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L — MoK A G, 2K EH G SR T290.0010g/ml 5 25100umg,/m1 2 [A] (1) AL
R S PR UG A DL R R R 2R TH Vi P 7R (0 1 7 P SRR BE (CMC) R 2222490 . 25F5 (1) 3R THI
TETER, Fr iz U PR SR A SR R PR S A S — S A A . 5T
MR 1T _E 160 N CD345 & 1 58 5 6 G5 M3k, DL R AT e 4 2, 26 380 400 5 1A Wt 6, 5 48 % - CH2
8 K5k - CH3 45 A 4 - 5 Sk - 40 - CH2 45 Mg 3 - CHA &5 Mg s 1) 55 = S Mgt , e o8 — 4k & 4t
WA HASEQ ID NO: 201151 £ k.

2. IR ZE R LR (R B4 Ferp iz SURs e e AR i S AR DA/ 290, 001ng/m1 5 2
50ng/ml 2 [A] [ BEATAE o

3. AR B SR 1B 2 T iR 20 &4, Ho A i XU S E AR M AR LA T 290, 01ug/ml &£
2150ug/ml 2 18] BEA Y T0. 1ng/ml £ Z150ug/ml <550 . lug/ml ££)100g/ml . 8f 1ug/ml £ %)10u
g/ml 2 [A] R FEAFAE o

4 AR EER T - 3 AR — TR R 2 -S40, b iz 3R TR 1 551 2 2R Ll B R L e Vb
il 4738 x - 100,

5. UIAUHIE SR L -4 A — TR 20 &4, Forbaz 3R i s PR 7 2 28 1L AL RE RS 0 L 3R 1L A
BEME60. 5 11 ZUEERE40 5 11 B BE R 2085 Hh v X - 100,

6. AR EE SR L -4 AF — T TR 20 &4, Frb iz 3R TS YRR 2 V& VD 4 188 5l v v
4407

T AR EE R 1 -6 AR — AT IR B 2 S 40, ez SR T 14 77 LA A T2 36 1V 4 575 1
ZOMCHI 290 254% 5 292045 2 8]« BE AT 1ZCMCI 90 . 2545 5 211045 2 18] (3K FEAFAE

8. WAL Z R - T AR — T T IR 20 &), Hoh iz & Wit — P& 3 VR IR HE R
BORERAT YIS eI A S

9. UIBURIE R8T IR A &4 , Fe b iZ & Wit — 2040 2 2% vh 37 sk B JE 771 o

10. WAREL R 8E O FTIR I H A4, H iz H AV pHA T 23,5 5297 .52 [ .

11, W ACR SR 10T iR A9, Horb Z L AR pHA T 214 .2 5297 .02 1]

12 AR B R 8- 1T AT — AT iR (R 4 &4, Hod i 26 &NaCl

13 BRI EE SR 8 - 12/ AT — T FTIR I 4 &4, Fo v i bl SR BOE SR AT AR ) A2 B 0
POIR 22 B b I

14 AR B3R 8- 13FTIR I ZH A4, FL Pz MBS JREME e bt H i Ml L B BRI

15 AR B3R 8- 1A AT — AT (1 254 » e A i 2 R R e i 2B

16. WBLRIZER 9 - 15H R — T FTR A &9, H AR & LR B g2 v i) A A R b
2% PR PTG R TR 2% PR R BE AR R 22 PR B A TR R E AT B DR ER 4% vh ) E R R £h 2%
) 2H R G 7 BB IR R % 1

17 AR SR 1 - 16 HR AT — TURTIR (1 4054 » L Hp a2 0URE S M oA ) A AR 11 122 58 — &5
B 5 R IBANZ SR — 45 G S5 I i A — 3L B VHIX FIVLIX 6

18 WBUF SR 1 - 17 H AT — TR () 4154 » e HR 200U S P o A4 ) 2 A 2 B e ik
AFEE NS

19. WBUCR B SR 1 - 18T — TR A &4, o h iz WU e iR @ a8 B ik
F9SEQ ID NO:11.SEQ ID NO:13.SEQ ID NO:15.SEQ ID NO:24.SEQ ID NO:25.SEQ ID NO:
47.SEQ ID NO:48.SEQ ID NO:66.SEQ ID NO:67.SEQ ID NO:76.SEQ ID NO:78.SEQ ID

2
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NO:87.SEQ ID NO:88.SEQ ID NO:108.SEQ ID NO:109.SEQ ID NO:110.SEQ ID NO:165.
SEQ ID NO:166.SEQ ID NO:167.SEQ ID NO:176.SEQ ID NO:178FISEQ ID NO:192f) % Ht
s IED

20 WIBUREE R 1 - 199 A — T RT iR A &4, Heh iz &R AMAH &Y.

21 BRI R 1- 209 A2 — TURTIR A AW, HorpiZH S B ITE R 35

22 IR R 21 TR A1), Hob iz 5 48 B AL 3 SR )2 W PVC L EVA ISR 2R 1 A k)
il o

23 WAL R 22 Fr ik (R A A4, Fe Pz 5 2 BB B PVC I A R 1 B  HL I HR i PVCHE
A F R4 DEHPELTOTM.

24 UOBUREL R 21 - 23— T BT IR I 0 A4 , Ho iz A5 a2 TVAR BRIV .

25. — P B & R ONAE B 48 N IR K Y25 A & 25 7R, HepzoK 2 &)
=

a) WEAT£10.001ug/ml 529100ug/m1 2 [8] i) SURE S HEHTAAR R 2244, DA %

b) ¥ A TG PE R B CMC I 22 /0 290 . 2545 FZ 3R & 77, Jo iz R i vs 17 2 A
2 /D20 HLBAE

26 . UNAUFIEE 3R 25 BT iR 1 25 0 ) 77) , FL b iZoK I A9 & B S IR FE AT 2490.001ng/
ml 5 Z1500g/m1 2 [8] (12 XURS S5 P P A da) A

27 . QAR B3R 258426 it il 1 254 157, FerpiZoK P 29 WA & A S R BE A TR 1T
T PR B IZCMCI £90 . 2545 5 252045 Z 18] L B T CMCI £90 . 2545 5 29 1045 Z 1A i K
ETEF

28 WAL EE R 25 - 2TH AR — BT ik 1) 25 1 37, HorpizoK g & it — b a5
RGP B R BRI R AT A B A T A G

29 WO EE 3K 25 - 28 AF — T ik 1) 25 W 1 7], HorpizoK M2 mAH & BB T4
4.25297.02 18 ¥pH.

30 UnAL R L3R 25 - 29 R AT — T B (1) 25 Wl 3] He iz 2 2 HH AL 5 SR 42 \PVC L EVAEL
R BRI AR % -

31 AR LK 25 - 30 AL — T Fr ik B 25 il57) , Herp iz WUk LA @ e & Bf
¥ FSEQ ID NO:11.SEQ ID NO:13.SEQ ID NO:15.SEQ ID NO:24.SEQ ID NO:25.SEQ ID
NO:47.SEQ ID NO:48.SEQ ID NO:66.SEQ ID NO:67.SEQ ID NO:76.SEQ ID NO:78.SEQ ID
NO:87.SEQ ID NO:88.SEQ ID NO:108.SEQ ID NO:109.SEQ ID NO:110.SEQ ID NO:165.
SEQ ID NO:166.SEQ ID NO:167.SEQ ID NO:176.SEQ ID NO:178FISEQ ID NO:192f) % 3
s IED

32— Py £ 35 it FH SUR e R U AR M AR 1) O v 1% T R

a) FEZ A 2 K A 29 A A, Horh oK A S A S IR AT 290.001ng/ml
55 27100ng/m1 2 [8] 1) 12 0URE T P PO AR A4 2 Ak L Bk B2 29 22 T3 14 771 ) CMC ) 222250 . 254%
(R332 T 1551 5 DAL K¢

b) ] 1Z & it iz oK 2 A &),

Horb iz U B U A M AR S B % I SEQ 1D NO:11.SEQ ID NO:13.SEQ ID NO:
15.SEQ ID NO:24.SEQ ID NO:25.SEQ ID NO:47.SEQ ID NO:48.SEQ ID NO:66.SEQ ID
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NO:67.SEQ ID NO:76.SEQ ID NO:78.SEQ ID NO:87.SEQ ID NO:88.SEQ ID NO:108.SEQ
ID NO:109.SEQ ID NO:110.SEQ ID NO:165.SEQ ID NO:166.SEQ ID NO:167.SEQ ID NO:
176.SEQ ID NO:178FISEQ ID NO: 192f¢) & E/2 5 5111 22 Ik »

33 WIAURI B SR 32 BT IR 1K 5 v , Fe P iZoK M 25 A A W B & R FE AT 2490.001ng/ml 5
Z150ug/ml 2 18] {12 XURF SRR R A

34 AR B R 3280 33 ik 1 77 1%, Horb iZoK 1t 25 W AH & W0 00 & MR FE A T % 3R T 14
FIIZCMCI £10 . 2545 5 £1204% 2 8] . BL A F1Z COMCHI 210 . 25145 5 291015 2 18] () 1% 22 11 %
o

35 WA B3R 32 - 34 F AT — T B i (1) 77 2%, e AR i 2 Th v P 712 5 1L AU RE TR0 L 58 1L

FUEETE60 5 1L ALEE R A0 5 L L AL B T 20 i VD 1 188 Y VD U407 51 il Fid X - 100

36. WAL R EE R 32 - 35 AE — T TR 1) J7 v, o ZoK il &t — S a & ik e
b 2R R IR S BESS RN JE R R — Rk 2 A

37 WIAUR B SR 32 - 36 AT — T BT il (1) 77 v, A Z KA MA G A BE N T44.25
297.02 [A] I pH.

38 WAL R EL R 32 - 3T H AT — T il (1) 77 7%, Ho iz 25 48 AL & R IR 42 PVC . EVABL R &
P YA 1 1) i

39 WA R B3R 32 - 38 AT — Tl BT ik (1) 7 2%, e AR i 2 T v P 712 R 1L AU RE TR0 L 58 1L
ZAMERE60 . 58 1L A EE R 40 2R L AL R 20, IF H L iz A 28 B A& 2R A B AN B DEHPELTOTM
[RIPVCH A AL 1l 1

40 . GIBUR) B 3R 32 - 39HR AT — T AT I8 (1) 7 ¥2% , Fe iz K P2 40 & e ot FH 6 i K 1
VAT R 5 120U S MR U AR A SR AR 1) 28 — A S R il 45

A1 QORUR B SR A0 BT (1) 77 7%, Ho 2 28— 21 B W A0 5 1% DU S PE DU AR R AR 1 iR
(UNZEREE YR

42 QORUR B SR A0 B i (1) 77 7%, Horb iZ 28 — 2 & W02 BB 12 0URE S M AR p R A 1Y)
T HE Y EMNBAREED.

A3 UIBUR B SR A1 - A2F AT — TR I8 (1) 77925, FLHp a2 6 08 1 I VB0, 5 IR P8 D9 2 T i 12
FIIOMCI) B2 /2490 . 2543 1% 3 TH V5 14 751 .

44 QBRI BSR40 - A3 F AT — TR I8 (1) 7325, Fe P izoR P2 A & il i iz A E K
PR INERZ R 8, AR5 & M B 1% R — AN INBZ 25 2% R 14

45 AR EE R 32 - 44— TURT IR B 7 7, HodiZ 3 e i A o

46 . GIAUR]EE 3R 32 - 45 H AT — TR BT Ik (1) 77v2 oA 2t FH 2 TVt F

AT ANBUR] LR 25 - 31 H AT — T0 i 3k 14 245 40 11 771) » JHG R 2 3R TR 14 7R R YRS VD 1 188 B
THE L I407

A8 . UL RI EE R 19T IR 0 4 A4 WAUR) B SR 31T I 1 245 47 ) 350 5 SR B2 SR 32 i ik
(1) 77 9% FLrpZ OURE S P A i) e A B A 'SEQ 1D NO:13.SEQ ID NO:15.SEQ ID NO:
25.SEQ ID NO:48.SEQ ID NO:67.SEQ ID NO:78.SEQ ID NO:88.SEQ ID NO:109.SEQ ID
NO:110.SEQ ID NO:165.SEQ ID NO:166.SEQ ID NO:167.SEQ ID NO:178E{SEQ ID NO:192
MR T A2 K.
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ATHERERKE TEERMAR/MERNB SR A

[0001]  AHOCHRITEMZ X 5 H

[0002]  ACHR{EZISR20194F10 H25 H - AZH) SE I I HH 5 562/926 , 089 AL 2 , 1 I i H
T IEE 5] DA A SR AL

[0003]  DAASCITSCASCAEIRAS 413

[0004]  DARDAASCITSCAS SCAFHRAC I P 28 J8 i 12 51 A4 SCFE NS [P HI 3R B v HAL
Al (CRF) (CfF 44 : A-2429-WO-PCT _ST25, A1l H 3: 2020410 H23 H , K/ :451,608
T o

BRARGUE

[0005] AR 9 A W ik B30 R 035 s T AL S Rl 85 AR B IR B AR T 1k
R 25 WAL S ) ) U o AR ST R R IR B R A TR ) R i A S Y T
e

BEREA

[0006]  yfy7 kR F & HTiR)7 B B — R E Bk A o 1 BA R, W RE )
P 20 ] 4 T8 o 24 WD 2E 5 0 v BRI T P 1 T AR B 1) 1 O s ) [ A (sl AN
MG VIR A AR ) S IX AT RE T BUE A% A AV A IR) 22 1 42k 8, KBS H S
IR S AR B R (9140, Tmg /mL B i) 5 ARt 1 MR B 1) [ Ak S i A 2 2 30T T
[a) £ Tt FH ) 25 WD AN 2 o AR T, M S P B IR SRR (140, R0 . Tmg/mL , 1% 41
SAE ) 5 it BURR REAL SO ) 5 B 1 45 O A XU ] E SE W] X, IX AT e 3 80R] I
Jitt R 25BN A2 -

[0007] i MEFIE & TR &SR EE A KA &Y, Blin AR 18 A R AT
SEH o M ANE R M AR SV DURIREE (B0, 0. Img/mL B FEAR) A7 LER , R0
PEFRR 50T LA T3 R 1k p TR B i SR A AR Bk

[0008] 5 fi /M B B 281 o] 4 T ) 51 A FR) A 1 453 5K ) 2 1 L S P AN ik » R il 7
MUY ESREIRERE AR .

RAARE

[0009] A SCHiEE A EIRE KRR A A SV LKA 7 200 32 it X e ]
BN T3 o AR SCH R A A B AN ik B e/ MBI B T 2 1 R PR 38 [ A i i 51
IR AR B0 L IF B DR 1) R eI 25 2500 T R R T .

[0010] 7 KLt 9], AR SO 17— b B 85 H 1 AR T v PR K PR 54, Heh iR
F LA T-£90.001ug/ml 5 £9100ng/m1 2 [8] KWK FEAFAE T AL AW, I H AR T 14 71 LA R T
T VE TR e F ARG 2 (CMC) 1) /240 . 25 F5 K FEAFAE T AL &

(00111 7 KELL S 45 o, 3 1 o XUHS e PE TR A 4K L A2 0URs S VE LA R 2 A 5 S5 %
N R T PR S A R — A A A S TA LR T A NCD3SE S 2 4 R A B
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AT 395 b 472 5 5 3058 5L 110 I 7 4 B - CH2 455 M) 438, - CHI3 435 g3k - 3 3k - 450 - CH2 &85 Wy -
CH3 25 M3 1) 56 — S5 W3 o 75 FL L St 49 o, 36 45 & 45 M3l LA SEQ 1D NO: 2011 )%
T 22 UK o 75 5 2 St ], RURE 5 M BT AR R AR LA T £90. 001ng/ml 5 £50ng /m1 2 [H] |
BT £90.01ug/ml £ Z£1500g/ml 880, lug/ml £ £)50ng/ml BL0. lug/ml £ £)10ng/ml B 1n
g/ml ZE #)10ug/ml 2 8] R JEAFLE

[0012] 7 szt 5] v, 3 T 9 P4 791 2R L BB v v b i sl il 208 (triton) x-100.
FE LS i 45 v, 28 T I )R B L AL 80 L B 1L AL EE 60 L 58 1L AL R 40 L 58 LU AL i
208 Hh Fr 8 X - 100 o 7 2 L6 STt 451 5 2 1177 PR 552 VRS VD 0 1 88 B V& YD Il 407 o 7E L 4L 51
it A5 T, 2 TRTE 1 70 DA A T 3 T 1 770 IR CMC TR 240 . 254% 15 2920 4% 2 18]« B A T CMC I 4
0. 255 5 291045 2 18] 1R BEAFAE -

[0013]  fRHELLsTyif i , Hrp 20 G it — 20 A5 3h VR IR W SR BN R AT AE B e AT
A AR HE LSt 5], 3 ENaC o 7E 3 e St 451, Bl SR BOME SR AT A= 2 B L L FRR
% W BN I o 7 SR A S ), SIS R TRE R VR L H R W I Ly B I 7 R A ST i 451
G IR A L

[0014]  FEIEsesi il , Hoih ZH AP pHA T 203 .5 5297 . 5.2 8]  7E HELL S {51 o , 4 A
YIRIpHA T 294 . 2 521702 [A],

[0015]  #F s b , 2 S Wt — 5 618 G2 bR Bl 9 i3 7] o E F b s 451 b, g2 b 2
LR IR R P A RIR ER 22 PP AT BR £ S v ) BE AR AR B v R I A R R P B
FR Th 2 PP SRR Hh 22 vh 7 L 2 R 2 b 75 Bl R 2 22

[0016]  FEIEEE ST, AURE TP BRI AR ) 28— &5 & 45 M RN B 25 6 S5 i 1
T —H A S VHX FIVLIX o 75 3 6 St 5], OURE 53 P 0 A4 ) S R 2 BB P A P Ak o 7 it
SE it 5, OURE SR BT AR R AR AL A B I B SEQ ID NO:11.SEQ ID NO:13.SEQ ID NO:
15.SEQ ID NO:24.SEQ ID NO:25.SEQ ID NO:47.SEQ ID NO:48.SEQ ID NO:66.SEQ ID
NO:67.SEQ ID NO:76.SEQ ID NO:78.SEQ ID NO:87.SEQ ID NO:88.SEQ ID NO:108.SEQ
ID NO:109.SEQ ID NO:110.SEQ ID NO:165.SEQ ID NO:166.SEQ ID NO:167.SEQ ID NO:
176.SEQ ID NO:178FISEQ ID NO:192[1 & 2 FR T 5111 22 K o 75 L S it 451 = , XURE 5 Vbt
AR AR AL £ B A SEQ ID NO:13.SEQ ID NO:15.SEQ ID NO:25.SEQ ID NO:48.SEQ ID
NO:67.SEQ ID NO:78.SEQ ID NO:88.SEQ ID NO:109.SEQ ID NO:110.SEQ ID NO:165.SEQ
ID NO:166.SEQ ID NO:167.SEQ ID NO:178E{SEQ ID NO:192( % HEE T 51 £ k.

[0017] 7R HELL STyt o , 2H G W2 AN 7E SR RL A5 48 1 AN T VAR B TV Hp o 75 JRE e ST ] o, 2%
BHASRERE BROKE PV0) LR )% .15 (BVA) B3R &S AL 1 B o 78 3 2 512 it 451]
25 2% A0 S PVCII A R ik, 3 H AL FPPVCIE AR EOREAR2E —HIiR —-2- 2 K C g (DEHP)
R =R =-2- Z 3L g (TOTM) »

[0018] 7R IELLSTf o , A SCHEER T —FPEL B B GNTEZ 48 N FK P 250 40 & W0 25 )
I, Aok 2 S WAL IR AT £10.001ug/ml 5 £71001g/m1 2 [8] i) SR S ik
PR, DA R P R R TS M R OMCI 22 /0 250 . 255 (1 R TRV M7, Forh SR TS R LA
22 /D201 HLBAH o 75 35 2 S it 451 v, 2R TV 12 75102 YR V0 U 1 88 BTV VD 407 o 7 i 4 ST i
e, AKYEZ5 A S AL & R E A T £50.001ng/ml 5 £150ug/m1 22 7] (1 XU 5 M o ids )
AR o FE L St 51, K 2 0 2 G B B IR B A T AR TS MR AP CMC T 290 . 2545 5 252045

0
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Z [E] VB F-OMCII 290 . 2545 155 2910455 2 [a] 19 2 T 3 14 571 o

[0019] 7R L e st 5 b , /K 1 25 A & st — 20 B0 B B L SR PR R IR R SR B 2R AT
BB G AR TS ), KA A RAE N T 44,2527, 02 (8] 1 pH.
[0020] 77 st 5] v , 25 2% HH AL 5 SR 0 48 W PVC W EVASY SR B8 (191 4, 5% s A SR ) 10 44
B o

[0021] 75 Bt szt 451 o, XURE S PR PR M AL & A 1 I SEQ 1D NO:11.SEQ 1D NO:
13.SEQ ID NO:15.SEQ ID NO:24.SEQ ID NO:25.SEQ ID NO:47.SEQ ID NO:48.SEQ ID
NO:66.SEQ ID NO:67.SEQ ID NO:76.SEQ ID NO:78.SEQ ID NO:87.SEQ ID NO:88.SEQ ID
NO:108.SEQ ID NO:109.SEQ ID NO:110.SEQ ID NO:165.SEQ ID NO:166.SEQ ID NO:167.
SEQ ID NO:176.SEQ ID NO:178HISEQ ID NO: 192158 F: M8 7 71 1) £ Ik o 75 6 5 it 451
KU St P AR A 84440, 4 R SEQ ID NO:13.SEQ ID NO:15.SEQ ID NO:25.SEQ ID NO:
48.SEQ ID NO:67.SEQ ID NO:78.SEQ ID NO:88.SEQ ID NO:109.SEQ ID NO:110.SEQ ID
NO:165.SEQ ID NO:166.SEQ ID NO:167.SEQ ID NO:178mKSEQ ID NO:192fK) & I R 41
Z k.

[0022]  ASCIEHEER 1 — Fhin) B it FHOSURE S R U M AR 1) 7V i T G AR AR
il & KA A, P K P25 A B B BEE A T-290.001mg /m1 5 £100mg/ml 2
[F) PR UV S PR 70 A P A DL R A 5 Dy 26 T 7% A 771 XD OMC ) 22 /D 24910 . 2585 1 3 T 3 4 771, A
T[] 58 Tt 7K PR G A, o rp RURE S TR A i B B B E FISEQ TD NO:11.SEQ
ID NO:13.SEQ ID NO:15.SEQ ID NO:24.SEQ ID N0:25.SEQ ID NO:47.SEQ ID NO:48.SEQ
ID NO:66.SEQ ID NO:67.SEQ ID NO:76.SEQ ID NO:78.SEQ ID NO:87.SEQ ID NO:88.SEQ
ID NO:108.SEQ ID NO:109.SEQ ID NO:110.SEQ ID NO:165.SEQ ID NO:166.SEQ ID NO:
167.SEQ ID NO:176.SEQ ID NO:178FISEQ ID NO: 1925 IR /5 5111 22 JIk o 7 5 e 52 it 451]
XU F EH AR R R A B SEQ ID NO:13.SEQ ID NO:15.SEQ ID NO:25.SEQ ID
NO:48.SEQ ID NO:67.SEQ ID NO:78.SEQ ID NO:88.SEQ ID NO:109.SEQ ID NO:110.SEQ
ID NO:165.SEQ ID NO:166.SEQ ID NO:167.SEQ ID NO:1788kSEQ ID NO:192f\ & JEMR
FII 2 K o 2SR LE St ] AR PR 2 A B S IR FE AT 290, 001ng/ml 5 2)500g /m1 2 [H]
1) U S PE B R AR

[0023] 7 Bt sz it 451 v, 7K 1 24 0 4H A ) B B R BE A T SR TNV PR I CMCI £90 . 2575 5
292015 Z 8] B/ T-CMCHI 2490 . 254% 15 29 1045 2 1] 1R 22 11 3% 14 771 o 76 e 8 S ) b, 32 1
PEFAR 2 L AL RS0V 3R L AL iR 60 5 1L LB R 40, 58 1L AL BERE20 L V& VD AR 188 VR b
40785 it $7 18X -100.

[0024] 7R RELe st 5 v , /K 1 25 A A it — 0 B B ik E BRSPS BRI B S B
FRATAD AN JEE A B —FhEk 2 Fh o AE SRR S 5 R K2 S B A N T 24,254
7.0 6] [pH.

[0025] B sl sz 5 v, 25 2% bE B0 2 SR A W PVC L EVA L SRR I A4 40 1) B o 78 5 28 51 i 1)
R TN )2 R L AL S 80 L 5 1L ZUEE TG 60 3% 11 AL R g 4081 2 11 AL R g 20, 7 H o
B A AL S A EAE DEHPEL TOTMI PVCHI A4 R I i o

[0026] 7RI s, /K 1 259 20 A W38 FH 6 3d 1A 7K I 6 YRR R 0, 2 SOUR S 1 Ak
PRI 28— B WK il 4% o 7B FE L St o) o, 38— A G2 A3 MUK e e U AR A @ A 1
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AR S Y AL S ] o, 55— AL S W B & B A R U R M 2 AR R T S
NI BUAR AL ) o A2 B St 51 P 53 I VB 3 TR P D 3 T U PR CMC ) 22 2 250, 25
{7 R 2 T v PR 7 o AE S St 451 o, KA 250 2 & I T K Sl K R I RN I B w25
SRR RIS 2R B A A IN B A T R

[0027] RISt b, B 2 e A R o A BE LG S 51, it PR TV

B [E135¢ BR

[0028] [ 17ty 1 FH T 5 ] A 405 45 10 B 1 B UDE ) s T

[0029] W27 T AEAAFAER TEERIN 500 T S SRR 254

(00301 [EI37R HY 1 AN[RI IS I8 b i i RIS IR B 1 S AR 25 &

[0031] P47t T AEAS AN ER F1 22 AT ) 2] 4% 3 i v 0 =4 T i 28 790 B A oty 1 R 1 5 3R

SN
A

[0032] KI5 H T A [E) R B 1) AN ) 28 T il e 7R 6 AR 2K — R - 2- 2.3 Ul (DEHP) M &
DEHPFAPVCHIIE: H ) 52 ] o

[0033] &6/~ i 1 7E AH R CMC A% £ 19 A [R] 2% Tl v 14 751 %5 DEHP M & DEHP I PVCH IR HE 1) 52
M o

B A

[0034]  ASCHEFE 1 R AT LA & N VF IR B 2430 TR 1 7] DA T LI i e RO 752
(03 B A R B, W DA e W R 4 A ) R AR BE R B 1 B R B 1 1 W B 281 ] k2 i
[IEIEE i EASE TS

[0035]  7E—ULsftafy) b, ASCHEEE T — R A B A AR TS MR K &, Kb &
AT £50.001ug/ml 5£7100ug/ml 2 18] (9K FEAFAE T &9 , I 3R TH i 1 75 LA R
T PR ) 1 e SROAC P (CMIC) 1 22 /02490 . 255 IR FEE AP AE T &

[0036]  mJ LA FHT-4H & 4 A () 2 TH v P 75 T A A 8 5 T 25 26 9 v IR AT AT 2 T v
T o A — S ST i 5] v, 2R TR0 ¥ M T A S R T 4 R o A — e St g v, R E MR A2 R
L AL S , 1 a0 28 1L A4S 1620 L B8 (L AL R 40 38 1L B BS 60 L 38 1L AL EE ik 65 . 58 1L AL R 80
BRI BB IS 85 o 75— e St 451, TR VG 14 72 R L BB R 20 , 78 oAt STt b, RTINS
PEFE SR L BLEERE80 . 78— LL S (51 o , R THVE M A& VS Vb I, 1 nyri& v i 1 24 IRk b
U188 YHIE VLI 237 YA VD U 338 FNVAVS VD U407 o 78 — L& ST it 451 v , 2 THD ¥ 4 751042 o 73
X-100 o &b 2 T V& 1 700 7T F W3R A5 () 4m , i 95,20 L H: YR80 L 1 JE T F6S A% B JE 7 F127
%) .

[0037] T ¥ 14 771 T LA LA 2% 32 T 3 P 791 D I 7 J SRk B2 (CMC) 1) &2 7250 254 (0. 25%)
(IR BEAFAE T H B AR — LS o] H , 2R TR0 V35 1 77 LA T 3R TV PR I CMCI £90 . 2545
5212015 2 18] IR FEAFAE T AW o 48— Se STt ] b, 2R 1S P 77 LA T2 3 PE R
CMCHI 20 . 254% 5 291545 2 18] L BR A T 290 . 254% 5 251045 2 [A] LBR AT 290 254% 5 41815 2.
] VB T 290 254% 5 21645 2 18] VB T 210 . 2545 52142 6] BT 410 . 2545 5412152
[ VB T 290. 2565 515 2 M PR A AE TH &P

[0038] 7 — S sif 2 1 vl P 7 DA A T 3R T3 1 SR CMCI 290 . 5% 5 29205 2 TR 1
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WIEAFAE T H G A — LSt b, 3 10 v 1 771 A T 2R v PRI CMCI 290 . 5% 5
291545 Z 18] VBT 290 . 55 5 291015 2 8] BT T 290 . 565 5 21845 2 A VBU A T-2490. 515 5
29645 2 8] VBT 290 515 5 442 18] VB T 290 515 5 29245 Z 8] VB T 290 . 5% 5 21
G B EEAFE T H A .

[0039] 7 — LS ] v , 2 11V P 7R A SR 1 7% MR 77 R CMCI 2490 . 25 0% L 290 . 565 ) L% 4
25 VL1345 L 24R% VLI L1645 A TRE VA8 5 L 9RE VAL L 21245 A 1A L 241645 4
18f5E L1205 I FEATFAE TG W o AE—LE S A5, 2R T8 14 77 LA 2R 1 v P 771 R CMC Y
21,2505 212505 413 515 L1455 415 55 216 5 £T . 55 £18 . 5ERLI9 . SIE IR K
FIETHEDH .

[0040] WA ST A, AR TE “297 76 FH TS A RE € 18 By B IS, B 3 A D 22 48 25 18 {8 5036 [
W] DLAFAE AR AL, B R e E B a1 20 % LAY (BN, 10%6 . 5% 4% 3% 2% 81 % LA
M) .

[0041] il 5 JI SR AR i A 8 2 1T 14 R R TR FEE vy T R FE I 2 T RO, B 2 3R T v 1
AR — b Joid o 2 T ¥ P 771 %) OMCARL T A 368 s AR A48 2 S A S 56 7 v (W Gn o D'l e v W 3R
[ 5K 77 H S0 v A Bl 2 6 U KRl & . 2 WA iNorman Scholz, Thomas Behnke,Ute
Resch-Genger.Journal of Fluorescencel[ % )t2%d128:465-476 (2018) L & Onder

Topel, Bur¢in Acar Cakir,Leyla Budama,Numan Hoda.Journal of Molecular Liquids[4}

TR FETLTT 40-43 (2013) o2 [HI P4 77 1 CMCAE th 7T LA v i Attention® Sigma 700
BUTOLI) e Bk H shill & .

[0042]  7E— LSt fy) o, REFRR IS T I CMCEAE N R 1 FIH

[0043]  R1.%H FHER IV 14 7 CMC

[0044] [ vyt 7] CMC* (w/v %)
7 L ALRE 20 0.007
1L B4 80 0.002
I VD 1188 0.4
IIA 18407 0.004
it F3EX-100 0.014

[0045]  %f KA HCMCIE , Z W HlUnle Maire M,Champeil P,Moller
JV.2000.Interaction of membrane proteins and lipids with solubilizing
detergents [JE & H MR 5T 538 VB M AH BAE A .Biochim Biophys Acta [
AW P2 ]1508:86-111;Suksiriworapong J,Rungvimolsin T,A-gomol A,
Junyaprasert VB,Chantasart D.Development and characterization of lyophilized
diazepam-loaded polymeric micelles[#A Hu PP HIE T B &R BT K FRAE]
.2014.AAPS PharmSciTech[AAPSZ % R H].15(1) :52-64:https://
www.sigmaaldrich.com/content/dam/sigma-aldrich/docs/Sigma/Product Informatio
n Sheet/1/t8532pis.pdf

[0046] 2 (1A LALAAF£90.0011g/ml 5 £91001g/ml 2 8] (¥4 A7 AE T LA o 15—k
SR, A AT £90.001ug/m1 52990ug/ml B /T £10.001ug/ml 5 £180ng /ml 2 [d] |
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B/ T£50.001ng/ml 5 £)70ug/ml Z 8]\ BL S T-£J0.001ng/ml 5 2)60ug/ml 2 [A] . B AT 2
0.001ng/ml 5#1500ng/ml 2 8] \BLA T £90.001ug/ml 5 £)40ug/ml 2 [d] /T £50.001ng/ml
5#%130ug/ml 2 18] VBi A T £0.001ng/ml 5 £)20ug/ml 22 8] B/ T£70.001ug/ml 5 %) 10ug/
ml Z [8] B/ T £90.001ug/ml 5 Z5ug/ml 2 [8] B AT £)0.001ng/ml 5 2y 1ug/ml 2 8] VB~
F£70.001ug/ml 5£50.01ug/ml Z (AR EAFE T HEDH .

[0047]  7F—seszj i, & E AT £50.01ng/ml 5£5100ng/ml B T £10.01ug/ml 5
2180ng/ml 2 [6] Bi AT T-£J0.01ng/ml 5 2970ug/ml 2 [A] VBT £90. 01ng/ml 5 £)60ug/m1 2
B BT 290.01ng/ml 52950ug/ml 2 [A] VBT T-£90. 01ug/ml 5 £)40ng/m1 Z 8] . /T4
0.01ug/ml 5%530ng/ml 2 8] B/ T £50. 01ng/ml 5 £4)20ug/ml 2 8] (B AT £50.01ng/ml 5
2310ug/ml 2 [A] (BT £J0.01ug/ml 5 2)5ug/ml 2 [A] .8/ T-£J0.01ug/m1 54)1ug/ml 2
(BB AT £90.01ng/m1 5290, lug/ml Z [A] \ELAT-290. lug/ml 52 1ug/ml Z [A] B T4
0.1ng/ml 525 lug/ml Z AWK EEAAAETHEDH

[0048] FF—uLspf g, S EH PAZ10.001rg/ml ZJ0.005mg/ml£]0.01ug/ml . £]0.05ug/
ml2J0.1ng/ml ZJlug/ml ZJ4ug/ml  Z)8ug/ml£J10ung/ml . 21150g/ml . £]20ug/ml . £]25u
g/ml.#)30ng/ml . Z)35ug/ml . Z£j40ug/ml . £)45ug/ml . £)50ug/ml - £)55ug/ml . £160ug/ml . Z)
65ug/mlZ)70ug/ml  Z)75ug/ml . Z)80ug/ml . ZJ85ug/ml . £j90ug/ml . £)95ug/ml 8 £]100ng/
ml PR EAFE T HEDH .

[0049]  FEARSCHEFR A -G, v LK 8 1 A0 A ArT R B B i 3 6] 5 3 T vl P R R A AT
WP B FEYE I 2H A

[0050] ATfl &5 AJ LA A G I E A AE— s fl b, HEW P E A &R HE
H, By GEa s aES .

[0051]  4nASCATH, RiE “DUs 4G HEA” iR miEd & — el MR EE 31
R 25 A B E A EAR TPUk (B, s EPiE) R G GE O A SR Rk A
BHRMPURE G R B, BAR G A S PR S S F BRI REZIR S 5 EA4E
LR R B 1) SRR BRA B 5 oy« “BUIR 456 v B 2 FRPupR b i /b 4K E 5 AT/ Bl B A7
TER) /b — B LR B Re i M S S PUR B4 BUR S5 6 v BB S E AR T B ]
AR B (scFv) SgRpu ik (B an , 5% 5 Ak 5 5% AR i VHEE #35k ; VHH A B, 2 WCortez -
RetamozoZ N\ ,Cancer Research[JERERTFFT] , 58647 :2853-57,2004) Fab i B .Fab’ i Ex .
F(ab’) 27 Bt Fv i BeFd A BORIE AR 2 X (CDR) A B, I HL AT PLATAE B AT A i L sh 4ok
P TN /N KRB BRI BERL S bR 45 & B 5 e Bk e e 45 A PR, 5
HIX 88 Fy B Al i ek e 4 e B ik (19, B Bk 7 22 Bl 5 B AR 438 2 N 1) 22 2H DNA
FiRBRE MK G R = .

[0052]  fE—dLsLyti el , 8 H 2 AR R PR 45 G R - WA SR A, AR TR “SOURE R 14
FE AR RE T 5 P AN [F] PR B AR B R AR R S S PR S S E ARSI Y, “RAL”
FE AR R WAL PR 45 & R v PR B Fr BORE e 1 45 B I AT AR R 8 1 o AE — Re SRt R
MR PR A G EAAS S —MPu R AR S G RS — g L & 5 S — Rl
i B b e S 6 1) B A M3k AR — e S A R OURE S PR A A R SR — 45
5 SR M R T PR R R A, T HXURE R PU R 45 & SR B A A5 G S5 i85 N CD3
(THHHE L A T A 524K 2 A W) W 358) s S PR &5 & o 70— BB R e 1) St 451w, XU S i R
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SEAEE ZWEI W0 2008119567 FIW02017134 1405 BT i 1 XUEE S 1 T4E i 6542 (BiTE®)
ETIR LA E LS

[0053]  4nASCA A, ARG “DriR gk & 55 Horb g fg /s D Re 2% T Pudk (o, 4Kk
SEREAGREEREE A 4> ) B G5F AN/ B A 5F B/ 808 MW PTR B B B vl AR L BE (VH) A/ 8.
A AREREE (VL) 45 M3 SR B 43 o DAL, oA A @ A i 6 5 U Re e M BEAR BR BT R 45 5 o B
PRI BRI PR B B, W discFv, —scFvE{ X (s) -scFv.scFv-Fc.scFv- ik
scFab.Fab, Fab, A  ELFEXUAR BRI (Tandab) B K —scFv. BBk =scFv. “%
PR G W =PRI Huad) AER S5 Mk ik G A B & — AN ml AR 5 M3 (e mT e R AT
T H A VIX B 25 M3 RE S5 1 45 S P BER ALY VHH L VHER VL) 1 9 KT AR B B m A8 2 ¥4 34t
%)

[0054]  7F— LS 5], XURF S MEPUR M IR AL 5 58 — S5 S S5 IR 58 45 S S5 I,
Hrh B — 84S % — MR PR R F g &, 9F A 45 5 4585 ACD3%s =
PR G AR — St 5], SOURE e P P A R AR 1) 2 — S5 A SR 58— 2 f 382 XU S B
RPN AR TR XURR S M “BABEF VY (scFv) o ZEscFvHT, i (9 VL AT VHA) i i &5 ik
P IE RN AR VLAIVHIX X T8 AN 2 1 () 54k B B 4 s 2 L9 aiHus ton %8 A (1988)
Proc.Natl.Acad.Sci USA[SE[E E ZKEH-Rr Bt T1)185:5879-5883 . 2k il LU Z 1102 254
QIR IR A 15 2 20 TR I R AR - K18 H E & H 2R LLSRAS L W, DL Je 22 2 IR
TR U SRAF I I, F B AT DL VHIGIN- A 5 VLI C- AR i e ok , I 2 IR IR R £ B
THEEXFHFIN T 3k HscFviRE T R 46 e B Bk 8 1 (1) 4 5 4% - VHAIVL X PAVH-VLELVL -
VHI 7 HE 51 o P03 1 22 , VHIX AL T-823k% 7 51 N K 3y » H HLVLIX AL T8k 7 51 1 CR I » 78
G S5t 5] H 5 SOURE S PR T AA L) S A 1 55— S R ORI 55 — G A IR B B (scFv) , scFv L4,
FA3EmAD TR ) T DA S I 28 2T — Fh AR SR Ak .

[0055]  fE—SLsyti g, SURE Rt u i f s Akt — 20 A B 58 = 5 h Ik AE — S St
B = Ry Ige R e (scFe) Sitbi . 76— SeSERti i, scFe Z5 MI8 g seFe - 3 A K (HLE)
GERENI, o AE — LT 3 1 S A5 H 5 DU 7 T e A ) S AR 1) B — 5 Ml 2 S 2 R R Y
N HHLESS #4458, - 8524 - CH2 - CH3 - 4323k - B4t - CH2 - CH3.

[0056]  #F— LSt b , XURE S P DA AL S AR ) 28 — 45 B S M i85 56— 4R e R T i SR 45
B o AE— LB SR T, B — 2 THI BT R £ CD70.CDT0 (1 FR ACD27LELTNFSF7) J& — Fp 117
AR A, HOEH R T84 1 TAH B FIBZH T « 5 28 1) B 5 40 At 0 160 AiR B8 A5 1z 4 A
) I

[0057]  fE— LS 5] A , 28— 40 i 32 1 e R A A e H 5 an A SO R B AR “ i e 5
o BR AR A S H 535 1 FiRg 40 i PR AR SSRGS S nT DA 2 s E B A I M5 0 ) 4 A
R L Z AN AN 8 5 5 5 1 0 5 B RN AT B 50 40 &5 B o X e SR I HUBE ER e 4
Ji 53, T AN BE BB R A0 20 . S50 H 4R B AR TG, iR R wT DA TR R 4 i bR IR Bl
AT BB R R e 5 1 AR AR B L B AT T R A R R S M e i o B LT A R
21 i A0 IE AR S 3 B PR I HLE AT A M AR OC B R o 5 IR AR AH B, X R A
KPR P PLid 3k, 503 B T s 20 2R 00 45 0 45 1R A UM B AN KR35 AT o ek g 4 i
W LR Sl & R R I o FE — LR St 451 , 28— 4 S S5 M Sk B DL R I IR b R A
CD19.CD33 . F fz A KK 75248484111 (EGFRvITI) L[] ¢ % (MSLN) (45k5 2519 (CDH19) JFMS
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FERE R B IANES (FLT3) SFERCAAS (DLL3) AG A 45 K5 2 (CDH3) B4 M sl 2440 i (BCMA)  Hif 471
JiR A S ME BT R (PSMA) W AREEE 17 (MUCLT) A 4AHE [ (claudin) - 18[H FhAl2
(CLDN18.2) o fE— LS5 o, gg fie S 2 A s di i

[0058] 7 — LAk 1) St A5 o, XUARE S MR o AA i) A4 A0 B8 — S M 3L B8 S I A E
I = g R, Hodh B8 — S5 M S5 CDT04E &, F B 28 45 ik 5 NCD345 &, If HL AR = 4%
PR (U SR AEAE) S 20 2 38 BL I 5 40 T (X HLE S5 M358, « &34 - CH2 - CH3 - 323k - 4% - CH2 - CH3
E AR 328 1) SIS Tt 91 5 SOUR: S P 0 ) T A A 5 B — 5 A 28 — A M IR 1) 28 =
i, Horp 3 — g s 5k 5 DL T B R SR 45 4 : CD19.CD33 EGFRvITT \MSLN,
CDH19.FLT3.DLL3.CDH3.BCMA.PSMAMUC17/1C:DN18.2, 3 H.55 — 45 #3 5 ACD34k &, 7 H.
5 = A5 M3 (U RAFAE) 2 2 JE 2 R BT a0 N A HLE S5 #4380 - 5% - CH2 - CH3 - 22 3k - B0 % -
CH2-CH3 o PEAL I 1) S e 451 o, 28— &5 AL 3 RN 28— 25 3t IR ShoiE e fE — i, FF & i ik
P SkB B) 88 = S5 (I SRAFAE) ARIEM KIS D &1 FCihiR HF HHAFEE TR AR
HFRFFHIG1y-Gly-Gly-Gly-Ser (BIG1y4Ser) IR AW (R (Gly4Ser) x) , Hrpx 185 K
(R (T, 203345\ 6BRT) o 75— LEAIR 5 1 S it 5] 1, 28 — 45 & S5 A 3B & B SEQ 1D
NO: 201 ) B IR 7 H1 I 2 ik

[0059]  f7F—despjfifilh , 55— 45 A 4 AR S CD33KE PR 45 & fE — S Si b , B — 45
SERIR AL & A SEQ ID NO: 1- 159 F— MK R BT 2 k.

[0060]  fF —Lbszjfi ey, 55— 45 & 45 My SEGFRy I T T Rt 45 & 7 — LU s i i) o, 55—
GELCERIR A8 BAGSEQ 1D NO: 16-26F AT — AN B[R T 51 £ ik

[0061] 7 — LSyt rh , 55— &5 & 5 Kk SMSLNKF S Mk 45 & o fE— S s ) h , 25 — 45 &
SERIS AL S B SEQ 1D NO:27-38H11657 4T — N s Rl 7 1 i 22 ik o

[0062]  fF—UEsjtify] b , 55— 45 & 45 M3k S CDH1 9% S M 45 & o fE — S s ol b, 25— 45
A a5 BASEQ 1D NO:39-56H 4 — AN & R 5 41 1) 22 ik o

[0063]  #F— LSt rh , 55— &5 A 45 M3 S DL S M 45 & o (B — S s , 55— 45 &
SERIR AL & H A SEQ 1D NO:68- 781 & IR 7 F1 1 £ Ik .

[0064]  #F— LBt rh , 55— &5 A 45 My 5 CD 19K S Mk 45 & o (E— S S )b , 35— 45 &
SERIS AL HATSEQ 1D NO:79-88HF— N EFERR 7 511 £ ik .

[0065]  #F — LSt rh , 55— &5 A 45 My SFLT3HF S M 45 & o (B — S s ), 25— 45 &
SERIS AL HATSEQ ID NO:57-67HFE— N EFERR 751 £ ik .

[0066]  #F— LSt rh , 55— &5 A &5 M3k S CDHBMF S Mk 45 & o (E— SE S ), 25— 45 &
SERYIE A& B SEQ 1D NO:89-99FHAF — AN S JE iR FE 51 ) 2 ik

[0067]  #F— LSyt rh , 55— &5 A& 5 M3 S BOMARF S Mk 45 & o fE— S sl b, 25— 45 &
SERYIRAL A BATSEQ 1D NO:100- 1103 AF— AN P& LR 15 511 £ K

[0068]  #F — LSt rh , 55— &5 A 5 M3k S PSMARF S Mk 45 & o (E— S Sl b , 25— 45 &
SERIR AL & A SEQ ID NO:111-155. 1661167 H T — NS I/ 5 511 2 ik .

[0069]  fF—uesjififsl , 55— 45 A 4R SCDTORE PR 45 & fE — S SLi i , 38— 45 &
SERIRAEL B A SEQ ID NO:156-164H AT — IS LR 5 711 22 k.

[0070]  FE—sesjifsr , WURE S E BRI AR 1) B8 45 G 4 M S Ta R i E g A\CD3
eRESFPELE A o A0 — LRSI, OURE S PR B AA S AR 1Y) B8 — S 4 5 N CD3 e B (1) 4T e Ah 3%
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PLRE SRS & A —Se ST, 5 N CD3M 3 PR 25 4 B XURR S PE B AR A S AR 1Y) 36— 45 4 33
AL A VLIX FIVHIX , % VLIX AL B AGSEQ 1D NO: 193K & K /8 7 41 ICDR- L1 A A SEQ 1D NO:
1941 & FE 1% 7 51 CDR- L2 A LA SEQ ID NO: 19515 3 1% 7 #1I[¥ICDR- L3, iZVHIX £ & B A
SEQ ID NO: 196/ 2 22 7 #1HICDR-H1  ELAASEQ ID NO: 197 () 2 HE 1R /7 #1I i\ CDR-H2 AL H A
SEQ ID NO: 19812 28 7 ¥ CDR-H3.

