254]

6G10 VH CDR3

GGSMVRGLYYYGMDV

6G10 VL CDR1

RASQGISSALA

O o = Oy W

6G10 VL CDR2

DASSLES

10

6G10 VL CDR3

QOEFNSYPYT

11

6G10 VH

QVQLVESGGDVVQPGRSLRLSCAASGETESTYGMHWVROAPGKG
LEWVAVTWYAGSNKFYADSVKGRFTISRDNSKNTLYLOMNSLRA
EDTAVYYCARGGSMVRGLYYYGMDVWGQGTTVTIVSS

12

6G10 VL

ATQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQOKPGEKAP
KLLIYDASSLESGVPSRESGSGSGTDFTLTISSLQPEDFATYYC
QOFNSYPYTFGQGTKLEIK

13

6G10a K T4t

QVQLVESGGDVVQPGRSLRLSCAASGFTFSTYGMHWVRQAPGKG
LEWVAVTWYAGSNKFYADSVKGRFTISRDNSKNTLYLOMNSLRA
EDTAVYYCARGGSMVRGLYYYGMDVWGQGTTVIVSSASTKGPSV
FPLAPCSRSTSESTAALGCLVKDYFPEPVIVSWNSGALTSGVHT
FPAVLOSSGLYSLSSVVTVPSSNEGTQTYTCNVDHKPSNTKVDK
TVERKCCVECPPCPAPPVAGPSVELEPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVQEFNWYVDGVEVHNAKTKPREEQFNSTFRVVSV
LTVVHODWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVY
TLPPSREEMTENQVSLTCLVKGEYPSDIAVEWESNGQPENNYKT
TPPMLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHY T
QKSLSLSPGK

14

6G102 K424k

AIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAP
KLLIYDASSLESGVPSRFSGSGSGTDFTLTISSLOPEDFATYYC
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[0255]

QOFNSYPYTFGQGTKLEIKRTVAAPSVEIFPPSDEQLKSGTASV
VCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

15

#HE6GI0IA—2KRE
44

1858 X T X4

QVQLVESGGDVVQPGRSLRLSCAASGETESTYGMHWVRQAPGKG
LEWVAVTWYAGSNKFYADSVEGREFTISRDNSKNTLYLOMNSLRA
EDTAVYYCARGGSMVRGLYYYGMDVWGQGTTVIVSSAKTTAPSV
YPLAPVCGDTTGSSVTLGCLVKGYFPEPVTLTWNSGSLSSGVHT
FPAVLOSDLYTLSSSVIVISSTWPSQSITCHNVAHPASSTEVDEE
IEPRGPTIKPCPPCKCPAPNLLGGPSVFIFPPKIKDVLMISLSP
IVTCVVVDVSEDDPDVQISWEVNNVEVHTAQTQTHREDYNSTLR
VVSALPIQHODWMSGKEFKCKVNNKDLPAPIERTISKPKGSVRA
POQVYVLPPPEEEMTKKQVTLTCMVTDEMPEDIYVEWTNNGKTEL
NYKNTEPVLDSDGSYFMYSKLRVEKKNWVERNSYSCSVVHEGLH
NHHTTKSFSRTPGK

16

#E6G10Fh—aKEz
4

18R K AT R,

ATQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAP
KLLIYDASSLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
QOFNSYPYTFGQGTKLEIKRADAAPTVSIFPPSSEQLTSGGASV
VCEFLNNFYPEDINVKWKIDGSERQNGVLNSWIDQDSKDSTYSMS
STLTLTKDEYERHNSYTCEATHKTSTSPIVKSENRNEC

17

6G10 (VH)AZ 385 71

CAGGTGCAGCTGGTGGAGTCTGGGGGAGACG
TGGTCCAGCCTGGGAGGTCCCTGAGACTCTC
CTGTGCAGCGTCTGGATTCACCTTCAGTACC
TATGGCATGCACTGGGTCCGCCAGGCTCCAG
GCAAGGGGCTGGAGTGGGTGGCAGTTACATG
GTATGCTGGAAGTAATAAATTTTATGCAGAC
TCCGTGAAGGGCCGATTCACCATCTCCAGAG
ACAATTCCAAGAACACGCTGTATCTGCAAAT
GAACAGCCTGAGAGCCGAGGACACGGCTGTG
TATTACTGTGCGAGAGGAGGTAGTATGGTTC
GGGGACTTTATTATTACGGTATGGACGTCTG
GGGCCAAGGGACCACGGTCACCGTCTCCTCA

18

6G10 (VL) H A7)

GCCATCCAGTTGACCCAGTCTCCATCCTCCC
TGTCTGCATCTGTAGGAGACAGAGTCACCAT
CACTTGCCGGGCAAGTCAGGGCATTAGCAGT
GCTTTAGCCTGGTATCAGCAGAARACCAGGGA
AAGCTCCTAAGCTCCTGATCTATGATGCCTC
CAGTTTGGAAAGTGGGGTCCCATCAAGGTTC
AGCGGCAGTGGATCTGGGACAGATTTCACTC
TCACCATCAGCAGCCTGCAGCCTGAAGATTT
TGCAACTTATTACTGTCAACAGTTTAATAGT
TACCCGTACACTTTTGGCCAGGGGACCAAGC
TGGAGATCAAA

19

6G10 (& KEF AR F4k)
M BRA P

Y18 5% X 49 5 5 A0 T
%4

CAGGTGCAGCTGGTGGAGTCTGGGGGAGACGTGGTCCAGCCTGG
GAGGTCCCTGAGACTCTCCTGTGCAGCGTCTGGATTCACCTTCA
GTACCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGG
CTGGAGTGGGTGGCAGTTACATGGTATGCTGGAAGTAATAAATT
TTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACA
ATTCCAAGARCACGCTGTATCTGCAAATGAACAGCCTGAGAGCC
GAGGACACGGCTGTGTATTACTGTGCGAGAGGAGGTAGTATGGET
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TCGGGGACTTTATTATTACGGTATGGACGTCTGGGGCCAAGGGA
CCACGGTCACCGTCTCCTCAGCCTCCACCAAGGGCCCATCGGTC
TTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGT
GGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGA
CGGTGTCGTGGAACTCAGGCGCTCTGACCAGCGGCGTGCACACT
TTCCCAGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAG
CGTGGTGACCGTGCCCTCCAGCAACTTCGGCACCCAGACCTACA
CCTGCAACGTAGATCACAAGCCCAGCAACACCAAGGTGGACAAG
ACAGTTGAGCGCARATGTTGTGTCGAGTGCCCACCGTGCCCAGC
ACCACCTGTGGCAGGACCGTCAGICTTCCTCTTCCCCCCAARAC
CCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACGTGC
GTGGTGGTGGACGTGAGCCACGAAGACCCCGAGGTCCAGTTCAA
CTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACARAGT
CACGGGAGGAGCAGTTCAACAGCACGTTCCGTGTGGTCAGCGTC
CTCACCGTTGTGCACCAGGACTGGCTGAACGGCAAGGAGTACAA
GTGCAAGGTCTCCAACAAAGGCCTCCCAGCCCCCATCGAGARAAA
CCATCTCCAAAACCAAAGGGCAGCCCCGAGAACCACAGGTGTAC
ACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAG
CCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCGACATCGCCG
TGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACC
ACACCTCCCATGCTGGACTCCGACGGCTCCTTCTTCCTCTACAG
CAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCT
TCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACG
CAGAAGAGCCTCTCCCTGTCTCCGGGTARA

20 A 1) GCCATCCAGTTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
6G10 ( = -&% i -E-_ f‘éi\é) GGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCATTA

M BRT 7 GCAGTGCTTTAGCCTGGTATCAGCAGAAACCAGGGAAAGCTCCT
AAGCTCCTGATCTATGATGCCTCCAGTTTGGARAGTGGGGTCCC

[0256] ATCAAGGTTCAGCGGCAGTGGATCTGGGACAGATTTCACTCTCA
Srle g X955 F | CCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTATTACTGT

%% CAACAGTTTAATAGTTACCCGTACACTTTTGGCCAGGGGACCAA

z GCTGGAGATCAAACGAACTGTGGCTGCACCATCTGTCTTCATCT

TCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTT
GTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACA
GTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGA
GTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGC
GCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGT
CTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCA
CARAGAGCTTCAACAGGGGAGAGTGT
21 Ei€}6(}10§§££ CAGGTGCAGCTGGTGGAGTCTGGGGGAGACGTGGTCCAGCCTGG
GAGGTCCCTGAGACTCTCCTGTGCAGCGTCTGGATTCACCTTCA
GTACCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGG
e g 3 1 CTGGAGTGGGTGGCAGTTACATGGTATGCTGGAAGTAATAAATT
-’51523 L-E IZ {]4‘] F?; §j }JD -F TTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACA
iﬂfﬁ ATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCC
GAGGACACGGCTGTGTATTACTGTGCGAGAGGAGGTAGTATGGT
CGGGGACTTTATTATTACGGTATGGACGTCTGGGGCCAAGGGA
CCACGGTCACCGTCTCCTCAGCCAAAACARACAGCCCCATCGGTC
TATCCGCTAGCCCCTIGTGTGTGGAGATACAACTGGCTCCTCGGET
GACTCTAGGATGCCTGGTCAAGGGTTATTTCCCTGAGCCAGTGA
CCTTGACCTGGAACTCTGGATCCCTGTCCAGTGGTGTGCACACC
TTCCCAGCTGTCCTGCAGTCTGACCTCTACACCCTCAGCAGCTC
GTGACTGTAACCTCGAGCACCTGGCCCAGCCAGTCCATCACCT
GCAATGTGGCCCAC
CCGGCAAGCAGCACCAAGGTGGACAAGARAATTGAGCCCAGAGG
GCCCACAATCAAGCCCTGTCCTCCATGCARATGCCCAGCACCTA
ACCTCTTGGGTGGACCATCCGTCITCATCTTCCCTCCAAAGATC
AAGGATGTACTCATGATCTCCCTGAGCCCCATAGTCACATGTGT
GGTGGTGGATGTGAGCGAGGATGACCCAGATGTCCAGATCAGCT
GTTTGTGAACAACGTGGAAGTACACACAGCTCAGACACARACC
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CATAGAGAGGATTACAACAGTACTCTCCGGGTGGTCAGTGCCCT
CCCCATCCAGCACCAGGACTGGATGAGTGGCARGGAGTTCARAT
GCARGGTCAACAACAAAGACCTCCCAGCGCCCATCGAGAGAACC
ATCTCAAARCCCAAAGGGTCAGTAAGAGCTCCACAGGTATATGT
CTTGCCTCCACCAGAAGAAGAGATGACTAAGARACAGGTCACTC
TGACCTGCATGGTCACAGACTTCATGCCTGARGACATTTACGTG
GAGTGGACCAACAACGGGAAAACAGAGCTAAACTACAAGAACAC
TGAACCAGTCCTGGACTCTGATGGTTCTTACTTCATGTACAGCA
AGCTGAGAGTGGAA
AAGAAGAACTGGGTGGARAGARATAGCTACTCCTGTTCAGTGGT
CCACGAGGGTCTGCACAATCACCACACGACTAAGAGCTTCTCCC
GGACTCCGGGTARATGA

A GCCATCCAGTTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGT
- #E-6G10 24t AGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCATTA
GCAGTGCTTTAGCCTGGTATCAGCAGARACCAGGGARAGCTCCT
2 30 NG AAGCTCCTGATCTATGATGCCTCCAGTTTGGAAAGTGGGGTCCC
%t R R 44 /7 5140 F ATCAAGGTTCAGCGGCAGTGGATCTGGGACAGATTTCACTCTCA
R £, CCATCAGCAGCCTGCAGCCTGARGATTTTGCAACTTATTACTGT
CAACAGTTTAATAGTTACCCGTACACTTTTGGCCAGGGGACCAA
GCTGGAGATCAAACGGGCTGATGCTGCACCAACTGTATCCATCT
TCCCACCATCCAGTGAGCAATTGACATCTGGAGGTGCCTCAGTC
GTGTGCTTCTTGAACAACTTCTACCCCAAAGACATCAATGTCAA
GTGGAAGATTGATGGCAGTGAACGACARAATGGCGTCCTGAACA
GTTGGACCGATCAGGACAGCARRGACAGCACCTACAGCATGAGC
AGCACCCTCACGTTGACCAAGGACGAGTATGAACGACATAACAG
CTATACCTGTGAGGCCACTCACRAGACATCAACTTCACCCATTG
TCAAGAGCTTCAAC
AGGAATGAGTGTTAG
23 ANlgG2E 4k a2 K ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVIVSWNSG

ALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNFGTQTYTCNVDHK

[0257] PSNTKVDKTVERKCCVECPPCPAPPVAGPSVELFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFN
STFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKT ISKTKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPMLDSDGSEFFLYSKLTVDESRWOQQGNVESCSVMH
EALHNHYTQKSLSLSPGK

= FI FY
24 Akappaﬁf&:‘fﬂﬁ_ [)_('_ RTVAAPSVEIFPPSDEQLKSGTASVVCLLNNEYPREAKVQWKVD

NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPVTKSENRGEC

25 ,J\ ﬁiIngai%,@ ;FE: E AKTTAPSVYPLAPVCGDTTGSSVTLGCLVKGYFPEPVTLTWNSG
SLSSGVHTFPAVLOSDLYTLSSSVIVISSTWPSQSITCNVAHPA
SSTKVDEKIEPRGPTIKPCPPCKCPAPNLLGGPSVFIFPPKIKD
VLMISLSPIVTCVVVDVSEDDPDVQISWEVNNVEVHTAQTQTHR
EDYNSTLRVVSALPIQHQDWMSGKEFKCKVNNKDLPAPIERTIS
KPKGSVRAPQVYVLPPPEEEMTKKQVTLTCMVTIDEMPEDIYVEW
TNNGKTELNYENTEPVLDSDGSYFMYSKLRVEKKNWVERNSYSC
SVVHEGLHNHHTTKSFSRTPGK

ke k= 2 T T ] FY T

26 ,J\ ﬁikappa-ﬁrgi’ié‘rﬂﬁ:lz RADAAPTVSIFPPSSEQLTSGGASVVCELNNEYPKDINVKWKID

GSERQNGVLNSWIDQDSKDSTYSMSSTLTLTEDEYERHNSYTCE
ATHETSTSPIVESFNRNEC

27 28F3 (VH) QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVROAPGKGLEWV
AVIWYEGSNKYYADSVKGRFTISRDNSENTLYLOMNSLRAEDTAVYYC
ARGGSMVRGDYYYGMDVWGQGTTVTVSS

28 281:‘3 (VL) AIQLTOSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLI
YDASSLESGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQFNSYPY
TFGQGTKLEIK
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28F3 (& KIFFAR F4E)

e X An T X 4

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMAWVRQAPGKGLEWV
AVIWYEGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGSMVRGDYYYGMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVH
NAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIE
KTISKTXGQPREPQVYTLPPSREEMTXNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPMLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

30

28F3 (&K I A R 424)

18R X Ao T R

AIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLI
YDASSLESGVPSRFSGSGSGTDFTLTISSLQPEDFATY YCQQFNSYPY
TFGQGTKLEIXRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA

KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

31

28F3.1gG1 (VH + IgG1)

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVIWYEGSNKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYC
ARGGSMVRGDYYYGMDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
LLGGPSVFLFPPKPKDTLMISRTPEVITCVVVDVSHEDPEVEKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFEFSC
SVMHEALHNHYTQKSLSLSPG

32

28F3.1gGl.1 (VH +
IgGl.1)

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVIWYEGSNKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYC
ARGGSMVRGDYYYGMDVWGOGTTVIVSSASTEKGPSVFFLAPSSKSTSG
GTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
AEGAPSVFLFPPKPKDTLMISRTPEVITCVVVDVSHEDPEVEFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALP
SSIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFEFSC
SVMHEALHNHYTQKSLSLSPG

33

28F3.1gG1 (VL + CL)

AIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLI
YDASSLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFNSYPY
TFGOGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYFPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

34

28F3 VH CDRI1

SYGMH

35

28F3 VH CDR2

VIWYEGSNKYYADSVKG

36

28F3 VH CDR3

GGSMVRGDYYYGMDV

37

28F3 VL CDRI1

RASQGISSALA

38

28F3 VL CDR2

DASSLES

39

28F3 VL CDR3

QOFNSYPYT

40

28F3 (VH + G2(C2199))
X
28F3-1gG2-C219S

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVIWYEGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGSMVRGDYYYGMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVOFNWYVDGVEVH
NAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIE
KTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW

36
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ESNGQPENNYKTTPPMLDSDGSFFLY SKLTVDKS RWQQGNVESCSVMH
EALHNHYTQKSLSLSPG

41

28F3 (VH + G2.g1)3Kk
28F3-1gG2-1gG1

QVOLVESGGGVVOPGRSLRLSCAASGFTFSSYGMHWVROAPGKGLEWV
AVIWYEGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGSMVRGDYYYGMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECFPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVM
HEALHNHYTQKSLSLSPG

42

28F3 (VH + G2.g1.1)3
28F3-1gG2-1gG1.1

QVQLVESGGGVVQPGRSLRLSCAASGFTEFSSYGMHWVRQAPGKGLEWV
AVIWYEGSNKYYADSVKGRFTISRDNSKNTLY LOQMNSLRAEDTAVYYC
ARGGSMVRGDYYYGMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEWVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPSSIE
KTISKAKGQPREPOQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMH
EALHNHYTQKSLSLSPG

43

28F3 (VH +
G2(C219S).g1)2k
28F3-1gG2-C219S-1gG1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVIWYEGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGSMVRGDYYYGMDVWGQGT TVTVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOQGNVFSCSWVM
HEALHNHYTQKSLSLSPG

44

28F3 (VH +
G2(C219S).g1.1)2%

28F3-1gG2-C219S-IgGl.1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVIWYEGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGSMVRGDYYYGMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKEVSNKALPSSIE
KTISKAKGQPREPQVYTLPPSREEMTEKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPG

45

28F3 (VH) (SEQ ID NO:
13)# 45 5 Ik
155 o F 214

MRAWIFFLLCLAGRALAQVQLVESGGGVVQPGRSLRLSCAASGFTFSS
YGMHWVRODAPGKGLEWVAVIWYEGSNKY YADSVKGRFTISRDNSKNTL
YLOMNSLRAEDTAVYYCARGGSMVRGDY YYGMDVWGQGTTVTVSS

46

28F3 (VL) (SEQ ID NO:
14)7# 15 5 Ak
155 BkAe T R &

MRAWIFFLLCLAGRALAAIQLTQSPSSLSASVGDRVTITCRASQGISS
ALAWYQQOKPGKAPKLLIYDASSLESGVPSRFSGSGSGTDFTLTISSLY
PEDFATYYCQQFNSYPYTFGQGTKLEIK

47

28F3.1gG1 (VH + 1gG1)
WwAE 5K

&5 kA2 R e T X

MRAWIFFLLCLAGRALAQVQLVESGGGVVQPGRSLRLSCAASGFTFSS
YGMHWVROAPGEGLEWVAVIWYEGSNKY YADSVKGRFTISRDNSKENTL
YLOMNSLRAEDTAVYYCARGGSMVRGDY YYGMDVWGQGTTVIVSSAST
KGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVIVPSSSLGTQTYICNVNHKPSNTKVDKRVE
PKSCDKTHTCPPCPAPELLGGFSVFLFPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVEKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK

37
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NOVSLTCLVEGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQOGNVFSCSVMHEALHNHYTQKSLSLSPG

48

28F3.1gG1.1 (VH +
IgGl.1)# 15 5 Ak

155 KA ta g R hnF X
23

MRAWIFFLLCLAGRALAQVQLVESGGGVVQPGRSLRLSCAASGFTFSS
YGMHWVRQAPGKGLEWVAVIWYEGSNKYYADSVKGRFTISRDNSKNTL
YLOMNSLRAEDTAVYYCARGGSMVRGDYYYGMDVWGQGTTVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCLVEDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVE
PKSCDKTHTCPPCPAPEAEGAPSVFLFPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPSSIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVEFSCSVMHEALHNHYTQKSLSLSPG

49

28F3.IgG1 (VL+CL)# 13
5K

155 BoAola & R o F 4
%

MRAWIFFLLCLAGRALAAIQLTQSPSSLSASVGDRVTITCRASQGISS
ALAWYQQOKPGKAPKLLIYDASSLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQOFNSYPYTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKS
GTASVWVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

50

19D3 (VH)

OVOLVESGGGVVOPGRSLRLSCAASGFTFSSYGFHWVROAPGKGLEWV
AVIWYAGSNKFYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGQLDYYYYYVMDVWGQGTTVTVSS

51

19D3 (VL)

DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLI
YAASSLQSGVP
SRFSGSGSGTDFTLTISSLOPEDFATYYCQQYNSYPYTFGQGTKLEIK

52

19D3 (2K ¥ A A F4k)

8% & Ao F X%

OVOLVESGGGVVOPGRSLRLSCAASGFTFSSYGFHWVROAPGKGLEWV
AVIWYAGSNKFYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGQLDYYYYYVMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPFCPAPPVAGP
SVFLFPPEPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHN
AKTKPREEQFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAPIEK
TISKTKGRPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQOGNVEFSCSVMHE
ALHNHYTQKSLSLSPGK

53

19D3 (&K A R 424)

e X An T X 4

DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLI
YAASSLOSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQYNSYPY
TFGOGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHOGLSSPVTKSFNRGEC

54

19D3.IgG1 (VH +IgGl)

QVQLVESGGGVVQPGRSLRLSCAASGFTEFSSYGEFHWVRQAPGKGLEWV
AVIWYAGSNKFYADSVKGRFTISRDNSKNTLY LOQMNSLRAEDTAVYYC
ARGGQLDYYYYYVMDVWGQGTTVIVSSASTKGPSVFPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEL
LGGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGV
EVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIA
VEWESNGQPENNYKTTPFVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPG

o]

19D3.1gG1.1 (VH +
IgGl.1)

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGFHWVRQAPGKGLEWV
AVIWYAGSNKFYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYC
ARGGOLDYYYYYVMDVWGQGTTVIVSSASTKGPSVFPLAPSSKSTSGG
TAALGCLVKEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTY ICNVNHEPSNTKVDERVEPKSCDETHTCPPCPAFEA
EGAPSVFLFPPEPKDTLMISRTPEVTICVVVDVSHEDPEVEFNWYVDGV
EVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPS
SIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIA

38
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VEWESNGQPENNYKTTPFVLDSDGSFFLYSKLTVDESRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPG

56

19D3.1gG1 (VL + CL)

DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQDKPEKAPKSLI
YAASSLQSGVPSRESGSGSGTDFTLTISSLOQPEDFATYYCQQYNSYPY
TFGOGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

ST

19D3 VH CDRI1

SYGFH

58

19D3 VH CDR2

VIWYAGSNKFYADSVKG

59

19D3 VH CDR3

GGQLDYYYYYVMDV

60

19D3 VL CDR1

RASQGISSWLA

61

19D3 VL CDR2

AASSLQS

62

19D3 VL CDR3

QQYNSYPYT

63

19D3 (VH + G2(C2199))
X
19D3-1gG2-C219S

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGFHWVRQAPGKGLEWV
AVIWYAGSNKEFYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYC
ARGGQLDYYYYYVMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAGP
SVFLFPFPKPEDTLMISRTPEVTCVVVDVSHEDPEVOQFNWYVDGVEVHN
AKTEPREEQFNSTFRVVSVLTVVHODWLNGEKEYKCKVSNEGLPAPLEK
TISKTKGOQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHE
ALHNHYTQKSLSLSPG

64

19D3 (VH + G2.g1)K,
19D3-1gG2-1gG1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGFHWVRQAPGKGLEWV
AVIWYAGSNKFYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYC
ARGGQLDYYYYYVMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSNFGTQTY TCNVDHKFSNTEVDETVERKCCVECFPCFAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEWVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPG

65

19D3 (VH + G2.g1.1)3
19D3-1gG2-1gG1.1

QVOLVESGGGVVOPGRSLRLSCAASGFTFSSYGFHWVROAPGKGLEWV
AVIWYAGSNKEFYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGQLDYYYYYVMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPFCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIEK
TISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSREWQOGNVESCSVMHE
ALHNHYTQKSLSLSPG

66

19D3 (VH +
G2(C219S).g1)
19D3-1gG2-C219S-1gG1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGEFHWVRQAPGKGLEWV
AVIWYAGSNKFYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGQLDYYYYYVMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPELLGG
PSVFLFPPKPEDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPOQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMH
EALHNHYTQKSLSLSPG

39
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67 19D3 (VH + QVOLVESGGGVVOPGRSLRLSCAASGFTFSSYGFHWVRQAPGKGLEWV
" AVIWYAGSNKFYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
G2(C219S).g1.1)3x ARGGQLDYYYYYVMDVWGQGTTVTVS SASTKGPSVFPLAPCSRSTSES

l 9D3 _Ing_Cz 1 9S‘IgG 1 . 1 TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV

TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIEK
TISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHE

ALANHYTQKSLSLSPG
68 19D3 (VH + Gz(Czlgs)) QVQLVESGGF;WQPGRSLRLSCAASGFTE‘SSYGFHWVRQAPGKGLEWV
N AVIWYAGSNKFYADSVEGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYC
ﬁk ARGGQLDYYYYYVMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
19D3-1gG2-C219S 9

TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHN
AKTEPREEQFNSTFRVVSVLTVVHODWLNGKEYKCEVSNKGLPAPIEK
TISKTKGOQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHE

ALHNHYTQKSLSLSPG
69 g X QVOLVESGGGVVOPGRSLRLSCAASGFTESSYGEHWVROAPGKGLENV
19D3 (VH + G2.g1) AVIWYAGSNKEYADSVKGRETISRDNSKNTLYLOMNSLRAEDTAVYYC
19D3-IgG2-1gG1 ARGGQLDYYYYYVMDVIWGQGTTVIVSSASTKGPSVFPLAPCSRSTSES

TAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVESSNFGTQTY TCNVDHKPSNTKVDKTVERKCCVECFFCFAFPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHODWLNGEEYKCKVSNKALFAFPIE
KTISKAKGQPREPQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKELTVDESRWOQGNVEFSCSVMHA

EALHNHYTOXSLSLSPG
[0262] =

x QVOLVESGGGVVQPGRSLRLSCAASGFTESSYGFHNVROAPGKGLEWY

70 19D3 (VH + G2.g1.l)j(. AVIWYAGSNKFYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYC

19D3-1gG2-1gG1.1 ARGGOLDYYYYYVMDVHGOGTTVIVS SASTKGPSVFPLAPCSRSTSES

TAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPFCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPSSIEK
TISKAKGRQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHE

ALHNHYTQKSLSLSEG
71 19D3 (VH + QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGFHWVRQAPGKGLEWV
! AVIWYAGSNKFYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYC

G2(C219S).g1)2% ARGGQLDYYYYYVMDVWGOGTTVIVS SASTKGPSVFPLAPCSRSTSES
19D3-IgG2-C219S-IgG1 | TAALCCLVKDYEEEVIVSHNSGALLSGYATEPAVLOSSGLYSLSS VY

TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPFPCPAPELLGG
PSVFLFPPEPEDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMH

EALHNHYTQKSLSLSPG
72 19D3 (VH + QVOLVESGGGVVOPGRSLRLSCAASGFTFSSYGFHWVRQAPGKGLEWV
. AVIWYAGSNKFYADSVKGRFTI SRDNSKNTLY LOMNSLRAEDTAVYYC

G2(C219S).g1.1)3x ARGGQLDYYYYYVMDVWGQGTTVTVS SASTKGPSVFPLAPCSRSTSES

19D3-I1gG2-C219S-IgG1.1 TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVV

TVEPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIEK
TISKAKGOPREPQVYTLPPSREEMTXNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHE
ALHNHYTQKSLSLSPG

40



CN 107743586 B i'H HH :I:S 36/51 HL

‘73 18E10 (VH) QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVIWYAGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGRIAVAFYYSMDVWGQGTTVIVSS

74 18E10 (VL) DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLI
YAASSLQSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQOYNSYPY
TFGQGTKLEIK

75 18E10 (é_&%iﬂ ﬁ%) QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVROAPGKGLEWV

AVIWYAGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGRIAVAFYY SMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSES

= - = TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVV
’l._'i i [z }JU -F i']'l 2k‘ TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHN
AKTEPREEQFNSTFRVVSVLITVVHODWLNGKEYKCEVSNEKGLPAFPIEK
TISKTKGRPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQFENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHE
ALHNHYTQKSLSLSPGK

‘76 l SE 1 0 (é_&%i ﬂ ﬁ%) DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLI

YAASSLQSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQOYNSYPY
TFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
= X 5] 2k KVOWKVDNALOSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
L'ii E}JHT&I ’k ACEVTHQGLSSPVTKSFNRGEC

77 lSElOIgGl (VH + IgG]) QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWY
AVIWYAGSNKYYADSVEGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGRIAVAFYYSMDVWGQGTTVIVSSASTEGPSVFPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHATFPAVLOSSGLYSLSSVV
TVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEL
LGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKV
SNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVEG
[0263]
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWOQ
GNVFSCSVMHEALHNHYTQKSLSLSPG

78 l SE 1 0 IgG‘l 1 (VH +4 QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWY
: : AVIWYAGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
IgG l . 1 ) ARGGRIAVAFYYSMDVWGQGTTVIVSSASTKGPSVFPLAPSSKSTSGG

TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFFAVLOSSGLYSLSSVV
TVPSS5LGTQTY ICNVNHEPSNTEVDERVEPKSCDKTHTCPPCPAFEA
EGAPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKENWYVDGY
EVHANAKTKFREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPS
SIEKTISKAKGOPREPQVYTLPPSREEMTENQVSLTCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCS
VMHEALHNHYTQKSLSLSPG

DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLI
79 1 8E1 O'IgGl (VL * CL) YAASSLOSGVPSRFSGSGSGTIDFTLTISSLOPEDFATYYCOQYNSYPY
TFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEFY PREA
KVOWKVDNALOSGNSQESVIEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

80 18E10 VH CDRI1 SYGMH

81 18E10 VH CDR2 VIWYAGSNKYYADSVKG
82 18E10 VH CDR3 GGRIAVAFYYSMDV

83 18E10 VL CDR1 RASQGISSWLA

84 18E10 VL CDR2 AASSLOS

85 | 18E10 VL CDR3 OQYNSYPYT
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86

18E10 (VH + G2(C219S))
3,
18E10-IgG2-C219S

QVQLVESGGGVVQPGRSLRLSCAARSGFTFSSYGMHWVROAPGKGLEWV
AVIWYAGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGRIAVAFYYSMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSNFGTQTY TCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHN
AKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEK
TISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSEWQOGNVFSCSVMHE
ALHNHYTQKSLSLSPG

87

18E10 (VH + G2.g1)3,
18E10-IgG2-IgG1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVIWYAGSNKYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYC
ARGGRIAVAFYYSMDVWGQGTTVTIVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVV
TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHODWLNGEEYKCEVSNKALFPAFIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSFEG

88

18E10 (VH + G2.g1.1)3%,
18E10-IgG2-IgG1.1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVIWYAGSNKYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYC
ARGGRIAVAFYYSMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVESSNFGTQTY TCNVDHKPSNTKVDKTVERKCCVECFFCFAFFVAGE
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHQODWLNGKEYKCKVSNKALPSSIEK
TISKAKGRPREPQVYTLFPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGOPENNYKTTPPVLDSDGSFFLYSKLTVDESRWOQOGNVEFSCSVMHE
ALHNHYTQKSLSLSPG

89

I18E10 (VH +
G2(C219S).g1)
18E10-1gG2-C219S-IgG1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVIWYAGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGRIAVAFYYSMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPELLGG
PSVFLFPPKPEKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPG

90

18E10 (VH +
G2(C2198).g1.1)%,
18E10-IgG2-C219S-IgG1.
1

QVOLVESGGGVVOPGRSLERLSCAASGFTFSSYGMHWVROAPGKGLEWV
AVIWYAGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGRIAVAFYYSMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPFCPAPPVAGP
SVFLFPPEPKDTLMISRTPEVTICVVVDVSHEDPEVEKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIEK
TISKAKGRQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVEFSCSVMHE
ALHNHYTQKSLSLSPG

91

3C3 (VH)

QVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWTWIRQPPGKGLEWI
GKINHSGNTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCA
RLGAFDAFDIWGQGTMVIVSS

92

3C3 (VL)

DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLI
YAASSLQSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQYNSYPY
TFGQGTKLEIK

93

3C3(VL2)

EIVLTQSPATLSLSPGERATLSCRASQGVSSYLAWYQQKPGOAPRLLI
YDASNRATGIPARFSGSGPGTDFTLTISSLEPEDFAVYYCQQRSNWHT
FGQGTKLEIK

42

37/51 Bl




CN 107743586 B i'H HH :I:S 38/51 1L

94 3C3 (&&E%i i;!_] ﬁ-i\&) QVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWTWIRQPPGKGLEWI

GEKINHSGNTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCA
RLGAFDAFDIWGQGTMVIVSSASTKGPSVFPLAPSSKSTSGGTAALGC

= 2 2 LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSS
lrﬂ ;z E jﬂ —F il] éi LGTOQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESN
GOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKESLSLSPGK

A 1] y DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLI
95 3C3 Ll (l —K%iiﬁi& YAASSLQSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQYNSYPY

1) TFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY EKHKVY
ACEVTHOGLSSPVTKSFNRGEC

1858 X T X4

96 A 1) y EIVLTQSPATLSLSPGERATLSCRASQGVSSYLAWYQQKPGOAFPRLLI
3C3 L2 (i %%ii &{é YDASNRATGIPARFSGSGPGTDFTLTISSLEPEDFAVYYCQQRSNWHT

2) FGOGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAK
VOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC

1858 X T X4

97 3C3IgGl (VH + IgGl) QVOLOOWGAGLLKEPSETLSLTCAVYGGSFSGYYWTWIRQPPGKGLEWI
GKINHSGNTNYNPSLKSRVTISVDTSKNQFSLELSSVTAADTAVYYCA
RLGAFDAFDIWGQGTMVTVSSASTEKGPSVFPLAPSSKSTSGGTAALGC
LVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSS
LGTQTYICNVNHKPSNTKVDEKRVEPKSCDKTHTCPPCPAPELLGGPSV
FLF PPKPKDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV
[0265] SNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWOQQ
GNVFSCSVMHEALHNHYTQKSLSLSPG

98 3C3 IgGl 1 (VH + OVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWTWIRQPPGKGLEWI
: : GKINHSGNTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCA
. RLGAFDAFDIWGQGTMVIVSSASTKGPSVFPLAPSSKSTSGGTAALGC

IgGl.1

LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVIVPSSS
LGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAEGAPSV
FLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIEKTI
SKAKGOPREPQVYTLPPSREEMTENQVSLTCLVEGFYFSDIAVEWESN
GOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPG

99 3C3IgGl (VLl + CL) DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLI

YAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYNSYPY
TFGOGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

+ EIVLTQSPATLSLSPGERATLSCRASQGVSSYLAWYQOKPGOAPRLLI
100 3C3IgGl 2 (VL2 CL) YDASNRATGIPARFSGSGPGTDFTLTISSLEPEDFAVYYCQQORSNWHT

FGOGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAK
VOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC

101 | 3C3 VH CDRI1 GYYWT
102 |3C3 VH CDR2 KINHSGNTNYNPSLKS
103 |3C3 VH CDR3 LGAFDAFDI
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104

3C3 VLI CDRI1

RASQGISSWLA

105

3C3 VL1 CDR2

BASSLOS

106

3C3 VL1 CDR3

OQYNSYPYT

107

3C3 VL2 CDRI

RASQGVSSYLA

108

3C3 VL2 CDR2

DASNRAT

109

3C3 VL2 CDR3

QORSNWHT

110

3C3 (VH + G2)
3C3-IgG2

OVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWIWIRQPPGKGLEWI
GKINHSGNTNYNPSLESRVTISVDTSKENQFSLKLSSVTAADTAVYYCA
RLGAFDAFDIWGQGTMVIVSSASTKGPSVFPLAPCSRSTSESTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY SLSSVVIVPSSN
FGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPR
EEQFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAPIEKTISKTK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPMLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHY
TQKSLSLSPG

111

3C3 (VH + G2(C219S)) 2,
3C3-1gG2-C219S

QVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWIWIRQPPGKGLEWI
GKINHSGNTNYNPSLESRVTISVDTSKENQFSLKLSSVTAADTAVYYCA
RLGAFDAFDIWGQGTMVIVSSASTKGPSVFPLAPCSRSTSESTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVESSN
FGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAGPSVFLFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPR
EEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTK
GQPREPQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPFMLDSDGSFFLYSKLTVDKSEWQOGNVFSCSVMHEALHNHY
TQKSLSLSPG

112

3C3 (VH + G2.gl)3K
3C3-1gG2-IgG1

QVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWTWIRQPPGKGLEWI
GKINHSGNTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCA
RLGAFDAFDIWGQGTMVIVSSASTKGPSVFPLAPCSRSTSESTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSN
FGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPELLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPG

113

3C3 (VH + G2.g1.1)k
3C3-1gG2-IgGl.1

QVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWTWIRQPPGKGLEWI
GKINHSGNTNYNPSLEKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCA
RLGAFDAFDIWGQGTMVIVSSASTEKGPSVFPLAPCSRSTSESTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSN
FGTQTYTCNVDHKPSNTKVDKTVERKCCVECFPPCPAPPVAGPSVFLFF
PKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIEKTISKAK
GQPREPQVYTLFPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHY
TQKSLSLSPG

114

3C3 (VH +
G2(C219S).g1)2%
3C3-1gG2-C219S-IgG1

OVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWTWIRQPPGKGLEWI
GKINHSGNTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCA
RLGAFDAFDIWGQGTMVTVSSASTKGPSVFPLAPCSRSTSESTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSN
FGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPELLGGFSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
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ENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNH

YTQKSLSLSPG
115 3(:3 (\f}{ + OVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWIWIRQPPGKGLEWI
. GKINHSGNTNYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCA
G2(C219S).g1.1)3x RLGAFDAFDIWGOGTMVTVSSASTKGPSVFPLAPCSRSTSESTAALGC

3C3'IgG2'C2 1 9S—IgG 1 . l LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLY SLSSVVIVPSSN

FGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAGPSVFLFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIEKTISKAK
GOPREPQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPG

1 16 2G6 (VH) QVQLVESGGGVVQPGGSLRLSCAASGFILSDYGMHWVRQAPGKGLEWV
TVIWYDGSNKFYVDSVKGRFTISRDNSKNTLYLOQMNSLRVEDTAVYYC
ARGGRLATGHEFYYVMDVWGQGTTVIVSS

1 17 2G6 (VL) DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLI
YAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYNSYPY
TFGQGTKLEIK

11 A 1) QVQLVESGGGVVQPGGSLRLSCAASGFILSDYGMHWVRQAPGKGLEWV
8 2G6 (l -&gf’iﬁ-‘i%) TVIWYDGSNKEFYVDSVKGRFTISRDNSKNTLY LOQMNSLRVEDTAVYYC

ARGGRLATGHFYYVMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSE

- - = STAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
'L‘ii [)1}]'3 -F iﬂ 2& VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVH
NAKTKPREEQEFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIE
KTISKTKGQPREPOQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

[0267] 1 19 2G6 (é_} _&gf,i .gg ﬁé&) DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLI

YAASSLOSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQYNSYPY
TFGOGTXLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFY PREA
~ S ok KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY EKHKVY
2% X Ho 1] £

rﬁf :’z' Ej T il ’i ACEVTHQGLSSPVTKSFNRGEC

120 2G6IgGl (VH + IgG 1) QVQLVESGG{SWQPGGSLRLSCAASGFILSDYGMHWVRQAPGKGLEWV
TVIWYDGSNKEFYVDSVKGRFTISRDNSKNTLY LOMNSLRVEDTAVYYC

GTAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
LLGGPSVFLF
PFPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVFSCSVMHEALHNHYTQKSLSLSPG

1 2 l 2G6 IgGl 1 (VH + QVQLVESGGGVVQPGGSLRLSCAASGFILSDY GMHWVROAPGKGLEWV
) ) TVIWYDGSNKFYVDSVKGRFTISRDNSKNTLY LOMNSLRVEDTAVYYC
IgG 1 . 1 ) ARGGRLATGHFY YVMDVWGQGTTVIVSSASTEKGPSVFPLAPSSKSTSG

GTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
AEGAPSVFLFFPPEPEDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALP
SSIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI

AVEWESNGQPENNYKTTFPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPG

DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLI
122 2G6'IgG1 (VL + CL) YAASSLOSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCOQYNSYPY
TFGQGTKLEIKRTVAARPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC
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123

2G6 VH CDRI

DYGMH

124

2G6 VH CDR2

VIWYDGSNKFYVDSVKG

125

2G6 VH CDR3

GGRLATGHFYYVMDV

126

2G6 VL CDRI

RASQGISSWLA

127

2G6 VL CDR2

AASSLQS

128

2G6 VL CDR3

QQYNSYPYT

129

2G6 (VH + G2) 3%,
2G6-1gG2

QVOLVESGGGVVOPGGSLRLSCAASGFILS DY GMHWVROAPGKGLEWV
TVIWYDGSNKEFYVDSVKGRFTISRDNSKNTLY LOMNSLRVEDTAVYYC
ARGGRLATGHEFYYVMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECFPCPAPPVAG
PSVFLFPPKPEDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVH
NAKTKPREEQFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAFPIE
KTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPG

130

2G6 (VH + G2(C219S))3
2G6-1gG2-C219S

QVOLVESGGGVVOPGGSLRLSCAASGFILSDYGMHWVROAPGKGLEWV
TVIWYDGSNKFYVDSVKGRFTISRDNSKNTLY LOMNSLRVEDTAVYYC
ARGGRLATGHEFYYVMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECFPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVH
NAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIE
KTISKTKGQPREPOVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPMLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPG

131

2G6 (VH + G2.g1)3,
2G6-1gG2-IgGl

QVQLVESGGGVVQPGGSLRLSCAASGFILSDYGMHWVRQAPGKGLEWV
TVIWYDGSNKEFYVDSVKGRFTISRDNSKNTLY LOMNSLRVEDTAVYYC
ARGGRLATGHEYYVMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSWVM
HEALHNHYTQKSLSLSPG

132

2G6 (VH+G2.gl.1)2k
2G6-1gG2-1gG1.1

QVQLVESGGGVVQPGGSLRLSCAASGFILSDYGMHWVRQAPGKGLEWV
TVIWYDGSNKEFYVDSVKGRFTISRDNSKNTLY LOMNSLRVEDTAVYYC
ARGGRLATGHFYYVMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VIVESSNFGTQTYTCNVDHKFPSNTEVDKTVERKCCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMH
EALHNHYTQKSLSLSPG

133

2G6 (VH +
G2(C219S).g1)2%
2G6-1gG2-C219S-1gG1

QVQLVESGGGVVQPGGSLRLSCAASGFILSDYGMHWVRQAPGKGLEWV
TVIWYDGSNKFYVDSVKGRFTISRDNSKNTLY LOMNSLRVEDTAVYYC
ARGGRLATGHFYYVMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECFPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
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WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVFSCSVM

HEALHNHYTQKSLSLSEG
134 2G6 (VH + QVQLVESGGGVVQPGGSLRLSCAASGFILSDYGMHWVRQAPGKGLEWV
. TVIWYDGSNKFYVDSVKGRFTISRDNSKNTLYLQMNSLRVEDTAVYYC
G2(C219S).g1.1)3x ARGGRLATGHFY YVMDVWGQGT TVTVSSASTKGPSVFPLAPCSRSTSE

2G6-IgG2"C2 l 9S"IgG1 . 1 STAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV

VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECFPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIE
KTISKAKGOQPREPOQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPG

135 8A6 (VH) QVQLVESGGGVVQPGRSLRLSCTASGFTEFSSYGMOWVRQAPGKGLEWV
AVIWYEGSNKYYADSVKGRFTISRENSKNTLY LQMNSLRAEDTAVYYC
ARGGLMVRGLEYYGMDVWGQGTTVIVSS

136 8A6 (VL) AIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGEAFPKFLI
YDASSLESGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQFNSYPY
TFGQGTKLEIK

A 1) QVQLVESGGGVVQPGRSLRLSCTASGFTEFSSYGMOQWVRQAPGKGLEWV
137 8A6 (l -&%i& iﬁ%) AVIWYEGSNKYYADSVKGRFTISRENSKNTLYLOMNSLRAEDTAVYYC

- - . STAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
IL‘ZE [)1}]'3 -F iﬂ gi VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVH
NAKTKPREEQEFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIE
KTISKTKGQPREPOQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

[0269] 1 3 8 8A6 (é_&%i ﬂ ﬁé&) AIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQDKPGKAPKFLI

YDASSLESGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQFNSYPY
TFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEYPREA
= - = KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
' A ] g

L-ii [:jj ‘Fil &‘ ACEVTHQGLSSPVTKSFNRGEC

+ QVQLVESGGGVVQPGRSLRLSCTASGFTFSSYGMQWVRQAPGKGLEWV
139 8A6IgG1 (VH IgGl) AVIWYEGSNKYYADSVKGRFTISRENSKNTLYLOMNSLRAEDTAVYYC

ARGGLMVRGLEYYGMDVWGQGTTVIVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
LLGGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFEFSC
SVMHEALHNHYTQKSLSLSPG

140 ]A6 IgGl 1 (VH + QVQLVESGGGVVQPGRSLRLSCTASGFTFSSYGMOWVROAPGKGLEWV
) ’ AVIWYEGSNKYYADSVKGRETISRENSKNTLYLOMNSLRAEDTAVYYC
IgGl.1) ARGGLMVRGLFY YGMDVWGQGT TVTVSSASTKGPSVFPLAPSSKSTSG

GTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
AEGAPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALP
SSIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTFPVLDSDGSFFLYSKLTVDKSRWQQGNVESC
SVMHEALHNHYTQKSLSLSPG

141 8A6-IgG1 (VL + CL) AIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKFLI

YDASSLESGVPSREFSGSGSGTDFTLTISSLOQPEDFATYYCQOFNSYPY
TFGOGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVOWEVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHEVY
ACEVTHQGLSSPVTKSFNRGEC
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142 |[8A6 VH CDRI SYGMQ

143 | 8A6 VH CDR2 VIWYEGSNKYYADSVKG
144 |8A6 VH CDR3 GGLMVRGLEY YGMDV
145 | 8A6 VL CDRI RASQGISSALA

146 |[8A6 VL CDR2 DASSLES

147 | 8A6 VL CDR3 QOFNSYPYT

: QVQLVESGGGVVQPGRSLRLSCTASGFTFSSYGMOWVRQAPGKGLEWV
o
148 8A6 (VH + G2(C219S))j§ AVIWYEGSNKYYADSVKGRFTISRENSKNTLYLOMNSLRAEDTAVYYC

8A6-1gG2-C219S ARGGLMVRGLFY YGMDVWGQGT TVIVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVOFNWYVDGVEVH
NAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNXGLPAPIE
KTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPMLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMH

EALHNHYTOKSLSLSPG

149 + 2' OVOLVESGGGVVOPGRSLRLSCTASGFTFSSYGMOWVROAPGKGLEWV
8A6 (VH + G2.g1) & AVIWYEGSNKYYADSVKGRFTISRENSKNTLY LQMNSLRAEDTAVYYC

8A6 -1gG2-1gGl ARGGLMVRGLFY YGMDVWGQGT TVTVSSASTKGPSVFPLAPCSRSTSE

STAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECFPCPAPELLG
GPSVFLFFPKFKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE

[0270] WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDXSRWOQGNVFSCSVM
HEALHNHYTQKSLSLSPG

1 3 x QVOLVESGGGVVOPGRSLRLSCTASGFTFSSYGMOWVRQAPGKGLENY

50 | 8A6 (VH +G2.gl.1) 20 AVIWYEGSNKYYADSVKGRETISRENSKNTLYLOMNSLRAEDTAVYYC

8A6 -1gG2-IgGl.1 ARGGLMVRGLFYYGMDVWGQGT TVTVSSASTKGPSVFPLAPCSRSTSE

STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPSSIE
KTISKAKGQPREPOVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMH

EALHNHYTQKSLSLSFG
151 8}\6 (\f}1_+ QVQLVESGGGVVQPGRSLRLSCTASGFTEFSSYGMOWVRQAPGKGLEWV
" AVIWYEGSNKYYADSVKGRFTISRENSKNTLY LOMNSLRAEDTAVYYC
GZ(Cz 1 9S) .gl )Ek ARGGLMVRGLFYYGMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSE
8A6—IgG2-C2 l 9S—IgGl STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSSV

VIVESSNFGTQTYTCNVDHKPSNTEVDKTVERKSCVECPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGEEYKCKVSNEALPAPI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDESRWQQGNVFSCSWVM

HEALHNHYTQKSLSLSPG
152 | 8A6 (VH + OVOLVESGGGVVOPGRSLRLSCTASGFTFSSYGMOWVRQAPGKGLEWY
. AVIWYEGSNKYYADSVKGRFTISRENSKNTLYLOMNSLRAEDTAVYYC
G2(C219S).g1.1)2x, ARGGLMVRGLFYYGMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSE

8A6-IgG2'C2 l 9S-IgGl . 1 STAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV

VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAG
PSVFLFPPEKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLIVLHQDWLNGKEYKCKVSNKALPSSIE
KTISKAKGQPREPQVYTLPPSREEMTKNOVSLTCLVKGFYPSDIAVEW
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ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKS RWQQGNVFSCSVMH
EALHNHYTQKSLSLSPG

153

9G7 (VH)

EVQLVESGGGLVKPGGSLRLSCAASGFTFSTVWMSWVROAPGKGLEWV
GRIKSKTDGGTTDYAAPVKGRFTISRDDSKNTLYLOMNSLATEDTAVY
YCTTGQLIPYSYYYGMDVWGQGTSVTIVSS

154

9G7 (VLI)

EIVLTOSPGTLSLSPGERATLSCRASQSVSSSYLAWYQOKPGQAPRLL
IYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSP
WIFGQGTKVEIK

155

9G7 (VL2)

EIVLTOQSPGTLSLSPGERATLSCRASQSVISSYLAWYQOKPGQAPRLL
IYGASSRATGIPERFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSP
ITFGQRGTRLEIK

156

9G7 (&K AR FTk)

fe & Xin T X4

EVQLVESGGGLVKPGGSLRLSCAASGFTFSTVWMSWVRQAPGKGLEWV
GRIKSKTDGGTTDYAAPVKGRFTISRDDSKNTLYLOMNSLHTEDTAVY
YCTTGOLIPYSYYYGMDVWGQGTSVTVSSASTKGPSVFPLAPCSRSTS
ESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVIVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPSCPAPEFL
GGPSVFLFPPKPKDTLMISRTPEVICVVVDVSQEDPEVQFNWYVDGVE
VHNAKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSS
IEKTISKAKGOPREPOVYTLPPSQEEMTENQVSLTCLVEGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSV
MHEALHNHYTQKSLSLSLGK

157

9G7 L2 (& KEFF AR 4244
2)

e R AT R4

EIVLTQSPGTLSLSPGERATLSCRASQSVISSYLAWYQOKPGQAPRLL
IYGASSRATGIPERFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSP
ITFGQGTRLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPRE
AKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

158

9G7.1gG1 (VH +IgGl)

EVQLVESGGGLVKPGGSLRLSCAASGFTFSTVWMSWVRQAPGKGLEWV
GRIKSKTDGGTTDYAAPVKGRFTISRDDSKNTLYLOMNSLATEDTAVY
YCTTGQLIPYSYYYGMDVWGQGTSVIVSSASTKGPSVFPLAPSSKSTS
GGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSS
VVIVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDESRWQQGNVFES
CSVMHEALHNHYTQKSLSLSPG

138

9G7.1gG1.1 (VH +
IgG1.1)

EVQLVESGGGLVKPGGSLRLSCAASGFTFSTVWMSWVRQAPGKGLEWV
GRIKSKTDGGTTDYAAPVKGRFTISRDDSKNTLYLOMNSLHTEDTAVY
YCTTGOLIPYSYYYGMDVWGQGTSVIVSSASTKGPSVFPLAPSSKSTS
GGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSS
VVTVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCFAP
EAREGAPSVFLFFPKPKDTLMISRTFPEVICVVVDVSHEDPEVEFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PSSIEKTISKAKGQPREFPQVYTLPPSREEMTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFES
CSVMHEALHNHYTQKSLSLSPG

160

9G7.1gG1 (VL1 +CL)

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQOKPGQAPRLL
IYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSP
WIFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPRE
AKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

161

9G7.1gG1.2 (VL2 + CL)

EIVLTQSPGTLSLSPGERATLSCRASQSVTSSYLAWYQOKPGQAPRLL
IYGASSRATGIPERFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSP
ITFGOQGTRLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEYPRE
AKVOWKVDNALOSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC
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162 | 9G7 VH CDRI1 TVWMS

163 | 9G7 VH CDR2 RIKSKTDGGITDYAAPVKG

164 | 9G7 VH CDR3 GOLIPYSYYYGMDY

165 |9G7 VL1 CDRI1 RASQSVSSSYLA

166 | 9G7 VL1 CDR2 GASSRAT

167 |[9G7 VL1 CDR3 QOYGSSPWT

168 | 9G7 VL2 CDR1 RASQSVTSSYLA

169 | 9G7 VL2 CDR2 GASSRAT

170 |9G7 VL2 CDR3 QQYGSSPIT

171 [9G7 (VH + G2)3 GRIKSKTDGOTTDYARBVKGRF T SRDDSKNTLYLOMNSLHTEDTAVY
9G7-1gG2 YCTTGOLIPYSYYYGMDVWGQGTSVTVSSASTKGPSVFPLAPCSRSTS

ESTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSS
VVIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEV
HNAKTKPREEQFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAPI
EKTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVFSCSWVM
HEALHNHYTQKSLSLSPG

172 9G7 (VH 4 Gz(czlgs))_&‘ EVQLVESGGGLVKPGGSLRLSCAASGFTFSTVWMSWVRQAPGKGLEWV

[0272] GRIKSKTDGGTTDYAAPVKGRETISRDDSKNTLY LOMNSLHTEDTAVY

9G7-1gG2-C219S YCTTGOLIPYSYYYGMDVWGOGTSVTVS SASTKGPSVFPLAPCSRSTS
ESTAALGCLVKDYFPEPVTVSWNSGALTSGVATFPAVLOSSGLYSLSS
VVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEV
HNAKTKPREEQFNSTFRVVSVLTVVHODWLNGKE YKCKVSNKGLPAPL
EKTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRNQQGNVEFSCSVM

HEALHNHYTQXSLSLSPG
1 X EVOLVESGGGLVKPGGSLRLSCAASGFTFS TVWMSWVRQAPGKGLEWY
73 9G7 (VH + G2.g1) 20 GRIKSKTDGGTTDYAAPVKGRFTISRDDSKNTLYLOMNSLHTEDTAVY
9G7-1gG2-1gGl1 YCTTGOLIPYSYYYGMDVWGOGTSVTVSSASTKGPSVFPLAPCSRSTS

ESTAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPELL
GGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP
IEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAV
EWESNGQPENNYKTTFPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSV

MHEALHNHYTQKSLSLSPG
X EVOLVESGGGLVKPGGSLRLSCAASGEFTFSTVAMSHVRQAPGKGLEWY
174 1 9G7 (VH + G2.gl.1)3% GRIKSKTDGGTTDYAAPVKGRFTISRDDSKNTLYLOMNSLHTEDTAVY
9G7-1gG2-IgGl.1 YCTTGOLIPYSYYYGMDVRGOGTSVIVSSASTKGPSVFPLAPCSRSTS

ESTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVA
GPSVFLFFPEPKDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPG

175 9(}7 (\f}{_+ EVQLVESGGGLVKPGGSLRLSCAASGFTFSTVWMSWVRQAPGKGLEWV
GRIKSKTDGGTTDYAAPVKGRFTISRDDSKNTLY LOMNSLHTEDTAVY
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[0273]

G2(C219S).g1)
9G7-1gG2-C219S-1gG1

YCTTGQLIPYSYYYGMDVWGQGTSVIVSSASTKGPSVFFPLAPCSRSTS
ESTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSS
VVIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPELL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAP
IEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAV
EWESNGQPENNYKTTFPVLDSDGSFFLYSKLTVDESRWOQGNVFSCSV
MHEALHNHYTQKSLSLSPG

176

9G7 (VH +
G2(C2198).g1.1)%%,
9G7-1gG2-C219S-IgG1.1

EVQLVESGGGLVKPGGSLRLSCAASGFTFSTVWMSWVRQAPGKGLEWV
GRIKSKTDGGTTDYAAPVEGRFTISRDDSKNTLYLOMNSLHTEDTAVY
YCTTGQLIPYSYYYGMDVWGQGTSVIVSSASTKGPSVFPLAPCSRSTS
ESTAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSI
EKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPG

177

9G7 L1 (& K¥FF AR 424%
1)

e X An T X 4

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQOKPGQAPRLL
IYGASSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSP
WIFGQGTKVEIKRTVAAFSVFIFPPSDEQLKSGTASVVCLLNNFYPRE
AKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

178

14E3 (VH)

OVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWI
GEINHSGNTYYNPSLKSRVTISVDTSKNQLSLKLSSVTAADTAVYYCA
RFGSNDAFDIWGQGTMVIVSS

179

14E3 (VL)

DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLI
YAASSLQOSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQYNSYPP
TFGQGTKVEIK

180

14E3 (&K I A A T 44)

e X An T X4

QVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWI
GEINHSGNTYYNPSLKSRVTISVDTSKNQLSLKLSSVTAADTAVYYCA
RFGSNDAFDIWGQGTMVIVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSS
LGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI
SKAKGOPREPOQVYTLPPSRDELTENQVSLTCLVEGFYFSDIAVEWESN
GOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK

181

14E3 (&K A A 424%)

fe & R X &

DIOMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQOKPEKAPKSLI
YAASSLQSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQYNSYPP
TFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

182

14E3.1gG1 (VH + IgG1)

OVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWI
GEINHSGNTYYNPSLEKSRVTISVDTSKNQLSLKLSSVTAADTAVYYCA
RFGSNDAFDIWGQGTMVIVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSS
LGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSV
FLF PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTENQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQ
GNVFSCSVMHEALHNHYTQKSLSLSPG

183

14E3.1gG1.1 (VH +
IgGl.1)

OVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWI
GEINHSGNTYYNPSLKSRVTISVDTSKNQLSLKLSSVTAADTAVYYCA
RFGSNDAFDIWGQGTMVIVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVIVPSSS
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LGTOTYICNVNHEKPSNTKVDKRVEPKSCDKTHTCFPCFAPEAEGAFSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESN
GOPENNYKTTPPVLDSDGSFFLYSKLTVDKSREWQOGNVFSCSVMHEAL
HNHYTQKSLSLSPG

184 I4E3IgG1 (VL + CL) DIQMTQSPSSLSASVCDRVTITCSASQGISSWLAWYQQKPEKAPKSLI

YAASSLOSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYNSYPP
TFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

185 | 14E3 VH CDRI1 GYYWS
186 | 14E3 VH CDR2 EINHSGNTYYNPSLKS
187 | 14E3 VH CDR3 FGSNDAFDI
188 | 14E3 VL CDRI1 RASQGISSWLA
189 | 14E3 VL CDR2 AASSLQS
190 14E3 VL CDR3 QQYNSYPPT
3y QVQLOOWGAGLLKPSETLSLTCAVYGGSFSGY YWSWIRQPPGKGLEWI
a [4E3 (VH + G2)& GEINHSGNTYYNPSLKSRVTISVDTSKNQLSLKLSSVTAADTAVYYCA
14E3-1gG2 RFGSNDAFDIWGQGTMVTVS SASTKGPSVFPLAPCSRSTSESTAALGC

LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSN
FGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFELFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPR
[0274] EEQFNSTFRVVSVLTVVHOQDWLNGKEYKCKVSNKGLFAPIEKTISKTK
GOPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPG

1 92 1 4E3 (VH B G2(C2 1 98)) QVOLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWI

N GEINHSGNTYYNPSLEKSRVTISVDTSKNQLSLKLSSVTAADTAVYYCA
'E"&A RFGSNDAFDIWGQGTMVIVSSASTKGPSVFPLAPCSRSTSESTAALGC
14E3'IgG2'C2 19S LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLY SLSSVVTVPSSN

FGTQTYTCNVDHKFPSNTKVDKTVERKSCVECPPCPAPPVAGPSVELFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPR
EEQFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAPIEKTISKTK
GQPREPQVYTLFPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPMLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHY

TQKSLSLSPG
193 + X QVOLOOWGAGLLKPSETLSLTCAVYGGSFSGY YWSWIRQPPGKGLENL
14E3 (VH G2.gl)‘k GEINHSGNTYYNPSLKSRVTISVDTSKNQLSLKLSSVTAADTAVYYCA
14E3-1gG2-1gGl RFGSNDAFDIWGQGTMVTVSSASTKGPSVFPLAPCSRSTSESTAALGC

LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLY SLSSVVTVPSSN
FGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPELLGGEPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPOQVYTLPPSREEMTKNOQVSLTCLVKGFYPSDIAVEWESNGOP
ENNYKTTPPVLDSDGSFFLYSKLTVDESRWQOGNVFSCSVMHEALHNH
YTQKSLSLSPG

194 14E3 (VH + G2.gl. l)i’k OVOLQOWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWI

GEINHSGNTYYNPSLKSRVTISVDTSKNQLSLKLSSVTAADTAVYYCA
14E3-1gG2-1gG1.1 RFGSNDAFDIWGOGTMVTVSSASTKGPSVFPLAPCSRSTSESTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSN
FGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIEKTISKAK
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GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY

TQKSLSLSPG
195 |14E3 (VH + QVOLOOWGAGLLKPSETLSLTCAVYGGSFSGY YWSWIRQPPGKGLEWL
. GEINHSGNTYYNPSLKSRVTISVDTSKNQLSLKLSSVTAADTAVYYCA

G2(C219S).g1)2 RFGSNDAFDIWGQGTMVTVSSASTKGPSVEPLAPCSRSTSESTAALGC
14E3-1gG2-C219S-IgG1 | LVKDYEEERVIVSINSGALLSGVALEAVLOSSGLYSLSS VVIVESSH

FGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPELLGGEPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH

YTQKSLSLSPG
196 | 14E3 (VH + QVOLQOWGAGLLKPSETLSLTCAVYGGSFSGY YWSWIRQPPGKGLEWL
. GEINHSGNTYYNPSLKSRVTISVDTSKNQLSLKLSSVTAADTAVYYCA

G2(C219S).g1.1)3x, RFGSNDAFDIWGQGTMVIVSSASTKGPSVFPLAPCSRSTSESTAALGC

1 4E3_IgG2_Cz 1 9S-IgGl . 1 LVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVIVPSSN

FGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAGPSVFLFP
PEPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPSSIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPG

1 97 l 9H8 (VH) QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYGMHWVRQAPGKGLEWM
AVIWYGGSNKFYADSVKGRFTISRDNSKNSLSLOMNSLRAEDTAVYYC
ARGGAMVRGVYYYGMDVWGQGTTVTVSS

198 19H8 (VLI) AIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQDKPGKAPKFLI
YDASSLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFNSYPQ
TFGQGTKVEIK

[0275]

1 99 l 9H8 (VL2) EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGOAPRLLI
YDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQORSNWPL
TFGGGTKVEIK

200 19H8 (é_ﬁg{.i .ﬂ i%) QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYGMHWVRQAPGKGLEWM

AVIWYGGSNKFYADSVKGRFTISRDNSKNSLSLOMNSLRAEDTAVYYC
ARGGAMVRGVYYYGMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSE
= = > STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
'hgji_EEJ*H'Triﬂléi VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVH
NAKTKPREEQFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAFIE
KTISKTKGQPREPOQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

201 A 1) AIQLTOSFSSLSASVGDRVTITCRASQGISSALAWYQQKPGEAFPKFLI
0 19H8 L1 (l _Kgf’ii $'7£ YDASSLESGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQFNSYPQ

4% 1 ) TFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEY PREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

18 RAeF XK
202 19H8 L2 (é%%i _zﬂ $_17-: EIVLTQSPATLSLSPGERATLSCRASQSVSSY LAWYQOKPGOAPRLLI

YDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQORSNWPL
‘.ﬁ% 2) TFGGGTKVEIXRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

+ QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYGMHWVRQAPGKGLEWM
203 l 9H81gG1 (VH IgGl) AVIWYGGSNKFYADSVKGRFTISRDNSKNSLSLOMNSLRAEDTAVYYC

ARGGAMVRGVYYYCGMDVWGQGTTVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVEDYFPEFVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
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[0276]

LLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVFSCSVMHEALHNHYTQKSLSLSPG

204

19H8.IgG1.1 (VH +
IgGl.1)

QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYGMHWVRQAPGKGLEWM
AVIWYGGSNKFYADSVKGRFTISRDNSKNSLSLOMNSLRAEDTAVYYC
ARGGAMVRGVYYYGMDVWGOGTTVIVSSASTEKGPSVFFLAPSSKSTSG
GTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
AEGAPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALP
SSIEKTISKAKGQFREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESC
SVMHEALHNHYTQKSLSLSPG

205

19H8.IgG1 (VL1 + CL)

AIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKFLI
YDASSLESGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQFNSYPQ
TFGOGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

206

19H8.1gG1.2 (VL2 + CL)

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLI
YDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQORSNWPL
TFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC

207

19H8 VH CDRI1

NYGMH

208

19H8 VH CDR2

VIWYGGSNKFYADSVKG

209

19H8 VH CDR3

GGAMVRGVYYYGMDV

210

19H8 VL1 CDRI1

RASQGISSALA

211

19H8 VL1 CDR2

DASSLES

212

19H8 VL1 CDR3

QOFNSYPQT

213

19H8 VL2 CDR1

RASQSVSSYLA

214

19H8 VL2 CDR2

DASNRAT

215

19H8 VL2 CDR3

QORSNWPLT

216

19H8 (VH + G2(C219S))
X,
19H8-1gG2-C219S

QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYGMHWVRQAPGKGLEWM
AVIWYGGSNKFYADSVKGRFTISRDNSKNSLSLOMNSLRAEDTAVYYC
ARGGAMVRGVYYYGMDVWGQGTTVIVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVQFNWYVDGVEWVH
NAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIE
KTISKTKGQPREPOQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPG

217

19H8 (VH + G2.g1)%,
19H8-1gG2-1gG1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYGMHWVRQAPGKGLEWM
AVIWYGGSNKFYADSVKGRFTISRDNSKNSLSLOMNSLRAEDTAVYYC
ARGGAMVRGVYYYGMDVWGQGT TVTVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECFPCPAPELLG
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[0277]

GPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSWVM
HEALHNHYTQKSLSLSPG

218

19H8 (VH + G2.g1.1)2K
19H8-1gG2-IgG1.1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYGMHWVRQAPGKGLEWM
AVIWYGGSNKFYADSVKGRFTISRDNSKNSLSLOMNSLRAEDTAVYYC

STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECFPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPSSIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPG

219

19HS (VH +
G2(C219S).g1)3%,
19H8-1gG2-C219S-IgG1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYGMHWVRQAPGKGLEWM
AVIWYGGSNKFYADSVKGRFTISRDNSKNSLSLOMNSLRAEDTAVYYC
ARGGAMVRGVYYYGMDVWGQGTTVTVSSASTKGPSVFPLAPCSRETSE
STAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECFPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSWVM
HEALHNHYTQXSLSLSPG

220

19H8 (VH +
G2(C219S).g1.1)2%
19H8-1gG2-C219S-1gG1.1

QVQLVESGGGVVQPGRSLRLSCAASGFTFSNYGMHWVRQAPGKGLEWM
AVIWYGGSNKFYADSVKGRFTISRDNSKNSLSLOMNSLRAEDTAVYYC
ARGGAMVRGVYYYGMDVWGQOGTTVIVSSASTEKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECFPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEWVH
NAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPG

221

6G10.IgG1 (VH +1gG1)

QVQLVESGGDVVQPGRSLRLSCAASGFTFSTYGMHWVRQAPGKGLEWV
AVTWYAGSNKEFYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGSMVRGLYYYGMDVWGQGTTVIVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
LLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESC
SVMHEALHNHYTQKSLSLSPG

222

6G10.1gG1.1 (VH +
IgGl.1)

QVOLVESGGDVVQPGRSLRLSCAASGFTFSTYGMHWVRQAPGKGLEWV
AVTWYAGSNKFYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
ARGGSMVRGLYYYGMDVWGQGT TVTVSSASTKGPSVEFPLAPSSKSTSG
GTAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
AEGAPSVFLFPPKPEDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALP
SSIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESC
SVMHEALHNHYTQKSLSLSPG

223

6G10.IgG1 (VL + CL)

AIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQOKPGKAPKLLI
YDASSLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFNSYPY
TFGOGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC
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224 6G10 (VH + G2(c2198)) QVQLVESGGDVVQPGRSLRLSCAASGFTEFSTYGMHWVRQAPGKGLEWV

. AVTWYAGSNKFYADSVEGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC
K 6G10-1gG2-C219S ARGGSMVRGLYY YGMDVWGQGT TVTVSSASTKGPSVFPLAPCSRSTSE
STAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVH
NAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIE
KTISKTKGQPREPQVY TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPMLDSDGSFFLY SKLTVDKSRWOQGNVFSCSVMH

EALHNHYTQKSLSLSPG
225 + X QVOLVESGGDVVOPGRSLRLSCAASGETFSTYGMAWVRQAPGKGLEWY
6G10 (VH + G2.g1) & AVTWYAGSNKFYADSVKGRETISRDNSKNTLYLOMNSLRAEDTAVYYC
6G10-IgG2-1gG1 ARGGSMVRGLYY YGMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSE

STAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPG

226 + 2 X QVQLVESGGDVVQPGRSLRLSCAASGFTFSTYGMHWVRQAPGKGLEWV
6G 10 (VH ngl 1 ) ‘k AVTWYAGSNKEFYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYC

6G10-IgG2-1gG1.1 ARGGSMVRGLYYYGMDVWGQGT TVIVSSASTKGPSVFELAPCSRSTSE
STAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSY
VTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAG
[0278] PSVFLFPPKPEDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPSSIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMH

EALHNHYTQKSLSLSPG
227 |6G10 (VH + QVOLVESGGDVVQPGRSLRLSCAASGEFTFSTYGMHNVRQAPGKGLEWY
B AVTWYAGSNKFYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYC

G2(C219S).¢1 )2 ARGGSMVRGLYY YGMDVWGQGT TVTVSSASTKGPSVFPLAPCSRSTSE

6G 1 O_Ing_Cz 1 9S'IgG 1 STAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSV

VIVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKSCVECPPCPAPELLG
GPSVFLFFPKPEDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTFPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVM

HEALHNHYTQKSLSLSPG
228 | 6G10 (VH + QVOLVESGGDVVOPGRSLRLSCAASGFTFS TYGMAWVROAPGKGLENY
. AVTWYAGSNKFYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
G2(C219S).g1.1)3x ARGGSMVRGLYY YGMDVWGQGT TVTVSSASTKGPSVFPLAPCSRSTSE

6G 1 O—IgG2-C2 1 gs_IgG 1 . 1 STAALGCLVEDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSV

VIVPSSNFGTQTYTCNVDHEPSNTKVDKTVERKSCVECPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPSSIE
KTISKAKGQPREPQVYTLPPSREEMTENQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHA
EALHNHYTQKSLSLSPG

[0279] 242t | R BT AR X DA K 42 4 A ER B 1) /7 41, UL K, FE B A, 1 A 45 5 KT
3.

[0280] ZE[A] 7=

[0281]  ARAMIHE AN S1 2 AR 2, B 58 08 18 1 AN i F S50 1 S 06 1 o8, A H 1 B
AT ARSI 7 S0 22 55 [F) 77 20 7T T AASOR) 22 SR e P 2 X 25 ) 7 =
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[0001] J¢AIk

[0002]  <110> 3t 5% 5 A 7

[0003]  <120> FHTHEAEZWr I FIGTTRETIA

[0004]  <130> MXI-544PC

[0005] <140> PCT/US2016/035514

[0006]  <141> 2016-06-02

[0007]  <150> US 62/170,579

[0008]  <151> 2015-06-03

[0009]  <160> 228

[0010] <170> PatentIn version 3.5

[0011]  <210> 1

[0012] <211> 241

[0013]  <212> PRT

[0014]  <213> BA

[0015]  <220>

[0016] <221> misc feature

[0017]  <222> (1) ..(241)

[0018]  <223> AGITR[HFHAL1

[0019]  <400> 1

[0020] Met Ala Gln His Gly Ala Met Gly Ala Phe Arg Ala Leu Cys Gly Leu
[0021] 1 5 10 15
[0022] Ala Leu Leu Cys Ala Leu Ser Leu Gly Gln Arg Pro Thr Gly Gly Pro
[0023] 20 25 30

[0024] Gly Cys Gly Pro Gly Arg Leu Leu Leu Gly Thr Gly Thr Asp Ala Arg
[0025] 35 40 45

[0026] Cys Cys Arg Val His Thr Thr Arg Cys Cys Arg Asp Tyr Pro Gly Glu
[0027] 50 55 60

[0028] Glu Cys Cys Ser Glu Trp Asp Cys Met Cys Val Gln Pro Glu Phe His
[0029] 65 70 75 80
[0030] Cys Gly Asp Pro Cys Cys Thr Thr Cys Arg His His Pro Cys Pro Pro
[0031] 85 90 95
[0032] Gly Gln Gly Val Gln Ser Gln Gly Lys Phe Ser Phe Gly Phe Gln Cys
[0033] 100 105 110

[0034] 1Ile Asp Cys Ala Ser Gly Thr Phe Ser Gly Gly His Glu Gly His Cys
[0035] 115 120 125

[0036] Lys Pro Trp Thr Asp Cys Thr Gln Phe Gly Phe Leu Thr Val Phe Pro
[0037] 130 135 140

[0038] Gly Asn Lys Thr His Asn Ala Val Cys Val Pro Gly Ser Pro Pro Ala
[0039] 145 150 155 160
[0040] Glu Pro Leu Gly Trp Leu Thr Val Val Leu Leu Ala Val Ala Ala Cys
[0041] 165 170 175
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[0042] Val Leu Leu Leu Thr Ser Ala Gln Leu Gly Leu His Ile Trp Gln Leu
[0043] 180 185 190

[0044] Arg Ser Gln Cys Met Trp Pro Arg Glu Thr Gln Leu Leu Leu Glu Val
[0045] 195 200 205

[0046] Pro Pro Ser Thr Glu Asp Ala Arg Ser Cys Gln Phe Pro Glu Glu Glu
[0047] 210 215 220

[0048] Arg Gly Glu Arg Ser Ala Glu Glu Lys Gly Arg Leu Gly Asp Leu Trp
[0049] 225 230 235 240
[0050]  Val

[0051] <210> 2

[0052] <211> 255

[0053]  <212> PRT

[0054]  <213> & A

[0055]  <220>

[0056] <221> misc feature

[0057] <222> (1) ..(255)

[0058]  <223> AGITR[RFiZI2

[0059]  <400> 2

[0060] Met Ala Gln His Gly Ala Met Gly Ala Phe Arg Ala Leu Cys Gly Leu
[0061] 1 5 10 15
[0062] Ala Leu Leu Cys Ala Leu Ser Leu Gly Gln Arg Pro Thr Gly Gly Pro
[0063] 20 25 30

[0064] Gly Cys Gly Pro Gly Arg Leu Leu Leu Gly Thr Gly Thr Asp Ala Arg
[0065] 35 40 45

[0066] Cys Cys Arg Val His Thr Thr Arg Cys Cys Arg Asp Tyr Pro Gly Glu
[0067] 50 55 60

[0068] Glu Cys Cys Ser Glu Trp Asp Cys Met Cys Val Gln Pro Glu Phe His
[0069] 65 70 75 80
[0070] Cys Gly Asp Pro Cys Cys Thr Thr Cys Arg His His Pro Cys Pro Pro
[0071] 85 90 95
[0072] Gly Gln Gly Val Gln Ser Gln Gly Lys Phe Ser Phe Gly Phe Gln Cys
[0073] 100 105 110

[0074] Ile Asp Cys Ala Ser Gly Thr Phe Ser Gly Gly His Glu Gly His Cys
[0075] 115 120 125

[0076] Lys Pro Trp Thr Asp Cys Cys Trp Arg Cys Arg Arg Arg Pro Lys Thr
[0077] 130 135 140

[0078] Pro Glu Ala Ala Ser Ser Pro Arg Lys Ser Gly Ala Ser Asp Arg Gln
[0079] 145 150 155 160
[0080] Arg Arg Arg Gly Gly Trp Glu Thr Cys Gly Cys Glu Pro Gly Arg Pro
[0081] 165 170 175
[0082] Pro Gly Pro Pro Thr Ala Ala Ser Pro Ser Pro Gly Ala Pro Gln Ala
[0083] 180 185 190
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[0084] Ala Gly Ala Leu Arg Ser Ala Leu Gly Arg Ala Leu Leu Pro Trp Gln
[0085] 195 200 205

[0086] Gln Lys Trp Val Gln Glu Gly Gly Ser Asp Gln Arg Pro Gly Pro Cys
[0087] 210 215 220

[0088] Ser Ser Ala Ala Ala Ala Gly Pro Cys Arg Arg Glu Arg Glu Thr Gln
[0089] 225 230 235 240
[0090] Ser Trp Pro Pro Ser Ser Leu Ala Gly Pro Asp Gly Val Gly Ser
[0091] 245 250 255
[0092] <210> 3

[0093] <211> 234

[0094]  <212> PRT

[0095] <213> & A

[0096]  <220>

[0097] <221> misc feature

[0098]  <222> (1) .. (234)

[0099]  <223> AGITR[AFh7AL3

[0100]  <400> 3

[0101] Met Ala Gln His Gly Ala Met Gly Ala Phe Arg Ala Leu Cys Gly Leu
[0102] 1 5 10 15
[0103] Ala Leu Leu Cys Ala Leu Ser Leu Gly Gln Arg Pro Thr Gly Gly Pro
[0104] 20 25 30

[0105] Gly Cys Gly Pro Gly Arg Leu Leu Leu Gly Thr Gly Thr Asp Ala Arg
[0106] 35 40 45

[0107] Cys Cys Arg Val His Thr Thr Arg Cys Cys Arg Asp Tyr Pro Gly Glu
[0108] 50 55 60

[0109] Glu Cys Cys Ser Glu Trp Asp Cys Met Cys Val Gln Pro Glu Phe His
[0110] 65 70 75 80
[0111]  Cys Gly Asp Pro Cys Cys Thr Thr Cys Arg His His Pro Cys Pro Pro
[0112] 85 90 95
[0113] Gly Gln Gly Val GIn Ser Gln Gly Lys Phe Ser Phe Gly Phe Gln Cys
[0114] 100 105 110

[0115] Ile Asp Cys Ala Ser Gly Thr Phe Ser Gly Gly His Glu Gly His Cys
[0116] 115 120 125

[0117] Lys Pro Trp Thr Asp Cys Thr Gln Phe Gly Phe Leu Thr Val Phe Pro
[0118] 130 135 140

[0119]  Gly Asn Lys Thr His Asn Ala Val Cys Val Pro Gly Ser Pro Pro Ala
[0120] 145 150 155 160
[0121]  Glu Pro Leu Gly Trp Leu Thr Val Val Leu Leu Ala Val Ala Ala Cys
[0122] 165 170 175
[0123] Val Leu Leu Leu Thr Ser Ala Gln Leu Gly Leu His Ile Trp Gln Leu
[0124] 180 185 190

[0125] Arg Lys Thr Gln Leu Leu Leu Glu Val Pro Pro Ser Thr Glu Asp Ala

59



CN 107743586 B

FF

.1l

%=

4/203 7

[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]
[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]

195

Arg Ser Cys Gln Phe Pro Glu

210

215

Glu Lys Gly Arg Leu Gly Asp

225

<210> 4

<2115
212>
<213>

220>

<2215
222>
223>

<400> 4
Gln Arg Pro Thr

1
Gly

Cys

Cys

Arg

65

Phe

Gly

Gly

Val

Thr

Arg

Val

50

His

Ser

Gly

Phe

Pro
130

<210> 5
211> 5
<212> PRT
213> NILF%)
220>
<223> 4 Rf: 6610 VH CDRI
<400> 5
Thr Tyr Gly Met His

1

<210> 6

137
PRT
EEPN

Gly
Asp
35

Gln
His
Phe
His
Leu

115
Gly

Thr
20

Tyr
Pro
Pro
Gly
Glu
100

Thr

Ser

misc_feature
(1) .. (137
FEA N GITRIY B M543

230

Gly Gly Pro

5
Asp

Pro

Glu

Cys

Phe

85

Gly

Val

Pro

5

Ala

Gly

Phe

Pro

70

Gln

His

Phe

Pro

Arg

Glu

His

55

Pro

Cys

Cys

Pro

Ala
135

200

205

Glu Glu Arg Gly Glu Arg Ser Ala Glu

Leu Trp Val

Gly

Cys

Glu
40
Cys

Gly

Ile

Lys

Gly

120
Glu

Cys
Cys
25

Cys
Gly
Gln
Asp
Pro
105

Asn

Pro

60

Gly
10

Arg
Cys
Asp
Gly
Cys

90

Lys

Pro

Val

Ser

Pro

Val

75

Ala

Thr

Thr

220

Gly

His

Glu

Cys

60

Gln

Ser

Asp

His

Arg

Thr

Trp

45

Cys

Ser

Gly

Cys

Asn

125

Leu

Thr
30
Asp

Thr

Gln

Thr

Thr

110
Ala

Leu
15

Arg
Cys
Thr
Gly
Phe
95

Gln

Val

Leu

Cys

Met

Cys

Lys

80

Ser

Phe

Cys
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[0168]
[0169]
[0170]
[0171]
[0172]
[0173]
[0174]
[0175]
[0176]
[0177]
[0178]
[0179]
[0180]
[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192]
[0193]
[0194]
[0195]
[0196]
[0197]
[0198]
[0199]
[0200]
[0201]
[0202]
[0203]
[0204]
[0205]
[0206]
[0207]
[0208]
[0209]

211> 17

<212> PRT

213> NILF%)

<220>

<223> AR : 6G10 VH CDR2
<400> 6

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

1 5
Gly

210> 7

211> 15

<212> PRT

213> NTLJF51

<220>

<223> A : 6610 VH CDR3
<400> 7

Gly Gly Ser Met Val Arg Gly Leu Tyr Tyr Tyr Gly Met Asp Val

1 5
<210> 8

211> 11

<212> PRT

213> N3

220>

<223> &I 6610 VL CDR1
<400> 8

Arg Ala Ser Gln Gly Ile Ser Ser Ala Leu Ala

1 5
<210> 9

Q211> 7

<212> PRT

213> N4

<220>

<223> A HAI: 6610 VL CDR2
<400> 9

Asp Ala Ser Ser Leu Glu Ser
1 5

<210> 10

211> 9

<212> PRT

213> NTLFE%

<220>

<223> AR : 6G10 VL CDR3
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[0210]  <400> 10

[0211]  Gln Gln Phe Asn Ser Tyr Pro Tyr Thr

[0212] 1 5

[0213] <210> 11

[0214] <211> 124

[0215]  <212> PRT

[0216] <213> ANTLJF#%

[0217]  <220>

[0218]  <223> &%f: 6G10 VH

[0219]  <400> 11

[0220] Gln Val Gln Leu Val Glu Ser Gly Gly Asp Val Val Gln Pro Gly Arg
[0221] 1 5 10 15
[0222] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
[0223] 20 25 30

[0224] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[0225] 35 40 45

[0226] Ala Val Thr Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[0227] 50 55 60

[0228] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[0229] 65 70 75 80
[0230] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[0231] 85 90 95
[0232] Ala Arg Gly Gly Ser Met Val Arg Gly Leu Tyr Tyr Tyr Gly Met Asp
[0233] 100 105 110

[0234] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

[0235] 115 120

[0236] <210> 12

[0237] <211> 107

[0238]  <212> PRT

[0239]  <213> N T¢I

[0240]  <220>

[0241]  <223> &RLHY: 6GLO VL

[0242]  <400> 12

[0243] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[0244] 1 5 10 15
[0245] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
[0246] 20 25 30

[0247] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
[0248] 35 40 45

[0249] Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
[0250] 50 55 60

[0251]  Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
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[0252] 65 70 75 80
[0253] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Tyr
[0254] 85 90 95
[0255] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

[0256] 100 105

[0257] <210> 13

[0258] <211> 450

[0259]  <212> PRT

[0260] <213> NLF%

[0261]  <220>

[0262]  <223> &kt 6G10 full lengthH#E

[0263]  <400> 13

[0264] Gln Val Gln Leu Val Glu Ser Gly Gly Asp Val Val Gln Pro Gly Arg
[0265] 1 5 10 15
[0266] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
[02671] 20 25 30

[0268] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[0269] 35 40 45

[0270] Ala Val Thr Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[0271] 50 55 60

[0272] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[0273] 65 70 75 80
[0274] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[0275] 85 90 95
[0276] Ala Arg Gly Gly Ser Met Val Arg Gly Leu Tyr Tyr Tyr Gly Met Asp
[0277] 100 105 110

[0278] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[0279] 115 120 125

[0280] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[0281] 130 135 140

[0282] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[0283] 145 150 155 160
[0284] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[0285] 165 170 175
[0286] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[0287] 180 185 190

[0288] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[0289] 195 200 205

[0290] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[0291] 210 215 220

[0292] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[0293] 225 230 235 240
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[0294]  Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[0295] 245 250 255
[0296] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[0297] 260 265 270

[0298] Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[0299] 275 280 285

[0300] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg
[0301] 290 295 300

[0302] Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys
[0303] 305 310 315 320
[0304] Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu
[0305] 325 330 335
[0306] Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[0307] 340 345 350

[0308] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[0309] 355 360 365

[0310] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[0311] 370 375 380

[0312] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[0313] 385 390 395 400
[0314] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[0315] 405 410 415
[0316] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[0317] 420 425 430

[0318] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[0319] 435 440 445

[0320] Gly Lys

[0321] 450

[0322] <210> 14

[0323] <211> 214

[0324]  <212> PRT

[0325]  <213> N TJ¥4i

[0326]  <220>

[0327]  <223> & Rf: 6G10 full lengthfisf

[0328]  <400> 14

[0329] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[0330] 1 5 10 15
[0331] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
[0332] 20 25 30

[0333] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
[0334] 35 40 45

[0335] Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
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[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]
[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]
[0351]
[0352]
[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]
[0365]
[0366]
[0367]
[0368]
[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]

50 55
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln
85 90
Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile
100 105
Pro Ser Val Phe Ile Phe Pro Pro Ser Asp
115 120
Thr Ala Ser Val Val Cys Leu Leu Asn Asn
130 135
Lys Val Gln Trp Lys Val Asp Asn Ala Leu
145 150
Glu Ser Val Thr Glu Gln Asp Ser Lys Asp
165 170
Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr
180 185
Ala Cys Glu Val Thr His Gln Gly Leu Ser
195 200
Phe Asn Arg Gly Glu Cys
210
<210> 15
211> 454
<212> PRT
213> NTJF%1
<220>
223> HHU: BREHI6GLODT A4 K EE %
<400> 15
Gln Val Gln Leu Val Glu Ser Gly Gly Asp
1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25
Gly Met His Trp Val Arg Gln Ala Pro Gly
35 40
Ala Val Thr Trp Tyr Ala Gly Ser Asn Lys
50 55
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn
65 70
Leu GIn Met Asn Ser Leu Arg Ala Glu Asp
85 90
Ala Arg Gly Gly Ser Met Val Arg Gly Leu
100 105

65

Ile
75

Phe
Lys
Glu
Phe
Gln
155
Ser

Glu

Ser

Val

Phe

Lys

Phe

Ser

75

Thr

Tyr

60

Ser

Asn

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

Val

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ser
Ser
Thr
Leu
125

Pro

Gly

His

Val
205

Gln

Phe

Leu

45

Ala

Asn

Val

Tyr

Leu

Tyr

Val

110

Lys

Arg

Asn

Ser

Lys

190
Thr

Pro

Ser

30

Glu

Asp

Thr

Tyr

Gly
110

Gln
Pro
95

Ala
Ser
Glu
Ser
Leu
175

Val

Lys

Gly
15
Thr

Ser

Leu

Tyr

95
Met

Pro
80

Tyr
Ala
Gly
Ala
Gln
160
Ser

Tyr

Ser

Arg

Tyr

Val

Val

Tyr

80

Cys

Asp
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[0378] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Lys Thr Thr
[0379] 115 120 125

[0380] Ala Pro Ser Val Tyr Pro Leu Ala Pro Val Cys Gly Asp Thr Thr Gly
[0381] 130 135 140

[0382] Ser Ser Val Thr Leu Gly Cys Leu Val Lys Gly Tyr Phe Pro Glu Pro
[0383] 145 150 155 160
[0384] Val Thr Leu Thr Trp Asn Ser Gly Ser Leu Ser Ser Gly Val His Thr
[0385] 165 170 175
[0386] Phe Pro Ala Val Leu Gln Ser Asp Leu Tyr Thr Leu Ser Ser Ser Val
[0387] 180 185 190

[0388] Thr Val Thr Ser Ser Thr Trp Pro Ser Gln Ser Ile Thr Cys Asn Val
[0389] 195 200 205

[0390] Ala His Pro Ala Ser Ser Thr Lys Val Asp Lys Lys Ile Glu Pro Arg
[0391] 210 215 220

[0392] Gly Pro Thr Ile Lys Pro Cys Pro Pro Cys Lys Cys Pro Ala Pro Asn
[0393] 225 230 235 240
[0394] Leu Leu Gly Gly Pro Ser Val Phe Ile Phe Pro Pro Lys Ile Lys Asp
[0395] 245 250 255
[0396] Val Leu Met Ile Ser Leu Ser Pro Ile Val Thr Cys Val Val Val Asp
[0397] 260 265 270

[0398] Val Ser Glu Asp Asp Pro Asp Val Gln Ile Ser Trp Phe Val Asn Asn
[0399] 275 280 285

[0400] Val Glu Val His Thr Ala Gln Thr Gln Thr His Arg Glu Asp Tyr Asn
[0401] 290 295 300

[0402] Ser Thr Leu Arg Val Val Ser Ala Leu Pro Ile Gln His Gln Asp Trp
[0403] 305 310 315 320
[0404] Met Ser Gly Lys Glu Phe Lys Cys Lys Val Asn Asn Lys Asp Leu Pro
[0405] 325 330 335
[0406] Ala Pro Ile Glu Arg Thr Ile Ser Lys Pro Lys Gly Ser Val Arg Ala
[0407] 340 345 350

[0408] Pro Gln Val Tyr Val Leu Pro Pro Pro Glu Glu Glu Met Thr Lys Lys
[0409] 355 360 365

[0410]  Gln Val Thr Leu Thr Cys Met Val Thr Asp Phe Met Pro Glu Asp Ile
[0411] 370 375 380

[0412] Tyr Val Glu Trp Thr Asn Asn Gly Lys Thr Glu Leu Asn Tyr Lys Asn
[0413] 385 390 395 400
[0414] Thr Glu Pro Val Leu Asp Ser Asp Gly Ser Tyr Phe Met Tyr Ser Lys
[0415] 405 410 415
[0416] Leu Arg Val Glu Lys Lys Asn Trp Val Glu Arg Asn Ser Tyr Ser Cys
[0417] 420 425 430

[0418] Ser Val Val His Glu Gly Leu His Asn His His Thr Thr Lys Ser Phe
[0419] 435 440 445
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[0420]
[0421]
[0422]
[0423]
[0424]
[0425]
[0426]
[0427]
[0428]
[0429]
[0430]
[0431]
[0432]
[0433]
[0434]
[0435]
[0436]
[0437]
[0438]
[0439]
[0440]
[0441]
[0442]
[0443]
[0444]
[0445]
[0446]
[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]
[0454]
[0455]
[0456]
[0457]
[0458]
[0459]
[0460]
[0461]

Ser Arg Thr Pro Gly Lys

<210>
<2115
212>
<213>

450

<220>

223>
<400>

16

214
PRT
NILFF4)

Ala Ile Gln Leu Thr

1
Asp

Leu

Tyr

Ser

65

Glu

Thr

Pro

Gly

Asn

145

Asn

Ser

Thr

Phe

<210> 17

Arg

Ala

Asp

50
Gly

Phe

Thr

Ala

130

Val

Ser

Thr

Cys

Asn
210

Val
Trp
35

Ala
Ser
Phe
Gly
Val
115
Ser
Lys
Trp
Leu
Glu

195
Arg

211> 372
<212> DNA

213> NLFF%|
<220>

Thr
20

Tyr
Ser
Gly
Ala
Gln
100
Ser
Val
Trp
Thr
Thr
180

Ala

Asn

5
Ile

Gln

Ser

Thr

Thr

85

Gly

Ile

Val

Lys

Asp

165

Leu

Thr

Glu

B A I6CL0T A S KRB
16

Gln Ser Pro Ser Ser

Thr

Gln

Leu

Asp

70

Tyr

Thr

Phe

Cys

Ile

150

Gln

Thr

His

Cys

Cys

Lys

Glu

55

Phe

Tyr

Lys

Pro

Phe

135

Asp

Asp

Lys

Lys

Arg

Pro

40

Ser

Thr

Cys

Leu

Pro

120

Leu

Gly

Ser

Asp

Thr
200

Ala
25

Gly
Gly
Leu
Gln
Glu
105
Ser
Asn
Ser
Lys
Glu

185

Ser

67

10

Ser

Lys

Val

Thr

Gln

90

Ile

Ser

Asn

Glu

Asp

170

Tyr

Thr

Leu

Gln

Ala

Pro

Ile

75

Phe

Lys

Glu

Phe

Arg

155

Ser

Glu

Ser

Ser

Gly

Pro

Ser

60

Ser

Asn

Arg

Gln

Tyr

140

Gln

Thr

Arg

Pro

Ala

Ile

Lys

45

Arg

Ser

Ser

Ala

Leu

125

Pro

Asn

Tyr

His

Ile
205

Ser
Ser
30

Leu

Phe

Leu

Asp
110
Thr

Lys

Gly

Ser

Asn

190
Val

Val
15

Ser
Leu
Ser
Gln
Pro
95

Ala
Ser
Asp
Val
Met
175

Ser

Lys

Gly

Ala

Ile

Gly

Pro

80

Tyr

Ala

Gly

Ile

Leu

160

Ser

Tyr

Ser
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[0462]  <223> &R 6610 (VH) B H LT

[0463]  <400> 17

[0464] caggtgcage tggtggagtc tgggggagac gtggtccage ctgggaggte cctgagacte 60
[0465] tcctgtgeag cgtetggatt caccttcagt acctatggea tgcactgggt ccgecagget 120
[0466] ccaggcaagg ggctggagtg ggtggecagtt acatggtatg ctggaagtaa taaattttat 180
[0467] gcagactccg tgaagggccg attcaccatc tccagagaca attccaagaa cacgetgtat 240
[0468] ctgcaaatga acagcctgag agccgaggac acggetgtgt attactgtge gagaggaggt 300
[0469] agtatggttc ggggacttta ttattacggt atggacgtct ggggccaagg gaccacggtce 360
[0470] accgtctcct ca 372

[0471] <210> 18

[0472] <211> 321

[0473]  <212> DNA

[0474]  <213> N3

[0475]  <220>

[0476]  <223> &R 6610 (VL) B EHERTF 4

[0477]  <400> 18

[0478] gccatccagt tgacccagtc tccatcctec ctgtctgeat ctgtaggaga cagagtcacce 60
[0479] atcacttgcc gggcaagtca gggcattage agtgetttag cctggtatca gcagaaacca 120
[0480] gggaaagctc ctaagctcct gatctatgat gecctccagtt tggaaagtgg ggtcccatca 180
[0481] aggttcagecg gcagtggatc tgggacagat ttcactctca ccatcagcag cctgecagect 240
[0482] gaagattttg caacttatta ctgtcaacag tttaatagtt acccgtacac ttttggccag 300
[0483] gggaccaagc tggagatcaa a 321