[0071] 7 — st {5l , OURE S P AR M AR (1) 28 — 25 M3k B0 & R SEQ 1D NO:199(1)
R HIIVHATLEASEQ 1D NO: 200/ & FE BRI VL o 75— L8 St 9 o , XUE S PE ik by 8
P 5 A Ry BB SEQ 1D NO: 201 S LR FE 51 2 ik o

[0072] 7 —Seszjta {5l , B [ /2 CD70xCD3 XK St HiiAk f @ 4k, Ho & 5 CD70%s St &5
A0 56— S5 M3 RN 5 CD3RE S PR 25 A 1 B 45 M3 7E — AN Sl 491, 28 — 45 /98 5 CD 7 0%
S E I HAF WISEQ 1D NO:156- 161 FT/RFCDR, 25 — 25 M3k 5 CD3%E PR 45 & F H A
A UISEQ ID NO:193-198F 7~ HICDR . 7E — et 5 , XURE R At PRk i e Ak gk — 20 AT HLE
SERIR (B8 = S5 R30) o AE— /NSt f9) 1  URE S P A4 A A4 £ 2 VHAT VL, AR iz VHEL &
ASEQ 1D NO: 162F & IR P 51 5l FE A | 1% 2 JE R 1 41 4 R a8 R 2 R IR 3 214 )
Z K, I HAZVLE & &G SEQ 1D NO: 163 2 1R )7 A1 B JE AR I pHiZ S L 8 5 471 4 A
H 1% 2 SE R 7 F1 A R 22 Bk o 76— N SE it 491 F , CD70xCD3 RURE S M B R A4 S AR B &5 5 5 SEQ
ID NO: 1641 Z R 7 4 538 A b i iZ R 2R R T 5 4 Al 12 R 4 R 7 41 2H 1 1 22 K
[0073]  7E—Huszfiti 5] b , 2K [ /2 BOMAXCD3 XUR; S M B AR My 4, JL A0 S5 BOMAK: 57 M 45
A1 56— S5 M3 RN 5 CD3RE S PR 25 A4 1 5 45 M3 o 70 — LB St 451, XURE S Ve pkade — 20
L EHLEZS M3, (B = 4509380 o 75— NSt v, 25— S5 i 5 BOMAR: Rt 45 A& 3 H B A 1
SEQ ID NO:100-10587~ICDR, 55 — 45 ¥4, 5 CD3%: 7k 45 & 3 H B A WISEQ ID NO:193-
198 T 7R FYICDR o 7 — /NS it 451 HF , BOMAXCD3 WU S5 1 o A2 A A4 40 2 VIRIVL , e P iz VL &5
A SEQ 1D NO: 106/ & IE R 7 91 8l FE A I % & LR 7 51 4 Rl i 1% & 34 R 1 91 4 R
(12 Bk, 3F HAZVLAL & & A SEQ 1D NO: 107HIE LR 7 41 8l 38 2 A b iz & L IR T 41 4H Ak
B I B IR L 7 HIZH R 22 K o 7E — AN St 451, BOMAXCD3XURE S PR fT AR f i A0 55 &5
SEQ 1D NO: 1081 & ML 7 F1 53 B A b p iz & A R 7 51 20 i 5 Pl i = L R 7 A1) 2H R 2
JI o £ — AN STt 51, BOMAXCD3XURE S P B4 A4 i A 15 B SEQ 1D NO: 109 Z 2 1R 7 71
BE AR b E SRR T B A R % = T A A R 2K . AR S — A SE e
BCMAXCD3 XU S e AR MY A F0 2 47 5 SEQ ID NO: 110f & KR 7 7l sl JE A b H % s it
B2 7 5 20 B R % SR R 7 S A BRI 22 K

[0074]  7F—E szt 5] o , BURE 5 14 3044 2 CD33xCD3 RURF S 1tk P Ak # A 4k , Hif 2 5CD33
R S PE 25 A T B — 25 M RN 55 CD 3R, S M 45 5 10 B — 45 A 3 o B — LR St 491, XU S T
R AR — DA S HLEZS F 3 (5 = 25 W38 o AE— NSt , 28— S5 M3 5 CD3 3% = 1%
5 I H A AWSEQ 1D NO:3-5F18- 10T 7mHICDR, 28 — 25 M3 5 CD3%F etk 45 & 9F H B A
WISEQ ID NO:193-198F 7~ HICDR o 7 — N STt {51 4 , CD33xCD3 MU s ME Hi AR A e A f 25 VH
VL, Horp iz VHEL & &G SEQ 1D NO: 1ER2H) & R 7 H1 B Fe A b HHZ = IR T 41 4H s B
HZ 2R 7 HIH ) 2 K, I HAZVLEE & SEQ 1D NO: 651711 2 2L iR 7 71| sl B A b
1 1% 2R R T 41 24 B B 1% B R IR T B 2 BRI 22 B o 78 573 — /N SE 451, CD33xCD3 XA 5+
PEHUAR IR 5 S A SEQ ID NO: 11EG1 294 F — MW R EE R 7 41 sl e A b i iz B R
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J7 5 A R B 12 B AR R 7 B 2H R 22 K o 78 55— SE it A1, BOMAXCD3 WU 57 14 Bt A ) 4
A5 E A SEQ ID NO: 13815/ R LR T H1 8l JE A4 b X R 3L IR 7 H1) 2H B Bl h 1% 2 2
R 7 H1 A ) 22 B

[0075]  7F— oSt h , 2 19 A2 EGFRv I T IxCD3 XU S M Hi i # d 44 , HoAu & H5EGFRvITI
R S PE 25 A T B — 25 R RN 55 CD 3R S M 45 5 10 B — 4 M 3 o A0 — LB S it 491 , XU S T
PRt — P ST HLESE A 38, (B =45 380 o 7 — DLt rh , 55 — S5 I 5 EGFRV T T TR S PR 45
A H BB WSEQ ID NO:16-21 AT~ ICDR, 55 45 48 5 CD3 4 S Mk 45 & 9 H B A5 InSEQ
ID NO:193- 198175 (I CDR o £E — A2 it 451 71, EGFRv T TTxCD3 XK S P 470 42 ¥ A 0, & VI AT
VL, HHiZVHE & 5 A SEQ 1D NO: 220 2 FL 18 /77 41 B JE A b HHZ = BRI 7 91 2H R B 1%
R FHIH R 2 Ik, I HAZVLE & &4 SEQ ID NO: 23 & M T e A FHiZER
B8 7 5 A R BN % R R R 7 B 2 22 BK o 78— AN SE it 5, EGFRv TTTxCD3 WURF 5 P 4t
AR AREL & F A SEQ 1D NO: 24 B0 251 & 24 1R T 41 B 24 7 btz LR 7 471 4H A 5 e
ZRFER P A AL 2 K o 7E— AN S E B , EGFRV T TTxCD3 XU S Mk P A i) AR L 5
SEQ ID NO:248K26H1 R IE MR 7 51 884 FEA T iZ R LR 7 51 41 Al 5l F 1% &3 R 7 271 2
[ 2 1k

[0076]  fE—usjifi 5 , 8% (4 fEMSLNXCD3 XURR S Ve P AR AL 44, T4 2 HMSLNGS: 3 1k &%
A 11 56— S5 M3 ORN 5 CD3RE S PR 25 5 1 B8 45 M3 o 70 — LB St 451, KUK S MR B A h 2 A
dE— A S HLEZS #3 (5F = 2538 AE— St , 38— S5 M SMSLNFs e 25 5 9F B
HAUWISEQ ID NO:27-32f 7~ ICDR, 25 45 M3k 5 CD34%5 7 P 45 & 9 H B A nSEQ 1D NO:
193- 19817~ [ CDR o £ — > S i 51 P , MSLNxCD3 SRS S M i 44 #y 2 A A& VIR VL, F i VH
5 & HSEQ ID NO: 33 &R 7 ¥l sk 5 5 A b HiZ R R R 7 91 4 R 5l 1% 2R R T 51
I Z B, I HAZ VLA & &G SEQ 1D NO: 34 &L R 7 41 ek e A b i iZ & LR T 514,
JR B 12 SR R P B 2H R 22 B o 76— AN S, MSLNXCD3 BURE S PE B M A 0 &5
AHSEQ ID NO:35-38FE—/ MR IR 7 51 5 Fa A b i 2 LR 7 51 2H Bl % = R TR
54 RS 22 K o 7E — S St 45 o, MSLNxCD3 XU S M AR #y 8 (0, 5 & A SEQ 1D NO: 165
(R IEBR T A B A b iz R 7 H1AH A % R 2R L T A A R 2 Bk

[0077] 7 —Ses i {5 , 2K (4 & CDH19xCD3 XK S M Hr i by i 44, o0& 5 CDH1 9% 3 1k
SEO B B — S5 AR S CD3 % S Pt 5 A 1) 5 5 MR o 7 — BB St 5 o L XU St At —
AL ETHLE S #3 (B8 = S5 30 o A5 — NSt ol o , 38— S5 i3k S CDH1 9%: et 25 & 3 H A
HUISEQ ID NO:39-44F7~HICDR, 55 25 #4318 5 CD3%E e 45 & 9F H A WISEQ 1D NO:
193- 1987~ I CDR o £ — NS i 451 v , CDH19xCD3 AU S 1 Ji A 1 44 4, 5 VHANVL, He i
VHEL & & A SEQ 1D NO:458451 R LR 7 HI B e A b X & LR 7 41 2H B Bl ph 1% 2 2
1% 7 B 2H B 0 22 Bk, 35 HAZ VLA & 45 ' SEQ 1D NO: 46885201 S M8 /7 718l e A b %4
JETR 7 4 2H R B 1 % R IR R e H1 4 ) 22 BK o 75— AN SIZJiti 451, CDH19xCD3 XU 7 M P A 449
AR S E A SEQ ID NO:47.48-50F153-56 AL — I 2 LG /7 91 8 JE A b = AR R
F¥ B 20 R B R % R LR P B 2H R 22 ik o fE — AN St 5] R, CDH19xCD3 RURE S 4 Jr A A4 2 A
5 & HSEQ ID NO: 481 &R 7 ¥l sk 3 S A b HiZ R R R 7 91 4 R 51 1% B R R T 51
HRsHI 2 K.

[0078] LSt 5] , 2K (/2 DLL3xCD3 XK S e 44, Hofl & S5 DLL3KE 7 1 45 4 10 2
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— G RN 5 CD3 %y e M 455 1 5 — S o AE — LB S A5 b, BURE e R B AR — B A
HLEZE ¥ 38, (38 = 454380 o 75—/ St gl o, 88— 25 A48 S5 DLL 3% J 1 45 & F H A WiSEQ
ID NO:68-73r7~[*CDR, 55 — &5 #4385 CD3%y 1t 45 & 9F H R A 4ISEQ ID NO:193- 1987w
[¥ICDR o 7£— AN S5 1, DLL3xCD3 XU S P B A A 2 4 B 5 VHANVL , H A i VHAL 2 5 SEQ
ID NO: T4 LR 7 5 88 FE AR b Z R SE R 7 51 4 Rl ph 12 = 4 1R 1 1 4 BRI 22 ik, 9T
HZVLAE S & A SEQ ID NO: 751 HL IR 7 41 8l 3 FE A b HH i 2 L IR T 21 4H R B b 4% 2
1% 15 51 2H R ) 22 K o 76— AN 2491, DLL3xCD3 MR S M B A4 ) i A F, 27 - 7' SEQ 1D NO:
76-T8M A LR 7 H1| 8 B AR b X IR R T 5 A R 1% IR R T A AR 2 K - A —
A1, DLL3XCD3 XU S VST IR M 8 AR 6075 545 SEQ 1D NO: T8IK Z LML 51 s A
L HZE IR 7 A AR B R R SRR R B AR £ ik

[0079]  7E—SLsjf 5] b , 2R [ /2 FLT3xCD3 XU F M Pk i g 4 , A& 5FLT3 4 2 45
A1 56— S5 M3 ORT 5 CD3RE S PR 25 1 B 45 M3 o 70 — LB St 451, XURE S M ikt — 20
B EHLEZS M3, (B = 450380 o AE— ALt b, 28— S5 I SFLT3R: Rt 45 A 3 H R A W
SEQ ID NO:57-62H7~ICDR, 55 — 45 #y3s 5 CD34s Stk 45 & 7 H B A5 WiSEQ ID NO:193-198
FIT 7~ BJCDR o £ — AN S it 5, FLT3xCD3 XU e M B A 4 2 4 0, 2 VHAR VL , H i VAL &5
ASEQ 1D NO:63[) R IRy 4 sl Fa A b i i & R 7 51 2H Rl i % 4 1R 7 4 4L 1)
Z K, I HiZVLAL & & SEQ 1D NO: 641K &R 7 71 8l A I iZ R R T 5141 %k
IR T A R 2 K o 7E — AN 92t 5, FTL3xCD3 XU S P 7 4 ) 42 40, 25 & ' SEQ
ID NO:65-67 AL —AMW R LR 7 71 83 2R b iz 2 2 0 7 H1 40 sl b iz = 24 1R 7 51 4
R 22 K o 2 — AN St 45, FTL3xCD3 XU 7 P PR i AR 6L 5 & A'SEQ 1D NO: 67 1) & 2
R 7 5 sl F A b iz IR R e 5 4 Bl i 1% R R A 2 R %2 K

[0080]  #F— LSzt {5 , 2K (& CDH3xCD3 XK S M i i@ 44, Hof0 & 5 CDH3%S S M &%
A1 55— S5 M3 ORN 5 CD3RE S PR 25 5 1 58— 45 M3 o 0 — LB St 491, KUK S MR B A p A
dE— DA S HLEZS #3 (B = 251380 AE—ASeitafgil e, 38— 45 #9380 5 COH3 s etk 45 & 9F B
HAUWISEQ ID NO:89-94f7 7~ (CDR, 5 — 45 M3k S5 CD34%5 7 P 45 A& 9 H B A nSEQ 1D NO:
193- 19817~ [JCDR o £ — S i 5 F , CDH3xCD3 MUK S M i 44 #y 2 A A & VIR VL, Fo i VH
A5 & HSEQ ID NO: 951 &R 7 ¥l ak 3 S A b iZ R R R 7 1 4 R 5l 1% B R R T 51
H AR 2 Bk, I HAZVLAL & &4 SEQ ID NO: 96/ & LR 7 51 ol 3 A b i iZ & 3L /R 7 51) 4
JR B 12 SR R P B 2H R 22 B o 76— AN S , CDH3XCD3 BURE S PE BB M A 0 5
AHSEQ ID NO:97-99H{E— /N R IR 7 51 5 Fa A b i 2 LR 7 51 2H Bl % 2 R TR
7 B\ B 22 B o 2E— AN 2t 45 vF , CDH3xCD3 XUR; S M i AR i @ 40,5 & ' SEQ 1D NO: 99
(R BR T A B AR b iz S R 7 S AH A R % R R L T A A ) 2 Bk

[0081]  7F—Euszfifi {5 b , 2K [ S PSMAXCD3 XUR; S M HUAR My 4 , JL A0 S5 PSMAKS 57 M 45
A1 56— S5 M3 ORN 5 CD3RE S PR 25 5 1 B8 45 M3 o 0 — LB St 451, KUK 572 MR B A p 2 A
dE— DA S HLEZS M3 (5 = 2510380 AE— St , 38— S5 M3 5 POMA: etk 45 &5 9F B
HAHSEQ ID NO:111-1169fF— T ~ICDR, 55 — 45 #4185 CD3%E ek 454 3 H B A tn
SEQ ID NO:193-198F7 [ CDR . £ — N Lt 5 Hh , 25 — &5 #3385 PSMA LS & 9 H B 4nSEQ
ID NO:126-131F1141- 146 F—AN 7R ICDR, 55 — 45 #4385 CD345 4 3F H A A SEQ ID NO:
193- 198 7 [#J CDR o 78 — AN S Jii 5 v , PSMAXCD3 XRS5 M oA A0, & VHAFAVL , Horh i VHEL & &
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AHSEQ ID NO:117.13280147 1) = EEME 7 5 8l B A b iz 2 B R 7 51 4 A Bl % s R TR
FFHAH R 2 1k, HAZVLAL 2 &4 SEQ 1D NO: 118, 1338% 1481 & Sk 7 41 el e 4 b i
R B T 5 A R BN % B AR R 7 B 2H BRI 22 K o 7E — AN S 451, PSMAXCD3XUURE S5 P 47t
IRF AR AL S S SEQ ID NO:119-125.134- 1401149 155H4F — AN S L /R 7 1) B % 4
A b HZEIERR P A AR 2% &R R S A 22 B o 7R — AN St 5], PSMAXCD3 XUEF
SRR AR A A A SEQ ID NO:121.122.124.125.136.137.139.140.151.152, 154 F0
155 HAE— NIRRT FI 0 2 AR b % E L IR 7 F1 20 BB i 2 2 R T 1 4H R ) %2
JIK o FE — AN LA, PSMAXCD3UURE J e A il i@ A A0 5 S SEQ 1D NO: 1668% 1671 2 &
R 7 5 8 3 3E A | 12 2 IR P 51 2H sl pH 2 = TR 7 S 4 i 2 K

[0082]  #F —LLs i, 85 /2 C1dn18 . 2xCD3XUA ek HifAk fy 44, Hof & 5C1dn18. 2
R S PE 25 A T B — 25 R R 55 CD 3R S M 45 5 10 B 4 A 3 o 0 — LR St 491, XU S T
it — D0 FHLESS M3 (B8 = 4509380 o AE— NSl il b, 25— 45 i3k 5 C1dn18 . 24 e P 25
&3 H EAUISEQ ID NO:168- 1737~ HICDR, 55 — 45 #4415 CD34 S 45 & I HB A UnSEQ
ID NO:193-198FT/RHICDR o 7E — ALt 5] , C1dn18 . 2xCD3 XK S M oA 4) S AR (0, 25 VAN
VL, i VHE & &G SEQ 1D NO: 174M) & BEIR 7 41 8 B AL b i & LR 5 91 2H BBk b
R LR T AV R 2 K, 9 VLA &S A SEQ 1D NO: 175/ & E IR 7 1 8l B A% b i
2 B IR T H A Bl 1% 28 FE R 7 91 2H ) 2 K o A2 — A S5, C1dn 18 . 2xCD3 XU 5t
PEPUARRI AR S & SEQ 1D NO: 1768% 178 R IEMR - H1) 5l # FE A I iZ & L 7 51 4
FR B %R SR T 912 BRI 22 ko 78— SE M5, C1dn18 . 2xCD3 KUK 57 1 4L A by 2 1A
T EASEQ 1D NO: 1781 LR 7 H B FE AN b H iz Z SR 7 51 2H R B 1% = R 7 41 24
[DHNEZD

[0083]  7E—SLs {5 h , 2K FH /2MUC1 7xCD3 XURF S Pk P A iy 2 4, HoA & 5 MUCT 745 57 1
SEO B B — S5 R AOR S CD3 % S Pt 5 A 1) 5 b MR o 7 — BB Stap oh , XUE StE puAAtE—
AL ETHLESS #3 (B8 = S5 30 o AE— NSt fol o, 38— S5 ik SMUCL T etk 45 A 3 H A
A UNSEQ ID NO:184-189F 7~ HCDR, 5 — &5 i3k 5 CD3KF P 45 & JF H 2 A WSEQ ID NO:
193- 198171 CDR o £ — N St 451 v , MUC 1 7xCD3 R S 1k B A 4 244 6, & VHANVL , Ho i
VHEL & & A SEQ 1D NO: 1900 & FEMR 7 F1 838 2 A b B iZ & LR 7 71 40 A B 1% R 2 IR 7
B R 2 Bk, 3 HAZVLALS &4 SEQ 1D NO: 191 B4 1% 5 41l ak % 5 A F %8 BT
H A BRES 2 S R T A 2H R 22 K o 7 — AN St 49, MUCL 7xCD3 XU 7 P A4 44 2k
T EASEQ 1D NO: 1921 LR 7 H) B FE AN b F iz Z LR 7 51 2H R B Hh 1% 2 R 7 41 24
[DHNED

[0084] £ JE e S (7] o, RURE e B iR A AR (L %A SEQ ID NO:13.SEQ ID NO: 15,
SEQ ID NO:25.SEQ ID NO:48.SEQ ID NO:67.SEQ ID NO:78.SEQ ID NO:88.SEQ ID NO:
109.SEQ ID NO:110.SEQ ID NO:165.SEQ ID NO:166.SEQ ID NO:167.SEQ ID NO: 178
SEQ 1D NO: 192/ & 2L 7 F1 53 AR b p iz & A R 7 51 2H i B Pl i = L R 7 A1) 2H R 2
Rk

[0085] AR SCH% i 1 U 57 M o A4 ] L3 3k AR A8 2 280 149 7 V2 ) 2% o 4910 G, OURE S 1 B A
AT LA IEWO 2008/119657FIW0 2017 /134140 4 52 11 75 1 1145

[0086]  m] FHF-ZH A4 () B I 77
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[0087] f—w%ﬁmqﬂ,za/\%ﬁ— 05— Pl 2 Mid T 2546 P T 55 . 78
— B A Pt — A B SR PR B SR B SR AR L R R IR B S R Bl
%ﬁl@i%%ﬁﬁﬁﬁ%&ﬁﬁ@éﬁé\E—%iﬁ@fﬁﬂ¢,éﬂ/a\fr@iﬁ AL E ER R SR B R AT A
QIR AT L 57 J 77 o 7E — Lo STt ol b, A Wit — A5 3 VG2 bR B SR B 2R AT AR
WA IR - 7E — st HE Wit — P& éﬁ/ﬁlﬂ Il B SR BB RATAEY) S R BRI A
B3 &g 7).«

[oos8] ] HTZHEW MR fIvE S FEE & AT 2446 r & (Flhn, NaCl) . v H
THEY B R B 22 vh IR 45 £ IR #h 2% i) A3 2 IR 3 42 ) AT AR IR Bh 22 b 1) IS FH R
RGP A TR 22 R E DR Eh 42 v D oR IR ER 4% 1R L 4H 2 IR 4% 1 R AN IR R 4%
PR o 7 A 1 B S BB ST AL W B0 4 B0 L W IR 2 B AR I L v abE (g, R AN
BERE) AR (), H B B 5L ZPEEE) oo P R S R A R S R
ZR ~ H Bt R AN A 2 IR o 7 M9 M 977 8 791 4 2R HH R R (47 a4 R I R A R R ) AR Ll BT
£ (B, 1 B4 ER ) o

[0089]  ZH-&WIIpHAT LAFEZ)3 . 57  5HIFE N o fE— st o), H 5 R A 294,084
7.0/ pHo 76— LSz jiti 5 o, S B A L4 . 28 4170 80415 . 08 417.0. 8415 . 58 £47.0.
BA16.02297.0. 802416 .58 £97.0. 8024 . 28 216 5. B 214 . 28 296 . 0. B £)4. 25 275 . 5. B},
21428 2)5.0.80295. 08 216. 0. 5L £95. 08 276 . 5. 5L £)5. 08 £96. 0. 5L £)5. 08 £15. 5. 54
5.5 416.0.50415.5 8 £16.5. 80415 . 58 £)6.0. 3L £16. 0 £6 . 5[] pH . £ —LE 52 jifi 451 , 20,
G PHRNZI3.5.414.0. 414 . 5. 415.0.415. 5. £416.0. £416 . 5. 417 . 08 £)7 . 5.

[0090]  ZH-&¥) 0 pH ] d8 ik A FH b SCA H 1 — el 22 Fh % i ) SR Se B o 7E — S8 St 451+
HAEWEIEE LR RGP AR TR 22 M7 TR R £ 2% il IR FA IR R 22 vl I A
FEEh oz 1) B SR ER G ) TR IR £ 5% 1) 4H 2 R 5% 1 7R R B IR 26 % R R 22 1 7R
FE—SESLTt ) b, 2GR Bk B IR G bR B ZR K P Bl gz v ) (14, 45 208 SR 4% R A
FrF IR ER G ) 2 & o

[0091]  7E—uEsijifa 5l o , 2H S B A B AR B R InLE i il o i A SCRT F, 8 “ AR R
0B B gz ph )7 72 48 A W AN B T R R/ B E SRR 2H S 0 ) pH T VS I 22 e ) o 41
un, K (0.9 % NaClLIE ) A B Inggz b5 3¢ H B A 295 . 51 pH. 4 45 £h 7K I3 - 19 pHES
Iy 33 I AL K 1K ARCO SR SEBLANZE RS - 2 W WiRedd i, B.AJ Int.J .Med.Sci [[HFx
B=2E Rl 2] . 10:747-750 (2013) X FHZH G W] & A X H AW 22 vh e 1A DTk ik
REMH

[0092]  #E—sesijtifsrh , H-EW A& F oI ER AR TR S R B E SRR AR AT R
FR) TRV 7 S 3 gt — 20 & 2k (B4, NaCl) K (B, JERE) (= LR ()40, #i = iR) Al
ARG IR BT JE 75 (), 2K ) o AE — e SETt ] o, H-A Y B B SCHR R AR IR B B
b OB FE AR AR B R s MR O gk 2D A B (B, NaCl) HE (5, REEARE) L 2k
iR (a0, B = BR) 25 vl (BN, 28 & R 2R AN/ BT A5 R h 2% 371 AT 36 P B Jis 71 (4l
ARHED) AV pHA] DL b SCHEER AT pHAHE o 75— SS9 o, 2 & I pHoN 2955
[0093]  7E— LS 5] , AN SCHE FE (A G )2 94 S - WA SCRT L, RE “AA &
Y N B A e R A IE A S AN/ B B R 2R B (. N) RN EE (X
RS TR R EAR) (P C A o 58 HARHL, 25 B A LW It BS54 A
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A1 B UG E AT AT 24577
[0094] M THAEMIHIERS
[0095]  7E— LS 5], AR SCHE FR A SR AN A A b o il T A SO &2 28 36 E
T2 & B AL, 51 40 b TG B HLOR 470 38 58 B0 B A L1 B 25 488 o 7E — LB STt 5 , 45
v TRk (TV) it R 504 o AR SC R ) s T TVt FH AR 4 S 2 A Ry o $8 7
TVite FH AR v] 22 A 2 S VI S 2 BUR G — 3 73 o £ — LL STt h , 28 R TVAR BRIV
[0096] W FHT-ffillidh 75 a5 A4 L ELFE I8 B FH T hlisk 25 1) 25 4 1 IS 2L , 1 G s AN 2R K
[0097]  FE—REsjE i , 25 4% 2 BERL A 28 o (E — St il , R AR B & R Ak (lan, 5
W (PP) A5 2.0 (PE)) R A LM% (PVC) « L BR 44 .16 (EVA) BY R &g (5], 5l A 28
Bk) (I AA L] 5 o 7E— LSS A5 1, 25 4% FH EL S PVCIRI AR i1 B o 75— L S 451+, PVCIE A |
NIRRT R T -2- £ Ul (DEHP) Bl 2K =8 =-2- £ U (TOTM) o AnA ST Y, AR
B TR EANET R O e i F o R A AN/ R AU 2 DEHPE TOTME PVC . DEHP AN TOTM
A] FH T PVCEE B PRtk ] DA ] s AS [R] (1) TR () 3G 38 5751 o AE — SE St 451 vh , 2528 H AR & PVC
[RIAA L1 B o
[0098]  7F—dEsizjifi ol b , 25 4% BB & SR I W EVABICR & e (1 a0, SR Be A ER ) 1) A4 e il
Fi o FE— LS, 25 2% FH AL PP AT/ BPER A4 AL il Ak o
[0099]  FERELCSKAF T, FLLL KA PVCHE KL Hh 4 I DEHPEL TOTM AT DA 7F E £k 7 i) Bt s
FET A ) (a0, 5L R EE G , 2 DL SA513) AEAE N IR IR H o AN A B S AT A e B L
F oA, P 2 T v PR R 5% Hig R ST, DEHPEY TOTMAE 28 TH v MEFAFAE Nt vl PLSE 25 5 b
1R o R MR B 587K - SR g P (HLB) 2 H o /K BE NE AR FE M & f2 , I HL AT DL i A4
B EL A ok L. 2 W anGriffin,William C.Calculation of HLB Values of
Non-Tonic Surfactants[dEE R MEFAHLBEK 1T ], Journal of the Society
of Cosmetic Chemists[f¥mifb # o thaxd], 5 (4) :249-56 (1954) JHLB{E W] LA H T~ Fil YUl
A R B A4 5T, 49 40, HLB> 10K 7 2R 11 ik P4 77 BE 5 ¥ 17K OV 116 J50) 5 TITHLB< 103% 7R
FhE YIS S T 6 B ORI T-7K) o AT LU T AR STk i 1 2H 6 400 v 1R s 48] e 3 T vt A2 57
HLBIE B 4517 B 1L ZLEERE20) <15 GR 1L ZLEEEE80) (https://pharmlabs.unc.edu/labs/
emulsions/hlb.htm) f129 VA&V 188) (http://www.rumapel.com.ar/cosmetica
miscelaneos/ficha tecnica/Pluracare % 20L-%20F % 20Grades.pdf) . 7E & o5 H AL &
DEHPE TOTMERI PVCEE e} il s 1) S5 Tt 451 o, 25 47w 1 262 1 v 12 70 00 o s L A 28 /D 20 (W HLBAE
(B, Jis v oy, 2 WS 913) S BE AL A T205 302 8] FUHLBAE
[0100]  H b SCH H A ARl B ) 25 2 1 an TVESAF (8 an, T TVt FH R TVAS AN B s I
BAF B0, &S A A AT A R T A F] (Baxter Healthcare
Corporation) FlIAE 57 BLEE ST /A &) (B.Braun Medical Inc.) B i i 3145 .
[0101] 2547
[0102]  ARSCEHEFE 1S TR B KPS0 25 W0 57 anASCRT F, RS “25 9]
A N B N FR AR m) B (a0, ) it FH 2 1 7E 63 1Y) 25 W) 25 2 A A 2 A SO R 7K 1
HEWEI TR AE— Le ST, AR ER T — MR a8 TR LB K22 & Wi 25 4 )
A, FK A E B S ca) IKENT250.001ug/ml 5 251000g/ml 2 [A] & H , BL K b)
W O 3R TR M R CMC Y 22 /b 290 . 2545 (1) SR IS M55, F HH b B g AN 2 1E gt 4t
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(blinatumomab) .

[0103]  7E— e sifs £ 7 75 41 -G 4 Hh i R T v 1 7 5L AL I o 7 — LB St
VG HER 2 B R IL AL EEEE20 2R 1L BB R 40 . 3R 1L BUEE RS 60 5K 1L 2L R 165 5% 1L AL
FiE 8015 Ll A 6 85 11 58 Ll B B g o 7 — e St 451 v, 2 T 9 2 771042 B L AL i 20 350 56 1L
BURE G0 o 7E — L 5L it 471 1 , 5 T 6 14 751 A YV VD U o 7 — S S A5 o, 3T ¥ 1 A VI
VU1 88 VP U407 o 7E — LS A5 v, R 11V 14 5512 Hh @ X - 100,

[0104]  7E—Sesuja i rh , A SCH R T — FPrE R 2% R AL S K 29 A A ) 25 il )
dOK RIS ra) IRE A T 410.0011ng/ml 55 £7100ug/m1 2 [8] i) XU T 1 4 )
A4, BA K b) e SR 3% TV P 751 D CMC ) 28 70 410 . 25435 ) 2 T 7 1 791, JHe oy 3 T Vi P 91 2 VA %
VO A — LS ] R, YRS VD AR R VRIS VD IR 1 88 B YIS VD U407

[0105]  7F— LS i 3] h , 2R 113 14 770 LA A T 2 T 14 77 B CMC Y 90 . 2545 5 2920145 2 [A]
(IR BEAFAE T H AW AR — LS o] o, 2R Th0 V5 1 77 LA T 3R TV PR I CMCI £90 . 2545
HY100% 2 (8 R FEAAAE T AW o AF —Se STt ) b, 2R 100 1 77 LAAE b SO AT A
WLV N IR FEAATE T A AW h A8 — Lo sl v, 3RTH 05 M 77 DAVE A b ST 3 AT ]
W IR BEAZAE T 2HA b o 2 T 9 14 55 R OMCARL 7T LAIE S b SCk 85 (0 7 v M 5 & F — e s
it g, SR FH R TS PE A OMCIE 7ER LR B

[0106]  7E—Lsji g h , KPR 2 A A SR EEA T 290.001ng/m1 5 £)50ug /m1 2 [A]
R o 7 LSt 5] o, 2 A P 25 3 P A8 b SOk B AT AR S BBl Y I B 1 (3, UK S
PEFUAR I EAR) o AE — S8 STt , 2R 3 (140, XU S BT M g 44) DL SO 85 AT AT ik
FEAFAE T AW o aT LA b ST 5 1 B 1 (A ART oA B3 Bk B 3 Rl 5 b SO e 1 3R T v
FUBIAT AR A< P sl ok P Y R 4H A o

[0107] i b pr ks , A v LR VRITHEER B W b i 45 & A Aal & 2R 1 o /E — S8 S it
BilH, B R SRR P E PR 45 A B 1 o 7R — LR STl B L B 1 A2 b ST R ) RV S I LA
AR L E — L St 45 5 B A CDTO0xCD3 MU S P P A4 v 28 Ak o 7 — LB STt foil o, B 1 2
BCMAXCD3 XU 7 {4 i A A A o £F — e S5 o, 2 ) A& CD33xCD3XURT S ME LA A Ak o 7E
— LSt 5, B H A2 EGFRV I TIxCD3XURE F 1 Pk i g A o 78 — e st fsi o, T H =2
MSLNxCD3 XU 57 P oA KA R 7 o 75— L S it 5] 1, B 11 /2 CDH19xCD3 XU S PE A e i 1k
TE— LS b, H A& DLL3XCD3 XU S ME BT A i@ Ak o 7F — L S5 h , 55 5 2 FLT3xCD3
U S Pk AT A AR o E — S S 451, 2 1 A& CDH3xCD3 XU S M A b 44k o 76 — BB S it
e, £ 2 PSMAXCD3XURE S PR BT AR M A4 o 7E — S8 St 49, B [ 2 C1dn18. 2xCD3XURE 57
PEHUAAA AR  7E — Lo STt 45 v, B 1 2 MUC L7 xCD3 WU S5 1 A M A o 3 6 SO S
PRR AR B B — P AE B OCHRER AR R S, SR B A SEQ 1D NO:13.SEQ ID NO:
15.SEQ ID NO:25.SEQ ID NO:48.SEQ ID NO:67.SEQ ID NO:78.SEQ ID NO:88.SEQ ID
NO:109.SEQ ID NO:110.SEQ ID NO:165.SEQ ID NO:166.SEQ ID NO:167.SEQ ID NO:178
BUSEQ 1D NO: 1920 & IR 741 , FE A b i IX SU R BE R 15 471 21 Rk O SE L R P 51 4 %o

[0108]  ZH-&¥(¥pHAT LLAE b STk 5% B AT AR] pHYG L N o 76— S8 S5 vh 25 0 8 pH AT LA
& b SO R AT pH

[0109]  #E—LL STyt o , /K 252 & Wit — 20 AL — Fhal 2 Fiid T 20 0 41 & 901 Tk
T o PE— 2L st 5l v, KV 2520 G Wtk — 20 B 5 R B b ) L E AR IR W SR BN SR i AR
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YB3 BB A AR — L STl KPR A it — 2D 3h VR R R B 2R
WERAT AT SIS S vT T AP s B 3 G2 v 7] 2R IR SRl L
[T AR AR TR FAAE SR -
[0110]  7F—Sesjififo b , 25 2% 2 HRL 28 88 o 7F — BU St 49, 25 3% B B3 TG 2 (B4, PP
FIPE) JPVC EVABY SR & ME (514 , T AN SR Wk) 1R0 A4 ) il 55 o 7 — S S it 4 v , 25 8% BB 37 PVC
(R4 R il Bl o 78— 2L St 5, PVCIE A B AN S DEHPEL TOTM o 75— L& 52 jif 451 1 , 25 28 B AN EL &7
PVCI A A ] ko
01T FE—Les a5 1 , £ 7 7E2H A 4 AR I 3R TV PR R VR VD o, I LS 28 mT DA Eh A
B RN IR PVC EVABER 2l (49140 , S e AN SR k) (A4 A 1l B o 78— e St 49 1 , B0 & R4 A
W () 2 TV ) B8 1L AL e Bt R X - 100, I HA AT DL A & B VA EAR S
DEHPEL TOTMIFIPVC EVAE 5 2 Mg (151 , 5 g AN SR Bk (1044 k] B o
[0112]  FE—sesjifslr , 25 2% 2 FH Td ik (TV) it FH B B 4 o 7E — Se st fgi o, 25 48 2 1V
IV .
[0113]  7E— e foi v , 24 W il 55 75 25 #s TR IR K R 29 A 54, Se b K Y2 &9
A5 XURE S 1 oA A A4 (49 a1 o AR ST 8 (A A SOURE S5 1k o AR A 2 4R) 3R T i 1 7 (48
W, A S % AT AT R T P 55) 5 HF Bt — 2P A 3 (a0, NaCl) iR (9l , i 20
PR B RATAE Y (a0, BERE lCH BE 1) AT MBI (flan, 2K ) , 9F H & 35t
B RIFHE PVC EVASI R 2 G (51 4, 28 B8 RN SR k) (1A 8k il Jlg o 75— e St g+, 265 9 1) 571
TRBH R KM A, oK 25 A L SRR R PR R A (T, A S
% % T AT ] OURE S P PO AR A 2 AA) SRRV A 551 (4810, AR S 8 TR AT A SR T 14 741D FF AL
B2 &R (1, NaCl) G 7 (1, 2 B8 Sh 42 PP AN/ BT AR IR b 22 v 711)) R 2R 1R
(540 , 2 R W SIS BB SRATT AR A (), el el H BRI AR 3de R B9 TG 591 (8l dam, 2R )
H HIHE AP AR S RIAE PVC.EVASCER &G (a0, S A1 S TE) (1)} il 5 o XURE 5
POR A R AR 9 P ] AR b ST X6 B 1 5 8 T A A R o 3 T 12 70 P A< B3 T DA B ST
TE AT o SR pHAE A T 293 . 5 5407 022 18] 1 6 [l N o 7 — Lo st o, 40 S 901
pHAZI5 . 50 1E—Le St 5 o , 2548 2 TVER
[0114] i FHZH & Wi )7 2
[0115]  ARSCIEHEFE 1 ) i3 it F A SO B 1 2B WD ) 325 o A — SE St ) AR ST R
T M B E AT %R ARG e) TR K 2 A, Hod iz
ZIME S EIREAN T £10.0010g/ml 5 27100ng/ml 2 (8 ()& (5140, 4% STk 5 1) AR
SPEHUAR R AR) DL LU E SR 2 T M AU OMCIR) 2 /0 290 . 2545 (1) 2 HE M7, LA Sz b) [h] B
ot FHZ K A A, Foh B RS 2 gt B,
[0116]  7E—ssiifa s, KM 25940 & Wit F A& I /K s R BB 3 B 1 (gl 2, XL
5 ST PE DRI EEAR) 1 58— 2 A ok i 4% o 75— SS S ) vh , A 2521 A il i oK A iE
NN 2R R E S B E A AR B A ST, N BEaSEAME—
AR
[0117]  fE—LesTi s, 55 —H AR AT EO MR G AE— L st , 55—
EWR RS EA NG THE Y EMRRIRE Y A — s, 55— 52
e K LS B A R T4 SV BRI RARE S
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[0118] 7 — LSzt rh , F T W R 28— 2 A IR G @ K MR VA L & Rk B2 R R TS PE TR
CMCII Z2 /D290 . 2545 1) 2 THI 36 14 771 o 72— L2 STt 5 v, BT # B2 28 — A & I A 38 K PR VT
B U FE AT 22 T T 7 CMC R 250 . 2543 52015 2 18] VEL A T 290 . 2545 5 2491015 2 18] )
FE TG PR o 78— e st v, T RRE 25— AL A W A3 /K M VAV 5 IR B N 2 T 3
FIHICMCHI0. 254% L 210 565 A 145 L1215 L1345 L LIAR% VL1505 L A66% L1745 L1815 . 419
B ZI1065 21505 5212065 B RS PEF o 7F — s b, F TR — 4 5 &E
IV — 2D A B NaCl o fE — LSt 451 1, FH T B 28 — 2B M & & K RV LA A
F213.5547. 02 18] BT Z14.05216 . 52 [Al I pH. £E — LSt o, F T ke 38— 41L&
VI G K I VA B A 2495 . 51 pH 7E — S8 STt g , 1207 vt — D FE 1E i 45 0 SR HiT
TR 238 — H S G K P R e 25 48
[0119] £ — LSt o v , K 1 24 P 2H 5 4 1) 2 T Vi P 512 51 LU AL T o 7 — 4 ST it 6]
Hh, T PR R SR AL 20 58 L AU RE IR 40 3R L L AL R RGO 5 1L AU IG5 L B 1L A
TG SOFN R (L AL B TG 851 5 (i ZLWE RS . 78 — LU St 49 b , 2 1 3 14 771 2 2R 1L B iR 20 81 3%
L AL TS 80 o 7 — M S it 451 HH , 2 THI 7 14 71 A2 YA VD U o 7 — M S it 491 o, 2 THI 9 12 771 A2 Y
1V 88EYHIE VD URFA0T o 75— Le St 451] H , 2 173 14 75142 il F 38 X - 100,
[0120]  7E— e st foi v , K 1 24 W 2H 4 4 A 1) 2 T Vi P 75 DA A 32 T 7 M R T CMC T &4
0.25f% 5 29204% 2 (A IR BEAFAE T A & Wh o A — Be St 49 b , R TaNE PEFI LA A T R %
PEFIICMCI 290 . 2565 5 291065 Z 1Al IR FEARAE T K MG G Wb AE — st foil e, 32
T 75 14 7R A b SO 8 00 A R S Il PN 1R R P A AE T /K M 2 e S b o AE — S St 45
HH 2R THIE 14 771 DAAE S b SO 8 I AT AT 3 B TR0 9K BE A7 AE T /R P 29 2 S W b o 3 T 12 711
FICMC AR, AT AT b O3 8 1 7 VI 52 o E — S8 S it 491 A, 55 2 3 28 T il 28 771 ) CMC AR 7
RK1IFFHIH .
[0121]  FE—SEsj g h , KPR 2 A A SR AT 290. 00 1ng/ml1 5 £)50ug /m1 2 [A]
[ A o AR — LS 5], KV 25 A S AL & iR AR SO R AT R N B B o 7R —
S s g, B DA SCHE R AT IR AR T H &
[0122] b AT , A v LRI PEER B, W PR 45 & 1 W mAbER L A& Br 1 o 7R — 4
SERE B, B A R PR SE AR A AR RS, B R SO R I SRR R T
PR AR o E— BB 2t ] b, 2K 1 2 CDT0XCD3 XUHF S Pk A ) Ak o 7E — B Sz Jti 9 vp , 2R
F& BCMAXCD3 XU 57 P B AR M Ak o 78— SE Szt 51 , B 11 /& CD33xCD3XURR S PE BT A 1
TE— L ST 5, 8 A2 EGFRv I TTxCD3XURF F ME P A s Ak o 7F — LL S 5, 3 2
MSLNxCD3 XU 57 M oA KA R 7 o 75— L S it 5] 7, B 11 /2 CDH19xCD3 XU S PR A e 2 1k
TE— LS, H A& DLL3XCD3 XU e ME BT A i@ Ak o 7F — LS5 h , 55 5 2 FLT3xCD3
U S P O AR o E — S S 5], 2 1 A& CDH3xCD3 XU S M A b 4k o 76 — BB S it
e, £ 2 PSMAXCD3XURE S R BT AR M A4 o 75— Se St 49, B [ 2 C1dn18. 2xCD3XURE 57
PEHUAAA AR  7E — L STt 45 v, 2R 1 2 MUCL7 xCD3 WU S5 1 F A M A & 3 6 SO S P
PRR AR B B — P AE B OCHR R AR R st , SR A SEQ 1D NO:13.SEQ ID NO:
15.SEQ ID NO:25.SEQ ID NO:48.SEQ ID NO:67.SEQ ID NO:78.SEQ ID NO:88.SEQ ID
NO:109.SEQ ID NO:110.SEQ ID NO:165.SEQ ID NO:166.SEQ ID NO:167.SEQ ID NO:178
BUSEQ 1D NO: 19201 & IERR 741 , FE A b i IX SU R B R 15 471 21 Rk O SE 1 L R P 51 4 %o
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[0123]  ZH-&W)) pH AT LLAE b STk 5% B AT AR] pHYG L N o 76— S8 S5 vh , 25 4 8 pH AT LA
& b SO R AT pH

[0124] 7 — L& STyt o, /K 292 & Wit — 20 AL — Fhal 2 Fiid T 20 0 41 & 901 Tk
T o PE— 2L st 5l v, K VE 2520 Gtk — 20 B 5 R B b ) L E AR R i SR BN SR i AR
WAL IR JE TR B PR AR 2 PR TR Y R 2 o 76— Se STt 5, K 1 25 2 6 ide
DAL E B VBRI M SR B SR AT AR A AT TR 7 S R 3 R e B R 22 e i A R 1) 4
H o 0T T HAYH 7R B 3L 2 R R A 28 a7 A= W RN i 7 e SO 5
[0125]  7E—SLsiiifa 5 rpr , 25 88 A SR 25 28 B A o 70— LU S ) vp , 25 28 BB & SR G 8
(g 4n, PPAIPE) \PVCEVABRZR &G (151 4, 28 i A SR k) B4 Ll 1l o 7E — L STt 51 , 25 2%
A & PVCHI AL ] i o 7E — B8 St 451 v , PVCIE A R & DEHPER TOTM o 7 — S8 52 Jifi 451 o, 2%
2% EHANVEL EPVCHIA B o 7E — LU S 7], 28 B A2 TVAR BRIV .

[0126] 7 — LSyt p , /K Pk 25 W0 20 A W4 R TV i P 17 B it o 6 — S8 St foi] b, B
e JE R AR S, RN

[0127]  fdids 1 &R IS5 G0 5%

[0128]  ARSCbHEER T 7 — Pl 1 5 AR I 456 10 1 AR — S s 5 v, A SO R
TR A S E AR A7 AT ) B SR A B A A S [ R R T —
W E , Hek g 2 ETAR L, b) MRS T B 2 K M VR e 3R T, DA feo) A LR
FE R ABE N AR T AT S -

[0129]  FER2F|H T AT E NI T4 .

2 AR F B3
1. |CD33ccVH | AL aa | QVQLVQSGAEVKKPGESVKVSCKASGYTFTNYGM
Ell NWVKQAPGQCLEWMGWINTYTGEPTYADKFQG

RVTMTTDTSTSTAYMEIRNLGGDDTAVYYCARWS
WSDGYYVYFDYWGQGTSVTVSS

2. CD33 VH N aa | QVQLVQSGAEVKKPGESVKVSCKASGYTFTNYGM
Ell NWVKQAPGQGLEWMGWINTYTGEPTYADKFQG
RVTMTTDTSTSTAYMEIRNLGGDDTAVYYCARWS
[0130] WSDGYYVYFDYWGQGTSVTVSS
3. CD33 AT aa | NYGMN
HCDRI
Ell
4, CD33 N aa | WINTYTGEPTYADKFQG
HCDR2
Ell
5 CD33 ATy aa | WSWSDGYYVYFDY
HCDR3
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Ell
6. CD33CCVL | A8y aa | DIVMTQSPDSLTVSLGERTTINCKSSQSVLDSSTNK

Ell NSLAWYQQKPGQPPKLLLSWASTRESGIPDRFSGS
GSGTDFTLTIDSPQPEDSATYYCQQSAHFPITFGCG

TRLEIK
7. | CD33VL ALY aa | DIVMTQSPDSLTVSLGERTTINCKSSQSVLDSSTNK
Ell NSLAWYQQKPGQPPKLLLSWASTRESGIPDRFSGS

GSGTDFTLTIDSPQPEDSATYYCQQSAHFPITFGQG

TRLEIK
8. |CD33LCDRI | A& aa | KSSQSVLDSSTNKNSLA
Ell
9. | CD33LCDR2 | AL aa | WASTRES
Ell
10. | CD33 LCDR3 | ALt aa | QQSAHFPIT
Ell
11. |CD33HLCC | ALt aa | QVQLVQSGAEVKKPGESVKVSCKASGYTFTNYGM
[0131] Ell NWVKQAPGQCLEWMGWINTYTGEPTYADKFQG
RVTMTTDTSTSTAYMEIRNLGGDDTAVYYCARWS
WSDGYYVYFDYWGQGTSVTVSSGGGGSGGGGSG
GGGSDIVMTQSPDSLTVSLGERTTINCKSSQSVLDS
STNKNSLAWYQQKPGQPPKLLLSWASTRESGIPDR
FSGSGSGTDFTLTIDSPQPEDSATYYCQQSAHFPITF
GCGTRLEIK
12. | CD33 HL AL aa | QVQLVQSGAEVKKPGESVKVSCKASGYTFTNYGM
Ell NWVKQAPGQGLEWMGWINTYTGEPTYADKFQG

RVTMTTDTSTSTAYMEIRNLGGDDTAVYYCARWS

WSDGYYVYFDYWGQGTSVTVSSGGGGSGGGGSG
GGGSDIVMTQSPDSLTVSLGERTTINCKSSQSVLDS
STNKNSLAWYQQKPGQPPKLLLSWASTRESGIPDR
FSGSGSGTDFTLTIDSPQPEDSATYYCQQSAHFPITF
GQGTRLEIK

13. |CD33CCEll | AT 8y aa | QVQLVQSGAEVKKPGESVKVSCKASGYTFTNYGM
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HL x I2C HL NWVKQAPGQCLEWMGWINTYTGEPTYADKFQG
U T4 5 RVTMTTDTSTSTAYMEIRNLGGDDTAVYYCARWS
¥ WSDGYYVYFDYWGQGTSVTVSSGGGGSGGGGSG

GGGSDIVMTQSPDSLTVSLGERTTINCKSSQSVLDS
STNKNSLAWYQQKPGQPPKLLLSWASTRESGIPDR
FSGSGSGTDFTLTIDSPQPEDSATYYCQQSAHFPITF
GCGTRLEIKSGGGGSEVQALVESGGGLVQPGGSLKL
SCAASGFTFNKYAMNWYRQAPGKGLEWVARIRSK
YNNYATYYADSVKDRFTISRDDSKNTAYLOMNNLK
TEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTV
SSGGGGSGGGGSGGGGSQTVVTQEPSLTVSPGGT
VTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGLIG
GTKFLAPGTPARFSGSLLGGKAALTLSGVQPEDEAE
YYCVLWYSNRWVFGGGTKLTVL

14, |CD33EIIHL | AL# aa | MGWSCIILFLVATATGVHSQVQLVQSGAEVKKPGE
x 2CHL SVKVSCKASGYTFTNYGMNWVKQAPGQGLEWM
[0132] GWINTYTGEPTYADKFQGRVTMTTDTSTSTAYMEI
RNLGGDDTAVYYCARWSWSDGYYVYFDYWGQG
TSVTVSSGGGGSGGGGSGGGGSDIVMTQSPDSLT
VSLGERTTINCKSSQSVLDSSTNKNSLAWYQQKPG
QPPKLLLSWASTRESGIPDRFSGSGSGTDFTLTIDSP
QPEDSATYYCQQSAHFPITFGQGTRLEIKSGGGGSE
VQLVESGGGLVQPGGSLKLSCAASGFTFNKYAMN
WVRQAPGKGLEWVARIRSKYNNYATYYADSVKDR
FTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNF
GNSYISYWAYWGQGTLVTVSSGGGGSGGGGSGG
GGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTSG
NYPNWVQQKPGQAPRGLIGGTKFLAPGTPARFSG

SLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFG

GGTKLTVLHHHHHH
15. | CD33 CC x AT HG aa | QVQLVQSGAEVKKPGESVKVSCKASGYTFTNYGMN
12C-scFc 4% WVKQAPGQCLEWMGWINTYTGEPTYADKFQGRVT
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T HLE %% MTTDTSTSTAYMEIRNLGGDDTAVYYCARWSWSDG
YYVYFDYWGQGTSVTVSSGGGGSGGGGSGGGGSDI
VMTQSPDSLTVSLGERTTINCKSSQSVLDSSTNKNSL

AWYQQKPGQPPKLLLSWASTRESGIPDRFSGSGSGT
DFTLTIDSPQPEDSATYYCQQSAHFPITFGCGTRLEIKS
GGGGSEVQLVESGGGLVQPGGSLKLSCAASGFTFNK
YAMNWVRQAPGKGLEWVARIRSKYNNYATYYADS

VKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRH

GNFGNSYISYWAYWGQGTLVTVSSGGGGSGGGGS

GGGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTS

GNYPNWVQQKPGQAPRGLIGGTKFLAPGTPARFSG
SLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGG
GTKLTVLGGGGDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGV
EVHNAKTKPCEEQYGSTYRCVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE

10133] EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGKGGGGSGGGGSGGGGSG
GGGSGGGGSGGGGSDKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY

VDGVEVHNAKTKPCEEQYGSTYRCVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE

NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFS

CSVMHEALHNHYTQKSLSLSPGK

16. | EGFRvIIIXCD3- | AL 69 aa NYGMH
scFc VH CDRI1

17. | EGFRvIIIxCD3- | AL 4% aa VIWYDGSDKYYADSVRG
scFc VH CDR2

18. | EGFRvIIIxCD3- | AL 4% aa DGYDILTGNPRDFDY
scFc VH CDR3
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19. | EGFRVIIIXCD3- | A L#Y aa | RSSQSLVHSDGNTYLS
scFc VL CDR1
20. | EGFRVIIIXCD3- | A L#Y aa | RISRRFS
scFc VL CDR2
21. | EGFRVIIIXCD3- | A L& aa | MQSTHVPRT
scFe VL CDR3
22. | EGFRVIII_ CCxC | AL#Y aa | QVQLVESGGGVVQSGRSLRLSCAASGFTFRNYGMH
D3-scFe VH WVRQAPGKCLEWVAVIWYDGSDKYYADSVRGRFTI
SRDNSKNTLYLQMNSLRAEDTAVYYCARDGYDILTG
NPRDFDYWGQGTLVTVSS
23. | EGFRVIII_CCxC | AL #y aa | DTVMTQTPLSSHVTLGQPASISCRSSQSLVHSDGNTY
D3-scFc VL LSWLQQRPGQPPRLLIYRISRRFSGVPDRFSGSGAGT
DFTLEISRVEAEDVGVYYCMQSTHVPRTFGCGTKVEI
K
24. | EGFRvIIl_CCxC | AT #Y aa | QVQLVESGGGVVQSGRSLRLSCAASGFTFRNYGMH
D3-scFc scFv WVRQAPGKCLEWVAVIWYDGSDKYYADSVRGRFTI
SRDNSKNTLYLQMNSLRAEDTAVYYCARDGYDILTG
NPRDFDYWGQGTLVTVSSGGGGSGGGGSGGGGSD
TVMTQTPLSSHVTLGQPASISCRSSQSLVHSDGNTYL
SWLQQRPGQPPRLLIYRISRRFSGVPDRFSGSGAGTD
FTLEISRVEAEDVGVYYCMQSTHVPRTFGCGTKVEIK
25. | EGFRvIII_CCxC | A L8y aa | QVQLVESGGGVVQSGRSLRLSCAASGFTFRNYGMH

D3-scFc 4§ 7
55

WVRQAPGKCLEWVAVIWYDGSDKYYADSVRGRFTI
SRDNSKNTLYLQMNSLRAEDTAVYYCARDGYDILTG
NPRDFDYWGQGTLVTVSSGGGGSGGGGSGGGGSD
TVMTQTPLSSHVTLGQPASISCRSSQSLVHSDGNTYL
SWLQQRPGQPPRLLIYRISRRFSGVPDRFSGSGAGTD
FTLEISRVEAEDVGVYYCMQSTHVPRTFGCGTKVEIK
SGGGGSEVALVESGGGLVQPGGSLKLSCAASGFTFN
KYAMNWVRQAPGKGLEWVARIRSKYNNYATYYAD
SVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVR
HGNFGNSYISYWAYWGQGTLVTVSSGGGGSGGGE
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SGGGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTS
GNYPNWVQQKPGQAPRGLIGGTKFLAPGTPARFSG
SLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGG

GTKLTVL
26. | EGFRvIII CCxC | A L4y aa | QVALVESGGGVVQSGRSLRLSCAASGFTFRNYGMH
D3-scFc 4% WVRQAPGKCLEWVAVIWYDGSDKYYADSVRGRFTI
+ HLE %% SRDNSKNTLYLQMNSLRAEDTAVYYCARDGYDILTG

NPRDFDYWGQGTLVTVSSGGGGSGGGGSGGGGSD
TVMTQTPLSSHVTLGQPASISCRSSQSLVHSDGNTYL
SWLQQRPGQPPRLLIYRISRRFSGVPDRFSGSGAGTD
FTLEISRVEAEDVGVYYCMQSTHVPRTFGCGTKVEIK
SGGGGSEVQLVESGGGLVQPGGSLKLSCAASGFTFN
KYAMNWVYRQAPGKGLEWVARIRSKYNNYATYYAD
SVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVR
HGNFGNSYISYWAYWGQGTLVTVSSGGGGSGGGG
SGGGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTS
GNYPNWVQQKPGQAPRGLIGGTKFLAPGTPARFSG
SLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGG
GTKLTVLGGGGDKTHTCPPCPAPELLGGPSVFLFPPK