[0484] <210> 19

[0485] <211> 1350

[0486]  <212> DNA

[0487]  <213> N5

[0488]  <220>

[0489]  <223> &Rl 6G10 (KEFARYEHE) IR T 5

[0490]  <400> 19

[0491] caggtgcage tggtggagtc tgggggagac gtggtccage ctgggaggte cctgagacte 60
[0492] tcctgtgecag cgtetggatt caccttcagt acctatggea tgcactgggt ccgecagget 120
[0493] ccaggcaagg ggctggagtg ggtggeagtt acatggtatg ctggaagtaa taaattttat 180
[0494] gcagactccg tgaagggecg attcaccatc tccagagaca attccaagaa cacgetgtat 240
[0495] ctgcaaatga acagcctgag agccgaggac acggetgtgt attactgtge gagaggaggt 300
[0496] agtatggttc ggggacttta ttattacggt atggacgtct ggggccaagg gaccacggte 360
[0497] accgtctect cagectccac caagggecca tcggtcecttee cecetggegee ctgetecagg 420
[0498] agcacctccg agagcacage ggecctggge tgectggtca aggactactt ccccgaaccg 480
[0499] gtgacggtgt cgtggaactc aggegetctg accageggeg tgcacacctt cccagetgte 540
[0500] ctacagtcct caggactcta ctccctcage agegtggtga ccgtgeecte cagcaactte 600
[0501] ggcacccaga cctacacctg caacgtagat cacaagccca gcaacaccaa ggtggacaag 660
[0502] acagttgagc gcaaatgttg tgtcgagtge ccaccgtgee cagcaccacce tgtggecagga 720
[0503] ccgtcagtct tcctcttcee cccaaaacce aaggacaccc tcatgatctc ccggacccet 780

68



CN 107743586 B ,? 5'] % 13/203 HT
[0504] gaggtcacgt gcgtggtggt ggacgtgage cacgaagacc ccgaggtcca gttcaactgg 840
[0505] tacgtggacg gecgtggaggt gecataatgec aagacaaage cacgggagga gcagttcaac 900
[0506] agcacgttcc gtgtggtcag cgtcctcace gttgtgecace aggactgget gaacggcaag 960
[0507] gagtacaagt gcaaggtctc caacaaaggc ctcccagcce ccatcgagaa aaccatctce 1020
[0508] aaaaccaaag ggcagccccg agaaccacag gtgtacacce tgeccccate ccgggaggag 1080
[0509] atgaccaaga accaggtcag cctgacctge ctggtcaaag gettctacce cagegacatce 1140
[0510] gccgtggagt gggagagcaa tgggcageeg gagaacaact acaagaccac acctcccatg 1200
[0511] ctggactccg acggetectt cttectectac agcaagetca ccgtggacaa gagcaggtgg 1260
[0512] cagcagggga acgtcttctc atgctcegtg atgecatgagg ctctgecacaa ccactacacg 1320
[0513] cagaagagcc tctccctgte tccgggtaaa 1350

[0514]  <210> 20

[0515] <211> 642

[0516]  <212> DNA

[0517] <213> AT/

[0518]  <220>

[0519]  <223> &l 6G10 (A KEpA:BUEREE) TR T 5

[0520]  <400> 20

[0521] gccatccagt tgacccagtc tccatcctce ctgtctgeat ctgtaggaga cagagtcace 60
[0522] atcacttgce gggcaagtca gggecattage agtgetttag cctggtatca gecagaaacca 120
[0523] gggaaagctc ctaagctcct gatctatgat gectccagtt tggaaagtgg ggtcccatca 180
[0524] aggttcagcg gcagtggatc tgggacagat ttcactctca ccatcagcag cctgecageet 240
[0525] gaagattttg caacttatta ctgtcaacag tttaatagtt acccgtacac ttttggccag 300
[0526] gggaccaagc tggagatcaa acgaactgtg getgcaccat ctgtcttcat cttccegeca 360
[0527] tctgatgage agttgaaatc tggaactgec tctgttgtgt gectgetgaa taacttctat 420
[0528] cccagagagg ccaaagtaca gtggaaggtg gataacgccc tccaatcggg taactcccag 480
[0529] gagagtgtca cagagcagga cagcaaggac agcacctaca gcctcagecag caccctgacg 540
[0530] ctgagcaaag cagactacga gaaacacaaa gtctacgcct gcgaagtcac ccatcaggge 600
[0531] ctgagctcge ccgtcacaaa gagcttcaac aggggagagt gt 642

[0532] <210> 21

[0533] <211> 1365

[0534]  <212> DNA

[0535]  <213> AN L%

[0536]  <220>

[0537]  <223> &GM: IREMI6GI0HEEE

[0538]  <400> 21

[0539] caggtgcage tggtggagtc tgggggagac gtggtccage ctgggaggte cctgagacte 60
[0540] tcctgtgeag cgtetggatt caccttcagt acctatggeca tgcactgggt ccgecagget 120
[0541] ccaggcaagg ggctggagtg ggtggcagtt acatggtatg ctggaagtaa taaattttat 180
[0542] gcagactccg tgaagggecg attcaccatc tccagagaca attccaagaa cacgetgtat 240
[0543] ctgcaaatga acagcctgag agccgaggac acggetgtgt attactgtge gagaggaggt 300
[0544] agtatggttc ggggacttta ttattacggt atggacgtct ggggccaagg gaccacggte 360
[0545] accgtctcct cagccaaaac aacagcccca tcggtctatc cgetagecee tgtgtgtgga 420
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[0546] gatacaactg gctcctecggt gactctagga tgectggtca agggttattt ccctgageca 480
[0547] gtgaccttga cctggaactc tggatccctg tccagtggtg tgcacacctt cccagetgte 540
[0548] ctgcagtctg acctctacac cctcagcage tcagtgactg taacctcgag cacctggece 600
[0549] agccagtcca tcacctgcaa tgtggeccac ccggecaagea gecaccaaggt ggacaagaaa 660
[0550] attgagccca gagggceccac aatcaagcecce tgtcctccat gecaaatgece agcacctaac 720
[0551] ctcttgggtg gaccatcegt cttcatcttc cctccaaaga tcaaggatgt actcatgatc 780
[0552] tccetgagee ccatagtcac atgtgtggtg gtggatgtga gegaggatga cccagatgte 840
[0553] cagatcagct ggtttgtgaa caacgtggaa gtacacacag ctcagacaca aacccataga 900
[0554] gaggattaca acagtactct ccgggtggtc agtgccctee ccatccagea ccaggactgg 960
[0555] atgagtggca aggagttcaa atgcaaggtc aacaacaaag acctcccage gcccatcgag 1020
[0556] agaaccatct caaaacccaa agggtcagta agagctccac aggtatatgt cttgcctcca 1080
[0557] ccagaagaag agatgactaa gaaacaggtc actctgacct gcatggtcac agacttcatg 1140
[0558] cctgaagaca tttacgtgga gtggaccaac aacgggaaaa cagagctaaa ctacaagaac 1200
[0559] actgaaccag tcctggactc tgatggttct tacttcatgt acagcaagect gagagtggaa 1260
[0560] aagaagaact gggtggaaag aaatagctac tcctgttcag tggtccacga gggtctgeac 1320
[0561] aatcaccaca cgactaagag cttctcccgg actccgggta aatga 1365

[0562]  <210> 22

[0563] <211> 645

[0564]  <212> DNA

[0565] <213> NLF%

[0566]  <220>

[0567]  <223> GHHY: HREHI6GLO%EEE

[0568]  <400> 22

[0569] gccatccagt tgacccagtc tccatcctce ctgtctgecat ctgtaggaga cagagtcacce 60
[0570] atcacttgce gggcaagtca gggcattage agtgetttag cctggtatca gcagaaacca 120
[0571] gggaaagctc ctaagctcct gatctatgat gectccagtt tggaaagtgg ggtcccatca 180
[0572] aggttcageg gcagtggatc tgggacagat ttcactctca ccatcagcag cctgecagect 240
[0573] gaagattttg caacttatta ctgtcaacag tttaatagtt acccgtacac ttttggccag 300
[0574] gggaccaagc tggagatcaa acgggctgat gctgecaccaa ctgtatccat cttcccacca 360
[0575] tccagtgage aattgacatc tggaggtgec tcagtcgtgt gettcttgaa caacttctac 420
[0576] cccaaagaca tcaatgtcaa gtggaagatt gatggcagtg aacgacaaaa tggegtcctg 480
[0577] aacagttgga ccgatcagga cagcaaagac agcacctaca gcatgagcag caccctcacg 540
[0578] ttgaccaagg acgagtatga acgacataac agctatacct gtgaggccac tcacaagaca 600
[0579] tcaacttcac ccattgtcaa gagcttcaac aggaatgagt gttag 645

[0580] <210> 23

[0581] <211> 326

[0582]  <212> PRT

[0583]  <213> #A

[0584]  <220>

[0585] <221> misc_feature

[0586]  <222> (1) .. (326)

[0587]  <223> AIgG2HBEfEE[X
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[0588]  <400> 23

[0589] Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
[0590] 1 5 10 15
[0591] Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
[0592] 20 25 30

[0593] Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
[0594] 35 40 45

[0595] Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
[0596] 50 55 60

[0597] Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
[0598] 65 70 75 80
[0599] Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
[0600] 85 90 95
[0601] Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
[0602] 100 105 110

[0603] Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[0604] 115 120 125

[0605] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[0606] 130 135 140

[0607] Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
[0608] 145 150 155 160
[0609] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn
[0610] 165 170 175
[0611]  Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp
[0612] 180 185 190

[0613] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
[0614] 195 200 205

[0615] Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
[0616] 210 215 220

[0617] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[0618] 225 230 235 240
[0619]  Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[0620] 245 250 255
[0621]  Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[0622] 260 265 270

[0623] Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[0624] 275 280 285

[0625] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[0626] 290 295 300

[0627] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[0628] 305 310 315 320
[0629]  Ser Leu Ser Pro Gly Lys
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[0630] 325

[0631]  <210> 24

[0632] <211> 107

[0633]  <212> PRT

[0634] <213> B A

[0635]  <220>

[0636] <221> misc feature

[0637]  <222> (1)..(107)

[0638]  <223> Akappa®t#iH € X

[0639]  <400> 24

[0640] Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
[0641] 1 5 10 15
[0642] Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
[0643] 20 25 30

[0644] Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
[0645] 35 40 45

[0646] Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
[0647] 50 55 60

[0648] Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
[0649] 65 70 75 80
[0650] Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
[0651] 85 90 95
[0652] Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

[0653] 100 105

[0654]  <210> 25

[0655]  <211> 330

[0656]  <212> PRT

[0657]  <213> /NFEE,

[0658]  <220>

[0659] <221> misc feature

[0660]  <222> (1) .. (330)

[0661]  <223> /M TgG2a HEEIEE X

[0662]  <400> 25

[0663] Ala Lys Thr Thr Ala Pro Ser Val Tyr Pro Leu Ala Pro Val Cys Gly
[0664] 1 5 10 15
[0665] Asp Thr Thr Gly Ser Ser Val Thr Leu Gly Cys Leu Val Lys Gly Tyr
[0666] 20 25 30

[0667] Phe Pro Glu Pro Val Thr Leu Thr Trp Asn Ser Gly Ser Leu Ser Ser
[0668] 35 40 45

[0669] Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Asp Leu Tyr Thr Leu
[0670] 50 55 60

[0671]  Ser Ser Ser Val Thr Val Thr Ser Ser Thr Trp Pro Ser Gln Ser Ile
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[0672] 65 70 75 80
[0673] Thr Cys Asn Val Ala His Pro Ala Ser Ser Thr Lys Val Asp Lys Lys
[0674] 85 90 95
[0675] Ile Glu Pro Arg Gly Pro Thr Ile Lys Pro Cys Pro Pro Cys Lys Cys
[0676] 100 105 110

[0677] Pro Ala Pro Asn Leu Leu Gly Gly Pro Ser Val Phe Ile Phe Pro Pro
[0678] 115 120 125

[0679] Lys Ile Lys Asp Val Leu Met Ile Ser Leu Ser Pro Ile Val Thr Cys
[0680] 130 135 140

[0681] Val Val Val Asp Val Ser Glu Asp Asp Pro Asp Val Gln Ile Ser Trp
[0682] 145 150 155 160
[0683] Phe Val Asn Asn Val Glu Val His Thr Ala Gln Thr Gln Thr His Arg
[0684] 165 170 175
[0685] Glu Asp Tyr Asn Ser Thr Leu Arg Val Val Ser Ala Leu Pro Ile Gln
[0686] 180 185 190

[0687] His Gln Asp Trp Met Ser Gly Lys Glu Phe Lys Cys Lys Val Asn Asn
[0688] 195 200 205

[0689] Lys Asp Leu Pro Ala Pro Ile Glu Arg Thr Ile Ser Lys Pro Lys Gly
[0690] 210 215 220

[0691]  Ser Val Arg Ala Pro Gln Val Tyr Val Leu Pro Pro Pro Glu Glu Glu
[0692] 225 230 235 240
[0693] Met Thr Lys Lys Gln Val Thr Leu Thr Cys Met Val Thr Asp Phe Met
[0694] 245 250 255
[0695] Pro Glu Asp Ile Tyr Val Glu Trp Thr Asn Asn Gly Lys Thr Glu Leu
[0696] 260 265 270

[0697] Asn Tyr Lys Asn Thr Glu Pro Val Leu Asp Ser Asp Gly Ser Tyr Phe
[0698] 275 280 285

[0699] Met Tyr Ser Lys Leu Arg Val Glu Lys Lys Asn Trp Val Glu Arg Asn
[0700] 290 295 300

[0701]  Ser Tyr Ser Cys Ser Val Val His Glu Gly Leu His Asn His His Thr
[0702] 305 310 315 320
[0703] Thr Lys Ser Phe Ser Arg Thr Pro Gly Lys

[0704] 325 330

[0705]  <210> 26

[0706] <211> 107

[0707]  <212> PRT

[0708]  <213> /N,

[0709]  <220>

[0710] <221> misc feature

[07111  <222> (1)..(107)

[0712]  <223> /Il kappaftfE1HE X

[0713]  <400> 26

73



CN 107743586 B }? yu % 18/203 1T
[0714] Arg Ala Asp Ala Ala Pro Thr Val Ser Ile Phe Pro Pro Ser Ser Glu
[0715] 1 5 10 15
[0716] Gln Leu Thr Ser Gly Gly Ala Ser Val Val Cys Phe Leu Asn Asn Phe
[0717] 20 25 30

[0718] Tyr Pro Lys Asp Ile Asn Val Lys Trp Lys Ile Asp Gly Ser Glu Arg
[0719] 35 40 45

[0720] Gln Asn Gly Val Leu Asn Ser Trp Thr Asp Gln Asp Ser Lys Asp Ser
[0721] 50 55 60

[0722] Thr Tyr Ser Met Ser Ser Thr Leu Thr Leu Thr Lys Asp Glu Tyr Glu
[0723] 65 70 75 80
[0724] Arg His Asn Ser Tyr Thr Cys Glu Ala Thr His Lys Thr Ser Thr Ser
[0725] 85 90 95
[0726] Pro Ile Val Lys Ser Phe Asn Arg Asn Glu Cys

[0727] 100 105

[0728] <210> 27

[0729] <211> 124

[0730] <212> PRT

[0731]  <213> ANTLJF%

[0732] <220>

[0733]  <223> & R: 28F3 (VH)

[0734]  <400> 27

[0735] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[0736] 1 5 10 15
[0737] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[0738] 20 25 30

[0739] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[0740] 35 40 45

[0741] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[0742] 50 55 60

[0743] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[0744] 65 70 75 80
[0745] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[0746] 85 90 95
[0747] Ala Arg Gly Gly Ser Met Val Arg Gly Asp Tyr Tyr Tyr Gly Met Asp
[0748] 100 105 110

[0749] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

[0750] 115 120

[0751] <210> 28

[0752] <211> 107

[0753]  <212> PRT

[0754]  <213> N T¢I

[0755]  <220>
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[0756]  <223> & RUHI: 28F3 (VL)

[0757]  <400> 28

[0758] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[0759] 1 5 10 15
[0760] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
[0761] 20 25 30

[0762] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
[0763] 35 40 45

[0764] Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
[0765] 50 55 60

[0766] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[0767] 65 70 75 80
[0768] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Tyr
[0769] 85 90 95
[0770] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

[0771] 100 105

[0772] <210> 29

[0773] <211> 450

[0774]  <212> PRT

[0775]  <213> N7

[0776]  <220>

[0777]  <223> &RLM: 28F3 (&K HEE)

[0778]  <400> 29

[0779] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[0780] 1 5 10 15
[0781] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[0782] 20 25 30

[0783] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[0784] 35 40 45

[0785] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[0786] 50 55 60

[0787] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[0788] 65 70 75 80
[0789] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[0790] 85 90 95
[0791] Ala Arg Gly Gly Ser Met Val Arg Gly Asp Tyr Tyr Tyr Gly Met Asp
[0792] 100 105 110

[0793] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[0794] 115 120 125

[0795] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[0796] 130 135 140

[0797] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
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[0798] 145 150 155 160
[0799] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[0800] 165 170 175
[0801] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[0802] 180 185 190

[0803] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[0804] 195 200 205

[0805] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[0806] 210 215 220

[0807] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[0808] 225 230 235 240
[0809] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[0810] 245 250 255
[0811]  Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[0812] 260 265 270

[0813] Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[0814] 275 280 285

[0815] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg
[0816] 290 295 300

[0817] Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys
[0818] 305 310 315 320
[0819] Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu
[0820] 325 330 335
[0821] Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[0822] 340 345 350

[0823] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[0824] 355 360 365

[0825] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[0826] 370 375 380

[0827] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[0828] 385 390 395 400
[0829] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[0830] 405 410 415
[0831] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[0832] 420 425 430

[0833] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[0834] 435 440 445

[0835] Gly Lys

[0836] 450

[0837]  <210> 30

[0838] <211> 214

[0839]  <212> PRT
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[0840]  <213> N T3

[0841]  <220>

[0842]  <223> A RMN: 28F3 (4K BFA: MUY

[0843]  <400> 30

[0844] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[0845] 1 5 10 15
[0846] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
[0847] 20 25 30

[0848] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
[0849] 35 40 45

[0850] Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
[0851] 50 55 60

[0852] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[0853] 65 70 75 80
[0854] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Tyr
[0855] 85 90 95
[0856] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[0857] 100 105 110

[0858] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[0859] 115 120 125

[0860] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[0861] 130 135 140

[0862] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[0863] 145 150 155 160
[0864] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[0865] 165 170 175
[0866] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[0867] 180 185 190

[0868] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[0869] 195 200 205

[0870] Phe Asn Arg Gly Glu Cys

[0871] 210

[0872] <210> 31

[0873] <211> 453

[0874]  <212> PRT

[0875]  <213> NI

[0876]  <220>

[0877]  <223> & KMY: 28F3.1gGl (VH + IgGl)

[0878]  <400> 31

[0879]  Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[0880] 1 5 10 15
[0881] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
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[0882] 20 25 30

[0883] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[0884] 35 40 45

[0885] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[0886] 50 55 60

[0887] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[0888] 65 70 75 80
[0889] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[0890] 85 90 95
[0891] Ala Arg Gly Gly Ser Met Val Arg Gly Asp Tyr Tyr Tyr Gly Met Asp
[0892] 100 105 110

[0893] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[0894] 115 120 125

[0895] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[0896] 130 135 140

[0897] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[0898] 145 150 155 160
[0899] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[0900] 165 170 175
[0901]  Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[0902] 180 185 190

[0903] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[0904] 195 200 205

[0905] Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[0906] 210 215 220

[0907] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[0908] 225 230 235 240
[0909] Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[0910] 245 250 255
[0911] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[0912] 260 265 270

[0913] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[0914] 275 280 285

[0915] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[0916] 290 295 300

[0917]  Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[0918] 305 310 315 320
[0919] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[0920] 325 330 335
[0921] Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[0922] 340 345 350

[0923] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
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[0924] 355 360 365

[0925] Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[0926] 370 375 380

[0927] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[0928] 385 390 395 400
[0929] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[0930] 405 410 415
[0931] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[0932] 420 425 430

[0933] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[0934] 435 440 445

[0935] Ser Leu Ser Pro Gly

[0936] 450

[0937] <210> 32

[0938]  <211> 453

[0939]  <212> PRT

[0940]  <213> AT ¥4

[0941]  <220>

[0942]  <223> &I 28F3.1gGl.1 (VH + IgGl.1)

[0943]  <400> 32

[0944] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[0945] 1 5 10 15
[0946] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[0947] 20 25 30

[0948] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[0949] 35 40 45

[0950] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[0951] 50 55 60

[0952] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[0953] 65 70 75 80
[0954] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[0955] 85 90 95
[0956] Ala Arg Gly Gly Ser Met Val Arg Gly Asp Tyr Tyr Tyr Gly Met Asp
[0957] 100 105 110

[0958] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[0959] 115 120 125

[0960] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[0961] 130 135 140

[0962] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[0963] 145 150 155 160
[0964] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[0965] 165 170 175
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[0966] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[0967] 180 185 190

[0968] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[0969] 195 200 205

[0970] Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[0971] 210 215 220

[0972] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[0973] 225 230 235 240
[0974] Ala Glu Gly Ala Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[0975] 245 250 255
[0976] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[0977] 260 265 270

[0978] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[0979] 275 280 285

[0980] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[0981] 290 295 300

[0982] Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[0983] 305 310 315 320
[0984] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[0985] 325 330 335
[0986] Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[0987] 340 345 350

[0988] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[0989] 355 360 365

[0990] Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[0991] 370 375 380

[0992] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[0993] 385 390 395 400
[0994] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[0995] 405 410 415
[0996] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[0997] 420 425 430

[0998] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[0999] 435 440 445

[1000] Ser Leu Ser Pro Gly

[1001] 450

[1002] <210> 33

[1003] <211> 214

[1004] <212> PRT

[1005] <213> ANTLJF#%

[1006]  <220>

[1007]  <223> &: 28F3.1gG1 (VL + CL)
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[1008]  <400> 33

[1009] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[1010] 1 5 10 15
[1011]  Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
[1012] 20 25 30

[1013] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
[1014] 35 40 45

[1015] Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
[1016] 50 55 60

[1017]  Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[1018] 65 70 75 80
[1019]  Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Tyr
[1020] 85 90 95
[1021]  Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[1022] 100 105 110

[1023] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[1024] 115 120 125

[1025] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[1026] 130 135 140

[1027] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[1028] 145 150 155 160
[1029] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[1030] 165 170 175
[1031] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[1032] 180 185 190

[1033] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[1034] 195 200 205

[1035] Phe Asn Arg Gly Glu Cys

[1036] 210

[1037] <210> 34

[1038] <211> 5

[1039] <212> PRT

[1040]  <213> N T¢I

[1041]  <220>

[1042]  <223> &p%H: 28F3 VH CDRI

[1043]  <400> 34

[1044] Ser Tyr Gly Met His

[1045] 1 5

[1046] <210> 35

[1047] <211> 17

[1048] <212> PRT

[1049]  <213> N T¢I
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[1050]
[1051]
[1052]
[1053]
[1054]
[1055]
[1056]
[1057]
[1058]
[1059]
[1060]
[1061]
[1062]
[1063]
[1064]
[1065]
[1066]
[1067]
[1068]
[1069]
[1070]
[1071]
[1072]
[1073]
[1074]
[1075]
[1076]
[1077]
[1078]
[1079]
[1080]
[1081]
[1082]
[1083]
[1084]
[1085]
[1086]
[1087]
[1088]
[1089]
[1090]
[1091]

<220>
<223> & Rkff: 28F3 VH CDR2
<400> 35

Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys

1 5
Gly

<210> 36

211> 15

<212> PRT

213> NTJF5

<220>

<223> A RIF: 28F3 VH CDR3
<400> 36

Gly Gly Ser Met Val Arg Gly Asp Tyr Tyr Tyr Gly Met Asp Val

1 5
<210> 37

211> 11

<212> PRT

213> NP5

<220>

<223> AR 28F3 VL CDRI
<400> 37

Arg Ala Ser Gln Gly Ile Ser Ser Ala Leu Ala

1 5
<210> 38

211> 7

<212> PRT

213> NTIJF4

<220>

<223> A RIF: 28F3 VL CDR2

<400> 38

Asp Ala Ser Ser Leu Glu Ser

1 5

<210> 39

211> 9

<212> PRT

213> NTLJF51

<220>

<223> A HHI: 28F3 VL CDR3

<400> 39

Gln Gln Phe Asn Ser Tyr Pro Tyr Thr
1 5
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[1092]
[1093]
[1094]
[1095]
[1096]
[1097]
[1098]
[1099]
[1100]
[1101]
[1102]
[1103]
[1104]
[1105]
[1106]
[1107]
[1108]
[1109]
[1110]
[1111]
[1112]
[1113]
[1114]
[1115]
[1116]
[1117]
[1118]
[1119]
[1120]
[1121]
[1122]
[1123]
[1124]
[1125]
[1126]
[1127]
[1128]
[1129]
[1130]
[1131]
[1132]
[1133]

<210> 40
211> 44
<212> PR

<213>

220>

223>

<400> 40
Gln Val Gln Leu

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Val

Gly

Ser

145

Val

Phe

Val

Val

Lys

225

Pro

Ser

Asp

Leu

Met

Val

50

Gly

Gln

Arg

Trp

Pro

130

Thr

Thr

Pro

Thr

Asp

210

Ser

Ser

Arg

Pro

9
T

Arg
His
35

Ile
Arg
Met
Gly
Gly
115
Ser
Ala
Val
Ala
Val
195
His
Cys
Val

Thr

Glu

NI

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln
Val
Ala
Ser
Val
180
Pro
Lys
Val
Phe
Pro

260
Val

Val Glu Ser Gly Gly

5

Ser

Val

Thr
Ser
85

Ser
Gly
Phe
Leu
Trp
165
Leu
Ser
Pro
Glu
Leu
245

Glu

Gln

Cys

Arg

Glu

Ile

70

Leu

Met

Thr

Pro

Gly

150

Asn

Gln

Ser

Ser

Cys

230

Phe

Val

Phe

Ala

Gln

Gly

55

Ser

Arg

Val

Thr

Leu

135

Cys

Ser

Ser

Asn

Asn

215

Pro

Pro

Thr

Asn

Ala

Ala

40

Ser

Arg

Ala

Arg

Val

120

Ala

Leu

Gly

Ser

Phe

200

Thr

Pro

Pro

Cys

Trp

Ser
25

Pro
Asn
Asp
Glu
Gly
105
Thr
Pro
Val
Ala
Gly
185
Gly
Lys
Cys
Lys
Val

265
Tyr
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Gly Val Val Gln Pro

10
Gly

Gly

Lys

Asn

Asp

90

Asp

Val

Cys

Lys

Leu

170

Leu

Thr

Val

Pro

Pro

250

Val

Val

Phe

Lys

Tyr

Ser

75

Thr

Tyr

Ser

Ser

Asp

155

Thr

Tyr

Gln

Asp

Ala

235

Lys

Val

Asp

Thr

Gly

60

Lys

Ala

Tyr

Ser

Arg

140

Tyr

Ser

Ser

Thr

Lys

220

Pro

Asp

Asp

Gly

Phe

Leu

45

Ala

Asn

Val

Tyr

Ala

125

Ser

Phe

Gly

Leu

Tyr

205

Thr

Pro

Thr

Val

Val

Ser
30

Glu
Asp
Thr
Tyr
Gly
110
Ser
Thr
Pro
Val
Ser
190
Thr
Val
Val
Leu
Ser

270
Glu

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Met
Thr
Ser
Glu
His
175
Ser
Cys
Glu
Ala
Met
255
His

Val

Arg

Tyr

Val

Val

Tyr

80
Cys

Lys
Glu
Pro
160
Thr

Val

Asn

Gly
240
Ile
Glu

His
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[1134] 275 280 285

[1135] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg
[1136] 290 295 300

[1137] Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys
[1138] 305 310 315 320
[1139] Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu
[1140] 325 330 335
[1141] Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[1142] 340 345 350

[1143] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[1144] 355 360 365

[1145] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[1146] 370 375 380

[1147]  Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[1148] 385 390 395 400
[1149] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[1150] 405 410 415
[1151] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[1152] 420 425 430

[1153] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[1154] 435 440 445

[1155]  Gly

[1156] <210> 41

[1157]  <211> 450

[1158]  <212> PRT

[1159]  <213> N5

[1160]  <220>

[1161]  <223> & f): 28F3 (VH + G2.gl) Bi28F3-1gG2-1gG1

[1162]  <400> 41

[1163] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[1164] 1 5 10 15
[1165] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[1166] 20 25 30

[1167] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[1168] 35 40 45

[1169] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[1170] 50 55 60

[1171] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[1172] 65 70 75 80
[1173] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[1174] 85 90 95
[1175] Ala Arg Gly Gly Ser Met Val Arg Gly Asp Tyr Tyr Tyr Gly Met Asp
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[1176] 100 105 110

[1177] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[1178] 115 120 125

[1179]  Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[1180] 130 135 140

[1181] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[1182] 145 150 155 160
[1183] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[1184] 165 170 175
[1185] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[1186] 180 185 190

[1187] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[1188] 195 200 205

[1189] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[1190] 210 215 220

[1191] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[1192] 225 230 235 240
[1193] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[1194] 245 250 255
[1195] Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[1196] 260 265 270

[1197]  Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[1198] 275 280 285

[1199] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[1200] 290 295 300

[1201] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[1202] 305 310 315 320
[1203] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[1204] 325 330 335
[1205] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[1206] 340 345 350

[1207] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[1208] 355 360 365

[1209] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[1210] 370 375 380

[1211]  Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[1212] 385 390 395 400
[1213] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[1214] 405 410 415
[1215] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[1216] 420 425 430

[1217] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
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[1218]
[1219]
[1220]
[1221]
[1222]
[1223]
[1224]
[1225]
[1226]
[1227]
[1228]
[1229]
[1230]
[1231]
[1232]
[1233]
[1234]
[1235]
[1236]
[1237]
[1238]
[1239]
[1240]
[1241]
[1242]
[1243]
[1244]
[1245]
[1246]
[1247]
[1248]
[1249]
[1250]
[1251]
[1252]
[1253]
[1254]
[1255]
[1256]
[1257]
[1258]
[1259]

435

Pro Gly
450

<210> 42
<211> 449
<212> PRT
213> NLF%)
220>
223>
<400> 42
Gln Val GIn Leu
1
Ser Leu
20
Trp

Leu Arg

Gly His
35
Ile

Met
Ala Val
50
Gly

Trp

Lys Arg Phe

65

Leu Gln Met Asn

Ala Gly Gly
100

Gln

Arg

Val Gly
115

Ser

Trp

Gly Pro Val

130

Ser Thr Ala Ala

145
Val Thr

Val Ser

Phe Ala Val
180

Pro

Pro

Val Thr Val

195

Val Asp His Lys

210

Lys Cys Cys Val

225

Pro Val

Ser Phe

Val Glu
5
Ser Cys

Val Arg

Tyr Glu

Thr Ile
70
Ser Leu
85
Ser Met

Gly Thr

Phe Pro

Gly
150

Asn

Leu

Trp
165
Leu Gln

Ser Ser

Pro Ser

Glu Cys
230
Leu Phe

245

AR 28F3 (VH + G2.

Ser
Ala
Gln
Gly
55

Ser
Arg
Val
Thr
Leu
135
Cys
Ser
Ser
Asn
Asn
215

Pro

Pro

445

gl.1) 828F3-1gG2-1gG1.1

Gly Gly Gly Val
10
Ala Ser Gly Phe
25
Ala Pro
40

Ser

Gly Lys

Asn Lys Tyr
Ser
75

Thr

Arg Asp Asn

Ala Glu Asp
90
Gly Asp
105

Thr

Arg Tyr
Val
120
Ala

Val Ser

Pro Cys Ser

Val Asp
155
Thr

Leu Lys

Gly Ala Leu
170
Gly Leu
185

Gly

Ser Tyr
Phe
200
Thr

Thr Gln

Lys Val Asp
Ala
235

Lys

Pro Cys Pro
Pro

250

Pro Lys

86

Val Gln

Thr Phe

Gly Leu
45
Tyr Ala
60
Lys Asn

Ala Val

Tyr Tyr

Ala
125

Ser

Ser

140
Tyr Phe

Ser Gly

Ser Leu

Thr Tyr
205
Lys Thr
220
Pro Pro

Asp Thr

Pro
Ser
30

Glu
Asp
Thr
Tyr
Gly
110
Ser
Thr
Pro
Val
Ser
190
Thr
Val

Val

Leu

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Met
Thr
Ser
Glu
His
175
Ser
Cys
Glu

Ala

Met
255

Arg

Tyr

Val

Val

Tyr

80

Cys

Asp

Lys

Glu

Pro

160

Thr

Val

Asn

Arg

Gly

240
Ile
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[1260] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[1261] 260 265 270

[1262] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[1263] 275 280 285

[1264] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[1265] 290 295 300

[1266] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[1267] 305 310 315 320
[1268] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu
[1269] 325 330 335
[1270] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[1271] 340 345 350

[1272] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[1273] 355 360 365

[1274] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[1275] 370 375 380

[1276] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[1277] 385 390 395 400
[1278] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[1279] 405 410 415
[1280] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[1281] 420 425 430

[1282] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[1283] 435 440 445

[1284] Gly

[1285]  <210> 43

[1286] <211> 450

[1287]  <212> PRT

[1288] <213> ANTLJ¥#%

[1289] <220>

[1290]  <223> &R : 28F3 (VH + G2(C219S) .gl) B28F3-1gG2-C219S-1gG1
[1291]  <400> 43

[1292] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[1293] 1 5 10 15
[1294] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[1295] 20 25 30

[1296] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[1297] 35 40 45

[1298] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[1299] 50 55 60

[1300] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[1301] 65 70 75 80
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[1302] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[1303] 85 90 95
[1304] Ala Arg Gly Gly Ser Met Val Arg Gly Asp Tyr Tyr Tyr Gly Met Asp
[1305] 100 105 110

[1306] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[1307] 115 120 125

[1308] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[1309] 130 135 140

[1310]  Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[1311] 145 150 155 160
[1312] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[1313] 165 170 175
[1314]  Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[1315] 180 185 190

[1316] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[1317] 195 200 205

[1318] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[1319] 210 215 220

[1320] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[1321] 225 230 235 240
[1322] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[1323] 245 250 255
[1324] Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[1325] 260 265 270

[1326] Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[1327] 275 280 285

[1328] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[1329] 290 295 300

[1330] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[1331] 305 310 315 320
[1332] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[1333] 325 330 335
[1334] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[1335] 340 345 350

[1336] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[1337] 355 360 365

[1338] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[1339] 370 375 380

[1340] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[1341] 385 390 395 400
[1342] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[1343] 405 410 415
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[1344]
[1345]
[1346]
[1347]
[1348]
[1349]
[1350]
[1351]
[1352]
[1353]
[1354]
[1355]
[1356]
[1357]
[1358]
[1359]
[1360]
[1361]
[1362]
[1363]
[1364]
[1365]
[1366]
[1367]
[1368]
[1369]
[1370]
[1371]
[1372]
[1373]
[1374]
[1375]
[1376]
[1377]
[1378]
[1379]
[1380]
[1381]
[1382]
[1383]
[1384]
[1385]

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

420

425

430

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

435

Pro Gly

450
<210> 44
211> 449
<212> PRT
213> NTF3
<220>
223>
<400> 44
Gln Val Gln Leu
1 5
Leu
20
His Trp Val Arg Gln Ala
35 40
Val Ile Trp Tyr Glu
50 55
Lys Gly Arg Phe Thr Ile
65 70
Gln Met

440

Ser Leu Arg Ser Cys Ala Ala

Gly Met

Ala Ser

Ser Arg

Ser Leu Arg Ala

85

Ser

Leu Asn

Ala Gly Gly Val

100
Gln

Arg Met Arg

Val Thr Thr Val

120
Ala

Gly
115

Ser

Trp Gly

Gly Val Phe Leu

135
Cys

Pro Pro

130
Thr Ala Ala Gly
150

Asn

Ser Leu Leu

145

Val Thr Val Trp Ser Gly

165

Leu

Ser

Phe Ala Val
180

Pro

Pro Gln Ser Ser

Val Thr Val
195

His

Phe
200
Thr

Ser Ser Asn

Val Asn
215

Pro

Asp Pro Ser

210

Lys Ser Cys Val Glu Cys Pro

Ser
25

Pro
Asn
Asp
Glu
Gly
105
Thr
Pro
Val
Ala
Gly
185
Gly

Lys

Cys

89

10
Gly

Gly

Asn
Asp
90

Asp
Val
Cys
Lys
Leu
170
Leu
Thr

Val

Pro

Phe

Lys

Tyr

Ser

75

Thr

Tyr

Ser

Ser

Asp

155

Thr

Tyr

Gln

Asp

Ala

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Arg

140

Tyr

Ser

Ser

Thr

220

Pro

445

Phe
Leu
45

Ala
Asn
Val
Tyr
Ala
125
Ser
Phe
Gly
Leu
Tyr
205

Thr

Pro

Val Glu Ser Gly Gly Gly Val Val Gln Pro

Ser
30

Glu
Asp
Thr
Tyr
Gly
110
Ser
Thr
Pro
Val
Ser
190
Thr

Val

Val

AR 28F3 (VH + G2(C219S) .g1.1) B%28F3-1gG2-C219S-1gG1.1

Gly Arg
15
Ser Tyr

Trp Val

Ser Val

Tyr
80
Cys

Leu

Tyr
95
Met Asp

Thr Lys

Ser Glu

Glu Pro
160
His Thr
175
Ser Val

Cys Asn

Glu Arg

Ala Gly
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[1386] 225 230 235 240
[1387] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[1388] 245 250 255
[1389] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[1390] 260 265 270

[1391] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[1392] 275 280 285

[1393] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[1394] 290 295 300

[1395] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[1396] 305 310 315 320
[1397] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu
[1398] 325 330 335
[1399] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[1400] 340 345 350

[1401]  Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[1402] 355 360 365

[1403] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[1404] 370 375 380

[1405] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[1406] 385 390 395 400
[1407] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[1408] 405 410 415
[1409] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[1410] 420 425 430

[1411] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[1412] 435 440 445

[1413] Gly

[1414]  <210> 45

[1415]  <211> 141

[1416]  <212> PRT

[1417]  <213> N5

[1418]  <220>

[1419]  <223> & FHI: 28F3 (VH) (SEQ ID NO: 13) with signal peptide
[1420]  <400> 45

[1421] Met Arg Ala Trp Ile Phe Phe Leu Leu Cys Leu Ala Gly Arg Ala Leu
[1422] 1 5 10 15
[1423] Ala Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly
[1424] 20 25 30

[1425] Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser
[1426] 35 40 45

[1427] Tyr Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
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[1428] 50 55 60

[1429] Val Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser
[1430] 65 70 75 80
[1431] Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
[1432] 85 90 95
[1433] Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
[1434] 100 105 110

[1435] Cys Ala Arg Gly Gly Ser Met Val Arg Gly Asp Tyr Tyr Tyr Gly Met
[1436] 115 120 125

[1437] Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

[1438] 130 135 140

[1439] <210> 46

[1440] <211> 124

[1441]  <212> PRT

[1442]  <213> N5

[1443]  <220>

[1444]  <223> & : 28F3 (VL) (SEQ ID NO: 14) with signal peptide
[1445]  <400> 46

[1446] Met Arg Ala Trp Ile Phe Phe Leu Leu Cys Leu Ala Gly Arg Ala Leu
[1447] 1 5 10 15
[1448] Ala Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val
[1449] 20 25 30

[1450] Gly Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser
[1451] 35 40 45

[1452] Ala Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu
[1453] 50 55 60

[1454] Ile Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser
[1455] 65 70 75 80
[1456] Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln
[1457] 85 90 95
[1458] Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro
[1459] 100 105 110

[1460]  Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

[1461] 115 120

[1462] <210> 47

[1463] <211> 470

[1464]  <212> PRT

[1465]  <213> NTJ#4

[1466]  <220>

[1467] <223> &) : 28F3.1gGl (VH + IgGl) with signal peptide

[1468]  <400> 47

[1469] Met Arg Ala Trp Ile Phe Phe Leu Leu Cys Leu Ala Gly Arg Ala Leu
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[1470] 1 5 10 15
[1471] Ala Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly
[1472] 20 25 30

[1473] Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser
[1474] 35 40 45

[1475] Tyr Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
[1476] 50 55 60

[1477] Val Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser
[1478] 65 70 75 80
[1479] Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
[1480] 85 90 95
[1481] Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
[1482] 100 105 110

[1483] Cys Ala Arg Gly Gly Ser Met Val Arg Gly Asp Tyr Tyr Tyr Gly Met
[1484] 115 120 125

[1485] Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr
[1486] 130 135 140

[1487] Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser
[1488] 145 150 155 160
[1489] Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
[1490] 165 170 175
[1491] Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His
[1492] 180 185 190

[1493] Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
[1494] 195 200 205

[1495] Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys
[1496] 210 215 220

[1497] Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu
[1498] 225 230 235 240
[1499] Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro
[1500] 245 250 255
[1501] Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[1502] 260 265 270

[1503] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[1504] 275 280 285

[1505] Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp
[1506] 290 295 300

[1507]  Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
[1508] 305 310 315 320
[1509]  Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
[1510] 325 330 335
[1511] Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
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[1512] 340 345 350

[1513] Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
[1514] 355 360 365

[1515] Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[1516] 370 375 380

[1517] Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[1518] 385 390 395 400
[1519] Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[1520] 405 410 415
[1521] Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[1522] 420 425 430

[1523] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[1524] 435 440 445

[1525] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[1526] 450 455 460

[1527] Leu Ser Leu Ser Pro Gly

[1528] 465 470

[1529] <210> 48

[1530] <211> 470

[1531]  <212> PRT

[1532]  <213> N3

[1533]  <220>

[1534]  <223> & f): 28F3.1gG1.1 (VH + IgGl.1) with signal peptide
[1535]  <400> 48

[1536] Met Arg Ala Trp Ile Phe Phe Leu Leu Cys Leu Ala Gly Arg Ala Leu
[1537] 1 5 10 15
[1538] Ala Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly
[1539] 20 25 30

[1540] Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser
[1541] 35 40 45

[1542] Tyr Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
[1543] 50 55 60

[1544] Val Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser
[1545] 65 70 75 80
[1546] Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
[1547] 85 90 95
[1548] Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
[1549] 100 105 110

[1550] Cys Ala Arg Gly Gly Ser Met Val Arg Gly Asp Tyr Tyr Tyr Gly Met
[1551] 115 120 125

[1552] Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr
[1553] 130 135 140
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[1554] Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser
[1555] 145 150 155 160
[1556] Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
[1557] 165 170 175
[1558] Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His
[1559] 180 185 190

[1560] Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
[1561] 195 200 205

[1562] Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys
[1563] 210 215 220

[1564] Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu
[1565] 225 230 235 240
[1566] Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro
[1567] 245 250 255
[1568] Glu Ala Glu Gly Ala Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[1569] 260 265 270

[1570] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[1571] 275 280 285

[1572] Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp
[1573] 290 295 300

[1574] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
[1575] 305 310 315 320
[1576] Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
[1577] 325 330 335
[1578] Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
[1579] 340 345 350

[1580] Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
[1581] 355 360 365

[1582]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[1583] 370 375 380

[1584] Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[1585] 385 390 395 400
[1586] Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[1587] 405 410 415
[1588] Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[1589] 420 425 430

[1590] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[1591] 435 440 445

[1592] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[1593] 450 455 460

[1594] Leu Ser Leu Ser Pro Gly

[1595] 465 470
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[1596]
[1597]
[1598]
[1599]
[1600]
[1601]
[1602]
[1603]
[1604]
[1605]
[1606]
[1607]
[1608]
[1609]
[1610]
[1611]
[1612]
[1613]
[1614]
[1615]
[1616]
[1617]
[1618]
[1619]
[1620]
[1621]
[1622]
[1623]
[1624]
[1625]
[1626]
[1627]
[1628]
[1629]
[1630]
[1631]
[1632]
[1633]
[1634]
[1635]
[1636]
[1637]

<210> 49
211> 23
<212> PR

<213>

220>

<223>

<400> 49
Met Arg Ala Trp Ile

1
Ala

Gly

Ala

Ile

65

Gly

Pro

Tyr

Ala

Gly

145

Ala

Gln

Ser

Tyr

Ser
225

Ala

Asp

Leu

50

Tyr

Ser

Glu

Thr

Pro

130

Thr

Lys

Glu

Ser

Ala

210
Phe

<210> 50
211> 123
<212> PRT

213> NLFF%)
<220>

1
T

Ile
Arg
35

Ala

Asp

Gly

Phe
115

Ser

Ala

Val

Ser

Thr

195

Cys

Asn

NI

Gln
20

Val
Trp
Ala
Ser
Phe
100
Gly
Val
Ser
Gln
Val
180
Leu

Glu

Arg

5

Leu

Thr

Tyr

Ser

Gly

85

Ala

Gln

Phe

Val

Trp

165

Thr

Thr

Val

Gly

Phe

Thr

Ile

Gln

Ser

70

Thr

Thr

Gly

Ile

Val

150

Lys

Glu

Leu

Thr

Glu
230

Phe Leu Leu

Gln
Thr
Gln
55

Leu

Asp

Thr

Phe
135
Cys

Val

Gln

Ser

His

215
Cys

Ser
Cys
40

Lys

Glu

Phe

Lys
120
Pro
Leu
Asp
Asp
Lys

200
Gln

Pro

25

Arg

Pro

Ser

Thr

105

Leu

Pro

Leu

Asn

Ser

185

Ala

Gly

95

Cys
10

Ser
Ala
Gly
Gly
Leu
90

Gln
Glu
Ser
Asn
Ala
170
Lys

Asp

Leu

Leu

Ser

Ser

Lys

Val

75

Thr

Gln

Ile

Asp

Asn

155

Leu

Asp

Tyr

Ser

G 28F3.1gG1 (VL+CL) with signal peptide

Ala Gly

Leu Ser

Gln Gly

45
Ala Pro
60

Pro Ser

Ile Ser

Phe Asn

Lys Arg
125

Glu Gln

140

Phe Tyr

Gln Ser
Ser Thr
Glu Lys

205

Ser Pro
220

Arg
Ala
30

Ile
Lys
Arg
Ser
Ser
110
Thr
Leu
Pro
Gly
Tyr
190
His

Val

Ala

15

Ser

Ser

Leu

Phe

Leu

95

Val

Lys

Arg

Asn

175

Ser

Lys

Thr

Leu

Val

Ser

Leu

Ser

80

Gln

Pro

Ala

Ser

Glu

160

Ser

Leu

Val

Lys
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[1638]  <223> &AGAI: 19D3 (VH)

[1639]  <400> 50

[1640]  Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[1641] 1 5 10 15
[1642] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[1643] 20 25 30

[1644]  Gly Phe His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[1645] 35 40 45

[1646] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[1647] 50 55 60

[1648] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[1649] 65 70 75 80
[1650] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[1651] 85 90 95
[1652] Ala Arg Gly Gly Gln Leu Asp Tyr Tyr Tyr Tyr Tyr Val Met Asp Val
[1653] 100 105 110

[1654] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

[1655] 115 120

[1656] <210> 51

[1657] <211> 107

[1658]  <212> PRT

[1659]1  <213> N T¢I

[1660]  <220>

[1661]  <223> &ff: 19D3 (VL)

[1662]  <400> 51

[1663] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[1664] 1 5 10 15
[1665] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[1666] 20 25 30

[1667] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[1668] 35 40 45

[1669] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[1670] 50 55 60

[1671]  Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[1672] 65 70 75 80
[1673]  Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[1674] 85 90 95
[1675] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

[1676] 100 105

[1677] <210> 52

[1678] <211> 449

[1679] <212> PRT
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[1680]  <213> N3

[1681]  <220>

[1682]  <223> & Rf: 19D3 (4K BFA: R HE)

[1683]  <400> 52

[1684] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[1685] 1 5 10 15
[1686] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[1687] 20 25 30

[1688] Gly Phe His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[1689] 35 40 45

[1690] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[1691] 50 55 60

[1692] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[1693] 65 70 75 80
[1694] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[1695] 85 90 95
[1696] Ala Arg Gly Gly Gln Leu Asp Tyr Tyr Tyr Tyr Tyr Val Met Asp Val
[1697] 100 105 110

[1698] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[1699] 115 120 125

[1700] Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[1701] 130 135 140

[1702] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[1703] 145 150 155 160
[1704] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[1705] 165 170 175
[1706] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[1707] 180 185 190

[1708] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[1709] 195 200 205

[1710] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[1711] 210 215 220

[1712] Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
[1713] 225 230 235 240
[1714] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[1715] 245 250 255
[1716] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[1717] 260 265 270

[1718] Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[1719] 275 280 285

[1720] Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg Val
[1721] 290 295 300
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[1722] Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys Glu
[1723] 305 310 315 320
[1724] Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys
[1725] 325 330 335
[1726] Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[1727] 340 345 350

[1728] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[1729] 355 360 365

[1730] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[1731] 370 375 380

[1732]  Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu
[1733] 385 390 395 400
[1734] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[1735] 405 410 415
[1736] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[1737] 420 425 430