[0135]

PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGV
EVHNAKTKPCEEQYGSTYRCVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGKGGGGSGGGGSGGGGSG
GGGSGGGGSGGGGSDKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPCEEQYGSTYRCVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPGK
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27. |MSLN 5VH | AT# aa
- DYYMT
CDRI1
28. |MSLN 5VH | AZL® aa
= YISSSGSTIYYADSVKG
CDR2
29. | MSLN 5VH | AT1# aa
DRNSHFDY
CDR3
30. |MSLN 5VL | AZL# aa
- RASQGINTWLA
CDRI1
31. | MSLN 5VL | AZL4Y aa
GASGLQS
CDR2
32. |MSLN 5VL | AT# aa
- QQAKSFPRT
CDR3
33. |MSLN 5VH | AL# aa | QVQLVESGGGLVKPGGSLRLSCAASGFTFSDYYMT
WIRQAPGKGLEWLSYISSSGSTIYYADSVKGRFTISR
DNAKNSLFLOQMNSLRAEDTAVYYCARDRNSHFDY
WGQGTLVTVSS
0136] 34, [MSLN 5VL | AZI# aa | DIQMTQSPSSVSASVGDRVTITCRASQGINTWLA
WYQQKPGKAPKLLIYGASGLQSGVPSRFSGSGSGT
DFTLTISSLQPEDFATYYCQQAKSFPRTFGQGTKVEI
K
35. | MSLN 5scFv | AT 8 aa | QVQLVESGGGLVKPGGSLRLSCAASGFTFSDYYMT
WIRQAPGKGLEWLSYISSSGSTIYYADSVKGRFTISR
DNAKNSLFLOQMNSLRAEDTAVYYCARDRNSHFDY
WGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQ
SPSSVSASVGDRVTITCRASQGINTWLAWYQQKP
GKAPKLLIYGASGLAOSGVPSRFSGSGSGTDFTLTISS
LQPEDFATYYCQQAKSFPRTFGQGTKVEIK
36. | MSLN 5x12C | A T# aa | QVQLVESGGGLVKPGGSLRLSCAASGFTFSDYYMT
0 B4 F-1% WIRQAPGKGLEWLSYISSSGSTIYYADSVKGRFTISR
5 DNAKNSLFLQMNSLRAEDTAVYYCARDRNSHFDY

WGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQ
SPSSVSASVGDRVTITCRASQGINTWLAWYQQKP
GKAPKLLIYGASGLQSGVPSRFSGSGSGTDFTLTISS
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LOQPEDFATYYCQQAKSFPRTFGQGTKVEIKSGGGG
SEVQLVESGGGLVQPGGSLKLSCAASGFTFNKYAM
NWVRQAPGKGLEWVARIRSKYNNYATYYADSVKD
RFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGN
FGNSYISYWAYWGQGTLVTVSSGGGGSGGGGSG
GGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTS
GNYPNWVQQKPGQAPRGLIGGTKFLAPGTPARFS
GSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVF
GGGTKLTVL

37. MSLN 5xCD3 | AT 49 aa | QVQLVESGGGLVKPGGSLRLSCAASGFTFSDYYMT
-scF¢ U4 ¢ WIRQAPGKGLEWLSYISSSGSTIYYADSVKGRFTISR
M HLE %F DNAKNSLFLOMNSLRAEDTAVYYCARDRNSHFDY
WGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQ
SPSSVSASVGDRVTITCRASQGINTWLAWYQQKP
GKAPKLLIYGASGLQSGVPSRFSGSGSGTDFTLTISS
LQPEDFATYYCQQAKSFPRTFGQGTKVEIKSGGGG
01371 SEVQLVESGGGLVQPGGSLKLSCAASGFTFNKYAM
NWVRQAPGKGLEWVARIRSKYNNYATYYADSVKD
RFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGN
FGNSYISYWAYWGQGTLVTVSSGGGGSGGGGSG

GGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTS

GNYPNWVQQKPGQAPRGLIGGTKFLAPGTPARFS
GSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVF
GGGTKLTVLGGGGDKTHTCPPCPAPELLGGPSVFL

FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPCEEQYGSTYRCVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVFSCSVMHEALHNHYTQKSLSLSPGKGGGGSG

GGGSGGGGSGGGGSGGGGSGGGGSDKTHTCPPC
PAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
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VSHEDPEVKFNWYVDGVEVHNAKTKPCEEQYGST

YRCVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT
ISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL
SLSPGK

38. MSLN 5 CCx | AT 49 aa | QVQLVESGGGLVKPGGSLRLSCAASGFTFSDHYMS

CD3-scFe 4§ WIRQAPGKCLEWFSYISSSGGIIYYADSVKGRFTISR
1% HLE % DNAKNSLYLOMNSLRAEDTAVYYCARDVGSHFDY
F WGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQ

SPSSVSASVGDRVTITCRASQDISRWLAWYQQKPG
KAPKLLISAASRLQSGVPSRFSGSGSGTDFTLTISSLQ
PEDFAIYYCQQAKSFPRTFGCGTKVEIKSGGGGSEV
QLVESGGGLVQPGGSLKLSCAASGFTFNKYAMNW
VRQAPGKGLEWVARIRSKYNNYATYYADSVKDRFT
ISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFG
NSYISYWAYWGQGTLVTVSSGGGGSGGGGSGGG
GSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTSGN
YPNWVQQOKPGQAPRGLIGGTKFLAPGTPARFSGSL
LGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGG
GTKLTVLGGGGDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPCEEQYGSTYRCVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT
LPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGKGGGGSGG
GGSGGGGSGGGGSGGGGSGGGGSDKTHTCPPCP

[0138]

APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPCEEQYGSTY
RCVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
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FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL
SLSPGK

39. | CDR-HI AL aa | SYGMH
CDH19
65254.007
40. | CDR-H2 AL aa | FIWYEGSNKYYAESVKD
CDHI19
65254.007
41. | CDR-H3 AL aa | RAGIIGTIGYYYGMDV
CDH19
65254.007
42. | CDR-LI AL aa | SGDRLGEKYTS
CDH19
65254.007
43. | CDR-L2 AL aa | QDTKRPS
[0139] CDHI?
65254.007
44. | CDR-L3 AL aa | QAWESSTVV
CDHI19
65254.007
45. |VH CDHI9 |AT# aa | QVQLVESGGGVVQPGGSLRLSCAASGFTFSSYGM
65254.007 HWVRQAPGKGLEWVAFIWYEGSNKYYAESVKDRF
TISRDNSKNTLYLQMNSLRAEDTAVYYCARRAGIIG
TIGYYYGMDVWGQGTTVTVSS
46. | VL CDHI9 |AT# aa | SYELTQPPSVSVSPGQTASITCSGDRLGEKYTSWYQ
65254.007 QRPGQSPLLVIYQDTKRPSGIPERFSGSNSGNTATL
TISGTQAMDEADYYCQAWESSTVVFGGGTKLTVLS
47. | VH-VL AL aa | QVQLVESGGGVVQPGGSLRLSCAASGFTFSSYGM
CDHI19 HWVRQAPGKGLEWVAFIWYEGSNKYYAESVKDRF
65254.007 TISRDNSKNTLYLQMNSLRAEDTAVYYCARRAGIIG

TIGYYYGMDVWGQGTTVTVSSGGGGSGGGGSGG
GGSSYELTQPPSVSVSPGQTASITCSGDRLGEKYTS
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WYQQRPGQSPLLVIYOQDTKRPSGIPERFSGSNSGN
TATLTISGTQAMDEADYYCOQAWESSTVVFGGGTKL

TVLS

48. | CDHI19 AL aa | QVQLVESGGGVVQPGGSLRLSCAASGFTFSSYGM
65254.007 x HWVRQAPGKGLEWVAFIWYEGSNKYYAESVKDRF
12C TISRDNSKNTLYLQMNSLRAEDTAVYYCARRAGIIG

TIGYYYGMDVWGQGTTVTVSSGGGGSGGGGSGG
GGSSYELTQPPSVSVSPGQTASITCSGDRLGEKYTS
WYQQRPGQSPLLVIYOQDTKRPSGIPERFSGSNSGN
TATLTISGTQAMDEADYYCQAWESSTVVFGGGTKL
TVLSGGGGSEVQLVESGGGLVQPGGSLKLSCAASG
FTENKYAMNWVRQAPGKGLEWVARIRSKYNNYA
TYYADSVKDRFTISRDDSKNTAYLOQMNNLKTEDTA
VYYCVRHGNFGNSYISYWAYWGQGTLVTVSSGGG
GSGGGGSGGGGSQTVVTQEPSLTVSPGGTVTLTC
GSSTGAVTSGNYPNWVQQKPGQAPRGLIGGTKFL
[0140] APGTPARFSGSLLGGKAALTLSGVQPEDEAEYYCVL

WYSNRWVFGGGTKLTVLHHHHHH

49, CDHI9 ALY aa | QVQLVESGGGVVQPGGSLRLSCAASGFTFSSYGMH
65254.007 x WVRQAPGKGLEWVAFIWYEGSNKYYAESVKDRFTIS
12C -scFe 4% RDNSKNTLYLOQMNSLRAEDTAVYYCARRAGIIGTIGY
#P£ HLE %F YYGMDVWGQGTTVTVSSGGGGSGGGGSGGGGSS

YELTQPPSVSVSPGQTASITCSGDRLGEKYTSWYQQR
PGQSPLLVIYOQDTKRPSGIPERFSGSNSGNTATLTISG
TQAMDEADYYCQAWESSTVVFGGGTKLTVLSGGGG
SEVQLVESGGGLVQPGGSLKLSCAASGFTFNKYAMN
WVRQAPGKGLEWVARIRSKYNNYATYYADSVKDRF
TISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGN
SYISYWAYWGQGTLVTVSSGGGGSGGGGSGGGGS
QTVVTQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPN
WVQQKPGQAPRGLIGGTKFLAPGTPARFSGSLLGGK
AALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTV
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LGGGGDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGKGGGGSGGGGSGGGGSGGGG
SGGGGSGGGGSDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPCEEQYGSTYRCVSVLTVLHODWLNG
KEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS
REEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV

MHEALHNHYTQKSLSLSPGK

50. | CDHI19 ALt aa | QVQLVESGGGVVQPGGSLRLSCAASGFTFSSYGMH

65254.007 x WVRQAPGKGLEWVAFIWYEGSNKYYAESVKDRFTIS

[0141] 12C RDNSKNTLYLQMNSLRAEDTAVYYCARRAGIIGTIGY
-scFe_delGK YYGMDVWGQGTTVTVSSGGGGSGGGGSGGGGSS

4 4% HLE % YELTQPPSVSVSPGQTASITCSGDRLGEKYTSWYQQR

ria PGQSPLLVIYQDTKRPSGIPERFSGSNSGNTATLTISG

TQAMDEADYYCQAWESSTVVFGGGTKLTVLSGGGG
SEVQLVESGGGLVQPGGSLKLSCAASGFTFNKYAMN
WVRQAPGKGLEWVARIRSKYNNYATYYADSVKDRF
TISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGN
SYISYWAYWGQGTLVTVSSGGGGSGGGGSGGGGS
QTVVTQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPN
WVQQKPGQAPRGLIGGTKFLAPGTPARFSGSLLGGK
AALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTV
LGGGGDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
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[0142]

NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGGGGSGGGGSGGGGSGGGGSG
GGGSGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPCEEQYGSTYRCVSVLTVLHOQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH

EALHNHYTQKSLSLSPGK
51. | CDHI9 A4 aa | QVQLVESGGGVVQPGGSLRLSCAASGFTFSSYGMH
65254.007_CC WVRQAPGKCLEWVAFIWYEGSNKYYAESVKDRFTIS
x I2C -scFc VH RDNSKNTLYLQMNSLRAEDTAVYYCARRAGIIGTIGY
YYGMDVWGQGTTVTVSS
52. | CDHI19 ATt aa | SYELTQPPSVSVSPGQTASITCSGDRLGEKYTSWYQQ
65254.007 CC RPGQSPLLVIYQDTKRPSGIPERFSGSNSGNTATLTIS
x 12C -scFec VL GTQAMDEADYYCQAWESSTVVFGCGTKLTVL
53. | CDHI9 ATIHY aa | QVQLVESGGGVVQPGGSLRLSCAASGFTFSSYGMH
65254.007 CC WVRQAPGKCLEWVAFIWYEGSNKYYAESVKDRFTIS
x I12C -scFe RDNSKNTLYLQMNSLRAEDTAVYYCARRAGIIGTIGY
scFv YYGMDVWGQGTTVTVSSGGGGSGGGGSGGGGSS
YELTQPPSVSVSPGQTASITCSGDRLGEKYTSWYQQR
PGQSPLLVIYQDTKRPSGIPERFSGSNSGNTATLTISG
TQAMDEADYYCQAWESSTVVFGCGTKLTVL
54, | CDHI9 ALEY aa | QVQLVESGGGVVQPGGSLRLSCAASGFTFSSYGMH
65254.007 CC WVRQAPGKCLEWVAFIWYEGSNKYYAESVKDRFTIS
x 12C -scFc 3 RDNSKNTLYLQMNSLRAEDTAVYYCARRAGIIGTIGY
HF ST YYGMDVWGQGTTVTVSSGGGGSGGGGSGGGGSS

YELTQPPSVSVSPGQTASITCSGDRLGEKYTSWYQQR
PGQSPLLVIYQDTKRPSGIPERFSGSNSGNTATLTISG

TQAMDEADYYCQAWESSTVVFGCGTKLTVLSGGGG
SEVQLVESGGGLVQPGGSLKLSCAASGFTFNKYAMN
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WVRQAPGKGLEWVARIRSKYNNYATYYADSVKDRF
TISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGN
SYISYWAYWGQGTLVTVSSGGGGSGGGGSGGGGS
QTVVTQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPN
WVQQKPGQAPRGLIGGTKFLAPGTPARFSGSLLGGK
AALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTV
L

39, CDHI19 AT aa | QVQLVESGGGVVQPGGSLRLSCAASGFTFSSYGMH
65254.007_CC WVRQAPGKCLEWVAFIWYEGSNKYYAESVKDRFTIS
x I2C -scFe RDNSKNTLYLOMNSLRAEDTAVYYCARRAGIIGTIGY
4 7+4% HLE % YYGMDVWGQGTTVTVSSGGGGSGGGGSGGGGSS
¥ YELTQPPSVSVSPGQTASITCSGDRLGEKYTSWYQQR

PGQSPLLVIYQDTKRPSGIPERFSGSNSGNTATLTISG
TOQAMDEADYYCQAWESSTVVFGCGTKLTVLSGGGG
SEVQLVESGGGLVQPGGSLKLSCAASGFTFNKYAMN
WVRQAPGKGLEWVARIRSKYNNYATYYADSVKDRF
[0143] TISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGN
SYISYWAYWGQGTLVTVSSGGGGSGGGGSGGGGS

QTVVTQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPN

WVQQKPGQAPRGLIGGTKFLAPGTPARFSGSLLGGK
AALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTV
LGGGGDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL

MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHOQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGKGGGGSGGGGSGGGGSGGGG

SGGGGSGGGGSDKTHTCPPCPAPELLGGPSVFLFPP

KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPCEEQYGSTYRCVSVLTVLHQDWLNG

KEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS
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[0144]

REEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK

CDH19
65254.007_CC
x 12C

-scFc delGK 2L

H#1 HLE 4
%

AT HY

aa

QVQLVESGGGVVQPGGSLRLSCAASGFTFSSYGMH
WVRQAPGKCLEWVAFIWYEGSNKYYAESVKDRFTIS
RDNSKNTLYLOMNSLRAEDTAVYYCARRAGIIGTIGY
YYGMDVWGQGTTVTVSSGGGGSGGGGSGGGGSS
YELTQPPSVSVSPGQTASITCSGDRLGEKYTSWYQQR
PGQSPLLVIYQDTKRPSGIPERFSGSNSGNTATLTISG
TQAMDEADYYCQAWESSTVVFGCGTKLTVLSGGGG
SEVQLVESGGGLVQPGGSLKLSCAASGFTFNKYAMN
WVRQAPGKGLEWVARIRSKYNNYATYYADSVKDRF
TISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGN
SYISYWAYWGQGTLVTVSSGGGGSGGGGSGGGGS
QTVVTQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPN
WVQQKPGQAPRGLIGGTKFLAPGTPARFSGSLLGGK
AALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTV
LGGGGDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHODWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGGGGSGGGGSGGGGSGGGGSG
GGGSGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPCEEQYGSTYRCVSVLTVLHODWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

57.

FLT3 7

ALY

aa

NARMGVS
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[0145]

A8xCD3-scFc

VH CDRI1
58. | FLT3 7 ALY aa | HIFSNDEKSYSTSLKN
A8xCD3-scFe
VH CDR2
59. |FLT3 7 AL aa | IVGYGSGWYGFFDY
A8xCD3-scFe
VH CDR3
60. |FLT3 7 AL aa | RASQGIRNDLG
ABxCD3-scFc
VL CDRI
61. FLT3 7 ALY aa | AASTLQS
A8xCD3-scFc
VL CDR2
62. |FLT3 7 AL aa | LQHNSYPLT
A8xCD3-scFc
VL CDR3
63. |FLT3 7 AL aa | QVTLKESGPTLVKPTETLTLTCTLSGFSLNNARMGVS
A8xCD3-scFe WIRQPPGKCLEWLAHIFSNDEKSYSTSLKNRLTISKDS
VH SKTQVVLTMTNVDPVDTATYYCARIVGYGSGWYGF
FDYWGQGTLVTVSS
64. |FLT3 AS8-scFc | A% aa | DIQMTQSPSSLSASVGDRVTITCRASQGIRNDLGWY
VL QQKPGKAPKRLIYAASTLQSGVPSRFSGSGSGTEFTLT
ISSLQPEDFATYYCLQHNSYPLTFGCGTKVEIK
65. |FLT3 7 AL aa | QVTLKESGPTLVKPTETLTLTCTLSGFSLNNARMGVS
A8xCD3- scFv WIRQPPGKCLEWLAHIFSNDEKSYSTSLKNRLTISKDS
SKTQVVLTMTNVDPVDTATYYCARIVGYGSGWYGF
FDYWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMT
QSPSSLSASVGDRVTITCRASQGIRNDLGWYQQKPG
KAPKRLIYAASTLQSGVPSRFSGSGSGTEFTLTISSLQP
EDFATYYCLQHNSYPLTFGCGTKVEIK
66. | FLT3 7 AL aa | QVTLKESGPTLVKPTETLTLTCTLSGFSLNNARMGVS
A8XCD3 M4 5+ WIRQPPGKCLEWLAHIFSNDEKSYSTSLKNRLTISKDS
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[0146]

5T

SKTQVVLTMTNVDPVDTATYYCARIVGYGSGWYGFF
DYWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMT
QSPSSLSASVGDRVTITCRASQGIRNDLGWYQQKPG
KAPKRLIYAASTLQSGVPSRFSGSGSGTEFTLTISSLQP
EDFATYYCLOHNSYPLTFGCGTKVEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL

67.

FLT3 7
A8xCD3-scFc
A4 P HLE

»F

ALY

aa

QVTLKESGPTLVKPTETLTLTCTLSGFSLNNARMGVS
WIRQPPGKCLEWLAHIFSNDEKSYSTSLKNRLTISKDS
SKTQVVLTMTNVDPVDTATYYCARIVGYGSGWYGFF
DYWGQGTLVTVSSGGGGSGGGGSGGGGSDIGMT
QSPSSLSASVGDRVTITCRASQGIRNDLGWYQQKPG
KAPKRLIYAASTLQSGVPSRFSGSGSGTEFTLTISSLQP
EDFATYYCLQHNSYPLTFGCGTKVEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVY
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGG
GDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPC
EEQYGSTYRCVSVLTVLHOQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNRYT
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QKSLSLSPGKGGGGSGGGGSGGGGSGGGGSGGGG
SGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK
68 | VHCDRI ALK aa | SYYWS
DLL3 1 CC_de
IGK
69 | VH CDR2 ALbY aa | YVYYSGTTNYNPSLKS
DLL3 1 CC de
IGK
70 | VH CDR3 ALbY aa | IAVTGFYFDY
DLL3 1 CC de
[0147] IGK
71 | VLCDRI ALK aa | RASQRVNNNYLA
DLL3 1 CC de
IGK
72 | VL CDR2 ALbY aa | GASSRAT
DLL3 1 CC de
IGK
73 | VLCDR3 ALHY aa | QQYDRSPLT
DLL3 1 CC de
IGK
74. | VH ALEY aa | QVQLQFSGPGLVKPSETLSLTCTVSGGSISSYYWSWI
DLL3 1 CC de RQPPGKCLEWIGYVYYSGTTNYNPSLKSRVTISVDTS
IGK KNQFSLKLSSVTAADTAVYYCASIAVTGFYFDYWGQ
GTLVTVSS
75. | VL AL aa | EIVLTQSPGTLSLSPGERVTLSCRASQRVNNNYLAWY
DLL3_1_CC_de QQRPGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTL
IGK TISRLEPEDFAVYYCQQYDRSPLTFGCGTKLEIK
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[0148]

76.

DLL3_1_CC_de
IGK

ALE

aa

QVQLQESGPGLVKPSETLSLTCTVSGGSISSYYWSWI
RQPPGKCLEWIGYVYYSGTTNYNPSLKSRVTISVDTSK
NQFSLKLSSVTAADTAVYYCASIAVTGFYFDYWGQG
TLVTVSSGGGGSGGGGSGGGGSEIVLTQSPGTLSLSP
GERVTLSCRASQRVNNNYLAWYQQRPGQAPRLLIY
GASSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYY
COQYDRSPLTFGCGTKLEIK

77.

DLL3_1_CCxC
D3 delGK d¢
FHES>T

ALY

aa

QVQLQESGPGLVKPSETLSLTCTVSGGSISSYYWSWI
RQPPGKCLEWIGYVYYSGTTNYNPSLKSRVTISVDTSK
NQFSLKLSSVTAADTAVYYCASIAVTGFYFDYWGQG
TLVTVSSGGGGSGGGGSGGGGSEIVLTQSPGTLSLSP
GERVTLSCRASQRVNNNYLAWYQQRPGQAPRLLIY
GASSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYY
CQQYDRSPLTFGCGTKLEIKSGGGGSEVQLVESGGGL
VQAPGGSLKLSCAASGFTFNKYAMNWVRQAPGKGLE
WVARIRSKYNNYATYYADSVKDRFTISRDDSKNTAYL
QMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQ
GTLVTVSSGGGGSGGGGSGGGGSQTVVTQEPSLTYV
SPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPR
GLIGGTKFLAPGTPARFSGSLLGGKAALTLSGVQPED
EAEYYCVLWYSNRWVFGGGTKLTVL

78.

DLL3 1 CCxC
D3-scFe_delGK
A4 S+ HLE

93

ANTLE

aa

QVQLQESGPGLVKPSETLSLTCTVSGGSISSYYWSWI
RQPPGKCLEWIGYVYYSGTTNYNPSLKSRVTISVDTSK
NQFSLKLSSVTAADTAVYYCASIAVTGFYFDYWGQG
TLVTVSSGGGGSGGGGSGGGGSEIVLTQSPGTLSLSP
GERVTLSCRASQRVNNNYLAWYQQRPGQAPRLLIY
GASSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYY
CQQYDRSPLTFGCGTKLEIKSGGGGSEVQLVESGGGL
VQOPGGSLKLSCAASGFTFNKYAMNWYVYRQAPGKGLE
WVARIRSKYNNYATYYADSVKDRFTISRDDSKNTAYL
QMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQ
GTLVTVSSGGGGSGGGGSGGGGSQTVVTQEPSLTV
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[0149]

SPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPR
GLIGGTKFLAPGTPARFSGSLLGGKAALTLSGVQPED
EAEYYCVLWYSNRWVFGGGTKLTVLGGGGDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFNWYVDGVEVHNAKTKPCEEQYGST
YRCVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLS
PGGGGSGGGGSGGGGSGGGGSGGGGSGGGGSDK
THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCEEQ,
YGSTYRCVSVLTVLHOQDWLNGKEYKCKVSNKALPAPI
EKTISKAKGOQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL
SLSPGK

79. VH CDR1 AT aa | SYGMH
CDI19
97-G1RE-C2
80. VH CDR2 A L8y aa | VISYEGSNKYYAESVKG
CD19
97-GI1RE-C2
81. VH CDR3 ALY aa DRGTIFGNYGLEV
CD19
97-G1RE-C2
82. VH CD19 AT aa | QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMH
97-GIRE-C2 WVRQAPGKCLEWVAVISYEGSNKYYAESVKGRFTIS
CC RDNSKNTLYLOMNSLRDEDTAVYYCARDRGTIFGNY
GLEVWGQGTTVTVSS
83. VL CDRI ALY aa RSSQSLLHKNAFNYLD
CDI19
97-GIRE-C2
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84. | VL CDR2 ALY aa | LGSNRAS
CDI19
97-GIRE-C2
85. | VL CDR3 ATLHY aa | MQALQTPFT
CDI19
97-GIRE-C2
86. | VLCDI9 AIHY aa | DIVMTQSPLSLPVISGEPASISCRSSQSLLHKNAFNYL
97-GIRE-C2 DWYLQKPGQSPQLLIYLGSNRASGVPDRFSGSGSGT
CC DFTLKISRVEAEDVGVYYCMQALQTPFTFGCGTKVDI
K
87. | CDI9 AIH aa | MDMRVPAQLLGLLLLWLRGARCDIVMTQSPLSLPVI
97-G1RE-C2 SGEPASISCRSSQSLLHKNAFNYLDWYLQKPGQSPQL
CCx12C0 LIYLGSNRASGVPDRFSGSGSGTDFTLKISRVEAEDVG
VYYCMQALQTPFTFGCGTKVDIKGGGGSGGGGSGG
GGSQVQLVESGGGVVQPGRSLRLSCAASGFTFSSYG
MHWVRQAPGKCLEWVAVISYEGSNKYYAESVKGRF
TISRDNSKNTLYLQMNSLRDEDTAVYYCARDRGTIFG
NYGLEVWGQGTTVTVSSGGGGSEVQLVESGGGLVQ,
PGGSLKLSCAASGFTFNKYAMNWVRQAPGKGLEW
VARIRSKYNNYATYYADSVKDRFTISRDDSKNTAYLQ
MNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQG
TLVTVSSGGGGSGGGGSGGGGSQTVVTQEPSLTVSP
GGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGL
IGGTKFLAPGTPARFSGSLLGGKAALTLSGVQPEDEA
EYYCVLWYSNRWVFGGGTKLTVL
88. | CDI9 ALY aa | MDMRVPAQLLGLLLLWLRGARCDIVMTQSPLSLPVI
97-GIRE-C2 SGEPASISCRSSQSLLHKNAFNYLDWYLQKPGQSPQL

CC x 12C0-scFc

LIYLGSNRASGVPDRFSGSGSGTDFTLKISRVEAEDVG
VYYCMQALQTPFTFGCGTKVDIKGGGGSGGGGSGG
GGSQVALVESGGGVVQPGRSLRLSCAASGFTFSSYG
MHWVRQAPGKCLEWVAVISYEGSNKYYAESVKGRF
TISRDNSKNTLYLOQMNSLRDEDTAVYYCARDRGTIFG
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NYGLEVWGQGTTVTVSSGGGGSEVQLVESGGGLVQ
PGGSLKLSCAASGFTFNKYAMNWYVRQAPGKGLEW
VARIRSKYNNYATYYADSVKDRFTISRDDSKNTAYLQ
MNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQG
TLVTVSSGGGGSGGGGSGGGGSQTVVTQEPSLTVSP
GGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGL
IGGTKFLAPGTPARFSGSLLGGKAALTLSGVQPEDEA
EYYCVLWYSNRWVFGGGTKLTVLGGGGDKTHTCPP
CPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPCEEQYGSTYR
CVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG
KGGGGSGGGGSGGGGSGGGGSGGGGSGGGGSDK
THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCEEQ
YGSTYRCVSVLTVLHOQDWLNGKEYKCKVSNKALPAPI
EKTISKAKGOQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL
SLSPGK

89.

VH CDR1
CDH3 GSA
6-B12

N

aa

SYPIN

90.

VH CDR2
CDH3 G8A
6-B12

AT HY

aa

VIWTGGGTNYASSVKG

91.

VH CDR3
CDH3 G8A
6-B12

AL

aa

SRGVYDFDGRGAMDY

92,

VL CDRI1
CDH3 G8A

ALY

aa

KSSQSLLYSSNQKNYFA
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6-B12
93. | VL CDR2 ALHY aa
CDH3 G8A WASTRES
6-B12
94, | VL CDR3 ALH aa
CDH3 G8A QQYYSYPYT
6-B12
95. | VHCDH3 GSA | A4 aa | EVQLLESGGGLVQPGGSLRLSCAASGFSFSSYPINWV
6-B12 RQAPGKGLEWVGVIWTGGGTNYASSVKGRFTISRD
NSKNTVYLQMNSLRAEDTAVYYCAKSRGVYDFDGR
GAMDYWGQGTLVTVSS
96. | VL CDH3 G8A | AL aa | DIVMTQSPDSLAVSLGERATINCKSSQSLLYSSNQKN
6-B12 YFAWYQQKPGQPPKLLIYWASTRESGVPDRFSGSGS
GTDFTLTISSLQAEDVAVYYCQQYYSYPYTFGQGTKL
EIK
97. | CDH3 G8A ALY aa | EVQLLESGGGLVQPGGSLRLSCAASGFSFSSYPINWV
[0152] 6-B12 scFv RQAPGKGLEWVGVIWTGGGTNYASSVKGRFTISRD
NSKNTVYLQMNSLRAEDTAVYYCAKSRGVYDFDGR
GAMDYWGQGTLVTVSSGGGGSGGGGSGGGGSDI
VMTQSPDSLAVSLGERATINCKSSQSLLYSSNQKNYF
AWYQQKPGQPPKLLIYWASTRESGVPDRFSGSGSGT
DFTLTISSLQAEDVAVYYCQQYYSYPYTFGQGTKLEIK
98. | CDH3 G8A ALY aa | EVQLLESGGGLVQPGGSLRLSCAASGFSFSSYPINWV
6-B12 x 12C0 32 RQAPGKGLEWVGVIWTGGGTNYASSVKGRFTISRD
HRESTF NSKNTVYLQMNSLRAEDTAVYYCAKSRGVYDFDGR
GAMDYWGQGTLVTVSSGGGGSGGGGSGGGGSDI
VMTQSPDSLAVSLGERATINCKSSQSLLYSSNQKNYF
AWYQQKPGQPPKLLIYWASTRESGVPDRFSGSGSGT
DFTLTISSLQAEDVAVYYCQQYYSYPYTFGQGTKLEIK
SGGGGSEVQLVESGGGLVQPGGSLKLSCAASGFTFN
KYAMNWVRQAPGKGLEWVARIRSKYNNYATYYAD
SVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVR
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HGNFGNSYISYWAYWGQGTLVTVSSGGGGSGGGG
SGGGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTS
GNYPNWVQQKPGQAPRGLIGGTKFLAPGTPARFSG
SLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGG

GTKLTVL
99, CDH3 G8A AT 0 aa EVQLLESGGGLVQOPGGSLRLSCAASGFSFSSYPINWYV
6-B12 x 12C0 3L RQAPGKGLEWVGVIWTGGGTNYASSVKGRFTISRD
HFHSTF NSKNTVYLOMNSLRAEDTAVYYCAKSRGVYDFDGR
HLE GAMDYWGQGTLVTVSSGGGGSGGGGSGGGGSDI

VMTQSPDSLAVSLGERATINCKSSQSLLYSSNQKNYF
AWYQQKPGQPPKLLIYWASTRESGVPDRFSGSGSGT
DFTLTISSLOQAEDVAVYYCQQYYSYPYTFGQGTKLEIK
SGGGGSEVQLVESGGGLVQPGGSLKLSCAASGFTFN
KYAMNWVYRQAPGKGLEWVARIRSKYNNYATYYAD
SVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVR
HGNFGNSYISYWAYWGQGTLVTVSSGGGGSGGGG
[0153] SGGGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTS
GNYPNWVQQKPGQAPRGLIGGTKFLAPGTPARFSG
SLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGG
GTKLTVLGGGGDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGV
EVHNAKTKPCEEQYGSTYRCVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGKGGGGSGGGGSGGGGSG
GGGSGGGGSGGGGSDKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPCEEQYGSTYRCVSVLTVLHOQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF
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SCSVMHEALHNHYTQKSLSLSPGK
100. | BCMA A7 ALt aa
27-C4-G7 NHIIH
CDRI VH
101. | BCMA A7 ALH aa
27-C4-G7 YINPYPGYHAYNEKFQG
CDR2 VH
102. | BCMA A7 ALt aa
27-C4-G7 DGYYRDTDVLDY
CDR3 VH
103. | BCMA A7 ANLEY aa
27-C4-G7 QASQDISNYLN
CDRI1 VL
104. | BCMA A7 ALHY aa
27-C4-G7 YTSRLHT
CDR2 VL
105. | BCMA A7 ALY aa
[0154]
27-C4-G7 QQGNTLPWT
CDR3 VL
106. | BCMA A7 ALt aa | QVQLVQSGAEVKKPGASVKVSCKASGYTFTNHIIHW
27-C4-G7 CC VRQAPGQCLEWMGYINPYPGYHAYNEKFQGRATM
(44/100) VH TSDTSTSTVYMELSSLRSEDTAVYYCARDGYYRDTDV
LDYWGQGTLVTVSS
107. | BCMA A7 AL aa | DIQMTQSPSSLSASVGDRVTITCQASQDISNYLNWY
27-C4-G7 CC QQKPGKAPKLLIYYTSRLHTGVPSRFSGSGSGTDFTFT
(44/100) VL ISSLEPEDIATYYCQQGNTLPWTFGCGTKLEIK
108. | BCMA A7 ALH aa | QVQLVQSGAEVKKPGASVKVSCKASGYTFTNHIIHW
27-C4-G7 CC VRQAPGQCLEWMGYINPYPGYHAYNEKFQGRATM
(44/100) scFv TSDTSTSTVYMELSSLRSEDTAVYYCARDGYYRDTDV
LDYWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMT
QSPSSLSASVGDRVTITCQASQDISNYLNWYQQKPG
KAPKLLIYYTSRLHTGVPSRFSGSGSGTDFTFTISSLEPE
DIATYYCQQGNTLPWTFGCGTKLEIK
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109. | BCMA A7 ALY aa | QVQLVQSGAEVKKPGASVKVSCKASGYTFTNHIIHW
27-C4-G7 CC VRQAPGQCLEWMGYINPYPGYHAYNEKFQGRATM
(44/100) x 12CO TSDTSTSTVYMELSSLRSEDTAVYYCARDGYYRDTDV
BAFFAED T LDYWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMT

QSPSSLSASVGDRVTITCQASQDISNYLNWYQQKPG
KAPKLLIYYTSRLHTGVPSRFSGSGSGTDFTFTISSLEPE
DIATYYCQQGNTLPWTFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL

110. | BCMA A7 AL aa | QVQLVQSGAEVKKPGASVKVSCKASGYTFTNHIIHW
27-C4-G7 CC VRQAPGQCLEWMGYINPYPGYHAYNEKFQGRATM
(44/100) x TSDTSTSTVYMELSSLRSEDTAVYYCARDGYYRDTDV
12C0-scFe 24+ LDYWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMT
F 19§ HLE QSPSSLSASVGDRVTITCQASQDISNYLNWYQQKPG

KAPKLLIYYTSRLHTGVPSRFSGSGSGTDFTFTISSLEPE
DIATYYCQQGNTLPWTFGCGTKVEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSATVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGG
GDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPC
EEQYGSTYRCVSVLTVLHOQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
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CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGKGGGGSGGGGSGGGGSGGGGSGGGGE
SGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHODWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL

HNHYTQKSLSLSPGK
111. | PM 76-B10.17 AT aa DYYMY
CC VH CDRI1
112. | PM 76-B10.17 ALY aa [ISDAGYYTYYSDIIKG
CC VH CDR2
113. | PM 76-B10.17 ALY aa | GFPLLRHGAMDY
CC VH CDR3
114, | PM 76-B10.17 AL aa KASQNVDANVA
CC VL CDRI1
145. | PM 76-B10.17 ALY aa | SASYVYW
CC VL CDR2
116. | PM 76-B10.17 ALY aa | QQYDQQLIT
CC VL CDR3
117. | PM 76-B10.17 AT 0 aa | QVQOLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CCVH VRQAPGKCLEWVAIISDAGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSS
118. | PM 76-B10.17 AT aa DIQMTQSPSSLSASVGDRVTITCKASQNVDANVAW
CCVL YQQKPGQAPKSLIYSASYVYWDVPSRFSGSASGTDFT
LTISSVQSEDFATYYCQQYDQQLITFGCGTKLEIK
119. | PM 76-B10.17 ALY aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CC scFv VRQAPGKCLEWVAIISDAGYYTYYSDIIKGRFTISRDN

AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
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YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASQNVDANVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIK

120.

PM 76-B10.17
CC x 12C0 24+
FHHTF

AL

da

QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
VRQAPGKCLEWVAIISDAGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASQNVDANVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ,
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSAQTVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL

121.

PM 76-B10.17
CC x 12C0-scFc

LA P
HLE %%

AIHY

aa

QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
VRQAPGKCLEWVAIISDAGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASQNVDANVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGG
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GDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPC
EEQYGSTYRCVSVLTVLHODWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNRHYT
QKSLSLSPGKGGGGSGGGGSGGGGSGGGGSGGGG
SGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHOQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL

HNHYTQKSLSLSPGK

122. |PM76-B10.17 | AT 8 aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW

CCx VRQAPGKCLEWVAIISDAGYYTYYSDIIKGRFTISRDN

[0158] 12C0-scFc_delG AKNSLYLQMNSLKAEDTAVYYCARGFPLLRHGAMD
K 24 -1 YWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQS

HLE %% PSSLSASVGDRVTITCKASQNVDANVAWYQQKPGQ

APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSATVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGG
GDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPC
EEQYGSTYRCVSVLTVLHOQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
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CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGGGGSGGGGSGGGGSGGGGSGGGGSG
GGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPCEEQYGSTYRCVSVLTVLHODWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH

NHYTQKSLSLSPGK

123. [PM 76-B10.17 | ALt aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CCx 12C0 CC VRQAPGKCLEWVAIISDAGYYTYYSDIIKGRFTISRDN
(103/43)-scFc L AKNSLYLQMNSLKAEDTAVYYCARGFPLLRHGAMD
HREsT YWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQS

PSSLSASVGDRVTITCKASQONVDANVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
[0159] EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY

WAYCGQGTLVTVSSGGGGSGGGGSGGGGSQTVVT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQCPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLS

GVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL

124, | PM 76-B10.17 | A L&Y aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CCx 12C0 CC VRQAPGKCLEWVAIISDAGYYTYYSDIIKGRFTISRDN
(103/43)-scFe 2 AKNSLYLQMNSLKAEDTAVYYCARGFPLLRHGAMD
L i YWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQS
HLE %F PSSLSASVGDRVTITCKASQNVDANVAWYQQKPGQ

APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ,
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APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYCGQGTLVTVSSGGGGSGGGGSGGGGSQTVVT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQCPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLS
GVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGGG
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCE
EQYGSTYRCVSVLTVLHODWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGKGGGGSGGGGSGGGGSGGGGSGGGGE
SGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHODWLNGKEYKCK
[0160] VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEAL

HNHYTQKSLSLSPGK

125. [PM 76-B10.17 | AT &) aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CCx 12C0 CC VRQAPGKCLEWVAIISDAGYYTYYSDIIKGRFTISRDN
(103/43)-scFe_d AKNSLYLQMNSLKAEDTAVYYCARGFPLLRHGAMD
elGK #U4F % YWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQS
HLE % F PSSLSASVGDRVTITCKASQNVDANVAWYQQKPGQ

APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYCGQGTLVTVSSGGGGSGGGGSGGGGSQTVVT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
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KPGQCPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLS
GVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGGG
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCE
EQYGSTYRCVSVLTVLHQDWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGGGGSGGGGSGEGGSGGEGSGEGGSG
GGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPCEEQYGSTYRCVSVLTVLHQDWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH

ot61 NHYTQKSLSLSPGK

126, |PM76-B10.11 | AT |aa | DYYMY
CC VH CDRI
127. [PM76-B10.11 | AL# | aa | ISDGGYYTYYSDIIKG
CC VH CDR2
128. |[PM76-B10.11 | AL#  |aa | GFPLLRHGAMDY
CC VH CDR3
129. |[PM76-BI0.11 | AL  |aa | KASQNVDTNVA
CC VL CDRI
130. [PM76-B10.11 | AT# | aa | SASYWYW
CC VL CDR2
131. |[PM76-BI0.11 | AL  |aa |QaypaaLT
CC VL CDR3
132. |PM76-BI0.11 | AL#)  |aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CCVH VROAPGKGLEWVAIISDGGYYTYYSDIIKGRFTISRDN

AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSS
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[0162]

133.

PM 76-B10.11
CCVL

ALE

aa

DIQMTQSPSSLSASVGDRVTITCKASQNVDTNVAWY
QQKPGQAPKSLIYSASYVYWDVPSRFSGSASGTDFTL
TISSVQSEDFATYYCQQYDQQLITFGGGTKLEIK

134.

PM 76-B10.11
CC scFv

AT

aa

QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
VROAPGKGLEWVAIISDGGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGGGTKLEIK

135.

PM 76-B10.11
CC x 12C0 M4

FHST

ALty

aa

QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
VROAPGKGLEWVAIISDGGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGGGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL

136.

PM 76-B10.11
CC x 12C0-scFc
WA
HLE %+

ATy

aa

QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
VROAPGKGLEWVAIISDGGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGGGTKLEIKSGGGGSEVQAL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
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[0163]

APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGG
GDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPC
EEQYGSTYRCVSVLTVLHODWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGKGGGGSGGGGSGGGGSGGGGSGGGGE
SGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHODWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEAL
HNHYTQKSLSLSPGK

137.

PM 76-B10.11
CCx
12C0-scFc_delG
K 84 1

HLE &3

AT hY

aa

QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
VROQAPGKGLEWVAIISDGGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASONVDTNVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQUITFGGGTKLEIKSGGGGSEVQAL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
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KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGG
GDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPC
EEQYGSTYRCVSVLTVLHODWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNRHYT
QKSLSLSPGGGGSGGGGSGGGGSGGGGSGGGGSG
GGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPCEEQYGSTYRCVSVLTVLHQDWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH

NHYTQKSLSLSPGK
[0164] 138. | PM 76-B10.11 AT aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CCx12C0CC VRQAPGKGLEWVAIISDGGYYTYYSDIIKGRFTISRDN
(103/43)-scFe 2 AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
ST YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS

PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGGGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYCGQGTLVTVSSGGGGSGGGGSGGGGSQTVVT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQCPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLS
GVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL

139. | PM 76-B10.11 AT aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CCx 12C0 CC VRQAPGKGLEWVAIISDGGYYTYYSDIIKGRFTISRDN
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(103/43)-scFe 2L AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
Rkt YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
HLE %F PSSLSASVGDRVTITCKASONVDTNVAWYQQKPGQ

APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGGGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY

WAYCGQGTLVTVSSGGGGSGGGGSGGGGSQTVVT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQCPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLS
GVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGGG
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCE
EQYGSTYRCVSVLTVLHODWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
[0165] CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNRHYT
QKSLSLSPGKGGGGSGGGGSGGGGSGGGGSGGGGE
SGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHOQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL

HNHYTQKSLSLSPGK

140. | PM 76-B10.11 | AT & aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CCx 12C0 CC VRQAPGKGLEWVAIISDGGYYTYYSDIIKGRFTISRDN
(103/43)-scFe_d AKNSLYLQMNSLKAEDTAVYYCARGFPLLRHGAMD
elGK 45 1k YWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQS
HLE %F PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ

APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
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EDFATYYCQQYDQQLITFGGGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVYRQ,
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY

WAYCGQGTLVTVSSGGGGSGGGGSGGGGSQTVVT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ

KPGQCPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLS
GVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGGG
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCE
EQYGSTYRCVSVLTVLHODWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT

CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT

QKSLSLSPGGGGSGGGGSGGGGSGGGGSGGGGESG
GGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
[0166] SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPCEEQYGSTYRCVSVLTVLHODWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH

NHYTQKSLSLSPGK
141. | PM 76-B10.11 | A T &% aa | DYYMY
CC x 12C0-scFc
VH CDRI1
142. | PM 76-B10.11 AL Ay aa IISDGGYYTYYSDIIKG
CC x 12C0-scFc
VH CDR2
143. | PM 76-B10.11 ALY aa GFPLLRHGAMDY
CC x 12C0-scFc
VH CDR3
144, | PM 76-B10.11 | A T8% aa | KASQNVDTNVA

CC x 12C0-scFc
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VL CDRI
145. | PM 76-B10.11 | A L4y aa | SASYVYW
CC x 12C0-scFe
VL CDR2
146. |PM 76-B10.11 | AT # aa | QQYDQQLIT
CC x 12C0-scFc
VL CDR3
147. |PM 76-B10.11 | A L#Y aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CC x 12C0-scFe VRQAPGKCLEWVAIISDGGYYTYYSDIIKGRFTISRDN
VH AKNSLYLQMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSS
148. | PM 76-B10.11 | A T8 aa | DIQMTQSPSSLSASVGDRVTITCKASQNVDTNVAWY
CC x 12C0-scFe QQKPGQAPKSLIYSASYVYWDVPSRFSGSASGTDFTL
VL TISSVQSEDFATYYCQQYDQQLITFGCGTKLEIK
149. |PM 76-B10.11 | A T4y aa | QVAQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CC x 12C0-scFc VRQAPGKCLEWVAIISDGGYYTYYSDIIKGRFTISRDN
[0167] scFv AKNSLYLQMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQS
PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIK
150. | PM 76-B10.11 | A L#Y aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CC x 12C0-scFc VRQAPGKCLEWVAIISDGGYYTYYSDIIKGRFTISRDN
WA F- T AKNSLYLOQMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQS
PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ,
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVV
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[0168]

TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL

151.

PM 76-B10.11
CC x 12C0-scFc
WA
HLE %%

AT HY

aa

QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
VROQAPGKCLEWVAIISDGGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ,
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGG
GDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPC
EEQYGSTYRCVSVLTVLHODWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGKGGGGSGGGGSGGGGSGGGGSGGGGE
SGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHOQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK

152.

PM 76-B10.11

ALY

aa

QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
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CCx
12C0-scFe_delG
K 34 1
HLE &3

VROQAPGKCLEWVAIISDGGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ,
APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLUITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ,
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGG
GDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPC
EEQYGSTYRCVSVLTVLHOQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGGGGSGGGGSGGGGSGGGGSGGGGESG
GGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPCEEQYGSTYRCVSVLTVLHODWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPGK

153.

PM 76-B10.11
CCx12C0 CC
(103/43)-scFe 2

HHEST

AL 8

aa

QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
VROQAPGKCLEWVAIISDGGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD

YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASONVDTNVAWYQQKPGQ
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APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ,
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYCGQGTLVTVSSGGGGSGGGGSGGGGSQTVVT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQCPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLS
GVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL

154. |PM 76-B10.11 | ALt aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CCx 12C0 CC VRQAPGKCLEWVAIISDGGYYTYYSDIIKGRFTISRDN
(103/43)-scFe 1 AKNSLYLQMNSLKAEDTAVYYCARGFPLLRHGAMD
RT3 YWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQS
HLE % F PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ

APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
[o170] VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY

WAYCGQGTLVTVSSGGGGSGGGGSGGGGSQTVVT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ

KPGQCPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLS
GVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGGG
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCE
EQYGSTYRCVSVLTVLHODWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT

QKSLSLSPGKGGGGSGGGGSGGGGSGGGGSGGGH
SGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
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AKTKPCEEQYGSTYRCVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL

HNHYTQKSLSLSPGK

155. | PM 76-B10.11 | A L&Y aa | QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
CCx12C0 CC VRQAPGKCLEWVAIISDGGYYTYYSDIIKGRFTISRDN
(103/43)-scFc_d AKNSLYLQMNSLKAEDTAVYYCARGFPLLRHGAMD

elGK U4 F¢- 1% YWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQS

HLE % F PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ

APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS
EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ,
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYCGQGTLVTVSSGGGGSGGGGSGGGGSQTVVT
Lo171] QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQCPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLS
GVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGGG
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCE
EQYGSTYRCVSVLTVLHODWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNRHYT
QKSLSLSPGGGGSGGGGSGGGGSGGGGSGGGGESG
GGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPCEEQYGSTYRCVSVLTVLHODWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH
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156. | CD70 21D CC | AL#Y aa | TYAMS
VH CDR1
157. | CD70 21D CC | AL#Y aa | AISGSGGRTFYAESVEG
VH CDR2
158. | CD70 21D CC | AL#Y aa | HDYSNYPYFDY
VH CDR3
1659. | CD70 21D CC | AT # aa | RASQSVRSTYLA
VL CDRI
160. | CD70 21D CC | A L4y aa | GASSRAT
VL CDR2
161. | CD70 21D CC | AL & aa | QQYGDLPFT
VL CDR3
162. |CD70 21D CC | AL#Y aa | EVQLLESGGGMVQPGGSLRLSCAASGFTFSTYAMS
VH WVRQAPGKCLEWVSAISGSGGRTFYAESVEGRFTIS
RDNSKNTLYLQMNSLRAEDTAVYYCAKHDYSNYPYF
DYWGQGTLVTVSS
163. |CD70 21D CC | AL#Y aa | EIVLTQSPGTLSLSPGERATLSCRASQSVRSTYLAWYQ
VL QK
PGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRL
E
PEDFAVYSCQQYGDLPFTFGCGTKLEIK
164. |CD70 21D CC | AL#Y aa | EVQLLESGGGMVQPGGSLRLSCAASGFTFSTYAMS
x12C scFc WVRQAPGKCLEWVSAISGSGGRTFYAESVEGRFTIS

RDNSKNTLYLOMNSLRAEDTAVYYCAKHDYSNYPYF
DYWGQGTLVTVSSGGGGSGGGGSGGGGSEIVLTQS
PGTLSLSPGERATLSCRASQSVRSTYLAWYQQKPGQ
APRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRLEPE
DFAVYSCQQYGDLPFTFGCGTKLEIKSGGGGSEVQLV
ESGGGLVQOPGGSLKLSCAASGFTFNKYAMNWYRQA
PGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDDS
KNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYW
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AYWGQGTLVTVSSGGGGSGGGGSGGGGSAQTVVTQ
EPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKP
GQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLSG
VQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGGGD
KTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCEE
QYGSTYRCVSVLTVLHOQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQK
SLSLSPGKGGGGSGGGGSGGGGSGGGGSGGGGSG
GGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPCEEQYGSTYRCVSVLTVLHQDWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL

[0173] DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPGK

165 MSLN 5 CCx MGWSCIILFLVATATGVHSQVQLVESGGGLVKPGGS

CD3-scFc M4 LRLSCAASGFTFSDYYMTWIRQAPGKGLEWLSYISSS

F4 HLE %-F GSTIYYADSVKGRFTISRDNAKNSLFLOMNSLRAEDT

AVYYCARDRNSHFDYWGQGTLVTVSSGGGGSGGG
GSGGGGSDIQMTQSPSSVSASVGDRVTITCRASQGI
NTWLAWYQQKPGKAPKLLIYGASGLOQSGVPSRFSGS
GSGTDFTLTISSLQPEDFATYYCQQAKSFPRTFGQGT
KVEIKSGGGGSEVQLVESGGGLVQAPGGSLKLSCAAS
GFTFNKYAMNWVRQAPGKGLEWVARIRSKYNNYA
TYYADSVKDRFTISRDDSKNTAYLOMNNLKTEDTAV
YYCVRHGNFGNSYISYWAYWGQGTLVTVSSGGGGS
GGGGSGGGGSQTVVTQEPSLTVSPGGTVTLTCGSST
GAVTSGNYPNWVQQKPGQAPRGLIGGTKFLAPGTP
ARFSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNR
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WVFGGGTKLTVLGGGGDKTHTCPPCPAPELLGGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPCEEQYGSTYRCVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSPGKGGGGSGGGG
SGGGGSGGGGSGGGGSGGGGSDKTHTCPPCPAPEL
LGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPCEEQYGSTYRCVSVLT
VLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
QQGNVFSCSYMHEALHNHYTQKSLSLSPGK

166 | LA cys-% 49 QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW

3 PSMA VRQAPGKCLEWVAIISDGGYYTYYSDIIKGRFTISRDN

[0174] x12C0, scFe AKNSLYLQMNSLKAEDTAVYYCARGFPLLRHGAMD
YWGQGTLVTVSSGGGGSGGGGSGGGGSDIQMTQS

A BT PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ

HLE APKSLIYSASYVYWDVPSRFSGSASGTDFTLTISSVQS

EDFATYYCQQYDQQLITFGCGTKLEIKSGGGGSEVQL
PM76-B10.11 VESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVRQ
APGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISY
WAYWGQGTLVTVSSGGGGSGGGGSGGGGSATVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQ
KPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTL
SGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGG
GDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPC
EEQYGSTYRCVSVLTVLHOQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSL
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[0175]

TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGKGGGGSGGGGSGGGGSGGGGSGGGGE
SGGGGSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPCEEQYGSTYRCVSVLTVLHODWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL

HNHYTQKSLSLSPGK
167 it PSMA 1C20 QVQLVESGGGLVKPGESLRLSCAASGFTFSDYYMYW
ALAE T F VRQAPGKGLEWVAIISDGGYYTYYSDIIKGRFTISRDN
AKNSLYLOMNSLKAEDTAVYYCARGFPLLRHGAMD
PM76-B10.17 YWGQGTLVTVSSGGGGSGGGGSGGGGSDIOMTQS
PSSLSASVGDRVTITCKASQNVDTNVAWYQQKPGQ
APKSLIYSASYRYSDVPSRFSGSASGTDFTLTISSVQSE
DFATYYCQQYDSYPYTFGGGTKLEIKSGGGGSEVQLY
ESGGGLVQPGGSLKLSCAASGFTFNKYAMNWYVRQA
PGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDDS
KNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYW
AYWGQGTLVTVSSGGGGSGGGGSGGGGSQTVVTQ
EPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKP
GQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLSG
VQPEDEAEYYCVLWYSNRWVFGGGTKLTVL
168 4t Cldn 18.2 AT aa | GYYMH
VH CDRI1
CL-1 #= CL-2
169 | 4t Cldn18.2 VH | AL #Y aa
WINPNSGGTKYAQKFQG
CDR2
170 | 4t Cldn18.2 VH | AL #Y aa
DRITVAGTYYYYGMDV
CDR3
171 | 3 Cldn182 VL | AT 49 aa | RASQGVNNWILA
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CDRI
172 it Cldnl18.2 VL | ALHY aa
TASSLQS
CDR2
173 it Cldnl18.2 VL | ALHY aa
QQANSFPIT
CDR3
174 % Cldnl8.2 VH AL aa | QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVR
) QAPGQCLEWMGWINPNSGGTKYAQKFQGRVTMTRDT
i SISTAYMELSRLRSDDTAVYYCARDRITVAGTYYYYGMDV
ELA WGQGTTVTVSS
175 . N aa | DIQMTQSPSSVSASVGDRVTITCRASQGVNNWLAWYQQ
it Cldn18.2 VL
KPGKAPKLLIYTASSLQSGVPSRFSGSGSGTDFTLTIRSLQP
Gl EDFATYYCQQANSFPITFGCGTRLEIK
176 | 3t Cldn18.2 AT aa | QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWYVR
scFv QAPGQCLEWMGWINPNSGGTKYAQKFQGRVTMTRDT
SISTAYMELSRLRSDDTAVYYCARDRITVAGTYYYYGMDV
CL-1 WGQGTTVTVSSGGGGSGGGGSGGGGSDIQMTQSPSSY
SASVGDRVTITCRASQGVNNWLAWYQQKPGKAPKLLIYT
[o176] ASSLQSGVPSRFSGSGSGTDFTLTIRSLQPEDFATYYCQQA
NSFPITFGCGTRLEIK
177 | 4 Cldn ALY aa | QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVR
18.2xCD3 4% QAPGQCLEWMGWINPNSGGTKYAQKFQGRVTMTRDT
S SISTAYMELSRLRSDDTAVYYCARDRITVAGTYYYYGMDV
et WGQGTTVTVSSGGGGSGGGGSGGGGSDIQMTQSPSSY
SASVGDRVTITCRASQGVNNWLAWYQQKPGKAPKLLIYT
ASSLQSGVPSRFSGSGSGTDFTLTIRSLQPEDFATYYCQQA
CL-1x12C NSFPITFGCGTRLEIKSGGGGSEVQLVESGGGLVQPGGSLK
LSCAASGFTFNKYAMNWYVRQAPGKGLEWVARIRSKYNN
YATYYADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYY
CVRHGNFGNSYISYWAYWGQGTLVTVSSGGGGSGGGGS
GGGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTSGNY
PNWVQQKPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKA
ALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL
178 | 4t Cldn AL aa | QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVR
18.2xCD3 34+ QAPGQCLEWMGWINPNSGGTKYAQKFQGRVTMTRDT
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% scFe 4-F SISTAYMELSRLRSDDTAVYYCARDRITVAGTYYYYGMDV
WGQGTTVTVSSGGGGSGGGGSGGGGESDIQMTQSPSSY
CL-1 SASVGDRVTITCRASQGVNNWLAWYQQKPGKAPKLLIYT
xI2C-scFe ASSLQSGVPSRFSGSGSGTDFTLTIRSLQPEDFATYYCQQA
NSFPITFGCGTRLEIKSGGGGSEVQLVESGGGLVQPGGSLK
LSCAASGFTFNKYAMNWYRQAPGKGLEWVARIRSKYNN
YATYYADSVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYY
CVRHGNFGNSYISYWAYWGQGTLVTVSSGGGGSGGGGS
GGGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTSGNY
PNWVQQKPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKA
ALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLGGG
GDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCEEQYGS
TYRCVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKSLSLSPGKGGGGSGGGG
[0177] SGGGGSGGGGSGGGGSGGGGSDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPCEEQYGSTYRCVSVLTVLHOQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH

YTQKSLSLSPGK
179 AT 8y aa QVOMVQSGAEVKKHGASVKVSCKASGYTFTGYYMHWYV
it Cldn18.2 VH ROAPGQCLEWMGWINPNSGGTKYAQKFQGRVTMTRD
CL-2 TSISTAYMELSRLRSDDTAVYYCARDRITVAGTYYYYGMD
VWGQGTTVTVSS
180 N AT aa DIQMTQSPSSVSASVGDRVTITCRASQGVYNNWLAWYQQ
it Cldn18.2 VL
KPGKAPKLLIYTASSLOQSGVPSRFSGSGSGTDFTLTIRSLQP
CL-2
EDFATYYCQQANSFPITFGCGTRLEIK
181 ) ANThg aa QVAOMVQSGAEVKKHGASVKVSCKASGYTFTGYYMHWY
it Cldn18.2
ROAPGQCLEWMGWINPNSGGTKYAQKFQGRVTMTRD
scFv
TSISTAYMELSRLRSDDTAVYYCARDRITVAGTYYYYGMD
CL-2

VWGQGTTVTVSSGGGGSGGGGSGGGGSDIOMTQASPSS
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VSASVGDRVTITCRASQGVYNNWLAWYQQKPGKAPKLLIY
TASSLQSGVPSRFSGSGSGTDFTLTIRSLQPEDFATYYCQQ
ANSFPITFGCGTRLEIK

182 H ALY aa QVOMVQASGAEVKKHGASVKVSCKASGYTFTGYYMHWYV
Cldn18.2xCD3 RQAPGQCLEWMGWINPNSGGTKYAQKFQGRVTMTRD

Fre ## St TSISTAYMELSRLRSDDTAVYYCARDRITVAGTYYYYGMD

e VWGQGTTVTVSSGGGGSGGGGSGGGGSDIQMTQSPSS
VSASVGDRVTITCRASQGVNNWLAWYQQKPGKAPKLLIY

CL-2x12C

TASSLQSGVPSRFSGSGSGTDFTLTIRSLQPEDFATYYCQQ
ANSFPITFGCGTRLEIKSGGGGSEVQLVESGGGLVQPGGS
LKLSCAASGFTFNKYAMNWYRQAPGKGLEWVARIRSKY
NNYATYYADSVKDRFTISRDDSKNTAYLOMNNLKTEDTA
VYYCVRHGNFGNSYISYWAYWGQGTLVTVSSGGGGSGG
GGSGGGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTS
GNYPNWVQQKPGQAPRGLIGGTKFLAPGTPARFSGSLLG
GKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL

183 H AL aY aa QVAMVQSGAEVKKHGASVKVSCKASGYTFTGYYMHWY
[0178] Cldn18.2xCD3 ROAPGQCLEWMGWINPNSGGTKYAQKFQGRVTMTRD
WA b scFe TSISTAYMELSRLRSDDTAVYYCARDRITVAGTYYYYGMD

PN VWGQGTTVTVSSGGGGSGGGGSGGGGSDIQMTQSPSS

CL-2x12C-scFe

VSASVGDRVTITCRASQGVNNWLAWYQQKPGKAPKLLIY
TASSLQSGVPSRFSGSGSGTDFTLTIRSLQPEDFATYYCQQ
ANSFPITFGCGTRLEIKSGGGGSEVQLVESGGGLVQPGGS
LKLSCAASGFTFNKYAMNWYRQAPGKGLEWVARIRSKY
NNYATYYADSVKDRFTISRDDSKNTAYLOMNNLKTEDTA
VYYCVRHGNFGNSYISYWAYWGQGTLVTVSSGGGGSGG
GGSGGGGSQTVVTQEPSLTVSPGGTVTLTCGSSTGAVTS
GNYPNWVQQKPGQAPRGLIGGTKFLAPGTPARFSGSLLG
GKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL
GGGGDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRT
PEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPCEE
QYGSTYRCVSVLTVLHODWLNGKEYKCKVSNKALPAPIEK
TISKAKGOQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGKGGGGS

70




CN 114599394 A

i

HA

B 67/70 TL

[0179]

GGGGSGGGGSGGGGSGGGGSGGGGSDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPCEEQYGSTYRCVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEA

LHNHYTQKSLSLSPGK
184 | 4L MUC17 ALY aa | GYYWS
VH CDRI1
MU 8-B7
185 | 4t MUCI17 ALY aa | DIDASGSTKYNPSLKS
VH CDR2
MU 8-B7
186 | 4L MUC17 N aa | KKYSTVWSYFDN
VH CDR3
MU 8-B7
187 | 4L MUC17 N aa | SGDKLGDKYAS
VL CDR1
MU 8-B7
188 | 4t MUC17 ALY aa | QDRKRPS
VL CDR2
MU 8-B7
189 | 4L MUC17 AL aa | QAWGSSTAV
VL CDR3
MU 8-B7
190 | 4t MUC17 AT aa | QVQLOQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPG
VH KCLEWIGDIDASGSTKYNPSLKSRVTISLDTSKNQFSLKLNSVTAA
MU 8-B7 DTAVYFCARKKYSTVWSYFDNWGQGTLVTVSS
191 | 4L MUC17 ALY aa | SYELTQPSSVSVPPGQTASITCSGDKLGDKYASWYQQKPG
VL QSPVLVIYQDRKRPSGVPERFSGSNSGNTATLTISGTQAM
MU 8-B7 DEADYYCQAWGSSTAVFGCGTKLTVL
192 | stk YN aa | QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIR
57 QPPGKCLEWIGDIDASGSTKYNPSLKSRVTISLDTSKNQFS
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MU 8-B7 x LKLNSVTAADTAVYFCARKKYSTVWSYFDNWGQGTLVTY
12C0scFc¢ SSGGGGSGGGGSGGGGSSYELTQPSSVYSVPPGQTASITCS
GDKLGDKYASWYQQKPGQSPVLVIYQDRKRPSGVPERFS
GSNSGNTATLTISGTQAMDEADYYCQAWGSSTAVFGCG
TKLTVLSGGGGSEVQLVESGGGLVQPGGSLKLSCAASGFT
FNKYAMNWYVRQAPGKGLEWVARIRSKYNNYATYYADSV
KDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFG
NSYISYWAYWGQGTLVTVSSGGGGSGGGGSGGGGSAT

VVTQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQK
PGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLSGVQ
PEDEAEYYCVLWYSNRWVFGGGTKLTVLGGGGDKTHTC

PPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
HEDPEVKFNWYVDGVEVHNAKTKPCEEQYGSTYRCVSVL
TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNG

QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFS

CSVMHEALHNHYTQKSLSLSPGKGGGGSGGGGSGGGGS
[0180] GGGGSGGGGSGGGGSDKTHTCPPCPAPELLGGPSVFLFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPCEEQYGSTYRCVSVLTVLHOQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQ

VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL

SLSPGK
193 | 12C 45 CDR-L1 | A1 %Y aa | GSSTGAVTSGNYPN
194 | 12C # CDR-L2 | AL#y aa | GTKFLAP
195 | 12C 45 CDR-L3 | A%y aa | VLWYSNRWV
196 | 12C 49 CDR-HI1 | AT 4y aa KYAMN
197 | 12C 49 CDR-H2 | A1 49 aa | RIRSKYNNYATYYADSVKD
198 | 12C 4 CDR-H3 | AL ®) aa | HGNFGNSYISYWAY
199 | 12C % VH AL aa | EVQLVESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVR

QAPGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDDSK
NTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWG
QGTLVTVSS
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200 | 12C & VL ALY aa | QTVVTQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQ
QKPGQAPRGLIGGTKFLAPGTPARFSGSLLGGKAALTLSG
VQPEDEAEYYCVLWYSNRWVFGGGTKLTVL

201 | 12C 89 VH-VL | A6y aa | EVQLVESGGGLVQPGGSLKLSCAASGFTFNKYAMNWVR
QAPGKGLEWVARIRSKYNNYATYYADSVKDRFTISRDDSK
[0181] NTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWG
QGTLVTVSSGGGGSGGGGSGGGGSQTVVTQEPSLTVSP
GGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGLIGG
TKFLAPGTPARFSGSLLGGKAALTLSGVQPEDEAEYYCVL

WYSNRWVFGGGTKLTVL

[0182] it S35 DA I SR B 78 2o R AR AR U B o SR T 5 3K M S 431 AN I A9 A A g IR i AR
R .

[0183] i{ﬁﬂ

[0184] sl PR ER I 5 [ AR SR THI 45 A 1 77 v

[0185]  SOURESFME HUAR K EAA R A BB SRIE I B e AT 6 B AR 1] - AERR O FE 7 5 484K
[0186] FAMEEBEFWEEIGEF AT NEEAD SEARENSE S, & BRTLE%
BhaE A I = 5 A el - E (a0, 2R E B PR S AR) BT — R E R
JE W HARE I, e 5 O R R RIIE TS, AR S AL R R B AR L R d i SRR AR
T I 1) 5 58 P s MR e PR i A 5 5 45 6 B IR T SEie e B 1A .
[0187]  K2/RtH T EAAFAER TG VERI BB G0 T 2 5 R 2R 1 (9, 56 ) 456 1
T2 s A s 1EL 1) 0 A ) S AR P VR o 3 Tt o SR THD AT SE B B xy B SR B 25 6 1 9B A b
TC I HAR A AR 1) 5 R

[0188]  Si2fgil2 . FH 2R THI vk 14 )AL BR[| R R T B 1L B 1 5 R T 45 &

(01891  JL 3 T vi% M 77 LA L35 ) OMC I AN [ A% 2501 Y DR e 2 T 3% P R 7 1 XU
SR UL AR S [ A R T 4 A G S AR Z I AR, SO S R S AR A S
RIE—EWE RGN PR BRI 2 )5, WV, e i I A
SEPPFIE TS, AR R BB L g 45 RAEEI SR H AR, BB — AR R A AT A
FT G PE A 1B 00 N 55 2 1 45 A 1 OURE S Mk A4 o I 2 PR 6 v, 385 B3 DA R 84l 5
X PR AT LA o MBI 220 B B 5 — 42 5 AN [R) CMC ) AN [) 435 25010 A [) 2 T 7 12 771 T Ak
HR R 25 A 10 5 1 10 A0 BT 20 BE o 3N B2 i B R 350 X S JBOKR B 72 TPS 80.PS
20.P188.P407 A1 HLIEX-100.

[0190] 3R ¥ ) 2 THD VAN T 2 THI 9 1k 7 RN BT AR IR 505 o %o T XURE S PR B AR LAn2 , A 1 79
PR < 6 56— PR b, FE R UAR 7S 0280 2 110 2 117, 4 2 2 T v A 700 B4 s T s o 381 26 1
I 53— PP S oK o 45 RAE R 4R R (TR PR, iR Piik2) S FX e, 85—
2 2 A VA AT AR R T 35 M R B 15 0 N 5 3R T 45 A 1 U S PR AR o K 8 AR S v, A
AL B 4 5 X S B AT L B BB 24 B B Jm — 4 5 L CMCHI AN [R5 £ PS80
AL FE AR 2 T 45 S B PR B A 1 0 bl o R D PE S BB bR B SRS

(01911 Sfg]3 . bR 1Ty P 7] 5 AL TVEER A4 A A5 P 1 386 28 7] (1) A A

[0192] % FH £ /K B 7 Tl JE 78 [l Bax ter Viaflex PVC-DEHP TVARFH T AW . 226 50
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i P 55 9% L B ES0 (PS8O) 6 1L 4R 20 (PS20) IO UF 188 (P18S) Tt 1
H407 (PA0T) At 38X - 100 o 45 A5 7] B FO S ) 2 10375 11k 791 5 48 42 25 °C T i 7 24 /M 5548/
FNF o 8K o 435 HE AT BURE L 35 S AR A 725 T €4 (RP-UHPLC) 437 , 38 e UV A 0 58 4%
M B AHAFIBREO . 1% =4 £ 82 (TFA) FRIDT/K ISR AN0 . 1% TRAFK 2 BT o B B 7E T %3t
Bt A0 6m1/mine T 5E B, 2EARF 4 F T 4 SEDEHPHA bR Hh 25 .

[0193]  33.RP-UPLCEEE

iE (min) | A= (mL/min) | %A %B

0.0 0.6 95 5

1.5 0.6 o 95
[0194]

3.1 0.6 5 95

3.2 0.6 95 5

4.0 0.6 95 %

[0195] [ 4525°C T 24 /NiF f148/NiF JPVC-DEHP TVARH0 . 38 5 % [ 2h /K VA W T (1 PS
80.PS 20H1P188. 4% H7E KI5 /i . PS80 FIPS20-5: EXDEHP M\PVC-DEHP TVASHh K& I8 H, 1
P188% A BIEAEMIR H (F5) o A EhK , 1E %t I

[0196]  j@it #E25°C N AEPVC-DEHP TVASH [ Eh 7K Hh i & 24/, LG & H OMCH AN [R) 435 2
[JPS 80.PS 20.P188.P407 Al i X - 100 . K57 H FIDEHP) &2 75 I 6 Hh AR H5 CMC 1) fi5 B 2
KRR, B AL FR P T — € B HIDENP, 11 VAV 70 W % 45 - % H I DEHP = 55 it fif FH ()
RIVE VA EAEC
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FF
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1/201 1

BRIES

<110>
<120>
<130>
<150>
<151>
<160>
<170>

<210> 1

211>
<212>
<213>

<220>

223>

<400> 1

Gln
1
Ser
Gly
Gly
Gln
65
Met

Ala

Gly

Val

Val

Met

Trp

50

Gly

Glu

Arg

Gln

<210> 2

211>
<212>
<213>

<220>

223>

<400> 2

122
PRT

NILF5

Gln

Lys

Asn

35

Ile

Arg

Ile

Trp

Gly
115

122
PRT

NILF5

QU /N
TR BNl B Wk s/ MU H S TT %
A-2429-WO-PCT
62/926,089

2019-10-25

201
PatentIn 3.5k

CD33 ccVH

Leu
Val
20

Trp
Asn
Val
Arg
Ser

100
Thr

E11

Val

Ser

Val

Thr

Thr

Asn

85

Trp

Ser

CD33 VH E11

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Ser

Lys

Gln

Thr

95

Thr

Gly

Asp

Thr

Gly

Ala

Ala

40

Gly

Thr

Gly

Gly

Val
120

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr

105

Ser

75

Glu

10

Gly

Gly

Pro

Thr

90

Tyr

Ser

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Lys
Thr
Cys
Tyr
60

Thr

Ala

Tyr

Lys

Phe

Leu

45

Ala

Ser

Val

Phe

Pro
Thr
30

Glu
Asp
Thr

Tyr

Asp
110

Gly
15

Asn
Trp
Lys

Ala

Tyr
95
Tyr

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp
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Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20 25 30
Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Ile Arg Asn Leu Gly Gly Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Ser Val Thr Val Ser Ser
115 120
<210> 3
211> 5
<212> PRT
213> NI
220>
<223> CD33 HCDR1 E11
<400> 3
Asn Tyr Gly Met Asn
1 5
<210> 4
211> 17
<212> PRT
213> NLFH)
220>
<223> CD33 HCDR2 E11

<400> 4
Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Lys Phe Gln

1
Gly

<210> 5
211> 13
<212> PRT
213> NI

5

76

10

15
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3/201 7L

<220>

<223> CD33 HCDR3 E11

<400> 5

Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr

1

<210> 6
211> 113
<212> PRT

5

213> NLR5

<220>

<223> CD33 CC VL El1

<400> 6

Asp Ile Val
1

Glu Arg Thr

Ser Thr Asn
35
Pro Pro Lys
50
Pro Asp Arg
65
Ile Asp Ser

Ser Ala His

Lys

210> 7
211> 113
<212> PRT

Met Thr
5

Thr Ile

20

Lys Asn

Leu Leu

Phe Ser

Pro Gln
85

Phe Pro
100

213> NLR5

<220>

<223> CD33 VL El1

<400> 7

Gln
Asn
Ser
Leu
Gly
70

Pro

Ile

Ser
Cys
Leu
Ser
55

Ser

Glu

Thr

Pro
Lys
Ala
40

Trp
Gly

Asp

Phe

Asp Ile Val Met Thr Gln Ser Pro

1

5

Glu Arg Thr Thr Ile Asn Cys Lys

20

Ser Thr Asn Lys Asn Ser Leu Ala

Asp

Ser

25

Ala

Ser

Ser

Gly
105

Asp

Ser
25
Trp

7

10

Ser Leu
10
Ser Gln

Tyr Gln

Ser Thr

Gly Thr
75

Ala Thr

90

Cys Gly

Thr
Ser
Gln
Arg
60

Asp

Tyr

Thr

Val
Val
Lys
45

Glu
Phe

Tyr

Arg

Ser Leu Thr Val

10

Ser Gln Ser Val

Ser

Leu

30

Pro

Ser

Thr

Cys

Leu
110

Ser

Leu
30

Tyr Gln Gln Lys Pro

Leu
15
Asp

Gly

Gly

Leu

Gln
95
Glu

Leu
15
Asp

Gly

Gly
Ser
Gln
Ile
Thr
80

Gln

Ile

Gly

Ser

Gln
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35 40 45
Pro Pro Lys Leu Leu Leu Ser Trp Ala Ser Thr Arg Glu Ser Gly Ile
50 55 60
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80
Ile Asp Ser Pro Gln Pro Glu Asp Ser Ala Thr Tyr Tyr Cys Gln Gln
85 90 95
Ser Ala His Phe Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile
100 105 110
Lys
<210> 8
211> 17
<212> PRT
213> NI
220>
<223> CD33 LCDR1 E11
<400> 8
Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Thr Asn Lys Asn Ser Leu
1 5 10 15
Ala
<210> 9
Q211> 7
<212> PRT
213> NLF3
220>
<223> CD33 LCDRZ2 E11
<400> 9
Trp Ala Ser Thr Arg Glu Ser
1 5
<210> 10
211> 9
<212> PRT
213> NLF3
220>
<223> CD33 LCDR3 El11
<400> 10
Gln Gln Ser Ala His Phe Pro Ile Thr
1 5
<210> 11
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<211> 250
<212> PRT
213> NI
<220>

<223> CD33 HL CC El11
<400> 11

Gln Val Gln Leu Val

1

Ser Val Lys

Gly
Gly
Gln
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp

225
Phe

<210> 12

Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210

Ser

Gly

Asn
35

Ile
Arg
Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly

Ala

Cys

Val
20

Trp
Asn
Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr

Thr

Gly

5

Ser

Val

Thr

Thr

Asn

85

Trp

Ser

Gly

Thr

Ser

165

Gln

Arg

Asp

Tyr

Thr
245

Gln
Cys
Lys
Tyr
Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr

230
Arg

Ser
Lys
Gln
Thr
55

Thr
Gly
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215

Cys

Leu

Gly
Ala
Ala
40

Gly
Thr
Gly
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu

Gln

Glu

Ala
Ser
25

Pro

Glu

Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr

Gln

Ile

79

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle

Ser

Lys
250

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Gly

Ile

Arg

155

Thr

Pro

Asp

Asp

Ala
235

Lys
Thr
Cys
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser

220
His

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205

Pro

Phe

Pro
Thr
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser

Gln

Pro

Gly
15

Asn
Trp
Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly

Pro

Ile

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp

Gly

Ser

Cys

160

Leu

Ser

Ser

Glu

Thr
240
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<211> 250
<212> PRT
213> NTF5)
<220>
<223> (D33 HL El1

<400> 12

Gln Val Gln Leu Val

1

Ser Val Lys

Gly
Gly
Gln
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp

225
Phe

<210> 13

Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210

Ser

Gly

Asn
35

Ile
Arg
Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly

Ala

Gln

Val
20

Trp
Asn
Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr

Thr

Gly

5

Ser

Val

Thr

Thr

Asn

85

Trp

Ser

Gly

Thr

Ser

165

Gln

Arg

Asp

Tyr

Thr
245

Gln
Cys
Lys
Tyr
Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr

230
Arg

Ser
Lys
Gln
Thr
55

Thr
Gly
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215

Cys

Leu

Gly
Ala
Ala
40

Gly
Thr
Gly
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu

Gln

Glu

Ala
Ser
25

Pro

Glu

Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr

Gln

Ile

80

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle

Ser

Lys
250

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Gly

Ile

Arg

155

Thr

Pro

Asp

Asp

Ala
235

Lys
Thr
Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser

220
His

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205

Pro

Phe

Pro
Thr
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser

Gln

Pro

Gly
15

Asn
Trp
Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly

Pro

Ile

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp

Gly

Ser

Cys

160

Leu

Ser

Ser

Glu

Thr
240
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<211> 505
<212> PRT
213> NI 75
<220>
<223> (D33 CC E11 HL x I12C HLAUK;F4t%4) 1

<400> 13

Gln Val Gln Leu Val

1

Ser Val Lys

Gly
Gly
Gln
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225

Phe

Glu

Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser

Gly

Val

Asn
35

Tle
Arg
Tle
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala

Cys

Gln

Val
20

Trp
Asn
Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr

Gly

Leu

5

Ser
Val
Thr
Thr
Asn
85

Trp
Ser
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr

245
Val

Gln
Cys
Lys
Tyr
Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230

Arg

Glu

Ser Gly Ala

Lys
Gln
Thr
55

Thr
Gly
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys

Leu

Ser

Ala
Ala
40

Gly
Thr
Gly
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln

Glu

Gly

Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle

Gly

81

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle
Ser
Lys

250
Gly

Val
Tyr
Gln
Thr
Ser
75

Thr
Val
Gly
Tle
Arg
155
Thr
Pro
Asp
Asp
Ala
235

Ser

Leu

Lys
Thr
Cys
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly

Val

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Pro
Phe

Gly

Gln

Pro
Thr
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro

Gly

Pro

Gly
15

Asn
Trp
Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Tle
Gly

255
Gly

Glu
Tyr
Met
Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240

Ser

Gly
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Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu
465

Glu

Gly

<210>
211>
<212>
<213>

Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450
Gly

Ala

Gly

<220>

223>
<400>

14
530
PRT

NILF5

Lys
275
Asn
Tle
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly

Glu

Gly

260
Leu

Trp

Arg

Asp

Gln

340

Arg

Gly

Gly

Pro

Ser

420

Gln

Leu

Lys

Tyr

Thr
500

Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

CD33 EI1 HL x
14

Met Gly Trp Ser Cys

Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

12C

Ile

Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Val

Thr

HL

Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr
Thr

Leu

Val

265

Ser

Pro

Asn

Ser

Lys

345

Gly

Val

Gly

Ser

Val

425

Ala

Pro

Leu

Trp

Leu
505

Gly

Gly

Tyr

330

Thr

Asn

Thr

Gly

Pro

410

Thr

Pro

Ala

Ser

Tyr
490

Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly

475

Ser

Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr
Asn
Leu
445
Ser

Gln

Arg

270

Asn

Glu

Tyr

Lys

Ala

350

Ser

Gly

Thr

Val

430

Ile

Gly

Pro

Trp

Lys

Trp

Ala

Asn

335

Val

Tyr

Gly

Val

Thr

415

Pro

Gly

Ser

Glu

Val
495

Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe

Ile Leu Phe Leu Val Ala Thr Ala Thr Gly

82
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1
Val

Pro
Thr
Glu
65

Asp
Thr
Tyr
Asp
Gly
145
Thr
Tle
Asn
Leu
Ser
225
Gln
Pro
Gly

Pro

Asn
305

His
Gly
Asn
50

Trp
Lys
Ala
Tyr
Tyr
130
Ser
Gln
Asn
Ser
Leu
210
Gly
Pro
Ile
Gly
Gly

290
Lys

Ser
Glu
35

Tyr
Met
Phe
Tyr
Cys
115
Trp
Gly
Ser
Cys
Leu
195
Ser
Ser
Glu
Thr
Ser
275

Gly

Tyr

Gln
20

Ser
Gly
Gly
Gln
Met
100
Ala
Gly
Gly
Pro
Lys
180
Ala
Trp
Gly
Asp
Phe
260
Glu

Ser

Ala

Val
Val
Met
Trp
Gly
85

Glu
Arg
Gln
Gly
Asp
165
Ser
Trp
Ala
Ser
Ser
245
Gly
Val

Leu

Met

Gln
Lys
Asn
Ile
70

Arg
Ile
Trp
Gly
Gly
150
Ser
Ser
Tyr
Ser
Gly
230
Ala
Gln
Gln

Lys

Asn
310

Leu
Val
Trp
55

Asn
Val
Arg
Ser
Thr
135
Ser
Leu
Gln
Gln
Thr
215
Thr
Thr
Gly
Leu
Leu

295
Trp

Val
Ser
40

Val
Thr
Thr
Asn
Trp
120
Ser
Gly
Thr
Ser
Gln
200
Arg
Asp
Tyr
Thr
Val
280

Ser

Val

Gln
25

Cys
Lys
Tyr
Met
Leu
105
Ser
Val
Gly
Val
Val
185
Lys
Glu
Phe
Tyr
Arg
265
Glu

Cys

Arg

83

10

Ser
Lys
Gln
Thr
Thr
90

Gly
Asp
Thr
Gly
Ser
170
Leu
Pro
Ser
Thr
Cys
250
Leu
Ser

Ala

Gln

Gly
Ala
Ala
Gly
75

Thr
Gly
Gly
Val
Gly
155
Leu
Asp
Gly
Gly
Leu
235
Gln
Glu
Gly

Ala

Ala
315

Ala
Ser
Pro
60

Glu
Asp
Asp
Tyr
Ser
140
Ser
Gly
Ser
Gln
Tle
220
Thr
Gln
Tle
Gly
Ser

300

Pro

Glu
Gly
45

Gly
Pro
Thr
Asp
Tyr
125
Ser
Asp
Glu
Ser
Pro
205
Pro
Tle
Ser
Lys
Gly
285

Gly

Gly

Val
30

Tyr
Gln
Thr
Ser
Thr
110
Val
Gly
Tle
Arg
Thr
190
Pro
Asp
Asp
Ala
Ser
270
Leu

Phe

Lys

15
Lys

Thr
Gly
Tyr
Thr
95

Ala
Tyr
Gly
Val
Thr
175
Asn
Lys
Arg
Ser
His
255
Gly
Val

Thr

Gly

Lys
Phe
Leu
Ala
80

Ser
Val
Phe
Gly
Met
160
Thr
Lys
Leu
Phe
Pro
240
Phe
Gly
Gln

Phe

Leu
320
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Glu

Tyr

Lys

Ala

Ser

385

Gly

Thr

Val

Tyr

Ile

465

Gly

Pro

Trp

His

Trp

Ala

Asn

Val

370

Tyr

Gly

Val

Thr

Pro

450

Gly

Ser

Glu

Val

His
530

<210> 15
211> 99

<212>
<213>

<220>

223>

<400> 15
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

1

Val
Asp
Thr
355
Tyr
Trp
Gly
Val
Leu
435
Asn
Gly
Leu

Asp

Phe
515

3

PRT
NIF5

Ala
Ser
340
Ala
Tyr
Ala
Gly
Thr
420
Thr
Trp
Thr
Leu
Glu

500
Gly

CD33 CC x

Arg Tle
325
Val Lys

Tyr Leu

Cys Val

Tyr Trp
390

Ser Gly

405

Gln Glu

Cys Gly
Val Gln
Lys Phe

470
Gly Gly
485

Ala Glu

Gly Gly

Arg
Asp
Gln
Arg
375
Gly
Gly
Pro
Ser
Gln
455
Leu
Lys

Tyr

Thr

Ser
Arg
Met
360
His
Gln
Gly
Ser
Ser
440
Lys
Ala
Ala

Tyr

Lys
520

Lys Tyr Asn

Phe
345
Asn
Gly
Gly
Gly
Leu
425
Thr
Pro
Pro
Ala
Cys

505
Leu

330
Thr

Asn
Asn
Thr
Ser
410
Thr
Gly
Gly
Gly
Leu
490

Val

Thr

12C-scFe XU HEHLE S T

5

10

Tle
Leu
Phe
Leu
395
Gly
Val
Ala
Gln
Thr
475
Thr

Leu

Val

Asn
Ser
Lys
Gly
380
Val
Gly
Ser
Val
Ala
460
Pro
Leu

Trp

Leu

Tyr
Arg
Thr
365
Asn
Thr
Gly
Pro
Thr
445
Pro
Ala
Ser

Tyr

His
525

Ala
Asp
350
Glu
Ser
Val
Gly
Gly
430
Ser
Arg
Arg
Gly
Ser

510
His

Thr
335
Asp
Asp
Tyr
Ser
Ser
415
Gly
Gly
Gly
Phe
Val
495

Asn

His

15

Tyr
Ser
Thr
Tle
Ser
400
Gln
Thr
Asn
Leu
Ser
480
Gln

Arg

His

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20

25

84

30
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Gly
Gly
Gln
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305

Ser

Ala

Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg

Val

Tyr

Asn
35

Tle
Arg
Tle
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Cys
Gln
Lys
275
Asn
Tle

Lys

Leu

Trp

Asn

Val

Arg

Ser

100

Thr

Ser

Leu

Gln

Gln

180

Thr

Thr

Thr

Gly

Leu

260

Leu

Trp

Arg

Asp

Gln

Val
Thr
Thr
Asn
85

Trp
Ser
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg

325
Met

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

150

Val

Lys

Glu

Phe

Tyr

230

Glu

Cys

Arg

Lys

310

Phe

Asn

Gln
Thr
55

Thr
Gly
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr

Thr

Asn

Ala
40

Gly
Thr
Gly
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn

Ile

Leu

Pro Gly Gln

Glu

Asp

Asp

Tyr

105

Ser

Ser

Gly

Ser

Gln

185

Ile

Thr

Gln

Ile

Gly

265

Ser

Pro

Asn

Ser

Lys

85

Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg

330
Thr

Thr
Ser
75

Thr
Val
Gly
Tle
155
Thr
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315

Asp

Glu

Cys
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr

Asp

Asp

Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Pro
Phe
Gly
Gln
Phe
285
Leu
Tyr

Ser

Thr

Glu

Thr

Tyr

110

Gly

Thr

Ile

Asn

Leu

190

Ser

Gln

Pro

Gly

Pro

270

Asn

Glu

Lys

Ala

Trp
Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Tle
Gly
255

Gly

Lys

Ala

Asn
335
Val

Met
Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320

Thr

Tyr



CN 114599394 A

.1l

12/201 51

Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu
465
Glu
Gly
His
Val
Thr
545
Glu
Lys
Ser
Lys
Tle

625

Pro

Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450
Gly
Ala
Gly
Thr
Phe
530
Pro
Val
Thr
Val
Cys
610

Ser

Pro

Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly
Glu
Gly
Cys
515
Leu
Glu
Lys
Lys
Leu
595
Lys

Lys

Ser

340
Arg

Gly
Gly
Pro
Ser
420
Gln
Leu
Lys
Tyr
Thr
500
Pro
Phe
Val
Phe
Pro
580
Thr
Val

Ala

Arg

His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr
485
Lys
Pro
Pro
Thr
Asn
565
Cys
Val
Ser

Lys

Glu
645

Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470
Cys
Leu
Cys
Pro
Cys
550
Trp
Glu
Leu
Asn
Gly

630
Glu

Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu
Val
Thr
Pro
Lys
535
Val
Tyr
Glu
His
Lys
615

Gln

Met

Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr
Thr
Leu
Val
Ala
520
Pro
Val
Val
Gln
Gln
600
Ala

Pro

Thr

345
Gly

Val
Gly
Ser
Val
425
Ala
Pro
Leu
Trp
Leu
505
Pro
Lys
Val
Asp
Tyr
585
Asp
Leu

Arg

Lys

86

Asn
Thr
Gly
Pro
410
Thr
Pro
Ala
Ser
Tyr
490
Gly
Glu
Asp
Asp
Gly
570
Gly
Trp
Pro

Glu

Asn
650

Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly
475
Ser
Gly
Leu
Thr
Val
555
Val
Ser
Leu
Ala
Pro

635
Gln

Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460
Val
Asn
Gly
Leu
Leu
540
Ser
Glu
Thr
Asn
Pro
620

Gln

Val

Tle
365
Ser
Gln
Thr
Asn
Leu
445
Ser
Gln
Arg
Gly
Gly
525
Met
His
Val
Tyr
Gly
605
Tle

Val

Ser

350

Ser
Gly
Thr
Val
Tyr
430
Ile
Gly
Pro
Trp
Asp
510
Gly
Ile
Glu
His
Arg
590
Lys
Glu

Tyr

Leu

Tyr
Gly
Val
Thr
415
Pro
Gly
Ser
Glu
Val
495
Lys
Pro
Ser
Asp
Asn
575
Cys
Glu
Lys

Thr

Thr
655

Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp
480
Phe
Thr
Ser
Arg
Pro
560
Ala
Val
Tyr
Thr
Leu

640
Cys
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Leu
Asn
Ser
Arg
705
Leu
Gly
Gly
Thr
Ser
785
Arg
Pro
Ala
Val
Tyr
865
Thr
Leu
Cys
Ser
Asp

945

Ser

Val
Gly
Asp
690
Trp
His
Gly
Gly
His
770
Val
Thr
Glu
Lys
Ser
850
Lys
Ile
Pro
Leu
Asn
930

Ser

Arg

Lys
Gln
675
Gly
Gln
Asn
Gly
Gly
755
Thr
Phe
Pro
Val
Thr
835
Val
Cys
Ser
Pro
Val
915
Gly

Asp

Trp

Gly
660
Pro
Ser
Gln
His
Gly
740
Ser
Cys
Leu
Glu
Lys
820
Lys
Leu
Lys
Lys
Ser
900
Lys
Gln

Gly

Gln

Phe

Glu

Phe

Gly

Tyr

725

Ser

Gly

Pro

Phe

Val

805

Phe

Pro

Thr

Val

Ala

885

Arg

Gly

Pro

Ser

Gln

Tyr
Asn
Phe
Asn
710
Thr
Gly
Gly
Pro
Pro
790
Thr
Asn
Cys
Val
Ser
870
Lys
Glu
Phe
Glu
Phe

950
Gly

Pro
Asn
Leu
695
Val
Gln
Gly
Gly
Cys
775
Pro
Cys
Trp
Glu
Leu
855
Asn
Gly
Glu
Tyr
Asn
935

Phe

Asn

Ser

Tyr

680

Phe

Lys

Gly

Gly

760

Pro

Lys

Val

Tyr

Glu

840

His

Lys

Gln

Met

Pro

920

Asn

Leu

Val

Asp
665
Lys
Ser
Ser
Ser
Gly
745
Ser
Ala
Pro
Val
Val
825
Gln
Gln
Ala
Pro
Thr
905
Ser
Tyr
Tyr

Phe

87

Ile

Thr

Lys

Cys

Leu

730

Ser

Gly

Pro

Lys

Val

810

Asp

Tyr

Asp

Leu

Arg

890

Lys

Asp

Lys

Ser

Ser

Ala
Thr
Leu
Ser
715
Ser
Gly
Gly
Glu
Asp
795
Asp
Gly
Gly
Trp
Pro
875
Glu
Asn
Ile
Thr
Lys

955
Cys

Val
Pro
Thr
700
Val
Leu
Gly
Gly
Leu
780
Thr
Val
Val
Ser
Leu
860
Ala
Pro
Gln
Ala
Thr
940

Leu

Ser

Glu
Pro
685
Val
Met
Ser
Gly
Gly
765
Leu
Leu
Ser
Glu
Thr
845
Asn
Pro
Gln
Val
Val
925
Pro

Thr

Val

Trp
670
Val
Asp
His
Pro
Gly
750
Ser
Gly
Met
His
Val
830
Tyr
Gly
Tle
Val
Ser
910
Glu
Pro

Val

Met

Glu
Leu
Lys
Glu
Gly
735
Ser
Asp
Gly
Ile
Glu
815
His
Arg
Lys
Glu
Tyr

895
Leu

Val

Asp

His

Ser

Ser
Ala
720
Lys
Gly
Lys
Pro
Ser
800
Asp
Asn
Cys
Glu
Lys
880
Thr
Thr
Glu
Leu
Lys

960
Glu
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965 970 975
Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
980 985 990
Lys
<210> 16
211> b5
<212> PRT
213> NI
220>
<223> EGFRvIIIxCD3-scFc VH CDR1
<400> 16
Asn Tyr Gly Met His
1 5
210> 17
211> 17
<212> PRT
213> NI
220>
<223> EGFRvIIIxCD3-scFc VH CDR2
<400> 17
Val Ile Trp Tyr Asp Gly Ser Asp Lys Tyr Tyr Ala Asp Ser Val Arg
1 5 10 15
Gly
<210> 18
211> 15
<212> PRT
213> NLF3
220>
<223> EGFRvIIIxCD3-scFc VH CDR3
<400> 18
Asp Gly Tyr Asp Ile Leu Thr Gly Asn Pro Arg Asp Phe Asp Tyr
1 5 10 15
<210> 19
211> 16
<212> PRT
213> NLF3
220>
<223> EGFRvIIIxCD3-scFc VL CDR1
<400> 19

88
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Arg Ser Ser Gln Ser Leu Val His Ser Asp Gly Asn Thr Tyr Leu Ser

1 5

<210> 20

Q211> 7

<212> PRT

213> N3

220>

<223> EGFRvIIIxCD3-scFc VL CDR2

<400> 20

Arg Tle Ser Arg Arg Phe Ser

1 5

210> 21

211> 9

<212> PRT

213> NLF3

220>

<223> EGFRvIIIxCD3-scFc VL CDR3

<400> 21

Met GIn Ser Thr His Val Pro Arg

1 5

<210> 22

211> 124

<212> PRT

213> NLF3

220>

<223> EGFRvIII CCxCD3-scFc VH

<400> 22

Gln Val GIn Leu Val Glu Ser Gly

1 5

Ser Leu Arg Leu Ser Cys Ala Ala

20

Gly Met His Trp Val Arg Gln Ala
35 40

Ala Val Ile Trp Tyr Asp Gly Ser

50 55

Arg Gly Arg Phe Thr Ile Ser Arg

65 70

Leu Gln Met Asn Ser Leu Arg Ala

85

Thr

Gly
Ser
25

Pro
Asp

Asp

Glu

89

10

Gly
10

Gly
Gly
Lys

Asn

Asp
90

Val Val Gln Ser

Phe Thr Phe Arg
30
Lys Cys Leu Glu
45
Tyr Tyr Ala Asp
60

Ser Lys Asn Thr
75

Thr Ala Val Tyr

15

Gly Arg
15
Asn Tyr

Trp Val
Ser Val
Leu Tyr

80

Tyr Cys
95
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Ala Arg Asp Gly Tyr Asp Ile Leu Thr Gly Asn Pro Arg Asp Phe Asp

100 105 110
Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 23
211> 112
<212> PRT
213> NLFH)
220>
<223> EGFRvIII CCxCD3-scFc VL
<400> 23
Asp Thr Val Met Thr Gln Thr Pro Leu Ser Ser His Val Thr Leu Gly
1 5 10 15
Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val His Ser
20 25 30
Asp Gly Asn Thr Tyr Leu Ser Trp Leu Gln Gln Arg Pro Gly Gln Pro
35 40 45
Pro Arg Leu Leu Ile Tyr Arg Ile Ser Arg Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ala Gly Thr Asp Phe Thr Leu Glu Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Ser
85 90 95
Thr His Val Pro Arg Thr Phe Gly Cys Gly Thr Lys Val Glu Ile Lys
100 105 110
<210> 24
211> 251
<212> PRT
213> NLFH)
220>
<223> EGFRvIII CCxCD3-scFc scFv
<400> 24
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Ser Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Arg Asn Tyr
20 25 30
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Cys Leu Glu Trp Val
35 40 45

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

90
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50
Arg Gly
65
Leu Gln

Ala Arg

Tyr Trp

Ser Gly
130

Gln Thr

145

Ser Cys

Leu Ser

Tyr Arg

Ser Gly
210

Glu Asp

225

Thr Phe

<210> 25
<211> 50

Arg
Met
Asp
Gly
115
Gly
Pro
Arg
Trp
Ile
195
Ala

Val

Gly

6

<212> PRT
213> N5

<220>

Phe
Asn
Gly
100
Gln
Gly
Leu
Ser
Leu
180
Ser
Gly

Gly

Cys

Thr
Ser
85

Tyr
Gly
Gly
Ser
Ser
165
Gln
Arg
Thr

Val

Gly
245

Tle
70
Leu

Thr
Ser
Ser
150

Gln

Gln

Asp

Tyr
230
Thr

95

Ser
Arg
Tle
Leu
Gly
135
His
Ser
Arg
Phe
Phe
215

Tyr

Lys

Arg
Ala
Leu
Val
120
Gly
Val
Leu
Pro
Ser
200
Thr

Cys

Val

Asp Asn Ser

Glu
Thr
105
Thr
Gly
Thr
Val
Gly
185
Gly
Leu

Met

Glu

Asp
90

Gly
Val
Gly
Leu
His
170
Gln
Val
Glu

Gln

Ile
250

<223> EGFRvITI CCxCD3-scFe XU 43+

<400> 25

Gln Val Gln Leu Val Glu Ser Gly Gly Gly

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 Ile Trp Tyr Asp Gly Ser Asp Lys

91

75
Thr

Asn

Ser

Ser

Gly

155

Ser

Pro

Pro

Ile

Ser

235
Lys

Val

Phe

Lys

Tyr

60
Lys

Ala

Pro

Ser

Asp

140

Gln

Asp

Pro

Asp

Ser

220
Thr

Val

Thr

Cys

Tyr

Asn
Val
Arg
Gly
125
Thr
Pro
Gly
Arg
Arg
205

Arg

His

Gln
Phe
Leu

45
Ala

Thr
Tyr
Asp
110
Gly
Val
Ala
Asn
Leu
190
Phe

Val

Val

Ser
Arg
30

Glu

Asp

Leu
Tyr
95

Phe
Gly
Met
Ser
Thr
175
Leu
Ser

Glu

Pro

Gly
15
Asn

Trp

Ser

80
Cys

Asp

Gly

Thr

Ile

160

Tyr

Ile

Gly

Ala

Arg
240

Arg

Tyr

Val

Val
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50

Arg Gly Arg

65
Leu

Ala
Tyr
Ser
Gln
145
Ser
Leu
Tyr
Ser
Glu
225
Thr
Ser
Gly
Tyr
Val
305
Asp

Thr

Tyr

Gln
Arg
Trp
Gly
130
Thr
Cys
Ser
Arg
Gly
210
Asp
Phe
Glu
Ser
Ala
290
Ala

Ser

Ala

Met
Asp
Gly
115
Gly
Pro
Arg
Trp
Ile
195
Ala
Val
Gly
Val
Leu
275
Met
Arg
Val

Tyr

Cys
355

Phe
Asn
Gly
100
Gln
Gly
Leu
Ser
Leu
180
Ser
Gly
Gly
Cys
Gln
260
Lys
Asn
Ile
Lys
Leu

340
Val

Thr
Ser
85

Tyr
Gly
Gly
Ser
Ser
165
Gln
Arg
Thr
Val
Gly
245
Leu
Leu
Trp
Arg
Asp
325

Gln

Arg

Tle
70

Leu
Asp
Thr
Ser
Ser
150
Gln
Gln
Arg
Asp
Tyr
230
Thr
Val
Ser
Val
Ser
310
Arg

Met

His

95

Ser
Arg
Ile
Leu
Gly
135
His
Ser
Arg
Phe
Phe
215
Tyr
Lys
Glu
Cys
Arg
295
Lys
Phe

Asn

Gly

Arg
Ala
Leu
Val
120
Gly
Val
Leu
Pro
Ser
200
Thr
Cys
Val
Ser
Ala
280
Gln
Tyr
Thr

Asn

Asn
360

Asp Asn Ser

Glu
Thr
105
Thr
Gly
Thr
Val
Gly
185
Gly
Leu
Met
Glu
Gly
265
Ala
Ala
Asn
Tle
Leu

345
Phe

92

Asp
90

Gly
Val
Gly
Leu
His
170
Gln
Val
Glu
Gln
Tle
250
Gly
Ser
Pro
Asn
Ser
330

Lys

Gly

75
Thr

Asn
Ser
Ser
Gly
155
Ser
Pro
Pro
Ile
Ser
235
Lys
Gly
Gly
Gly
Tyr
315
Arg

Thr

Asn

60
Lys

Ala
Pro
Ser
Asp
140
Gln
Asp
Pro
Asp
Ser
220
Thr
Ser
Leu
Phe
Lys
300
Ala
Asp

Glu

Ser

Asn
Val
Arg
Gly
125
Thr
Pro
Gly
Arg
Arg
205
Arg
His
Gly
Val
Thr
285
Gly

Thr

Asp

Tyr
365

Thr

Tyr

110

Gly

Val

Ala

Asn

Leu

190

Phe

Val

Val

Gly

Gln

270

Phe

Leu

Ser

Thr
350
Tle

Leu
Tyr
95

Phe
Gly
Met
Ser
Thr
175
Leu
Ser
Glu
Pro
Gly
255
Pro
Asn
Glu
Tyr
Lys
335

Ala

Ser

80
Cys

Asp
Gly
Thr
Ile
160
Tyr
Ile
Gly
Ala
Arg
240
Gly
Gly
Lys
Trp
Ala
320
Asn

Val

Tyr
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Trp Ala
370

Gly Gly

385

Val Thr

Leu Thr
Asn Trp
Gly Thr

450
Leu Leu
465

Asp Glu

Phe Gly

<210> 26

Tyr

Ser

Gln

Cys

Val

435

Lys

Gly

Ala

Gly

<211> 994
<212> PRT

213> NLR5

<220>

Trp

Gly

Glu

Gly

420

Gln

Phe

Gly

Glu

Gly
500

Gly
Gly
Pro
405
Ser
Gln
Leu
Lys
Tyr

485
Thr

Gln
Gly
390
Ser
Ser
Lys
Ala
Ala
470

Tyr

Lys

Gly
375
Gly
Leu
Thr
Pro
Pro
455
Ala

Cys

Leu

Thr

Ser

Thr

Gly

Gly

440

Gly

Leu

Val

Thr

Leu Val Thr

Gly

Val

Ala

425

Gln

Thr

Thr

Leu

Val
505

Gly
Ser
410
Val
Ala
Pro
Leu
Trp

490
Leu

Gly
395

Pro

Thr

Pro

Ala

Ser

475
Tyr

<223> EGFRvITI CCxCD3-scFc XU S HLES> T

<400> 26

Gln Val
1

Ser Leu

Gly Met

Ala Val
50

Arg Gly

65

Leu Gln

Ala Arg

Gln
Arg
His
35

Ile
Arg

Met

Asp

Leu
Leu
20

Trp
Trp
Phe

Asn

Gly
100

Val
5

Ser

Val

Tyr

Thr

Ser

85
Tyr

Glu
Cys
Arg
Asp
Ile
70

Leu

Asp

Ser
Ala
Gln
Gly
55

Ser

Arg

Ile

Gly
Ala
Ala
40

Ser
Arg

Ala

Leu

Gly
Ser
25

Pro
Asp
Asp

Glu

Thr
105

93

Gly
10

Gly
Gly
Lys
Asn
Asp

90
Gly

Val

Phe

Lys

Tyr

Ser

75

Thr

Asn

Val
380
Gly
Gly
Ser
Arg
Arg
460

Gly

Ser

Val
Thr
Cys
Tyr
60

Lys

Ala

Pro

Ser

Ser

Gly

Gly

Gly

445

Phe

Val

Asn

Gln
Phe
Leu
45

Ala
Asn

Val

Arg

Ser

Gln

Thr

Asn

430

Leu

Ser

Gln

Arg

Ser
Arg
30

Glu
Asp
Thr

Tyr

Asp
110

Gly

Thr

Val

415

Tyr

Ile

Gly

Pro

Trp
495

Gly
15

Asn
Trp
Ser
Leu
Tyr

95
Phe

Gly
Val
400
Thr
Pro
Gly
Ser
Glu

480
Val

Arg
Tyr
Val
Val
Tyr
80

Cys

Asp
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Tyr
Ser
Gln
145
Ser
Leu
Tyr
Ser
Glu
225
Thr
Ser
Gly
Tyr
Val
305
Asp
Thr
Tyr
Trp
Gly
385