[1738] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[1739] 435 440 445

[1740] Lys

[1741] <210> 53

[1742] <211> 214

[1743]  <212> PRT

[1744]  <213> N5

[1745]  <220>

[1746]  <223> &R 19D3 (4K BFA: RUEE)

[1747]  <400> 53

[1748] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[1749] 1 5 10 15
[1750] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[1751] 20 25 30

[1752] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[1753] 35 40 45

[1754] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[1755] 50 55 60

[1756] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[1757] 65 70 75 80
[1758] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[1759] 85 90 95
[1760] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[1761] 100 105 110

[1762] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[1763] 115 120 125
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[1764]
[1765]
[1766]
[1767]
[1768]
[1769]
[1770]
[1771]
[1772]
[1773]
[1774]
[1775]
[1776]
[1777]
[1778]
[1779]
[1780]
[1781]
[1782]
[1783]
[1784]
[1785]
[1786]
[1787]
[1788]
[1789]
[1790]
[1791]
[1792]
[1793]
[1794]
[1795]
[1796]
[1797]
[1798]
[1799]
[1800]
[1801]
[1802]
[1803]
[1804]
[1805]

Thr
Lys
145
Glu
Ser

Ala

Phe

<210>
211>
<212>
213>

Ala
130
Val
Ser
Thr

Cys

Asn
210

<220>

223>
<400>

54
452
PRT
NP3

Ser

Gln

Val

Leu

Glu

195
Arg

Val
Trp
Thr
Thr
180

Val

Gly

Gln Val Gln Leu

1

Ser
Gly
Ala
Lys
65

Leu
Ala
Trp
Pro
Thr
145

Thr

Pro

Leu
Phe
Val
50

Gly
Gln
Arg
Gly
Ser
130
Ala

Val

Ala

Arg
His
35

Ile
Arg
Met
Gly
Gln
115
Val
Ala

Ser

Val

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gly
Phe
Leu

Trp

Leu

Val
Lys
Glu
165
Leu

Thr

Glu

Val
5

Ser

Val

Tyr

Thr

Ser

85

Gln

Thr

Pro

Gly

Asn

165
Gln

Cys
Val
150
Gln
Ser

His

Cys

AR 19D3. 1gGl
54

Glu

Cys

Arg

Ala

Ile

70

Leu

Leu

Thr

Leu

Cys

150

Ser

Ser

Leu Leu Asn Asn Phe

135
Asp

Asp

Gln

(VH

Ser

Ala

Gln

Gly

55

Ser

Arg

Asp

Val

Ala

135

Leu

Gly

Ser

Asn

Ser

Ala

Gly
200

Ala

Lys

Asp

185

Leu

+ IgGl)

Gly

Ala

Ala

40

Ser

Arg

Ala

Tyr

Thr

120

Pro

Val

Ala

Gly

Gly

Ser

25

Pro

Asn

Asp

Glu

Tyr

105

Val

Ser

Lys

Leu

Leu

99

Leu
Asp
170

Tyr

Ser

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Tyr
Ser
Ser
Asp
Thr

170
Tyr

Gln
155
Ser

Glu

Ser

Val

Phe

Lys

Phe

Ser

75

Thr

Tyr

Ser

Lys

Tyr

155

Ser

Ser

Tyr
140

Ser

Thr

Pro

Val
Thr
Gly
Tyr
60

Lys
Ala
Tyr
Ala
Ser
140
Phe

Gly

Leu

Pro

Gly

Tyr

His

Val
205

Gln

Phe

Leu

45

Ala

Asn

Val

Val

Ser

125

Thr

Pro

Val

Ser

Arg

Asn

Ser

190
Thr

Pro

Ser

30

Glu

Asp

Thr

Tyr

Met

110

Thr

Ser

Glu

His

Ser

Glu
Ser
Leu
175

Val

Lys

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Asp
Lys
Gly
Pro
Thr

175
Val

Ala
Gln
160
Ser

Tyr

Ser

Tyr
Val
Val
Tyr
80

Cys
Val
Gly
Gly
Val
160

Phe

Val
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[1806] 180 185 190

[1807] Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
[1808] 195 200 205

[1809] Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys
[1810] 210 215 220

[1811] Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu
[1812] 225 230 235 240
[1813] Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
[1814] 245 250 255
[1815] Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
[1816] 260 265 270

[1817] Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
[1818] 275 280 285

[1819]  Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
[1820] 290 295 300

[1821] Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
[1822] 305 310 315 320
[1823] Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
[1824] 325 330 335
[1825] Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
[1826] 340 345 350

[1827] Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
[1828] 355 360 365

[1829] Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
[1830] 370 375 380

[1831] Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
[1832] 385 390 395 400
[1833] Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
[1834] 405 410 415
[1835] Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
[1836] 420 425 430

[1837] Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
[1838] 435 440 445

[1839] Leu Ser Pro Gly

[1840] 450

[1841] <210> 55

[1842] <211> 452

[1843]  <212> PRT

[1844]  <213> N T¢I

[1845]  <220>

[1846]  <223> &I 19D3.1gG1.1 (VH + IgGl.1)

[1847]  <400> 55
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[1848] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[1849] 1 5 10 15
[1850] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[1851] 20 25 30

[1852] Gly Phe His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[1853] 35 40 45

[1854] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[1855] 50 55 60

[1856] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[1857] 65 70 75 80
[1858] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[1859] 85 90 95
[1860] Ala Arg Gly Gly Gln Leu Asp Tyr Tyr Tyr Tyr Tyr Val Met Asp Val
[1861] 100 105 110

[1862] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[1863] 115 120 125

[1864] Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
[1865] 130 135 140

[1866] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[1867] 145 150 155 160
[1868] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[1869] 165 170 175
[1870] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[1871] 180 185 190

[1872] Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
[1873] 195 200 205

[1874] Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys
[1875] 210 215 220

[1876] Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala
[1877] 225 230 235 240
[1878] Glu Gly Ala Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
[1879] 245 250 255
[1880] Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
[1881] 260 265 270

[1882] Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
[1883] 275 280 285

[1884] Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
[1885] 290 295 300

[1886] Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
[1887] 305 310 315 320
[1888] Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser
[1889] 325 330 335
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[1890] Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
[1891] 340 345 350

[1892] Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
[1893] 355 360 365

[1894] Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
[1895] 370 375 380

[1896] Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
[1897] 385 390 395 400
[1898] Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
[1899] 405 410 415
[1900] Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
[1901] 420 425 430

[1902] Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
[1903] 435 440 445

[1904] Leu Ser Pro Gly

[1905] 450

[1906]  <210> 56

[1907] <211> 214

[1908] <212> PRT

[1909] <213> NLF%

[1910]  <220>

(19111 <223> &M 19D3.1gG1 (VL + CL)

[1912]  <400> 56

[1913] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[1914] 1 5 10 15
[1915] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[1916] 20 25 30

[1917] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[1918] 35 40 45

[1919] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[1920] 50 55 60

[1921] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[1922] 65 70 75 80
[1923]  Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[1924] 85 90 95
[1925] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[1926] 100 105 110

[1927] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[1928] 115 120 125

[1929] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[1930] 130 135 140

[1931] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
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[1932] 145 150 155 160
[1933] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[1934] 165 170 175
[1935] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[1936] 180 185 190

[1937] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[1938] 195 200 205

[1939]  Phe Asn Arg Gly Glu Cys

[1940] 210

[1941]  <210> 57

[1942] <211> 5

[1943]  <212> PRT

[1944]  <213> N %%

[1945]  <220>

[1946]  <223> &/ : 19D3 VH CDR1

[1947]  <400> 57

[1948] Ser Tyr Gly Phe His

[1949] 1 5

[1950] <210> 58

[1951]  <211> 17

[1952]  <212> PRT

[1953] <213> ANT%

[1954]  <220>

[1955]  <223> & Jf: 19D3 VH CDR2

[1956]  <400> 58

[1957] Val Ile Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val Lys
[1958] 1 5 10 15
[1959] Gly

[1960] <210> 59

[1961]1 <211> 14

[1962]  <212> PRT

[1963]  <213> N T4

[1964]  <220>

[1965]  <223> A pkfr): 19D3 VH CDR3

[1966]  <400> 59

[1967] Gly Gly Gln Leu Asp Tyr Tyr Tyr Tyr Tyr Val Met Asp Val
[1968] 1 5 10
[1969] <210> 60

[1970] <211> 11

[1971]  <212> PRT

[1972] <213> ANTLF%

[1973]  <220>
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[1974]
[1975]
[1976]
[1977]
[1978]
[1979]
[1980]
[1981]
[1982]
[1983]
[1984]
[1985]
[1986]
[1987]
[1988]
[1989]
[1990]
[1991]
[1992]
[1993]
[1994]
[1995]
[1996]
[1997]
[1998]
[1999]
[2000]
[2001]
[2002]
[2003]
[2004]
[2005]
[2006]
[2007]
[2008]
[2009]
[2010]
[2011]
[2012]
[2013]
[2014]
[2015]

<223> &Rl 19D3 VL CDR1

<400> 60

Arg Ala Ser Gln Gly Ile Ser Ser Trp Leu Ala

1

<210> 61
211> 7
<212> PRT

213> NILF%

<220>

5

<223> &R 19D3 VL CDR2

<400> 61

Ala Ala Ser Ser Leu Gln Ser

1

<210> 62
211> 9
<212> PRT

213> NTLF%

<220>

5

<223> &R 19D3 VL CDR3

<400> 62

10

GIn Gln Tyr Asn Ser Tyr Pro Tyr Thr

1

<210> 63

<211> 448
<212> PRT

Q213> NP5

220>

5

<223> & Rff: 19D3 (VH + G2(C219S)) 5L 19D3-1gG2-C219S

<400> 63
Gln Val GIn
1

Ser Leu Arg

Gly Phe His
35
Ala Val Ile
50
Lys Gly Arg
65
Leu Gln Met

Ala Arg Gly

Leu

Leu

20

Trp

Trp

Phe

Asn

Gly

Val
5

Ser

Val

Tyr

Thr

Ser

85
Gln

Glu

Cys

Arg

Ala

Ile

70

Leu

Leu

Ser Gly

Ala Ala

Gln Ala
40

Gly Ser

55

Ser Arg

Arg Ala

Asp Tyr

Gly Gly
10

Ser Gly

25

Pro Gly

Asn Lys

Asp Asn

Glu Asp
90
Tyr Tyr

104

Val

Phe

Lys

Phe

Ser

75

Thr

Tyr

Val

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Gln Pro

Phe Ser
30

Leu Glu

45

Ala Asp

Asn Thr

Val Tyr

Val Met

Gly
15

Ser
Trp
Ser
Leu
Tyr

95
Asp

Arg

Tyr

Val

Val

Tyr

80

Cys

Val
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[2016] 100 105 110

[2017]  Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[2018] 115 120 125

[2019]  Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[2020] 130 135 140

[2021] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[2022] 145 150 155 160
[2023] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[2024] 165 170 175
[2025] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[2026] 180 185 190

[2027] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[2028] 195 200 205

[2029] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[2030] 210 215 220

[2031]  Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
[2032] 225 230 235 240
[2033] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[2034] 245 250 255
[2035] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[2036] 260 265 270

[2037]  Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[2038] 275 280 285

[2039] Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg Val
[2040] 290 295 300

[2041] Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys Glu
[2042] 305 310 315 320
[2043] Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys
[2044] 325 330 335
[2045] Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[2046] 340 345 350

[2047] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[2048] 355 360 365

[2049] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[2050] 370 375 380

[2051]  Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu
[2052] 385 390 395 400
[2053] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[2054] 405 410 415
[2055] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[2056] 420 425 430

[2057] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
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[2058]
[2059]
[2060]
[2061]
[2062]
[2063]
[2064]
[2065]
[2066]
[2067]
[2068]
[2069]
[2070]
[2071]
[2072]
[2073]
[2074]
[2075]
[2076]
[2077]
[2078]
[2079]
[2080]
[2081]
[2082]
[2083]
[2084]
[2085]
[2086]
[2087]
[2088]
[2089]
[2090]
[2091]
[2092]
[2093]
[2094]
[2095]
[2096]
[2097]
[2098]
[2099]

<210> 64
211> 44
<212> PR

213>

<220>

223>

<400> 64
Gln Val Gln Leu

1

Ser
Gly
Ala
Lys
65

Leu
Ala
Trp
Pro
Thr
145
Thr
Pro
Thr
Asp
Cys
225

Pro

Ser

Leu
Phe
Val
50

Gly
Gln
Arg
Gly
Ser
130
Ala
Val
Ala
Val
His
210
Cys

Ser

Arg

435

9
T

Arg
His
35

Ile
Arg
Met
Gly
Gln
115
Val
Ala
Ser
Val
Pro
195
Lys
Val

Val

Thr

NLFF5

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gly
Phe
Leu
Trp
Leu
180
Ser
Pro
Glu

Phe

Pro
260

ARt 19D3 (VH + G2.

Val Glu Ser

5

Ser

Val

Tyr

Thr

Ser

85

Gln

Thr

Pro

Gly

Asn

165

Gln

Ser

Ser

Cys

Leu

245
Glu

Cys
Arg
Ala
Ile
70

Leu
Leu
Thr
Leu
Cys
150
Ser
Ser
Asn
Asn
Pro
230

Phe

Val

Ala
Gln
Gly
55

Ser
Arg
Asp
Val
Ala
135
Leu
Gly
Ser
Phe
Thr
215
Pro

Pro

Thr

440

g1) 5%19D3-1gG2-1gG1

Gly Gly Gly Val Val

Ala
Ala
40

Ser
Arg
Ala
Tyr
Thr
120
Pro
Val
Ala
Gly
Gly
200
Lys
Cys

Pro

Cys

Ser
25

Pro
Asn
Asp
Glu
Tyr
105

Val

Cys

Leu

Leu

185

Thr

Val

Pro

Lys

Val
265

106

10
Gly

Gly

Lys

Asn

Asp

90

Tyr

Ser

Ser

Asp

Thr

170

Tyr

Gln

Asp

Ala

Pro

250
Val

Phe

Lys

Phe

Ser

75

Thr

Tyr

Ser

Arg

Tyr

155

Ser

Ser

Thr

Lys

Pro

235

Lys

Val

Thr
Gly
Tyr
60

Lys
Ala
Tyr
Ala
Ser
140
Phe
Gly
Leu
Tyr
Thr
220
Glu

Asp

Asp

445

Gln

Phe

Leu

45

Ala

Asn

Val

Val

Ser

125

Thr

Pro

Val

Ser

Thr

205

Val

Leu

Thr

Val

Pro

Ser

30

Glu

Asp

Thr

Tyr

Met

110

Thr

Ser

Glu

His

Ser

190

Cys

Glu

Leu

Leu

Ser
270

Gly
15

Ser

Ser

Leu

Tyr

95

Asp

Lys

Glu

Pro

Thr

175

Val

Asn

Arg

Gly

Met

255
His

Arg

Tyr

Val

Val

Tyr

80

Cys

Val

Gly

Ser

Val

160

Phe

Val

Val

Lys

Gly

240

Ile

Glu
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[2100] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[2101] 275 280 285

[2102]  Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[2103] 290 295 300

[2104] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[2105] 305 310 315 320
[2106] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu
[2107] 325 330 335
[2108] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[2109] 340 345 350

[2110] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[2111] 355 360 365

[2112] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[2113] 370 375 380

[2114]  Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[2115] 385 390 395 400
[2116] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[2117] 405 410 415
[2118] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[2119] 420 425 430

[2120]  Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[2121] 435 440 445

[2122] Gly

[2123] <210> 65

[2124]  <211> 448

[2125]  <212> PRT

[2126] <213> N3

[2127]  <220>

[2128]  <223> &fH): 19D3 (VH + G2.g1.1) B{19D3-1gG2-1gG1.1

[2129]  <400> 65

[2130] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[2131] 1 5 10 15
[2132] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[2133] 20 25 30

[2134] Gly Phe His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[2135] 35 40 45

[2136] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[2137] 50 55 60

[2138] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[2139] 65 70 75 80
[2140] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[2141] 85 90 95
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[2142] Ala Arg Gly Gly Gln Leu Asp Tyr Tyr Tyr Tyr Tyr Val Met Asp Val
[2143] 100 105 110

[2144] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[2145] 115 120 125

[2146] Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[2147] 130 135 140

[2148] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[2149] 145 150 155 160
[2150] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[2151] 165 170 175
[2152] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[2153] 180 185 190

[2154] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[2155] 195 200 205

[2156] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[2157] 210 215 220

[2158] Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
[2159] 225 230 235 240
[2160] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[2161] 245 250 255
[2162] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[2163] 260 265 270

[2164] Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[2165] 275 280 285

[2166] Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
[2167] 290 295 300

[2168] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[2169] 305 310 315 320
[2170] Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys
[2171] 325 330 335
[2172] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[2173] 340 345 350

[2174] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[2175] 355 360 365

[2176] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[2177] 370 375 380

[2178] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[2179] 385 390 395 400
[2180] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[2181] 405 410 415
[2182] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[2183] 420 425 430
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[2184]
[2185]
[2186]
[2187]
[2188]
[2189]
[2190]
[2191]
[2192]
[2193]
[2194]
[2195]
[2196]
[2197]
[2198]
[2199]
[2200]
[2201]
[2202]
[2203]
[2204]
[2205]
[2206]
[2207]
[2208]
[2209]
[2210]
[2211]
[2212]
[2213]
[2214]
[2215]
[2216]
[2217]
[2218]
[2219]
[2220]
[2221]
[2222]
[2223]
[2224]
[2225]

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

<210> 66
211> 44
<212> PR

<213>

<220>

223>

<400> 66
Gln Val Gln Leu

1

Ser
Gly
Ala
Lys
65

Leu
Ala
Trp
Pro
Thr
145
Thr
Pro
Thr
Asp
Ser
225

Pro

Ser

Leu
Phe
Val
50

Gly
Gln
Arg
Gly
Ser
130
Ala
Val
Ala
Val
His
210
Cys

Ser

Arg

435

9
T

Arg
His
35

Ile
Arg
Met
Gly
Gln
115
Val
Ala
Ser
Val
Pro
195
Lys
Val

Val

Thr

N3

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gly
Phe
Leu
Trp
Leu
180
Ser
Pro
Glu

Phe

Pro

440

Val Glu Ser Gly Gly Gly Val

5

Ser

Val

Tyr

Thr

Ser

85

Gln

Thr

Pro

Gly

Asn

165

Gln

Ser

Ser

Cys

Leu

245
Glu

Cys
Arg
Ala
Ile
70

Leu
Leu
Thr
Leu
Cys
150
Ser
Ser
Asn
Asn
Pro
230

Phe

Val

Ala
Gln
Gly
55

Ser
Arg
Asp
Val
Ala
135
Leu
Gly
Ser
Phe
Thr
215
Pro

Pro

Thr

Ala
Ala
40

Ser
Arg
Ala
Tyr
Thr
120
Pro
Val
Ala
Gly
Gly
200
Lys
Cys

Pro

Cys

Ser
25

Pro
Asn
Asp
Glu
Tyr
105
Val
Cys
Lys
Leu
Leu
185
Thr

Val

Pro

Val

109

10
Gly

Gly

Lys

Asn

90

Tyr

Ser

Ser

Asp

Thr

170

Tyr

Gln

Asp

Ala

Pro

250
Val

Phe

Lys

Phe

Ser

75

Thr

Tyr

Ser

Arg

Tyr

155

Ser

Ser

Thr

Lys

Pro

235

Val

445

Val Gln Pro

Thr
Gly
Tyr
60

Lys
Ala
Tyr
Ala
Ser
140
Phe

Gly

Leu

Thr
220
Glu

Asp

Asp

Phe

Leu

45

Ala

Asn

Val

Val

Ser

125

Thr

Pro

Val

Ser

Thr

205

Val

Leu

Thr

Val

Ser
30

Glu
Asp
Thr
Tyr
Met
110
Thr
Ser
Glu
His
Ser
190
Cys
Glu
Leu

Leu

Ser

EE: 19D3 (VH + G2 (C219S) .gl) B, 19D3-1gG2-C219S-T1gG1

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Asp
Lys
Glu
Pro
Thr
175
Val
Asn
Arg
Gly
Met

255
His

Arg

Tyr

Val

Val

Tyr

80

Val

Gly

Ser

Val

160

Phe

Val

Val

Lys

Gly

240

Ile

Glu
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[2226] 260 265 270

[2227] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[2228] 275 280 285

[2229]  Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[2230] 290 295 300

[2231] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[2232] 305 310 315 320
[2233] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu
[2234] 325 330 335
[2235] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[2236] 340 345 350

[2237] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[2238] 355 360 365

[2239] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[2240] 370 375 380

[2241]  Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[2242] 385 390 395 400
[2243] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[2244] 405 410 415
[2245] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[2246] 420 425 430

[2247]  Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[2248] 435 440 445

[2249] Gly

[2250] <210> 67

[2251] <211> 448

[2252]  <212> PRT

[2253]  <213> N T¢I

[2254] <220>

[2255] <223> & REHY: 19D3 (VH + G2(C219S) .gl.1) 8i19D3-1gG2-C219S-1gG1.1
[2256]  <400> 67

[2257] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[2258] 1 5 10 15
[2259] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[2260] 20 25 30

[2261] Gly Phe His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[2262] 35 40 45

[2263] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[2264] 50 55 60

[2265] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[2266] 65 70 75 80
[2267] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
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[2268] 85 90 95
[2269] Ala Arg Gly Gly Gln Leu Asp Tyr Tyr Tyr Tyr Tyr Val Met Asp Val
[2270] 100 105 110

[2271] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[2272] 115 120 125

[2273]  Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[2274] 130 135 140

[2275] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[2276] 145 150 155 160
[2277] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[2278] 165 170 175
[2279] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[2280] 180 185 190

[2281] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[2282] 195 200 205

[2283] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[2284] 210 215 220

[2285] Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
[2286] 225 230 235 240
[2287] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[2288] 245 250 255
[2289] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[2290] 260 265 270

[2291]  Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[2292] 275 280 285

[2293] Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
[2294] 290 295 300

[2295] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[2296] 305 310 315 320
[2297] Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys
[2298] 325 330 335
[2299] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[2300] 340 345 350

[2301] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[2302] 355 360 365

[2303] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[2304] 370 375 380

[2305] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[2306] 385 390 395 400
[2307] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[2308] 405 410 415
[2309] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
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[2310] 420 425 430

[2311] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[2312] 435 440 445

[2313] <210> 68

[2314] <211> 448

[2315]  <212> PRT

[2316] <213> ANTLJF%

[2317]  <220>

[2318]  <223> AHEM: 19D3 (VH + G2(C219S)) 19D3-1gG2-C219S

[2319]  <400> 68

[2320] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[2321] 1 5 10 15
[2322] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[2323] 20 25 30

[2324] Gly Phe His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[2325] 35 40 45

[2326] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[2327] 50 55 60

[2328] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[2329] 65 70 75 80
[2330] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[2331] 85 90 95
[2332] Ala Arg Gly Gly Gln Leu Asp Tyr Tyr Tyr Tyr Tyr Val Met Asp Val
[2333] 100 105 110

[2334] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[2335] 115 120 125

[2336] Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[2337] 130 135 140

[2338] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[2339] 145 150 155 160
[2340] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[2341] 165 170 175
[2342] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[2343] 180 185 190

[2344] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[2345] 195 200 205

[2346] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[2347] 210 215 220

[2348] Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
[2349] 225 230 235 240
[2350] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[2351] 245 250 255
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[2352] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[2353] 260 265 270

[2354] Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[2355] 275 280 285

[2356] Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg Val
[2357] 290 295 300

[2358] Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys Glu
[2359] 305 310 315 320
[2360] Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys
[2361] 325 330 335
[2362] Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[2363] 340 345 350

[2364] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[2365] 355 360 365

[2366] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[2367] 370 375 380

[2368] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu
[2369] 385 390 395 400
[2370] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[2371] 405 410 415
[2372]  Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[2373] 420 425 430

[2374] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[2375] 435 440 445

[2376] <210> 69

[2377]  <211> 449

[2378]  <212> PRT

[2379]  <213> NTJ¢4

[2380] <220>

[2381]  <223> &RLHY: 19D3 (VH + G2.g1) B(19D3-1gG2-1gG1

[2382]  <400> 69

[2383] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[2384] 1 5 10 15
[2385] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[2386] 20 25 30

[2387] Gly Phe His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[2388] 35 40 45

[2389] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[2390] 50 55 60

[2391] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[2392] 65 70 75 80
[2393] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
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[2394] 85 90 95
[2395] Ala Arg Gly Gly Gln Leu Asp Tyr Tyr Tyr Tyr Tyr Val Met Asp Val
[2396] 100 105 110

[2397] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[2398] 115 120 125

[2399]  Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[2400] 130 135 140

[2401] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[2402] 145 150 155 160
[2403] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[2404] 165 170 175
[2405] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[2406] 180 185 190

[2407] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[2408] 195 200 205

[2409] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[2410] 210 215 220

[2411]  Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly
[2412] 225 230 235 240
[2413] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[2414] 245 250 255
[2415]  Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[2416] 260 265 270

[2417] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[2418] 275 280 285

[2419]  Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[2420] 290 295 300

[2421] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[2422] 305 310 315 320
[2423] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu
[2424] 325 330 335
[2425] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[2426] 340 345 350

[2427] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[2428] 355 360 365

[2429] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[2430] 370 375 380

[2431]  Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[2432] 385 390 395 400
[2433] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[2434] 405 410 415
[2435] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
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[2436] 420 425 430

[2437] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[2438] 435 440 445

[2439] Gly

[2440] <210> 70

[2441]  <211> 448

[2442]  <212> PRT

[2443]  <213> N7

[2444]  <220>

[2445]  <223> &RH: 19D3 (VH + G2.g1.1) B19D3-1gG2-1gG1. 1

[2446]  <400> 70

[2447] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[2448] 1 5 10 15
[2449]  Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[2450] 20 25 30

[2451] Gly Phe His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[2452] 35 40 45

[2453] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[2454] 50 55 60

[2455] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[2456] 65 70 75 80
[2457] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[2458] 85 90 95
[2459] Ala Arg Gly Gly Gln Leu Asp Tyr Tyr Tyr Tyr Tyr Val Met Asp Val
[2460] 100 105 110

[2461] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[2462] 115 120 125

[2463] Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[2464] 130 135 140

[2465] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[2466] 145 150 155 160
[2467] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[2468] 165 170 175
[2469] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[2470] 180 185 190

[2471] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[2472] 195 200 205

[2473] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[2474] 210 215 220

[2475] Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
[2476] 225 230 235 240
[2477] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
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[2478] 245 250 255
[2479] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[2480] 260 265 270

[2481] Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[2482] 275 280 285

[2483] Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
[2484] 290 295 300

[2485] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[2486] 305 310 315 320
[2487] Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys
[2488] 325 330 335
[2489] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[2490] 340 345 350

[2491] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[2492] 355 360 365

[2493] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[2494] 370 375 380

[2495] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[2496] 385 390 395 400
[2497] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[2498] 405 410 415
[2499] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[2500] 420 425 430

[2501] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[2502] 435 440 445

[2503]  <210> 71

[2504] <211> 449

[2505]  <212> PRT

[2506] <213> ANTLJF#%

[2507]  <220>

[2508]  <223> &R : 19D3 (VH + G2(C219S) .gl) B8,19D3-1gG2-C219S-1gG1
[2509]  <400> 71

[2510] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[2511] 1 5 10 15
[2512] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[2513] 20 25 30

[2514]  Gly Phe His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[2515] 35 40 45

[2516] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[2517] 50 55 60

[2518] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[2519] 65 70 75 80
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[2520] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[2521] 85 90 95
[2522] Ala Arg Gly Gly Gln Leu Asp Tyr Tyr Tyr Tyr Tyr Val Met Asp Val
[2523] 100 105 110

[2524] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[2525] 115 120 125

[2526] Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[2527] 130 135 140

[2528] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[2529] 145 150 155 160
[2530] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[2531] 165 170 175
[2532] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[2533] 180 185 190

[2534] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[2535] 195 200 205

[2536] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[2537] 210 215 220

[2538] Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly
[2539] 225 230 235 240
[2540] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[2541] 245 250 255
[2542] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[2543] 260 265 270

[2544] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[2545] 275 280 285

[2546] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[2547] 290 295 300

[2548] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[2549] 305 310 315 320
[2550] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu
[2551] 325 330 335
[2552] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[2553] 340 345 350

[2554] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[2555] 355 360 365

[2556] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[2557] 370 375 380

[2558] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[2559] 385 390 395 400
[2560] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[2561] 405 410 415
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[2562]
[2563]
[2564]
[2565]
[2566]
[2567]
[2568]
[2569]
[2570]
[2571]
[2572]
[2573]
[2574]
[2575]
[2576]
[2577]
[2578]
[2579]
[2580]
[2581]
[2582]
[2583]
[2584]
[2585]
[2586]
[2587]
[2588]
[2589]
[2590]
[2591]
[2592]
[2593]
[2594]
[2595]
[2596]
[2597]
[2598]
[2599]
[2600]
[2601]
[2602]
[2603]

Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His

420

425

430

Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro

Gly

<210> 72
211> 44
<212> PR

<213>

220>

223>

<400> 72
Gln Val Gln Leu

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Pro

Thr

Asp

Ser
225

Leu

Phe

Val

50

Gly

Gln

Arg

Gly

Ser

130

Ala

Val

Ala

Val

His

210
Cys

435

8
T

Arg
His
35

Ile
Arg
Met
Gly
Gln
115
Val
Ala
Ser
Val
Pro
195

Lys

Val

N5

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gly
Phe
Leu
Trp
Leu
180
Ser

Pro

Glu

Val
5
Ser
Val
Tyr
Thr
Ser
85
Gln
Thr
Pro
Gly
Asn
165
Gln
Ser

Ser

Cys

440

Glu Ser Gly Gly Gly Val

Cys Ala

Arg Gln

Ala Gly
55

Ile Ser

70

Leu Arg

Leu Asp

Thr Val

Leu Ala
135

Cys Leu

150

Ser Gly

Ser Ser

Asn Phe

Asn Thr
215

Pro Pro
230

Ala
Ala
40

Ser
Arg
Ala
Tyr
Thr
120
Pro
Val
Ala
Gly
Gly
200

Lys

Cys

Ser
25

Pro
Asn
Asp
Glu
Tyr
105
Val
Cys
Lys
Leu
Leu
185
Thr

Val

Pro

118

10
Gly

Gly

Lys

Asn

Asp

90

Tyr

Ser

Ser

Asp

Thr

170

Tyr

Gln

Asp

Ala

Phe

Lys

Phe

Ser

75

Thr

Tyr

Ser

Arg

Tyr

155

Ser

Ser

Thr

Lys

Pro
235

445

Val Gln Pro

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ala

Ser

140

Phe

Gly

Leu

Tyr

Thr

220

Pro

Phe

Leu

45

Ala

Asn

Val

Val

Ser

125

Thr

Pro

Val

Ser

Thr

205

Val

Val

Ser
30

Glu
Asp
Thr
Tyr
Met
110
Thr
Ser
Glu
His
Ser
190
Cys

Glu

Ala

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Asp
Lys
Glu
Pro
Thr
175
Val
Asn

Arg

Gly

AR 19D3 (VH + G2(C219S) .gl.1) B8%19D3-1gG2-C219S-1gG1 .1

Arg

Tyr

Val

Val

Tyr

80

Cys

Val

Gly

Ser

Val

160

Phe

Val

Val

Lys

Pro
240
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[2604] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[2605] 245 250 255
[2606] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[2607] 260 265 270

[2608] Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[2609] 275 280 285

[2610] Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
[2611] 290 295 300

[2612]  Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[2613] 305 310 315 320
[2614] Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys
[2615] 325 330 335
[2616] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[2617] 340 345 350

[2618] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[2619] 355 360 365

[2620] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[2621] 370 375 380

[2622] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[2623] 385 390 395 400
[2624] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[2625] 405 410 415
[2626] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[2627] 420 425 430

[2628] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[2629] 435 440 445

[2630] <210> 73

[2631] <211> 123

[2632] <212> PRT

[2633]  <213> N T¢I

[2634]  <220>

[2635]  <223> & HHI: 18E10 (VH)

[2636]  <400> 73

[2637]  Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[2638] 1 5 10 15
[2639] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[2640] 20 25 30

[2641]  Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[2642] 35 40 45

[2643] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[2644] 50 55 60

[2645] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
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[2646] 65 70 75 80
[2647] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[2648] 85 90 95
[2649] Ala Arg Gly Gly Arg Ile Ala Val Ala Phe Tyr Tyr Ser Met Asp Val
[2650] 100 105 110

[2651] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

[2652] 115 120

[2653] <210> 74

[2654] <211> 107

[2655] <212> PRT

[2656]  <213> NTJ¢%

[2657]  <220>

[2658]  <223> & plfy: 18E10 (VL)

[2659]  <400> 74

[2660] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[2661] 1 5 10 15
[2662] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[2663] 20 25 30

[2664] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[2665] 35 40 45

[2666] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[2667] 50 55 60

[2668] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[2669] 65 70 75 80
[2670]  Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[2671] 85 90 95
[2672] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

[2673] 100 105

[2674] <210> 75

[2675] <211> 449

[2676] <212> PRT

[2677]  <213> N5

[2678]  <220>

[2679]  <223> & Rf: 18B10 (4 K747 F k)

[2680]  <400> 75

[2681]  Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[2682] 1 5 10 15
[2683] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[2684] 20 25 30

[2685] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[2686] 35 40 45

[2687] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
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[2688] 50 55 60

[2689] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[2690] 65 70 75 80
[2691] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[2692] 85 90 95
[2693] Ala Arg Gly Gly Arg Ile Ala Val Ala Phe Tyr Tyr Ser Met Asp Val
[2694] 100 105 110

[2695] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[2696] 115 120 125

[2697]  Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[2698] 130 135 140

[2699] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[2700] 145 150 155 160
[2701]  Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[2702] 165 170 175
[2703] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[2704] 180 185 190

[2705] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[2706] 195 200 205

[2707] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[2708] 210 215 220

[2709] Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
[2710] 225 230 235 240
[2711]  Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[2712] 245 250 255
[2713] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[2714] 260 265 270

[2715]  Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[2716] 275 280 285

[2717] Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg Val
[2718] 290 295 300

[2719] Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys Glu
[2720] 305 310 315 320
[2721]  Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys
[2722] 325 330 335
[2723] Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[2724] 340 345 350

[2725] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[2726] 355 360 365

[2727] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[2728] 370 375 380

[2729]  Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu
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[2730] 385 390 395 400
[2731] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[2732] 405 410 415
[2733]  Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[2734] 420 425 430

[2735] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[2736] 435 440 445

[2737] Lys

[2738] <210> 76

[2739] <211> 214

[2740] <212> PRT

[2741]  <213> N4

[2742]  <220>

[2743]  <223> & Rf: 18B10 (&K EyAEA AL 4E)

[2744]  <400> 76

[2745] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[2746] 1 5 10 15
[2747] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[2748] 20 25 30

[2749] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[2750] 35 40 45

[2751] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[2752] 50 55 60

[2753] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[2754] 65 70 75 80
[2755] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[2756] 85 90 95
[2757] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[2758] 100 105 110

[2759] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[2760] 115 120 125

[2761] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[2762] 130 135 140

[2763] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[2764] 145 150 155 160
[2765]  Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[2766] 165 170 175
[2767] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[2768] 180 185 190

[2769] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[2770] 195 200 205

[2771]  Phe Asn Arg Gly Glu Cys
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[2772]
[2773]
[2774]
[2775]
[2776]
[2777]
[2778]
[2779]
[2780]
[2781]
[2782]
[2783]
[2784]
[2785]
[2786]
[2787]
[2788]
[2789]
[2790]
[2791]
[2792]
[2793]
[2794]
[2795]
[2796]
[2797]
[2798]
[2799]
[2800]
[2801]
[2802]
[2803]
[2804]
[2805]
[2806]
[2807]
[2808]
[2809]
[2810]
[2811]
[2812]
[2813]

210
210> 77
<211> 452
<212> PRT
213> NILF%)
220>
<223> A 18E10.1gG1 (VH + TgGl)
<400> 77
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val
1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe
20 25
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys
35 40
Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Tyr
50 55
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser
65 70 75
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90
Ala Arg Gly Gly Arg Ile Ala Val Ala Phe Tyr
100 105
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120
Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
130 135
Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
145 150 155
Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
165 170
Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
180 185
Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
195 200
Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
210 215
Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
225 230 235
Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
245 250
Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
260 265

123

Val
Thr
Gly
Tyr
60

Lys
Ala
Tyr
Ala
Ser
140
Phe
Gly
Leu
Tyr
Arg
220
Pro

Lys

Val

Gln

Phe

Leu

45

Ala

Asn

Val

Ser

Ser

125

Thr

Pro

Val

Ser

Ile

205

Val

Ala

Pro

Val

Pro

Ser

30

Glu

Asp

Thr

Tyr

Met

110

Thr

Ser

Glu

His

Ser

190

Cys

Glu

Pro

Lys

Val
270

Gly
15

Ser

Ser

Leu

Tyr

95

Asp

Lys

Gly

Pro

Thr

175

Val

Asn

Pro

Glu

Asp

255
Asp

Arg

Tyr

Val

Val

Tyr

80

Cys

Val

Gly

Gly

Val

160

Phe

Val

Val

Lys

Leu

240

Thr

Val
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[2814] Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
[2815] 275 280 285

[2816] Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
[2817] 290 295 300

[2818] Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
[2819] 305 310 315 320
[2820] Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
[2821] 325 330 335
[2822] Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
[2823] 340 345 350

[2824] Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
[2825] 355 360 365

[2826] Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
[2827] 370 375 380

[2828] Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
[2829] 385 390 395 400
[2830] Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
[2831] 405 410 415
[2832] Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
[2833] 420 425 430

[2834] Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
[2835] 435 440 445

[2836] Leu Ser Pro Gly

[2837] 450

[2838] <210> 78

[2839]  <211> 452

[2840]  <212> PRT

[2841]  <213> N T¢I

[2842]  <220>

[2843]  <223> A H: 18E10.1gG1.1 (VH + IgGl.1)

[2844]  <400> 78

[2845] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[2846] 1 5 10 15
[2847] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[2848] 20 25 30

[2849] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[2850] 35 40 45

[2851] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[2852] 50 55 60

[2853] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[2854] 65 70 75 80
[2855] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
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[2856] 85 90 95
[2857] Ala Arg Gly Gly Arg Ile Ala Val Ala Phe Tyr Tyr Ser Met Asp Val
[2858] 100 105 110

[2859] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[2860] 115 120 125

[2861] Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
[2862] 130 135 140

[2863] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[2864] 145 150 155 160
[2865] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[2866] 165 170 175
[2867] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[2868] 180 185 190

[2869] Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
[2870] 195 200 205

[2871]  Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys
[2872] 210 215 220

[2873] Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala
[2874] 225 230 235 240
[2875] Glu Gly Ala Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
[2876] 245 250 255
[2877] Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
[2878] 260 265 270

[2879] Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
[2880] 275 280 285

[2881] Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
[2882] 290 295 300

[2883] Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
[2884] 305 310 315 320
[2885] Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser
[2886] 325 330 335
[2887] Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
[2888] 340 345 350

[2889] Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
[2890] 355 360 365

[2891] Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
[2892] 370 375 380

[2893] Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
[2894] 385 390 395 400
[2895] Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
[2896] 405 410 415
[2897] Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
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[2898] 420 425 430

[2899] Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
[2900] 435 440 445

[2901] Leu Ser Pro Gly

[2902] 450

[2903]  <210> 79

[2904] <211> 214

[2905]  <212> PRT

[2906] <213> NLF%

[2907]  <220>

[2908]  <223> &HY: 18E10.1gGl (VL + CL)

[2909]  <400> 79

[2910] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[2911] 1 5 10 15
[2912]  Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[2913] 20 25 30

[2914] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[2915] 35 40 45

[2916] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[2917] 50 55 60

[2918]  Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[2919] 65 70 75 80
[2920]  Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[2921] 85 90 95
[2922] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[2923] 100 105 110

[2924] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[2925] 115 120 125

[2926] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[2927] 130 135 140

[2928] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[2929] 145 150 155 160
[2930] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[2931] 165 170 175
[2932] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[2933] 180 185 190

[2934] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[2935] 195 200 205

[2936] Phe Asn Arg Gly Glu Cys

[2937] 210

[2938] <210> 80

[2939] <211> 5
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[2940]
[2941]
[2942]
[2943]
[2944]
[2945]
[2946]
[2947]
[2948]
[2949]
[2950]
[2951]
[2952]
[2953]
[2954]
[2955]
[2956]
[2957]
[2958]
[2959]
[2960]
[2961]
[2962]
[2963]
[2964]
[2965]
[2966]
[2967]
[2968]
[2969]
[2970]
[2971]
[2972]
[2973]
[2974]
[2975]
[2976]
[2977]
[2978]
[2979]
[2980]
[2981]

212>
<213>
220>
<223>
<400>

PRT
NLF5

&R 18E10 VH CDR1
80

Ser Tyr Gly Met His

1

210>
<2115
212>
<213>
220>
<223>
<400>

Val Ile Trp Tyr Ala Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys

1

Gly
210>
211>
212>
213>
220>
223>
<400>

Gly Gly Arg Ile Ala Val Ala Phe Tyr Tyr Ser Met Asp Val

1

<210>
211>
212>
213>
<220>
223>
<400>

Arg Ala Ser Gln Gly Ile Ser Ser Trp Leu Ala

1

<210>
<2115
212>
213>
<220>
223>
<400>

5
81

17

PRT

NTLFH)

AR 18E10 VH CDR2

81

5

82
14

PRT
NLFF3

ARl : 18E10 VH CDR3
82

5
83

11

PRT

ANTF5

4R 18E10 VL CDRI

83

5
84

7

PRT

N5

AR 18E10 VL CDR2

84
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[2982]
[2983]
[2984]
[2985]
[2986]
[2987]
[2988]
[2989]
[2990]
[2991]
[2992]
[2993]
[2994]
[2995]
[2996]
[2997]
[2998]
[2999]
[3000]
[3001]
[3002]
[3003]
[3004]
[3005]
[3006]
[3007]
[3008]
[3009]
[3010]
[3011]
[3012]
[3013]
[3014]
[3015]
[3016]
[3017]
[3018]
[3019]
[3020]
[3021]
[3022]
[3023]

Ala Ala Ser Ser Leu Gln Ser

1

<210> 85
211> 9
<212> PR

<213>

<220>

223>

<400> 85
Gln Gln Tyr Asn Ser Tyr Pro Tyr Thr

1

<210> 86
211> 44
212> PR

<213>

220>

<223>

<400> 86
Gln Val Gln Leu

1

Ser

Gly

Ala

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Pro

Leu
Met
Val
50

Gly
Gln
Arg
Gly
Ser
130
Ala

Val

Ala

T

8
T

Arg
His
35

Ile
Arg
Met
Gly
Gln
115
Val
Ala

Ser

Val

N3

NI

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gly
Phe
Leu

Trp

Leu
180

5

5

Val
5

Ser

Val

Tyr

Thr

Ser

85

Arg

Thr

Pro

Gly

Asn

165
Gln

AR 18E10 (VH

Glu

Cys

Arg

Ala

Ile

70

Leu

Ile

Thr

Leu

Cys

150

Ser

Ser

4 R 18E10 VL CDR3

+ (2(C219S)) B{18E10-1gG2-C219S

Ser Gly Gly Gly Val

Ala
Gln
Gly
55
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Ser
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[3024] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[3025] 195 200 205

[3026] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[3027] 210 215 220

[3028] Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
[3029] 225 230 235 240
[3030] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[3031] 245 250 255
[3032] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[3033] 260 265 270

[3034] Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[3035] 275 280 285

[3036] Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg Val
[3037] 290 295 300

[3038] Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys Glu
[3039] 305 310 315 320
[3040] Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys
[3041] 325 330 335
[3042] Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[3043] 340 345 350

[3044] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[3045] 355 360 365

[3046] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[3047] 370 375 380

[3048] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu
[3049] 385 390 395 400
[3050] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[3051] 405 410 415
[3052] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[3053] 420 425 430

[3054] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[3055] 435 440 445

[3056]  <210> 87

[3057]  <211> 449

[3058] <212> PRT

[3059] <213> ANTLJF%

[3060]  <220>

[3061]  <223> AEM: 18E10 (VH + G2.g1) 8(18E10-1gG2-1gG1

[3062]  <400> 87

[3063] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[3064] 1 5 10 15
[3065] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
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[3066] 20 25 30

[3067] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[3068] 35 40 45

[3069] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[3070] 50 55 60

[3071] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[3072] 65 70 75 80
[3073] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[3074] 85 90 95
[3075] Ala Arg Gly Gly Arg Ile Ala Val Ala Phe Tyr Tyr Ser Met Asp Val
[3076] 100 105 110

[3077] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[3078] 115 120 125

[3079]  Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[3080] 130 135 140

[3081] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[3082] 145 150 155 160
[3083] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[3084] 165 170 175
[3085] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[3086] 180 185 190

[3087] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[3088] 195 200 205

[3089] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[3090] 210 215 220

[3091] Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly
[3092] 225 230 235 240
[3093] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[3094] 245 250 255
[3095] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[3096] 260 265 270

[3097] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[3098] 275 280 285

[3099] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[3100] 290 295 300

[3101] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[3102] 305 310 315 320
[3103] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu
[3104] 325 330 335
[3105] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[3106] 340 345 350

[3107] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
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[3108] 355 360 365

[3109] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[3110] 370 375 380

[3111]  Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[3112] 385 390 395 400
[3113] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[3114] 405 410 415
[3115] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[3116] 420 425 430

[3117]  Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[3118] 435 440 445

[3119] Gly

[3120] <210> 88

[3121]  <211> 448

[3122]  <212> PRT

[3123]  <213> NLF%

[3124] <220>

[3125]  <223> & f%f): 18E10 (VH + G2.gl.1) B18E10-1gG2-1gG1.1

[3126]  <400> 88

[3127]  Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[3128] 1 5 10 15
[3129] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[3130] 20 25 30

[3131] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[3132] 35 40 45

[3133] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[3134] 50 55 60

[3135] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[3136] 65 70 75 80
[3137] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[3138] 85 90 95
[3139] Ala Arg Gly Gly Arg Ile Ala Val Ala Phe Tyr Tyr Ser Met Asp Val
[3140] 100 105 110

[3141] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[3142] 115 120 125

[3143] Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[3144] 130 135 140

[3145] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[3146] 145 150 155 160
[3147] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[3148] 165 170 175
[3149] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
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[3150] 180 185 190

[3151] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[3152] 195 200 205

[3153] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[3154] 210 215 220

[3155] Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
[3156] 225 230 235 240
[3157] Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[3158] 245 250 255
[3159] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[3160] 260 265 270

[3161] Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[3162] 275 280 285

[3163] Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
[3164] 290 295 300

[3165] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[3166] 305 310 315 320
[3167] Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys
[3168] 325 330 335
[3169] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[3170] 340 345 350

[3171] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[3172] 355 360 365

[3173] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[3174] 370 375 380

[3175] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[3176] 385 390 395 400
[3177] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[3178] 405 410 415
[3179] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[3180] 420 425 430

[3181] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[3182] 435 440 445

[3183]  <210> 89

[3184]  <211> 449

[3185]  <212> PRT

[3186]  <213> N5

[3187]  <220>

[3188] <223> &RAT: 18E10 (VH + G2(C219S) .g1) 818E10-1gG2-C219S-1gG1
[3189]  <400> 89

[3190] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[3191]1 1 5 10 15
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[3192] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[3193] 20 25 30

[3194] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[3195] 35 40 45

[3196] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[3197] 50 55 60

[3198] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[3199] 65 70 75 80
[3200] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[3201] 85 90 95
[3202] Ala Arg Gly Gly Arg Ile Ala Val Ala Phe Tyr Tyr Ser Met Asp Val
[3203] 100 105 110

[3204] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[3205] 115 120 125

[3206] Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[3207] 130 135 140

[3208] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[3209] 145 150 155 160
[3210] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[3211] 165 170 175
[3212] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[3213] 180 185 190

[3214] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[3215] 195 200 205

[3216] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[3217] 210 215 220

[3218] Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly
[3219] 225 230 235 240
[3220] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[3221] 245 250 255
[3222]  Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[3223] 260 265 270

[3224] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[3225] 275 280 285

[3226] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[3227] 290 295 300

[3228] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[3229] 305 310 315 320
[3230] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu
[3231] 325 330 335
[3232] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[3233] 340 345 350
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[3234] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[3235] 355 360 365

[3236] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[3237] 370 375 380

[3238] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[3239] 385 390 395 400
[3240] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[3241] 405 410 415
[3242] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[3243] 420 425 430