Val

Leu

Trp
Gly
130
Thr
Cys
Ser
Arg
Gly
210
Asp
Phe
Glu
Ser
Ala
290
Ala
Ser
Ala
Tyr
Ala
370
Gly

Thr

Thr

Gly
115
Gly
Pro
Arg
Trp
Ile
195
Ala
Val
Gly
Val
Leu
275
Met
Arg
Val
Tyr
Cys
355
Tyr
Ser

Gln

Cys

Gln

Gly

Leu

Ser

Leu

180

Ser

Gly

Gly

Cys

Gln

260

Lys

Asn

Ile

Lys

Leu

340

Val

Trp

Gly

Glu

Gly

Gly
Gly
Ser
Ser
165
Gln
Arg
Thr
Val
Gly
245
Leu
Leu
Trp
Arg
Asp
325
Gln
Arg
Gly
Gly
Pro

405

Ser

Thr
Ser
Ser
150
Gln
Gln
Arg
Asp
Tyr
230
Thr
Val
Ser
Val
Ser
310
Arg
Met
His
Gln
Gly
390

Ser

Ser

Leu
Gly
135
His
Ser
Arg
Phe
Phe
215
Tyr
Lys
Glu
Cys
Arg
295
Lys
Phe
Asn
Gly
Gly
375
Gly

Leu

Thr

Val
120
Gly
Val
Leu
Pro
Ser
200
Thr
Cys
Val
Ser
Ala
280
Gln
Tyr
Thr
Asn
Asn
360
Thr
Ser

Thr

Gly

Thr Val Ser

Gly

Thr

Val

Gly

185

Gly

Leu

Met

Glu

Gly

265

Ala

Ala

Asn

Ile

Leu

345

Phe

Leu

Gly

Val

Ala

94

Gly
Leu
His
170
Gln
Val
Glu
Gln
Tle
250
Gly
Ser
Pro
Asn
Ser
330
Lys
Gly
Val
Gly
Ser

410
Val

Ser
Gly
155
Ser
Pro
Pro
Tle
Ser
235
Lys
Gly
Gly
Gly
Tyr
315
Arg
Thr
Asn
Thr
Gly
395

Pro

Thr

Ser
Asp
140
Gln
Asp
Pro
Asp
Ser
220
Thr
Ser
Leu
Phe
Lys
300
Ala
Asp
Glu
Ser
Val
380
Gly

Gly

Ser

Gly
125
Thr
Pro
Gly
Arg
Arg
205
Arg
His
Gly
Val
Thr
285
Gly
Thr
Asp
Asp
Tyr
365
Ser
Ser

Gly

Gly

Gly

Val

Ala

Asn

Leu

190

Phe

Val

Val

Gly

Gln

270

Phe

Leu

Tyr

Ser

Thr

350

Ile

Ser

Gln

Thr

Asn

Gly
Met
Ser
Thr
175
Leu
Ser
Glu
Pro
Gly
255
Pro
Asn
Glu
Tyr
Lys
335
Ala
Ser
Gly
Thr
Val

415
Tyr

Gly
Thr
Ile
160
Tyr
Ile
Gly
Ala
Arg
240
Gly
Gly
Lys
Trp
Ala
320
Asn
Val
Tyr
Gly
Val
400

Thr

Pro
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Asn
Gly
Leu
465
Asp
Phe
Thr
Ser
Arg
545
Pro
Ala
Val
Tyr
Thr
625
Leu
Cys
Ser
Asp
Ser

705
Ala

Trp
Thr
450
Leu
Glu
Gly
His
Val
530
Thr
Glu
Lys
Ser
Lys
610
Tle
Pro
Leu
Asn
Ser
690

Arg

Leu

Val
435
Lys
Gly
Ala
Gly
Thr
515
Phe
Pro
Val
Thr
Val
595
Cys
Ser
Pro
Val
Gly
675
Asp

Trp

His

420
Gln

Phe
Gly
Glu
Gly
500
Cys
Leu
Glu
Lys
Lys
580
Leu
Lys
Lys
Ser
Lys
660
Gln
Gly

Gln

Asn

Gln
Leu
Lys
Tyr
485
Thr
Pro
Phe
Val
Phe
565
Pro
Thr
Val
Ala
Arg
645
Gly
Pro
Ser

Gln

His
725

Lys
Ala
Ala
470
Tyr
Lys
Pro
Pro
Thr
550
Asn
Cys
Val
Ser
Lys
630
Glu
Phe
Glu
Phe
Gly

710
Tyr

Pro
Pro
455
Ala
Cys
Leu
Cys
Pro
535
Cys
Trp
Glu
Leu
Asn
615
Gly
Glu
Tyr
Asn
Phe
695

Asn

Thr

Gly
440
Gly
Leu
Val
Thr
Pro
520
Lys
Val
Tyr
Glu
His
600
Lys
Gln
Met
Pro
Asn
680
Leu

Val

Gln

425
Gln

Thr

Thr

Leu

Val

505

Ala

Pro

Val

Val

Gln

585

Gln

Ala

Pro

Thr

Ser

665

Tyr

Tyr

Phe

Lys

95

Ala
Pro
Leu
Trp
490
Leu
Pro
Lys
Val
Asp
570
Tyr
Asp
Leu
Arg
Lys
650
Asp
Lys
Ser

Ser

Ser
730

Pro
Ala
Ser
475
Tyr
Gly
Glu
Asp
Asp
555
Gly
Gly
Trp
Pro
Glu
635
Asn
Ile
Thr
Lys
Cys

715
Leu

Arg
Arg
460
Gly
Ser
Gly
Leu
Thr
540
Val
Val
Ser
Leu
Ala
620
Pro
Gln
Ala
Thr
Leu
700

Ser

Ser

Gly
445
Phe
Val
Asn
Gly
Leu
525
Leu
Ser
Glu
Thr
Asn
605
Pro
Gln
Val
Val
Pro
685
Thr

Val

Leu

430
Leu

Ser
Gln
Arg
Gly
510
Gly
Met
His
Val
Tyr
590
Gly
Tle
Val
Ser
Glu
670
Pro
Val

Met

Ser

Ile
Gly
Pro
Trp
495
Asp
Gly
Ile
Glu
His
575
Arg
Lys
Glu
Tyr
Leu
655
Trp
Val
Asp
His

Pro
735

Gly
Ser
Glu
480
Val
Lys
Pro
Ser
Asp
560
Asn
Cys
Glu
Lys
Thr
640
Thr
Glu
Leu
Lys
Glu

720
Gly
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Lys Gly Gly Gly Gly
740
Gly Gly Gly Gly Ser
755
Lys Thr His Thr Cys
770
Pro Ser Val Phe Leu
785
Ser Arg Thr Pro Glu
805
Asp Pro Glu Val Lys
820
Asn Ala Lys Thr Lys
835
Cys Val Ser Val Leu
850
Glu Tyr Lys Cys Lys
865
Lys Thr Ile Ser Lys
885
Thr Leu Pro Pro Ser
900
Thr Cys Leu Val Lys
915
Glu Ser Asn Gly Gln
930
Leu Asp Ser Asp Gly
945
Lys Ser Arg Trp Gln
965
Glu Ala Leu His Asn
980
Gly Lys
<210> 27
211> 5
<212> PRT
213> NI
220>
<223> MSLN 5 VH CDR1

Ser
Gly
Pro
Phe
790
Val
Phe
Pro
Thr
Val
870
Ala
Arg
Gly
Pro
Ser
950

Gln

His

Gly
Gly
Pro
775
Pro
Thr
Asn
Cys
Val
855
Ser
Lys
Glu
Phe
Glu
935
Phe

Gly

Tyr

Gly
Gly
760
Cys
Pro
Cys
Trp
Glu
840
Leu
Asn
Gly
Glu
Tyr
920
Asn
Phe

Asn

Thr

Gly
745
Gly
Pro
Lys
Val
Tyr
825
Glu
His
Lys
Gln
Met
905
Pro
Asn
Leu

Val

Gln
985

96

Gly
Ser
Ala
Pro
Val
810
Val
Gln
Gln
Ala
Pro
890
Thr
Ser
Tyr
Tyr
Phe

970
Lys

Ser
Gly
Pro
Lys
795
Val
Asp
Tyr
Asp
Leu
875
Arg
Lys
Asp
Lys
Ser
955

Ser

Ser

Gly
Gly
Glu
780
Asp
Asp
Gly
Gly
Trp
860
Pro
Glu
Asn
Ile
Thr
940
Lys

Cys

Leu

Gly
Gly
765
Leu
Thr
Val
Val
Ser
845
Leu
Ala
Pro
Gln
Ala
925
Thr
Leu

Ser

Ser

Gly
750
Gly
Leu
Leu
Ser
Glu
830
Thr
Asn
Pro
Gln
Val
910
Val
Pro
Thr

Val

Leu
990

Gly
Ser
Gly
Met
His
815
Val
Tyr
Gly
Ile
Val
895
Ser
Glu
Pro
Val
Met

975

Ser

Ser
Asp
Gly
Ile
800
Glu
His
Arg
Lys
Glu
880
Tyr
Leu
Trp
Val
Asp
960
His

Pro
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<400> 27

Asp Tyr Tyr Met Thr

1 5

<210> 28

211> 17

<212> PRT

213> NI

220>

<223> MSLN 5 VH CDR2

<400> 28

Tyr Ile Ser Ser Ser Gly Ser Thr Ile Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly

<210> 29

211> 16

<212> PRT

213> NI

220>

<223> MSLN 5 VH CDR3

<400> 29

Asp Arg Asn Ser His Phe Asp Tyr Asp Arg Asn Ser His Phe Asp Tyr
1 5 10 15
<210> 30

211> 11

<212> PRT

213> NI

220>

<223> MSLN 5 VL CDR1

<400> 30

Arg Ala Ser Gln Gly Ile Asn Thr Trp Leu Ala

1 5 10

<210> 31

Q211> 7

<212> PRT

213> NI

220>

<223> MSLN 5 VL CDR2

<400> 31

Gly Ala Ser Gly Leu Gln Ser

97
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1

<210> 32

211> 9

<212> PRT
213> NLFH)

<220>

<223> MSLN_5 VL CDR3
<400> 32

Gln GIn Ala Lys Ser Phe Pro Arg Thr

1

<210> 33

211> 117
<212> PRT

213> NLR5

<220>

<223> MSLN _5 VH
<400> 33

5

Gln Val Gln Leu Val

1

Ser Leu Arg Leu

Tyr Met

Ser Tyr
50

Lys Gly

65

Leu Gln

Ala Arg

Val Thr

<210> 34

Thr
35

Tle
Arg
Met

Asp

Val
115

211> 107
<212> PRT

213> NLR5

<220>

20
Trp

Ser

Phe

Asn

Arg

100

Ser

<223> MSLN_5 VL

5

Ser

Ile

Ser

Thr

Ser

85

Asn

Ser

Glu
Cys
Arg
Ser
Ile
70

Leu

Ser

Ser
Ala
Gln
Gly
55

Ser

Arg

His

Gly
Ala
Ala

40

Ser

Ala

Phe

Gly
Ser
25

Pro
Thr
Asp

Glu

Asp
105

98

Gly
10

Gly
Gly
Ile
Asn
Asp

90
Tyr

Leu
Phe
Lys
Tyr
Ala
75

Thr

Trp

Val
Thr
Gly
Tyr
60

Lys

Ala

Gly

Lys

Phe

Leu

45

Ala

Asn

Val

Gln

Pro
Ser

30
Glu

Ser

Tyr

Gly
110

Gly
15

Asp
Trp
Ser
Leu
Tyr

95
Thr

Gly
Tyr
Leu
Val
Phe
80

Cys

Leu
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<400> 34
Asp Ile Gln
1

Asp Arg Val

Leu Ala Trp
35
Tyr Gly Ala
50
Ser Gly Ser
65
Glu Asp Phe

Thr Phe Gly
<210> 35

<211> 239
<212> PRT

Met
Thr
20

Tyr
Ser
Gly

Ala

Gln
100

213> NLR5

<220>

Thr

Ile

Gln

Gly

Thr

Thr

85
Gly

<223> MSLN_5 scFv

<400> 35
Gln Val Gln
1

Ser Leu Arg

Tyr Met Thr
35
Ser Tyr Ile
50
Lys Gly Arg
65
Leu GIn Met

Ala Arg Asp
Val Thr Val

115
Gly Gly Gly

Leu
Leu
20

Trp
Ser
Phe
Asn
Arg
100

Ser

Ser

Val

5

Ser

Ile

Ser

Thr

Ser
85

Asn

Ser

Gln
Thr
Gln
Leu
Asp
70

Tyr

Thr

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Gly

Ile

Ser
Cys
Lys
Gln
55

Phe

Tyr

Lys

Ser

Ala

Gln

Gly

95

Ser

His

Gly

Gln

Pro
Arg
Pro
40

Ser
Thr

Cys

Val

Gly
Ala
Ala
40

Ser
Arg
Ala
Phe
Gly

120
Met

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Gly
Ser
25

Pro
Thr
Asp
Glu
Asp
105
Gly

Thr

99

Ser Val
10
Ser Gln

Lys Ala

Val Pro

Thr Ile
75

Gln Ala

90

Ile Lys

Gly Leu
10
Gly Phe

Gly Lys

Ile Tyr

Asn Ala
75

Asp Thr

90

Tyr Trp

Ser Gly

Gln Ser

Ser
Gly
Pro
Ser
60

Ser

Lys

Val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Gly

Pro

Ala

Ile

Lys

45

Ser

Ser

Lys
Phe
Leu
45

Ala
Asn
Val
Gln
Gly

125

Ser

Ser
Asn
30

Leu
Phe

Leu

Phe

Pro
Ser
30

Glu
Asp
Ser
Tyr
Gly
110

Gly

Ser

Val
15

Thr
Leu
Ser

Gln

Pro
95

Gly
15
Asp

Ser
Leu
Tyr
95

Thr

Ser

Val

Gly

Trp

Ile

Gly

Pro

80
Arg

Gly

Tyr

Leu

Val

Phe

80

Cys

Leu

Gly

Ser
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Ala
145
Ile
Lys
Arg

Ser

Ser
225

<210>
211>
<212>
<213>

130

Ser

Asn

Val

Thr

Gly

Trp

Leu Leu Ile

Phe

Leu
210
Phe

<220>

223>
<400>

36
494
PRT
NTLF3

Ser
195
Gln

Pro

180
Gly

Pro

Arg

Asp
Leu
165
Tyr
Ser

Glu

Thr

Gln Val Gln Leu Val

1

Ser

Tyr

Ser

Lys

65

Leu

Ala

Val

Gly

Ala

Leu Arg Leu

Met
Tyr
50

Gly
Gln
Arg
Thr
Gly

130

Ser

Thr
35

Ile
Arg
Met
Asp
Val
115

Gly

Val

20
Trp

Ser

Phe

Asn

100

Ser

Ser

Gly

5

Ser

Ile

Ser

Thr

Ser

85

Asn

Ser

Asp

Asp

Arg
150
Ala
Gly
Gly

Asp

Phe
230

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Gly

Ile

Arg

135
Val

Trp

Ala

Ser

Phe

215
Gly

Ser
Ala
Gln
Gly
55

Ser
Arg
His
Gly
Gln

135
Val

Thr
Tyr
Ser
Gly
200

Ala

Gln

MSLN 5xT2C0O XU Tk 43+
36

Gly
Ala
Ala

40

Ser

Ala
Phe
Gly
120

Met

Thr

Ile Thr Cys

Gln
Gly
185
Thr

Thr

Gly

Gly
Ser
25

Pro
Thr
Asp
Glu
Asp
105
Gly

Thr

Ile

100

Gln
170
Leu
Asp

Tyr

Thr

Gly
10

Gly
Gly
Ile
Asn
Asp
90

Tyr
Ser

Gln

Thr

155
Lys

Gln

Phe

Tyr

Lys
235

Leu

Phe

Lys

Tyr

Ala

75

Thr

Trp

Gly

Ser

Cys

140
Arg

Pro

Ser

Thr

Cys

220
Val

Val
Thr
Gly
Tyr
60

Lys
Ala
Gly
Gly
Pro

140
Arg

Ala
Gly
Gly
Leu
205

Gln

Glu

Lys
Phe
Leu
45

Ala
Asn
Val
Gln
Gly
125

Ser

Ala

Ser
Lys
Val
190
Thr

Gln

Ile

Pro
Ser

30
Glu

Ser
Tyr
Gly
110
Gly

Ser

Ser

Gln
Ala
175
Pro
Tle

Ala

Lys

Gly
15

Asp
Trp
Ser
Leu
Tyr
95

Thr
Ser

Val

Gln

Gly
160
Pro
Ser

Ser

Lys

Gly

Tyr

Leu

Val

Phe

80

Cys

Leu

Gly

Ser

Gly
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145

Tle Asn Thr

Lys
Arg
Ser
Ser
225
Gly
Val
Thr
Gly
Thr
305
Asp
Asp
Tyr
Ser
Ser
385
Gly
Gly

Gly

Phe

Leu
Phe
Leu
210
Phe
Gly
Gln
Phe
Leu
290
Tyr
Ser
Thr
Tle
Ser
370
Gln
Thr
Asn

Leu

Ser
450

Leu
Ser
195
Gln
Pro
Gly
Pro
Asn
275
Glu
Tyr
Lys
Ala
Ser
355
Gly
Thr
Val
Tyr
Tle

435
Gly

Trp
Ile
180
Gly
Pro
Arg
Gly
Gly
260
Lys
Trp
Ala
Asn
Val
340
Tyr
Gly
Val
Thr
Pro
420

Gly

Ser

Leu
165
Tyr
Ser
Glu
Thr
Ser
245
Gly
Tyr
Val
Asp
Thr
325
Tyr
Trp
Gly
Val
Leu
405
Asn

Gly

Leu

150
Ala

Gly
Gly
Asp
Phe
230
Glu
Ser
Ala
Ala
Ser
310
Ala
Tyr
Ala
Gly
Thr
390
Thr
Trp

Thr

Leu

Trp
Ala
Ser
Phe
215
Gly
Val
Leu
Met
Arg
295
Val
Tyr
Cys
Tyr
Ser
375
Gln
Cys
Val

Lys

Gly
455

Tyr
Ser
Gly
200
Ala
Gln
Gln
Lys
Asn
280
Ile
Lys
Leu
Val
Trp
360
Gly
Glu
Gly
Gln
Phe

440
Gly

Gln
Gly
185
Thr
Thr
Gly
Leu
Leu
265
Trp
Arg
Asp
Gln
Arg
345
Gly
Gly
Pro
Ser
Gln
425

Leu

Lys

101

Gln
170
Leu
Asp
Tyr
Thr
Val
250
Ser
Val
Ser
Arg
Met
330
His
Gln
Gly
Ser
Ser
410
Lys

Ala

Ala

155
Lys

Gln
Phe
Tyr
Lys
235
Glu
Cys
Arg
Lys
Phe
315
Asn
Gly
Gly
Gly
Leu
395
Thr
Pro

Pro

Ala

Pro
Ser
Thr
Cys
220
Val
Ser
Ala
Gln
Tyr
300
Thr
Asn
Asn
Thr
Ser
380
Thr
Gly
Gly

Gly

Leu
460

Gly
Gly
Leu
205
Gln
Glu
Gly
Ala
Ala
285
Asn
Tle
Leu
Phe
Leu
365
Gly
Val
Ala
Gln
Thr

445
Thr

Lys
Val
190
Thr
Gln
Tle
Gly
Ser
270
Pro
Asn
Ser
Lys
Gly
350
Val
Gly
Ser
Val
Ala
430

Pro

Leu

Ala
175
Pro
Ile
Ala
Lys
Gly
255
Gly
Gly
Tyr
Arg
Thr
335
Asn
Thr
Gly
Pro
Thr
415
Pro

Ala

Ser

160

Pro
Ser
Ser
Lys
Ser
240
Leu
Phe
Lys
Ala
Asp
320
Glu
Ser
Val
Gly
Gly
400
Ser
Arg

Arg

Gly



CN 114599394 A

FF

.1l

%=

28/201 T

Val Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser

465

470

475

Asn Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

<210> 37
211> 98

<212>
<213>

<220>

223>

<400> 37
Gln Val Gln

1

Ser
Tyr
Ser
Lys
65

Leu
Ala
Val
Gly
Ala
145
Tle
Lys

Arg

Ser

Leu
Met
Tyr
50

Gly
Gln
Arg
Thr
Gly
130
Ser
Asn
Leu

Phe

Leu
210

2

PRT
NIFH

Arg
Thr
35

Tle
Arg
Met
Asp
Val
115
Gly
Val
Thr
Leu
Ser

195
Gln

Leu
Leu
20

Trp
Ser
Phe
Asn
Arg
100
Ser
Ser
Gly
Trp
Tle
180

Gly

Pro

485

Val
5
Ser
Tle
Ser
Thr
Ser
85
Asn
Ser
Asp
Asp
Leu
165
Tyr

Ser

Glu

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Gly

Ile

Arg

150

Ala

Gly

Gly

Asp

Ser

Ala

Gln

Gly

95

Ser

Arg

His

Gly

Gln

135

Val

Trp

Ala

Ser

Phe
215

Gly
Ala
Ala
40

Ser
Arg
Ala
Phe
Gly
120
Met
Thr
Tyr
Ser
Gly

200
Ala

MSLN 5xCD3-scFe X4 B HLES> T

Gly
Ser
25

Pro
Thr
Asp
Glu
Asp
105
Gly
Thr
Tle
Gln
Gly
185

Thr

Thr

102

490

Gly
10

Gly
Gly
Tle
Asn
Asp
90

Tyr
Ser
Gln
Thr
Gln
170
Leu

Asp

Tyr

Leu
Phe
Lys
Tyr
Ala
75

Thr
Trp
Gly
Ser
Cys
155
Lys

Gln

Phe

Val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Gly

Pro

140

Arg

Pro

Ser

Thr

Cys
220

Lys
Phe
Leu
45

Ala
Asn
Val
Gln
Gly
125
Ser
Ala
Gly
Gly
Leu

205
Gln

Pro
Ser
30

Glu
Asp
Ser
Tyr
Gly
110
Gly
Ser
Ser
Lys
Val
190

Thr

Gln

Gly
15

Asp
Trp
Ser
Leu
Tyr
95

Thr
Ser
Val
Gln
Ala
175
Pro

Ile

Ala

480

Gly

Tyr

Leu

Val

Phe

80

Cys

Leu

Gly

Ser

Gly

160

Pro

Ser

Ser

Lys
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Ser
225
Gly
Val
Thr
Gly
Thr
305
Asp
Asp
Tyr
Ser
Ser
385
Gly
Gly
Gly
Phe
Val
465
Asn
Gly

Leu

Leu

Phe

Gly

Gln

Phe

Leu

290

Tyr

Ser

Thr

Ile

Ser

370

Gln

Thr

Asn

Leu

Ser

450

Gln

Arg

Gly

Gly

Met

Pro
Gly
Pro
Asn
275
Glu
Tyr
Lys
Ala
Ser
355
Gly
Thr
Val
Tyr
Ile
435
Gly
Pro
Trp
Asp
Gly

515
Ile

Arg
Gly
Gly
260
Lys
Trp
Ala
Asn
Val
340
Tyr
Gly
Val
Thr
Pro
420
Gly
Ser
Glu
Val
Lys
500

Pro

Ser

Thr
Ser
245
Gly
Tyr
Val
Asp
Thr
325
Tyr
Trp
Gly
Val
Leu
405
Asn
Gly
Leu
Asp
Phe
485
Thr

Ser

Arg

Phe
230
Glu
Ser
Ala
Ala
Ser
310
Ala
Tyr
Ala
Gly
Thr
390
Thr
Trp
Thr
Leu
Glu
470
Gly
His
Val

Thr

Gly

Val

Leu

Met

Arg

295

Val

Tyr

Cys

Tyr

Ser

375

Gln

Cys

Val

Lys

Gly

455

Ala

Gly

Thr

Phe

Pro

Gln
Gln
Lys
Asn
280
Ile
Lys
Leu
Val
Trp
360
Gly
Glu
Gly
Gln
Phe
440
Gly
Glu
Gly
Cys
Leu

520
Glu

Gly
Leu
Leu
265
Trp
Arg
Asp
Gln
Arg
345
Gly
Gly
Pro
Ser
Gln
425
Leu
Lys
Tyr
Thr
Pro
505
Phe

Val

103

Thr
Val
250
Ser
Val
Ser
Arg
Met
330
His
Gln
Gly
Ser
Ser
410
Lys
Ala
Ala
Tyr
Lys
490
Pro

Pro

Thr

Lys
235
Glu
Cys
Arg
Lys
Phe
315
Asn
Gly
Gly
Gly
Leu
395
Thr
Pro
Pro
Ala
Cys
475
Leu
Cys

Pro

Cys

Val

Ser

Ala

Gln

Tyr

300

Thr

Asn

Asn

Thr

Ser

380

Thr

Gly

Gly

Gly

Leu

460

Val

Thr

Pro

Lys

Val

Glu
Gly
Ala
Ala
285
Asn
Tle
Leu
Phe
Leu
365
Gly
Val
Ala
Gln
Thr
445
Thr
Leu
Val
Ala
Pro

525
Val

Tle
Gly
Ser
270
Pro
Asn
Ser
Lys
Gly
350
Val
Gly
Ser
Val
Ala
430
Pro
Leu
Trp
Leu
Pro
510

Lys

Val

Lys
Gly
255
Gly
Gly
Tyr
Arg
Thr
335
Asn
Thr
Gly
Pro
Thr
415
Pro
Ala
Ser
Tyr
Gly
495
Glu

Asp

Asp

Ser
240
Leu
Phe
Lys
Ala
Asp
320
Glu
Ser
Val
Gly
Gly
400
Ser
Arg
Arg
Gly
Ser
480
Gly
Leu

Thr

Val



CN 114599394 A

.1l

%=

30/201 T

Ser
545
Glu
Thr
Asn
Pro
Gln
625
Val
Val
Pro
Thr
Val
705
Leu
Gly
Gly
Leu
Thr
785
Val

Val

Ser

530
His

Val
Tyr
Gly
Tle
610
Val
Ser
Glu
Pro
Val
690
Met
Ser
Gly
Gly
Leu
770
Leu
Ser

Glu

Thr

Glu
His
Arg
Lys
595
Glu
Tyr
Leu
Trp
Val
675
Asp
His
Pro
Gly
Ser
755
Gly
Met
His
Val

Tyr
835

Asp
Asn
Cys
580
Glu
Lys
Thr
Thr
Glu
660
Leu
Lys
Glu
Gly
Ser
740
Asp
Gly
Ile
Glu
His

820
Arg

Pro
Ala

565
Val

Thr
Leu
Cys

645

Ser

Ser
Ala
Lys
725
Gly
Lys
Pro
Ser
Asp
805

Asn

Cys

Glu
550
Lys
Ser
Lys
Tle
Pro
630
Leu
Asn
Ser
Arg
Leu
710
Gly
Gly
Thr
Ser
Arg
790
Pro

Ala

Val

535
Val

Thr
Val
Cys
Ser
615
Pro
Val
Gly
Asp
Trp
695
His
Gly
Gly
His
Val
775
Thr
Glu

Lys

Ser

Lys
Lys
Leu
Lys
600
Lys
Ser
Lys
Gln
Gly
680
Gln
Asn
Gly
Gly
Thr
760
Phe
Pro
Val

Thr

Val
840

Phe Asn Trp

Pro
Thr
585
Val
Ala
Arg
Gly
Pro
665
Ser
Gln
His
Gly
Ser
745
Cys
Leu
Glu
Lys
Lys

825
Leu

104

Cys
570
Val
Ser
Lys
Glu
Phe
650
Glu
Phe
Gly
Tyr
Ser
730
Gly
Pro
Phe
Val
Phe
810

Pro

Thr

55h
Glu

Leu
Asn
Gly
Glu
635
Tyr
Asn
Phe
Asn
Thr
715
Gly
Gly
Pro
Pro
Thr
795
Asn

Cys

Val

540
Tyr

Glu
His
Lys
Gln
620
Met
Pro
Asn
Leu
Val
700
Gln
Gly
Gly
Cys
Pro
780
Cys
Trp

Glu

Leu

Val
Gln
Gln
Ala
605
Pro
Thr
Ser
Tyr
Tyr
685
Phe
Lys
Gly
Gly
Pro
765
Lys
Val
Tyr

Glu

His
845

Asp
Tyr
Asp
590
Leu
Arg
Lys
Asp
Lys
670
Ser
Ser
Ser
Gly
Ser
750
Ala
Pro
Val
Val
Gln

830
Gln

Gly
Gly
575
Trp
Pro
Glu
Asn
Ile
655
Thr
Lys
Cys
Leu
Ser
735
Gly
Pro
Lys
Val
Asp
815

Tyr

Asp

Val
560
Ser
Leu
Ala
Pro
Gln
640
Ala
Thr
Leu
Ser
Ser
720
Gly
Gly
Glu
Asp
Asp
800
Gly

Gly

Trp



CN 114599394 A

5l %R

31/201

Leu Asn
850

Ala Pro

865

Pro Gln

Gln Val
Ala Val
Thr Pro

930
Leu Thr
945

Ser Val

Ser Leu

<210> 38

Gly

Ile

Val

Ser

Glu

915

Pro

Val

Met

Ser

<211> 982
<212> PRT

213> NLR5

<220>

Lys

Glu

Tyr

Leu

900

Trp

Val

Asp

His

Pro
980

Glu Tyr

Lys Thr
870

Thr Leu

885

Thr Cys

Glu Ser

Leu Asp

Lys Ser
950

Glu Ala

965

Gly Lys

Lys
855
Tle
Pro
Leu
Asn
Ser
935

Arg

Leu

Cys

Ser

Pro

Val

Gly

920

Asp

Trp

His

Lys Val
Lys Ala
Ser Arg
890
Lys Gly
905
Gln Pro
Gly Ser

Gln Gln

Asn His
970

<223> MSLN 5 CCxCD3-scFc XU S HLES> T

<400> 38

Gln Val
1

Ser Leu

Tyr Met

Ser Tyr
50

Lys Gly

65

Leu Gln

Ala Arg

Gln
Arg
Ser
35

Ile
Arg

Met

Asp

Leu
Leu
20

Trp
Ser
Phe

Asn

Val
100

Val Glu
5
Ser Cys

Ile Arg

Ser Ser

Thr Ile
70

Ser Leu

85

Gly Ser

Ser Gly Gly Gly

Ala
Gln
Gly
55

Ser

Arg

His

Ala
Ala
40

Gly
Arg

Ala

Phe

10
Ser Gly
25
Pro Gly

Ile Tle
Asp Asn
Glu Asp

90
Asp Tyr

105

105

Ser
Lys
875
Glu
Phe
Glu
Phe
Gly

955
Tyr

Leu
Phe
Lys
Tyr
Ala
75

Thr

Trp

Asn
860
Gly
Glu
Tyr
Asn
Phe
940

Asn

Thr

Val
Thr
Cys
Tyr
60

Lys

Ala

Gly

Lys

Gln

Met

Pro

Asn

925

Leu

Val

Gln

Lys

Phe

Leu

45

Ala

Asn

Val

Gln

Ala

Pro

Thr

Ser

910
Tyr

Phe

Lys

Pro
Ser
30

Glu
Asp
Ser

Tyr

Gly
110

Leu

Arg

Lys

895

Asp

Lys

Ser

Ser

Ser
975

Gly
15
Asp

Ser
Leu
Tyr

95
Thr

Pro
Glu
880
Asn
Ile
Thr
Lys
Cys

960
Leu

Gly
His
Phe
Val
Tyr
80

Cys

Leu
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Val
Gly
Ala
145
Ile
Lys
Arg
Ser
Ser
225
Gly
Val
Thr
Gly
Thr
305
Asp
Asp
Tyr
Ser
Ser
385

Gly

Gly

Thr
Gly
130
Ser
Ser
Leu
Phe
Leu
210
Phe
Gly
Gln
Phe
Leu
290
Tyr
Ser
Thr
Tle
Ser
370
Gln

Thr

Asn

Val
115
Gly
Val
Arg
Leu
Ser
195
Gln
Pro
Gly
Pro
Asn
275
Glu
Tyr
Lys
Ala
Ser
355
Gly
Thr

Val

Tyr

Ser

Ser

Gly

Trp

Ile

180

Gly

Pro

Arg

Gly

Gly

260

Lys

Trp

Ala

Asn

Val

340

Tyr

Gly

Val

Thr

Pro

Ser
Asp
Asp
Leu
165
Ser
Ser
Glu
Thr
Ser
245
Gly
Tyr
Val
Asp
Thr
325
Tyr
Trp
Gly
Val
Leu

405

Asn

Gly
Tle
Arg
150
Ala
Ala
Gly
Asp
Phe
230
Glu
Ser
Ala
Ala
Ser
310
Ala
Tyr
Ala
Gly
Thr
390

Thr

Trp

Gly
Gln
135
Val
Trp
Ala
Ser
Phe
215
Gly
Val
Leu
Met
Arg
295
Val
Tyr
Cys
Tyr
Ser
375
Gln

Cys

Val

Gly
120
Met
Thr
Tyr
Ser
Gly
200
Ala
Cys
Gln
Lys
Asn
280
Ile
Lys
Leu
Val
Trp
360
Gly
Glu

Gly

Gln

Gly

Thr

Ile

Gln

Arg

185

Thr

Ile

Gly

Leu

Leu

265

Trp

Arg

Asp

Gln

Arg

345

Gly

Gly

Pro

Ser

Gln

106

Ser
Gln
Thr
Gln
170
Leu
Asp
Tyr
Thr
Val
250
Ser
Val
Ser
Arg
Met
330
His
Gln
Gly
Ser
Ser

410
Lys

Gly
Ser
Cys
155
Lys
Gln
Phe
Tyr
Lys
235
Glu
Cys
Arg
Lys
Phe
315
Asn
Gly
Gly
Gly
Leu
395

Thr

Pro

Gly
Pro
140
Arg
Pro
Ser
Thr
Cys
220
Val
Ser
Ala
Gln
Tyr
300
Thr
Asn
Asn
Thr
Ser
380
Thr

Gly

Gly

Gly
125
Ser
Ala
Gly
Gly
Leu
205
Gln
Glu
Gly
Ala
Ala
285
Asn
Tle
Leu
Phe
Leu
365
Gly
Val

Ala

Gln

Gly

Ser

Ser

Lys

Val

190

Thr

Gln

Ile

Gly

Ser

270

Pro

Asn

Ser

Lys

Gly

350

Val

Gly

Ser

Val

Ala

Ser
Val
Gln
Ala
175
Pro
Ile
Ala
Lys
Gly
255
Gly
Gly
Tyr
Arg
Thr
335
Asn
Thr
Gly
Pro
Thr

415

Pro

Gly
Ser
Asp
160
Pro
Ser
Ser
Lys
Ser
240
Leu
Phe
Lys
Ala
Asp
320
Glu
Ser
Val
Gly
Gly
400

Ser

Arg
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Gly Leu Ile

Phe
Val
465
Asn
Gly
Leu
Leu
Ser
545
Glu
Thr
Asn
Pro
Gln
625
Val
Val
Pro
Thr
Val

705
Leu

Ser
450
Gln
Arg
Gly
Gly
Met
530
His
Val
Tyr
Gly
Tle
610
Val
Ser
Glu
Pro
Val
690

Met

Ser

435
Gly

Pro
Trp
Asp
Gly
515
Ile
Glu
His
Arg
Lys
595
Glu

Tyr

Leu

Val
675
Asp

His

Pro

420
Gly

Ser
Glu
Val
Lys
500
Pro
Ser
Asp
Asn
Cys
580
Glu
Lys
Thr
Thr
Glu
660
Leu
Lys

Glu

Gly

Gly

Leu

Phe
485
Thr
Ser
Arg
Pro
Ala
565
Val
Tyr
Thr
Leu
Cys
645
Ser
Asp
Ser

Ala

Lys
725

Thr
Leu
Glu
470
Gly
His
Val
Thr
Glu
550
Lys
Ser
Lys
Tle
Pro
630
Leu
Asn
Ser
Arg
Leu

710
Gly

Lys
Gly
455
Ala
Gly
Thr
Phe
Pro
535
Val
Thr
Val
Cys
Ser
615
Pro
Val
Gly
Asp
Trp
695
His

Gly

Phe
440
Gly
Glu
Gly
Cys
Leu
520
Glu
Lys
Lys
Leu
Lys
600
Lys
Ser
Lys
Gln
Gly
680
Gln

Asn

Gly

425

Leu Ala Pro

Lys
Tyr
Thr
Pro
505
Phe
Val
Phe
Pro
Thr
585
Val
Ala
Arg
Gly
Pro
665
Ser
Gln
His

Gly

107

Ala
Tyr
Lys
490
Pro
Pro
Thr
Asn
Cys
570
Val
Ser
Lys
Glu
Phe
650
Glu
Phe
Gly

Tyr

Ser
730

Ala
Cys
475
Leu
Cys
Pro
Cys
Trp
555
Glu
Leu
Asn
Gly
Glu
635
Tyr
Asn
Phe
Asn
Thr

715
Gly

Gly
Leu
460
Val
Thr
Pro
Lys
Val
540
Tyr
Glu
His
Lys
Gln
620
Met
Pro
Asn
Leu
Val
700

Gln

Gly

Thr
445
Thr
Leu
Val
Ala
Pro
525
Val
Val
Gln
Gln
Ala
605
Pro
Thr
Ser
Tyr
685
Phe

Lys

Gly

430

Pro

Leu

Leu
Pro
510
Lys
Val
Asp
Tyr
Asp
590
Leu
Arg
Lys
Asp
Lys
670
Ser
Ser

Ser

Gly

Ala
Ser
Tyr
Gly
495
Glu
Asp
Asp
Gly
Gly
575
Trp
Pro
Glu
Asn
Ile
655
Thr
Lys
Cys

Leu

Ser
735

Arg
Gly
Ser
480
Gly
Leu
Thr
Val
Val
560
Ser
Leu
Ala
Pro
Gln
640
Ala
Thr
Leu
Ser
Ser

720
Gly
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Gly
Gly
Leu
Thr
785
Val
Val
Ser
Leu
Ala
865
Pro
Gln
Ala
Thr
Leu
945

Ser

Ser

<210>

Gly
Gly
Leu
770
Leu
Ser
Glu
Thr
Asn
850
Pro
Gln
Val
Val
Pro
930
Thr

Val

Leu

211> 5

<212>
<213>

<220>

223>
<400>

39

Gly
Ser
755
Gly
Met
His
Val
Tyr
835
Gly
Tle
Val
Ser
Glu
915
Pro
Val

Met

Ser

PRT
NIF5

Ser
740
Asp
Gly
Ile
Glu
His
820
Arg
Lys
Glu
Tyr
Leu
900
Trp
Val
Asp
His

Pro
980

Gly
Lys
Pro
Ser
Asp
805
Asn
Cys
Glu
Lys
Thr
885
Thr
Glu
Leu
Lys
Glu

965
Gly

Gly
Thr
Ser
Arg
790
Pro
Ala
Val
Tyr
Thr
870
Leu
Cys
Ser
Asp
Ser
950

Ala

Lys

Gly
His
Val
775
Thr
Glu
Lys
Ser
Lys
855
Tle
Pro
Leu
Asn
Ser
935

Arg

Leu

CDR-HI CDH19 65254.007
39

Gly
Thr
760
Phe
Pro
Val
Thr
Val
840
Cys
Ser
Pro
Val
Gly
920
Asp

Trp

His

Ser
745
Cys
Leu
Glu
Lys
Lys
825
Leu
Lys
Lys
Ser
Lys
905
Gln
Gly

Gln

Asn

108

Gly

Pro

Phe

Val

Phe

810

Pro

Thr

Val

Ala

Arg

890

Gly

Pro

Ser

Gln

His
970

Gly
Pro
Pro
Thr
795
Asn
Cys
Val
Ser
Lys
875
Glu
Phe
Glu
Phe
Gly

955
Tyr

Gly
Cys
Pro
780
Cys
Trp
Glu
Leu
Asn
860
Gly
Glu
Tyr
Asn
Phe
940

Asn

Thr

Gly
Pro
765
Lys
Val
Tyr
Glu
His
845
Lys
Gln
Met
Pro
Asn
925
Leu

Val

Gln

Ser
750
Ala
Pro
Val
Val
Gln
830
Gln
Ala
Pro
Thr
Ser
910
Tyr
Tyr

Phe

Lys

Gly

Pro

Lys

Val

Asp

815

Tyr

Asp

Leu

Arg

Lys

895

Asp

Lys

Ser

Ser

Ser
975

Gly
Glu
Asp
Asp
800
Gly
Gly
Trp
Pro
Glu
880
Asn
Ile
Thr
Lys
Cys

960
Leu
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Ser Tyr Gly Met His

1 5

<210> 40

211> 17

<212> PRT

213> NTLF4

220>

<223> CDR-H2 CDH19 65254.007

<400> 40

Phe Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Glu Ser Val Lys
1 5 10 15
Asp

<210> 41

211> 16

<212> PRT

213> NTLF4

220>

<223> CDR-H3 CDH19 65254.007

<400> 41

Arg Ala Gly Ile Ile Gly Thr Ile Gly Tyr Tyr Tyr Gly Met Asp Val
1 5 10 15
<210> 42

211> 11

<212> PRT

213> NTLF4

220>

<223> CDR-L1 CDH19 65254.007

<400> 42

Ser Gly Asp Arg Leu Gly Glu Lys Tyr Thr Ser

1 5 10

<210> 43

Q211> 7

<212> PRT

213> NTLF4

220>

<223> CDR-L2 CDH19 65254.007

<400> 43

Gln Asp Thr Lys Arg Pro Ser

1 5

109
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<210> 44
211> 9

<212> PRT
213> N5

<220>

<223> CDR-L3 CDH19 65254.007

<400> 44

Gln Ala Trp Glu Ser Ser Thr Val Val

1
<210> 45
211> 12

5

<212> PRT
213> N5

<220>

<223> VH CDHI19 65254.007

<400> 45

5

Gln Val Gln Leu Val

1

Ser Leu

Gly Met

Ala Phe
50

Lys Asp

65

Leu Gln

Ala Arg

Asp Val

<210> 46

211> 10
<212> PR

Arg
His
35

Ile
Arg
Met

Arg

Trp
115

7
T

Leu
20
Trp

Trp

Phe

Asn

Ala

100
Gly

213> NLRF%)

<220>

<223> VL CDHI19 65254.007

<400> 46

5

Ser
Val
Tyr
Thr
Ser
85

Gly

Gln

Glu

Cys

Arg

Glu

Ile

70

Leu

Ile

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ile

Thr

Gly

Ala

Ala

40

Ser

Arg

Ala

Gly

Thr
120

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr

105
Val

110

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Ile

Thr

Val

Phe

Lys

Tyr

Ser

75

Thr

Gly

Val

Val

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Gln

Phe

Leu

45

Ala

Asn

Val

Tyr

Ser
125

Pro

Ser

30

Glu

Glu

Thr

Tyr

Tyr
110

Gly
15

Ser
Trp
Ser
Leu
Tyr

95
Gly

Gly
Tyr
Val
Val
Tyr
80

Cys

Met
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Ser
1
Thr

Ser
Gln
Asn
65

Asp

Phe

Tyr
Ala
Trp
Asp
50

Ser

Glu

Gly

<210> 47
211> 24

<212>
<213>

<220>

223>

<400> 47
Gln Val Gln

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Asp

Gly

Leu

Met

Phe

50

Asp

Gln

Arg

Val

Ser
130

Glu

Ser

35

Thr

Gly

Ala

Gly

7

PRT
NIFH

Arg
His
35

Ile
Arg
Met
Arg
Trp

115
Gly

Leu
Ile
20

Gln
Lys
Asn

Asp

Gly
100

Leu
Leu
20

Trp
Trp
Phe
Asn
Ala
100

Gly

Gly

Thr

Thr

Gln

Arg

Thr

Tyr

85
Thr

Val
5
Ser
Val
Tyr
Thr
Ser
85
Gly

Gln

Gly

Gln
Cys
Arg
Pro
Ala
70

Tyr

Lys

VH-VL CDHI19 65254.

Glu

Cys

Arg

Glu

Ile

70

Leu

Ile

Gly

Gly

Pro
Ser
Pro
Ser
55

Thr

Cys

Leu

007

Ser

Ala

Gln

Gly

95

Ser

Ile

Thr

Ser
135

Pro
Gly
Gly
40

Gly
Leu

Gln

Thr

Gly
Ala
Ala

40

Ser

Ala
Gly
Thr

120
Gly

Ser Val Ser

Asp
25

Gln
Ile
Thr

Ala

Val
105

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105

Val

Gly

111

10
Arg

Ser

Pro

Ile

Trp

90
Leu

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Ile

Thr

Gly

Leu
Pro
Glu
Ser
75

Glu

Ser

Val

Phe

Lys

Tyr

Ser

75

Thr

Gly

Val

Gly

Val
Gly
Leu
Arg
60

Gly

Ser

Val

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Ser
140

Ser
Glu
Leu
45

Phe

Thr

Ser

Gln

Phe

Leu

45

Ala

Asn

Val

Tyr

Ser

125

Ser

Pro
Lys
30

Val
Ser

Gln

Thr

Pro
Ser
30

Glu

Glu

Thr

Tyr
110
Gly

Gly
15

Tyr
Ile
Gly

Ala

Val
95

Gly
15

Ser

Ser
Leu
Tyr
95

Gly

Gly

Glu

Gln

Thr

Tyr

Ser

Met

80
Val

Gly

Tyr

Val

Val

Tyr

80

Cys

Met

Gly

Leu
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Thr
145
Thr

Gln

Arg

Thr

Tyr

225
Thr

Gln
Cys
Arg
Pro
Ala
210

Tyr

Lys

<210> 48
<211> 50
<212> PR

<213>

220>

223> CD
<400> 48
Gln Val Gln

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Asp

Gly

Leu

Met

Phe

50

Asp

Gln

Arg

Val

Ser
130

Pro

Ser

Pro

Ser

195

Thr

Cys

Leu

7
T

H19

Arg
His
35

Ile
Arg
Met
Arg
Trp

115
Gly

Pro
Gly
Gly
180
Gly
Leu

Gln

Thr

NILF5)

Ser
Asp
165
Gln
Tle
Thr

Ala

Val
245

Val

150

Ser

Pro

Ile

230
Leu

65254.007 x

Leu
Leu
20

Trp
Trp
Phe
Asn
Ala
100

Gly

Gly

Val
5
Ser
Val
Tyr
Thr
Ser
85
Gly

Gln

Gly

Glu

Cys

Arg

Glu

Ile

70

Leu

Ile

Gly

Gly

Ser
Leu
Pro
Glu
Ser
215

Glu

Ser

12C

Ser

Ala

Gln

Gly

95

Ser

Ile

Thr

Ser
135

Val
Gly
Leu
Arg
200

Gly

Ser

Gly
Ala
Ala

40

Ser

Ala
Gly
Thr

120
Gly

Ser Pro Gly

Glu
Leu
185
Phe

Thr

Ser

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105

Val

Gly

112

Lys
170
Val
Ser

Gln

Thr

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Ile

Thr

Gly

155
Tyr

Ile

Gly

Ala

Val
235

Val

Phe

Lys

Tyr

Ser

75

Thr

Gly

Val

Gly

Gln

Thr

Tyr

Ser

Met

220
Val

Val

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Ser
140

Thr
Ser
Gln
Asn
205

Asp

Phe

Gln
Phe
Leu
45

Ala
Asn
Val
Tyr
Ser

125

Ser

Ala

Asp
190
Ser

Glu

Gly

Pro
Ser
30

Glu

Glu

Thr

Tyr
110
Gly

Ser
Tyr
175
Thr
Gly

Ala

Gly

Gly
15

Ser

Ser
Leu
Tyr
95

Gly

Gly

Glu

Ile
160
Gln
Lys
Asn

Asp

Gly
240

Gly

Tyr

Val

Val

Tyr

80

Cys

Met

Gly

Leu
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Thr
145
Thr
Gln
Arg
Thr
Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser

Lys

Ala

Gln

Cys

Arg

Pro

Ala

210

Tyr

Lys

Glu

Cys

Arg

290

Lys

Phe

Asn

Gly

Gly

370

Gly

Leu

Thr

Pro

Pro

Pro
Ser
Pro
Ser
195
Thr
Cys
Leu
Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly

435
Gly

Pro
Gly
Gly
180
Gly
Leu
Gln
Thr
Gly
260
Ala
Ala
Asn
Tle
Leu
340
Phe
Leu
Gly
Val
Ala
420

Gln

Thr

Ser
Asp
165
Gln
Tle
Thr
Ala
Val
245
Gly
Ser
Pro
Asn
Ser
325
Lys
Gly
Val
Gly
Ser
405
Val

Ala

Pro

Val
150
Arg
Ser
Pro
Ile
Trp
230
Leu
Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr

Pro

Ala

Ser

Leu

Pro

Glu

Ser

215

Glu

Ser

Leu

Phe

Lys

295

Ala

Asp

Glu

Ser

Val

375

Gly

Gly

Ser

Arg

Arg

Val
Gly
Leu
Arg
200
Gly
Ser
Gly
Val
Thr
280
Gly
Thr
Asp
Asp
Tyr
360
Ser
Ser
Gly
Gly
Gly

440
Phe

Ser Pro Gly

Glu
Leu
185
Phe
Thr
Ser
Gly
Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle
Ser
Gln
Thr
Asn
425
Leu

Ser

113

Lys
170
Val
Ser
Gln
Thr
Gly
250
Pro
Asn
Glu
Tyr
Lys
330
Ala
Ser
Gly
Thr
Val
410
Tyr

Ile

Gly

155
Tyr

Ile
Gly
Ala
Val
235
Gly
Gly
Lys
Trp
Ala
315
Asn
Val
Tyr
Gly
Val
395
Thr
Pro

Gly

Ser

Gln

Thr

Tyr

Ser

Met

220

Val

Ser

Gly

Tyr

Val

300

Asp

Thr

Tyr

Trp

Gly

380

Val

Leu

Asn

Gly

Leu

Thr
Ser
Gln
Asn
205
Asp
Phe
Glu
Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr

445
Leu

Ala
Trp
Asp
190
Ser
Glu
Gly
Val
Leu
270
Met
Arg
Val
Tyr
Cys
350
Tyr
Ser
Gln
Cys
Val
430

Lys

Gly

Ser
Tyr
175
Thr
Gly
Ala
Gly
Gln
255
Lys
Asn
Ile
Lys
Leu
335
Val
Trp
Gly
Glu
Gly
415
Gln

Phe

Gly

Ile
160
Gln
Lys
Asn
Asp
Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln

Leu

Lys



N 114599394 A F 5 * 40/201 T

450 455 460
Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp Glu Ala Glu Tyr
465 470 475 480
Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe Gly Gly Gly Thr
485 490 495
Lys Leu Thr Val Leu His His His His His His
500 505
<210> 49
<211> 989
<212> PRT
213> NI
220>
<223> CDH19 65254.007 x 12C -scFcXUE R MEHLES T
<400> 49
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Phe Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Glu Ser Val
50 55 60
Lys Asp Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Arg Ala Gly Ile Ile Gly Thr Ile Gly Tyr Tyr Tyr Gly Met
100 105 110
Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Gly Gly Gly
115 120 125
Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Ser Tyr Glu Leu
130 135 140
Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln Thr Ala Ser Ile
145 150 155 160
Thr Cys Ser Gly Asp Arg Leu Gly Glu Lys Tyr Thr Ser Trp Tyr Gln
165 170 175
Gln Arg Pro Gly Gln Ser Pro Leu Leu Val Ile Tyr Gln Asp Thr Lys
180 185 190
Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser Asn Ser Gly Asn

114
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Thr
Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser
Lys
Ala
Ala
465

Tyr

Lys

Ala
210
Tyr
Lys
Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly
370
Gly
Leu
Thr
Pro
Pro
450
Ala

Cys

Leu

195
Thr

Cys
Leu
Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly
435
Gly
Leu

Val

Thr

Leu
Gln
Thr
Gly
260
Ala
Ala
Asn
Tle
Leu
340
Phe
Leu
Gly
Val
Ala
420
Gln
Thr
Thr

Leu

Val
500

Thr

Ala

Val

245

Gly

Ser

Pro

Asn

Ser

325

Lys

Gly

Val

Gly

Ser

405

Val

Ala

Pro

Leu

485
Leu

Ile
Trp
230
Leu
Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr
Pro
Ala
Ser
470

Tyr

Gly

Ser
215
Glu
Ser
Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val
375
Gly
Gly
Ser
Arg
Arg
455
Gly

Ser

Gly

200
Gly

Ser

Gly

Val

Thr

280

Gly

Thr

Asp

Tyr
360
Ser
Ser
Gly
Gly
Gly
440
Phe
Val

Asn

Gly

Thr
Ser
Gly
Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle
Ser
Gln
Thr
Asn
425
Leu
Ser
Gln

Arg

Gly
505

115

Gln
Thr
Gly
250
Pro
Asn
Glu
Tyr
Lys
330
Ala
Ser
Gly
Thr
Val
410
Tyr
Tle
Gly
Pro
Trp

490
Asp

Ala
Val
235
Gly

Gly

Lys

Ala
315

Asn
Val
Tyr
Gly
Val
395
Thr
Pro
Gly
Ser
Glu
475

Val

Lys

Met
220
Val
Ser
Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly
380
Val
Leu
Asn
Gly
Leu
460
Asp

Phe

Thr

205
Asp

Phe
Glu
Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr
445
Leu
Glu

Gly

His

Glu
Gly
Val
Leu
270
Met
Arg
Val
Tyr
Cys
350
Tyr
Ser
Gln
Cys
Val
430
Lys
Gly
Ala

Gly

Thr
510

Ala
Gly
Gln
255
Lys
Asn
Ile
Lys
Leu
335
Val
Trp
Gly
Glu
Gly
415
Gln
Phe
Gly
Glu
Gly

495
Cys

Asp
Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln
Leu
Lys
Tyr
480

Thr

Pro
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Pro
Pro
Thr
545
Asn
Cys
Val
Ser
Lys
625
Glu
Phe
Glu
Phe
Gly
705
Tyr
Ser
Gly
Pro
Phe
785

Val

Phe

Cys
Pro
530
Cys
Trp
Glu
Leu
Asn
610
Gly
Glu
Tyr
Asn
Phe
690
Asn
Thr
Gly
Gly
Pro
770
Pro

Thr

Asn

Pro
515
Lys
Val
Tyr
Glu
His
595
Lys
Gln
Met
Pro
Asn
675
Leu
Val
Gln
Gly
Gly
755
Cys
Pro

Cys

Trp

Ala

Pro

Val

Val

Gln

580

Gln

Ala

Pro

Thr

Ser

660
Tyr

Phe

Lys

Gly

740

Gly

Pro

Lys

Val

Tyr

Pro
Lys
Val
Asp
565
Tyr
Asp
Leu
Arg
Lys
645
Asp
Lys
Ser
Ser
Ser
725
Gly
Ser
Ala
Pro
Val

805
Val

Glu
Asp
Asp
550
Gly
Gly
Trp
Pro
Glu
630
Asn
Tle
Thr
Lys
Cys
710
Leu
Ser
Gly
Pro
Lys
790

Val

Asp

Leu
Thr
535
Val
Val
Ser
Leu
Ala
615
Pro
Gln
Ala
Thr
Leu
695
Ser
Ser
Gly
Gly
Glu
775
Asp

Asp

Gly

Leu
520
Leu
Ser
Glu
Thr
Asn
600
Pro
Gln
Val
Val
Pro
680
Thr
Val
Leu
Gly
Gly
760
Leu
Thr

Val

Val

Gly

Met

His

Val

Tyr

585

Gly

Ile

Val

Ser

Glu

665

Pro

Val

Met

Ser

Gly

745

Gly

Leu

Leu

Ser

Glu

116

Gly
Tle
Glu
His
570
Arg
Lys
Glu
Tyr
Leu
650
Trp
Val
Asp
His
Pro
730
Gly
Ser
Gly
Met
His

810
Val

Pro
Ser
Asp
555
Asn
Cys
Glu
Lys
Thr
635
Thr
Glu
Leu
Lys
Glu
715
Gly
Ser
Asp
Gly
Tle
795

Glu

His

Ser
Arg
540
Pro

Ala

Val

Thr
620
Leu

Cys

Ser

Ser
700
Ala
Lys
Gly
Lys
Pro
780
Ser

Asp

Asn

Val
525
Thr
Glu
Lys
Ser
Lys
605
Tle
Pro
Leu
Asn
Ser
685
Arg
Leu
Gly
Gly
Thr
765
Ser
Arg

Pro

Ala

Phe

Pro

Val

Thr

Val

590

Cys

Ser

Pro

Val

Gly

670

Asp

Trp

His

Gly

Gly

750

His

Val

Thr

Glu

Lys

Leu
Glu
Lys
Lys
57h
Leu
Lys
Lys
Ser
Lys
655
Gln
Gly
Gln
Asn
Gly
735
Gly
Thr
Phe
Pro
Val

815
Thr

Phe
Val
Phe
560
Pro
Thr
Val
Ala
Arg
640
Gly
Pro
Ser
Gln
His
720
Gly
Ser
Cys
Leu
Glu
800

Lys

Lys



CN 114599394 A

5l %R

43/201 7

Pro
Thr
Val
865
Ala
Arg
Gly
Pro
Ser
945

Gln

His

Cys Glu

835
Val Leu
850

Ser Asn
Lys Gly
Glu Glu
Phe Tyr
915
Glu Asn
930
Phe Phe

Gly Asn

Tyr Thr

<210> 50
<211> 987
<212> PRT

<213>

<220>
<223> CDH19
<400> 50

Gln
1

Ser

Gly

Ala

Lys

65
Leu

Val Gln

Leu Arg

Met His
35

Phe Ile

50

Asp Arg

Gln Met

820
Glu

His

Lys

Gln

Met

900

Pro

Asn

Leu

Val

Gln
980

NILF5)

Gln

Gln

Ala

Pro

885

Thr

Ser

Tyr

Tyr

Phe

965
Lys

Tyr
Asp
Leu
870
Arg
Lys
Asp
Lys
Ser
950

Ser

Ser

65254.007 x

Leu
Leu
20

Trp
Trp

Phe

Asn

Val
5

Ser
Val
Tyr

Thr

Ser

Glu

Cys

Arg

Glu

Ile

70
Leu

Gly
Trp
855
Pro
Glu
Asn
Tle
Thr
935
Lys

Cys

Leu

12C

Ser

Ala

Gln

Gly

95

Ser

Ser

840

Leu

Ala

Pro

Gln

Ala

920

Thr

Leu

Ser

Ser

825
Thr Tyr

Asn Gly

Pro Ile

Gln Val
890

Val Ser

905

Val Glu

Pro Pro
Thr Val
Val Met

970

Leu Ser
985

Arg
Lys
Glu
875
Tyr
Leu
Trp
Val
Asp
955
His

Pro

Cys
Glu
860
Lys
Thr
Thr
Glu
Leu
940
Lys

Glu

Gly

Val
845
Tyr
Thr
Leu
Cys
Ser
925
Asp
Ser

Ala

Lys

830

Ser

Lys

Ile

Pro

Leu

910

Asn

Ser

Arg

Leu

-scFe_del GKXURs S EHLE 2

Gly
Ala
Ala
40

Ser

Arg

Ala

Gly Gly Val Val

10
Ser Gly
25
Pro Gly
Asn Lys
Asp Asn

Glu Asp

117

Phe

Lys

Tyr

Ser

75
Thr

Thr
Gly
Tyr
60

Lys

Ala

Gln

Phe

Leu

45

Ala

Asn

Val

Pro
Ser
30

Glu
Glu

Thr

Tyr

Val

Cys

Ser

Pro

895

Val

Gly

Asp

Trp

His
975

Gly
15

Ser
Trp
Ser

Leu

Tyr

Leu
Lys
Lys
880
Ser
Lys
Gln
Gly
Gln

960

Asn

Gly

Tyr

Val

Val

Tyr

80
Cys
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Ala Arg Arg

Asp
Gly
Thr
145
Thr
Gln
Arg
Thr
Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg
Met
His
Gln

Gly
385

Val
Ser
130
Gln
Cys
Arg
Pro
Ala
210
Tyr
Lys
Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly

370
Gly

Trp
115
Gly
Pro
Ser
Pro
Ser
195
Thr
Cys
Leu
Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355

Thr

Ser

Ala
100
Gly
Gly
Pro
Gly
Gly
180
Gly
Leu
Gln
Thr
Gly
260
Ala
Ala
Asn
Ile
Leu
340
Phe

Leu

Gly

85
Gly

Gln
Gly
Ser
Asp
165
Gln
Ile
Thr
Ala
Val
245
Gly
Ser
Pro
Asn
Ser
325
Lys
Gly

Val

Gly

Ile
Gly
Gly
Val
150
Arg
Ser
Pro
Ile
Trp
230
Leu
Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn

Thr

Gly
390

Tle
Thr
Ser
135
Ser
Leu
Pro
Glu
Ser
215
Glu
Ser
Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val

375
Gly

Gly
Thr
120
Gly
Val
Gly
Leu
Arg
200
Gly
Ser
Gly
Val
Thr
280
Gly
Thr
Asp
Asp
Tyr
360

Ser

Ser

Thr
105
Val
Gly
Ser
Glu
Leu
185
Phe
Thr
Ser
Gly
Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle

Ser

Gln

118

90
Ile

Thr
Gly
Pro
Lys
170
Val
Ser
Gln
Thr
Gly
250
Pro
Asn
Glu
Tyr
Lys
330
Ala
Ser

Gly

Thr

Gly
Val
Gly
Gly
155
Tyr
Ile
Gly
Ala
Val
235
Gly
Gly
Lys
Trp
Ala
315
Asn
Val
Tyr

Gly

Val
395

Tyr
Ser
Ser
140
Gln
Thr
Tyr
Ser
Met
220
Val
Ser
Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly

380
Val

Tyr
Ser
125
Ser
Thr
Ser
Gln
Asn
205
Asp
Phe
Glu
Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365

Gly

Thr

Tyr
110
Gly
Tyr
Ala
Trp
Asp
190
Ser
Glu
Gly
Val
Leu
270
Met
Arg
Val
Tyr
Cys
350
Tyr

Ser

Gln

95
Gly

Gly
Glu
Ser
Tyr
175
Thr
Gly
Ala
Gly
Gln
255
Lys
Asn
Ile
Lys
Leu
335
Val
Trp

Gly

Glu

Met
Gly
Leu
Ile
160
Gln
Lys
Asn
Asp
Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln
Arg
Gly

Gly

Pro
400
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Ser Leu Thr

Ser
Lys
Ala
Ala
465
Tyr
Lys
Pro
Pro
Thr
545
Asn
Cys
Val
Ser
Lys
625
Glu
Phe
Glu

Phe

Gly

Thr
Pro
Pro
450
Ala
Cys
Leu
Cys
Pro
530
Cys
Trp
Glu
Leu
Asn
610
Gly
Glu
Tyr
Asn
Phe

690

Asn

Gly
Gly
435
Gly
Leu
Val
Thr
Pro
515
Lys
Val
Tyr
Glu
His
595
Lys
Gln
Met
Pro
Asn
675

Leu

Val

Val

Ala

420

Gln

Thr

Thr

Leu

Val

500

Ala

Pro

Val

Val

Gln

580

Gln

Ala

Pro

Thr

Ser

660

Tyr

Tyr

Phe

Ser

405

Val

Ala

Pro

Leu

485

Leu

Pro

Lys

Val

Asp

565

Tyr

Asp

Leu

Arg

Lys

645

Asp

Lys

Ser

Ser

Pro

Thr

Pro

Ala

Ser

470

Tyr

Gly

Glu

Asp

Asp

550

Gly

Gly

Trp

Pro

Glu

630

Asn

Ile

Thr

Lys

Cys

Gly
Ser
Arg
Arg
455
Gly
Ser
Gly
Leu
Thr
535
Val
Val
Ser
Leu
Ala
615
Pro
Gln
Ala
Thr
Leu

695

Ser

Gly
Gly
Gly
440
Phe
Val
Asn
Gly
Leu
520
Leu
Ser
Glu
Thr
Asn
600
Pro
Gln
Val
Val
Pro
680

Thr

Val

Thr Val Thr

Asn
425
Leu
Ser
Gln
Arg
Gly
505
Gly
Met
His
Val
Tyr
585
Gly
Tle
Val
Ser
Glu
665
Pro
Val

Met

119

410
Tyr

Ile
Gly
Pro
Trp
490
Asp
Gly
Ile
Glu
His
570
Arg
Lys
Glu
Tyr
Leu
650
Trp
Val

Asp

His

Pro
Gly
Ser
Glu
475
Val
Lys
Pro
Ser
Asp
555
Asn
Cys
Glu
Lys
Thr
635
Thr
Glu
Leu

Lys

Glu

Leu

Asn

Gly

Leu

460

Phe

Thr

Ser

Arg

540

Pro

Ala

Val

Tyr

Thr

620

Leu

Cys

Ser

Asp

Ser

700
Ala

Thr
Trp
Thr
445
Leu
Glu
Gly
His
Val
525
Thr
Glu
Lys
Ser
Lys
605
Tle
Pro
Leu
Asn
Ser
685

Arg

Leu

Cys
Val
430
Lys
Gly
Ala
Gly
Thr
510
Phe
Pro
Val
Thr
Val
590
Cys
Ser
Pro
Val
Gly
670
Asp

Trp

His

Gly
415
Gln
Phe
Gly
Glu
Gly
495
Cys
Leu
Glu
Lys
Lys
57h
Leu
Lys
Lys
Ser
Lys
655
Gln
Gly

Gln

Asn

Ser

Gln

Leu

Lys

Tyr

480

Thr

Pro

Phe

Val

Phe

560

Pro

Thr

Val

Ala

Arg

640

Gly

Pro

Ser

Gln

His
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705

Tyr Thr Gln Lys

Gly
Gly
Cys
Pro
785
Cys
Trp
Glu
Leu
Asn
865
Gly
Glu
Tyr
Asn
Phe
945

Asn

Thr

<210> 51

Gly
Gly
Pro
770
Lys
Val
Tyr
Glu
His
850
Lys
Gln
Met
Pro
Asn
930
Leu

Val

Gln

Gly
Ser
755
Ala
Pro
Val
Val
Gln
835
Gln
Ala
Pro
Thr
Ser
915
Tyr
Tyr

Phe

Lys

211> 125
<212> PRT

213> NLR5

Ser
740
Gly
Pro
Lys
Val
Asp
820
Tyr
Asp
Leu
Arg
Lys
900
Asp
Lys
Ser

Ser

Ser
980

Ser
725
Gly
Gly
Glu
Asp
Asp
805
Gly
Gly
Trp
Pro
Glu
885
Asn
Tle
Thr
Lys
Cys

965
Leu

710
Leu

Gly
Gly
Leu
Thr
790
Val
Val
Ser
Leu
Ala
870
Pro
Gln
Ala
Thr
Leu
950

Ser

Ser

Ser
Gly
Gly
Leu
775
Leu
Ser
Glu
Thr
Asn
855
Pro
Gln
Val
Val
Pro
935
Thr

Val

Leu

Leu
Gly
Ser
760
Gly
Met
His
Val
Tyr
840
Gly
Tle
Val
Ser
Glu
920
Pro
Val

Met

Ser

Ser

Ser

745

Asp

Gly

Ile

Glu

His

825

Arg

Lys

Glu

Tyr

Leu

905

Val

Asp

His

Pro
985

120

715
Pro Gly
730
Gly Gly

Lys Thr

Pro Ser

Ser Arg
795

Asp Pro

810

Asn Ala

Cys Val

Glu Tyr

Lys Thr
875

Thr Leu

890

Thr Cys

Glu Ser

Leu Asp

Lys Ser
955

Glu Ala

970

Gly Lys

Gly
Gly
His
Val
780
Thr
Glu
Lys
Ser
Lys
860
Tle
Pro
Leu
Asn
Ser
940

Arg

Leu

Gly
Gly
Thr
765
Phe
Pro
Val
Thr
Val
845
Cys
Ser
Pro
Val
Gly
925
Asp

Trp

His

Gly
Ser
750
Cys
Leu
Glu
Lys
Lys
830
Leu
Lys
Lys
Ser
Lys
910
Gln
Gly

Gln

Asn

Ser
735
Gly
Pro
Phe
Val
Phe
815
Pro
Thr
Val
Ala
Arg
895
Gly
Pro
Ser

Gln

His
975

720
Gly

Gly
Pro
Pro
Thr
800
Asn
Cys
Val
Ser
Lys
880
Glu
Phe
Glu
Phe
Gly

960
Tyr
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220>
<223> CDH19 65254.007_CC x 12C -scFc VH
<400> 51
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Cys Leu Glu Trp Val
35 40 45
Ala Phe Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Glu Ser Val
50 55 60
Lys Asp Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Arg Ala Gly Ile Ile Gly Thr Ile Gly Tyr Tyr Tyr Gly Met
100 105 110
Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120 125
<210> 52
211> 106
<212> PRT
213> NI
220>
<223> CDH19 65254.007_CC x 12C -scFc VL
<400> 52
Ser Tyr Glu Leu Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln
1 5 10 15
Thr Ala Ser Ile Thr Cys Ser Gly Asp Arg Leu Gly Glu Lys Tyr Thr
20 25 30
Ser Trp Tyr Gln Gln Arg Pro Gly Gln Ser Pro Leu Leu Val Ile Tyr
35 40 45
Gln Asp Thr Lys Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr Gln Ala Met
65 70 75 80
Asp Glu Ala Asp Tyr Tyr Cys Gln Ala Trp Glu Ser Ser Thr Val Val
85 90 95
Phe Gly Cys Gly Thr Lys Leu Thr Val Leu

121
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<210> 53
211> 24

<212>
<213>

<220>

223>

<400> 53
Gln Val Gln

1

Ser
Gly
Ala
Lys
65

Leu
Ala
Asp
Gly
Thr
145
Thr
Gln
Arg
Thr
Tyr

225
Thr

Leu
Met
Phe
50

Asp
Gln
Arg
Val
Ser
130
Gln
Cys
Arg
Pro
Ala
210

Tyr

Lys

6

PRT
NIFH

CDH19

Arg
His
35

Tle
Arg
Met
Arg
Trp
115
Gly
Pro
Ser
Pro
Ser
195
Thr

Cys

Leu

100

105

65254.007 CC x I12C -scFc scFv

Leu
Leu
20

Trp
Trp
Phe
Asn
Ala
100
Gly
Gly
Pro
Gly
Gly
180
Gly
Leu

Gln

Thr

Val
5
Ser
Val
Tyr
Thr
Ser
85
Gly
Gln
Gly
Ser
Asp
165
Gln
Tle
Thr

Ala

Val

Glu
Cys
Arg
Glu
Ile
70

Leu
Ile
Gly
Gly
Val
150
Arg
Ser
Pro
Ile
Trp

230
Leu

Ser
Ala
Gln
Gly
55

Ser
Arg
Tle
Thr
Ser
135
Ser
Leu
Pro
Glu
Ser

215
Glu

Gly
Ala
Ala
40

Ser
Arg
Ala
Gly
Thr
120
Gly
Val
Gly
Leu
Arg
200

Gly

Ser

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105
Val
Gly
Ser
Glu
Leu
185
Phe

Thr

Ser

122

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Ile
Thr
Gly
Pro
Lys
170
Val
Ser

Gln

Thr

Val

Phe

Lys

Tyr

Ser

75

Thr

Gly

Val

Gly

Gly

155

Tyr

Ile

Gly

Ala

Val
235

Val

Thr

Cys

Tyr

60

Lys

Ala

Tyr

Ser

Ser

140

Gln

Thr

Tyr

Ser

Met

220
Val

Gln
Phe
Leu
45

Ala
Asn
Val
Tyr
Ser
125
Ser
Thr
Ser
Gln
Asn
205

Asp

Phe

Pro
Ser
30

Glu
Glu
Thr
Tyr
Tyr
110
Gly
Tyr
Ala
Trp
Asp
190
Ser

Glu

Gly

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Gly
Gly
Glu
Ser
Tyr
175
Thr
Gly

Ala

Cys

Gly

Tyr

Val

Val

Tyr

80

Cys

Met

Gly

Leu

Ile

160

Gln

Lys

Asn

Asp

Gly
240
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<210> 54
<211> 50
<212> PR

<213>

220>

223> CD
<400> 54
Gln Val Gln

1

Ser
Gly
Ala
Lys
65

Leu
Ala
Asp
Gly
Thr
145
Thr
Gln
Arg
Thr
Tyr

225
Thr

Leu
Met
Phe
50

Asp
Gln
Arg
Val
Ser
130
Gln
Cys
Arg
Pro
Ala
210

Tyr

Lys

1
T

H19

Arg
His
35

Tle
Arg
Met
Arg
Trp
115
Gly
Pro
Ser
Pro
Ser
195
Thr

Cys

Leu

NILF5)

65254.007 CC x T2C -scFe XUt 2+

Leu
Leu
20

Trp
Trp
Phe
Asn
Ala
100
Gly
Gly
Pro
Gly
Gly
180
Gly
Leu

Gln

Thr

245

Val
5
Ser
Val
Tyr
Thr
Ser
85
Gly
Gln
Gly
Ser
Asp
165
Gln
Tle
Thr

Ala

Val

Glu
Cys
Arg
Glu
Ile
70

Leu
Ile
Gly
Gly
Val
150
Arg
Ser
Pro
Ile
Trp

230
Leu

Ser
Ala
Gln
Gly
55

Ser
Arg
Tle
Thr
Ser
135
Ser
Leu
Pro
Glu
Ser
215

Glu

Ser

Gly
Ala
Ala
40

Ser
Arg
Ala
Gly
Thr
120
Gly
Val
Gly
Leu
Arg
200
Gly

Ser

Gly

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105
Val
Gly
Ser
Glu
Leu
185
Phe
Thr
Ser

Gly

123

Gly Val Val

10
Gly

Gly

Lys

Asn

Asp

90

Ile

Thr

Gly

Pro

Lys

170

Val

Ser

Gln

Thr

Gly

Phe
Lys
Tyr
Ser
75

Thr
Gly
Val
Gly
Gly
155
Tyr
Tle
Gly
Ala
Val

235
Gly

Thr
Cys
Tyr
60

Lys
Ala
Tyr
Ser
Ser
140
Gln
Thr
Tyr
Ser
Met
220

Val

Ser

Gln
Phe
Leu
45

Ala
Asn
Val
Tyr
Ser
125
Ser
Thr
Ser
Gln
Asn
205
Asp

Phe

Glu

Pro
Ser
30

Glu
Glu
Thr
Tyr
Tyr
110
Gly

Tyr

Ala

Asp
190
Ser
Glu

Gly

Val

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Gly
Gly
Glu
Ser
Tyr
175
Thr
Gly
Ala

Cys

Gln

Gly
Tyr
Val
Val
Tyr
80

Cys
Met
Gly
Leu
Ile
160
Gln
Lys
Asn
Asp
Gly

240
Leu
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Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser
Lys
Ala
Ala
465

Tyr

Lys

<210> 55

Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly
370
Gly
Leu
Thr
Pro
Pro
450
Ala

Cys

Leu

Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly
435
Gly
Leu

Val

Thr

<211> 989
<212> PRT
213> NI
<220>
<223> CDH19 65254.007 CC x 12C -scFcXUf% S EHLEZ 1

Gly
260
Ala
Ala
Asn
Tle
Leu
340
Phe
Leu
Gly
Val
Ala
420
Gln
Thr
Thr

Leu

Val
500

245
Gly

Ser
Pro
Asn
Ser
325
Lys
Gly
Val
Gly
Ser
405
Val
Ala
Pro
Leu
Trp

485
Leu

Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr
Pro
Ala
Ser

470
Tyr

Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val
375
Gly
Gly
Ser
Arg
Arg
455

Gly

Ser

Val
Thr
280
Gly
Thr
Asp
Asp
Tyr
360
Ser
Ser
Gly
Gly
Gly
440
Phe

Val

Asn

Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle
Ser
Gln
Thr
Asn
425
Leu
Ser

Gln

Arg

124

250

Pro

Asn

Glu

Tyr

Lys

330

Ala

Ser

Gly

Thr

Val

410

Tyr

Ile

Gly

Pro

Trp
490

Gly
Lys
Trp
Ala
315
Asn
Val
Tyr
Gly
Val
395
Thr
Pro
Gly
Ser
Glu

475
Val

Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly
380
Val
Leu
Asn
Gly
Leu
460

Asp

Phe

Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr
445
Leu

Glu

Gly

Leu
270
Met
Arg
Val
Tyr
Cys
350
Tyr
Ser
Gln
Cys
Val
430
Lys
Gly

Ala

Gly

255
Lys

Asn

Ile

Lys

Leu

335

Val

Trp

Gly

Glu

Gly

415

Gln

Phe

Gly

Glu

Gly
495

Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln
Leu
Lys
Tyr

480
Thr
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<400> 55

Gln Val Gln

1

Ser
Gly
Ala
Lys
65

Leu
Ala
Asp
Gly
Thr
145
Thr
Gln
Arg
Thr
Tyr
225
Thr
Val

Ser

Val

Leu
Met
Phe
50

Asp
Gln
Arg
Val
Ser
130
Gln
Cys
Arg
Pro
Ala
210
Tyr
Lys
Glu

Cys

Arg
290

Arg
His
35

Tle
Arg
Met
Arg
Trp
115
Gly
Pro
Ser
Pro
Ser
195
Thr
Cys
Leu
Ser
Ala

275
Gln

Leu
Leu
20

Trp
Trp
Phe
Asn
Ala
100
Gly
Gly
Pro
Gly
Gly
180
Gly
Leu
Gln
Thr
Gly
260

Ala

Ala

Val
Ser
Val
Tyr
Thr
Ser
85

Gly
Gln
Gly
Ser
Asp
165
Gln
Ile
Thr
Ala
Val
245
Gly

Ser

Pro

Glu
Cys
Arg
Glu
Ile
70

Leu
Ile
Gly
Gly
Val
150
Arg
Ser
Pro
Ile
Trp
230
Leu
Gly

Gly

Gly

Ser
Ala
Gln
Gly
55

Ser
Arg
Tle
Thr
Ser
135
Ser
Leu
Pro
Glu
Ser
215
Glu
Ser
Leu

Phe

Lys
295

Gly
Ala
Ala
40

Ser
Arg
Ala
Gly
Thr
120
Gly
Val
Gly
Leu
Arg
200
Gly
Ser
Gly
Val
Thr

280
Gly

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105
Val
Gly
Ser
Glu
Leu
185
Phe
Thr
Ser
Gly
Gln
265

Phe

Leu

125

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Ile
Thr
Gly
Pro
Lys
170
Val
Ser
Gln
Thr
Gly
250
Pro

Asn

Glu

Val
Phe
Lys
Tyr
Ser
75

Thr
Gly
Val
Gly
Gly
155
Tyr
Ile
Gly
Ala
Val
235
Gly
Gly

Lys

Trp

Val
Thr
Cys
Tyr
60

Lys
Ala
Tyr
Ser
Ser
140
Gln
Thr
Tyr
Ser
Met
220
Val
Ser
Gly

Tyr

Val
300

Gln
Phe
Leu
45

Ala
Asn
Val
Tyr
Ser
125
Ser
Thr
Ser
Gln
Asn
205
Asp
Phe
Glu
Ser
Ala

285
Ala

Pro
Ser
30

Glu
Glu
Thr
Tyr
Tyr
110
Gly
Tyr
Ala
Trp
Asp
190
Ser
Glu
Gly
Val
Leu

270
Met

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Gly
Gly
Glu
Ser
Tyr
175
Thr
Gly
Ala
Cys
Gln
255
Lys

Asn

Ile

Gly
Tyr
Val
Val
Tyr
80

Cys
Met
Gly
Leu
Ile
160
Gln
Lys
Asn
Asp
Gly
240
Leu
Leu

Trp

Arg
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Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser
Lys
Ala
Ala
465
Tyr
Lys
Pro
Pro
Thr
545
Asn
Cys

Val

Ser

Lys

Phe

Asn

Gly

Gly

370

Gly

Leu

Thr

Pro

Pro

450

Ala

Cys

Leu

Cys

Pro

530

Cys

Trp

Glu

Leu

Asn

Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly
435
Gly
Leu
Val
Thr
Pro
515
Lys
Val
Tyr
Glu
His

595
Lys

Asn
Tle
Leu
340
Phe
Leu
Gly
Val
Ala
420
Gln
Thr
Thr
Leu
Val
500
Ala
Pro
Val
Val
Gln
580

Gln

Ala

Asn

Ser

325

Lys

Gly

Val

Gly

Ser

405

Val

Ala

Pro

Leu

485

Leu

Pro

Lys

Val

Asp

565

Tyr

Asp

Leu

Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr
Pro
Ala
Ser
470
Tyr
Gly
Glu
Asp
Asp
550
Gly
Gly

Trp

Pro

Ala

Asp

Glu

Ser

Val

375

Gly

Gly

Ser

Arg

Arg

455

Gly

Ser

Gly

Leu

Thr

535

Val

Val

Ser

Leu

Ala

Thr
Asp
Asp
Tyr
360
Ser
Ser
Gly
Gly
Gly
440
Phe
Val
Asn
Gly
Leu
520
Leu
Ser
Glu
Thr
Asn

600

Pro

Tyr Tyr Ala

Ser
Thr
345
Tle
Ser
Gln
Thr
Asn
425
Leu
Ser
Gln
Arg
Gly
505
Gly
Met
His
Val
Tyr
585
Gly

Ile

126

Lys
330
Ala
Ser
Gly
Thr
Val
410
Tyr
Ile
Gly
Pro
Trp
490
Asp
Gly
Ile
Glu
His
570
Arg

Lys

Glu

315

Asn
Val
Tyr
Gly
Val
395
Thr
Pro
Gly
Ser
Glu
475
Val
Lys
Pro
Ser
Asp
555
Asn
Cys

Glu

Lys

Asp

Thr

Tyr

Trp

Gly

380

Val

Leu

Asn

Gly

Leu

460

Phe

Thr

Ser

Arg

540

Pro

Ala

Val

Tyr

Thr

Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr
445
Leu
Glu
Gly
His
Val
525
Thr
Glu
Lys
Ser
Lys

605
Ile

Val
Tyr
Cys
350
Tyr
Ser
Gln
Cys
Val
430
Lys
Gly
Ala
Gly
Thr
510
Phe
Pro
Val
Thr
Val
590

Cys

Ser

Lys
Leu
335
Val
Trp
Gly
Glu
Gly
415
Gln
Phe
Gly
Glu
Gly
495
Cys
Leu
Glu
Lys
Lys
575
Leu

Lys

Lys

Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln
Leu
Lys
Tyr
480
Thr
Pro
Phe
Val
Phe
560
Pro
Thr

Val

Ala
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Lys
625
Glu
Phe
Glu
Phe
Gly
705
Tyr
Ser
Gly
Pro
Phe
785
Val
Phe
Pro
Thr
Val
865
Ala

Arg

Gly

610
Gly

Glu
Tyr
Asn
Phe
690
Asn
Thr
Gly
Gly
Pro
770
Pro
Thr
Asn
Cys
Val
850
Ser
Lys

Glu

Phe

Gln
Met
Pro
Asn
675
Leu
Val
Gln
Gly
Gly
755
Cys
Pro
Cys
Trp
Glu
835
Leu
Asn
Gly

Glu

Tyr
915

Pro
Thr
Ser
660
Tyr
Tyr
Phe
Lys
Gly
740
Gly
Pro
Lys
Val
Tyr
820
Glu
His
Lys
Gln
Met

900

Pro

Arg
Lys
645
Asp
Lys
Ser
Ser
Ser
725
Gly
Ser
Ala
Pro
Val
805
Val
Gln
Gln
Ala
Pro
885

Thr

Ser

Glu
630
Asn
Ile
Thr
Lys
Cys
710
Leu
Ser
Gly
Pro
Lys
790
Val
Asp
Tyr
Asp
Leu
870
Arg

Lys

Asp

615

Pro
Gln
Ala
Thr
Leu
695
Ser
Ser
Gly
Gly
Glu
775
Asp
Asp
Gly
Gly
Trp
855
Pro
Glu

Asn

Ile

Gln
Val
Val
Pro
680
Thr
Val
Leu
Gly
Gly
760
Leu
Thr
Val
Val
Ser
840
Leu
Ala
Pro

Gln

Ala
920

Val Tyr Thr

Ser
Glu
665
Pro
Val
Met
Ser
Gly
745
Gly
Leu
Leu
Ser
Glu
825
Thr
Asn
Pro
Gln
Val

905
Val

127

Leu
650
Trp
Val
Asp
His
Pro
730
Gly
Ser
Gly
Met
His
810
Val
Tyr
Gly
Tle
Val
890

Ser

Glu

635
Thr

Glu
Leu
Lys
Glu
715
Gly
Ser
Asp
Gly
Ile
795
Glu
His
Arg
Lys
Glu
875
Tyr

Leu

Trp

620
Leu

Cys

Ser

Asp

Ser

700

Ala

Lys

Gly

Lys

Pro

780

Ser

Asn
Cys
Glu
860
Lys
Thr

Thr

Glu

Pro
Leu
Asn
Ser
685
Arg
Leu
Gly
Gly
Thr
765
Ser
Arg
Pro
Ala
Val
845
Tyr
Thr
Leu

Cys

Ser
925

Pro
Val
Gly
670
Asp
Trp
His
Gly
Gly
750
His
Val
Thr
Glu
Lys
830
Ser
Lys
Ile
Pro
Leu

910

Asn

Ser
Lys
655
Gln
Gly
Gln
Asn
Gly
735
Gly
Thr
Phe
Pro
Val
815
Thr
Val
Cys
Ser
Pro
895

Val

Gly

Arg
640
Gly
Pro
Ser
Gln
His
720
Gly
Ser
Cys
Leu
Glu
800
Lys
Lys
Leu
Lys
Lys
880
Ser

Lys

Gln
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Pro Glu Asn Asn Tyr

930

Ser Phe Phe Leu Tyr

945

Gln Gly Asn Val Phe

965

His Tyr Thr Gln Lys

<210> 56
211> 98
<212> PR

<213>

220>

223> CD
<400> 56
Gln Val Gln

1

Ser
Gly
Ala
Lys
65

Leu
Ala
Asp
Gly
Thr
145

Thr

Gln

Leu
Met
Phe
50

Asp
Gln
Arg
Val
Ser
130
Gln

Cys

Arg

7
T

H19

Arg
His
35

Ile
Arg
Met
Arg
Trp
115
Gly
Pro

Ser

Pro

980

NILF5)

Lys
Ser
950

Ser

Ser

Thr
935
Lys

Cys

Leu

Thr Pro Pro Val Leu Asp Ser Asp

940

Leu Thr Val Asp Lys Ser Arg Trp

955

Ser Val Met His Glu Ala Leu His

970

Ser Leu Ser Pro Gly Lys

985

975

65254.007 CC x 12C -scFc delGKXU4E S H4HLE 2 F

Leu
Leu
20

Trp
Trp
Phe
Asn
Ala
100
Gly
Gly
Pro

Gly

Gly
180

Val
5
Ser
Val
Tyr
Thr
Ser
85
Gly
Gln
Gly
Ser
Asp

165
Gln

Glu
Cys
Arg
Glu
Ile
70

Leu
Ile
Gly
Gly
Val
150

Arg

Ser

Ser
Ala
Gln
Gly
55

Ser
Arg
Tle
Thr
Ser
135
Ser

Leu

Pro

Gly Gly

Ala Ser

25
Ala Pro
40

Ser Asn
Arg Asp
Ala Glu
Gly Thr
105
Thr Val
120
Gly Gly
Val Ser

Gly Glu

Leu Leu
185

128

Gly Val Val

10
Gly

Gly

Lys

Asn

Asp

90

Ile

Thr

Gly

Pro

Lys

170
Val

Phe
Lys
Tyr
Ser
75

Thr
Gly
Val
Gly
Gly
155

Tyr

Ile

Thr
Cys
Tyr
60

Lys
Ala
Tyr
Ser
Ser
140
Gln

Thr

Tyr

Gln

Phe

Leu

45

Ala

Asn

Val

Tyr

Ser

125

Ser

Thr

Ser

Gln

Pro
Ser
30

Glu

Glu

Thr

Tyr
110
Gly

Asp
190

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Gly
Gly
Glu
Ser
Tyr

175
Thr

Gly
Gln

960

Asn

Gly
Tyr
Val
Val
Tyr
80

Cys
Met
Gly
Leu
Ile
160

Gln

Lys
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Arg
Thr
Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser
Lys
Ala
Ala
465

Tyr

Lys

Pro
Ala
210
Tyr
Lys
Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly
370
Gly
Leu
Thr
Pro
Pro
450
Ala

Cys

Leu

Ser
195
Thr
Cys
Leu
Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly
435
Gly
Leu

Val

Thr

Gly

Leu

Gln

Thr

Gly

260

Ala

Ala

Asn

Ile

Leu

340

Phe

Leu

Gly

Val

Ala

420

Gln

Thr

Thr

Leu

Val

Tle
Thr
Ala
Val
245
Gly
Ser
Pro
Asn
Ser
325
Lys
Gly
Val
Gly
Ser
405
Val
Ala
Pro
Leu
Trp

485
Leu

Pro
Tle
Trp
230
Leu
Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr
Pro
Ala
Ser
470

Tyr

Gly

Glu
Ser
215
Glu
Ser
Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val
375
Gly
Gly
Ser
Arg
Arg
455
Gly

Ser

Gly

Arg
200
Gly
Ser
Gly
Val
Thr
280
Gly
Thr
Asp
Asp
Tyr
360
Ser
Ser
Gly
Gly
Gly
440
Phe
Val

Asn

Gly

Phe Ser Gly

Thr

Ser

Gly

Gln

265

Phe

Leu

Tyr

Ser

Thr

345

Ile

Ser

Gln

Thr

Asn

425

Leu

Ser

Gln

Arg

Gly

129

Gln
Thr
Gly
250
Pro
Asn
Glu
Tyr
Lys
330
Ala
Ser
Gly
Thr
Val
410
Tyr
Tle
Gly

Pro

Trp
490

Ala
Val
235
Gly
Gly
Lys
Trp
Ala
315
Asn
Val
Tyr
Gly
Val
395
Thr
Pro
Gly
Ser
Glu
475

Val

Lys

Ser
Met
220
Val
Ser
Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly
380
Val
Leu
Asn
Gly
Leu
460
Asp

Phe

Thr

Asn
205
Asp
Phe
Glu
Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr
445
Leu
Glu

Gly

His

Ser

Glu

Gly

Val

Leu

270

Met

Arg

Val

Tyr

Cys

350

Tyr

Ser

Gln

Cys

Val

430

Lys

Gly

Ala

Gly

Thr

Gly
Ala
Cys
Gln
255
Lys
Asn
Ile
Lys
Leu
335
Val
Trp
Gly
Glu
Gly
415
Gln
Phe
Gly
Glu
Gly

495
Cys

Asn
Asp
Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln
Leu
Lys
Tyr
480

Thr

Pro
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Pro
Pro
Thr
545
Asn
Cys
Val
Ser
Lys
625
Glu
Phe
Glu
Phe
Gly
705
Tyr
Gly
Gly
Cys
Pro

785
Cys

Cys
Pro
530
Cys
Trp
Glu
Leu
Asn
610
Gly
Glu
Tyr
Asn
Phe
690
Asn
Thr
Gly
Gly
Pro
770

Lys

Val

Pro
515
Lys
Val
Tyr
Glu
His
595
Lys
Gln
Met
Pro
Asn
675
Leu
Val
Gln
Gly
Ser
755
Ala

Pro

Val

500
Ala

Pro
Val
Val
Gln
580
Gln
Ala
Pro
Thr
Ser
660
Tyr
Tyr
Phe
Lys
Ser
740
Gly
Pro

Lys

Val

Pro

Lys

Val

Asp

565
Tyr

Leu
Arg
Lys
645
Asp
Lys
Ser
Ser
Ser
725
Gly
Gly
Glu

Asp

Asp
805

Glu
Asp
Asp
550
Gly
Gly
Trp
Pro
Glu
630
Asn
Ile
Thr
Lys
Cys
710
Leu
Gly
Gly
Leu
Thr

790
Val

Leu
Thr
535
Val
Val
Ser
Leu
Ala
615
Pro
Gln
Ala
Thr
Leu
695
Ser
Ser
Gly
Gly
Leu
775

Leu

Ser

Leu
520
Leu
Ser
Glu
Thr
Asn
600
Pro
Gln
Val
Val
Pro
680
Thr
Val
Leu
Gly
Ser
760
Gly

Met

His

505
Gly

Met
His
Val
Tyr
585
Gly
Tle
Val
Ser
Glu
665
Pro
Val
Met
Ser
Ser
745
Asp
Gly

Ile

Glu

130

Gly
Ile
Glu
His
570
Arg
Lys
Glu
Tyr
Leu
650
Trp
Val
Asp
His
Pro
730
Gly
Lys
Pro

Ser

Asp
810

Pro

Ser

955

Asn

Cys

Glu

Lys

Thr

635

Thr

Glu

Leu

Lys

Glu

715

Gly

Gly

Thr

Ser

Arg

795

Pro

Ser
Arg
540
Pro
Ala
Val
Tyr
Thr
620
Leu
Cys
Ser
Asp
Ser
700
Ala
Gly
Gly
His
Val
780

Thr

Glu

Val
525
Thr
Glu
Lys
Ser
Lys
605
Tle
Pro
Leu
Asn
Ser
685
Arg
Leu
Gly
Gly
Thr
765
Phe

Pro

Val

510
Phe

Pro
Val
Thr
Val
590
Cys
Ser
Pro
Val
Gly
670
Asp
Trp
His
Gly
Ser
750
Cys
Leu

Glu

Lys

Leu
Glu
Lys
Lys
57h
Leu
Lys
Lys
Ser
Lys
655
Gln
Gly
Gln
Asn
Ser
735
Gly
Pro
Phe

Val

Phe
815

Phe
Val
Phe
560
Pro
Thr
Val
Ala
Arg
640
Gly
Pro
Ser
Gln
His
720
Gly
Gly
Pro
Pro
Thr

800

Asn
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Trp Tyr

Glu Glu

Leu His
850

Asn Lys

865

Gly Gln

Glu Met
Tyr Pro
Asn Asn

930
Phe Leu
945

Asn Val

Thr Gln

<210> 57

211> 7

Val

Gln

835

Gln

Ala

Pro

Thr

Ser

915

Tyr

Tyr

Phe

Lys

<212> PRT
213> NLFH)

<220>

Asp
820
Tyr

Asp

Leu

Lys
900
Asp
Lys
Ser

Ser

Ser
980

Gly

Gly

Trp

Pro

Glu

885

Asn

Ile

Thr

Lys

Cys

965
Leu

Val

Ser

Leu

Ala

870

Pro

Gln

Ala

Thr

Leu

950

Ser

Ser

Glu

Thr

Asn

855

Pro

Gln

Val

Val

Pro

935

Thr

Val

Leu

<223> FLT3_7 A8x(CD3-scFc VH

<400> 57

Asn Ala Arg Met Gly Val Ser

1

<210> 58
211> 32

<212> PRT
213> NI

<220>

5

Val
Tyr
840
Gly
Tle
Val
Ser
Glu
920
Pro
Val

Met

Ser

CDR1

<223> FLT3_7 A8xCD3-scFc VH CDR2

<400> 58

His
825
Arg
Lys
Glu
Tyr
Leu
905
Trp
Val
Asp
His

Pro
985

Asn Ala

Cys Val

Glu Tyr

Lys Thr
875

Thr Leu

890

Thr Cys

Glu Ser

Leu Asp

Lys Ser
955

Glu Ala

970

Gly Lys

Lys
Ser
Lys
860
Tle
Pro
Leu
Asn
Ser
940

Arg

Leu

Thr
Val
845
Cys
Ser
Pro
Val
Gly
925
Asp

Trp

His

Lys
830
Leu
Lys
Lys
Ser
Lys
910
Gln
Gly

Gln

Asn

Pro

Thr

Val

Ala

Arg

895

Gly

Pro

Ser

Gln

His
975

Cys
Val
Ser
Lys
880
Glu
Phe
Glu
Phe
Gly

960
Tyr

His Ile Phe Ser Asn Asp Glu Lys Ser Tyr Ser Thr Ser Leu Lys Asn

131
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1 5 10 15

His Ile Phe Ser Asn Asp Glu Lys Ser Tyr Ser Thr Ser Leu Lys Asn
20 25 30

<210> 59

211> 28

<212> PRT

213> NLF%

<220>

<223> FLT3 7 A8xCD3-scFc VH CDR3

<400> 59

Ile Val Gly Tyr Gly Ser Gly Trp Tyr Gly Phe Phe Asp Tyr Ile Val

1 5 10 15

Gly Tyr Gly Ser Gly Trp Tyr Gly Phe Phe Asp Tyr
20 25

<210> 60

211> 11

<212> PRT

213> NLFH)

<220>

<223> FLT3 7 A8xCD3-scFc VL CDR1

<400> 60

Arg Ala Ser Gln Gly Ile Arg Asn Asp Leu Gly

1 5 10

<210> 61

Q211> 7

<212> PRT

213> NI

220>

<223> FLT3 7 A8xCD3-scFc VL CDR2

<400> 61

Ala Ala Ser Thr Leu Gln Ser

1 5

<210> 62

211> 9

<212> PRT

213> NI

220>

<223> FLT3 7 A8xCD3-scFc VL CDR3

<400> 62

132
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Leu Gln His Asn Ser Tyr Pro Leu Thr

1

<210> 63

211> 124
<212> PRT
213> NI

<220>

5

<223> FLT3_7 A8x(CD3-scFc VH

<400> 63

Gln Val Thr Leu Lys Glu

1
Thr Leu

Arg Met

Trp Leu
50

Leu Lys

65

Val Leu

Cys Ala

Tyr Trp

<210> 64

Thr
Gly
35

Ala
Asn
Thr

Arg

Gly
115

211> 107
<212> PRT

213> NLR5

<220>

Leu
20
Val

His

Met

Tle
100
Gln

5
Thr Cys

Ser Trp
ITle Phe
Leu Thr

70
Thr Asn
85

Val Gly

Gly Thr

<223> FLT3_ A8-scFc VL

<400> 64

Asp Ile Gln Met Thr Gln

1

5

Asp Arg Val Thr Ile Thr

20

Leu Gly Trp Tyr Gln Gln

35

Tyr Ala Ala Ser Thr Leu

Ser

Thr

Ile

Ser

95

Ile

Val

Tyr

Leu

Ser

Cys

Lys

Gln

Gly

Leu

40

Asn

Ser

Asp

Gly

Val
120

Pro
Arg
Pro

40

Ser

Pro
Ser
25

Gln
Asp
Lys
Pro
Ser

105
Thr

Ser
Ala
25

Gly

Gly

133

Thr
10
Gly

Pro
Glu
Asp
Val
90

Gly

Val

Ser
10
Ser

Lys

Val

Leu

Phe

Pro

Lys

Ser

75

Asp

Trp

Ser

Leu

Gln

Ala

Pro

Val

Ser

Gly

Ser

60

Ser

Thr

Tyr

Ser

Ser

Gly

Pro

Ser

Lys
Leu
Lys
45

Tyr
Lys

Ala

Gly

Ala
Tle
Lys

45
Arg

Pro
Asn
30

Cys
Ser
Thr

Thr

Phe
110

Ser

30
Arg

Phe

Thr

15

Asn

Leu

Thr

Gln

95
Phe

Val
15
Asn

Leu

Ser

Glu
Ala
Glu
Ser
Val
80

Tyr

Asp

Gly

Asp

Ile

Gly
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50

95

Ser Gly Ser Gly Thr Glu Phe Thr

65

70

Glu Asp Phe Ala Thr Tyr Tyr Cys

85

Thr Phe Gly Cys Gly Thr Lys Val

<210>
211>
<212>
<213>

<220>

223>
<400>

65
246
PRT

NILF5

100

Gln Val Thr Leu Lys

1
Thr

Arg
Trp
Leu
65

Val
Cys
Tyr
Ser
Gln
145
Thr

Gln

Leu

Leu
Met
Leu
50

Lys
Leu
Ala
Trp
Gly
130
Ser
Cys

Lys

Gln

Thr
Gly
35

Ala
Asn
Thr
Arg
Gly
115
Gly
Pro
Arg

Pro

Ser

Leu
20

Val
His
Arg
Met
Tle
100
Gln
Gly
Ser
Ala
Gly

180
Gly

5
Thr

Ser
Tle
Leu
Thr
85

Val
Gly
Gly
Ser
Ser
165

Lys

Val

Glu
Cys
Trp
Phe
Thr
70

Asn
Gly
Thr
Ser
Leu
150
Gln

Ala

Pro

FLT3 7 A8xCD3- scFv
65

Ser
Thr
Tle
Ser
55

Tle
Val
Tyr
Leu
Gly
135
Ser
Gly

Pro

Ser

Gly
Leu
Arg
40

Asn
Ser
Asp
Gly
Val
120
Gly
Ala

Ile

Lys

60

Leu Thr Ile Ser Ser Leu Gln Pro

Leu

Glu
105

Pro
Ser
25

Gln
Asp
Lys
Pro
Ser
105
Thr
Gly
Ser
Arg
Arg
185

Phe

134

Gln
90
Tle

Thr
10

Gly
Pro
Glu
Asp
Val
90

Gly
Val
Gly
Val
Asn
170

Leu

Ser

75

80

His Asn Ser Tyr Pro Leu

Lys

Leu

Phe

Pro

Lys

Ser

75
Asp

Ser
Ser
Gly
155
Asp

Ile

Gly

Val
Ser
Gly
Ser
60

Ser
Thr
Tyr
Ser
Asp
140
Asp
Leu

Tyr

Ser

Lys
Leu
Lys
45

Tyr
Lys
Ala
Gly
Gly
125
Ile
Arg
Gly

Ala

Gly

Pro
Asn
30

Cys
Ser
Thr
Thr
Phe
110
Gly

Gln

Val

Ala
190

Ser

95

Thr
15

Asn
Leu
Thr
Gln
Tyr
95

Phe
Gly
Met
Thr
Tyr
175

Ser

Gly

Glu
Ala
Glu
Ser
Val
80

Tyr
Asp
Gly
Thr
Tle
160
Gln

Thr

Thr
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195

200

Glu Phe Thr Leu Thr Ile Ser Ser

210

215

Tyr Tyr Cys Leu Gln His Asn Ser

225

230

Thr Lys Val Glu Ile Lys

<210>
211>
<212>
<213>

<220>

223>
<400>

66
501
PRT

NILF5

245

Gln Val Thr Leu Lys

1
Thr

Arg
Trp
Leu
65

Val
Cys
Tyr
Ser
Gln
145
Thr

Gln

Leu

Leu
Met
Leu
50

Lys
Leu
Ala
Trp
Gly
130
Ser
Cys

Lys

Gln

Thr
Gly
35

Ala
Asn
Thr
Arg
Gly
115
Gly
Pro
Arg

Pro

Ser

Leu
20

Val
His
Arg
Met
Tle
100
Gln
Gly
Ser
Ala
Gly

180
Gly

5
Thr

Ser
Tle
Leu
Thr
85

Val
Gly
Gly
Ser
Ser
165

Lys

Val

Glu
Cys
Trp
Phe
Thr
70

Asn
Gly
Thr
Ser
Leu
150
Gln

Ala

Pro

FLT3 7 A8xCD3XW4F 54tk o3 F
66

Ser Gly
Thr Leu
Ile Arg
40
Ser Asn
55
Ile Ser
Val Asp
Tyr Gly
Leu Val
120
Gly Gly
135
Ser Ala
Gly Ile