[3244] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[3245] 435 440 445

[3246] Gly

[3247]  <210> 90

[3248]  <211> 448

[3249]  <212> PRT

[3250]  <213> N TJ¥4i

[3251]  <220>

[3252] <223> &RKHT: 18E10 (VH + G2(C219S) .gl.1) B{18E10-1gG2-C219S-1gG1.1
[3253]  <400> 90

[3254] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[3255] 1 5 10 15
[3256] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[3257] 20 25 30

[3258] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[3259] 35 40 45

[3260] Ala Val Ile Trp Tyr Ala Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[3261] 50 55 60

[3262] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[3263] 65 70 75 80
[3264] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[3265] 85 90 95
[3266] Ala Arg Gly Gly Arg Ile Ala Val Ala Phe Tyr Tyr Ser Met Asp Val
[3267] 100 105 110

[3268] Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
[32691] 115 120 125

[3270] Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
[3271] 130 135 140

[3272] Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
[3273] 145 150 155 160
[3274] Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
[3275] 165 170 175
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[3276] Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
[3277] 180 185 190

[3278] Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
[3279] 195 200 205

[3280] Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg Lys
[3281] 210 215 220

[3282] Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
[3283] 225 230 235 240
[3284]  Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
[3285] 245 250 255
[3286] Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
[3287] 260 265 270

[3288] Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
[3289] 275 280 285

[3290] Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
[3291] 290 295 300

[3292] Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
[3293] 305 310 315 320
[3294] Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys
[3295] 325 330 335
[3296] Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
[3297] 340 345 350

[3298] Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
[3299] 355 360 365

[3300] Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
[3301] 370 375 380

[3302] Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
[3303] 385 390 395 400
[3304] Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
[3305] 405 410 415
[3306] Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
[3307] 420 425 430

[3308] Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
[3309] 435 440 445

[3310] <210> 91

[3311]  <211> 117

[3312]  <212> PRT

[3313]  <213> ANTLJF%

[3314]  <220>

[3315]  <223> & Affy: 3C3 (VH)

[3316]  <400> 91

[3317]  Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
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[3318] 1 5 10 15
[3319] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[3320] 20 25 30

[3321] Tyr Trp Thr Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[3322] 35 40 45

[3323] Gly Lys Ile Asn His Ser Gly Asn Thr Asn Tyr Asn Pro Ser Leu Lys
[3324] 50 55 60

[3325] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu
[3326] 65 70 75 80
[3327] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[3328] 85 90 95
[3329] Arg Leu Gly Ala Phe Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[3330] 100 105 110

[3331] Val Thr Val Ser Ser

[3332] 115

[3333] <210> 92

[3334] <211> 107

[3335]  <212> PRT

[3336]  <213> N TJ¢Ai

[3337]  <220>

[3338]  <223> & ff: 3C3 (VLI)

[3339]  <400> 92

[3340] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[3341]1 1 5 10 15
[3342] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[3343] 20 25 30

[3344] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[3345] 35 40 45

[3346] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[3347] 50 55 60

[3348] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[3349] 65 70 75 80
[3350] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[3351] 85 90 95
[3352] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

[3353] 100 105

[3354]  <210> 93

[3355] <211> 106

[3356] <212> PRT

[3357] <213> NTLF%

[3358]  <220>

[3359]  <223> &pM: 3C3 (VL2)
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[3360]  <400> 93

[3361] Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
[3362] 1 5 10 15
[3363] Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Gly Val Ser Ser Tyr
[3364] 20 25 30

[3365] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
[3366] 35 40 45

[3367] Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
[3368] 50 55 60

[3369] Ser Gly Pro Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
[3370] 65 70 75 80
[3371]  Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp His Thr
[3372] 85 90 95
[3373] Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

[3374] 100 105

[3375]  <210> 94

[3376]  <211> 447

[3377]  <212> PRT

[3378]  <213> N T¢I

[3379]  <220>

[3380]  <223> &AiMI: 3C3 (A KH7A- Y &%)

[3381]  <400> 94

[3382] Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[3383] 1 5 10 15
[3384] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[3385] 20 25 30

[3386] Tyr Trp Thr Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[3387] 35 40 45

[3388] Gly Lys Ile Asn His Ser Gly Asn Thr Asn Tyr Asn Pro Ser Leu Lys
[3389] 50 55 60

[3390] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu
[3391] 65 70 75 80
[3392] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[3393] 85 90 95
[3394] Arg Leu Gly Ala Phe Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[3395] 100 105 110

[3396] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[3397] 115 120 125

[3398] Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
[3399] 130 135 140

[3400] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[3401] 145 150 155 160
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[3402] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[3403] 165 170 175
[3404] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
[3405] 180 185 190

[3406] Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn
[3407] 195 200 205

[3408] Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His
[3409] 210 215 220

[3410] Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
[3411] 225 230 235 240
[3412]  Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
[3413] 245 250 255
[3414]  Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
[3415] 260 265 270

[3416] Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
[3417] 275 280 285

[3418] Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser
[3419] 290 295 300

[3420] Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
[3421] 305 310 315 320
[3422] Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile
[3423] 325 330 335
[3424] Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
[3425] 340 345 350

[3426] Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
[3427] 355 360 365

[3428] Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
[3429] 370 375 380

[3430] Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
[3431] 385 390 395 400
[3432] Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
[3433] 405 410 415
[3434] Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
[3435] 420 425 430

[3436] His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
[3437] 435 440 445

[3438]  <210> 95

[3439] <211> 214

[3440]  <212> PRT

[3441]  <213> NTJF4I

[3442]  <220>

[3443]  <223> &f): 3C3 L1 (KA 1)
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[3444]  <400> 95

[3445] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[3446] 1 5 10 15
[3447] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[3448] 20 25 30

[3449] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[3450] 35 40 45

[3451] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[3452] 50 55 60

[3453] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[3454] 65 70 75 80
[3455] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[3456] 85 90 95
[3457] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[3458] 100 105 110

[3459] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[3460] 115 120 125

[3461] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[3462] 130 135 140

[3463] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[3464] 145 150 155 160
[3465] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[3466] 165 170 175
[3467] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[3468] 180 185 190

[3469] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[3470] 195 200 205

[3471]  Phe Asn Arg Gly Glu Cys

[3472] 210

[3473] <210> 96

[3474] <211> 213

[3475]  <212> PRT

[3476]  <213> N7

[3477]  <220>

[3478]  <223> &RELKI: 3C3 L2 (&KIFARREE 2)

[3479]  <400> 96

[3480] Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
[3481] 1 5 10 15
[3482] Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Gly Val Ser Ser Tyr
[3483] 20 25 30

[3484] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
[3485] 35 40 45
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[3486] Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
[3487] 50 55 60

[3488] Ser Gly Pro Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
[3489] 65 70 75 80
[3490] Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp His Thr
[3491] 85 90 95
[3492]  Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala Pro
[3493] 100 105 110

[3494] Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr
[3495] 115 120 125

[3496] Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys
[3497] 130 135 140

[3498] Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu
[3499] 145 150 155 160
[3500] Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser
[3501] 165 170 175
[3502] Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala
[3503] 180 185 190

[3504] Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe
[3505] 195 200 205

[3506] Asn Arg Gly Glu Cys

[3507] 210

[3508] <210> 97

[3509] <211> 446

[3510]  <212> PRT

[3511]1  <213> N5

[3512] <220>

[3513]  <223> & pkff: 3C3.1gG1 (VH + IgGl)

[3514]  <400> 97

[3515] Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[3516] 1 5 10 15
[3517] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[3518] 20 25 30

[3519] Tyr Trp Thr Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[3520] 35 40 45

[3521] Gly Lys Ile Asn His Ser Gly Asn Thr Asn Tyr Asn Pro Ser Leu Lys
[3522] 50 55 60

[3523] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu
[3524] 65 70 75 80
[3525] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[3526] 85 90 95
[3527] Arg Leu Gly Ala Phe Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
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[3528] 100 105 110

[3529] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[3530] 115 120 125

[3531] Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
[3532] 130 135 140

[3533] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[3534] 145 150 155 160
[3535] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[3536] 165 170 175
[3537] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
[3538] 180 185 190

[3539] Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn
[3540] 195 200 205

[3541] Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His
[3542] 210 215 220

[3543] Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
[3544] 225 230 235 240
[3545] Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
[3546] 245 250 255
[3547] Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
[3548] 260 265 270

[3549] Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
[3550] 275 280 285

[3551] Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser
[3552] 290 295 300

[3553] Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
[3554] 305 310 315 320
[3555] Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile
[3556] 325 330 335
[3557] Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
[3558] 340 345 350

[3559] Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
[35601] 355 360 365

[3561] Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
[3562] 370 375 380

[3563] Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
[3564] 385 390 395 400
[3565] Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
[3566] 405 410 415
[3567] Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
[3568] 420 425 430

[3569] His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
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[3570] 435 440 445

[3571]  <210> 98

[3572] <211> 446

[3573]  <212> PRT

[3574]  <213> NTLJ#4I

[3575]  <220>

[3576]  <223> HHE): 3C3.1gGl.1 (VH + IgGl.1)

[3577]  <400> 98

[3578]  Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[3579] 1 5 10 15
[3580] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[3581] 20 25 30

[3582] Tyr Trp Thr Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[3583] 35 40 45

[3584] Gly Lys Ile Asn His Ser Gly Asn Thr Asn Tyr Asn Pro Ser Leu Lys
[3585] 50 55 60

[3586] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu
[3587] 65 70 75 80
[3588] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[3589] 85 90 95
[3590] Arg Leu Gly Ala Phe Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[3591] 100 105 110

[3592] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[3593] 115 120 125

[3594] Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
[3595] 130 135 140

[3596] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[3597] 145 150 155 160
[3598] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[3599] 165 170 175
[3600] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
[3601] 180 185 190

[3602] Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn
[3603] 195 200 205

[3604] Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His
[3605] 210 215 220

[3606] Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Glu Gly Ala Pro Ser Val
[3607] 225 230 235 240
[3608] Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
[3609] 245 250 255
[3610] Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
[3611] 260 265 270
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[3612] Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
[3613] 275 280 285

[3614] Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser
[3615] 290 295 300

[3616] Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
[3617] 305 310 315 320
[3618] Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys Thr Ile
[3619] 325 330 335
[3620] Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
[3621] 340 345 350

[3622] Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
[3623] 355 360 365

[3624] Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
[3625] 370 375 380

[3626] Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
[3627] 385 390 395 400
[3628] Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
[3629] 405 410 415
[3630] Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
[3631] 420 425 430

[3632] His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[3633] 435 440 445

[3634]  <210> 99

[3635] <211> 214

[3636]  <212> PRT

[3637]  <213> N5

[3638]  <220>

[3639]  <223> & pffy: 3C3.1gG1 (VL1 + CL)

[3640]  <400> 99

[3641] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[3642] 1 5 10 15
[3643] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[3644] 20 25 30

[3645] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[3646] 35 40 45

[3647] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[3648] 50 55 60

[3649]  Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[3650] 65 70 75 80
[3651]  Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[3652] 85 90 95
[3653] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
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[3654] 100 105 110

[3655] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[3656] 115 120 125

[3657] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[3658] 130 135 140

[3659] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[3660] 145 150 155 160
[3661] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[3662] 165 170 175
[3663] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[3664] 180 185 190

[3665] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[3666] 195 200 205

[3667] Phe Asn Arg Gly Glu Cys

[3668] 210

[3669]  <210> 100

[3670] <211> 213

[3671]  <212> PRT

[3672]  <213> NTJ¥A

[3673]  <220>

[3674]  <223> & f: 3C31gGl.2 (VL2 + CL)

[3675]  <400> 100

[3676] Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
(36771 1 5 10 15
[3678] Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Gly Val Ser Ser Tyr
[3679] 20 25 30

[3680] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
[3681] 35 40 45

[3682] Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
[3683] 50 55 60

[3684] Ser Gly Pro Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
[3685] 65 70 75 80
[3686] Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp His Thr
[3687] 85 90 95
[3688] Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala Pro
[3689] 100 105 110

[3690] Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr
[3691] 115 120 125

[3692] Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys
[3693] 130 135 140

[3694] Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu
[3695] 145 150 155 160
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[3696]
[3697]
[3698]
[3699]
[3700]
[3701]
[3702]
[3703]
[3704]
[3705]
[3706]
[3707]
[3708]
[3709]
[3710]
[3711]
[3712]
[3713]
[3714]
[3715]
[3716]
[3717]
[3718]
[3719]
[3720]
[3721]
[3722]
[3723]
[3724]
[3725]
[3726]
[3727]
[3728]
[3729]
[3730]
[3731]
[3732]
[3733]
[3734]
[3735]
[3736]
[3737]

Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser

165

Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala

180

Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe

195 200
Asn Arg Gly Glu Cys
210
<210> 101
211> 5
<212> PRT
213> NTJF%|
<220>
<223> &R : 3C3 VH CDRI
<400> 101
Gly Tyr Tyr Trp Thr
1 5
<210> 102
211> 16
<212> PRT
213> NTJF5
<220>
<223> & HHI: 3C3 VH CDR2
<400> 102

Lys Ile Asn His Ser Gly Asn Thr Asn Tyr Asn Pro Ser Leu Lys Ser

1 5
<210> 103

211> 9

<212> PRT

213> NP5

<220>

<223> AR 3C3 VH CDR3

<400> 103

Leu Gly Ala Phe Asp Ala Phe Asp
1 5

<210> 104

211> 11

<212> PRT

213> NTJF4

<220>

<223> A RfF: 3C3 VL1 CDRI
<400> 104

185

Ile

145

170

10

205

190

175

15
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[3738]
[3739]
[3740]
[3741]
[3742]
[3743]
[3744]
[3745]
[3746]
[3747]
[3748]
[3749]
[3750]
[3751]
[3752]
[3753]
[3754]
[3755]
[3756]
[3757]
[3758]
[3759]
[3760]
[3761]
[3762]
[3763]
[3764]
[3765]
[3766]
[3767]
[3768]
[3769]
[3770]
[3771]
[3772]
[3773]
[3774]
[3775]
[3776]
[3777]
[3778]
[3779]

Arg Ala Ser Gln Gly Ile Ser Ser Trp Leu Ala
1 5 10
<210> 105

Q11> 7

<212> PRT

213> N5

220>

<223> AU 3C3 VL1 CDR2

<400> 105

Ala Ala Ser Ser Leu Gln Ser

1 5

<210> 106

211> 9

<212> PRT

213> NLF%

220>

<223> A HUH: 3C3 VL1 CDR3

<400> 106

Gln Gln Tyr Asn Ser Tyr Pro Tyr Thr
1 5

<210> 107

211> 11

<212> PRT

213> NLF3

220>

<223> A HU: 3C3 VL2 CDR1

<400> 107

Arg Ala Ser Gln Gly Val Ser Ser Tyr Leu Ala
1 5 10
<210> 108

Q211> 7

<212> PRT

213> NTLF4

220>

<223> A HU: 3C3 VL2 CDR2

<400> 108

Asp Ala Ser Asn Arg Ala Thr

1 5

<210> 109

211> 8

<212> PRT

213> NILF%)
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[3780]  <220>

[3781]  <223> &AUy: 3C3 VL2 CDR3

[3782]  <400> 109

[3783] Gln Gln Arg Ser Asn Trp His Thr

[3784] 1 5

[3785]  <210> 110

[3786]  <211> 442

[3787]  <212> PRT

[3788] <213> AT/

[3789]  <220>

[3790]  <223> & kf: 3C3 (VH + G2) 8L3C3-1gG2

[3791]  <400> 110

[3792]  Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[3793] 1 5 10 15
[3794] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[3795] 20 25 30

[3796] Tyr Trp Thr Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[3797] 35 40 45

[3798] Gly Lys Ile Asn His Ser Gly Asn Thr Asn Tyr Asn Pro Ser Leu Lys
[3799] 50 55 60

[3800] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu
[3801] 65 70 75 80
[3802] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[3803] 85 90 95
[3804] Arg Leu Gly Ala Phe Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[3805] 100 105 110

[3806] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[3807] 115 120 125

[3808] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[3809] 130 135 140

[3810] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[3811] 145 150 155 160
[3812] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[3813] 165 170 175
[3814] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[3815] 180 185 190

[3816] Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[3817] 195 200 205

[3818] Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro
[3819] 210 215 220

[3820] Pro Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro
[3821] 225 230 235 240
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[3822] Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
[3823] 245 250 255
[3824] Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn
[3825] 260 265 270

[3826] Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[3827] 275 280 285

[3828] Glu Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val
[3829] 290 295 300

[3830] Val His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[3831] 305 310 315 320
[3832] Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys
[3833] 325 330 335
[3834] Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu
[3835] 340 345 350

[3836] Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[3837] 355 360 365

[3838] Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[3839] 370 375 380

[3840] Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe
[3841] 385 390 395 400
[3842] Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
[3843] 405 410 415
[3844] Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
[3845] 420 425 430

[3846] Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[3847] 435 440

[3848] <210> 111

[3849]  <211> 442

[3850] <212> PRT

[3851] <213> NLF%

[3852] <220>

[3853]  <223> &ff): 3C3 (VH + G2(C219S)) 5{3C3-1gG2-C219S

[3854]  <400> 111

[3855] Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[3856] 1 5 10 15
[3857] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[3858] 20 25 30

[3859] Tyr Trp Thr Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[38601] 35 40 45

[3861] Gly Lys Ile Asn His Ser Gly Asn Thr Asn Tyr Asn Pro Ser Leu Lys
[3862] 50 55 60

[3863] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu
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[3864] 65 70 75 80
[3865] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[3866] 85 90 95
[3867] Arg Leu Gly Ala Phe Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[3868] 100 105 110

[3869] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[3870] 115 120 125

[3871] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[3872] 130 135 140

[3873] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[3874] 145 150 155 160
[3875] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[3876] 165 170 175
[3877] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[3878] 180 185 190

[3879] Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[3880] 195 200 205

[3881] Thr Lys Val Asp Lys Thr Val Glu Arg Lys Ser Cys Val Glu Cys Pro
[3882] 210 215 220

[3883] Pro Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro
[3884] 225 230 235 240
[3885] Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
[3886] 245 250 255
[3887] Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn
[3888] 260 265 270

[3889] Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[3890] 275 280 285

[3891] Glu Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val
[3892] 290 295 300

[3893] Val His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[3894] 305 310 315 320
[3895] Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys
[3896] 325 330 335
[3897] Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu
[3898] 340 345 350

[3899] Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[3900] 355 360 365

[3901] Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[3902] 370 375 380

[3903] Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe
[3904] 385 390 395 400
[3905] Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
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[3906] 405 410 415
[3907] Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
[3908] 420 425 430

[3909] Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[3910] 435 440

[3911]  <210> 112

[3912]  <211> 443

[3913]  <212> PRT

[3914]  <213> NTJ#4I

[3915]  <220>

[3916]  <223> AEM): 3C3 (VH + G2.g1) B3C3-1gG2-1gG1

[3917]  <400> 112

[3918]  Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[3919] 1 5 10 15
[3920] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[3921] 20 25 30

[3922] Tyr Trp Thr Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[3923] 35 40 45

[3924] Gly Lys Ile Asn His Ser Gly Asn Thr Asn Tyr Asn Pro Ser Leu Lys
[3925] 50 55 60

[3926] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu
[3927] 65 70 75 80
[3928] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[3929] 85 90 95
[3930] Arg Leu Gly Ala Phe Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[3931] 100 105 110

[3932] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[3933] 115 120 125

[3934] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[3935] 130 135 140

[3936] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[3937] 145 150 155 160
[3938] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[3939] 165 170 175
[3940] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[3941] 180 185 190

[3942]  Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[3943] 195 200 205

[3944] Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro
[3945] 210 215 220

[3946] Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe
[3947] 225 230 235 240
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[3948] Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val
[3949] 245 250 255
[3950] Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe
[3951] 260 265 270

[3952] Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
[3953] 275 280 285

[3954] Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
[3955] 290 295 300

[3956] Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
[3957] 305 310 315 320
[3958] Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala
[3959] 325 330 335
[3960] Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg
[3961] 340 345 350

[3962]  Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
[3963] 355 360 365

[3964]  Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
[3965] 370 375 380

[3966] Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
[3967] 385 390 395 400
[3968] Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln
[39691] 405 410 415
[3970] Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
[3971] 420 425 430

[3972] Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[3973] 435 440

[3974] <210> 113

[3975]  <211> 442

[3976]  <212> PRT

[3977]1 <213> NLF%

[3978]  <220>

[3979]  <223> &R): 3C3 (VH + G2.g1.1) B3C3-1gG2-1gG1.1

[3980]  <400> 113

[3981] Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[3982] 1 5 10 15
[3983] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[3984] 20 25 30

[3985] Tyr Trp Thr Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[3986] 35 40 45

[3987] Gly Lys Ile Asn His Ser Gly Asn Thr Asn Tyr Asn Pro Ser Leu Lys
[3988] 50 55 60

[3989] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu
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[3990] 65 70 75 80
[3991] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[3992] 85 90 95
[3993] Arg Leu Gly Ala Phe Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[3994] 100 105 110

[3995] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[3996] 115 120 125

[3997] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[3998] 130 135 140

[3999] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[4000] 145 150 155 160
[4001]  Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[4002] 165 170 175
[4003] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[4004] 180 185 190

[4005] Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[4006] 195 200 205

[4007] Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro
[4008] 210 215 220

[4009] Pro Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro
[4010] 225 230 235 240
[4011]  Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
[4012] 245 250 255
[4013] Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn
[4014] 260 265 270

[4015] Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[4016] 275 280 285

[4017]  Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
[4018] 290 295 300

[4019] Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[4020] 305 310 315 320
[4021]  Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys
[4022] 325 330 335
[4023] Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu
[4024] 340 345 350

[4025] Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[4026] 355 360 365

[4027] Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[4028] 370 375 380

[4029] Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
[4030] 385 390 395 400
[4031]  Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
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[4032] 405 410 415
[4033] Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
[4034] 420 425 430

[4035] Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[4036] 435 440

[4037]  <210> 114

[4038] <211> 443

[4039]  <212> PRT

[4040]  <213> N T¢I

[4041]  <220>

[4042]  <223> &RE): 3C3 (VH + G2(C219S) .gl) 83C3-1gG2-C219S-1gG1
[4043]  <400> 114

[4044]  Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[4045] 1 5 10 15
[4046] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[4047] 20 25 30

[4048] Tyr Trp Thr Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[4049] 35 40 45

[4050] Gly Lys Ile Asn His Ser Gly Asn Thr Asn Tyr Asn Pro Ser Leu Lys
[4051] 50 55 60

[4052] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu
[4053] 65 70 75 80
[4054] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[4055] 85 90 95
[4056] Arg Leu Gly Ala Phe Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[4057] 100 105 110

[4058] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[4059] 115 120 125

[4060] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[4061] 130 135 140

[4062] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[4063] 145 150 155 160
[4064] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[4065] 165 170 175
[4066] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[4067] 180 185 190

[4068] Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[4069] 195 200 205

[4070] Thr Lys Val Asp Lys Thr Val Glu Arg Lys Ser Cys Val Glu Cys Pro
[4071] 210 215 220

[4072]  Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe
[4073] 225 230 235 240
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[4074]
[4075]
[4076]
[4077]
[4078]
[4079]
[4080]
[4081]
[4082]
[4083]
[4084]
[4085]
[4086]
[4087]
[4088]
[4089]
[4090]
[4091]
[4092]
[4093]
[4094]
[4095]
[4096]
[4097]
[4098]
[4099]
[4100]
[4101]
[4102]
[4103]
[4104]
[4105]
[4106]
[4107]
[4108]
[4109]
[4110]
[4111]
[4112]
[4113]
[4114]
[4115]

Lys
245
Val

Pro Pro Lys Pro

Thr Cys Val Val
260
Asn Trp Tyr Val
275
Arg Glu Glu Gln Tyr
290

Leu His

Asp

Val
305
Ser Asn Lys

Gln Asp

Ala Leu
325
Gly Gln Pro Arg
340
Glu Glu Met Thr Lys
355
Tyr Pro
370
Glu Asn Asn Tyr Lys
385

Phe

Phe Ser Asp

Phe Ser
405

Ser

Leu Tyr

Phe
420
Tyr Thr Gln Lys
435
115
442
PRT
NTJF4

Gly Asn Val

Ser

210>

Q211>

212>

213>

220>

223>

<400> 115

Gln Val Gln Leu Gln

1 5

Thr Leu Ser Leu Thr

20

Tyr Trp Thr Trp Ile
35

Gly Lys Ile Asn His

50
Ser Arg Val Thr Ile

Asp

Asp

Gly

Asn

Trp

310

Pro

Glu

Asn

Ile

Thr

390

Lys

Cys

Leu

A 303 (VH +

Gln

Cys

Arg

Ser

Ser

Thr Ile Ser
250

Glu Asp

Leu Met

Val Ser His
265

Glu Val

280

Ser Thr Tyr Arg Val

295

Leu Asn Gly Lys

Val His Asn

Glu
315
Glu Lys
330

Tyr Thr

Ala Pro Ile

Pro GIn Val

345

Gln Val Ser Leu Thr

360

Ala Val
375

Thr Pro Pro Val

Glu Trp Glu

Leu
395
Asp Lys
410
His

Leu Thr Val

Ser Val Met Glu
425
Ser Leu Ser Pro Gly

440

Arg Thr Pro Glu Val
255

Pro Glu Val Lys

270

Thr Lys

Phe

Ala Lys Pro
285

Val Ser Val Leu Thr

300

Tyr Lys Val

320

Ala

Cys Lys

Thr Ile Ser Lys
335

Leu Pro Pro Ser Arg
350

Leu Val Lys

365

Ser Asn Gly Gln Pro

380

Asp

Cys Gly

Ser
400
Ser Arg Trp Gln Gln
415
Ala Leu His Asn His
430

Ser Asp Gly

G2(C219S) .gl.1) BY3C3-1gG2-C219S-1gG1.1

Trp Gly Ala Gly Leu
10
Ala Val Tyr Gly Gly
25
Gln Pro Pro Gly Lys
40
Gly Asn Thr Asn Tyr
55
Val Asp Thr Ser Lys

154

Leu Lys Pro Ser Glu
15

Ser Gly Tyr

30

Gly Leu Glu Trp Ile
45

Asn Pro

60

Asn GIn Phe Ser Leu

Ser Phe

Ser Leu Lys
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[4116] 65 70 75 80
[4117] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[4118] 85 90 95
[4119] Arg Leu Gly Ala Phe Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[4120] 100 105 110

[4121] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[4122] 115 120 125

[4123] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[4124] 130 135 140

[4125] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[4126] 145 150 155 160
[4127] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[4128] 165 170 175
[4129] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[4130] 180 185 190

[4131]  Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[4132] 195 200 205

[4133] Thr Lys Val Asp Lys Thr Val Glu Arg Lys Ser Cys Val Glu Cys Pro
[4134] 210 215 220

[4135] Pro Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro
[4136] 225 230 235 240
[4137] Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
[4138] 245 250 255
[4139] Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn
[4140] 260 265 270

[4141]  Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[4142] 275 280 285

[4143]  Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
[4144] 290 295 300

[4145] Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[4146] 305 310 315 320
[4147]  Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys
[4148] 325 330 335
[4149] Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu
[4150] 340 345 350

[4151] Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[4152] 355 360 365

[4153] Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[4154] 370 375 380

[4155] Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
[4156] 385 390 395 400
[4157] Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
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[4158] 405 410 415
[4159]  Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
[4160] 420 425 430

[4161] Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[4162] 435 440

[4163]  <210> 116

[4164] <211> 124

[4165]  <212> PRT

[4166]  <213> NTJ#4I

[4167]  <220>

[4168]  <223> & H: 266 (VH)

[4169]  <400> 116

[4170] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
(41711 1 5 10 15
[4172] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Leu Ser Asp Tyr
[4173] 20 25 30

[4174]  Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[4175] 35 40 45

[4176] Thr Val Ile Trp Tyr Asp Gly Ser Asn Lys Phe Tyr Val Asp Ser Val
[4177] 50 55 60

[4178] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[4179] 65 70 75 80
[4180] Leu GIn Met Asn Ser Leu Arg Val Glu Asp Thr Ala Val Tyr Tyr Cys
[4181] 85 90 95
[4182] Ala Arg Gly Gly Arg Leu Ala Thr Gly His Phe Tyr Tyr Val Met Asp
[4183] 100 105 110

[4184] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

[4185] 115 120

[4186] <210> 117

[4187]  <211> 107

[4188]  <212> PRT

[4189]  <213> N TJ¥4I

[4190]  <220>

[4191]  <223> & H: 266 (VL)

[4192]  <400> 117

[4193] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[4194] 1 5 10 15
[4195] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[4196] 20 25 30

[4197] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[4198] 35 40 45

[4199] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
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[4200]
[4201]
[4202]
[4203]
[4204]
[4205]
[4206]
[4207]
[4208]
[4209]
[4210]
[4211]
[4212]
[4213]
[4214]
[4215]
[4216]
[4217]
[4218]
[4219]
[4220]
[4221]
[4222]
[4223]
[4224]
[4225]
[4226]
[4227]
[4228]
[4229]
[4230]
[4231]
[4232]
[4233]
[4234]
[4235]
[4236]
[4237]
[4238]
[4239]
[4240]
[4241]

50

55

Ser Gly Ser Gly Thr Asp Phe Thr Leu

65

70

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln

85

Thr Phe Gly Gln Gly Thr Lys Leu Glu

<210>
211>
212>
213>

220>

223>
<400>

118
450
PRT
NLFH

100

Gln Val Gln Leu

1

Ser

Gly

Thr

Lys

65

Leu

Ala

Val

Gly

Ser

145

Val

Phe

Val

Val

Leu

Met

Val

50

Gly

Gln

Arg

Trp

Pro

130

Thr

Thr

Pro

Thr

Asp
210

Arg
His
35

Ile
Arg
Met
Gly
Gly
115
Ser
Ala
Val
Ala
Val

195
His

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln
Val
Ala
Ser
Val
180

Pro

Lys

105

BRI 266 (kB4R HAE)
118

Val Glu Ser Gly Gly

5

Ser

Val

Tyr

Thr

Ser

85

Arg

Gly

Phe

Leu

Trp

165

Leu

Ser

Pro

Cys

Arg

Asp

Ile

70

Leu

Leu

Thr

Pro

Gly

150

Asn

Gln

Ser

Ser

Ala

Gln

Gly

55

Ser

Arg

Ala

Thr

Leu

135

Cys

Ser

Ser

Asn

Asn

215

Ala
Ala
40

Ser
Arg
Val
Thr
Val
120
Ala
Leu
Gly
Ser
Phe

200
Thr

Ser
25

Pro
Asn
Asp
Glu
Gly
105
Thr
Pro
Val
Ala
Gly
185

Gly

Lys

157

60

Thr Ile Ser Ser Leu Gln Pro

Gln
90
Ile

Gly
10

Gly
Gly
Lys
Asn
Asp
90

His
Val
Cys
Lys
Leu
170
Leu

Thr

Val

75

80

Tyr Asn Ser Tyr Pro Tyr

Lys

Val

Phe

Lys

Phe

Ser

75

Thr

Phe

Ser

Ser

Asp

155

Thr

Tyr

Gln

Asp

Val

Ile

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Arg

140

Tyr

Ser

Ser

Thr

Lys
220

Gln

Leu

Leu

45

Val

Asn

Val

Tyr

Ala

125

Ser

Phe

Gly

Leu

Tyr

205
Thr

Pro
Ser
30

Glu
Asp
Thr
Tyr
Val
110
Ser
Thr
Pro
Val
Ser
190

Thr

Val

95

Gly
15
Asp

Ser
Leu
Tyr
95

Met
Thr
Ser
Glu
His
175
Ser

Cys

Glu

Gly

Tyr

Val

Val

Tyr

80

Cys

Asp

Lys

Glu

Pro

160

Thr

Val

Asn

Arg



CN 107743586 B ,? yu % 102/203 71
[4242] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[4243] 225 230 235 240
[4244] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[4245] 245 250 255
[4246]  Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[4247] 260 265 270

[4248] Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[4249] 275 280 285

[4250] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg
[4251] 290 295 300

[4252] Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys
[4253] 305 310 315 320
[4254]  Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu
[4255] 325 330 335
[4256] Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[4257] 340 345 350

[4258] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[4259] 355 360 365

[4260] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[4261] 370 375 380

[4262] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[4263] 385 390 395 400
[4264] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[4265] 405 410 415
[4266] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[4267] 420 425 430

[4268] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[4269] 435 440 445

[4270] Gly Lys

[4271] 450

[4272] <210> 119

[4273] <211> 214

[4274]  <212> PRT

[4275]  <213> N5

[4276]  <220>

[4277]  <223> &R 266 (KU AETYARE)

[4278]  <400> 119

[4279] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[4280] 1 5 10 15
[4281] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[4282] 20 25 30

[4283] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
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[4284] 35 40 45

[4285] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[4286] 50 55 60

[4287] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[4288] 65 70 75 80
[4289] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[4290] 85 90 95
[4291]  Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[4292] 100 105 110

[4293] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[4294] 115 120 125

[4295] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[4296] 130 135 140

[4297] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[4298] 145 150 155 160
[4299]  Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[4300] 165 170 175
[4301] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[4302] 180 185 190

[4303] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[4304] 195 200 205

[4305] Phe Asn Arg Gly Glu Cys

[4306] 210

[4307] <210> 120

[4308]  <211> 453

[4309]  <212> PRT

[4310]  <213> N T¢I

[4311]  <220>

[4312]  <223> &R : 2G6.1gGl (VH + IgGl)

[4313]  <400> 120

[4314] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
[4315] 1 5 10 15
[4316] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Leu Ser Asp Tyr
[4317] 20 25 30

[4318] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[4319] 35 40 45

[4320] Thr Val Ile Trp Tyr Asp Gly Ser Asn Lys Phe Tyr Val Asp Ser Val
[4321] 50 55 60

[4322] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[4323] 65 70 75 80
[4324] Leu Gln Met Asn Ser Leu Arg Val Glu Asp Thr Ala Val Tyr Tyr Cys
[4325] 85 90 95
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[4326] Ala Arg Gly Gly Arg Leu Ala Thr Gly His Phe Tyr Tyr Val Met Asp
[4327] 100 105 110

[4328] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[4329] 115 120 125

[4330] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[4331] 130 135 140

[4332] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[4333] 145 150 155 160
[4334] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[4335] 165 170 175
[4336] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[4337] 180 185 190

[4338] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[4339] 195 200 205

[4340] Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[4341] 210 215 220

[4342] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[4343] 225 230 235 240
[4344] Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[4345] 245 250 255
[4346] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[4347] 260 265 270

[4348] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[4349] 275 280 285

[4350] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[4351] 290 295 300

[4352] Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[4353] 305 310 315 320
[4354] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[4355] 325 330 335
[4356] Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[4357] 340 345 350

[4358] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[4359] 355 360 365

[4360] Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[4361] 370 375 380

[4362] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[4363] 385 390 395 400
[4364] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[4365] 405 410 415
[4366] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[4367] 420 425 430
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[4368]
[4369]
[4370]
[4371]
[4372]
[4373]
[4374]
[4375]
[4376]
[4377]
[4378]
[4379]
[4380]
[4381]
[4382]
[4383]
[4384]
[4385]
[4386]
[4387]
[4388]
[4389]
[4390]
[4391]
[4392]
[4393]
[4394]
[4395]
[4396]
[4397]
[4398]
[4399]
[4400]
[4401]
[4402]
[4403]
[4404]
[4405]
[4406]
[4407]
[4408]
[4409]

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu

435

Ser Leu Ser Pro Gly

450

<210> 121
<211> 453
<212> PRT
213> NTLJF51
<220>

223> &Rk : 266.1gGl.1 (VH + IgGl.

<400> 121
Gln Val Gln

1

Ser
Gly
Thr
Lys
65

Leu
Ala
Val
Gly
Gly
145
Val
Phe
Val
Val
Lys

225
Ala

Leu
Met
Val
50

Gly
Gln
Arg
Trp
Pro
130
Thr
Thr
Pro
Thr
Asn
210

Ser

Glu

Arg
His
35

Ile
Arg
Met
Gly
Gly
115
Ser
Ala
Val
Ala
Val
195
His
Cys

Gly

Leu
Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln
Val
Ala
Ser
Val
180
Pro
Lys

Asp

Ala

Val Glu
5
Ser Cys

Val Arg

Tyr Asp

Thr Ile
70

Ser Leu

85

Arg Leu

Gly Thr

Phe Pro

Leu Gly
150

Trp Asn

165

Leu Gln

Ser Ser

Pro Ser

Lys Thr

230

Pro Ser

Ser
Ala
Gln
Gly
55

Ser
Arg
Ala
Thr
Leu
135
Cys
Ser
Ser
Ser
Asn
215
His

Val

440

Gly

Ala

Ala

40

Ser

Val
Thr
Val
120
Ala
Leu
Gly
Ser
Leu
200
Thr

Thr

Phe

Gly
Ser
25

Pro
Asn
Asp
Glu
Gly
105
Thr
Pro
Val
Ala
Gly
185
Gly
Lys

Cys

Leu

161

1)

Gly
10

Gly
Gly
Lys
Asn
Asp
90

His
Val
Ser
Lys
Leu
170
Leu
Thr
Val

Pro

Phe

Val

Phe

Lys

Phe

Ser

75

Thr

Phe

Ser

Ser

Asp

155

Thr

Tyr

Gln

Asp

Pro

235

Pro

Val
Ile
Gly
Tyr
60

Lys
Ala
Tyr
Ser
Lys
140
Tyr
Ser
Ser
Thr
Lys
220

Cys

Pro

445

Gln
Leu
Leu
45

Val
Asn
Val
Tyr
Ala
125
Ser
Phe
Gly
Leu
Tyr
205
Arg

Pro

Lys

Pro

Ser

30

Glu

Asp

Thr

Tyr

Val

110

Ser

Thr

Pro

Val

Ser

190

Ile

Val

Ala

Pro

Gly
15

Asp
Trp
Ser
Leu
Tyr
95

Met
Thr
Ser
Glu
His
175
Ser
Cys
Glu

Pro

Lys

Gly

Tyr

Val

Val

80

Cys

Asp

Gly
Pro
160
Thr
Val
Asn
Pro
Glu

240
Asp
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[4410] 245 250 255
[4411] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[4412] 260 265 270

[4413] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[4414] 275 280 285

[4415] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[4416] 290 295 300

[4417] Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[4418] 305 310 315 320
[4419] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[4420] 325 330 335
[4421] Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[4422] 340 345 350

[4423] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[4424] 355 360 365

[4425] Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[4426] 370 375 380

[4427] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[4428] 385 390 395 400
[4429] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[4430] 405 410 415
[4431] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[4432] 420 425 430

[4433] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[4434] 435 440 445

[4435] Ser Leu Ser Pro Gly

[4436] 450

[4437] <210> 122

[4438] <211> 214

[4439]  <212> PRT

[4440] <213> NLF%

[4441]  <220>

[4442]  <223> & M: 266.1gG1 (VL + CL)

[4443]  <400> 122

[4444] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[4445] 1 5 10 15
[4446] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[4447] 20 25 30

[4448] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[4449] 35 40 45

[4450] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[4451] 50 55 60
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[4452] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[4453] 65 70 75 80
[4454]  Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Tyr
[4455] 85 90 95
[4456] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[4457] 100 105 110

[4458] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[4459] 115 120 125

[4460] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[4461] 130 135 140

[4462] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[4463] 145 150 155 160
[4464]  Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[4465] 165 170 175
[4466] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[4467] 180 185 190

[4468] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[4469] 195 200 205

[4470]  Phe Asn Arg Gly Glu Cys

[4471] 210

[4472]  <210> 123

[4473] <211> 5

[4474]  <212> PRT

[4475]  <213> AN LF#%

[4476]  <220>

[4477]  <223> &R : 2G6 VH CDRI

[4478]  <400> 123

[4479] Asp Tyr Gly Met His

[4480] 1 5

[4481]  <210> 124

[4482] <211> 17

[4483]  <212> PRT

[4484]  <213> N7

[4485]  <220>

[4486]  <223> &JHI: 2G6 VH CDR2

[4487]  <400> 124

[4488] Val Ile Trp Tyr Asp Gly Ser Asn Lys Phe Tyr Val Asp Ser Val Lys
[4489] 1 5 10 15
[4490] Gly

[4491]  <210> 125

[4492] <211> 15

[4493]  <212> PRT
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[4494]  <213> N T4

[4495]  <220>

[4496]  <223> &RHI: 2G6 VH CDR3

[4497]1  <400> 125

[4498] Gly Gly Arg Leu Ala Thr Gly His Phe Tyr Tyr Val Met Asp Val
[4499]1 1 5 10 15
[4500] <210> 126

[4501] <211> 11

[4502] <212> PRT

[4503] <213> NTLF%

[4504]  <220>

[4505]  <223> &REHI: 2G6 VL CDR1

[4506]  <400> 126

[4507] Arg Ala Ser Gln Gly Ile Ser Ser Trp Leu Ala
[4508] 1 5 10
[4509] <210> 127

[4510] <211> 7

[4511]  <212> PRT

[4512]  <213> N L%

[4513]  <220>

[4514]  <223> A : 2G6 VL CDR2

[4515]  <400> 127

[4516] Ala Ala Ser Ser Leu Gln Ser

[4517] 1 5

[4518] <210> 128

[4519] <211> 9

[4520] <212> PRT

[4521]  <213> ANTJF%

[4522]  <220>

[4523]  <223> A REM: 2G6 VL CDR3

[4524]  <400> 128

[4525] GIn Gln Tyr Asn Ser Tyr Pro Tyr Thr

[4526] 1 5

[4527] <210> 129

[4528] <211> 449

[4529] <212> PRT

[4530] <213> ANTLF%

[4531]  <220>

[4532]  <223> A f: 266 (VH + G2) 82G6-1gG2
[4533]  <400> 129

[4534] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
[4535] 1 5 10 15
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[4536]
[4537]
[4538]
[4539]
[4540]
[4541]
[4542]
[4543]
[4544]
[4545]
[4546]
[4547]
[4548]
[4549]
[4550]
[4551]
[4552]
[4553]
[4554]
[4555]
[4556]
[4557]
[4558]
[4559]
[4560]
[4561]
[4562]
[4563]
[4564]
[4565]
[4566]
[4567]
[4568]
[4569]
[4570]
[4571]
[4572]
[4573]
[4574]
[4575]
[4576]
[4577]

Ser

Gly

Thr

Lys

65

Leu

Ala

Val

Gly

Ser

145

Val

Phe

Val

Val

Lys

225

Pro

Ser

Asp

Asn

Val

305

Glu

Lys

Leu

Met

Val

50

Gly

Gln

Arg

Trp

Pro

130

Thr

Thr

Pro

Thr

Asp

210

Cys

Ser

Arg

Pro

Ala

290
Val

Thr

Arg

His

35

Ile

Arg

Met

Gly

Gly

115

Ser

Ala

Val

Ala

Val

195

His

Cys

Val

Thr

Glu

275

Lys

Ser

Lys

Ile

Leu

20

Trp

Trp

Phe

Asn

Gly

100

Gln

Val

Ala

Ser

Val

180

Pro

Lys

Val

Phe

Pro

260

Val

Thr

Val

Cys

Ser
340

Ser

Val

Tyr

Thr

Ser

85

Arg

Gly

Phe

Leu

165

Leu

Ser

Pro

Glu

Leu

245

Glu

Gln

Lys

Leu

Lys

325
Lys

Cys

Arg

Asp

Ile

70

Leu

Leu

Thr

Pro

Gly

150

Asn

Gln

Ser

Ser

Cys

230

Phe

Val

Phe

Pro

Thr

310

Val

Thr

Ala Ala Ser Gly Phe

Gln
Gly
55

Ser
Arg
Ala
Thr
Leu
135
Cys
Ser
Ser
Asn
Asn
215
Pro
Pro
Thr
Asn
Arg
295
Val

Ser

Lys

Ala
40

Ser

Val

Thr

Val

120

Ala

Leu

Gly

Ser

Phe

200

Thr

Pro

Pro

Cys

Trp

280

Glu

Val

Asn

Gly

25

Pro

Asn

Asp

Glu

Gly

105

Thr

Pro

Val

Ala

Gly

185

Gly

Lys

Cys

Lys

Val

265

Tyr

Glu

His

Lys

Gln
345

165

Gly

Lys

Asn

Asp

90

His

Val

Cys

Lys

Leu

170

Leu

Thr

Val

Pro

Pro

250

Val

Val

Gln

Gln

Gly

330

Pro

Lys
Phe
Ser
75

Thr
Phe
Ser
Ser
Asp
155
Thr
Tyr
Gln
Asp
Ala
235
Lys
Val
Asp
Phe
Asp
315

Leu

Arg

Ile

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Arg

140

Tyr

Ser

Ser

Thr

Lys

220

Pro

Asp

Asp

Gly

Asn

300

Trp

Pro

Glu

Leu

Leu

45

Val

Asn

Val

Tyr

Ala

125

Ser

Phe

Gly

Leu

Tyr

205

Thr

Pro

Thr

Val

Val

285

Ser

Leu

Ala

Pro

Ser

30

Glu

Asp

Thr

Tyr

Val

110

Ser

Thr

Pro

Val

Ser

190

Thr

Val

Val

Leu

Ser

270

Glu

Thr

Asn

Pro

Gln
350

Asp

Trp

Ser

Leu

Tyr

95

Met

Thr

Ser

Glu

His

175

Ser

Cys

Glu

Ala

Met

255

His

Val

Phe

Gly

Ile

335
Val

Tyr

Val

Val

80

Cys

Asp

Glu
Pro
160
Thr
Val
Asn
Arg
Gly
240
Ile
Glu
His
Arg
Lys
320

Glu

Tyr
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[4578] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[4579] 355 360 365

[4580] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[4581] 370 375 380

[4582] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[4583] 385 390 395 400
[4584] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[4585] 405 410 415
[4586] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[4587] 420 425 430

[4588] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[4589] 435 440 445

[4590] Gly

[4591]  <210> 130

[4592]  <211> 449

[4593]  <212> PRT

[4594]  <213> N5

[4595]  <220>

[4596]  <223> & HI: 266 (VH + G2(C219S)) or2G6-1gG2-C219S

[4597]  <400> 130

[4598] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
[4599] 1 5 10 15
[4600] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Leu Ser Asp Tyr
[4601] 20 25 30

[4602] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[4603] 35 40 45

[4604] Thr Val Ile Trp Tyr Asp Gly Ser Asn Lys Phe Tyr Val Asp Ser Val
[4605] 50 55 60

[4606] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[4607] 65 70 75 80
[4608] Leu Gln Met Asn Ser Leu Arg Val Glu Asp Thr Ala Val Tyr Tyr Cys
[4609] 85 90 95
[4610] Ala Arg Gly Gly Arg Leu Ala Thr Gly His Phe Tyr Tyr Val Met Asp
[4611] 100 105 110

[4612] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[4613] 115 120 125

[4614] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[4615] 130 135 140

[4616] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[4617] 145 150 155 160
[4618] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[4619] 165 170 175
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[4620] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[4621] 180 185 190

[4622] Val Thr Val Pro Ser Ser Asn Phe Gly Thr GIln Thr Tyr Thr Cys Asn
[4623] 195 200 205

[4624] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[4625] 210 215 220

[4626] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[4627] 225 230 235 240
[4628]  Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[4629] 245 250 255
[4630] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[4631] 260 265 270

[4632] Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[4633] 275 280 285

[4634] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg
[4635] 290 295 300

[4636] Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys
[4637] 305 310 315 320
[4638] Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu
[4639] 325 330 335
[4640] Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[4641] 340 345 350

[4642] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[4643] 355 360 365

[4644] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[4645] 370 375 380

[4646] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[4647] 385 390 395 400
[4648] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[4649] 405 410 415
[4650] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[4651] 420 425 430

[4652] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[4653] 435 440 445

[4654] Gly

[4655]  <210> 131

[4656]  <211> 450

[4657]  <212> PRT

[4658]  <213> N T¢I

[4659]  <220>

[4660]  <223> HHEF): 266 (VH + G2.g1) or2G6-1gG2-IgGl

[4661]  <400> 131
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[4662] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
[4663] 1 5 10 15
[4664] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Leu Ser Asp Tyr
[4665] 20 25 30

[4666] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[4667] 35 40 45

[4668] Thr Val Ile Trp Tyr Asp Gly Ser Asn Lys Phe Tyr Val Asp Ser Val
[4669] 50 55 60

[4670] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[4671] 65 70 75 80
[4672] Leu Gln Met Asn Ser Leu Arg Val Glu Asp Thr Ala Val Tyr Tyr Cys
[4673] 85 90 95
[4674] Ala Arg Gly Gly Arg Leu Ala Thr Gly His Phe Tyr Tyr Val Met Asp
[4675] 100 105 110

[4676] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[4677] 115 120 125

[4678] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[4679] 130 135 140

[4680] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[4681] 145 150 155 160
[4682] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[4683] 165 170 175
[4684] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[4685] 180 185 190