Pro Lys

Ser Arg

205

Leu Gln Pro Glu Asp Phe Ala Thr

220

Tyr Pro Leu Thr Phe Gly Cys Gly

Pro
Ser
25

Gln
Asp
Lys
Pro
Ser
105
Thr
Gly
Ser
Arg
Arg
185

Phe

135

Thr
10

Gly
Pro
Glu
Asp
Val
90

Gly
Val
Gly
Val
Asn
170

Leu

Ser

235

Leu
Phe
Pro
Lys
Ser
75

Asp
Trp
Ser
Ser
Gly
155
Asp

Ile

Gly

Val

Ser

Gly

Ser

60

Ser

Thr

Tyr

Ser

Asp

140

Leu

Tyr

Ser

Lys
Leu
Lys
45

Tyr
Lys
Ala
Gly
Gly
125
Ile
Arg
Gly

Ala

Gly

Pro
Asn
30

Cys
Ser
Thr
Thr
Phe
110
Gly
Gln
Val
Trp
Ala

190

Ser

Thr
15

Asn
Leu
Thr
Gln
Tyr
95

Phe
Gly
Met
Thr
Tyr
175

Ser

Gly

240

Glu
Ala
Glu
Ser
Val
80

Tyr
Asp
Gly
Thr
Tle
160
Gln

Thr

Thr
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Glu
Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser
Lys
Ala
Ala
465

Tyr

Lys

Phe
210
Tyr
Lys
Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly
370
Gly
Leu
Thr
Pro
Pro
450
Ala

Cys

Leu

195
Thr

Cys
Val
Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly
435
Gly
Leu

Val

Thr

Leu
Leu
Glu
Gly
260
Ala
Ala
Asn
Tle
Leu
340
Phe
Leu
Gly
Val
Ala
420
Gln
Thr
Thr

Leu

Val
500

Thr

Gln

Ile

245

Gly

Ser

Pro

Asn

Ser

325

Lys

Gly

Val

Gly

Ser

405

Val

Ala

Pro

Leu

485
Leu

Ile
His
230
Lys
Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr
Pro
Ala
Ser

470
Tyr

Ser
215
Asn
Ser
Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val
375
Gly
Gly
Ser
Arg
Arg
455

Gly

Ser

200

Ser

Ser

Gly

Val

Thr

280

Gly

Thr

Asp

Tyr
360
Ser
Ser
Gly
Gly
Gly
440
Phe

Val

Asn

Leu
Tyr
Gly
Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle
Ser
Gln
Thr
Asn
425
Leu
Ser

Gln

Arg

136

Gln
Pro
Gly
250
Pro
Asn
Glu
Tyr
Lys
330
Ala
Ser
Gly
Thr
Val
410
Tyr
Tle
Gly

Pro

Trp
490

Pro
Leu
235
Gly

Gly

Lys

Ala
315

Asn

Val

Tyr

Gly

Val

395

Thr

Pro

Gly

Ser

Glu

475
Val

Glu
220
Thr

Ser
Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly
380
Val
Leu
Asn
Gly
Leu
460

Asp

Phe

205
Asp

Phe
Glu
Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr
445
Leu

Glu

Gly

Phe
Gly
Val
Leu
270
Met
Arg
Val
Tyr
Cys
350
Tyr
Ser
Gln
Cys
Val
430
Lys
Gly

Ala

Gly

Ala
Cys
Gln
255
Lys
Asn
Ile
Lys
Leu
335
Val
Trp
Gly
Glu
Gly
415
Gln
Phe
Gly

Glu

Gly
495

Thr
Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln
Leu
Lys
Tyr

480
Thr
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<210> 67

<211> 989
<212> PRT

213> NLR%)

<220>

<223> FLT3 7 A8xCD3-scFc XU S tHLES> T

<400> 67

Gln Val Thr Leu Lys

1
Thr Leu

Arg Met

Trp Leu
50

Leu Lys

65

Val Leu

Cys Ala

Tyr Trp

Ser Gly
130

Gln Ser

145

Thr Cys

Gln Lys

Leu Gln

Glu Phe
210

Tyr Tyr

225

Thr Lys

Thr
Gly
35

Ala

Asn

Thr

Gly
115
Gly
Pro
Arg
Pro
Ser
195
Thr

Cys

Val

Leu
20

Val
His
Arg
Met
Tle
100
Gln
Gly
Ser
Ala
Gly
180
Gly
Leu

Leu

Glu

5
Thr

Ser

Ile

Leu

Thr

85

Val

Gly

Gly

Ser

Ser

165

Lys

Val

Thr

Gln

Ile
245

Glu
Cys
Trp
Phe
Thr
70

Asn
Gly
Thr
Ser
Leu
150
Gln
Ala
Pro
Ile
His

230
Lys

Ser Gly Pro

Thr
Tle
Ser
55

Ile

Val

Leu
Gly
135
Ser
Gly
Pro
Ser
Ser
215

Asn

Ser

Leu
Arg
40

Asn

Ser

Gly

Val

120

Gly

Ala

Ile

Lys

200

Ser

Ser

Gly

Ser
25

Gln
Asp
Lys
Pro
Ser
105
Thr
Gly
Ser
Arg
Arg
185
Phe
Leu

Tyr

Gly

137

Thr
10

Gly
Pro
Glu
Asp
Val
90

Gly
Val
Gly
Val
Asn
170
Leu
Ser
Gln

Pro

Gly
250

Leu
Phe
Pro
Lys
Ser
75

Asp
Trp
Ser
Ser
Gly
155
Asp
Ile
Gly
Pro
Leu

235
Gly

Val
Ser
Gly
Ser
60

Ser
Thr
Tyr
Ser
Asp
140
Asp
Leu
Tyr
Ser
Glu
220

Thr

Ser

Lys
Leu
Lys
45

Tyr
Lys
Ala
Gly
Gly
125
Ile
Arg
Gly
Ala
Gly
205
Asp

Phe

Glu

Pro
Asn
30

Cys
Ser
Thr
Thr
Phe
110
Gly
Gln
Val
Trp
Ala
190
Ser
Phe

Gly

Val

Thr
15

Asn
Leu
Thr
Gln
Tyr
95

Phe
Gly
Met
Thr
Tyr
175
Ser
Gly
Ala

Cys

Gln
255

Glu
Ala
Glu
Ser
Val
80

Tyr
Asp
Gly
Thr
Ile
160
Gln
Thr
Thr
Thr
Gly

240
Leu



CN 114599394 A

.1l

%=

64/201 71

Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser
Lys
Ala
Ala
465
Tyr
Lys
Pro
Pro
Thr

545

Asn

Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly
370
Gly
Leu
Thr
Pro
Pro
450
Ala
Cys
Leu
Cys
Pro
530

Cys

Trp

Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly
435
Gly
Leu
Val
Thr
Pro
515
Lys

Val

Tyr

Gly
260
Ala
Ala
Asn
Tle
Leu
340
Phe
Leu
Gly
Val
Ala
420
Gln
Thr
Thr
Leu
Val
500
Ala
Pro

Val

Val

Gly

Ser

Pro

Asn

Ser

325

Lys

Gly

Val

Gly

Ser

405

Val

Ala

Pro

Leu

Trp

485

Leu

Pro

Lys

Val

Asp

Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr
Pro
Ala
Ser
470
Tyr
Gly
Glu
Asp
Asp

550
Gly

Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val
375
Gly
Gly
Ser
Arg
Arg
455
Gly
Ser
Gly
Leu
Thr
535

Val

Val

Val
Thr
280
Gly
Thr
Asp
Asp
Tyr
360
Ser
Ser
Gly
Gly
Gly
440
Phe
Val
Asn
Gly
Leu
520
Leu

Ser

Glu

Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle
Ser
Gln
Thr
Asn
425
Leu
Ser
Gln
Arg
Gly
505
Gly
Met
His
Val

138

Pro

Asn

Glu

Tyr

Lys

330

Ala

Ser

Gly

Thr

Val

410

Tyr

Ile

Gly

Pro

Trp

490

Asp

Gly

Ile

Glu

His

Gly
Lys
Trp
Ala
315
Asn
Val
Tyr
Gly
Val
395
Thr
Pro
Gly
Ser
Glu
475
Val
Lys
Pro
Ser
Asp

955

Asn

Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly
380
Val
Leu
Asn
Gly
Leu
460
Asp
Phe
Thr
Ser
Arg
540

Pro

Ala

Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr
445
Leu
Glu
Gly
His
Val
525
Thr

Glu

Lys

Leu
270
Met
Arg
Val
Tyr
Cys
350
Tyr
Ser
Gln
Cys
Val
430
Lys
Gly
Ala
Gly
Thr
510
Phe
Pro

Val

Thr

Lys

Asn

Ile

Lys

Leu

335

Val

Trp

Gly

Glu

Gly

415

Gln

Phe

Gly

Glu

Gly

495

Cys

Leu

Glu

Lys

Lys

Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln
Leu
Lys
Tyr
480
Thr
Pro
Phe
Val
Phe

560

Pro
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Cys Glu Glu Gln

Val
Ser
Lys
625
Glu
Phe
Glu
Phe
Gly
705
Tyr
Ser
Gly
Pro
Phe
785
Val
Phe
Pro

Thr

Val
865

Leu
Asn
610
Gly
Glu
Tyr
Asn
Phe
690
Asn
Thr
Gly
Gly
Pro
770
Pro
Thr
Asn
Cys
Val

850

Ser

His
595
Lys
Gln
Met
Pro
Asn
675
Leu
Val
Gln
Gly
Gly
755
Cys
Pro
Cys
Trp
Glu
835

Leu

Asn

580
Gln

Ala
Pro
Thr
Ser
660
Tyr
Tyr
Phe
Lys
Gly
740
Gly
Pro
Lys
Val
Tyr
820
Glu
His

Lys

565
Tyr

Asp
Leu
Arg
Lys
645
Asp
Lys
Ser
Ser
Ser
725
Gly
Ser
Ala
Pro
Val
805
Val
Gln

Gln

Ala

Gly
Trp
Pro
Glu
630
Asn
Ile
Thr
Lys
Cys
710
Leu
Ser
Gly
Pro
Lys
790
Val
Asp
Tyr

Asp

Leu
870

Ser
Leu
Ala
615
Pro
Gln
Ala
Thr
Leu
695
Ser
Ser
Gly
Gly
Glu
775
Asp
Asp
Gly
Gly
Trp

855

Pro

Thr
Asn
600
Pro
Gln
Val
Val
Pro
680
Thr
Val
Leu
Gly
Gly
760
Leu
Thr
Val
Val
Ser
840

Leu

Ala

Tyr
585
Gly
Tle
Val
Ser
Glu
665
Pro
Val
Met
Ser
Gly
745
Gly
Leu
Leu
Ser
Glu
825
Thr

Asn

Pro

139

570
Arg

Lys
Glu
Tyr
Leu
650
Trp
Val
Asp
His
Pro
730
Gly
Ser
Gly
Met
His
810
Val
Tyr

Gly

Ile

Cys
Glu
Lys
Thr
635
Thr
Glu
Leu
Lys
Glu
715
Gly
Ser
Asp
Gly
Ile
795
Glu
His
Arg

Lys

Glu
875

Val
Tyr
Thr
620
Leu
Cys
Ser
Asp
Ser
700
Ala
Lys
Gly
Lys
Pro

780

Ser

Asn

Cys

Glu
860
Lys

Ser
Lys
605
Tle
Pro
Leu
Asn
Ser
685
Arg
Leu
Gly
Gly
Thr
765
Ser
Arg
Pro
Ala
Val
845

Tyr

Thr

Val
590
Cys
Ser
Pro
Val
Gly
670
Asp
Trp
His
Gly
Gly
750
His
Val
Thr
Glu
Lys
830
Ser

Lys

Ile

575
Leu

Lys
Lys
Ser
Lys
655
Gln
Gly
Gln
Asn
Gly
735
Gly
Thr
Phe
Pro
Val
815
Thr
Val

Cys

Ser

Thr
Val
Ala
Arg
640
Gly
Pro
Ser
Gln
His
720
Gly
Ser
Cys
Leu
Glu
800
Lys
Lys
Leu

Lys

Lys
880
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Ala Lys

Arg Glu

Gly Phe

Pro Glu
930
Ser Phe

945

Gln Gly

His Tyr

<210>
211>
<212>
<213>
<220>
223>
<400>

68
5
PR

Gly

Glu

915

Asn

Phe

Asn

Thr

T

Gln

Met

900

Pro

Asn

Leu

Val

Gln
980

NILF5)

Pro
885
Thr

Ser

Tyr

Tyr

Phe

965
Lys

Arg
Lys
Asp
Lys
Ser
950

Ser

Ser

Glu

Asn

Ile

Thr

935

Lys

Cys

Leu

Pro

Gln

Ala

920

Thr

Leu

Ser

Ser

VH CDR1 DLL3_1_CC_delGK

68

Ser Tyr Tyr Trp Ser

1

<210>
211>
<212>
<213>
<220>
223>
<400>

69
16
PR

T

NILF5

5

VH CDR2 DLL3_1_CC_delGK

69

Gln

Val

905

Val

Pro

Thr

Val

Leu
985

Val Tyr
890
Ser Leu

Glu Trp

Pro Val

Val Asp

955
Met His
970

Ser Pro

Thr
Thr
Glu
Leu
940
Lys

Glu

Gly

Leu
Cys
Ser
925
Asp
Ser

Ala

Lys

Pro
Leu
910
Asn
Ser

Arg

Leu

Pro
895
Val
Gly
Asp

Trp

His
975

Ser

Lys

Gln

Gly

Gln

960

Asn

Tyr Val Tyr Tyr Ser Gly Thr Thr Asn Tyr Asn Pro Ser Leu Lys Ser

1

<210>
211>
<212>
<213>
<220>
223>
<400>

70
10
PR

T

NILF5

5

VH CDR3 DLL3_1_CC_delGK

70

140

10

15



N 114599394 A F 5 * 67/201 T

Ile Ala Val Thr Gly Phe Tyr Phe Asp Tyr

1 5 10

210> 71

211> 12

<212> PRT

213> NI

<220>

<223> VL CDR1 DLL3 1 CC delGK

<400> 71

Arg Ala Ser Gln Arg Val Asn Asn Asn Tyr Leu Ala
1 5 10

<210> 72

Q211> 7

<212> PRT

213> NI

<220>

<223> VL CDR2 DLL3 1 CC delGK

<400> 72

Gly Ala Ser Ser Arg Ala Thr

1 5

<210> 73

211> 9

<212> PRT

213> NI

220>

<223> VL CDR3 DLL3 1 CC delGK

<400> 73

Gln GIn Tyr Asp Arg Ser Pro Leu Thr

1 5

<210> 74

<211> 118

<212> PRT

213> NI

220>

<223> VH DLL3 1 CC delGK

<400> 74

Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15
Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser Ser Tyr

141
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Tyr Trp Ser
35
Gly Tyr Val
50
Ser Arg Val
65
Lys Leu Ser

Ser Ile Ala

Leu Val Thr
115
<210> 75
<211> 108
<212> PRT

20
Trp Ile

Tyr Tyr

Thr Tle

Ser Val
85

Val Thr

100

Val Ser

213> NLR%)

<220>

Arg Gln

Ser Gly
55

Ser Val

70

Thr Ala

Gly Phe

Ser

<223> VL DLL3_1_CC_delGK

<400> 75
Glu Ile Val
1

Glu Arg Val

Tyr Leu Ala
35
Ile Tyr Gly
50
Gly Ser Gly
65
Pro Glu Asp

Leu Thr Phe
<210> 76

211> 241
<212> PRT

Leu Thr
5

Thr Leu

20

Trp Tyr

Ala Ser

Ser Gly

Phe Ala

85
Gly Cys
100

213> NLRF%)

<220>

Gln Ser

Ser Cys

Gln Gln

Ser Arg
55

Thr Asp

70

Val Tyr

Gly Thr

Pro
40

Thr
Asp

Ala

Tyr

Pro
Arg
Arg
40

Ala
Phe

Tyr

Lys

25

Pro

Thr

Thr

Asp

Phe
105

Gly
Ala
25

Pro
Thr
Thr

Cys

Leu
105

142

Gly Lys

Asn Tyr

Ser Lys
75
Thr Ala

90
Asp Tyr

Thr Leu
10
Ser Gln

Gly Gln

Gly Ile

Leu Thr
75

Gln Gln

90

Glu Ile

Cys
Asn
60

Asn

Val

Trp

Ser
Arg
Ala
Pro
60

Tle

Tyr

Lys

Leu
45

Pro
Gln

Tyr

Gly

Leu
Val
Pro
45

Asp

Ser

Asp

30
Glu

Ser

Phe

Tyr

Gln
110

Ser
Asn
30

Arg
Arg

Arg

Arg

Trp

Leu

Ser

Cys

95
Gly

Pro
15

Asn
Leu
Phe

Leu

Ser
95

Ile
Lys
Leu
80

Ala

Thr

Gly

Asn

Leu

Ser

Glu

80

Pro
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<223> DLL3_1_CC_delGK

<400> 76

Gln Val Gln Leu Gln

1
Thr Leu

Tyr Trp

Gly Tyr
50

Ser Arg

65

Lys Leu

Ser Ile

Leu Val

Gly Gly
130

Ser Leu

145

Arg Val

Ala Pro

Pro Asp

Ile Ser
210
Tyr Asp
225
Lys
210> 77
211> 49
<212> PR

Ser
Ser
35

Val
Val
Ser
Ala
Thr
115
Gly
Ser
Asn
Arg
Arg
195

Arg

Arg

6
T

Leu
20

Trp
Tyr
Thr
Ser
Val
100
Val
Gly
Pro
Asn
Leu
180
Phe

Leu

Ser

213> NLRF%)

<220>

5
Thr

Ile

Tyr

Ile

Val

85

Thr

Ser

Ser

Gly

Asn

165

Leu

Ser

Glu

Pro

Glu

Cys

Arg

Ser

Ser

70

Thr

Gly

Ser

Glu

Glu

150

Tyr

Ile

Gly

Pro

Leu
230

Ser

Thr

Gln

Gly

95

Val

Ala

Phe

Gly

Ile

135

Leu

Tyr

Ser

Glu

215
Thr

Gly
Val
Pro
40

Thr
Asp
Ala
Tyr
Gly
120
Val
Val
Ala
Gly
Gly
200

Asp

Phe

Pro
Ser
25

Pro
Thr
Thr
Asp
Phe
105
Gly

Leu

Thr

Ala
185

Ser

Phe

Gly

Gly

10

Gly

Gly

Asn

Ser

Thr

90

Gly

Thr

Leu

170

Ser

Gly

Ala

Cys

<223> DLL3 1 CCxCD3 delGKXU4E M4+

143

Leu

Gly

Lys

Tyr

Lys

75

Ala

Tyr

Ser

Gln

Ser

155

Gln

Ser

Thr

Val

Gly
235

Val
Ser
Cys
Asn
60

Asn
Val
Trp
Gly
Ser
140
Cys

Gln

Arg

Tyr
220
Thr

Lys
Tle
Leu
45

Pro
Gln
Tyr
Gly
Gly
125
Pro
Arg
Arg
Ala
Phe
205

Tyr

Lys

Pro
Ser
30

Glu
Ser
Phe
Tyr
Gln
110
Gly
Gly
Ala
Pro
Thr
190
Thr

Cys

Leu

Ser
15

Ser
Trp
Leu
Ser
Cys
95

Gly
Gly
Thr
Ser
Gly
175
Gly
Leu

Gln

Glu

Glu

Tyr

Ile

Lys

Leu

80

Ala

Thr

Ser

Leu

Gln

160

Gln

Ile

Thr

Gln

Ile
240
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<400> 77

Gln Val Gln

1
Thr

Tyr
Gly
Ser
65

Lys
Ser
Leu
Gly
Ser
145
Arg
Ala
Pro
Ile
Tyr
225
Lys
Gly

Gly

Gly

Leu
Trp
Tyr
50

Arg
Leu
Tle
Val
Gly
130
Leu
Val
Pro
Asp
Ser
210
Asp
Ser
Leu

Phe

Lys
290

Ser
Ser
35

Val
Val
Ser
Ala
Thr
115
Gly
Ser
Asn
Arg
Arg
195
Arg
Arg
Gly
Val
Thr

275
Gly

Leu
Leu
20

Trp
Tyr
Thr
Ser
Val
100
Val
Gly
Pro
Asn
Leu
180
Phe
Leu
Ser
Gly
Gln
260

Phe

Leu

Gln
Thr
Tle
Tyr
Tle
Val
85

Thr
Ser
Ser
Gly
Asn
165
Leu
Ser
Glu
Pro
Gly
245
Pro

Asn

Glu

Glu

Cys

Ser
Ser
70

Thr
Gly
Ser
Glu
Glu
150
Tyr
Tle
Gly
Pro
Leu
230
Gly
Gly

Lys

Trp

Ser

Thr

Gln

Gly

95

Val

Ala

Phe

Gly

Ile

135

Leu

Tyr

Ser

Glu

215

Thr

Ser

Gly

Tyr

Val
295

Gly
Val
Pro
40

Thr
Asp
Ala
Tyr
Gly
120
Val
Val
Ala
Gly
Gly
200
Asp
Phe
Glu
Ser
Ala

280
Ala

Pro
Ser
25

Pro
Thr
Thr
Asp
Phe
105
Gly
Leu
Thr
Trp
Ala
185
Ser
Phe
Gly
Val
Leu
265

Met

Arg

144

Gly Leu
10
Gly Gly

Gly Lys

Asn Tyr

Ser Lys
75
Thr Ala

90
Asp Tyr

Gly Ser

Thr Gln

Leu Ser

155
Tyr Gln
170

Ser Ser

Gly Thr

Ala Val

Cys Gly
235

Gln Leu

250

Lys Leu

Asn Trp

Ile Arg

Val
Ser
Cys
Asn
60

Asn
Val
Trp
Gly
Ser
140
Cys
Gln
Arg
Asp
Tyr
220
Thr
Val
Ser

Val

Ser
300

Lys
Ile
Leu
45

Pro
Gln
Tyr
Gly
Gly
125
Pro
Arg
Arg
Ala
Phe
205
Tyr
Lys
Glu
Cys
Arg

285
Lys

Pro
Ser
30

Glu
Ser
Phe
Tyr
Gln
110
Gly
Gly
Ala
Pro
Thr
190
Thr
Cys
Leu
Ser
Ala
270

Gln

Tyr

Ser
15

Ser

Leu
Ser
Cys
95

Gly
Gly
Thr
Ser
Gly
175
Gly
Leu
Gln
Glu
Gly
255
Ala

Ala

Asn

Glu
Tyr
Tle
Lys
Leu
80

Ala
Thr
Ser
Leu
Gln
160
Gln
Tle
Thr
Gln
Tle
240
Gly
Ser

Pro

Asn
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Tyr
305
Arg
Thr
Asn

Thr

Gly
385

Pro

Thr

Pro

Ala

Ser

465
Tyr

<210>
211>
<212>
<213>

Ala
Asp
Glu
Ser
Val
370
Gly
Gly
Ser
Arg
Arg
450

Gly

Ser

<220>

223>
<400>

78
982
PRT

NILF5)

Thr
Asp
Asp
Tyr
355
Ser
Ser
Gly
Gly
Gly
435
Phe

Val

Asn

Tyr
Ser
Thr
340
Tle
Ser
Gln
Thr
Asn
420
Leu
Ser

Gln

Arg

Tyr Ala Asp Ser Val Lys Asp Arg
310 315
Lys Asn Thr Ala Tyr Leu Gln Met
325 330
Ala Val Tyr Tyr Cys Val Arg His
345
Ser Tyr Trp Ala Tyr Trp Gly Gln
360
Gly Gly Gly Gly Ser Gly Gly Gly
375 380
Thr Val Val Thr GIn Glu Pro Ser
390 395
Val Thr Leu Thr Cys Gly Ser Ser
405 410
Tyr Pro Asn Trp Val Gln Gln Lys
425
Ile Gly Gly Thr Lys Phe Leu Ala
440
Gly Ser Leu Leu Gly Gly Lys Ala
455 460
Pro Glu Asp Glu Ala Glu Tyr Tyr
470 475
Trp Val Phe Gly Gly Gly Thr Lys
485 490

DLL3 1 CCxCD3-scFc delGKX4F S 4HLE 2 F
78

Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val

1

5 10

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser

20

25

Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Cys

35

40

Gly Tyr Val Tyr Tyr Ser Gly Thr Thr Asn Tyr Asn

50

55 60

145

Phe
Asn
Gly
Gly
365
Gly
Leu
Thr
Pro
Pro
445
Ala

Cys

Leu

Lys

Ile

Leu
45

Pro

Thr
Asn
Asn
350
Thr
Ser
Thr
Gly
Gly
430
Gly
Leu

Val

Thr

Pro
Ser
30

Glu

Ser

Tle
Leu
335
Phe
Leu
Gly
Val
Ala
415
Gln
Thr
Thr

Leu

Val
495

Ser
15
Ser

Trp

Leu

Ser
320
Lys
Gly
Val
Gly
Ser
400
Val
Ala
Pro
Leu
Trp

480
Leu

Glu

Tyr

Ile

Lys
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Ser
65

Lys
Ser
Leu
Gly
Ser
145
Arg
Ala
Pro
Tle
Tyr
225
Lys
Gly
Gly
Gly
Tyr
305
Arg
Thr

Asn

Thr

Arg

Leu

Ile

Val

Gly

130

Leu

Val

Pro

Asp

Ser

210

Asp

Ser

Leu

Phe

Lys

290

Ala

Asp

Glu

Ser

Val

Val
Ser
Ala
Thr
115
Gly
Ser
Asn
Arg
Arg
195
Arg
Arg
Gly
Val
Thr
275
Gly
Thr
Asp
Asp
Tyr

355

Ser

Thr
Ser
Val
100
Val
Gly
Pro
Asn
Leu
180
Phe
Leu
Ser
Gly
Gln
260
Phe
Leu
Tyr
Ser
Thr
340

Ile

Ser

Tle
Val
85

Thr
Ser
Ser
Gly
Asn
165
Leu
Ser
Glu
Pro
Gly
245
Pro
Asn
Glu
Tyr
Lys
325
Ala

Ser

Gly

Ser
70

Thr
Gly
Ser
Glu
Glu
150
Tyr
Tle
Gly
Pro
Leu
230
Gly

Gly

Lys

Ala
310

Asn

Val

Tyr

Gly

Val

Ala

Phe

Gly

Ile

135

Leu

Tyr

Ser

Glu

215

Thr

Ser

Gly

Tyr

Val

295

Asp

Thr

Tyr

Trp

Gly

Asp
Ala
Tyr
Gly
120
Val
Val
Ala
Gly
Gly
200
Asp
Phe
Glu
Ser
Ala
280
Ala
Ser
Ala
Tyr
Ala

360
Gly

Thr Ser Lys

Asp
Phe
105
Gly
Leu
Thr
Trp
Ala
185
Ser
Phe
Gly
Val
Leu
265
Met
Arg
Val
Tyr
Cys
345
Tyr

Ser

146

Thr
90

Asp
Gly
Thr
Leu
Tyr
170
Ser
Gly
Ala
Cys
Gln
250
Lys
Asn
Tle
Lys
Leu
330
Val

Trp

Gly

75
Ala

Tyr
Ser
Gln
Ser
155
Gln
Ser
Thr
Val
Gly
235
Leu
Leu
Trp
Arg
Asp
315
Gln
Arg

Gly

Gly

Asn

Val

Trp

Gly

Ser

140

Cys

Gln

Arg

Asp

Tyr

220

Thr

Val

Ser

Val

Ser

300

Arg

Met

His

Gln

Gly

Gln
Tyr
Gly
Gly
125
Pro
Arg
Arg
Ala
Phe
205
Tyr
Lys
Glu
Cys
Arg
285
Lys
Phe
Asn
Gly
Gly

365
Gly

Phe
Tyr
Gln
110
Gly
Gly
Ala
Pro
Thr
190
Thr
Cys
Leu
Ser
Ala
270
Gln
Tyr
Thr
Asn
Asn
350

Thr

Ser

Ser
Cys
95

Gly
Gly
Thr
Ser
Gly
175
Gly
Leu
Gln
Glu
Gly
255
Ala
Ala
Asn
Tle
Leu
335
Phe

Leu

Gly

Leu
80

Ala
Thr
Ser
Leu
Gln
160
Gln
Tle
Thr
Gln
Tle
240
Gly
Ser
Pro
Asn
Ser
320
Lys
Gly

Val

Gly
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Gly
385
Pro
Thr
Pro
Ala
Ser
465
Tyr
Gly
Glu
Asp
Asp
545
Gly
Gly
Trp
Pro
Glu
625
Asn

Ile

Thr

370
Gly

Gly
Ser
Arg
Arg
450
Gly
Ser
Gly
Leu
Thr
530
Val
Val
Ser
Leu
Ala
610
Pro
Gln

Ala

Thr

Ser
Gly
Gly
Gly
435
Phe
Val
Asn
Gly
Leu
515
Leu
Ser
Glu
Thr
Asn
595
Pro
Gln
Val

Val

Pro
675

Gln
Thr
Asn
420
Leu
Ser
Gln
Arg
Gly
500
Gly
Met
His
Val
Tyr
580
Gly
Tle
Val
Ser
Glu

660

Pro

Thr
Val
405
Tyr
Ile
Gly
Pro
Trp
485
Asp
Gly
Ile
Glu
His
565
Arg
Lys
Glu
Tyr
Leu
645

Trp

Val

Val
390
Thr
Pro
Gly
Ser
Glu
470
Val
Lys
Pro
Ser
Asp
550
Asn
Cys
Glu
Lys
Thr
630
Thr

Glu

Leu

375
Val

Leu
Asn
Gly
Leu
455
Asp
Phe
Thr
Ser
Arg
535
Pro
Ala
Val
Tyr
Thr
615
Leu
Cys

Ser

Asp

Thr
Thr
Trp
Thr
440
Leu
Glu
Gly
His
Val
520
Thr
Glu
Lys
Ser
Lys
600
Tle
Pro
Leu

Asn

Ser
680

Gln
Cys
Val
425
Lys
Gly
Ala
Gly
Thr
505
Phe
Pro
Val
Thr
Val
585
Cys
Ser
Pro
Val
Gly

665
Asp

147

Glu
Gly
410
Gln
Phe
Gly
Glu
Gly
490
Cys
Leu
Glu
Lys
Lys
570
Leu
Lys
Lys
Ser
Lys
650

Gln

Gly

Pro
395
Ser
Gln
Leu
Lys
Tyr
475
Thr
Pro
Phe
Val
Phe
55h
Pro
Thr
Val
Ala
Arg
635
Gly

Pro

Ser

380

Ser

Ser

Lys

Ala

Ala

460

Tyr

Lys

Pro

Pro

Thr

540

Asn

Cys

Val

Ser

Lys

620

Glu

Phe

Glu

Phe

Leu
Thr
Pro
Pro
445
Ala
Cys
Leu
Cys
Pro
525
Cys
Trp
Glu
Leu
Asn
605
Gly
Glu
Tyr

Asn

Phe
685

Thr
Gly
Gly
430
Gly
Leu
Val
Thr
Pro
510
Lys
Val
Tyr
Glu
His
590
Lys
Gln
Met
Pro
Asn

670
Leu

Val
Ala
415
Gln
Thr
Thr
Leu
Val
495
Ala
Pro
Val
Val
Gln
575
Gln
Ala
Pro
Thr
Ser
655

Tyr

Tyr

Ser
400
Val
Ala
Pro
Leu
Trp
480
Leu
Pro
Lys
Val
Asp
560
Tyr
Asp
Leu
Arg
Lys
640
Asp

Lys

Ser
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Lys
Cys
705
Leu
Gly
Gly
Leu
Thr
785
Val
Val
Ser
Leu
Ala
865
Pro
Gln
Ala
Thr
Leu

945

Ser

Leu
690
Ser
Ser
Gly
Gly
Leu
770
Leu
Ser
Glu
Thr
Asn
850
Pro
Gln
Val
Val
Pro
930

Thr

Val

Thr
Val
Leu
Gly
Ser
755
Gly
Met
His
Val
Tyr
835
Gly
Tle
Val
Ser
Glu
915
Pro

Val

Met

Ser Leu Ser

<210> 79

Val
Met
Ser
Ser
740
Asp
Gly
Ile
Glu
His
820
Arg
Lys
Glu
Tyr
Leu
900
Trp
Val
Asp
His

Pro
980

Asp
His
Pro
725
Gly
Lys
Pro
Ser
Asp
805
Asn
Cys
Glu
Lys
Thr
885
Thr
Glu
Leu
Lys
Glu

965
Gly

Lys
Glu
710
Gly
Gly
Thr
Ser
Arg
790
Pro
Ala
Val
Tyr
Thr
870
Leu
Cys
Ser
Asp
Ser
950

Ala

Lys

Ser
695
Ala
Gly
Gly
His
Val
775
Thr
Glu
Lys
Ser
Lys
855
Tle
Pro
Leu
Asn
Ser
935

Arg

Leu

Arg
Leu
Gly
Gly
Thr
760
Phe
Pro
Val
Thr
Val
840
Cys
Ser
Pro
Val
Gly
920
Asp

Trp

His

Trp
His
Gly
Ser
745
Cys
Leu
Glu
Lys
Lys
825
Leu
Lys
Lys
Ser
Lys
905
Gln
Gly

Gln

Asn

148

Gln
Asn
Ser
730
Gly
Pro
Phe
Val
Phe
810
Pro
Thr
Val
Ala
Arg
890
Gly
Pro
Ser

Gln

His
970

Gln
His
715
Gly
Gly
Pro
Pro
Thr
795
Asn
Cys
Val
Ser
Lys
875
Glu
Phe
Glu
Phe
Gly

955
Tyr

Gly
700
Tyr
Gly
Gly
Cys
Pro
780
Cys
Trp
Glu
Leu
Asn
860
Gly
Glu
Tyr
Asn
Phe
940

Asn

Thr

Asn
Thr
Gly
Gly
Pro
765
Lys
Val
Tyr
Glu
His
845
Lys
Gln
Met
Pro
Asn
925
Leu

Val

Gln

Val
Gln
Gly
Ser
750
Ala
Pro
Val
Val
Gln
830
Gln
Ala
Pro
Thr
Ser
910
Tyr
Tyr

Phe

Lys

Phe
Lys
Ser
735
Gly
Pro
Lys
Val
Asp
815
Tyr
Asp
Leu
Arg
Lys
895
Asp
Lys
Ser

Ser

Ser
975

Ser
Ser
720
Gly
Gly
Glu
Asp
Asp
800
Gly
Gly
Trp
Pro
Glu
880
Asn
Ile
Thr
Lys
Cys

960
Leu
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211> 5

<212> PRT

213> NI

220>

<223> VH CDR1 CD19 97-GIRE-C2

<400> 79

Ser Tyr Gly Met His

1 5

<210> 80

211> 17

<212> PRT

213> NLFH)

<220>

<223> VH CDR2 CD19 97-GIRE-C2

<400> 80

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

1 5 10 15

Gly

<210> 81

211> 13

<212> PRT

213> NTLF4

<220>

<223> VH CDR3 CD19 97-G1RE-C2

<400> 81

Asp Arg Gly Thr Ile Phe Gly Asn Tyr Gly Leu Glu Val

1 5 10

<210> 82

211> 122

<212> PRT

213> NI

220>

<223> VH CD19 97-GIRE-C2 CC

<400> 82

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg

1 5 10 15

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

Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Cys Leu Glu Trp Val

149
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35

Ala Val Ile Ser Tyr Glu Gly

50 55

Lys Gly Arg Phe Thr Ile Ser

65 70

Leu Gln Met Asn Ser Leu Arg

85
Ala Arg Asp Arg Gly Thr Ile
100

Gly Gln Gly Thr Thr Val Thr
115

<210> 83

211> 16

<212> PRT

213> NTLF4

<220>

40

Ser

Arg

Phe

Val
120

<223> VL CDR1 CD19 97-GIRE-C2

<400> 83

45
Asn Lys Tyr Tyr Ala Glu Ser Val
60

Asp Asn Ser Lys Asn Thr Leu Tyr

75 80
Glu Asp Thr Ala Val Tyr Tyr Cys

90 95

Gly Asn Tyr Gly Leu Glu Val Trp
105 110

Ser Ser

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

1 5
<210> 84

211> 7

<212> PRT

213> NTIF5)
<220>

<223> VL CDR2 CD19 97-GIRE-C2

<400> 84

Leu Gly Ser Asn Arg Ala Ser
1 5

<210> 85

211> 9

<212> PRT

213> NTLF4

220>

<223> VL CDR3 CD19 97-GIRE-C2

<400> 85

10 15

Met GIn Ala Leu Gln Thr Pro Phe Thr

1 5
<210> 86

150
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211> 112

<212> PRT

213> NLF3

220>

<223> VL CD19 97-GIRE-C2 CC

<400> 86

Asp Ile Val Met Thr Gln Ser Pro

1 5

Glu Pro Ala Ser Ile Ser Cys Arg
20

Asn Ala Phe Asn Tyr Leu Asp Trp

35 40
Pro Gln Leu Leu Ile Tyr Leu Gly
50 55

Asp Arg Phe Ser Gly Ser Gly Ser

65 70

Ser Arg Val Glu Ala Glu Asp Val

85

Leu Gln Thr Pro Phe Thr Phe Gly
100

<210> 87

<211> 525

<212> PRT

213> NLF3

220>

<223> CD19 97-GIRE-C2 CC x I12CO

<400> 87

Met Asp Met Arg Val Pro Ala Gln

1 5

Leu Arg Gly Ala Arg Cys Asp Ile
20

Leu Pro Val Ile Ser Gly Glu Pro

35 40
Gln Ser Leu Leu His Lys Asn Ala
50 55

Gln Lys Pro Gly Gln Ser Pro Gln

65 70

Arg Ala Ser Gly Val Pro Asp Arg

85

Leu

Ser

25

Ser

Gly

Gly

Cys
105

Leu
Val
25

Ala
Phe

Leu

Phe

151

Ser
10

Ser
Leu
Asn
Thr
Val

90
Gly

Leu
10

Met
Ser
Asn

Leu

Ser
90

Leu

Gln

Gln

Arg

Gly

Thr

Ile

Tyr

Ile

75
Gly

Pro

Ser

Lys

Ala

60

Phe

Tyr

Lys

Leu
Gln
Ser
Leu
60

Tyr

Ser

Val
Leu
Pro
45

Ser
Thr

Cys

Val

Leu
Ser
Cys
45

Asp

Leu

Gly

Ile
Leu
30

Gly
Gly
Leu

Met

Asp
110

Leu
Pro
30

Arg
Trp

Gly

Ser

Ser
15

His
Gln
Val
Lys
Gln

95
Ile

Leu
15

Leu
Ser
Tyr

Ser

Gly
95

Gly
Lys
Ser
Pro
Ile
80

Ala

Lys

Trp

Ser

Ser

Leu

Asn

80
Thr



CN 114599394 A

.1l

%=

78/201 T

Asp
Tyr
Thr
Gly
145
Val
Thr
Cys
Tyr
Lys
225
Ala
Gly
Gly
Gln
Phe
305
Leu
Tyr
Ser
Thr
Ile

385

Ser

Phe
Tyr
Lys
130
Gly
Gln
Phe
Leu
Ala
210
Asn
Val
Leu
Gly
Pro
290
Asn
Glu
Tyr
Lys
Ala
370

Ser

Gly

Thr
Cys
115
Val
Gly
Pro
Ser
Glu
195
Glu
Thr
Tyr
Glu
Gly
275
Gly
Lys
Trp
Ala
Asn
355
Val

Tyr

Gly

Leu
100
Met
Asp
Gly
Gly
Ser
180
Trp
Ser
Leu
Tyr
Val
260
Ser
Gly
Tyr
Val
Asp
340
Thr
Tyr

Trp

Gly

Lys

Gln

Ile

Ser

Arg

165

Tyr

Val

Val

Tyr

Cys

245

Trp

Glu

Ser

Ala

Ala

325

Ser

Ala

Tyr

Ala

Gly

Ile
Ala
Lys
Gln
150
Ser
Gly
Ala
Lys
Leu
230
Ala
Gly
Val
Leu
Met
310
Arg
Val
Tyr
Cys
Tyr

390

Ser

Ser
Leu
Gly
135
Val
Leu
Met
Val
Gly
215
Gln
Arg
Gln
Gln
Lys
295
Asn
Ile
Lys
Leu
Val
375

Trp

Gly

Arg
Gln
120
Gly
Gln
Arg
His
Ile
200
Arg
Met
Asp
Gly
Leu
280
Leu
Trp
Arg
Asp
Gln
360
Arg

Gly

Gly

Val
105
Thr
Gly
Leu
Leu
Trp
185
Ser
Phe
Asn
Arg
Thr
265
Val
Ser
Val
Ser
Arg
345
Met
His
Gln

Gly

152

Glu

Pro

Gly

Val

Ser

170

Val

Tyr

Thr

Ser

Gly

250

Thr

Glu

Cys

Arg

Lys

330

Phe

Asn

Gly

Gly

Gly

Ala
Phe
Ser
Glu
155
Cys
Arg
Glu
Tle
Leu
235
Thr
Val
Ser
Ala
Gln
315
Tyr
Thr
Asn
Asn
Thr

395

Ser

Glu
Thr
Gly
140
Ser
Ala
Gln
Gly
Ser
220
Arg
Tle
Thr
Gly
Ala
300
Ala
Asn
Tle
Leu
Phe
380

Leu

Gly

Asp
Phe
125
Gly
Gly
Ala
Ala
Ser
205
Arg
Asp
Phe
Val
Gly
285
Ser
Pro
Asn
Ser
Lys
365
Gly

Val

Gly

Val
110
Gly
Gly
Gly
Ser
Pro
190
Asn
Asp
Glu
Gly
Ser
270
Gly
Gly
Gly
Tyr
Arg
350
Thr
Asn

Thr

Gly

Gly

Cys

Gly

Gly

Gly

175

Gly

Lys

Asn

Asp

Asn

255

Ser

Leu

Phe

Lys

Ala

335

Asp

Glu

Ser

Val

Gly

Val
Gly
Ser
Val
160
Phe
Lys
Tyr
Ser
Thr
240
Tyr
Gly
Val
Thr
Gly
320
Thr
Asp
Asp
Tyr
Ser

400

Ser
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Gln Thr

Thr Val

Asn Tyr
450

Leu Ile

465

Ser Gly

Gln Pro

Arg Trp

<210> 88

Val
Thr
435
Pro
Gly
Ser

Glu

Val
515

<211> 1013
<212> PRT

213> NLR%)

<220>

<223> CD19 97-GIRE-C2 CC x I2C0-scFc
<400> 88

Val
420
Leu

Asn

Gly

Leu

Asp

500
Phe

405
Thr

Thr
Trp
Thr
Leu
485

Glu

Gly

Met Asp Met Arg Val

1
Leu Arg

Leu Pro

Gln Ser
50

Gln Lys

65

Arg Ala

Asp Phe

Tyr Tyr

Thr Lys

Gly
Val
35

Leu
Pro
Ser
Thr
Cys

115
Val

Ala
20

Tle
Leu
Gly
Gly
Leu
100

Met

Asp

5
Arg

Ser

His

Gln

Val

85

Lys

Gln

Ile

Gln
Cys
Val
Lys
470
Gly

Ala

Gly

Pro

Cys

Gly

Lys

Ser

70

Pro

Ile

Ala

Lys

Glu
Gly
Gln
455
Phe
Gly

Glu

Gly

Ala

Asp

Glu

Asn

95

Pro

Asp

Ser

Leu

Gly

Pro Ser
425

Ser Ser

440

Gln Lys

Leu Ala

Lys Ala

Tyr Tyr

505
Thr Lys
520

Gln Leu

Ile Val
25

Pro Ala

40

Ala Phe

Gln Leu

Arg Phe

Arg Val
105

Gln Thr

120

Gly Gly

153

410
Leu

Thr
Pro
Pro
Ala
490

Cys

Leu

Leu
10

Met
Ser
Asn
Leu
Ser
90

Glu

Pro

Gly

Thr
Gly
Gly
Gly
475
Leu

Val

Thr

Gly

Thr

Ile

Tyr

Ile

75

Gly

Ala

Phe

Ser

Val
Ala
Gln
460
Thr
Thr

Leu

Val

Leu

Gln

Ser

Leu

60

Tyr

Ser

Glu

Thr

Gly

Ser
Val
445
Ala
Pro
Leu

Trp

Leu
525

Leu
Ser
Cys
45

Asp
Leu
Gly
Asp
Phe

125
Gly

Pro
430
Thr
Pro
Ala

Ser

Tyr
510

Leu
Pro
30

Arg
Trp
Gly
Ser
Val
110

Gly

Gly

415
Gly

Ser

Arg

Arg

Gly

495

Ser

Leu
15

Leu
Ser
Tyr
Ser
Gly
95

Gly

Cys

Gly

Gly
Gly
Gly
Phe
480

Val

Asn

Trp

Ser

Ser

Leu

Asn

80

Thr

Val

Gly

Ser
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Gly
145
Val
Thr
Cys
Tyr
Lys
225
Ala
Gly
Gly
Gln
Phe
305
Leu
Tyr
Ser
Thr
Tle
385
Ser

Gln

Thr

130
Gly

Gln
Phe
Leu
Ala
210
Asn
Val
Leu
Gly
Pro
290
Asn
Glu
Tyr
Lys
Ala
370
Ser
Gly

Thr

Val

Gly
Pro
Ser
Glu
195
Glu
Thr
Tyr
Glu
Gly
275
Gly
Lys
Trp
Ala
Asn
355
Val
Tyr
Gly

Val

Thr
435

Gly
Gly
Ser
180
Trp
Ser
Leu
Tyr
Val
260
Ser
Gly
Tyr
Val
Asp
340
Thr
Tyr
Trp
Gly
Val

420
Leu

Ser
Arg
165
Tyr
Val
Val
Tyr
Cys
245
Trp
Glu
Ser
Ala
Ala
325
Ser
Ala
Tyr
Ala
Gly
405

Thr

Thr

Gln
150
Ser
Gly
Ala
Lys
Leu
230
Ala
Gly
Val
Leu
Met
310
Arg
Val
Tyr
Cys
Tyr
390
Ser

Gln

Cys

135
Val

Leu
Met
Val
Gly
215
Gln
Arg
Gln
Gln
Lys
295
Asn
Tle
Lys
Leu
Val
375
Trp
Gly

Glu

Gly

Gln
Arg
His
Ile
200
Arg
Met
Asp
Gly
Leu
280
Leu
Trp
Arg
Asp
Gln
360
Arg
Gly
Gly

Pro

Ser
440

Leu Val Glu

Leu
Trp
185
Ser
Phe
Asn
Arg
Thr
265
Val
Ser
Val
Ser
Arg
345
Met
His
Gln
Gly
Ser

425

Ser

154

Ser
170
Val
Tyr
Thr
Ser
Gly
250
Thr
Glu
Cys
Arg
Lys
330
Phe
Asn
Gly
Gly
Gly
410

Leu

Thr

155
Cys

Arg
Glu
Tle
Leu
235
Thr
Val
Ser
Ala
Gln
315
Tyr
Thr
Asn
Asn
Thr
395
Ser

Thr

Gly

140

Ser
Ala
Gln
Gly
Ser
220
Arg
Tle
Thr
Gly
Ala
300
Ala
Asn
Tle
Leu
Phe
380
Leu
Gly

Val

Ala

Gly
Ala
Ala
Ser
205
Arg
Asp
Phe
Val
Gly
285
Ser
Pro
Asn
Ser
Lys
365
Gly
Val
Gly

Ser

Val
445

Gly
Ser
Pro
190
Asn
Asp
Glu
Gly
Ser
270
Gly
Gly
Gly
Tyr
Arg
350
Thr
Asn
Thr
Gly
Pro

430
Thr

Gly
Gly
175
Gly
Lys
Asn
Asp
Asn
255
Ser
Leu
Phe
Lys
Ala
335
Asp
Glu
Ser
Val
Gly
415

Gly

Ser

Val
160
Phe
Lys
Tyr
Ser
Thr
240
Tyr
Gly
Val
Thr
Gly
320
Thr
Asp
Asp
Tyr
Ser
400
Ser

Gly

Gly
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Asn
Leu
465
Ser
Gln
Arg
Gly
Gly
545
Met
His
Val
Tyr
Gly
625
Tle
Val
Ser
Glu
Pro
705
Val

Met

Ser

Tyr
450
Ile
Gly
Pro
Trp
Asp
530
Gly
Ile
Glu
His
Arg
610
Lys
Glu
Tyr
Leu
Trp
690
Val
Asp
His

Pro

Pro

Gly

Ser

Glu

Val

515

Lys

Pro

Ser

Asp

Asn

595

Cys

Glu

Lys

Thr

Thr

675

Glu

Leu

Lys

Glu

Gly

Asn
Gly
Leu
Asp
500
Phe

Thr

Ser

Pro
580
Ala

Val

Thr

Leu
660
Cys

Ser

Ser

Ala
740
Lys

Trp
Thr
Leu
485
Glu
Gly
His
Val
Thr
565
Glu
Lys
Ser
Lys
Tle
645
Pro
Leu
Asn
Ser
Arg
725

Leu

Gly

Val
Lys
470
Gly
Ala
Gly
Thr
Phe
550
Pro
Val
Thr
Val
Cys
630
Ser
Pro
Val
Gly
Asp
710
Trp
His

Gly

Gln
455
Phe
Gly
Glu
Gly
Cys
535
Leu
Glu
Lys
Lys
Leu
615
Lys
Lys
Ser
Lys
Gln
695
Gly
Gln

Asn

Gly

Gln
Leu
Lys
Tyr
Thr
520
Pro
Phe
Val
Phe
Pro
600
Thr

Val

Ala

Gly
680
Pro
Ser
Gln
His

Gly

Lys Pro Gly

Ala
Ala
Tyr
505
Lys
Pro
Pro
Thr
Asn
585
Cys
Val
Ser
Lys
Glu
665
Phe
Glu
Phe
Gly
Tyr
745

Ser

155

Pro
Ala
490
Cys
Leu
Cys
Pro
Cys
570
Trp
Glu
Leu
Asn
Gly

650
Glu

Asn
Phe
Asn
730

Thr

Gly

Gly
475
Leu
Val
Thr
Pro
Lys
55h
Val
Tyr
Glu
His
Lys
635
Gln
Met
Pro
Asn
Leu
715
Val

Gln

Gly

Gln
460
Thr
Thr
Leu
Val
Ala
540
Pro
Val
Val
Gln
Gln
620
Ala
Pro
Thr
Ser
Tyr
700
Tyr
Phe

Lys

Gly

Ala

Pro

Leu

Trp

Leu

525

Pro

Lys

Val

Asp

Tyr

605

Asp

Leu

Arg

Lys

Asp

685

Lys

Ser

Ser

Ser

Gly

Pro
Ala
Ser
Tyr
510
Gly
Glu
Asp
Asp
Gly
590
Gly
Trp
Pro
Glu
Asn
670
Tle
Thr
Lys
Cys
Leu

750

Ser

Arg
Arg
Gly
495
Ser
Gly
Leu
Thr
Val
575
Val
Ser
Leu
Ala
Pro
655
Gln
Ala
Thr
Leu
Ser
735

Ser

Gly

Gly
Phe
480
Val
Asn
Gly
Leu
Leu
560
Ser
Glu
Thr
Asn
Pro
640
Gln
Val
Val
Pro
Thr
720
Val