[4686] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[4687] 195 200 205

[4688] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[4689] 210 215 220

[4690] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[4691] 225 230 235 240
[4692] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[4693] 245 250 255
[4694] Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[4695] 260 265 270

[4696]  Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[4697] 275 280 285

[4698] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[4699] 290 295 300

[4700] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[4701] 305 310 315 320
[4702] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[4703] 325 330 335
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[4704]
[4705]
[4706]
[4707]
[4708]
[4709]
[4710]
[4711]
[4712]
[4713]
[4714]
[4715]
[4716]
[4717]
[4718]
[4719]
[4720]
[4721]
[4722]
[4723]
[4724]
[4725]
[4726]
[4727]
[4728]
[4729]
[4730]
[4731]
[4732]
[4733]
[4734]
[4735]
[4736]
[4737]
[4738]
[4739]
[4740]
[4741]
[4742]
[4743]
[4744]
[4745]

Glu

Tyr

Leu

Trp

385

Val

Asp

His

Pro

<210>
211>
<212>
213>

Lys

Thr

Thr

370

Glu

Leu

Lys

Glu

Gly
450

<220>

223>
<400>

Thr

Leu

355

Cys

Ser

Asp

Ser

Ala
435

132
449
PRT
NILFP3

Ile
340
Pro
Leu
Asn
Ser
Arg

420

Leu

Gln Val Gln Leu

1

Ser

Gly

Thr

Lys

65

Leu

Ala

Val

Gly

Ser

Leu

Met

Val

50

Gly

Gln

Arg

Trp

Pro

130
Thr

Arg
His
35

Ile
Arg
Met
Gly
Gly
115

Ser

Ala

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln

Val

Ala

Ser

Pro

Val

Gly

Asp

405

Trp

His

Val
5
Ser
Val
Tyr
Thr
Ser
85
Arg
Gly

Phe

Leu

Lys

Ser

Lys

Gln

390

Gly

Gln

Asn

FHU: 266 (VH +
132

Glu

Cys

Arg

Asp

Ile

70

Leu

Leu

Thr

Pro

Gly

Ala

Arg

Gly

375

Pro

Ser

Gln

His

Lys

Glu

360

Phe

Glu

Phe

Gly

Tyr
440

Gly Gln Pro Arg

345
Glu

Tyr

Asn

Phe

Asn

425
Thr

Met

Pro

Asn

Leu

410

Val

Gln

Thr Lys

Ser Asp
380

Tyr Lys

395

Tyr Ser

Phe Ser

Lys Ser

Glu

Asn

365

Ile

Thr

Lys

Cys

Leu
445

G2.g1.1) or2G6-I1gG2-IgGl.1

Ser Gly Gly Gly Val Val Gln

Ala
Gln
Gly
55

Ser
Arg
Ala
Thr
Leu

135
Cys

Ala
Ala
40

Ser
Arg
Val
Thr
Val
120

Ala

Leu

Ser
25

Pro
Asn
Asp

Glu

Gly
105
Thr

Pro

Val

169

10
Gly

Gly

Lys

Asn

Asp

90

His

Val

Cys

Lys

Phe Ile

Lys Gly

Phe Tyr
60

Ser Lys

75

Thr Ala

Phe Tyr

Ser Ser

Ser Arg

140
Asp Tyr

Leu
Leu

45
Val

Asn

Val

Tyr

Ala

125

Ser

Phe

Pro
350
Gln
Ala
Thr
Leu
Ser

430

Ser

Pro
Ser
30

Glu
Asp
Thr
Tyr
Val
110
Ser

Thr

Pro

Gln

Val

Val

Pro

Thr

415

Val

Leu

Gly
15

Asp
Trp
Ser
Leu
Tyr
95

Met
Thr

Ser

Glu

Val

Ser

Glu

Pro

400

Val

Met

Ser

Gly

Tyr

Val

Val

Tyr

80

Cys

Asp

Lys

Glu

Pro
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[4746] 145 150 155 160
[4747] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[4748] 165 170 175
[4749]  Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[4750] 180 185 190

[4751] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[4752] 195 200 205

[4753] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[4754] 210 215 220

[4755] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[4756] 225 230 235 240
[4757] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[4758] 245 250 255
[4759] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[4760] 260 265 270

[4761] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[4762] 275 280 285

[4763] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[4764] 290 295 300

[4765] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[4766] 305 310 315 320
[4767] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu
[4768] 325 330 335
[4769] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[4770] 340 345 350

[4771]  Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[4772] 355 360 365

[4773] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[4774] 370 375 380

[4775] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[4776] 385 390 395 400
[4777] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[4778] 405 410 415
[4779] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[4780] 420 425 430

[4781] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[4782] 435 440 445

[4783] Gly

[4784] <210> 133

[4785]  <211> 450

[4786]  <212> PRT

[4787]  <213> N T¢I
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[4788]
[4789]
[4790]
[4791]
[4792]
[4793]
[4794]
[4795]
[4796]
[4797]
[4798]
[4799]
[4800]
[4801]
[4802]
[4803]
[4804]
[4805]
[4806]
[4807]
[4808]
[4809]
[4810]
[4811]
[4812]
[4813]
[4814]
[4815]
[4816]
[4817]
[4818]
[4819]
[4820]
[4821]
[4822]
[4823]
[4824]
[4825]
[4826]
[4827]
[4828]
[4829]

220>
<223> A 266 (VH +
<400> 133
Gln Val Gln Leu

1

Ser

Gly

Thr

Lys

65

Leu

Ala

Val

Gly

Ser

145

Val

Phe

Val

Val

Lys

225

Gly

Ile

Glu

His

Arg

Leu

Met

Val

50

Gly

Gln

Arg

Trp

Pro

130

Thr

Thr

Pro

Thr

Asp

210

Ser

Pro

Ser

Asp

Asn

290
Val

Arg
His
35

Ile
Arg
Met
Gly
Gly
115
Ser
Ala
Val
Ala
Val
195
His
Cys
Ser
Arg
Pro
275

Ala

Val

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln
Val
Ala
Ser
Val
180
Pro
Lys
Val
Val
Thr
260
Glu

Lys

Ser

Val
5
Ser
Val
Tyr
Thr
Ser
85
Arg
Gly
Phe
Leu
Trp
165
Leu
Ser
Pro
Glu
Phe
245
Pro
Val

Thr

Val

Glu

Cys

Arg

Asp

Ile

70

Leu

Leu

Thr

Pro

Gly

150

Asn

Gln

Ser

Ser

Cys

230

Leu

Glu

Lys

Lys

Leu

G2 (C219S) .gl) 8%2G6-1gG2-C219S-1gG1

Ser Gly Gly Gly Val Val Gln Pro

Ala

Gln

Gly

55

Ser

Arg

Ala

Thr

Leu

135

Cys

Ser

Ser

Asn

Asn

215

Pro

Phe

Val

Phe

Pro

295
Thr

Ala
Ala
40

Ser
Arg
Val
Thr
Val
120
Ala
Leu
Gly
Ser
Phe
200
Thr
Pro
Pro
Thr
Asn
280

Arg

Val

Ser
25

Pro
Asn
Asp
Glu
Gly
105
Thr
Pro
Val
Ala
Gly
185
Gly
Lys
Cys
Pro
Cys
265
Trp

Glu

Leu

171

10
Gly

Gly

Lys

Asn

Asp

90

His

Val

Cys

Lys

Leu

170

Leu

Thr

Val

Pro

Lys

250

Val

Tyr

Glu

His

Phe

Lys

Phe

Ser

75

Thr

Phe

Ser

Ser

Asp

155

Thr

Tyr

Gln

Asp

Ala

235

Pro

Val

Val

Gln

Gln

Ile

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Arg

140

Tyr

Ser

Ser

Thr

Lys

220

Pro

Lys

Val

Asp

Tyr

300
Asp

Leu
Leu
45

Val
Asn
Val
Tyr
Ala
125
Ser
Phe
Gly
Leu
Tyr
205
Thr
Glu
Asp
Asp
Gly
285

Asn

Trp

Ser

30

Glu

Asp

Thr

Tyr

Val

110

Ser

Thr

Pro

Val

Ser

190

Thr

Val

Leu

Thr

Val

270

Val

Ser

Leu

Gly
15

Asp
Trp
Ser
Leu
Tyr
95

Met
Thr
Ser
Glu
His
175
Ser
Cys
Glu
Leu
Leu
255
Ser
Glu

Thr

Asn

Gly

Tyr

Val

Val

Tyr

80

Cys

Asp

Lys

Glu

Pro

160

Thr

Val

Asn

Arg

Gly

240

Met

His

Val

Tyr

Gly
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[4830] 305 310 315 320
[4831] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[4832] 325 330 335
[4833] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[4834] 340 345 350

[4835] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[4836] 355 360 365

[4837] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[4838] 370 375 380

[4839] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[4840] 385 390 395 400
[4841] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[4842] 405 410 415
[4843] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[4844] 420 425 430

[4845] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
[4846] 435 440 445

[4847] Pro Gly

[4848] 450

[4849] <210> 134

[4850]  <211> 449

[4851]  <212> PRT

[4852]  <213> N5

[4853]  <220>

[4854]  <223> & RHY: 266 (VH + G2(C219S) .gl.1) or2G6-1gG2-C219S-1gG1.1
[4855]  <400> 134

[4856] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
[4857] 1 5 10 15
[4858] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Leu Ser Asp Tyr
[4859] 20 25 30

[4860] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[4861] 35 40 45

[4862] Thr Val Ile Trp Tyr Asp Gly Ser Asn Lys Phe Tyr Val Asp Ser Val
[4863] 50 55 60

[4864] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[4865] 65 70 75 80
[4866] Leu Gln Met Asn Ser Leu Arg Val Glu Asp Thr Ala Val Tyr Tyr Cys
[4867] 85 90 95
[4868] Ala Arg Gly Gly Arg Leu Ala Thr Gly His Phe Tyr Tyr Val Met Asp
[4869] 100 105 110

[4870] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[4871] 115 120 125
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[4872] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[4873] 130 135 140

[4874] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[4875] 145 150 155 160
[4876] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[4877] 165 170 175
[4878] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[4879] 180 185 190

[4880] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[4881] 195 200 205

[4882] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[4883] 210 215 220

[4884] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[4885] 225 230 235 240
[4886] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[4887] 245 250 255
[4888] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[4889] 260 265 270

[4890] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[4891] 275 280 285

[4892] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[4893] 290 295 300

[4894] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[4895] 305 310 315 320
[4896] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu
[4897] 325 330 335
[4898] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[4899] 340 345 350

[4900] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[4901] 355 360 365

[4902] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[4903] 370 375 380

[4904]  Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[4905] 385 390 395 400
[4906] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[4907] 405 410 415
[4908] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[4909] 420 425 430

[4910] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[4911] 435 440 445

[4912] Gly

[4913]  <210> 135
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[4914] <211> 124

[4915]  <212> PRT

[4916]  <213> NTLJ#4I

[4917]  <220>

[4918]  <223> &HP): 846 (VH)

[4919]  <400> 135

[4920] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[4921] 1 5 10 15
[4922] Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[4923] 20 25 30

[4924] Gly Met Gln Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[4925] 35 40 45

[4926] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[4927] 50 55 60

[4928] Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ser Lys Asn Thr Leu Tyr
[4929] 65 70 75 80
[4930] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[4931] 85 90 95
[4932] Ala Arg Gly Gly Leu Met Val Arg Gly Leu Phe Tyr Tyr Gly Met Asp
[4933] 100 105 110

[4934] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

[4935] 115 120

[4936]  <210> 136

[4937]  <211> 107

[4938]  <212> PRT

[4939]1  <213> NTLJ#4I

[4940]  <220>

[4941]  <223> &G %f): 8A6 (VL)

[4942]  <400> 136

[4943] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[4944] 1 5 10 15
[4945] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
[4946] 20 25 30

[4947] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Phe Leu Ile
[4948] 35 40 45

[4949] Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
[4950] 50 55 60

[4951] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[4952] 65 70 75 80
[4953] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Tyr
[4954] 85 90 95
[4955] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
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[4956] 100 105

[4957]  <210> 137

[4958]  <211> 450

[4959]  <212> PRT

[4960]  <213> N TJ#4I

[4961]  <220>

[4962]  <223> &R 8A6 (4 KMy AR 7Y %)

[4963]  <400> 137

[4964]  Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[4965] 1 5 10 15
[4966] Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[4967] 20 25 30

[4968] Gly Met Gln Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[4969] 35 40 45

[4970] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[4971] 50 55 60

[4972] Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ser Lys Asn Thr Leu Tyr
[4973] 65 70 75 80
[4974] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[4975] 85 90 95
[4976] Ala Arg Gly Gly Leu Met Val Arg Gly Leu Phe Tyr Tyr Gly Met Asp
[4977] 100 105 110

[4978] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[4979] 115 120 125

[4980] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[4981] 130 135 140

[4982] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[4983] 145 150 155 160
[4984] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[4985] 165 170 175
[4986] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[4987] 180 185 190

[4988] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[4989] 195 200 205

[4990] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[4991] 210 215 220

[4992] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[4993] 225 230 235 240
[4994] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[4995] 245 250 255
[4996] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[4997] 260 265 270
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[4998] Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[4999] 275 280 285

[5000] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg
[5001] 290 295 300

[5002] Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys
[5003] 305 310 315 320
[5004] Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu
[5005] 325 330 335
[5006] Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[5007] 340 345 350

[5008] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[5009] 355 360 365

[5010] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[5011] 370 375 380

[5012]  Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[5013] 385 390 395 400
[5014] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[5015] 405 410 415
[5016] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[5017] 420 425 430

[5018] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[5019] 435 440 445

[5020] Gly Lys

[5021] 450

[5022]  <210> 138

[6023] <211> 214

[5024] <212> PRT

[6025] <213> ANTLJF#%

[5026]  <220>

[5027]  <223> &R 8A6 (A KUy AETYAREE)

[5028]  <400> 138

[5029] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[5030] 1 5 10 15
[5031] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
[5032] 20 25 30

[5033] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Phe Leu Ile
[5034] 35 40 45

[5035] Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
[5036] 50 55 60

[5037] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[5038] 65 70 75 80
[5039] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Tyr
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[5040] 85 90 95
[5041] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[5042] 100 105 110

[5043] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[5044] 115 120 125

[5045] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[5046] 130 135 140

[5047] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[5048] 145 150 155 160
[5049] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[5050] 165 170 175
[5051] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[5052] 180 185 190

[5053] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[5054] 195 200 205

[5055] Phe Asn Arg Gly Glu Cys

[5056] 210

[5057]  <210> 139

[5058] <211> 453

[5059]  <212> PRT

[5060]  <213> N5

[5061]  <220>

[5062]  <223> & %M): 8A6.1gGl (VH + IgGl)

[5063]  <400> 139

[5064] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[5065] 1 5 10 15
[5066] Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[5067] 20 25 30

[5068] Gly Met Gln Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[5069] 35 40 45

[5070] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[5071] 50 55 60

[5072] Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ser Lys Asn Thr Leu Tyr
[5073] 65 70 75 80
[5074] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[5075] 85 90 95
[5076] Ala Arg Gly Gly Leu Met Val Arg Gly Leu Phe Tyr Tyr Gly Met Asp
[5077] 100 105 110

[5078] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[5079] 115 120 125

[5080] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[5081] 130 135 140
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[5082] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[5083] 145 150 155 160
[5084] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[5085] 165 170 175
[5086] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[5087] 180 185 190

[5088] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[5089] 195 200 205

[5090] Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[5091] 210 215 220

[5092] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[5093] 225 230 235 240
[5094] Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[5095] 245 250 255
[5096] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[5097] 260 265 270

[5098] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[5099] 275 280 285

[5100] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[5101] 290 295 300

[5102] Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[5103] 305 310 315 320
[5104] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[5105] 325 330 335
[5106] Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[5107] 340 345 350

[5108] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[5109] 355 360 365

[5110] Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[5111] 370 375 380

[5112] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[5113] 385 390 395 400
[5114] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[5115] 405 410 415
[5116] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[5117] 420 425 430

[5118] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[5119] 435 440 445

[5120] Ser Leu Ser Pro Gly

[5121] 450

[5122] <210> 140

[5123]  <211> 453
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[5124]  <212> PRT

[5125]  <213> N5

[5126]  <220>

[6127]  <223> & %f: 8A6.1gGl.1 (VH + IgGl.1)

[5128]  <400> 140

[5129] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[5130] 1 5 10 15
[5131] Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[5132] 20 25 30

[5133] Gly Met Gln Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[5134] 35 40 45

[5135] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[5136] 50 55 60

[5137] Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ser Lys Asn Thr Leu Tyr
[5138] 65 70 75 80
[5139] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[5140] 85 90 95
[5141] Ala Arg Gly Gly Leu Met Val Arg Gly Leu Phe Tyr Tyr Gly Met Asp
[5142] 100 105 110

[5143] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[5144] 115 120 125

[5145] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[5146] 130 135 140

[5147] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[5148] 145 150 155 160
[5149] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[5150] 165 170 175
[5151] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[5152] 180 185 190

[5153] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[5154] 195 200 205

[5155] Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[5156] 210 215 220

[5157] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[5158] 225 230 235 240
[5159] Ala Glu Gly Ala Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[5160] 245 250 255
[5161] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[5162] 260 265 270

[5163] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[5164] 275 280 285

[5165] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
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[5166] 290 295 300

[5167] Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[5168] 305 310 315 320
[5169] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[5170] 325 330 335
[5171]  Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[5172] 340 345 350

[5173] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[5174] 355 360 365

[5175] Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[5176] 370 375 380

[5177] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[5178] 385 390 395 400
[5179] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[5180] 405 410 415
[5181] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[5182] 420 425 430

[5183] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[5184] 435 440 445

[5185] Ser Leu Ser Pro Gly

[5186] 450

[5187] <210> 141

[5188]  <211> 214

[5189]  <212> PRT

[5190]  <213> N T¢I

[5191]  <220>

[5192]  <223> & 8A6.1gGl (VL + CL)

[56193]  <400> 141

[5194] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[6195] 1 5 10 15
[5196] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
[5197] 20 25 30

[5198] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Phe Leu Ile
[5199] 35 40 45

[5200] Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
[5201] 50 55 60

[5202] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[5203] 65 70 75 80
[5204] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Tyr
[5205] 85 90 95
[5206] Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
[5207] 100 105 110
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[5208] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[5209] 115 120 125

[5210] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[5211] 130 135 140

[5212] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[5213] 145 150 155 160
[5214]  Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[5215] 165 170 175
[5216] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[5217] 180 185 190

[5218] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[5219] 195 200 205

[5220] Phe Asn Arg Gly Glu Cys

[5221] 210

[5222] <210> 142

[6223] <211> 5

[6224]  <212> PRT

[5225]  <213> N4

[5226]  <220>

[6227]  <223> &Y. 8A6 VH CDRI

[5228]  <400> 142

[5229] Ser Tyr Gly Met Gln

[5230] 1 5

[56231]  <210> 143

[5232] <211> 17

[56233]  <212> PRT

[56234]  <213> N T¢I

[5235]  <220>

[56236]  <223> &HLHY: 8A6 VH CDR2

[5237]  <400> 143

[5238] Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
[6239] 1 5 10 15
[5240] Gly

[5241] <210> 144

[56242] <211> 15

[5243] <212> PRT

[5244]  <213> NTJ#4I

[56245]  <220>

[5246]  <223> &JH: 8A6 VH CDR3

[5247]  <400> 144

[5248] Gly Gly Leu Met Val Arg Gly Leu Phe Tyr Tyr Gly Met Asp Val
[5249] 1 5 10 15
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[5250]
[5251]
[5252]
[5253]
[5254]
[5255]
[5256]
[5257]
[5258]
[5259]
[5260]
[5261]
[5262]
[5263]
[5264]
[5265]
[5266]
[5267]
[5268]
[5269]
[5270]
[5271]
[5272]
[5273]
[5274]
[5275]
[5276]
[5277]
[5278]
[5279]
[5280]
[5281]
[5282]
[5283]
[5284]
[5285]
[5286]
[5287]
[5288]
[5289]
[5290]
[5291]

<210> 145
211> 11
<212> PRT
213> NTLRF3
220>
<223> HHU: 8A6 VL CDRI
<400> 145
Arg Ala Ser Gln Gly Ile Ser Ser Ala Leu Ala
1 5 10
<210> 146
211> 7
<212> PRT
213> NTLF%)
220>
<223> &R : 8A6 VL CDR2
<400> 146
Asp Ala Ser Ser Leu Glu Ser
1 5
<210> 147
211> 9
<212> PRT
213> NTJF31
220>
<223> &R : 8A6 VL CDR3
<400> 147
Gln Gln Phe Asn Ser Tyr Pro Tyr Thr
1 5
<210> 148
211> 449
<212> PRT
213> NTF3
<220>
<223> H A 8A6 (VH + G2(C219S)) 88A6-1gG2-C219S
<400> 148
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln
1 5 10
Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe
20 25
Gly Met Gln Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
35 40 45
Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala
50 55 60
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[5292] Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ser Lys Asn Thr Leu Tyr
[5293] 65 70 75 80
[5294] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[5295] 85 90 95
[5296] Ala Arg Gly Gly Leu Met Val Arg Gly Leu Phe Tyr Tyr Gly Met Asp
[5297] 100 105 110

[5298] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[5299] 115 120 125

[5300] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[5301] 130 135 140

[5302] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[5303] 145 150 155 160
[5304] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[5305] 165 170 175
[5306] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[5307] 180 185 190

[5308] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[5309] 195 200 205

[5310] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[5311] 210 215 220

[6312] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[6313] 225 230 235 240
[6314] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[5315] 245 250 255
[5316] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[5317] 260 265 270

[5318] Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[5319] 275 280 285

[5320] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg
[5321] 290 295 300

[5322] Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys
[56323] 305 310 315 320
[5324] Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu
[5325] 325 330 335
[5326] Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[5327] 340 345 350

[5328] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[5329] 355 360 365

[5330] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[5331] 370 375 380

[5332] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[5333] 385 390 395 400
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[5334]
[5335]
[5336]
[5337]
[5338]
[5339]
[5340]
[5341]
[5342]
[5343]
[5344]
[5345]
[5346]
[5347]
[5348]
[5349]
[5350]
[5351]
[5352]
[5353]
[5354]
[5355]
[5356]
[5357]
[5358]
[5359]
[5360]
[5361]
[5362]
[5363]
[5364]
[5365]
[5366]
[5367]
[5368]
[5369]
[5370]
[5371]
[5372]
[5373]
[5374]
[5375]

Leu Asp Ser Asp Gly Ser Phe Phe Leu

405

Lys Ser Arg Trp Gln Gln Gly Asn Val

420

425

Glu Ala Leu His Asn His Tyr Thr Gln

Gly

<210>
211>
212>
<213>

220>

223>
<400>

435

149
450
PRT
NLFH

Gln Val Gln Leu

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Val

Gly

Ser

145

Val

Phe

Val

Val

Leu

Met

Val

50

Gly

Gln

Arg

Trp

Pro

130

Thr

Thr

Pro

Thr

Asp
210

Arg
Gln
35

Ile
Arg
Met
Gly
Gly
115
Ser
Ala
Val
Ala
Val

195
His

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln
Val
Ala
Ser
Val
180

Pro

Lys

Val
5
Ser
Val
Tyr
Thr
Ser
85
Leu
Gly
Phe
Leu
Trp
165
Leu

Ser

Pro

FH: 8A6 (VH +
149

Glu

Cys

Arg

Glu

Ile

70

Leu

Met

Thr

Pro

Gly

150

Asn

Gln

Ser

Ser

440

G2.g1) 58A6

Ser Gly Gly

Thr

Gln

Gly

55

Ser

Arg

Val

Thr

Leu

135

Cys

Ser

Ser

Asn

Asn

215

Ala

Ala
40

Ser

Arg

Ala

Arg

Val

120

Ala

Leu

Gly

Ser

Phe

200
Thr

Ser
25

Pro
Asn
Glu
Glu
Gly
105
Thr
Pro
Val
Ala
Gly
185

Gly

Lys

184

Tyr Ser Lys Leu

410

Phe Ser Cys Ser

Lys Ser Leu Ser

-1gG2-1gGl

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Leu
Val
Cys
Lys
Leu
170
Leu

Thr

Val

Val

Phe

Lys

Tyr

Ser

75

Thr

Phe

Ser

Ser

Asp

155

Thr

Tyr

Gln

Asp

Val

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Arg

140

Tyr

Ser

Ser

Thr

Lys
220

445

Gln

Phe

Leu

45

Ala

Asn

Val

Tyr

Ala

125

Ser

Phe

Gly

Leu

Tyr

205
Thr

Thr
Val

430

Leu

Pro
Ser
30

Glu
Asp
Thr
Tyr
Gly
110
Ser
Thr
Pro
Val
Ser
190

Thr

Val

Val
415
Met

Ser

Gly
15

Ser

Ser
Leu
Tyr
95

Met
Thr
Ser
Glu
His
175
Ser

Cys

Glu

Asp

His

Pro

Arg

Tyr

Val

Val

Tyr

80

Cys

Asp

Lys

Glu

Pro

160

Thr

Val

Asn

Arg
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[5376] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[6377]1 225 230 235 240
[5378] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[5379] 245 250 255
[5380] Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[5381] 260 265 270

[5382] Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[5383] 275 280 285

[5384] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[5385] 290 295 300

[5386] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[5387] 305 310 315 320
[5388] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[5389] 325 330 335
[5390] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[5391] 340 345 350

[5392] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[5393] 355 360 365

[5394] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[5395] 370 375 380

[5396] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[5397] 385 390 395 400
[5398] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[5399] 405 410 415
[5400] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[5401] 420 425 430

[5402] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
[5403] 435 440 445

[5404] Pro Gly

[5405] 450

[5406]  <210> 150

[5407] <211> 449

[5408]  <212> PRT

[5409] <213> N5

[5410]  <220>

[5411]  <223> & RH): 8A6 (VH + G2.gl.1) B8A6 -1gG2-1gGl.1

[5412]  <400> 150

[5413] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[5414] 1 5 10 15
[5415] Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[5416] 20 25 30

[5417] Gly Met Gln Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
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[5418] 35 40 45

[5419] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[5420] 50 55 60

[5421] Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ser Lys Asn Thr Leu Tyr
[5422] 65 70 75 80
[5423] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[5424] 85 90 95
[5425] Ala Arg Gly Gly Leu Met Val Arg Gly Leu Phe Tyr Tyr Gly Met Asp
[5426] 100 105 110

[56427] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[5428] 115 120 125

[5429] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[5430] 130 135 140

[5431] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[5432] 145 150 155 160
[5433] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[5434] 165 170 175
[5435] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[5436] 180 185 190

[5437] Val Thr Val Pro Ser Ser Asn Phe Gly Thr GIln Thr Tyr Thr Cys Asn
[5438] 195 200 205

[5439] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[5440] 210 215 220

[5441] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[5442] 225 230 235 240
[5443] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[5444] 245 250 255
[5445] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[5446] 260 265 270

[5447]  Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[5448] 275 280 285

[5449] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[5450] 290 295 300

[5451] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[5452] 305 310 315 320
[5453] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu
[5454] 325 330 335
[5455] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[5456] 340 345 350

[5457] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[5458] 355 360 365

[56459] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
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[5460] 370 375 380

[5461]  Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[5462] 385 390 395 400
[5463] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[5464] 405 410 415
[5465] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[5466] 420 425 430

[56467] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[5468] 435 440 445

[5469] Gly

[5470] <210> 151

[5471]  <211> 450

[56472]  <212> PRT

[5473]  <213> NTJ¥A4

[5474]  <220>

[5475]  <223> & f): 8A6 (VH + G2(C219S) .gl) 5k8A6-1gG2-C219S-TgG1
[56476]  <400> 151

[5477] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[5478] 1 5 10 15
[5479] Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[5480] 20 25 30

[5481] Gly Met Gln Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[5482] 35 40 45

[5483] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[5484] 50 55 60

[5485] Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ser Lys Asn Thr Leu Tyr
[5486] 65 70 75 80
[5487] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[5488] 85 90 95
[5489] Ala Arg Gly Gly Leu Met Val Arg Gly Leu Phe Tyr Tyr Gly Met Asp
[5490] 100 105 110

[5491] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[5492] 115 120 125

[5493] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[5494] 130 135 140

[5495] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[5496] 145 150 155 160
[56497] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[5498] 165 170 175
[5499] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[5500] 180 185 190

[6501] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
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[5502] 195 200 205

[5503] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[5504] 210 215 220

[5505] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[6506] 225 230 235 240
[56507] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[5508] 245 250 255
[5509] 1Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[5510] 260 265 270

[56511] Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[5512] 275 280 285

[5513] His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr
[5514] 290 295 300

[5515] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[5516] 305 310 315 320
[5517] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[5518] 325 330 335
[5519]  Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[5520] 340 345 350

[5521] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[5522] 355 360 365

[5523] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[5524] 370 375 380

[5525] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[5526] 385 390 395 400
[5527] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[5528] 405 410 415
[5529] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[5530] 420 425 430

[5531] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
[5532] 435 440 445

[6533]  Pro Gly

[5534] 450

[5535] <210> 152

[6536]  <211> 449

[5537]  <212> PRT

[6538] <213> ANTJ¥%

[6539]  <220>

[5540]  <223> A RH): 8A6 (VH + G2(C219S) .gl1.1) Bi8A6-1gG2-C219S-1gG1.1
[5541]  <400> 152

[5542]  Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[5543] 1 5 10 15
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[5544] Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Ser Ser Tyr
[5545] 20 25 30

[5546] Gly Met Gln Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[5547] 35 40 45

[5548] Ala Val Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
[5549] 50 55 60

[5550] Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ser Lys Asn Thr Leu Tyr
[5551] 65 70 75 80
[5552] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[5553] 85 90 95
[5554] Ala Arg Gly Gly Leu Met Val Arg Gly Leu Phe Tyr Tyr Gly Met Asp
[5555] 100 105 110

[5556] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[5557] 115 120 125

[5558] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[5559] 130 135 140

[5560] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[5561] 145 150 155 160
[5562] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[5563] 165 170 175
[5564] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[5565] 180 185 190

[6566] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[5567] 195 200 205

[5568] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
(55691 210 215 220

[5570] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[6571]1 225 230 235 240
[5572] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[5573] 245 250 255
[5574] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[5575] 260 265 270

[5576] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[5577] 275 280 285

[5578] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[5579] 290 295 300

[5580] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[5581] 305 310 315 320
[5582] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu
[5583] 325 330 335
[5584] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[5585] 340 345 350
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[5586] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[5587] 355 360 365

[5588] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[5589] 370 375 380

[5590] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[5591] 385 390 395 400
[5592] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[5593] 405 410 415
[5594] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[5595] 420 425 430

[5596] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[5597] 435 440 445

[5598] Gly

[5599] <210> 153

[5600] <211> 125

[6601]  <212> PRT

[5602]  <213> N5

[5603]  <220>

[5604]  <223> &JHI: 9G7 (VH)

[5605]  <400> 153

[56606] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
[5607] 1 5 10 15
[5608] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Val
[5609] 20 25 30

[5610] Trp Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[5611] 35 40 45

[5612] Gly Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala Ala
[5613] 50 55 60

[5614] Pro Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
[5615] 65 70 75 80
[5616] Leu Tyr Leu Gln Met Asn Ser Leu His Thr Glu Asp Thr Ala Val Tyr
[5617] 85 90 95
[5618] Tyr Cys Thr Thr Gly Gln Leu Ile Pro Tyr Ser Tyr Tyr Tyr Gly Met
[5619] 100 105 110

[5620] Asp Val Trp Gly Gln Gly Thr Ser Val Thr Val Ser Ser

[5621] 115 120 125

[6622]  <210> 154

[5623]  <211> 108

[56624]  <212> PRT

[5625]  <213> N5

[5626]  <220>

[5627]  <223> & : 9G7 (VLI)
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[5628]  <400> 154

[5629] Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
[5630] 1 5 10 15
[5631]  Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Ser
[5632] 20 25 30

[5633] Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
[5634] 35 40 45

[5635] 1Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
[5636] 50 55 60

[5637] Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu
[5638] 65 70 75 80
[5639] Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Gly Ser Ser Pro
[5640] 85 90 95
[5641] Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

[5642] 100 105

[6643]  <210> 155

[5644]  <211> 108

[5645]  <212> PRT

[5646]  <213> N5

[5647]  <220>

[5648]  <223> & M: 9G7 (VL2)

[5649]  <400> 155

[5650] Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
[5651] 1 5 10 15
[5652] Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Thr Ser Ser
[5653] 20 25 30

[5654] Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
[5655] 35 40 45

[5656] Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Glu Arg Phe Ser
[5657] 50 55 60

[5658] Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu
[5659] 65 70 75 80
[5660] Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Gly Ser Ser Pro
[5661] 85 90 95
[5662] Ile Thr Phe Gly GIn Gly Thr Arg Leu Glu Ile Lys

[5663] 100 105

[5664]  <210> 156

[5665]  <211> 452

[5666]  <212> PRT

[5667]  <213> N3

[5668]  <220>

[5669]  <223> G 9G7 (K EFA AL H )
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[5670]  <400> 156

[5671]  Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
[5672] 1 5 10 15
[5673] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Val
[5674] 20 25 30

[5675] Trp Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[5676] 35 40 45

[5677] Gly Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala Ala
[5678] 50 55 60

[5679] Pro Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
[5680] 65 70 75 80
[5681] Leu Tyr Leu Gln Met Asn Ser Leu His Thr Glu Asp Thr Ala Val Tyr
[5682] 85 90 95
[5683] Tyr Cys Thr Thr Gly Gln Leu Ile Pro Tyr Ser Tyr Tyr Tyr Gly Met
[5684] 100 105 110

[5685] Asp Val Trp Gly Gln Gly Thr Ser Val Thr Val Ser Ser Ala Ser Thr
[5686] 115 120 125

[5687] Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser
[5688] 130 135 140

[5689] Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
[5690] 145 150 155 160
[5691]  Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His
[5692] 165 170 175
[5693] Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
[5694] 180 185 190

[5695] Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys
[5696] 195 200 205

[5697] Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu
[5698] 210 215 220

[5699] Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala Pro Glu Phe Leu
[5700] 225 230 235 240
[5701] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[5702] 245 250 255
[5703] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[5704] 260 265 270

[5705] Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu
[5706] 275 280 285

[5707] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr
[5708] 290 295 300

[5709] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[5710] 305 310 315 320
[5711] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser
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[5712] 325 330 335
[5713] Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[5714] 340 345 350

[5715] Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val
[5716] 355 360 365

[5717] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[5718] 370 375 380

[5719] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[5720] 385 390 395 400
[5721]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr
[5722] 405 410 415
[5723] Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val
[5724] 420 425 430

[5725] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[5726] 435 440 445

[5727] Ser Leu Gly Lys

[5728] 450

[5729] <210> 157

[5730] <211> 215

[56731]  <212> PRT

[5732] <213> N5

[5733]  <220>

[5734]  <223> GRELHI: 967 L2 (&KEFARRE 2)

[56735]  <400> 157

[5736] Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
[5737] 1 5 10 15
[5738] Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Thr Ser Ser
[5739] 20 25 30

[5740] Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
[5741] 35 40 45

[5742] Tle Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Glu Arg Phe Ser
[5743] 50 55 60

[5744] Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu
[5745] 65 70 75 80
[5746] Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Gly Ser Ser Pro
[5747] 85 90 95
[5748] Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys Arg Thr Val Ala
[5749] 100 105 110

[5750] Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser
[5751] 115 120 125

[5752] Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu
[5753] 130 135 140
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[5754]
[5755]
[5756]
[5757]
[5758]
[5759]
[5760]
[5761]
[5762]
[5763]
[5764]
[5765]
[5766]
[5767]
[5768]
[5769]
[5770]
[5771]
[5772]
[5773]
[5774]
[5775]
[5776]
[5777]
[5778]
[5779]
[5780]
[5781]
[5782]
[5783]
[5784]
[5785]
[5786]
[5787]
[5788]
[5789]
[5790]
[5791]
[5792]
[5793]
[5794]
[5795]

Ala
145
Gln
Ser

Tyr

Ser

Lys

Glu

Ser

Ala

Phe
210

Val

Ser

Thr

Cys

195

Asn

<210> 158
211> 454
<212> PRT
213> NLF3
220>
<223> HAT: 967.1gGl (VH + IgGl)
<400> 158
Glu Val GIn Leu

1

Ser

Trp

Gly

Pro

65

Leu

Tyr

Asp

Lys

Gly

145

Pro

Thr

Val

Leu

Met

Arg

50

Val

Tyr

Cys

Val

Gly

130

Gly

Val

Phe

Val

Arg

Ser

35

Ile

Lys

Leu

Thr

Trp

115

Pro

Thr

Thr

Pro

Thr

Gln
Val
Leu
180

Glu

Arg

Leu
20

Trp
Lys
Gly
Gln
Thr
100
Gly
Ser
Ala
Val
Ala

180
Val

Trp Lys Val Asp Asn Ala Leu

150

Thr Glu Gln

165

Thr Leu Ser

Val Thr His

Gly Glu Cys

215

Asp

Lys

Gln
200

Ser

Ala
185
Gly

Val Glu Ser Gly Gly

5

Ser

Val

Ser

Arg

Met

85

Gly

Gln

Val

Ala

Ser

165

Val

Pro

Cys

Arg

Lys

Phe

70

Asn

Gln

Gly

Phe

Leu

150

Trp

Leu

Ser

Ala

Gln

Thr

55

Thr

Ser

Leu

Thr

Pro

135

Gly

Asn

Gln

Ser

Ala

Ala

40

Asp

Ile

Leu

Ile

Ser

120

Leu

Cys

Ser

Ser

Ser

Ser
25

Pro

Gly

Ser

His

Pro

105

Val

Ala

Leu

Gly

Ser

185

Leu

194

Lys
170
Asp

Leu

Gly
10

Gly
Gly
Gly
Arg
Thr
90

Tyr
Thr
Pro
Val
Ala
170

Gly

Gly

155
Asp

Tyr

Ser

Leu

Phe

Lys

Thr

Asp

75

Glu

Ser

Val

Ser

Lys

155

Leu

Leu

Thr

Gln

Ser

Glu

Ser

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Ser

140

Asp

Thr

Tyr

Gln

Ser

Thr

Lys

Pro
205

Lys

Phe

Leu

45

Asp

Ser

Thr

Tyr

Ser

125

Lys

Tyr

Ser

Ser

Thr

Gly

Tyr

His

190
Val

Pro
Ser
30

Glu

Tyr

Ala
Tyr
110
Ala
Ser
Phe
Gly
Leu

190
Tyr

Asn

Ser
175
Lys

Thr

Gly
15
Thr

Trp

Ala

Asn

Val

95

Gly

Ser

Thr

Pro

Val

175

Ser

Ile

Ser
160
Leu

Val

Lys

Gly

Val

Val

Ala

Thr

80

Tyr

Met

Thr

Ser

Glu

160

His

Ser

Cys
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[5796] 195 200 205

[5797] Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu
[5798] 210 215 220

[5799] Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro
[5800] 225 230 235 240
[5801] Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[5802] 245 250 255
[5803] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[5804] 260 265 270

[5805] Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp
[5806] 275 280 285

[56807] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
[5808] 290 295 300

[5809] Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
[5810] 305 310 315 320
[5811] Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
[5812] 325 330 335
[5813] Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
[5814] 340 345 350

[5815] Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[5816] 355 360 365

[5817] Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[5818] 370 375 380

[5819] Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[5820] 385 390 395 400
[5821] Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[5822] 405 410 415
[5823] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[5824] 420 425 430

[5825] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[5826] 435 440 445

[5827] Leu Ser Leu Ser Pro Gly

[5828] 450

[5829] <210> 159

[5830] <211> 454

[5831]  <212> PRT

[6832] <213> AL

[5833]  <220>

[5834]  <223> A HM): 9G7.1gGl.1 (VH + IgGl.1)

[5835]  <400> 159

[5836] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
[5837] 1 5 10 15
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[5838] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Val
[5839] 20 25 30

[5840] Trp Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[5841] 35 40 45

[5842] Gly Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala Ala
[5843] 50 55 60

[5844] Pro Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
[5845] 65 70 75 80
[5846] Leu Tyr Leu Gln Met Asn Ser Leu His Thr Glu Asp Thr Ala Val Tyr
[5847] 85 90 95
[5848] Tyr Cys Thr Thr Gly Gln Leu Ile Pro Tyr Ser Tyr Tyr Tyr Gly Met
[5849] 100 105 110

[5850] Asp Val Trp Gly Gln Gly Thr Ser Val Thr Val Ser Ser Ala Ser Thr
[5851] 115 120 125

[5852] Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser
[5853] 130 135 140

[5854] Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
[5855] 145 150 155 160
[5856] Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His
[5857] 165 170 175
[5858] Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
[5859] 180 185 190

[56860] Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys
[5861] 195 200 205

[5862] Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu
[5863] 210 215 220

[5864] Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro
[5865] 225 230 235 240
[5866] Glu Ala Glu Gly Ala Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[5867] 245 250 255
[5868] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
(58691 260 265 270

[5870] Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp
[5871] 275 280 285

[5872] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
[5873] 290 295 300

[5874] Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
[5875] 305 310 315 320
[5876] Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
[5877] 325 330 335
[5878] Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
[5879] 340 345 350
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[5880] Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
[5881] 355 360 365

[5882] Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[5883] 370 375 380

[5884] Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[5885] 385 390 395 400
[5886] Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[5887] 405 410 415
[5888] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[5889] 420 425 430

[5890] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[5891] 435 440 445

[5892] Leu Ser Leu Ser Pro Gly

[5893] 450

[5894]  <210> 160

[6895] <211> 215

[5896]  <212> PRT

[5897]  <213> N4

[5898]  <220>

[5899]  <223> AREP): 9G7.1gG1 (VL1 + CL)

[5900]  <400> 160

[5901] Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
[56902] 1 5 10 15
[5903] Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Ser
[5904] 20 25 30

[5905] Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
[5906] 35 40 45

[5907] Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
[5908] 50 55 60

[5909] Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu
[5910] 65 70 75 80
[5911]  Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Gly Ser Ser Pro
[5912] 85 90 95
[5913] Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala
[5914] 100 105 110

[5915] Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser
[5916] 115 120 125

[5917] Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu
[5918] 130 135 140

[5919] Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser
[6920] 145 150 155 160
[5921] Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu
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[5922]
[5923]
[5924]
[5925]
[5926]
[5927]
[5928]
[59291]
[5930]
[5931]
[5932]
[5933]
[5934]
[5935]
[5936]
[5937]
[5938]
[5939]
[5940]
[5941]
[5942]
[5943]
[5944]
[5945]
[5946]
[5947]
[5948]
[5949]
[5950]
[5951]
[5952]
[5953]
[5954]
[5955]
[5956]
[5957]
[5958]
[5959]
[5960]
[5961]
[5962]
[5963]

165 170

175

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val

180 185

190

Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys

195 200 205
Ser Phe Asn Arg Gly Glu Cys
210 215
<210> 161
211> 215
<212> PRT
213> NLF%)
220>
<223> HHUM: 967.1g61.2 (VL2 + CL)
<400> 161
Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu
1 5 10
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val
20 25
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
35 40 45
Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Glu
50 55 60
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75
Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Gly
85 90
Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys Arg
100 105
Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
115 120 125
Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140
Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
145 150 155
Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
165 170
Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185
Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
195 200 205
Ser Phe Asn Arg Gly Glu Cys
210 215

198

Ser

Thr
30
Arg

Arg

Arg

Ser

Thr

110

Leu

Pro

Gly

Tyr

His

190
Val

Pro
15

Ser
Leu
Phe
Leu
Ser
95

Val
Lys
Arg
Asn
Ser
175

Lys

Thr

Gly

Ser

Leu

Ser

Glu

80

Pro

Ala

Ser

Glu

Ser

160

Leu

Val

Lys
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[5964]
[5965]
[5966]
[5967]
[5968]
[5969]
[5970]
[5971]
[5972]
[5973]
[5974]
[5975]
[5976]
[5977]
[5978]
[5979]
[5980]
[5981]
[5982]
[5983]
[5984]
[5985]
[5986]
[5987]
[5988]
[5989]
[5990]
[5991]
[5992]
[5993]
[5994]
[5995]
[5996]
[5997]
[5998]
[5999]
[6000]
[6001]
[6002]
[6003]
[6004]
[6005]

<210> 162

211> 5

<212> PRT

213> NTJF31

<220>

<223> &R 9G7 VH CDRI
<400> 162

Thr Val Trp Met Ser

1 5

<210> 163

<211> 19

<212> PRT

213> N4

<220>

<223> AT 9G7 VH CDR2
<400> 163

Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala Ala Pro

1 5 10 15
Val Lys Gly

<210> 164

211> 14

<212> PRT

213> NTLF3

220>

<223> HHUK: 967 VH CDR3

<400> 164

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

<210> 165

211> 12

<212> PRT

213> NLF%)

220>

<223> £ Rf: 967 VL1 CDR1

<400> 165

Arg Ala Ser Gln Ser Val Ser Ser Ser Tyr Leu Ala
1 5 10

<210> 166

Q211> 7

<212> PRT

213> NTJF%1

220>
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[6006]  <223> &R : 9G7 VL1 CDR2
[6007]  <400> 166

[6008] Gly Ala Ser Ser Arg Ala Thr
[6009] 1 5

[6010]  <210> 167

[6011]  <211> 9

[6012]  <212> PRT

[6013]  <213> N T4

[6014]  <220>

[6015]  <223> & : 9G7 VL1 CDR3
[6016]  <400> 167

[6017] Gln Gln Tyr Gly Ser Ser Pro Trp Thr
[6018] 1 5

[6019]  <210> 168

[6020] <211> 12

[6021]  <212> PRT

[6022] <213> N4

[6023] <220>

[6024]  <223> &M : 9G7 VL2 CDR1
[6025]  <400> 168

[6026] Arg Ala Ser Gln Ser Val Thr Ser Ser Tyr Leu Ala
[6027] 1 5 10
[6028] <210> 169

[6029] <211> 7

[6030]  <212> PRT

[6031] <213> NTLF%

[6032] <220>

[6033]  <223> Ak : 9G7 VL2 CDR2
[6034]  <400> 169

[6035] Gly Ala Ser Ser Arg Ala Thr
[6036] 1 5

[6037]  <210> 170

[6038] <211> 9

[6039]  <212> PRT

[6040]  <213> AN T4

[6041]  <220>

[6042]  <223> A ALIY: 9G7 VL2 CDR3
[6043]  <400> 170

[6044]  Gln Gln Tyr Gly Ser Ser Pro Ile Thr
[6045] 1 5

[6046]  <210> 171

[6047]  <211> 450
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[6048]
[6049]
[6050]
[6051]
[6052]
[6053]
[6054]
[6055]
[6056]
[6057]
[6058]
[6059]
[6060]
[6061]
[6062]
[6063]
[6064]
[6065]
[6066]
[6067]
[6068]
[6069]
[6070]
[6071]
[6072]
[6073]
[6074]
[6075]
[6076]
[6077]
[6078]
[6079]
[6080]
[6081]
[6082]
[6083]
[6084]
[6085]
[6086]
[6087]
[6088]
[6089]

<212> PRT
213> NTLJF51
<220>
<223> &R 967 (VH +
<400> 171
Glu Val Gln Leu Val Glu

1

Ser

Trp

Gly

Pro

65

Leu

Tyr

Asp

Lys

Glu

145

Pro

Thr

Val

Asn

Arg

225

Gly

Ile

Glu

His

Leu

Met

Arg

50

Val

Tyr

Cys

Val

Gly

130

Ser

Val

Phe

Val

Val

210

Lys

Pro

Ser

Asp

Asn

Arg

Ser

35

Ile

Lys

Leu

Thr

Trp

115

Pro

Thr

Thr

Pro

Thr

195

Asp

Cys

Ser

Arg

Pro

275
Ala

Leu
20

Trp
Lys
Gly
Gln
Thr
100
Gly
Ser
Ala
Val
Ala
180
Val
His
Cys
Val
Thr
260

Glu

Lys

5

Ser

Val

Ser

Arg

Met

85

Gly

Gln

Val

Ala

Ser

165

Val

Pro

Lys

Val

Phe

245

Pro

Val

Thr

Cys

Arg

Lys

Phe

70

Asn

Gln

Gly

Phe

Leu

150

Trp

Leu

Ser

Pro

Glu

230

Leu

Glu

Gln

Lys

G2) B9GT7-1gG2

Ser Gly Gly Gly

Ala

Gln

Thr

55

Thr

Ser

Leu

Thr

Pro

135

Gly

Asn

Gln

Ser

Ser

215

Cys

Phe

Val

Phe

Pro

Ala

Ala

40

Asp

Ile

Leu

Ile

Ser

120

Leu

Cys

Ser

Ser

Asn

200

Asn

Pro

Pro

Thr

Asn

280
Arg

Ser
25

Pro
Gly
Ser
His
Pro
105
Val
Ala
Leu
Gly
Ser
185
Phe
Thr
Pro
Pro
Cys
265

Trp

Glu

201

10
Gly

Gly
Gly
Arg
Thr
90

Tyr
Thr
Pro
Val
Ala
170
Gly
Gly
Lys
Cys
Lys
250
Val

Tyr

Glu

Leu

Phe

Lys

Thr

Asp

75

Glu

Ser

Val

Cys

Lys

155

Leu

Leu

Thr

Val

Pro

235

Pro

Val

Val

Gln

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Ser

140

Asp

Thr

Tyr

Gln

Asp

220

Ala

Lys

Val

Asp

Phe

Lys

Phe

Leu

45

Asp

Ser

Thr

Tyr

Ser

125

Arg

Tyr

Ser

Ser

Thr

205

Lys

Pro

Asp

Asp

Gly

285

Asn

Pro
Ser
30

Glu
Tyr
Lys
Ala
Tyr
110
Ala
Ser
Phe
Gly
Leu
190
Tyr
Thr
Pro
Thr
Val
270

Val

Ser

Gly
15

Thr
Trp
Ala
Asn
Val
95

Gly
Ser
Thr
Pro
Val
175
Ser
Thr
Val
Val
Leu
255
Ser

Glu

Thr

Gly

Val

Val

Ala

Thr

80

Tyr

Met

Thr

Ser

Glu

160

His

Ser

Cys

Glu

Ala

240

Met

His

Val

Phe
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[6090] 290 295 300

[6091] Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly
[6092] 305 310 315 320
[6093] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile
[6094] 325 330 335
[6095] Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val
[6096] 340 345 350

[6097] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[6098] 355 360 365

[6099] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[6100] 370 375 380

[6101] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[6102] 385 390 395 400
[6103] Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[6104] 405 410 415
[6105] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[6106] 420 425 430

[6107] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
[6108] 435 440 445

[6109]  Pro Gly

[6110] 450

[6111]  <210> 172

[6112]  <211> 450

[6113]  <212> PRT

[6114]  <213> N T¢I

[6115]  <220>

[6116]  <223> & ff): 9G7 (VH + G2(C219S)) 5L9G7-1gG2-C219S

[6117]  <400> 172

[6118]  Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
[6119] 1 5 10 15
[6120] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Val
[6121] 20 25 30

[6122] Trp Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[6123] 35 40 45

[6124] Gly Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala Ala
[6125] 50 55 60

[6126] Pro Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
[6127] 65 70 75 80
[6128] Leu Tyr Leu Gln Met Asn Ser Leu His Thr Glu Asp Thr Ala Val Tyr
[6129] 85 90 95
[6130] Tyr Cys Thr Thr Gly Gln Leu Ile Pro Tyr Ser Tyr Tyr Tyr Gly Met
[6131] 100 105 110

202



CN 107743586 B ,? yu % 147/203 71
[6132] Asp Val Trp Gly Gln Gly Thr Ser Val Thr Val Ser Ser Ala Ser Thr
[6133] 115 120 125

[6134] Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser
[6135] 130 135 140

[6136] Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
[6137] 145 150 155 160
[6138] Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His
[6139] 165 170 175
[6140] Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
[6141] 180 185 190

[6142] Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys
[6143] 195 200 205

[6144]  Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu
[6145] 210 215 220

[6146] Arg Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala
[6147] 225 230 235 240
[6148] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[6149] 245 250 255
[6150] TIle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[6151] 260 265 270

[6152]  Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[6153] 275 280 285

[6154] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe
[6155] 290 295 300

[6156] Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly
[6157] 305 310 315 320
[6158] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile
[6159] 325 330 335
[6160] Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val
[6161] 340 345 350

[6162] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[6163] 355 360 365

[6164] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[6165] 370 375 380

[6166] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[6167] 385 390 395 400
[6168] Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[6169] 405 410 415
[6170] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[6171] 420 425 430

[6172] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
[6173] 435 440 445
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[6174]
[6175]
[6176]
[6177]
[6178]
[6179]
[6180]
[6181]
[6182]
[6183]
[6184]
[6185]
[6186]
[6187]
[6188]
[6189]
[6190]
[6191]
[6192]
[6193]
[6194]
[6195]
[6196]
[6197]
[6198]
[6199]
[6200]
[6201]
[6202]
[6203]
[6204]
[6205]
[6206]
[6207]
[6208]
[6209]
[6210]
[6211]
[6212]
[6213]
[6214]
[6215]

Pro

210>
<2115
212>
<213>

Gly
450

220>

<223>
<400>

173
451
PRT

NI

AR 967 (VH +
173

Glu Val Gln Leu Val Glu

1

Ser

Trp

Gly

Pro

65

Leu

Tyr

Asp

Glu
145
Pro
Thr
Val
Asn
Arg
225

Gly

Met

Leu
Met
Arg
50

Val
Tyr
Cys
Val
Gly
130
Ser
Val
Phe
Val
Val
210
Lys

Gly

Ile

Arg
Ser
35

Ile
Lys
Leu
Thr
Trp
115
Pro
Thr
Thr
Pro
Thr
195
Asp
Cys

Pro

Ser

Leu
20

Trp
Lys
Gly
Gln
Thr
100
Gly
Ser
Ala
Val
Ala
180
Val
His
Cys

Ser

Arg

5

Ser

Val

Ser

Arg

Met

85

Gly

Gln

Val

Ala

Ser

165

Val

Pro

Lys

Val

Val

245
Thr

Cys
Arg
Lys
Phe
70

Asn
Gln
Gly
Phe
Leu
150
Trp
Leu
Ser
Pro
Glu
230

Phe

Pro

G2.g1) BL9GT-1gG2-1gG1

Ser Gly Gly Gly Leu Val

Ala
Gln
Thr
55

Thr
Ser
Leu
Thr
Pro
135
Gly
Asn
Gln
Ser
Ser
215
Cys

Leu

Glu

Ala
Ala
40

Asp
Ile
Leu
Ile
Ser
120
Leu
Cys
Ser
Ser
Asn
200
Asn
Pro

Phe

Val

Ser
25

Pro
Gly
Ser
His
Pro
105
Val
Ala
Leu
Gly
Ser
185
Phe
Thr
Pro

Pro

Thr

204

10
Gly

Gly

Gly

Arg

Thr

90

Tyr

Thr

Pro

Val

Ala

170

Gly

Gly

Lys

Cys

Pro

250
Cys

Phe
Lys
Thr
Asp
75

Glu
Ser
Val
Cys
Lys
155
Leu
Leu
Thr
Val
Pro
235

Lys

Val

Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Asp
Thr
Tyr
Gln
Asp
220
Ala

Pro

Val

Lys

Phe

Leu

45

Asp

Ser

Thr

Tyr

Ser

125

Tyr

Ser

Ser

Thr

205

Lys

Pro

Lys

Val

Pro
Ser
30

Glu
Tyr
Lys
Ala
Tyr
110
Ala
Ser
Phe
Gly
Leu
190
Tyr
Thr
Glu

Asp

Asp

Gly
15
Thr

Trp

Ala

Asn

Val

95

Gly

Ser

Thr

Pro

Val

175

Ser

Thr

Val

Leu

Thr

255
Val

Gly

Val

Val

Ala

Thr

80

Met

Thr

Ser

Glu

160

His

Ser

Cys

Glu

Leu

240

Leu

Ser
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[6216] 260 265 270

[6217] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[6218] 275 280 285

[6219] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[6220] 290 295 300

[6221]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[6222] 305 310 315 320
[6223] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[6224] 325 330 335
[6225] Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[6226] 340 345 350

[6227] Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val
[6228] 355 360 365

[6229] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[6230] 370 375 380

[6231]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[6232] 385 390 395 400
[6233] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[6234] 405 410 415
[6235] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[6236] 420 425 430

[6237] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[6238] 435 440 445

[6239] Ser Pro Gly

[6240] 450

[6241] <210> 174

[6242] <211> 450

[6243]  <212> PRT

[6244]  <213> N T¢I

[6245]  <220>

[6246]  <223> & Kf: 9G7 (VH + G2.gl.1) 8{9G7-1gG2-1gG1.1

[6247]  <400> 174

[6248] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
[6249] 1 5 10 15
[6250] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Val
[6251] 20 25 30

[6252] Trp Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[6253] 35 40 45

[6254] Gly Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala Ala
[6255] 50 55 60

[6256] Pro Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
[6257] 65 70 75 80

205
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[6258] Leu Tyr Leu Gln Met Asn Ser Leu His Thr Glu Asp Thr Ala Val Tyr
[6259] 85 90 95
[6260] Tyr Cys Thr Thr Gly Gln Leu Ile Pro Tyr Ser Tyr Tyr Tyr Gly Met
[6261] 100 105 110

[6262] Asp Val Trp Gly Gln Gly Thr Ser Val Thr Val Ser Ser Ala Ser Thr
[6263] 115 120 125

[6264] Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser
[6265] 130 135 140

[6266] Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
[6267] 145 150 155 160
[6268] Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His
[6269] 165 170 175
[6270] Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
[6271] 180 185 190

[6272] Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys
[6273] 195 200 205

[6274] Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu
[6275] 210 215 220

[6276] Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala
[6277] 225 230 235 240
[6278]  Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[6279] 245 250 255
[6280] Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[6281] 260 265 270

[6282] Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[6283] 275 280 285

[6284] His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIln Tyr Asn Ser Thr Tyr
[6285] 290 295 300

[6286] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[6287] 305 310 315 320
[6288] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile
[6289] 325 330 335
[6290] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[6291] 340 345 350

[6292] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[6293] 355 360 365

[6294] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[6295] 370 375 380

[6296] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[6297] 385 390 395 400
[6298] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[6299] 405 410 415

206
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[6300]
[6301]
[6302]
[6303]
[6304]
[6305]
[6306]
[6307]
[6308]
[6309]
[6310]
[6311]
[6312]
[6313]
[6314]
[6315]
[6316]
[6317]
[6318]
[6319]
[6320]
[6321]
[6322]
[6323]
[6324]
[6325]
[6326]
[6327]
[6328]
[6329]
[6330]
[6331]
[6332]
[6333]
[6334]
[6335]
[6336]
[6337]
[6338]
[6339]
[6340]
[6341]

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

420

425 430

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

Pro

<210>
<2115
212>
213>

Gly
450

<220>

223>
<400>

435

175
451
PRT
NI

AR 967 (VH +
175

Glu Val Gln Leu Val Glu

1

Ser

Trp

Gly

Pro

65

Leu

Tyr

Asp

Lys

Glu

145

Pro

Thr

Val

Asn

Arg

Leu
Met
Arg
50

Val
Tyr
Cys
Val
Gly
130
Ser
Val
Phe
Val
Val

210
Lys

Arg
Ser
35

Ile
Lys
Leu
Thr
Trp
115
Pro
Thr
Thr
Pro
Thr
195

Asp

Ser

Leu
20

Trp
Lys
Gly
Gln
Thr
100
Gly
Ser
Ala
Val
Ala
180
Val
His

Cys

5

Ser

Val

Ser

Arg

Met

85

Gly

Gln

Val

Ala

Ser

165

Val

Pro

Lys

Val

Cys

Arg

Lys

Phe

70

Asn

Gln

Gly

Phe

Leu

150

Trp

Leu

Ser

Pro

Glu

440 445

G2(C219S) .gl) BK9GT-1gG2-C219S-T1gG1

Ser Gly Gly Gly Leu Val Lys Pro
10
Ala Ala Ser Gly Phe Thr Phe Ser
25 30
Gln Ala Pro Gly Lys Gly Leu Glu
40 45
Thr Asp Gly Gly Thr Thr Asp Tyr
55 60
Thr Ile Ser Arg Asp Asp Ser Lys
75
Ser Leu His Thr Glu Asp Thr Ala
90
Leu Ile Pro Tyr Ser Tyr Tyr Tyr
105 110
Thr Ser Val Thr Val Ser Ser Ala
120 125
Pro Leu Ala Pro Cys Ser Arg Ser
135 140
Gly Cys Leu Val Lys Asp Tyr Phe
155
Asn Ser Gly Ala Leu Thr Ser Gly
170
Gln Ser Ser Gly Leu Tyr Ser Leu
185 190
Ser Asn Phe Gly Thr Gln Thr Tyr
200 205
Ser Asn Thr Lys Val Asp Lys Thr
215 220
Cys Pro Pro Cys Pro Ala Pro Glu

207

Gly
15

Thr
Trp
Ala
Asn
Val
95

Gly
Ser
Thr
Pro
Val
175
Ser
Thr

Val

Leu

Gly

Val

Val

Ala

Thr

80

Tyr

Met

Thr

Ser

Glu

160

His

Ser

Cys

Glu

Leu
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[6342] 225 230 235 240
[6343] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[6344] 245 250 255
[6345] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[6346] 260 265 270

[6347] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[6348] 275 280 285

[6349] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[6350] 290 295 300

[6351] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[6352] 305 310 315 320
[6353] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[6354] 325 330 335
[6355] Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[6356] 340 345 350

[6357] Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val
[6358] 355 360 365

[6359] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[6360] 370 375 380

[6361]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[6362] 385 390 395 400
[6363] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[6364] 405 410 415
[6365] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[6366] 420 425 430

[6367] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[6368] 435 440 445

[6369] Ser Pro Gly

[6370] 450

[6371]  <210> 176

[6372]  <211> 450

[6373]  <212> PRT

[6374]  <213> N3

[6375]  <220>

[6376]  <223> & EHI: 9G7 (VH + G2(C219S) .gl1.1) 8B{9G7-1gG2-C219S-1gG1 .1
[6377]  <400> 176

[6378] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
[6379] 1 5 10 15
[6380] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Val
[6381] 20 25 30

[6382] Trp Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[6383] 35 40 45

208
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[6384] Gly Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala Ala
[6385] 50 55 60

[6386] Pro Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
[6387] 65 70 75 80
[6388] Leu Tyr Leu Gln Met Asn Ser Leu His Thr Glu Asp Thr Ala Val Tyr
[6389] 85 90 95
[6390] Tyr Cys Thr Thr Gly Gln Leu Ile Pro Tyr Ser Tyr Tyr Tyr Gly Met
[6391] 100 105 110

[6392] Asp Val Trp Gly Gln Gly Thr Ser Val Thr Val Ser Ser Ala Ser Thr
[6393] 115 120 125

[6394] Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser
[6395] 130 135 140

[6396] Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
[6397] 145 150 155 160
[6398] Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His
[6399] 165 170 175
[6400] Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
[6401] 180 185 190

[6402] Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys
[6403] 195 200 205

[6404] Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu
[6405] 210 215 220

[6406] Arg Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala
[6407] 225 230 235 240
[6408] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[6409] 245 250 255
[6410] Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[6411] 260 265 270

[6412]  Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[6413] 275 280 285

[6414] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[6415] 290 295 300

[6416] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[6417] 305 310 315 320
[6418] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile
[6419] 325 330 335
[6420] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[6421] 340 345 350

[6422] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[6423] 355 360 365

[6424] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[6425] 370 375 380

209
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[6426]
[6427]
[6428]
[6429]
[6430]
[6431]
[6432]
[6433]
[6434]
[6435]
[6436]
[6437]
[6438]
[6439]
[6440]
[6441]
[6442]
[6443]
[6444]
[6445]
[6446]
[6447]
[6448]
[6449]
[6450]
[6451]
[6452]
[6453]
[6454]
[6455]
[6456]
[6457]
[6458]
[6459]
[6460]
[6461]
[6462]
[6463]
[6464]
[6465]
[6466]
[6467]

Trp
385
Val
Asp

His

Pro

Glu

Leu

Lys

Glu

Gly
450

Ser Asn Gly Gln Pro Glu Asn Asn

390

Asp Ser Asp Gly Ser Phe Phe Leu

405

410

Ser Arg Trp Gln Gln Gly Asn Val

420

425

Ala Leu His Asn His Tyr Thr Gln

435

<210> 177
211> 215
<212> PRT
213> NP5
<220>
<223> LRRIT: 967 L1 (AKEfEAREE 1)
<400> 177
Glu Ile Val Leu

1
Glu

Tyr
Ile
Gly
65

Pro
Trp
Ala
Gly
Ala
145
Gln

Ser

Tyr

Arg

Leu

Tyr

50

Ser

Glu

Thr

Pro

Thr

130

Lys

Glu

Ser

Ala

Ala

Ala

35

Gly

Gly

Asp

Phe

Ser

115

Ala

Val

Ser

Thr

Cys

Thr
20
Trp

Ala

Ser

Phe

Gly

100

Val

Ser

Gln

Val

Leu

180
Glu

440

Thr Gln Ser Pro Gly Thr

5

Leu

Tyr

Ser

Gly

Ala

85

Gln

Phe

Val

Trp

Thr

165

Thr

Val

Ser

Gln

Ser

Thr

70

Val

Gly

Ile

Val

Lys

150

Glu

Leu

Thr

Cys

Gln

Arg

55

Asp

Tyr

Thr

Phe

Cys

135

Val

Gln

Ser

His

Arg

Lys

40

Ala

Phe

Tyr

Lys

Pro

120

Leu

Asp

Asp

Lys

Gln

Ala
25

Pro

Thr

Thr

Cys

Val

105

Pro

Leu

Asn

Ser

Ala

185
Gly

210

10

Ser

Gly

Gly

Leu

Gln

90

Glu

Ser

Asn

Ala

Lys

170

Asp

Leu

Tyr
395
Tyr

Phe

Lys

Leu

Gln

Gln

Ile

Thr

75

Gln

Ile

Asp

Asn

Leu

155

Asp

Tyr

Ser

Lys

Ser

Ser

Ser

Ser

Ser

Ala

Pro

60

Ile

Tyr

Lys

Glu

Phe

140

Gln

Ser

Glu

Ser

Thr

Lys

Cys

Leu
445

Leu

Val

Pro

45

Asp

Ser

Gly

Arg

Gln

125

Tyr

Ser

Thr

Lys

Pro

Thr

Leu

Ser

430

Ser

Ser
Ser
30

Arg
Arg
Arg
Ser
Thr
110
Leu
Pro
Gly
Tyr
His

190
Val

Pro
Thr
415

Val

Leu

Pro
15

Ser
Leu
Phe
Leu
Ser
95

Val
Lys
Arg
Asn
Ser
175

Lys

Thr

Pro
400
Val

Met

Ser

Gly

Ser

Leu

Ser

Glu

80

Pro

Ala

Ser

Glu

Ser

160

Leu

Val

Lys
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[6468] 195 200 205

[6469] Ser Phe Asn Arg Gly Glu Cys

[6470] 210 215

[6471]  <210> 178

[6472]  <211> 117

[6473]  <212> PRT

[6474]  <213> NTJ#4I

[6475]  <220>

[6476]  <223> & HHI: 14E3 (VH)

[6477]  <400> 178

[6478]  Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[6479] 1 5 10 15
[6480] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[6481] 20 25 30

[6482] Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[6483] 35 40 45

[6484] Gly Glu Ile Asn His Ser Gly Asn Thr Tyr Tyr Asn Pro Ser Leu Lys
[6485] 50 55 60

[6486] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Leu Ser Leu
[6487] 65 70 75 80
[6488] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[6489] 85 90 95
[6490] Arg Phe Gly Ser Asn Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[6491] 100 105 110

[6492] Val Thr Val Ser Ser

[6493] 115

[6494]  <210> 179

[6495]  <211> 107

[6496]  <212> PRT

[6497]  <213> NTJ#4I

[6498]  <220>

[6499]  <223> & pff: 14E3 (VL)

[6500]  <400> 179

[6501] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[6502] 1 5 10 15
[6503] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[6504] 20 25 30

[6505] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[6506] 35 40 45

[6507] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[6508] 50 55 60

[6509] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
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[6510]
[6511]
[6512]
[6513]
[6514]
[6515]
[6516]
[6517]
[6518]
[6519]
[6520]
[6521]
[6522]
[6523]
[6524]
[6525]
[6526]
[6527]
[6528]
[6529]
[6530]
[6531]
[6532]
[6533]
[6534]
[6535]
[6536]
[6537]
[6538]
[6539]
[6540]
[6541]
[6542]
[6543]
[6544]
[6545]
[6546]
[6547]
[6548]
[6549]
[6550]
[6551]

65 70 75
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro
85 90 95
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
<210> 180
211> 447
<212> PRT
213> NTJF31
220>
223> A 14E3 (K EFA: AL H i)
<400> 180
Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser
1 5 10 15
Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly
20 25 30
Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Gly Glu Ile Asn His Ser Gly Asn Thr Tyr Tyr Asn Pro Ser Leu
50 55 60
Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Leu Ser
65 70 75
Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Arg Phe Gly Ser Asn Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr
100 105 110
Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125
Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly
130 135 140
Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155
Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln
165 170 175
Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190
Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser
195 200 205
Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr
210 215 220
Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser
225 230 235

212

80

Pro

Glu

Tyr

Ile

Lys

Leu

80

Ala

Met

Leu

Cys

Ser

160

Ser

Ser

Asn

His

Val
240
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[6552] Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
[6553] 245 250 255
[6554] Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
[6555] 260 265 270

[6556] Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
[6557] 275 280 285

[6558] Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser
[6559] 290 295 300

[6560] Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
[6561] 305 310 315 320
[6562] Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile
[6563] 325 330 335
[6564] Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
[6565] 340 345 350

[6566] Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
[6567] 355 360 365

[6568] Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
[6569] 370 375 380

[6570] Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
[6571] 385 390 395 400
[6572] Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
[6573] 405 410 415
[6574] Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
[6575] 420 425 430

[6576] His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
[6577] 435 440 445

[6578] <210> 181

[6579] <211> 214

[6580]  <212> PRT

[6581] <213> NLF%

[6582]  <220>

[6583]  <223> &RLMI: 14E3 (&K RIEREE)

[6584]  <400> 181

[6585] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[6586] 1 5 10 15
[6587] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[6588] 20 25 30

[6589] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[6590] 35 40 45

[6591] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[6592] 50 55 60

[6593] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro

213
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[6594] 65 70 75 80
[6595] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Pro
[6596] 85 90 95
[6597] Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
[6598] 100 105 110

[6599] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[6600] 115 120 125

[6601] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[6602] 130 135 140

[6603] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[6604] 145 150 155 160
[6605] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[6606] 165 170 175
[6607] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[6608] 180 185 190

[6609] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[6610] 195 200 205

[6611]  Phe Asn Arg Gly Glu Cys

[6612] 210

[6613]  <210> 182

[6614]  <211> 446

[6615]  <212> PRT

[6616]  <213> N5

[6617]  <220>

[6618]  <223> & ff: 14E3.1gG1 (VH + IgGl)

[6619]  <400> 182

[6620] Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
(66211 1 5 10 15
[6622] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[6623] 20 25 30

[6624] Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[6625] 35 40 45

[6626] Gly Glu Ile Asn His Ser Gly Asn Thr Tyr Tyr Asn Pro Ser Leu Lys
[6627] 50 55 60

[6628] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Leu Ser Leu
[6629] 65 70 75 80
[6630] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[6631] 85 90 95
[6632] Arg Phe Gly Ser Asn Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[6633] 100 105 110

[6634] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[6635] 115 120 125

214
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[6636] Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
[6637] 130 135 140

[6638] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[6639] 145 150 155 160
[6640] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[6641] 165 170 175
[6642] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
[6643] 180 185 190

[6644] Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn
[6645] 195 200 205

[6646] Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His
[6647] 210 215 220

[6648] Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
[6649] 225 230 235 240
[6650] Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
[6651] 245 250 255
[6652] Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
[6653] 260 265 270

[6654] Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
[6655] 275 280 285

[6656] Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser
[6657] 290 295 300

[6658] Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
[6659] 305 310 315 320
[6660] Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile
[6661] 325 330 335
[6662] Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
[6663] 340 345 350

[6664] Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
[6665] 355 360 365

[6666] Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
[6667] 370 375 380

[6668] Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
[6669] 385 390 395 400
[6670] Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
[6671] 405 410 415
[6672] Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
[6673] 420 425 430

[6674] His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[6675] 435 440 445

[6676] <210> 183

[6677]  <211> 446

215
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[6678]  <212> PRT

[6679]  <213> N5

[6680]  <220>

[6681]  <223> & pkff): 14E3.1gGl.1 (VH + IgGl.1)

[6682]  <400> 183

[6683] Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[6684] 1 5 10 15
[6685] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[6686] 20 25 30

[6687] Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[6688] 35 40 45

[6689] Gly Glu Ile Asn His Ser Gly Asn Thr Tyr Tyr Asn Pro Ser Leu Lys
[6690] 50 55 60

[6691] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Leu Ser Leu
[6692] 65 70 75 80
[6693] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[6694] 85 90 95
[6695] Arg Phe Gly Ser Asn Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[6696] 100 105 110

[6697] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[6698] 115 120 125

[6699] Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
[6700] 130 135 140

[6701] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[6702] 145 150 155 160
[6703] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[6704] 165 170 175
[6705] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
[6706] 180 185 190

[6707] Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn
[6708] 195 200 205

[6709] Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His
[6710] 210 215 220

[6711]  Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Glu Gly Ala Pro Ser Val
[6712] 225 230 235 240
[6713]  Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
[6714] 245 250 255
[6715] Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
[6716] 260 265 270

[6717] Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
[6718] 275 280 285

[6719] Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser

216
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[6720] 290 295 300

[6721] Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
[6722] 305 310 315 320
[6723] Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys Thr Ile
[6724] 325 330 335
[6725] Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
[6726] 340 345 350

[6727] Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
[6728] 355 360 365

[6729] Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
[6730] 370 375 380

[6731]  Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
[6732] 385 390 395 400
[6733] Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
[6734] 405 410 415
[6735] Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
[6736] 420 425 430

[6737] His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[6738] 435 440 445

[6739] <210> 184

[6740] <211> 214

[6741]  <212> PRT

[6742]  <213> N5

[6743]  <220>

[6744]  <223> & f: 14E3.1gG1 (VL + CL)

[6745]  <400> 184

[6746] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
(67471 1 5 10 15
[6748] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
[6749] 20 25 30

[6750] Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
[6751] 35 40 45

[6752] Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
[6753] 50 55 60

[6754] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[6755] 65 70 75 80
[6756] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Pro
[6757] 85 90 95
[6758] Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
[6759] 100 105 110

[6760] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[6761] 115 120 125
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[6762] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[6763] 130 135 140

[6764] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[6765] 145 150 155 160
[6766] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[6767] 165 170 175
[6768] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[6769] 180 185 190

[6770] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[6771] 195 200 205

[6772] Phe Asn Arg Gly Glu Cys

[6773] 210

[6774] <210> 185

[6775] <211> 5

[6776]  <212> PRT

(67771  <213> NTLJ#%I

[6778]  <220>

[6779]  <223> &HHI: 14E3 VH CDR1

[6780]  <400> 185

[6781] Gly Tyr Tyr Trp Ser

[6782] 1 5

[6783] <210> 186

[6784] <211> 16

[6785]  <212> PRT

[6786]  <213> N TJ¥4i

[6787]  <220>

[6788]  <223> &%fY: 14E3 VH CDR2

[6789]  <400> 186

[6790] Glu Ile Asn His Ser Gly Asn Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
[6791] 1 5 10 15
[6792] <210> 187

[6793] <211> 9

[6794] <212> PRT

[6795]  <213> N5

[6796]  <220>

[6797]  <223> &KfY: 14E3 VH CDR3

[6798]  <400> 187

[6799] Phe Gly Ser Asn Asp Ala Phe Asp Ile

[6800] 1 5

[6801]  <210> 188

[6802] <211> 11

[6803]  <212> PRT
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[6804]
[6805]
[6806]
[6807]
[6808]
[6809]
[6810]
[6811]
[6812]
[6813]
[6814]
[6815]
[6816]
[6817]
[6818]
[6819]
[6820]
[6821]
[6822]
[6823]
[6824]
[6825]
[6826]
[6827]
[6828]
[6829]
[6830]
[6831]
[6832]
[6833]
[6834]
[6835]
[6836]
[6837]
[6838]
[6839]
[6840]
[6841]
[6842]
[6843]
[6844]
[6845]

213> N3
220>
<223> &R 14E3 VL CDR1
<400> 188
Arg Ala Ser Gln Gly Ile Ser Ser Trp Leu
1 5 10
<210> 189
211> 7
<212> PRT
213> NLF3
220>
<223> AU 14E3 VL CDR2
<400> 189
Ala Ala Ser Ser Leu Gln Ser
1 5
<210> 190
211> 9
<212> PRT
213> NLF%
220>
<223> A HU: 14E3 VL CDR3
<400> 190
Gln Gln Tyr Asn Ser Tyr Pro Pro Thr
1 5
<210> 191
211> 442
<212> PRT
213> NILF%)
220>
<223> &K 14E3 (VH + G2) B{14E3-1gG2
<400> 191
Gln Val Gln Leu Gln Gln Trp Gly Ala Gly
1 5 10
Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly
20 25
Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly
35 40
Gly Glu Ile Asn His Ser Gly Asn Thr Tyr
50 55
Ser Arg Val Thr Ile Ser Val Asp Thr Ser
65 70
Lys Leu Ser Ser Val Thr Ala Ala Asp Thr
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Ala

Leu

Gly

Lys

Tyr

Lys

75
Ala

Leu
Ser
Gly
Asn
60

Asn

Val

Lys
Phe
Leu
45

Pro

Gln

Tyr

Pro
Ser
30

Glu
Ser

Leu

Tyr

Ser Glu
15
Gly Tyr

Trp Ile

Leu Lys

Ser Leu

80
Cys Ala
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[6846] 85 90 95
[6847] Arg Phe Gly Ser Asn Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[6848] 100 105 110

[6849] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[6850] 115 120 125

[6851] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[6852] 130 135 140

[6853] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[6854] 145 150 155 160
[6855] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[6856] 165 170 175
[6857] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[6858] 180 185 190

[6859] Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[6860] 195 200 205

[6861] Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro
[6862] 210 215 220

[6863] Pro Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro
[6864] 225 230 235 240
[6865] Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
[6866] 245 250 255
[6867] Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn
[6868] 260 265 270

[6869] Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[6870] 275 280 285

[6871]  Glu Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val
[6872] 290 295 300

[6873] Val His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[6874] 305 310 315 320
[6875] Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys
[6876] 325 330 335
[6877] Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu
[6878] 340 345 350

[6879] Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[6880] 355 360 365

[6881] Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[6882] 370 375 380

[6883] Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe
[6884] 385 390 395 400
[6885] Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
[6886] 405 410 415
[6887] Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr

220
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[6888]
[6889]
[6890]
[6891]
[6892]
[6893]
[6894]
[6895]
[6896]
[6897]
[6898]
[6899]
[6900]
[6901]
[6902]
[6903]
[6904]
[6905]
[6906]
[6907]
[6908]
[6909]
[6910]
[6911]
[6912]
[6913]
[6914]
[6915]
[6916]
[6917]
[6918]
[6919]
[6920]
[6921]
[6922]
[6923]
[6924]
[6925]
[6926]
[6927]
[6928]
[6929]

420 425
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
435 440
<210> 192
211> 442
<212> PRT
213> NTJF%1
220>

<223> &R 14E3 (VH + G2(C219S)) 8L 14E3-1gG2-C219S

<400> 192

430

Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro

1 5 10
Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly
20 25
Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly
35 40
Gly Glu Ile Asn His Ser Gly Asn Thr Tyr
50 55
Ser Arg Val Thr Ile Ser Val Asp Thr Ser
65 70
Lys Leu Ser Ser Val Thr Ala Ala Asp Thr
85 90
Arg Phe Gly Ser Asn Asp Ala Phe Asp Ile
100 105
Val Thr Val Ser Ser Ala Ser Thr Lys Gly
115 120
Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser
130 135
Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
145 150
Gly Ala Leu Thr Ser Gly Val His Thr Phe
165 170
Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
180 185
Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val
195 200
Thr Lys Val Asp Lys Thr Val Glu Arg Lys
210 215
Pro Cys Pro Ala Pro Pro Val Ala Gly Pro
225 230
Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
245 250
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Gly
Lys
Tyr
Lys
75

Ala
Trp
Pro
Thr
Thr
155
Pro
Thr
Asp
Ser
Ser

235
Arg

Ser
Gly
Asn
60

Asn
Val
Gly
Ser
Ala
140
Val
Ala
Val
His
Cys
220

Val

Thr

Phe

Leu

45

Pro

Gln

Tyr

Gln

Val

125

Ala

Ser

Val

Pro

Lys

205

Val

Phe

Pro

Ser
30

Glu
Ser
Leu
Tyr
Gly
110
Phe
Leu
Trp
Leu
Ser
190
Pro
Glu

Leu

Glu

Ser
15

Gly
Trp
Leu
Ser
Cys
95

Thr
Pro
Gly
Asn
Gln
175
Ser
Ser
Cys

Phe

Val
255

Glu

Ile

Lys

Leu

80

Ala

Met

Leu

Cys

Ser

160

Ser

Asn

Asn

Pro

Pro
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[6930] Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn
[6931] 260 265 270

[6932] Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[6933] 275 280 285

[6934] Glu Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val
[6935] 290 295 300

[6936] Val His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[6937] 305 310 315 320
[6938] Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys
[6939] 325 330 335
[6940] Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu
[6941] 340 345 350

[6942]  Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[6943] 355 360 365

[6944] Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[6945] 370 375 380

[6946] Asn Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe
[6947] 385 390 395 400
[6948] Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
[6949] 405 410 415
[6950] Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
[6951] 420 425 430

[6952] Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[6953] 435 440

[6954]  <210> 193

[6955] <211> 443

[6956]  <212> PRT

[6957] <213> NTLJ¥#%

[6958]  <220>

[6959]  <223> A Rf): 14E3 (VH + G2.gl) B14E3-1gG2-1gG1

[6960]  <400> 193

[6961] Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[6962] 1 5 10 15
[6963] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[6964] 20 25 30

[6965] Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[6966] 35 40 45

[6967] Gly Glu Ile Asn His Ser Gly Asn Thr Tyr Tyr Asn Pro Ser Leu Lys
[6968] 50 55 60

[6969] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Leu Ser Leu
[6970] 65 70 75 80
[6971] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
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[6972] 85 90 95
[6973] Arg Phe Gly Ser Asn Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[6974] 100 105 110

[6975] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[6976] 115 120 125

[6977] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[6978] 130 135 140

[6979] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[6980] 145 150 155 160
[6981] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[6982] 165 170 175
[6983] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[6984] 180 185 190

[6985] Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[6986] 195 200 205

[6987] Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro
[6988] 210 215 220

[6989] Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe
[6990] 225 230 235 240
[6991]  Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val
[6992] 245 250 255
[6993] Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe
[6994] 260 265 270

[6995] Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
[6996] 275 280 285

[6997] Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
[6998] 290 295 300

[6999] Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
[7000] 305 310 315 320
[7001] Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala
[7002] 325 330 335
[7003] Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg
[7004] 340 345 350

[7005] Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
[7006] 355 360 365

[7007]  Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
[7008] 370 375 380

[7009] Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
[7010] 385 390 395 400
[7011]  Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln
[7012] 405 410 415
[7013] Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
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[7014] 420 425 430

[7015] Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[7016] 435 440

[7017]  <210> 194

[7018] <211> 442

[7019]  <212> PRT

[7020]  <213> N TLJ#4

[7021]  <220>

[7022]  <223> & Ekff: 14E3 (VH + G2.gl.1) B14E3-1gG2-1gG1. 1

[7023]  <400> 194

[7024]  Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[7025] 1 5 10 15
[7026] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[7027] 20 25 30

[7028] Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[7029] 35 40 45

[7030] Gly Glu Ile Asn His Ser Gly Asn Thr Tyr Tyr Asn Pro Ser Leu Lys
[7031] 50 55 60

[7032] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Leu Ser Leu
[7033] 65 70 75 80
[7034] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[7035] 85 90 95
[7036] Arg Phe Gly Ser Asn Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[7037] 100 105 110

[7038] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[7039] 115 120 125

[7040] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[7041] 130 135 140

[7042] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[7043] 145 150 155 160
[7044] Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[7045] 165 170 175
[7046] Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[7047] 180 185 190

[7048] Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[7049] 195 200 205

[7050] Thr Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro
[7051] 210 215 220

[7052] Pro Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro
[7053] 225 230 235 240
[7054]  Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
[7055] 245 250 255
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[7056] Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn
[7057] 260 265 270

[7058] Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[7059] 275 280 285

[7060] Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
[7061] 290 295 300

[7062] Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[7063] 305 310 315 320
[7064] Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys
[7065] 325 330 335
[7066] Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu
[7067] 340 345 350

[7068] Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[7069] 355 360 365

[7070]  Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[7071] 370 375 380

[7072] Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
[7073] 385 390 395 400
[7074] Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
[7075] 405 410 415
[7076] Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
[7077] 420 425 430

[7078] Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[7079] 435 440

[7080]  <210> 195

[7081]  <211> 443

[7082] <212> PRT

[7083] <213> ANTLJF#%

[7084]  <220>

[7085]  <223> &R : 14E3 (VH + G2(C219S) .gl) B14E3-1gG2-C219S-1gG1
[7086]  <400> 195

[7087] Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
[7088] 1 5 10 15
[7089] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[7090] 20 25 30

[7091] Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[7092] 35 40 45

[7093] Gly Glu Ile Asn His Ser Gly Asn Thr Tyr Tyr Asn Pro Ser Leu Lys
[7094] 50 55 60

[7095] Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Leu Ser Leu
[7096] 65 70 75 80
[7097] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
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[7098] 85 90 95
[7099] Arg Phe Gly Ser Asn Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[7100] 100 105 110

[7101]  Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[7102] 115 120 125

[7103] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[7104] 130 135 140

[7105] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[7106] 145 150 155 160
[7107]  Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[7108] 165 170 175
[7109]  Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[7110] 180 185 190

[7111]  Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[7112] 195 200 205

[7113]  Thr Lys Val Asp Lys Thr Val Glu Arg Lys Ser Cys Val Glu Cys Pro
[7114] 210 215 220

[7115]  Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe
[7116] 225 230 235 240
[7117]  Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val
[7118] 245 250 255
[7119]  Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe
[7120] 260 265 270

[7121]  Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
[7122] 275 280 285

[7123]  Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
[7124] 290 295 300

[7125] Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
[7126] 305 310 315 320
[7127]  Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala
[7128] 325 330 335
[7129] Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg
[7130] 340 345 350

[7131] Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
[7132] 355 360 365

[7133] Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
[7134] 370 375 380

[7135] Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
[7136] 385 390 395 400
[7137]  Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln
[7138] 405 410 415
[7139]  Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
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[7140] 420 425 430

[7141]  Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[7142] 435 440

[7143]  <210> 196

[7144]  <211> 442

[7145]  <212> PRT

[7146]  <213> NTJ#4I

[7147]  <220>

[7148]  <223> &R : 14E3 (VH + G2(C219S) .gl.1) Bi14E3-1gG2-C219S-1gG1.1
[7149]  <400> 196

[7150]  Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
(71511 1 5 10 15
[7152] Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
[7153] 20 25 30

[7154] Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
[7155] 35 40 45

[7156]  Gly Glu Ile Asn His Ser Gly Asn Thr Tyr Tyr Asn Pro Ser Leu Lys
[7157] 50 55 60

[7158]  Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Leu Ser Leu
[7159] 65 70 75 80
[7160] Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
[7161] 85 90 95
[7162]  Arg Phe Gly Ser Asn Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met
[7163] 100 105 110

[7164] Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
[7165] 115 120 125

[7166] Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
[7167] 130 135 140

[7168] Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
[7169] 145 150 155 160
[7170]  Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
[7171] 165 170 175
[7172]  Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn
[7173] 180 185 190

[7174]  Phe Gly Thr Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
[7175] 195 200 205

[7176] Thr Lys Val Asp Lys Thr Val Glu Arg Lys Ser Cys Val Glu Cys Pro
[7177] 210 215 220

[7178]  Pro Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro
[71791 225 230 235 240
[7180] Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
[7181] 245 250 255
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[7182] Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn
[7183] 260 265 270

[7184] Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
[7185] 275 280 285

[7186]  Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
[7187] 290 295 300

[7188] Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
[7189] 305 310 315 320
[7190] Asn Lys Ala Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys
[7191] 325 330 335
[7192]  Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu
[7193] 340 345 350

[7194]  Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
[7195] 355 360 365

[7196] Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
[7197] 370 375 380

[7198] Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
[7199] 385 390 395 400
[7200] Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
[7201] 405 410 415
[7202] Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
[7203] 420 425 430

[7204] Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

[7205] 435 440

[7206]  <210> 197

[7207] <211> 124

[7208] <212> PRT

[7209] <213> ANTLJF%

[7210]  <220>

(72111 <223> & /f: 19H8 (VH)

[7212]  <400> 197

[7213]  Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[7214] 1 5 10 15
[7215] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr
[7216] 20 25 30

[7217]  Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
[7218] 35 40 45

[7219] Ala Val Ile Trp Tyr Gly Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[7220] 50 55 60

[7221]  Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Ser Leu Ser
[7222] 65 70 75 80
[7223] Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
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[7224] 85 90 95
[7225] Ala Arg Gly Gly Ala Met Val Arg Gly Val Tyr Tyr Tyr Gly Met Asp
[7226] 100 105 110

[7227] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

[7228] 115 120

[7229]  <210> 198

[7230] <211> 107

[7231]  <212> PRT

[7232] <213> NTJF%

[7233] <220>

[7234]  <223> &pH): 19H8 (VL1)

[7235]  <400> 198

[7236] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[7237] 1 5 10 15
[7238] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
[7239] 20 25 30

[7240] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Phe Leu Ile
[7241] 35 40 45

[7242] Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
[7243] 50 55 60

[7244]  Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[7245] 65 70 75 80
[7246] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Gln
[7247] 85 90 95
[7248] Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

[7249] 100 105

[7250] <210> 199

[7251]  <211> 107

[7252] <212> PRT

[7253] <213> N7

[7254]  <220>

[7255]  <223> &ji: 19H8 (VL2)

[7256]  <400> 199

[7257] Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
[7258] 1 5 10 15
[7259] Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
[7260] 20 25 30

[7261]  Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
[7262] 35 40 45

[7263] Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
[7264] 50 55 60

[7265] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro

229



CN 107743586 B ,? yu % 174/203 71
[7266] 65 70 75 80
[7267] Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Leu
[7268] 85 90 95
[7269]  Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

[7270] 100 105

[7271]  <210> 200

[7272] <211> 450

[7273]  <212> PRT

[7274]1  <213> NTJ#4I

[7275]  <220>

[7276]  <223> &RLHI: 19H8 (& KMfA: AL HE)

[7277]  <400> 200

[7278] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[7279]1 1 5 10 15
[7280] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr
[7281] 20 25 30

[7282] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
[7283] 35 40 45

[7284] Ala Val Ile Trp Tyr Gly Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[7285] 50 55 60

[7286] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Ser Leu Ser
[7287] 65 70 75 80
[7288] Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[7289] 85 90 95
[7290] Ala Arg Gly Gly Ala Met Val Arg Gly Val Tyr Tyr Tyr Gly Met Asp
[7291] 100 105 110

[7292] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[7293] 115 120 125

[7294]  Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[7295] 130 135 140

[7296] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[7297] 145 150 155 160
[7298] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[7299] 165 170 175
[7300] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[7301] 180 185 190

[7302] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[7303] 195 200 205

[7304] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[7305] 210 215 220

[7306] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[7307] 225 230 235 240
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[7308]
[7309]
[7310]
[7311]
[7312]
[7313]
[7314]
[7315]
[7316]
[7317]
[7318]
[7319]
[7320]
[7321]
[7322]
[7323]
[7324]
[7325]
[7326]
[7327]
[7328]
[7329]
[7330]
[7331]
[7332]
[7333]
[7334]
[7335]
[7336]
[7337]
[7338]
[7339]
[7340]
[7341]
[7342]
[7343]
[7344]
[7345]
[7346]
[7347]
[7348]
[7349]

Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
245 250
Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
260 265
Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
275 280
Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
290 295
Val Val Ser Val Leu Thr Val Val His Gln Asp
305 310 315
Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
325 330
Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg
340 345
Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
355 360
Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
370 375
Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
385 390 395
Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
405 410
Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser
420 425
Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
435 440
Gly Lys
450
<210> 201
211> 214
<212> PRT
213> NLF%)
220>
223> AR 19H8 L1 (KB AEREEE 1)
<400> 201
Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu
1 5 10
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln
20 25
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala
35 40
Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro

231

Asp

Asp

Gly

Asn

300

Trp

Pro

Glu

Asn

Ile

380

Thr

Lys

Cys

Leu

Ser

Gly

Pro

Ser

Thr

Val

Val

285

Ser

Leu

Ala

Pro

Gln

365

Ala

Thr

Leu

Ser

Ser
445

Ala

Ile

Lys

45
Arg

Leu

Ser

270

Glu

Thr

Asn

Pro

Gln

350

Val

Val

Pro

Thr

Val

430

Leu

Ser
Ser
30

Phe

Phe

Met
255
His
Val
Phe
Gly
Ile
335
Val
Ser
Glu
Pro
Val
415

Met

Ser

Val
15
Ser

Leu

Ser

Ile

Glu

His

Arg

Lys

320

Glu

Tyr

Leu

Trp

Met

400

Asp

His

Pro

Gly

Ala

Ile

Gly
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[7350]
[7351]
[7352]
[7353]
[7354]
[7355]
[7356]
[7357]
[7358]
[7359]
[7360]
[7361]
[7362]
[7363]
[7364]
[7365]
[7366]
[7367]
[7368]
[7369]
[7370]
[7371]
[7372]
[7373]
[7374]
[7375]
[7376]
[7377]
[7378]
[7379]
[7380]
[7381]
[7382]
[7383]
[7384]
[7385]
[7386]
[7387]
[7388]
[7389]
[7390]
[7391]

50 55
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe
85 90
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
115 120
Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
130 135
Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
145 150 155
Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
165 170
Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
180 185
Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
195 200
Phe Asn Arg Gly Glu Cys
210
<210> 202
211> 214
<212> PRT
213> N3
220>
223> AR 19H8 L2 (KB AEAEREE 2)
<400> 202
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu
1 5 10
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln
20 25
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala
35 40
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro
50 55
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg
85 90
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

232

60

Ser

Asn

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

Ser

Ser

Pro

Ala

60

Ser

Ser

Arg

Ser

Ser

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Leu

Val

Arg

45

Arg

Ser

Asn

Thr

Leu

Tyr

Val

110

Lys

Arg

Asn

Ser

Lys

190
Thr

Ser

Ser

30

Leu

Phe

Leu

Trp

Val
110

Gln
Pro
95

Ala
Ser
Glu
Ser
Leu
175

Val

Lys

Pro
15

Ser
Leu
Ser
Glu
Pro

95
Ala

Pro
80

Gln
Ala
Gly
Ala
Gln
160
Ser

Tyr

Ser

Gly

Tyr

Ile

Gly

Pro

80

Leu

Ala
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[7392] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[7393] 115 120 125

[7394] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
[7395] 130 135 140

[7396] Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
[7397] 145 150 155 160
[7398] Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
[7399] 165 170 175
[7400] Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
[7401] 180 185 190

[7402] Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
[7403] 195 200 205

[7404] Phe Asn Arg Gly Glu Cys

[7405] 210

[7406] <210> 203

[7407] <211> 453

[7408] <212> PRT

[7409]  <213> N5

[7410]  <220>

[7411]  <223> &Y. 19H8.1gGl (VH + IgGl)

[7412]  <400> 203

[7413]  Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[7414] 1 5 10 15
[7415] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr
[7416] 20 25 30

[7417]  Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
[7418] 35 40 45

[7419] Ala Val Ile Trp Tyr Gly Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[7420] 50 55 60

[7421] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Ser Leu Ser
[7422] 65 70 75 80
[7423] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[7424] 85 90 95
[7425] Ala Arg Gly Gly Ala Met Val Arg Gly Val Tyr Tyr Tyr Gly Met Asp
[7426] 100 105 110

[7427] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[7428] 115 120 125

[7429] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[7430] 130 135 140

[7431] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[7432] 145 150 155 160
[7433] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
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[7434] 165 170 175
[7435]  Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[7436] 180 185 190

[7437] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[7438] 195 200 205

[7439] Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[7440] 210 215 220

[7441] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[7442] 225 230 235 240
[7443] Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[7444] 245 250 255
[7445] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[7446] 260 265 270

[7447] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[7448] 275 280 285

[7449]  Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[7450] 290 295 300

[7451] Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[7452] 305 310 315 320
[7453] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[7454] 325 330 335
[7455] Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[7456] 340 345 350

[7457] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[7458] 355 360 365

[7459]  Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[7460] 370 375 380

[7461]  Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[7462] 385 390 395 400
[7463] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[7464] 405 410 415
[7465] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[7466] 420 425 430

[7467] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[7468] 435 440 445

[7469]  Ser Leu Ser Pro Gly

[7470] 450

[7471]  <210> 204

[7472]  <211> 453

[7473]  <212> PRT

[7474]  <213> NTJ#4I

[7475]  <220>

234



CN 107743586 B ,? 5'] % 179/203 11
[7476]  <223> A RMY: 19H8.1gGl.1 (VH + IgGl.1)

[7477]  <400> 204

[7478] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[7479] 1 5 10 15
[7480] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr
[7481] 20 25 30

[7482] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
[7483] 35 40 45

[7484] Ala Val Ile Trp Tyr Gly Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[7485] 50 55 60

[7486] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Ser Leu Ser
[7487] 65 70 75 80
[7488] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[7489] 85 90 95
[7490] Ala Arg Gly Gly Ala Met Val Arg Gly Val Tyr Tyr Tyr Gly Met Asp
[7491] 100 105 110

[7492] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[7493] 115 120 125

[7494] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[7495] 130 135 140

[7496] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[7497]1 145 150 155 160
[7498] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[7499] 165 170 175
[7500] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[7501] 180 185 190

[7502] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[7503] 195 200 205

[7504] Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[7505] 210 215 220

[7506] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[7507] 225 230 235 240
[7508] Ala Glu Gly Ala Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[7509] 245 250 255
[7510] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[7511] 260 265 270

[7512] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[7513] 275 280 285

[7514]  Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[7515] 290 295 300

[7516]  Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[7517] 305 310 315 320
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[7518] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[7519] 325 330 335
[7520] Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[7521] 340 345 350

[7522] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[7523] 355 360 365

[7524] Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[7525] 370 375 380

[7526] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[7527] 385 390 395 400
[7528] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[7529] 405 410 415
[7530] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[7531] 420 425 430

[7532] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[7533] 435 440 445

[7534]  Ser Leu Ser Pro Gly

[7535] 450

[7536]  <210> 205

[7537] <211> 214

[7538]  <212> PRT

[7539]1  <213> NTLF#4

[7540]  <220>

[7541]1  <223> &Y. 19H8.1gGl (VLI + CL)

[7542]  <400> 205

[7543] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[7544] 1 5 10 15
[7545] Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
[7546] 20 25 30

[7547] Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Phe Leu Ile
[7548] 35 40 45

[7549] Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
[7550] 50 55 60

[7551] Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[7552] 65 70 75 80
[7553] Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Gln
[7554] 85 90 95
[7555] Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
[7556] 100 105 110

[7557] Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
[7558] 115 120 125

[7559] Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
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[7560]
[7561]
[7562]
[7563]
[7564]
[7565]
[7566]
[7567]
[7568]
[7569]
[7570]
[7571]
[7572]
[7573]
[7574]
[7575]
[7576]
[7577]
[7578]
[7579]
[7580]
[7581]
[7582]
[7583]
[7584]
[7585]
[7586]
[7587]
[7588]
[7589]
[7590]
[7591]
[7592]
[7593]
[7594]
[7595]
[7596]
[7597]
[7598]
[7599]
[7600]
[7601]

130

Lys Val Gln Trp Lys Val

145 150

Glu Ser Val Thr Glu Gln

165
Ser Thr Leu Thr Leu Ser
180
Ala Cys Glu Val Thr His
195

Phe Asn Arg Gly Glu Cys
210

<210> 206

211> 214

<212> PRT

213> N3

220>

<223> AR : 19H8.1gG1.

<400> 206

Glu Ile Val Leu Thr Gln

1 5

Glu Arg Ala Thr Leu Ser
20

Leu Ala Trp Tyr Gln Gln

35
Tyr Asp Ala Ser Asn Arg
50

Ser Gly Ser Gly Thr Asp

65 70

Glu Asp Phe Ala Val Tyr

85

Thr Phe Gly Gly Gly Thr
100

Pro Ser Val Phe Ile Phe

115
Thr Ala Ser Val Val Cys
130

Lys Val Gln Trp Lys Val

145 150

Glu Ser Val Thr Glu Gln

165

Ser Thr Leu Thr Leu Ser

180

135
Asp Asn Ala Leu

Asp Ser Lys Asp
170
Lys Ala Asp Tyr
185
Gln Gly Leu Ser
200

2 (VL2 + CL)

Ser Pro Ala Thr
10
Cys Arg Ala Ser
25
Lys Pro Gly Gln
40

Ala Thr Gly Ile
55

Phe Thr Leu Thr

Tyr Cys Gln Gln
90
Lys Val Glu Ile
105
Pro Pro Ser Asp
120

Leu Leu Asn Asn
135

Asp Asn Ala Leu

Asp Ser Lys Asp

170

Lys Ala Asp Tyr
185

237

Gln
155
Ser

Glu

Ser

Leu

Gln

Ala

Pro

Ile

75

Arg

Lys

Glu

Phe

Gln

155

Ser

Glu

140

Ser

Thr

Lys

Pro

Ser

Ser

Pro

Ala

60

Ser

Ser

Arg

Gln

140

Ser

Thr

Lys

Gly

Tyr

His

Val
205

Leu

Val

Arg

45

Arg

Ser

Asn

Thr

Leu

125

Pro

Gly

Tyr

His

Asn

Ser

Lys

190
Thr

Ser

Ser

30

Leu

Phe

Leu

Trp

Val

110

Lys

Arg

Asn

Ser

Lys
190

Ser
Leu
175
Val

Lys

Pro

15

Ser

Leu

Ser

Glu

Pro

95

Ala

Ser

Glu

Ser

Leu

175
Val

Gln
160
Ser

Tyr

Ser

Gly

Tyr

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr
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[7602]
[7603]
[7604]
[7605]
[7606]
[7607]
[7608]
[7609]
[7610]
[7611]
[7612]
[7613]
[7614]
[7615]
[7616]
[7617]
[7618]
[7619]
[7620]
[7621]
[7622]
[7623]
[7624]
[7625]
[7626]
[7627]
[7628]
[7629]
[7630]
[7631]
[7632]
[7633]
[7634]
[7635]
[7636]
[7637]
[7638]
[7639]
[7640]
[7641]
[7642]
[7643]

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser

195 200
Phe Asn Arg Gly Glu Cys
210
<210> 207
211> 5
<212> PRT
213> NTJ7%|
<220>
<223> AR : 19H8 VH CDRI1
<400> 207
Asn Tyr Gly Met His
1 5
<210> 208
211> 17
<212> PRT
213> NP5
<220>
<223> &R : 19H8 VH CDR2
<400> 208

Val Ile Trp Tyr Gly Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val Lys

1 5
Gly

<210> 209

211> 15

<212> PRT

213> NTLJF3

<220>

<223> A HHI: 19H8 VH CDR3
<400> 209

Gly Gly Ala Met Val Arg Gly Val Tyr Tyr Tyr Gly Met Asp Val

1 5
<210> 210

211> 11

<212> PRT

213> NTJF51

<220>

<223> A A 19H8 VL1 CDR1
<400> 210

Arg Ala Ser Gln Gly Ile Ser Ser Ala Leu Ala

1 5
210> 211

238
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10

10

205

15

15



CN 107743586 B

FF

.1l

%=

183/203 T

[7644]
[7645]
[7646]
[7647]
[7648]
[7649]
[7650]
[7651]
[7652]
[7653]
[7654]
[7655]
[7656]
[7657]
[7658]
[7659]
[7660]
[7661]
[7662]
[7663]
[7664]
[7665]
[7666]
[7667]
[7668]
[7669]
[7670]
[7671]
[7672]
[7673]
[7674]
[7675]
[7676]
[7677]
[7678]
[7679]
[7680]
[7681]
[7682]
[7683]
[7684]
[7685]

211>
<212>
213>
<220>
223>
<400>

7
PRT
NIFH

ARt 19H8 VL1 CDR2
211

Asp Ala Ser Ser Leu Glu Ser

1

<210>
211>
<212>
213>
<220>
223>
<400>

5
212

9

PRT

NTLF5

&P 19H8 VL1 CDR3

212

Gln Gln Phe Asn Ser Tyr Pro Gln Thr

1

<210>
211>
<212>
213>
<220>
223>
<400>

Arg Ala Ser Gln Ser Val Ser Ser Tyr Leu Ala

1

<210>
<2115
212>
213>
220>
223>
<400>

5
213

11

PRT

N5

A : 19H8 VL2 CDRI

213

5
214

7

PRT

N4

4/ : 19H8 VL2 CDR2

214

Asp Ala Ser Asn Arg Ala Thr

1

<210>
<2115
212>
<213>
220>
<223>
<400>

5
215

9

PRT

NTLF5)

ARkt : 19H8 VL2 CDR3

215

239
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[7686]
[7687]
[7688]
[7689]
[7690]
[7691]
[7692]
[7693]
[7694]
[7695]
[7696]
[7697]
[7698]
[7699]
[7700]
[7701]
[7702]
[7703]
[7704]
[7705]
[7706]
[7707]
[7708]
[7709]
[7710]
[7711]
[7712]
[7713]
[7714]
[7715]
[7716]
[7717]
[7718]
[7719]
[7720]
[7721]
[7722]
[7723]
[7724]
[7725]
[7726]
[7727]

Gln Gln Arg Ser Asn Trp Pro Leu Thr

1

<210>
<2115
212>
213>

<220>

223>
<400>

216
449
PRT
NP4

Gln Val Gln Leu

1

Ser Leu Arg

Gly
Ala
Lys
65

Leu
Ala
Val
Gly
Ser
145
Val
Phe
Val
Val
Lys
225

Pro

Ser

Met
Val
50

Gly
Gln
Arg
Trp
Pro
130
Thr
Thr
Pro
Thr
Asp
210
Ser

Ser

Arg

His
35

Ile
Arg
Met
Gly
Gly
115
Ser
Ala
Val
Ala
Val
195
His
Cys

Val

Thr

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln
Val
Ala
Ser
Val
180
Pro
Lys
Val

Phe

Pro

5

AR 19H8 (VH + G2 (C219S)) 8% 19H8-TgG2-C219S
216

Val Glu Ser Gly Gly Gly Val Val Gln Pro

5

Ser

Val

Tyr

Thr

Ser

85

Ala

Gly

Phe

Leu

Trp

165

Leu

Ser

Pro

Glu

Leu

245
Glu

Cys
Arg
Gly
Ile
70

Leu
Met
Thr
Pro
Gly
150
Asn
Gln
Ser
Ser
Cys
230

Phe

Val

Ala
Gln
Gly
55

Ser
Arg
Val
Thr
Leu
135
Cys
Ser
Ser
Asn
Asn
215
Pro

Pro

Thr

Ala
Ala
40

Ser
Arg
Ala
Arg
Val
120
Ala
Leu
Gly
Ser
Phe
200
Thr
Pro

Pro

Cys

Ser
25

Pro
Asn
Asp
Glu
Gly
105
Thr
Pro
Val
Ala
Gly
185
Gly
Lys
Cys

Lys

Val

240

10
Gly

Gly

Lys

Asn

Asp

90

Val

Val

Cys

Lys

Leu

170

Leu

Thr

Val

Pro

Pro

250
Val

Phe
Lys
Phe
Ser
75

Thr
Tyr
Ser
Ser
Asp
155
Thr
Tyr
Gln
Asp
Ala
235

Lys

Val

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Arg

140

Ser

Ser

Thr

Lys

220

Pro

Asp

Asp

Phe
Leu
45

Ala
Asn
Val
Tyr
Ala
125
Ser
Phe
Gly
Leu
Tyr
205
Thr
Pro

Thr

Val

Ser
30

Glu
Asp
Ser
Tyr
Gly
110
Ser
Thr
Pro
Val
Ser
190
Thr
Val
Val

Leu

Ser

Gly
15

Asn
Trp
Ser
Leu
Tyr
95

Met
Thr
Ser
Glu
His
175
Ser
Cys
Glu
Ala
Met

255
His

Arg

Tyr

Met

Val

Ser

80

Cys

Asp

Lys

Glu

Pro

160

Thr

Val

Asn

Arg

Gly

240

Ile

Glu
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[7728] 260 265 270

[7729] Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[7730] 275 280 285

[7731]  Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg
[7732] 290 295 300

[7733] Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys
[7734] 305 310 315 320
[7735] Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu
[7736] 325 330 335
[7737] Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[7738] 340 345 350

[7739] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[7740] 355 360 365

[7741]  Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[7742] 370 375 380

[7743]  Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[7744] 385 390 395 400
[7745] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[7746] 405 410 415
[7747] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[7748] 420 425 430

[7749] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[7750] 435 440 445

[7751] Gly

[7752]  <210> 217

[7753]  <211> 450

[7754]  <212> PRT

[7755]  <213> N TLJ#4

[7756]  <220>

[7757]  <223> AP 19H8 (VH + G2.gl) B 19H8-1gG2-1gG1

[7758]  <400> 217

[7759] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[7760] 1 5 10 15
[7761] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr
[7762] 20 25 30

[7763] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
[7764] 35 40 45

[7765] Ala Val Ile Trp Tyr Gly Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[7766] 50 55 60

[7767] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Ser Leu Ser
[7768] 65 70 75 80
[7769] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
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[7770] 85 90 95
[7771] Ala Arg Gly Gly Ala Met Val Arg Gly Val Tyr Tyr Tyr Gly Met Asp
[7772] 100 105 110

[7773]  Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[7774] 115 120 125

[7775] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[7776] 130 135 140

[7777]  Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[7778] 145 150 155 160
[7779] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[7780] 165 170 175
[7781]  Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[7782] 180 185 190

[7783] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[7784] 195 200 205

[7785] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[7786] 210 215 220

[7787] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[7788] 225 230 235 240
[7789] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[7790] 245 250 255
[7791] Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[7792] 260 265 270

[7793] Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[7794] 275 280 285

[7795] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[7796] 290 295 300

[7797] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[7798] 305 310 315 320
[7799] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[7800] 325 330 335
[7801] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[7802] 340 345 350

[7803] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[7804] 355 360 365

[7805] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[7806] 370 375 380

[7807] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[7808] 385 390 395 400
[7809] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[7810] 405 410 415
[7811] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
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[7812] 420 425 430

[7813] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
[7814] 435 440 445

[7815] Pro Gly

[7816] 450

[7817] <210> 218

[7818]  <211> 449

[7819]  <212> PRT

[7820] <213> N5

[7821]  <220>

[7822]  <223> & R%M): 19H8 (VH + G2.gl.1) BR19H8-1gG2-1gG1.1

[7823]  <400> 218

[7824] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[7825] 1 5 10 15
[7826] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr
[7827] 20 25 30

[7828] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
[7829] 35 40 45

[7830] Ala Val Ile Trp Tyr Gly Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[7831] 50 55 60

[7832] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Ser Leu Ser
[7833] 65 70 75 80
[7834] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[7835] 85 90 95
[7836] Ala Arg Gly Gly Ala Met Val Arg Gly Val Tyr Tyr Tyr Gly Met Asp
[7837] 100 105 110

[7838] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[7839] 115 120 125

[7840] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[7841] 130 135 140

[7842] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[7843] 145 150 155 160
[7844] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[7845] 165 170 175
[7846] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[7847] 180 185 190

[7848] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[7849] 195 200 205

[7850] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[7851] 210 215 220

[7852] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[7853] 225 230 235 240
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[7854]
[7855]
[7856]
[7857]
[7858]
[7859]
[7860]
[7861]
[7862]
[7863]
[7864]
[7865]
[7866]
[7867]
[7868]
[7869]
[7870]
[7871]
[7872]
[7873]
[7874]
[7875]
[7876]
[7877]
[7878]
[7879]
[7880]
[7881]
[7882]
[7883]
[7884]
[7885]
[7886]
[7887]
[7888]
[7889]
[7890]
[7891]
[7892]
[7893]
[7894]
[7895]

Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
245 250
Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
260 265
Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
275 280 285
Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
290 295 300
Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
305 310 315
Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser
325 330
Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
340 345
Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
355 360 365
Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
370 375 380
Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
385 390 395
Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
405 410
Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
420 425
Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
435 440 445
Gly
<210> 219
<211> 450
<212> PRT
213> N3
<220>

<223> AR 19H8 (VH + G2(C219S) .gl1) B 19H8-1gG2-C219S-1gG1

<400> 219

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe

20 25
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
35 40 45
Ala Val Ile Trp Tyr Gly Gly Ser Asn Lys Phe Tyr Ala
50 55 60

244

Leu Met
255

Ser His

270

Glu Val

Thr Tyr

Asn Gly

Ser Ile
335

Gln Val

350

Val Ser

Val Glu

Pro Pro

Thr Val

415
Val Met
430

Leu Ser

Pro Gly
15

Ser Asn

30

Glu Trp

Asp Ser

Ile

Glu

His

Arg

Lys

320

Glu

Tyr

Leu

Trp

Val

400

Asp

His

Pro

Arg

Tyr

Met

Val
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[7896] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Ser Leu Ser
[7897]1 65 70 75 80
[7898] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[7899] 85 90 95
[7900] Ala Arg Gly Gly Ala Met Val Arg Gly Val Tyr Tyr Tyr Gly Met Asp
[7901] 100 105 110

[7902] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[7903] 115 120 125

[7904] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[7905] 130 135 140

[7906] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[7907] 145 150 155 160
[7908] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[7909] 165 170 175
[7910]  Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[7911] 180 185 190

[7912]  Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[7913] 195 200 205

[7914]  Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[7915] 210 215 220

[7916] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[7917] 225 230 235 240
[7918] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[7919] 245 250 255
[7920] 1Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[7921] 260 265 270

[7922] Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[7923] 275 280 285

[7924] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[7925] 290 295 300

[7926] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[7927] 305 310 315 320
[7928] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[7929] 325 330 335
[7930] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[7931] 340 345 350

[7932] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[7933] 355 360 365

[7934] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[7935] 370 375 380

[7936] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[7937] 385 390 395 400
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[7938]
[7939]
[7940]
[7941]
[7942]
[7943]
[7944]
[7945]
[7946]
[7947]
[7948]
[7949]
[7950]
[7951]
[7952]
[7953]
[7954]
[7955]
[7956]
[7957]
[7958]
[7959]
[7960]
[7961]
[7962]
[7963]
[7964]
[7965]
[7966]
[7967]
[7968]
[7969]
[7970]
[7971]
[7972]
[7973]
[7974]
[7975]
[7976]
[7977]
[7978]
[7979]

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405

410

415

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

420

425

430

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

Pro

Gly
450

435

<210> 220
211> 449
<212> PRT
213> NLJF41
<220>

<223> AR 19H8 (VH + G2(C219S) .gl.1) BL19H8-1gG2-C219S-1gG1.1

<400> 220
Gln Val Gln Leu

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Val

Gly

Ser

145

Val

Phe

Val

Val

Leu
Met
Val
50

Gly

Gln

Trp

Pro

130

Thr

Thr

Pro

Thr

Asp

Arg
His
35

Ile
Arg
Met
Gly
Gly
115
Ser
Ala
Val
Ala
Val

195
His

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln
Val
Ala
Ser
Val
180

Pro

Lys

Val
5
Ser
Val
Tyr
Thr
Ser
85
Ala
Gly
Phe
Leu
Trp
165
Leu

Ser

Pro

Glu

Cys

Arg

Gly

Ile

70

Leu

Met

Thr

Pro

Gly

150

Asn

Gln

Ser

Ser

Ser

Ala

Gln

Gly

55

Ser

Arg

Val

Thr

Leu

135

Cys

Ser

Ser

Asn

Asn

440

Gly Gly Gly Val Val

Ala

Ala
40

Ser

Arg

Ala

Arg

Val

120

Ala

Leu

Gly

Ser

Phe

200
Thr

Ser
25

Pro
Asn
Asp
Glu
Gly
105
Thr
Pro
Val
Ala
Gly
185

Gly

Lys

246

10
Gly

Gly

Lys

Asn

Asp

90

Val

Val

Cys

Lys

Leu

170

Leu

Thr

Val

Phe

Lys

Phe

Ser

75

Thr

Tyr

Ser

Ser

Asp

155

Thr

Tyr

Gln

Asp

Thr
Gly
Tyr
60

Lys

Ala

Ser

Arg

140

Tyr

Ser

Ser

Thr

Lys

445

Gln Pro

Phe Ser
30

Leu Glu

45

Ala Asp

Asn Ser

Val Tyr

Tyr Gly
110

Ala Ser

125

Ser Thr

Phe Pro

Gly Val

Leu Ser
190

Tyr Thr

205

Thr Val

Gly
15

Asn
Trp
Ser
Leu
Tyr
95

Met
Thr
Ser
Glu
His
175
Ser

Cys

Glu

Arg

Tyr

Met

Val

Ser

80

Cys

Asp

Lys

Glu

Pro

160

Thr

Val

Asn

Arg
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[7980] 210 215 220

[7981] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[7982] 225 230 235 240
[7983] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[7984] 245 250 255
[7985] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[7986] 260 265 270

[7987] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[7988] 275 280 285

[7989] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[7990] 290 295 300

[7991] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[7992] 305 310 315 320
[7993] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu
[7994] 325 330 335
[7995] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[7996] 340 345 350

[7997] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[7998] 355 360 365

[7999] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[8000] 370 375 380

[8001] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[8002] 385 390 395 400
[8003] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[8004] 405 410 415
[8005] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[8006] 420 425 430

[8007] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[8008] 435 440 445

[8009] Gly

[8010] <210> 221

[8011]  <211> 453

[8012]  <212> PRT

[8013]  <213> N5

[8014]  <220>

[8015]  <223> & f: 6G10.1gGl (VH + IgGl)

[8016]  <400> 221

[8017] Gln Val Gln Leu Val Glu Ser Gly Gly Asp Val Val Gln Pro Gly Arg
[8018] 1 5 10 15
[8019] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
[8020] 20 25 30

[8021] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
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[8022] 35 40 45

[8023] Ala Val Thr Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[8024] 50 55 60

[8025] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[8026] 65 70 75 80
[8027] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[8028] 85 90 95
[8029] Ala Arg Gly Gly Ser Met Val Arg Gly Leu Tyr Tyr Tyr Gly Met Asp
[8030] 100 105 110

[8031] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[8032] 115 120 125

[8033] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[8034] 130 135 140

[8035] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[8036] 145 150 155 160
[8037] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[8038] 165 170 175
[8039] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[8040] 180 185 190

[8041] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[8042] 195 200 205

[8043] Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[8044] 210 215 220

[8045] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[8046] 225 230 235 240
[8047] Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[8048] 245 250 255
[8049] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[8050] 260 265 270

[8051] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[8052] 275 280 285

[8053] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[8054] 290 295 300

[8055] Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[8056] 305 310 315 320
[8057] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[8058] 325 330 335
[8059] Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[80601] 340 345 350

[8061] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[8062] 355 360 365

[8063] Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
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[8064] 370 375 380

[8065] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[8066] 385 390 395 400
[8067] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[8068] 405 410 415
[8069] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[8070] 420 425 430

[8071] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[8072] 435 440 445

[8073] Ser Leu Ser Pro Gly

[8074] 450

[8075]  <210> 222

[8076]  <211> 453

[8077]  <212> PRT

[8078]  <213> N T¢I

[8079]  <220>

[8080]  <223> ARk : 6G10.1gGl.1 (VH + IgGl.1)

[8081]  <400> 222

[8082] Gln Val Gln Leu Val Glu Ser Gly Gly Asp Val Val Gln Pro Gly Arg
[8083] 1 5 10 15
[8084] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
[8085] 20 25 30

[8086] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[8087] 35 40 45

[8088] Ala Val Thr Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[8089] 50 55 60

[8090] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[8091] 65 70 75 80
[8092] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[8093] 85 90 95
[8094] Ala Arg Gly Gly Ser Met Val Arg Gly Leu Tyr Tyr Tyr Gly Met Asp
[8095] 100 105 110

[8096] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[8097] 115 120 125

[8098] Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
[8099] 130 135 140

[8100] Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[8101] 145 150 155 160
[8102] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[8103] 165 170 175
[8104] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[8105] 180 185 190
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[8106] Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn
[8107] 195 200 205

[8108] Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro
[8109] 210 215 220

[8110] Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
[8111] 225 230 235 240
[8112] Ala Glu Gly Ala Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
[8113] 245 250 255
[8114] Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
[8115] 260 265 270

[8116] Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
[8117] 275 280 285

[8118] Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
[8119] 290 295 300

[8120] Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
[8121] 305 310 315 320
[8122] Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
[8123] 325 330 335
[8124] Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
[8125] 340 345 350

[8126] Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
[8127] 355 360 365

[8128]  Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
[8129] 370 375 380

[8130] Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
[8131] 385 390 395 400
[8132] Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
[8133] 405 410 415
[8134] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
[8135] 420 425 430

[8136] Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
[8137] 435 440 445

[8138] Ser Leu Ser Pro Gly

[8139] 450

[8140]  <210> 223

[8141] <211> 214

[8142]  <212> PRT

[8143]  <213> N TJ¥4i

[8144]  <220>

[8145]  <223> & RI: 6G10.1gGl (VL + CL)

[8146]  <400> 223

[8147] Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

250



CN 107743586 B F % *

195/203 T

[8148]
[8149]
[8150]
[8151]
[8152]
[8153]
[8154]
[8155]
[8156]
[8157]
[8158]
[8159]
[8160]
[8161]
[8162]
[8163]
[8164]
[8165]
[8166]
[8167]
[8168]
[8169]
[8170]
[8171]
[8172]
[8173]
[8174]
[8175]
[8176]
[8177]
[8178]
[8179]
[8180]
[8181]
[8182]
[8183]
[8184]
[8185]
[8186]
[8187]
[8188]
[8189]

1 5 10
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu
35 40 45
Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu
65 70 75
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr
85 90
Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr Val
100 105 110
Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys
115 120 125
Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg
130 135 140
Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn
145 150 155
Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser
165 170
Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys
180 185 190
Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr
195 200 205
Phe Asn Arg Gly Glu Cys
210
<210> 224
211> 449
<212> PRT
213> N3
<220>
<223> A 6610 (VH + G2(C219S)) 86G10-1gG2-C219S
<400> 224
Gln Val Gln Leu Val Glu Ser Gly Gly Asp Val Val Gln Pro
1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser
20 25 30
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Ala Val Thr Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp
50 55 60

251

15

Ser

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Gly
15
Thr

Trp

Ser

Ala

Ile

Gly

Pro

80

Tyr

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

Arg

Tyr

Val

Val
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[8190] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[8191] 65 70 75 80
[8192] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[8193] 85 90 95
[8194] Ala Arg Gly Gly Ser Met Val Arg Gly Leu Tyr Tyr Tyr Gly Met Asp
[8195] 100 105 110

[8196] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[8197] 115 120 125

[8198] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[8199] 130 135 140

[8200] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[8201] 145 150 155 160
[8202] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[8203] 165 170 175
[8204] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[8205] 180 185 190

[8206] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[8207] 195 200 205

[8208] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[8209] 210 215 220

[8210] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[8211] 225 230 235 240
[8212] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[8213] 245 250 255
[8214]  Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[8215] 260 265 270

[8216] Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[8217] 275 280 285

[8218] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Phe Arg
[8219] 290 295 300

[8220] Val Val Ser Val Leu Thr Val Val His Gln Asp Trp Leu Asn Gly Lys
[8221] 305 310 315 320
[8222] Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ala Pro Ile Glu
[8223] 325 330 335
[8224] Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[8225] 340 345 350

[8226] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[8227] 355 360 365

[8228] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[8229] 370 375 380

[8230] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Met
[8231] 385 390 395 400
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[8232]
[8233]
[8234]
[8235]
[8236]
[8237]
[8238]
[8239]
[8240]
[8241]
[8242]
[8243]
[8244]
[8245]
[8246]
[8247]
[8248]
[8249]
[8250]
[8251]
[8252]
[8253]
[8254]
[8255]
[8256]
[8257]
[8258]
[8259]
[8260]
[8261]
[8262]
[8263]
[8264]
[8265]
[8266]
[8267]
[8268]
[8269]
[8270]
[8271]
[8272]
[8273]

Leu Asp Ser Asp Gly Ser Phe

405

Lys Ser Arg Trp Gln Gln Gly

420

Glu Ala Leu His Asn His Tyr

Gly

210>
<2115
212>
<213>

220>

223>
<400>

435

225
450
PRT

NI

Gln Val Gln Leu

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Val

Gly

Ser

145

Val

Phe

Val

Val

Leu
Met
Val
50

Gly
Gln
Arg
Trp
Pro
130
Thr
Thr
Pro

Thr

Asp
210

Arg
His
35

Thr
Arg
Met
Gly
Gly
115
Ser
Ala
Val
Ala
Val

195
His

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln
Val
Ala
Ser
Val
180

Pro

Lys

AR 6610 (VH + G2.
225

Val Glu Ser

5

Ser

Val

Tyr

Thr

Ser

85

Ser

Gly

Phe

Leu

Trp

165

Leu

Ser

Pro

Cys

Arg

Ala

Ile

70

Leu

Met

Thr

Pro

Gly

150

Asn

Gln

Ser

Ser

Ala

Gln

Gly

55

Ser

Arg

Val

Thr

Leu

135

Cys

Ser

Ser

Asn

Asn
215

Phe Leu Tyr Ser Lys Leu

410

Asn Val Phe Ser Cys Ser

425

Thr Gln Lys Ser Leu Ser

440

gl) 86G10-1gG2-1gG1

Gly Gly Asp Val Val

Ala

Ala
40

Ser

Arg

Ala

Arg

Val

120

Ala

Leu

Gly

Ser

Phe

200
Thr

Ser
25

Pro
Asn
Asp
Glu
Gly
105
Thr
Pro
Val
Ala
Gly
185

Gly

Lys

253

10
Gly

Gly

Asn
Asp
90

Leu
Val
Cys
Lys
Leu
170
Leu

Thr

Val

Phe

Lys

Phe

Ser

75

Thr

Tyr

Ser

Ser

Asp

155

Thr

Tyr

Gln

Asp

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Arg

140

Tyr

Ser

Ser

Thr

Lys
220

445

Gln

Phe

Leu

45

Ala

Asn

Val

Tyr

Ala

125

Ser

Phe

Gly

Leu

Tyr

205
Thr

Thr
Val

430

Leu

Pro
Ser
30

Glu
Asp
Thr
Tyr
Gly
110
Ser
Thr
Pro
Val
Ser
190

Thr

Val

Val
415
Met

Ser

Gly
15

Thr
Trp
Ser
Leu
Tyr
95

Met
Thr
Ser
Glu
His
175
Ser

Cys

Glu

Asp

His

Pro

Arg

Tyr

Val

Val

Tyr

80

Cys

Asp

Lys

Glu

Pro

160

Thr

Val

Asn

Arg
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[8274] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[8275] 225 230 235 240
[8276] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[8277] 245 250 255
[8278] Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[8279] 260 265 270

[8280] Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[8281] 275 280 285

[8282] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[8283] 290 295 300

[8284] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[8285] 305 310 315 320
[8286] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[8287] 325 330 335
[8288] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[8289] 340 345 350

[8290] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[8291] 355 360 365

[8292] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[8293] 370 375 380

[8294] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[8295] 385 390 395 400
[8296] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[8297] 405 410 415
[8298] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[8299] 420 425 430

[8300] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
[8301] 435 440 445

[8302] Pro Gly

[8303] 450

[8304] <210> 226

[8305] <211> 449

[8306]  <212> PRT

[8307]  <213> N4

[8308]  <220>

[8309]  <223> & HELM): 6G10 (VH + G2.g1.1) 8i6G10-1gG2-1gG1.1

[8310]  <400> 226

[8311] Gln Val Gln Leu Val Glu Ser Gly Gly Asp Val Val Gln Pro Gly Arg
[8312] 1 5 10 15
[8313] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
[8314] 20 25 30

[8315] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
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[8316] 35 40 45

[8317] Ala Val Thr Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[8318] 50 55 60

[8319] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[8320] 65 70 75 80
[8321] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[8322] 85 90 95
[8323] Ala Arg Gly Gly Ser Met Val Arg Gly Leu Tyr Tyr Tyr Gly Met Asp
[8324] 100 105 110

[8325] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[8326] 115 120 125

[8327] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[8328] 130 135 140

[8329] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[8330] 145 150 155 160
[8331] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[8332] 165 170 175
[8333] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[8334] 180 185 190

[8335] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[8336] 195 200 205

[8337] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[8338] 210 215 220

[8339] Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[8340] 225 230 235 240
[8341] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[8342] 245 250 255
[8343] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[8344] 260 265 270

[8345] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[8346] 275 280 285

[8347] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[8348] 290 295 300

[8349] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[8350] 305 310 315 320
[8351] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu
[8352] 325 330 335
[8353] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[8354] 340 345 350

[8355] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[8356] 355 360 365

[8357] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
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[8358] 370 375 380

[8359] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[8360] 385 390 395 400
[8361] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[8362] 405 410 415
[8363] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[8364] 420 425 430

[8365] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[8366] 435 440 445

[8367] Gly

[8368]  <210> 227

[8369] <211> 450

[8370]  <212> PRT

[8371]  <213> ANTLJF%

[8372]  <220>

[8373]  <223> &R : 6G10 (VH + G2(C219S) .gl) Bi6G10-1gG2-C219S-1gG1
[8374]  <400> 227

[8375] Gln Val Gln Leu Val Glu Ser Gly Gly Asp Val Val Gln Pro Gly Arg
[8376] 1 5 10 15
[8377] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
[8378] 20 25 30

[8379] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[8380] 35 40 45

[8381] Ala Val Thr Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[8382] 50 55 60

[8383] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[8384] 65 70 75 80
[8385] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[8386] 85 90 95
[8387] Ala Arg Gly Gly Ser Met Val Arg Gly Leu Tyr Tyr Tyr Gly Met Asp
[8388] 100 105 110

[8389] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[8390] 115 120 125

[8391] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[8392] 130 135 140

[8393] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[8394] 145 150 155 160
[8395] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[8396] 165 170 175
[8397] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[8398] 180 185 190

[8399] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
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[8400] 195 200 205

[8401] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
[8402] 210 215 220

[8403] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[8404] 225 230 235 240
[8405] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[8406] 245 250 255
[8407] Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[8408] 260 265 270

[8409] Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[8410] 275 280 285

[8411] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[8412] 290 295 300

[8413] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[8414] 305 310 315 320
[8415] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[8416] 325 330 335
[8417] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[8418] 340 345 350

[8419] Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
[8420] 355 360 365

[8421] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[8422] 370 375 380

[8423] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[8424] 385 390 395 400
[8425] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[8426] 405 410 415
[8427] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[8428] 420 425 430

[8429] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
[8430] 435 440 445

[8431] Pro Gly

[8432] 450

[8433] <210> 228

[8434]  <211> 449

[8435]  <212> PRT

[8436]  <213> NTLJF4

[8437]  <220>

[8438]  <223> A M: 6G10 (VH + G2(C219S) .gl.1) 8i6G10-1g62-C219S-1gG1.1
[8439]  <400> 228

[8440] Gln Val Gln Leu Val Glu Ser Gly Gly Asp Val Val Gln Pro Gly Arg
[8441] 1 5 10 15
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[8442] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr
[8443] 20 25 30

[8444] Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[8445] 35 40 45

[8446] Ala Val Thr Trp Tyr Ala Gly Ser Asn Lys Phe Tyr Ala Asp Ser Val
[8447] 50 55 60

[8448] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[8449] 65 70 75 80
[8450] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[8451] 85 90 95
[8452] Ala Arg Gly Gly Ser Met Val Arg Gly Leu Tyr Tyr Tyr Gly Met Asp
[8453] 100 105 110

[8454] Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys
[8455] 115 120 125

[8456] Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
[8457] 130 135 140

[8458] Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
[8459] 145 150 155 160
[8460] Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
[8461] 165 170 175
[8462] Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
[8463] 180 185 190

[8464] Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr Tyr Thr Cys Asn
[8465] 195 200 205

[8466] Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val Glu Arg
(84671 210 215 220

[8468] Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val Ala Gly
[8469] 225 230 235 240
[8470] Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
[8471] 245 250 255
[8472] Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
[8473] 260 265 270

[8474] Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
[8475] 275 280 285

[8476] Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
[8477] 290 295 300

[8478] Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
[8479] 305 310 315 320
[8480] Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ser Ser Ile Glu
[8481] 325 330 335
[8482] Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
[8483] 340 345 350
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[8484] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
[8485] 355 360 365

[8486] Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
[8487] 370 375 380

[8488] Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
[8489] 385 390 395 400
[8490] Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
[8491] 405 410 415
[8492] Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His
[8493] 420 425 430

[8494] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
[8495] 435 440 445

[8496] Gly
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HT GITR 6G10 VH (hIgG2)

52

103

154

205

256

307

358

V XE%: 3-33
D [XE%: 3-10
J X E%: JH6b

o v Q¢ L v E 8 ¢ 66 D VvV ¥V Q P G R 8
CAG GTG CAG CTG GTG GAG TCT GGG GGA GAC GTG GTC CAG CCT GGG AGG TCC

_CDR1
L R L 8 ¢ A A S GG F T F S T Y G M
CTG AGA CTC TCC TGT GCA GCG TCT GGA TTC ACC TTC AGT ACC TAT GGC ATG

_CDR2
H W vV R Q A P G X 66 L E W V A V T
CAC TGG GTC CGC CAG GCT CCA GGC AAG GGG CTG GAG TGG GTG GCA GTT ACA

W Y A G S N K F Y A D S v K G R F
TGG TAT GCT GGA AGT AAT AAA TTT TAT GCA GAC TCC GTG AAG GGC CGA TTC

T I S R D N s K N T L Y L Q M N s
ACC ATC TCC AGA GAC AAT TCC AAG AAC ACG CTG TAT CTG CAA ATG AAC AGC

_CDR3
L R A E D T A V Y Y C A R G G S8 M
CTG AGA GCC GAG GAC ACG GCT GTG TAT TAC TGT GCG AGA GGA GGT AGT ATG

v R G L Y Y ¥ G M D v W G Q G T T
GTT CGG GGA CTT TAT TAT TAC GGT ATG GAC GTC TGG GGC CAA GGG ACC ACG

GTC ACC GTC TCC TCA

K1
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HT GITR 6G10 VK1 (hKappa)
V XE: LIS
JIXEE: JK2

A I © L T © & P 8 & L S8 A S8 Vv @& D

1 GCC ATC CAG TTG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC
_CDR1
R v T I T € R A S Q G I S S8 A L A
52 AGA GTC ACC ATC ACT TGC CGG GCA AGT CAG GGC ATT AGC AGT GCT TTA GCC
_CDR2
W Y © © X P G K A P K L L I Y D A
103 TGG TAT CAG CAG AAA CCA GGG AAA GCT CCT AAG CTC CTG ATC TAT GAT GCC

s s L E ) G v P s R F s G =) G S G
154 TCC AGT TTG GAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

il D F T L i I S ) L Q P E D F A T

205 ACA GAT TTC ACT CTC ACC ATC AGC AGC CTG CAG CCT GAA GAT TTT GCA ACT
_CDR3

Y Y ¢ ¢ @ F N S8 Y P Y T F G Q@ G T

256 TAT TAC TGT CAA CAG TTT AAT AGT TAC CCG TAC ACT TTT GGC CAG GGG ACC

307 AAG CTG GAG ATC AAA

K2
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HT GITR 6G10 VH (hIgG2)

3-33 Q V Q L VE S ¢ G 6V V QP GRS L RL 8 C A
i”l )\_ = = = = = e et = . D = = = e et et = . = = = = e
_CDR1
3-33 A 8§ G F T F 8 S Y G M HW V R Q A P G K G L E
LN S e L
_CDR2
3-33 W V A V I WY DG S N K Y Y A DS V K GUR F T
U - - - - T - - A - - - = F - - - - - - - - - -
3-33 I $S R DN S KN TUL Y L Q M NS L RUAZETDT A
o I T T - T T T T T - T s T
_CDR3
3-33 VvV Y Y C A R
3-10 M V R G
JH6 Y Y ¥ G M D V W G
LN - - - - - - @G 8 - - - -L - - = = = = = - -
JH6 Q ¢ T T V T V § 8
M e
K13

HL GITR 6G10 VK1 (hKappa)

L18 A I Qg L T @ 8 P 8§ S L 8§ A S V 6D RV T I T C
_CDR1
L18 R A S Q G I S S ALA AWTYOQOQZXKUPGZ K ATPTIE KL
_CDR2
L1s L I YDAGSSTLTETSTG GV VZ®PSRTFSGSG S G T
_CDR3
L18 D FTLTTISSILOQPETDTFEFA ATTYZ YT COQO QTFN
L18 N Y
JK2 Y T F G QGTZXKTLE I K
LN § - P - - - = = = = = = = - -
<4
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46

81

136

181

226

271

316

361

406

451

496

541

586

631

Q v Q L v E s G G D v v Q P G
CAG GTG CAG CTG GTG GAG TCT GGG GGA GAC GTG GTC CAG CCT GGG
GITR 6G10 VH
R 8 L R L S8 ¢ A B S8 G F T F 8
AGG TCC CTG AGA CTC TCC TGT GCA GCG TCT GGA TTC ACC TTC AGT
GITR 6G10 VH
T Y G M H W v R Q A P G K G L
ACC TAT GGC ATG CAC TGG GTC CGC CAG GCT CCA GGC AAG GGG CTG
GITR 6G10 VH
E W Vv A VvV T W Y A G S8 N K F Y
GAG TGG GTG GCA GTT ACA TGG TAT GCT GGA AGT AAT AAA TTT TAT
GITR 6G10 VH
A D 8 Vv K G R F T I 8 R D N s
GCA GAC TCC GTG AAG GGC CGA TTC ACC ATC TCC AGA GAC AAT TCC
GITR 6G10 VH
K N T L Y L Q M N s L R A E D
AAG AAC ACG CTG TAT CTG CAA ATG AAC AGC CTG AGA GCC GAG GAC
GITR 6G10 VH
T A V Y Y ¢ A R G G S8 M V R G
ACG GCT GTG TAT TAC TGT GCG AGRA GGA GGT AGT ATG GTT CGG GGA
GITR 6G10 VH
L Y ¥ Y G M D v W G Q G T T v
CTT TAT TAT TAC GGT ATG GAC GTC TGG GGC CAR GGG ACC ACG GTC
mIgG2afiiE X

T v & 8 A K T T A P S8 V Y P L
ACC GTC TCC TCA GCC AAA ACA ACA GCC CCA TCG GTC TAT CCG CTA
mIgG2aliiE X
A P Vv ¢ G D T T G S S8 WV T L @
GCC CCT GTG TGT GGA GAT ACA ACT GGC TCC TCG GTG ACT CTA GGA
mIgG2afiiE X

TGC CTG GTC AAG GGT TAT TTC CCT GAG CCA GTG ACC TTG ACC TGG
mIgG2afiiE X

N s 6 8 L 8 S ¢ V H T F P A V
AAC TCT GGA TCC CTG TCC AGT GGT GTG CAC ACC TTC CCA GCT GTC
mIgG2aliiE X

L ¢ 8 D L Y T L S8 S8 S V T V T

CTG CAG TCT GAC CTC TAC ACC CTC AGC AGC TCA GTG ACT GTA ACC
mIgG2aliiE X

s S T W P s o = A T (2 N v A H

TCG AGC ACC TGG CCC AGC CAG TCC ATC ACC TGC AAT GTG GCC CAC
mIgG2aliiE X

P A S =] L K v D K K I E P R G

CCG GCA AGC AGC ACC AAG GTG GAC AAG AAA ATT GAG CCC AGA GGG

K5
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676

721

766

811

856

901

946

981

1036

1081

1126

i B P B

1216

1261

mIgG2aliiE X
p T I X P C P P C K C P A P N
CCC ACA ATC AAG CCC TGT CCT CCA TGC AAA TGC CCA GCA CCT AAC
mIgG2aliiE X
L L 6 G P S8 ¥ F I F P P K I K
CTC TTG GGT GGA CCA TCC GTC TTC ATC TTC CCT CCA AAG ATC AAG
mIgG2afiiE X
D v L M I 8 L 8§ P I Vv T € V WV
GAT GTA CTC ATG ATC TCC CTG AGC CCC ATA GTC ACA TGT GTG GTG
mIgG2afiiE X

v D v 8 E D D P D V @ I 8 W F
GTG GAT GTG AGC GAG GAT GAC CCA GAT GTC CAG ATC AGC TGG TTT
mIgG2aliiE X

vV N N VvV E VvV H T A © T Q@ T H R

GTG AAC AAC GTG GAA GTA CAC ACAR GCT CAG ACA CARALA ACC CAT AGA
mIgG2aliiE X

E D Y N S T L R v v = ry L P I

GAG GAT TAC AAC AGT ACT CTC CGG GTG GTC AGT GCC CTC CCC ATC
mIgG2aliiE X

Q H Q D W M =3 G K E F K C K v

CAG CAC CAG GAC TGG ATG AGT GGC AAG GAG TTC AAAR TGC AAG GTC
mIgG2afBiE X

N N X D L P A P I E R T I 8 K
ARC AAC ARAR GAC CTC CCA GCG CCC ATC GAG AGA ACC ATC TCA ALD
mIgG2aliiE X

P K G S L R iy P Q v Y v L P P
CCC ARA GGG TCA GTA AGA GCT CCA CAG GTA TAT GTC TTG CCT CCA
mIgG2aliiE X

P E E E M i K K Q v T L T & M

CCA GAA GAA GAG ATG ACT AAG ARARA CAG GTC ACT CTG ACC TGC ATG
mIgG2afiiE X

v T D F M P E D i X v E W T N

GTC ACA GAC TTC ATG CCT GAA GAC ATT TAC GTG GAG TGG ACC AAC
mIgG2afiiE X

N 6 XK T E L N Y K N T E P V L

ARC GGG ARR ACA GAG CTA AAC TAC AAG AAC ACT GARL CCA GTC CTG
mIgG2aliiE X

D S D G S ¥ F M X s K L R v E

GAC TCT GAT GGT TCT TAC TTC ATG TAC AGC ARG CTG AGA GTG GAA
mIgG2aliiE X

K K N W v E R N s ¥ = C 5 v v
AAG RAG AAC TGG GTG GAA AGA AAT AGC TAC TCC TGT TCA GIG GTC

K5 (£8)
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H E G L H N H H T T K S8 F 8 R
1306 CAC GAG GGT CTG CAC AAT CAC CAC ACG ACT AAG AGC TTC TCC CGG
mIgG2aliiE X
T P G K *
1351 ACT CCG GGT AAA TGA

K5 (£8)

265



CN 107743586 B

i

1z I

7/8 T

GITR 6G10 VK

1

46

91

136

181

226

271

316

36l

406

451

496

A I © L T @ S8 P
GCC ATC CAG ACC CAG TCT CCA
GITR 6G10 VK

S S L
TCE TCEE CTG

G D R v T I T (a4
GAC AGA ACC ATC ACT TGC
GITR 6G1l0 VK

R A S
CGG GCA AGT

s A L A W Y ©Q 0
GCT TTA TGG TAT CAG CAG
GITR 6G10 VK

K P G
ARR CCA GGG

L L I Y D A S S
CTG ATC GAT GCC TCC AGT
GITR 6G1l0 VK

L E S
TTG GAA AGT

R F S G S G s G
TTC AGC AGT GGA TCT GGG
GITR 6G10 VK

iy D F
ACA GAT TTC

S S L Q P E D F
AGC CTG CCT GAA GAT TTT
GITR 6G1l0 VK

F N S Y P X T F
CCG TAC ACT TTT

[ilkappa C

A & b4
GCA ACT TAT
G Q G

GGC CAG GGG

I K R A D A A P
ATC AAA CGG GCT GAT GCT GCA CCA

S S E Q L & s G
TCC AGT GAG CaA TTG ACA TCT GGA

kappa C

T v S
ACT GTA TCC
DMTm88

G A s

GGT GCC TCA

v v
GTC GTG

L N N F b P K D
TTG AAC AAC TTC TAC CCC AAA GAC

fkappa C

L N v
ATC AAT GTC

D G S E R Q N G
GAT GGC AGT GAA CGA CAA AAT GGC

flkappa C

v L N
GTC CTG AAC

AGT TGG

Q D s K D S T Y
CAG GAC AGC AARA GAC AGC ACC TAC

flkappa C

S M s
AGC ATG AGC

s i
AGC ACC
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8/8 Ul

541

586

631

L ‘T K D E i E R H N S Y T C E
TTG ACC AAG GAC GAG TAT GARA CGA CAT AAC AGC TAT ACC TGT GAG
filkappa C

ottt ittt ot ot ot Pt i it ot it ot i it i ot ot ot it it i it i it ot it ot ot o ot i ot ot o i ot it o i ot ot o

A T H K H s & S P L v K s F N
GCC ACT CAC AAG ACA TCA ACT TCA CCC ATT GTC AAG AGC TTC AAC

Flkappa C

R N E c 4
AGG AAT GAG TGT TAG
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