Leu

Gly
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Gly
Gly
785
Leu
Leu
Ser
Glu
Thr
865
Asn
Pro
Gln
Val
Val
945
Pro

Thr

Val

Gly
770
Ser
Gly
Met
His
Val
850
Tyr
Gly
Tle
Val
Ser
930
Glu
Pro

Val

Met

755

Ser

Asp

Gly

Ile

Glu

835

His

Arg

Lys

Glu

Tyr

915

Leu

Trp

Val

Asp

His
995

Leu Ser Pro

1010
<210> 89

211> 5
<212> PRT
213> NI
<220>

<223> VH CDR1 CDH3 G8A 6-B12

Gly
Lys
Pro
Ser
820
Asp
Asn
Cys
Glu
Lys
900
Thr
Thr
Glu
Leu
Lys
980

Glu

Gly

Gly
Thr
Ser
805
Arg
Pro
Ala
Val
Tyr
885
Thr
Leu
Cys
Ser
Asp
965
Ser

Ala

Lys

Gly
His
790
Val
Thr
Glu
Lys
Ser
870
Lys
Tle
Pro
Leu
Asn
950
Ser

Arg

Leu

Gly
775
Thr
Phe
Pro
Val
Thr
855
Val
Cys
Ser
Pro
Val
935
Gly
Asp

Trp

His

760

Ser

Cys

Leu

Glu

Lys

840

Lys

Leu

Lys

Lys

Ser

920

Lys

Gln

Gly

Gln

Asn
1000

Gly
Pro
Phe
Val
825
Phe
Pro
Thr
Val
Ala
905
Arg
Gly
Pro
Ser
Gln

985
His

156

Gly
Pro
Pro
810
Thr
Asn
Cys
Val
Ser
890
Lys
Glu
Phe
Glu
Phe
970

Gly

Tyr

Gly
Cys
795
Pro
Cys
Trp
Glu
Leu
875
Asn
Gly
Glu
Tyr
Asn
955
Phe

Asn

Thr

Gly
780
Pro
Lys
Val
Tyr
Glu
860
His
Lys
Gln
Met
Pro
940
Asn
Leu

Val

Gln

765

Ser

Ala

Pro

Val

Val

845

Gln

Gln

Ala

Pro

Thr

925

Ser

Tyr

Tyr

Phe

Lys
1005

Gly
Pro
Lys
Val
830
Asp
Tyr
Asp
Leu
Arg
910
Lys
Asp
Lys
Ser
Ser

990

Ser

Gly
Glu
Asp
815
Asp
Gly
Gly
Trp
Pro
895
Glu
Asn
Ile
Thr
Lys
975

Cys

Leu

Gly
Leu
800
Thr
Val
Val
Ser
Leu
880
Ala
Pro
Gln
Ala
Thr
960
Leu

Ser

Ser
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<400> 89

Ser Tyr Pro Ile Asn

1 5

<210> 90

211> 16

<212> PRT

213> NI

<220>

<223> VH CDR2 CDH3 G8A 6-B12

<400> 90

Val Ile Trp Thr Gly Gly Gly Thr Asn Tyr Ala Ser Ser Val Lys Gly
1 5 10 15
<210> 91

211> 15

<212> PRT

213> NI

220>

<223> VH CDR3 CDH3 G8A 6-B12

<400> 91

Ser Arg Gly Val Tyr Asp Phe Asp Gly Arg Gly Ala Met Asp Tyr
1 5 10 15
<210> 92

211> 17

<212> PRT

213> NI

<220>

<223> VL CDR1 CDH3 G8A 6-B12

<400> 92

Lys Ser Ser Gln Ser Leu Leu Tyr Ser Ser Asn Gln Lys Asn Tyr Phe
1 5 10 15
Ala

<210> 93

Q211> 7

<212> PRT

213> NI

220>

<223> VL CDR2 CDH3 G8A 6-B12

<400> 93

Trp Ala Ser Thr Arg Glu Ser

157
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1

<210> 94

211> 9

<212> PRT
213> NLFH)

<220>

<223> VL CDR3 CDH3 G8A 6-B12
<400> 94

Gln Gln Tyr Tyr Ser Tyr Pro Tyr Thr

1

<210> 95

211> 123
<212> PRT

213> NLR5

<220>

5

<223> VH CDH3 G8A 6-Bl12

<400> 95

Glu Val
1

Ser Leu

Pro Ile

Gly Val
50

Gly Arg

65

Gln Met

Lys Ser

Trp Gly

<210> 96

Gln

Arg

Asn

35

Ile

Phe

Asn

Arg

Gln
115

211> 113
<212> PRT

213> NLR5

<220>

Leu
Leu
20

Trp
Trp
Thr

Ser

Gly
100
Gly

Leu

5

Ser

Val

Thr

Ile

Leu

85

Val

Thr

Glu

Cys

Arg

Gly

Ser

70

Arg

Tyr

Leu

<223> VL CDH3 G8A 6-Bl12

Ser

Ala

Gln

Gly

95

Arg

Ala

Asp

Val

Gly

Ala

Ala

40

Gly

Asp

Glu

Phe

Thr
120

Gly
Ser
25

Pro
Thr
Asn
Asp
Asp

105
Val

158

Gly
10

Gly
Gly
Asn
Ser
Thr
90

Gly

Ser

Leu

Phe

Lys

Tyr

Lys

75
Ala

Ser

Val
Ser
Gly
Ala
60

Asn

Val

Gly

Gln

Phe

Leu

45

Ser

Thr

Tyr

Ala

Pro

Ser

30

Glu

Ser

Val

Tyr

Met
110

Gly
15

Ser
Trp
Val
Tyr
Cys

95
Asp

Gly
Tyr
Val
Lys
Leu
80

Ala

Tyr
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<400> 96
Asp Tle

1

Glu Arg

Ser Asn

Pro Pro
50

Pro Asp

65

Ile Ser

Tyr Tyr

Lys

210> 97
211> 25
212> PR

Val
Ala
Gln
35

Lys
Arg

Ser

Ser

1
T

Met
Thr
20

Lys
Leu

Phe

Leu

100

213> NLR%)

<220>

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln
Asn
Tyr
Ile
Gly
70

Ala

Tyr

Ser
Cys
Phe
Tyr
55

Ser

Glu

Thr

<223> CDH3 G8A 6-B12 scFv

<400> 97
Glu Val
1

Ser Leu

Pro Ile

Gly Val
50

Gly Arg

65

Gln Met

Lys Ser

Trp Gly

Gln

Arg

Asn

35

Ile

Phe

Asn

Arg

Gln
115

Leu
Leu
20

Trp
Trp
Thr

Ser

Gly
100
Gly

Leu

5

Ser

Val

Thr

Ile

Leu

85

Val

Thr

Glu

Cys

Arg

Gly

Ser

70

Arg

Tyr

Leu

Ser

Ala

Gln

Gly

95

Arg

Ala

Asp

Val

Pro
Lys
Ala
40

Trp
Gly

Asp

Phe

Gly

Ala

Ala

40

Gly

Asp

Glu

Phe

Thr
120

Asp
Ser
25

Trp
Ala
Ser

Val

Gly
105

Gly
Ser
25

Pro
Thr
Asn
Asp
Asp

105
Val

159

Ser
10

Ser
Tyr
Ser
Gly
Ala

90
Gln

Gly
10

Gly
Gly
Asn
Ser
Thr
90

Gly

Ser

Leu
Gln
Gln
Thr
Thr
75

Val

Gly

Leu

Phe

Lys

Tyr

Lys

75

Ala

Arg

Ser

Ala
Ser
Gln
Arg
60

Asp

Tyr

Thr

Val

Ser

Gly

Ala

60

Asn

Val

Gly

Gly

Val
Leu
Lys
45

Glu
Phe

Tyr

Lys

Gln

Phe

Leu

45

Ser

Thr

Tyr

Ala

Gly
125

Ser
Leu
30

Pro
Ser
Thr

Cys

Leu
110

Pro
Ser
30

Glu
Ser
Val
Tyr
Met

110
Gly

Leu
15
Tyr

Gly

Gly

Leu

Gln

95
Glu

Gly
15

Ser
Trp
Val
Tyr
Cys
95

Asp

Gly

Gly
Ser
Gln
Val
Thr
80

Gln

Ile

Gly

Tyr

Val

Lys

Leu

80

Ala

Tyr

Ser
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Gly

Ser
145
Cys

Phe

Tyr

Ser

Glu

225
Thr

<210>
211>
<212>
<213>

Gly
130

Pro
Lys
Ala
Trp
Gly
210

Asp

Phe

<220>

223>
<400>

98
506
PRT

NILF5

Gly

Asp

Ser

Trp

Ala

195

Ser

Val

Gly

Glu Val Gln

1

Ser
Pro
Gly
Gly
65

Gln

Lys

Trp

Leu
Tle
Val
50

Arg
Met

Ser

Gly

Arg
Asn
35

Tle
Phe
Asn

Arg

Gln
115

Gly

Ser

Ser

Tyr

180

Ser

Gly

Ala

Gln

Leu
Leu
20

Trp
Trp
Thr

Ser

Gly
100
Gly

Ser

Leu

Gln

165

Gln

Thr

Thr

Val

Gly
245

Leu
5
Ser
Val
Thr
Tle
Leu
85

Val

Thr

Gly
Ala
150
Ser
Gln
Arg
Asp
Tyr

230
Thr

Glu

Cys

Arg

Gly

Ser

70

Arg

Tyr

Leu

Gly
135
Val
Leu
Lys
Glu
Phe
215

Tyr

Lys

Ser

Ala

Gln

Gly

95

Arg

Ala

Asp

Val

Gly

Ser

Leu

Pro

Ser

200

Thr

Cys

Leu

Gly

Ala

Ala

40

Gly

Asp

Glu

Phe

Thr
120

Gly

Leu

Tyr

Gly

185

Gly

Leu

Gln

Glu

Gly
Ser
25

Pro
Thr
Asn
Asp
Asp

105
Val

160

Ser

Gly

Ser

170

Gln

Val

Thr

Gln

Ile
250

CDH3 G8A 6-B12 x I2COXU4: R4 1
98

Gly
10

Gly
Gly
Asn
Ser
Thr
90

Gly

Ser

Asp
Glu
155
Ser
Pro
Pro
Tle
Tyr

235
Lys

Leu

Phe

Lys

Tyr

Lys

75

Ala

Arg

Ser

Tle
140
Arg
Asn
Pro
Asp
Ser

220
Tyr

Val

Ser

Gly

Ala

60

Asn

Val

Gly

Gly

Val
Ala
Gln
Lys
Arg
205

Ser

Ser

Gln

Phe

Leu

45

Ser

Thr

Tyr

Ala

Gly
125

Met
Thr
Lys
Leu
190
Phe

Leu

Tyr

Pro
Ser
30

Glu
Ser
Val
Tyr
Met

110
Gly

Thr
Tle
Asn
175
Leu
Ser

Gln

Pro

Gly
15

Ser
Trp
Val
Tyr
Cys
95

Asp

Gly

Gln
Asn
160
Tyr
Ile
Gly

Ala

Tyr
240

Gly

Tyr

Val

Lys

Leu

80

Ala

Tyr

Ser
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Gly
Ser
145
Cys
Phe
Tyr
Ser
Glu
225
Thr
Ser
Gly
Tyr
Val
305
Asp
Thr
Tyr
Trp
Gly
385
Val

Leu

Asn

Gly
130
Pro
Lys
Ala
Trp
Gly
210
Asp
Phe
Glu
Ser
Ala
290
Ala
Ser
Ala
Tyr
Ala
370
Gly
Thr

Thr

Trp

Gly

Asp

Ser

Trp

Ala

195

Ser

Val

Gly

Val

Leu

275

Met

Arg

Val

Tyr

Cys

355

Tyr

Ser

Gln

Cys

Val

Gly
Ser
Ser
Tyr
180
Ser
Gly
Ala
Gln
Gln
260
Lys
Asn
Ile
Lys
Leu
340
Val
Trp
Gly
Glu
Gly

420
Gln

Ser
Leu
Gln
165
Gln
Thr
Thr
Val
Gly
245
Leu
Leu
Trp
Arg
Asp
325
Gln
Arg
Gly
Gly
Pro
405

Ser

Gln

Gly
Ala
150
Ser
Gln
Arg
Asp
Tyr
230
Thr
Val
Ser
Val
Ser
310
Arg
Met
His
Gln
Gly
390
Ser

Ser

Lys

Gly
135
Val
Leu
Lys
Glu
Phe
215
Tyr
Lys
Glu
Cys
Arg
295
Lys
Phe
Asn
Gly
Gly
375
Gly
Leu

Thr

Pro

Gly

Ser

Leu

Pro

Ser

200

Thr

Cys

Leu

Ser

Ala

280

Gln

Tyr

Thr

Asn

Asn

360

Thr

Ser

Thr

Gly

Gly

Gly
Leu
Tyr
Gly
185
Gly
Leu
Gln
Glu
Gly
265
Ala
Ala
Asn
Ile
Leu
345
Phe
Leu
Gly
Val
Ala
425

Gln

161

Ser
Gly
Ser
170
Gln
Val
Thr
Gln
Tle
250
Gly
Ser
Pro
Asn
Ser
330
Lys
Gly
Val
Gly
Ser
410

Val

Ala

Asp
Glu
155
Ser
Pro
Pro
Ile
Tyr
235
Lys
Gly
Gly
Gly
Tyr
315
Arg
Thr
Asn
Thr
Gly
395
Pro

Thr

Pro

Ile
140
Arg
Asn
Pro
Asp
Ser
220
Tyr
Ser
Leu
Phe
Lys
300
Ala
Asp
Glu
Ser
Val
380
Gly
Gly

Ser

Arg

Val

Ala

Gln

Lys

Arg

205

Ser

Ser

Gly

Val

Thr

285

Gly

Thr

Asp

Asp

Tyr

365

Ser

Ser

Gly

Gly

Gly

Met
Thr
Lys
Leu
190
Phe
Leu
Tyr
Gly
Gln
270
Phe
Leu
Tyr
Ser
Thr
350
Tle
Ser
Gln
Thr
Asn

430
Leu

Thr
Tle
Asn
175
Leu
Ser
Gln
Pro
Gly
255
Pro
Asn
Glu
Tyr
Lys
335
Ala
Ser
Gly
Thr
Val
415

Tyr

Ile

Gln
Asn
160
Tyr
Ile
Gly
Ala
Tyr
240
Gly
Gly
Lys
Trp
Ala
320
Asn
Val
Tyr
Gly
Val
400
Thr

Pro

Gly
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435

Gly Thr Lys Phe Leu Ala Pro

450

Leu Leu Gly Gly Lys

465

Asp Glu Ala Glu Tyr

485

Phe Gly Gly Gly Thr

<210>
211>
<212>
<213>

<220>

223>
<400>

99
994
PRT

NILF5

500

Ala
470
Tyr

Lys

Glu Val Gln Leu Leu Glu

1

Ser
Pro
Gly
Gly
65

Gln
Lys
Trp
Gly
Ser
145

Cys

Phe

Leu
Tle
Val
50

Arg
Met
Ser
Gly
Gly
130
Pro

Lys

Ala

Arg
Asn
35

Ile
Phe
Asn
Arg
Gln
115
Gly
Asp

Ser

Trp

Leu
20

Trp
Trp
Thr
Ser
Gly
100
Gly
Gly
Ser

Ser

Tyr

5

Ser

Val

Thr

Ile

Leu

85

Val

Thr

Ser

Leu

Gln

165
Gln

Cys

Arg

Gly

Ser

70

Tyr

Leu

Gly

Ala

150

Ser

Gln

455
Ala

Cys

Leu

440

Gly Thr Pro Ala

Leu Thr Leu Ser

475

Val Leu Trp Tyr

490

Thr Val Leu

505

CDH3 G8A 6-B12 x I12COXU4ESF 44> FHLE
99

Ser Gly Gly Gly Leu

Ala
Gln
Gly
55

Arg
Ala
Asp
Val
Gly
135
Val

Leu

Lys

Ala
Ala
40

Gly
Asp
Glu
Phe
Thr
120
Gly
Ser

Leu

Pro

Ser
25
Pro

Thr

Asn

Asp
105
Val
Gly
Leu
Tyr

Gly

162

10
Gly

Gly

Asn

Ser

Thr

90

Gly

Ser

Ser

Gly

Ser

170
Gln

Phe

Lys

Tyr

Lys

75
Ala

Glu
155

Ser

Pro

Arg
460
Gly

Ser

Val

Ser

Gly

Ala

60

Asn

Val

Gly

Gly

Ile

140

Asn

Pro

445
Phe

Val

Asn

Gln
Phe
Leu
45

Ser
Thr
Tyr
Ala
Gly
125
Val
Ala

Gln

Lys

Ser

Gln

Arg

Pro
Ser
30

Glu
Ser
Val
Tyr
Met
110
Gly
Met
Thr

Lys

Leu

Gly

Pro

495

Gly
15

Ser
Trp
Val
Tyr
Cys
95

Asp
Gly
Thr
Tle
Asn

175
Leu

Ser
Glu

480
Val

Gly
Tyr
Val
Lys
Leu
80

Ala
Tyr
Ser
Gln
Asn
160

Tyr

Ile
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Tyr
Ser
Glu
225
Thr
Ser
Gly
Tyr
Val
305
Asp
Thr
Tyr
Trp
Gly
385
Val
Leu
Asn
Gly
Leu

465
Asp

Trp
Gly
210
Asp
Phe
Glu

Ser

Ala
290
Ala

Ser
Ala
Tyr
Ala
370
Gly
Thr
Thr
Trp
Thr
450

Leu

Glu

Ala
195
Ser
Val
Gly
Val
Leu
275
Met
Arg
Val
Tyr
Cys
355
Tyr
Ser
Gln
Cys
Val
435
Lys

Gly

Ala

180

Ser
Gly
Ala
Gln
Gln
260
Lys
Asn
Ile
Lys
Leu
340
Val
Trp
Gly
Glu
Gly
420
Gln
Phe

Gly

Glu

Thr
Thr
Val
Gly
245
Leu
Leu
Trp
Arg
Asp
325
Gln
Arg
Gly
Gly
Pro
405
Ser
Gln
Leu

Lys

Tyr
485

Arg
Asp
Tyr
230
Thr
Val
Ser
Val
Ser
310
Arg
Met
His
Gln
Gly
390
Ser
Ser
Lys
Ala
Ala

470
Tyr

Glu
Phe
215
Tyr
Lys
Glu
Cys
Arg
295
Lys
Phe
Asn
Gly
Gly
375
Gly
Leu
Thr
Pro
Pro
455

Ala

Cys

Ser
200
Thr
Cys
Leu
Ser
Ala
280
Gln
Tyr
Thr
Asn
Asn
360
Thr
Ser
Thr
Gly
Gly
440
Gly

Leu

Val

185
Gly

Leu
Gln
Glu
Gly
265
Ala
Ala
Asn
Tle
Leu
345
Phe
Leu
Gly
Val
Ala
425
Gln
Thr

Thr

Leu

163

Val
Thr
Gln
Tle
250
Gly
Ser
Pro
Asn
Ser
330
Lys
Gly
Val
Gly
Ser
410
Val
Ala
Pro

Leu

Trp
490

Pro
Ile
Tyr
235
Lys
Gly
Gly
Gly
Tyr
315
Arg
Thr
Asn
Thr
Gly
395
Pro
Thr
Pro
Ala
Ser

475
Tyr

Asp
Ser
220
Tyr
Ser
Leu
Phe
Lys
300
Ala
Asp
Glu
Ser
Val
380
Gly
Gly
Ser
Arg
Arg
460

Gly

Ser

Arg
205
Ser
Ser
Gly
Val
Thr
285
Gly
Thr
Asp
Asp
Tyr
365
Ser
Ser
Gly
Gly
Gly
445
Phe

Val

Asn

190
Phe

Leu
Tyr
Gly
Gln
270
Phe
Leu
Tyr
Ser
Thr
350
Tle
Ser
Gln
Thr
Asn
430
Leu
Ser

Gln

Arg

Ser
Gln
Pro
Gly
255
Pro
Asn
Glu
Tyr
Lys
335
Ala
Ser
Gly
Thr
Val
415
Tyr
Tle
Gly

Pro

Trp
495

Gly
Ala
Tyr
240
Gly
Gly
Lys
Trp
Ala
320
Asn
Val
Tyr
Gly
Val
400
Thr
Pro
Gly
Ser
Glu

480
Val
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Phe
Thr
Ser
Arg
545
Pro
Ala
Val
Tyr
Thr
625
Leu
Cys
Ser
Asp
Ser
705
Ala
Lys
Gly
Lys
Pro

785

Ser

Gly
His
Val
530
Thr
Glu
Lys
Ser
Lys
610
Ile
Pro
Leu
Asn
Ser
690
Arg
Leu
Gly
Gly
Thr
770

Ser

Arg

Gly
Thr
515
Phe
Pro
Val
Thr
Val
595
Cys
Ser
Pro
Val
Gly
675
Asp
Trp
His
Gly
Gly
755
His
Val

Thr

Gly
500
Cys
Leu
Glu
Lys
Lys
580
Leu
Lys
Lys
Ser
Lys
660
Gln
Gly
Gln
Asn
Gly
740
Gly
Thr

Phe

Pro

Thr

Pro

Phe

Val

Phe

565

Pro

Thr

Val

Ala

Arg

645

Gly

Pro

Ser

Gln

His

725

Gly

Ser

Cys

Leu

Glu

Lys
Pro
Pro
Thr
550
Asn
Cys
Val
Ser
Lys
630
Glu
Phe
Glu
Phe
Gly
710
Tyr
Ser
Gly
Pro
Phe

790
Val

Leu
Cys
Pro
535
Cys
Trp
Glu
Leu
Asn
615
Gly
Glu
Tyr
Asn
Phe
695
Asn
Thr
Gly
Gly
Pro
775

Pro

Thr

Thr
Pro
520
Lys
Val
Tyr
Glu
His
600
Lys
Gln
Met
Pro
Asn
680
Leu
Val
Gln
Gly
Gly
760
Cys

Pro

Cys

Val
505
Ala
Pro
Val
Val
Gln
585
Gln
Ala
Pro
Thr
Ser
665
Tyr
Tyr
Phe
Lys
Gly
745
Gly
Pro
Lys

Val

164

Leu

Pro

Lys

Val

Asp

570

Tyr

Asp

Leu

Arg

Lys

650

Asp

Lys

Ser

Ser

Ser

730

Gly

Ser

Ala

Pro

Val

Gly
Glu
Asp
Asp
555
Gly
Gly
Trp
Pro
Glu
635
Asn
Ile
Thr
Lys
Cys
715
Leu
Ser
Gly
Pro
Lys

795
Val

Gly
Leu
Thr
540
Val
Val
Ser
Leu
Ala
620
Pro
Gln
Ala
Thr
Leu
700
Ser
Ser
Gly
Gly
Glu
780

Asp

Asp

Gly
Leu
525
Leu
Ser
Glu
Thr
Asn
605
Pro
Gln
Val
Val
Pro
685
Thr
Val
Leu
Gly
Gly
765
Leu

Thr

Val

Gly
510
Gly
Met
His
Val
Tyr
590
Gly
Tle
Val
Ser
Glu
670
Pro
Val
Met
Ser
Gly
750
Gly
Leu

Leu

Ser

Asp

Gly

Ile

Glu

His

075

Arg

Lys

Glu

Tyr

Leu

655

Trp

Val

Asp

His

Pro

735

Gly

Ser

Gly

Met

His

Lys
Pro
Ser
Asp
560
Asn
Cys
Glu
Lys
Thr
640
Thr
Glu
Leu
Lys
Glu
720
Gly
Ser
Asp
Gly
Ile

800
Glu
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Asp
Asn
Cys
Glu
865
Lys
Thr
Thr
Glu
Leu
945
Lys

Glu

Gly

<210>

Pro
Ala
Val
850
Tyr
Thr
Leu
Cys
Ser
930
Asp
Ser

Ala

Lys

211> 5

<212>
<213>

<220>

223>
<400>

Glu
Lys
835
Ser
Lys
Tle
Pro
Leu
915
Asn
Ser

Arg

Leu

100

PRT
NIFH

Val
820
Thr
Val
Cys
Ser
Pro
900
Val
Gly
Asp

Trp

His
980

805
Lys

Lys

Leu

Lys

Lys

885

Ser

Lys

Gln

Gly

Gln

965

Asn

Asn His Ile Ile His

1

<210> 101

211> 17

<212> PRT
213> NI
<220>
<223> BCMA A7 27-C4-G7 CDR2 VH

5

Phe
Pro
Thr
Val
870
Ala
Arg
Gly
Pro
Ser
950

Gln

His

Asn
Cys
Val
855
Ser
Lys
Glu
Phe
Glu
935
Phe

Gly

Tyr

Glu

840

Leu

Asn

Gly

Glu

920

Asn

Phe

Asn

Thr

BCMA A7 27-C4-G7 CDR1 VH
100

Tyr

825

Glu

His

Lys

Gln

Met

905

Pro

Asn

Leu

Val

Gln
985

165

810
Val

Gln

Gln

Ala

Pro

890

Thr

Ser

Tyr

Tyr

Phe

970
Lys

Asp
Tyr
Asp
Leu
875
Arg
Lys
Asp
Lys
Ser
955

Ser

Ser

Gly
Gly
Trp
860
Pro
Glu
Asn
Tle
Thr
940
Lys

Cys

Leu

Val

Ser

845

Leu

Ala

Pro

Gln

Ala

925

Thr

Leu

Ser

Ser

Glu

830

Thr

Asn

Pro

Gln

Val

910

Val

Pro

Thr

Val

Leu
990

815
Val

Tyr

Gly

Ile

Val

895

Ser

Glu

Pro

Val

Met

975

Ser

His
Arg
Lys
Glu
880
Tyr
Leu
Trp
Val
Asp
960
His

Pro
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<400> 101

Tyr Ile Asn Pro Tyr Pro Gly Tyr His Ala Tyr Asn Glu Lys Phe Gln
1 5 10 15
Gly

<210> 102

211> 12

<212> PRT

213> NI

220>

<223> BCMA A7 27-C4-G7 CDR3 VH

<400> 102

Asp Gly Tyr Tyr Arg Asp Thr Asp Val Leu Asp Tyr
1 5 10
<210> 103

211> 11

<212> PRT

213> NI

220>

<223> BCMA A7 27-C4-G7 CDR1 VL

<400> 103

Gln Ala Ser Gln Asp Ile Ser Asn Tyr Leu Asn
1 5 10
<210> 104

Q211> 7

<212> PRT

213> NLFH)

220>

<223> BCMA A7 27-C4-G7 CDR2 VL

<400> 104

Tyr Thr Ser Arg Leu His Thr

1 5

<210> 105

211> 9

<212> PRT

213> NI

220>

<223> BCMA A7 27-C4-G7 CDR3 VL

<400> 105

Gln GIn Gly Asn Thr Leu Pro Trp Thr

166
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1 5
<210> 106

211> 121

<212> PRT

213> NLFH)
220>
223>
<400> 106

Gln Val GIn Leu Val
1 5
Ser Val Lys Val
20
Trp

Ser

Ile Ile His Val
35
Gly Tyr Ile
50
Gln Gly
65

Met Glu Leu

Asn Pro

Arg Ala Thr
Ser
85

Tyr

Ser

Ala Arg Gly
100

Leu

Asp

Gln Gly Thr

115
<210> 107
<211> 107
<212> PRT
213> NI
<220>

Val

<223> BCMA A7 27-C4-

<400> 107

Asp Ile Gln Met Thr

1 5

Asp Arg Val Thr Ile

20

Leu Asn Trp Tyr Gln
35

Tyr Tyr Thr Ser Arg

50

BCMA A7 27-C4-

G7 CC (44/100) VH

Gln Ser Gly Ala Glu
10
Ala Ser Gly
25

Pro

Cys Lys

Gln Ala
40
Gly

Arg Gly

Pro Tyr His
55

Thr

Tyr

Met Ser Asp Thr

70
Leu

Glu Asp

90

Arg Ser

Thr
105

Ser

Tyr Arg

Thr Val Ser

120

G7 CC (44/100) VL

Gln Ser Pro Ser Ser

10
Thr Cys Gln Ala Ser

25
Gln Lys Pro Gly Lys
40
Leu His Thr Gly Val
55

167

Val

Tyr

Gln

Ala

Ser

75

Thr

Val

Leu

Gln

Ala

Pro

Lys
Thr
Cys
Tyr
60

Thr

Ala

Leu

Ser

Asp

Pro

Ser
60

Lys
Phe
Leu
45

Asn

Ser

Val

Ala
Ile
Lys

45
Arg

Pro

Thr

30

Glu

Glu

Thr

Tyr

Tyr
110

Ser
Ser
30

Leu

Phe

Gly
15

Asn
Trp
Lys
Val
Tyr

95
Trp

Val
15
Asn

Leu

Ser

Ala
His
Met
Phe
Tyr
80

Cys

Gly

Gly

Tyr

Ile

Gly
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Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Glu Pro
65 70 75 80
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Gly Asn Thr Leu Pro Trp
85 90 95
Thr Phe Gly Cys Gly Thr Lys Leu Glu Ile Lys
100 105
<210> 108
<211> 243
<212> PRT
213> NI
220>
<223> BCMA A7 27-C4-G7 CC (44/100) scFv
<400> 108
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn His
20 25 30
Ile Ile His Trp Val Arg Gln Ala Pro Gly Gln Cys Leu Glu Trp Met
35 40 45
Gly Tyr Ile Asn Pro Tyr Pro Gly Tyr His Ala Tyr Asn Glu Lys Phe
50 55 60
Gln Gly Arg Ala Thr Met Thr Ser Asp Thr Ser Thr Ser Thr Val Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asp Gly Tyr Tyr Arg Asp Thr Asp Val Leu Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly
115 120 125
Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser Pro
130 135 140
Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Gln
145 150 155 160
Ala Ser Gln Asp Ile Ser Asn Tyr Leu Asn Trp Tyr Gln Gln Lys Pro
165 170 175
Gly Lys Ala Pro Lys Leu Leu Ile Tyr Tyr Thr Ser Arg Leu His Thr
180 185 190
Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

168
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Phe Thr Ile Ser Ser Leu Glu Pro Glu Asp Ile Ala Thr Tyr Tyr Cys
210 215 220
Gln Gln Gly Asn Thr Leu Pro Trp Thr Phe Gly Cys Gly Thr Lys Leu
225 230 235 240
Glu Ile Lys
<210> 109
211> 498
<212> PRT
213> NI
220>
<223> BCMA A7 27-C4-G7 CC (44/100) x T2CORURF 14T
<400> 109
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn His
20 25 30
Ile Ile His Trp Val Arg Gln Ala Pro Gly Gln Cys Leu Glu Trp Met
35 40 45
Gly Tyr Ile Asn Pro Tyr Pro Gly Tyr His Ala Tyr Asn Glu Lys Phe
50 55 60
Gln Gly Arg Ala Thr Met Thr Ser Asp Thr Ser Thr Ser Thr Val Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asp Gly Tyr Tyr Arg Asp Thr Asp Val Leu Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly
115 120 125
Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser Pro
130 135 140
Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Gln
145 150 155 160
Ala Ser Gln Asp Ile Ser Asn Tyr Leu Asn Trp Tyr Gln Gln Lys Pro
165 170 175
Gly Lys Ala Pro Lys Leu Leu Ile Tyr Tyr Thr Ser Arg Leu His Thr
180 185 190
Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205
Phe Thr Ile Ser Ser Leu Glu Pro Glu Asp Ile Ala Thr Tyr Tyr Cys

169
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Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465

Leu

Val

210
Gln

Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu

Trp

Leu

Gly
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala

Ser

Tyr

<210> 110
<211> 986
<212> PRT

Asn
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg

Gly

Ser

Thr
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe

Val

Asn
485

Leu
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln

470
Arg

215

Pro
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375

Thr

Val

Ile
Gly
455

Pro

Trp

Trp
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser

Glu

Val

Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu

Asp

Phe

170

Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu

Glu

Gly
490

Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr

Ser

Gln
395
Cys

Val

Lys

Gly

Ala

475
Gly

220
Cys

Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460

Glu

Gly

Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys

Tyr

Thr

Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala

Tyr

Lys

Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala

Cys

Leu
495

Leu
240
Ser
Ala
Gln

Tyr

Thr
320

Asn

Asn

Thr

Ser

Thr

400

Gly

Gly

Gly

Leu

Val

480
Thr
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213> NI
<220>
<223> BCMA A7 27-C4-G7 CC (44/100) x 12C0-scFcXU: R THLE
<400> 110

Gln Val Gln

1

Ser
Tle
Gly
Gln
65

Met
Ala
Gln
Gly
Ser
145
Ala
Gly
Gly
Phe
Gln
225
Glu

Gly

Ala

Val
Tle
Tyr
50

Gly
Glu
Arg
Gly
Gly
130
Ser
Ser
Lys
Val
Thr
210
Gln
Tle

Gly

Ser

Lys
His
35

Tle
Arg
Leu
Asp
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Tle
Gly
Lys

Gly

Gly

Leu
Val
20

Trp
Asn
Ala
Ser
Gly
100
Leu
Gly
Ser
Asp
Pro
180
Ser
Ser
Asn
Ser
Leu

260
Phe

Val
5
Ser
Val
Pro
Thr
Ser
85
Tyr
Val
Gly
Ala
Tle
165
Lys
Arg
Ser
Thr
Gly
245

Val

Thr

Gln
Cys
Arg
Tyr
Met
70

Leu
Tyr
Thr
Gly
Ser
150
Ser
Leu
Phe
Leu
Leu
230
Gly

Gln

Phe

Ser Gly Ala

Lys
Gln
Pro
55

Thr
Arg
Arg
Val
Gly
135
Val
Asn
Leu
Ser
Glu
215
Pro
Gly

Pro

Asn

Ala
Ala
40

Gly
Ser
Ser
Asp
Ser
120
Ser
Gly
Tyr
Tle
Gly
200
Pro
Trp
Gly

Gly

Lys

Ser
25

Pro
Tyr
Asp
Glu
Thr

105

Ser

Asp
Leu
Tyr
185
Ser
Glu
Thr
Ser
Gly
265

Tyr

171

Glu Val Lys

10
Gly

Gly
His
Thr
Asp
90

Asp
Gly
Ile
Arg
Asn
170
Tyr
Gly
Asp
Phe
Glu
250

Ser

Ala

Tyr
Gln
Ala
Ser
75

Thr
Val
Gly
Gln
Val
155
Trp
Thr
Ser
Tle
Gly
235
Val

Leu

Met

Thr
Cys
Tyr
60

Thr
Ala
Leu
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln

Lys

Asn

Lys
Phe
Leu
45

Asn
Ser
Val
Asp
Gly
125
Thr
Tle
Gln
Arg
Thr
205
Thr
Gly

Leu

Leu

Pro
Thr
30

Glu
Glu
Thr
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Leu
190
Asp
Tyr
Thr
Val
Ser

270
Val

Gly
15

Asn
Trp
Lys
Val
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
His
Phe
Tyr
Lys
Glu
255

Cys

Arg

Ala
His
Met
Phe
Tyr
80

Cys
Gly
Gly
Pro
Gln
160
Pro
Thr
Thr
Cys
Val
240
Ser

Ala

Gln
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Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val
Ala
Pro
Val
545

Val

Gln

Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val

Asp

Tyr

275
Gly

Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp

Gly

Gly

Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val

Val

Ser
580

Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu

565
Thr

Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550

Val

Tyr

Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His

Arg

280
Trp

Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp

Asn

Cys

Val Ala Arg

Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser
Arg
Pro

Ala

Val
585

172

Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys

570

Ser

Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555

Thr

Val

Ile
300
Lys
Leu
Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys

Lys

Leu

285
Arg

Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe

Pro

Thr

Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn

Cys

Val
590

Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu

575
Leu

Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560

Glu

His
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Gln
Ala
Pro
625
Thr
Ser
Tyr
Tyr
Phe
705
Lys
Gly
Gly
Pro
Lys
785
Val
Tyr
Glu
His
Lys
865

Gln

Met

Asp
Leu
610
Arg
Lys
Asp
Lys
Ser
690
Ser
Ser
Gly
Ser
Ala
770
Pro
Val
Val
Gln
Gln
850
Ala

Pro

Thr

Trp
595
Pro
Glu
Asn
Ile
Thr
675
Lys
Cys
Leu
Ser
Gly
755
Pro
Lys
Val
Asp
Tyr
835
Asp
Leu

Arg

Lys

Leu

Ala

Pro

Gln

Ala

660

Thr

Leu

Ser

Ser

Gly

740

Gly

Glu

Asp

Asp

Gly

820

Gly

Trp

Pro

Glu

Asn

Asn
Pro
Gln
Val
645
Val
Pro
Thr
Val
Leu
725
Gly
Gly
Leu
Thr
Val
805
Val
Ser
Leu
Ala
Pro

885
Gln

Gly
Tle
Val
630
Ser
Glu
Pro
Val
Met
710
Ser
Gly
Gly
Leu
Leu
790
Ser
Glu
Thr
Asn
Pro
870

Gln

Val

Lys
Glu
615
Tyr
Leu
Trp
Val
Asp
695
His
Pro
Gly
Ser
Gly
775
Met
His
Val
Tyr
Gly
855
Ile

Val

Ser

Glu
600
Lys
Thr
Thr
Glu
Leu
680
Lys
Glu
Gly
Ser
Asp
760
Gly
Ile
Glu
His
Arg
840
Lys
Glu

Tyr

Leu

Tyr Lys Cys

Thr

Leu

Cys

Ser

665

Asp

Ser

Ala

Lys

Gly

745

Lys

Pro

Ser

Asp

Asn

825

Cys

Glu

Lys

Thr

Thr

173

Tle
Pro
Leu
650
Asn
Ser
Arg
Leu
Gly
730
Gly
Thr
Ser
Arg
Pro
810
Ala
Val
Tyr
Thr
Leu

890
Cys

Ser
Pro
635
Val
Gly
Asp
Trp
His
715
Gly
Gly
His
Val
Thr
795
Glu
Lys
Ser
Lys
Tle
875

Pro

Leu

Lys
Lys
620
Ser
Lys
Gln
Gly
Gln
700
Asn
Gly
Gly
Thr
Phe
780
Pro
Val
Thr
Val
Cys
860
Ser

Pro

Val

Val
605
Ala
Arg
Gly
Pro
Ser
685
Gln
His
Gly
Ser
Cys
765
Leu
Glu
Lys
Lys
Leu
845
Lys
Lys

Ser

Lys

Ser

Lys

Glu

Phe

Glu

670

Phe

Gly

Tyr

Ser

Gly

750

Pro

Phe

Val

Phe

Pro

830

Thr

Val

Ala

Arg

Gly

Asn
Gly
Glu
Tyr
655
Asn
Phe
Asn
Thr
Gly
735
Gly
Pro
Pro
Thr
Asn
815
Cys
Val
Ser
Lys
Glu

895
Phe

Lys
Gln
Met
640
Pro
Asn
Leu
Val
Gln
720
Gly
Gly
Cys
Pro
Cys
800
Trp
Glu
Leu
Asn
Gly
880

Glu

Tyr
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900 905 910
Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
915 920 925
Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
930 935 940
Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
945 950 955 960
Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
965 970 975
Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
980 985
<210> 111
211> b5
<212> PRT
213> NLF3
220>
<223> PM 76-B10.17 CC VH CDR1
<400> 111
Asp Tyr Tyr Met Tyr
1 5
<210> 112
211> 17
<212> PRT
213> NLF3
220>
<223> PM 76-B10.17 CC VH CDR2
<400> 112
Ile Ile Ser Asp Ala Gly Tyr Tyr Thr Tyr Tyr Ser Asp Ile Ile Lys
1 5 10 15
Gly
<210> 113
211> 12
<212> PRT
213> NI
220>
<223> PM 76-B10.17 CC VH CDR3
<400> 113
Gly Phe Pro Leu Leu Arg His Gly Ala Met Asp Tyr
1 5 10
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<210> 114

211> 11

<212> PRT

213> NI

220>

223> PM 76-B10.

<400> 114

Lys Ala Ser Gln

1

<210> 115

Q211> 7

<212> PRT

213> NI

220>

223> PM 76-B10.

<400> 115

Ser Ala Ser Tyr

1

<210> 116

211> 9

<212> PRT

213> NI

220>

223> PM 76-B10.

<400> 116

Gln GIn Tyr Asp

1

210> 117

211> 121

<212> PRT

213> NI

220>

223> PM 76-B10.

<400> 117

Gln Val GIn Leu

1

Ser Leu Arg Leu
20

Tyr Met Tyr Trp

17 CC VL CDR1

Asn Val Asp Ala Asn Val Ala
5 10

17 CC VL CDRZ

Val Tyr Trp
5

17 CC VL CDR3

Gln GIn Leu Ile Thr
5

17 CC VH

Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Glu

5 10 15

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

Val Arg Gln Ala Pro Gly Lys Cys Leu Glu Trp Val

175
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35 40 45
Ala Ile Ile Ser Asp Ala Gly Tyr Tyr Thr Tyr Tyr Ser Asp Ile Ile
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Lys Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Phe Pro Leu Leu Arg His Gly Ala Met Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 118
211> 107
<212> PRT
213> NI
220>
<223> PM 76-B10.17 CC VL
<400> 118
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Asp Ala Asn
20 25 30
Val Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Lys Ser Leu Ile
35 40 45
Tyr Ser Ala Ser Tyr Val Tyr Trp Asp Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Ala Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Val Gln Ser
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Gln Gln Leu Ile
85 90 95
Thr Phe Gly Cys Gly Thr Lys Leu Glu Ile Lys
100 105
<210> 119
211> 243
<212> PRT
213> NI
220>
223> PM 76-B10.17 CC scFv
<400> 119
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Gln Val
1

Ser Leu

Tyr Met

Ala Tle
50

Lys Gly

65

Leu Gln

Ala Arg

Gln Gly

Gly Gly
130

Ser Ser

145

Ala Ser

Gly Gln

Asp Val

Leu Thr
210

Gln Gln

225

Glu Ile

Gln
Arg
Tyr
35

Tle
Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Tle

Tyr

Lys

<210> 120
<211> 498
<212> PRT
213> NI

<220>

<223> PM 76-B10.17 CC x I2COXUHs 47

<400> 120
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Glu

Leu
Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser

Ser

Asp

Val

Ser

Val

Asp

Thr

Ser

85

Pro

Val

Gly

Ala

Val

165

Lys

Arg

Ser

Gln

Glu

Cys

Arg

Ala

Ile

70

Leu

Leu

Thr

Gly

Ser

150

Asp

Ser

Phe

Val

Gln
230

Ser
Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Ala
Leu
Ser
Gln

215
Leu

Gly
Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Tle
Gly
200

Ser

Ile

Gly
Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser

Glu

Thr

177

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Gly
Gly
Tle
Arg
Ala
170
Ser
Ala

Asp

Phe

Leu

Phe

Lys

Tyr

Ala

75

Thr

Ala

Gly

Gln

Val

155

Trp

Ala

Ser

Phe

Gly
235

Val
Thr
Cys
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala

220
Cys

Lys
Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Tle
Gln
Tyr
Thr
205

Thr

Gly

Pro
Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp

Tyr

Thr

Gly

15

Asp

Trp

Ile

Leu

Tyr

95

Trp

Gly

Ser

Cys

Lys

175

Phe

Tyr

Lys

Glu

Tyr

Val

Ile

Tyr

80

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu
240
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1

Ser Leu Arg

Tyr
Ala
Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala

Ala

Asn
305

Met
Ile
50

Gly

Gln

Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro

290

Asn

Tyr
35

Tle
Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Tle
Tyr
Lys
Gly
Gly
275

Gly

Tyr

Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe

Lys

Ala

Ser

Val

Thr
Ser
85

Pro
Val
Gly
Ala
Val

165
Lys

Ser
Gln
Gly
245
Val
Thr

Gly

Thr

Cys
Arg
Ala
Tle
70

Leu
Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe

Leu

Tyr
310

Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Ala
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu

295
Tyr

Ala
Ala
40

Tyr

Arg

Ala

Ser
120
Ser
Gly
Asn
Tle
Gly
200
Ser
Tle
Gly
Gly
Lys

280

Ala

Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr

Val

Asp

178

10
Gly

Gly
Thr
Asn
Asp
90

Gly
Gly
Ile
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala

Ala

Ser

Phe
Lys
Tyr
Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met

Arg

Val
315

Thr
Cys
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile

300
Lys

Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Tle
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285

Arg

Asp

Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val

Ser

Arg

15
Asp

Trp
Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg

Lys

Phe

Tyr

Val

Ile

80

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu

240

Ser

Ala

Gln

Tyr

Thr
320
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Ile Ser

Leu Lys

Phe Gly

Leu Val
370

Gly Gly

385

Val Ser

Ala Val
Gln Ala
Thr Pro

450
Thr Leu
465

Leu Trp

Val Leu

Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala

Ser

Tyr

<210> 121
<211> 986
<212> PRT
213> NTIF5)

<220>

Asp
Glu
340
Ser

Val

Gly

Gly

Ser

<223> PM 76-B10
<400> 121
Gln Val Gln Leu Val Glu

1

Asp Ser
325
Asp Thr

Tyr Ile
Ser Ser
Ser Gln
390
Gly Thr
405
Gly Asn
Gly Leu
Phe Ser
Val Gln
470

Asn Arg
485

17 CC x

5

Ser Leu Arg Leu Ser Cys

20

Tyr Met Tyr Trp

35

Ala Ile Ile Ser

50

Lys Gly Arg Phe

Val Arg

Asp Ala

Thr Tle

Lys Asn Thr Ala Tyr Leu Gln
330
Ala Val Tyr Tyr Cys Val Arg
345
Ser Tyr Trp Ala Tyr Trp Gly
360 365
Gly Gly Gly Gly Ser Gly Gly
375 380
Thr Val Val Thr GIln Glu Pro
395
Val Thr Leu Thr Cys Gly Ser
410
Tyr Pro Asn Trp Val Gln Gln
425
Ile Gly Gly Thr Lys Phe Leu
440 445
Gly Ser Leu Leu Gly Gly Lys
455 460
Pro Glu Asp Glu Ala Glu Tyr
475
Trp Val Phe Gly Gly Gly Thr
490

12C0-scFe XU HEHLE 2 T

Ser Gly Gly Gly Leu Val Lys
10
Ala Ala Ser Gly Phe Thr Phe
25
Gln Ala Pro Gly Lys Cys Leu
40 45
Gly Tyr Tyr Thr Tyr Tyr Ser
55 60
Ser Arg Asp Asn Ala Lys Asn

179

Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala

Tyr

Lys

Pro
Ser
30

Glu

Asp

Ser

Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala

Cys

Leu
495

Gly
15
Asp

Ile

Leu

Asn

Asn

Thr

Ser

Thr

400

Gly

Gly

Gly

Leu

Val

480
Thr

Glu

Tyr

Val

Ile

Tyr
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65

Leu Gln Met

Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu

Phe

Leu

Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys

Gly

Val
370

Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn

355
Thr

Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340

Ser

Val

Ser
85

Pro
Val
Gly
Ala
Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp

Tyr

Ser

70
Leu

Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr

Ile

Ser

Lys
Leu
Val
Gly
135
Val
Ala
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala

Ser

Gly
375

Ala
Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr

360
Gly

Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345

Trp

Gly

180

Asp
90

Gly
Gly
Ile
Arg
Ala
170

Ser

Ala

Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr

Ala

Gly

75
Thr

Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys

Tyr

Ser

Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys
Leu
Val

Trp

Gly
380

Val
Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly

365
Gly

Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350

Gln

Gly

Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly

Gly

Gly

80
Cys

Gly
Gly
Pro
Lys
160
Pro
Trp
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn

Thr

Ser
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Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val
Ala
Pro
Val
545
Val
Gln
Gln
Ala
Pro
625
Thr
Ser

Tyr

Tyr

Gly

Ser

Val

Ala

Pro

450

Leu

Trp

Leu

Pro

Lys

530

Val

Asp

Tyr

Asp

Leu

610

Arg

Lys

Asp

Lys

Ser

Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr

675
Lys

Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660

Thr

Leu

Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645
Val

Pro

Thr

Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu

Pro

Val

Thr

Val

Tyr

Ile

Gly

455

Pro

Trp

Asp

Gly

Ile

535

Glu

His

Arg

Lys

Glu

615

Tyr

Leu

Trp

Val

Asp

Val
Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu

680
Lys

Val
Leu
Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser
Arg
Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp

Ser

181

Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn

Ser

Arg

Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly

Asp

Trp

Glu

Gly

Gln

Phe

Gly

460

Glu

Gly

Cys

Leu

Glu

540

Lys

Lys

Leu

Lys

Lys

620

Ser

Lys

Gln

Gly

Gln

Pro
Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser

685
Gln

Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670

Phe

Gly

Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn

Phe

Asn

Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn

Leu

Val
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Phe
705
Lys
Gly
Gly
Pro
Lys
785
Val
Tyr
Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu
945

Val

Gln

690

Ser
Ser
Gly
Ser
Ala
770
Pro
Val
Val
Gln
Gln
850
Ala
Pro
Thr
Ser
Tyr
930
Tyr

Phe

Lys

Cys
Leu
Ser
Gly
755
Pro
Lys
Val
Asp
Tyr
835
Asp
Leu
Arg
Lys
Asp
915
Lys
Ser

Ser

Ser

<210> 122
<211> 984

Ser
Ser
Gly
740
Gly
Glu
Asp
Asp
Gly
820
Gly
Trp
Pro
Glu
Asn
900
Ile
Thr
Lys

Cys

Leu
980

Val
Leu
725
Gly
Gly
Leu
Thr
Val
805
Val
Ser
Leu
Ala
Pro
885
Gln
Ala
Thr
Leu
Ser

965

Ser

Met
710
Ser
Gly
Gly
Leu
Leu
790
Ser
Glu
Thr
Asn
Pro
870
Gln
Val
Val
Pro
Thr
950

Val

Leu

695
His

Pro
Gly
Ser
Gly
775
Met
His
Val
Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935
Val

Met

Ser

Glu
Gly
Ser
Asp
760
Gly
Ile
Glu
His
Arg
840
Lys
Glu
Tyr
Leu
Trp
920
Val
Asp
His

Pro

Ala Leu His

Lys
Gly
745
Lys
Pro
Ser
Asp
Asn
825
Cys
Glu
Lys
Thr
Thr
905
Glu
Leu
Lys

Glu

Gly
985

182

Gly
730
Gly
Thr
Ser
Arg
Pro
810
Ala
Val
Tyr
Thr
Leu
890
Cys
Ser
Asp
Ser
Ala

970
Lys

715
Gly

Gly
His
Val
Thr
795
Glu
Lys
Ser
Lys
Tle
875
Pro
Leu
Asn
Ser
Arg

955
Leu

700

Asn
Gly
Gly
Thr
Phe
780
Pro
Val
Thr
Val
Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

His
Gly
Ser
Cys
765
Leu
Glu
Lys
Lys
Leu
845
Lys
Lys
Ser
Lys
Gln
925
Gly

Gln

Asn

Tyr
Ser
Gly
750
Pro
Phe
Val
Phe
Pro
830
Thr
Val
Ala
Arg
Gly
910
Pro
Ser

Gln

His

Thr
Gly
735
Gly
Pro
Pro
Thr
Asn
815
Cys
Val
Ser
Lys
Glu
895
Phe
Glu
Phe

Gly

Tyr
975

Gln
720
Gly
Gly
Cys
Pro
Cys
800
Trp
Glu
Leu
Asn
Gly
880
Glu
Tyr
Asn
Phe
Asn

960
Thr
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<212> PRT

213> NI
<220>

<223> PM 76-B10.

<400> 122
Gln Val Gln Leu

1

Ser
Tyr
Ala
Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225

Glu

Gly

Leu
Met
Tle
50

Gly

Gln

Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln

Ile

Gly

Arg
Tyr
35

Tle
Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Tle
Tyr

Lys

Gly

Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp

Ser

Leu
260

17 CC x

Val
5
Ser
Val
Asp
Thr
Ser
85
Pro
Val
Gly
Ala
Val
165
Lys
Arg
Ser
Gln
Gly

245
Val

Glu
Cys
Arg
Ala
Tle
70

Leu
Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230

Gly

Gln

12C0-scFc del GKX4E S HEHLE 2 T

Ser Gly Gly Gly Leu Val Lys Pro

Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Ala
Leu
Ser
Gln
215
Leu

Gly

Pro

Ala
Ala
40

Tyr

Arg

Ala

Ser
120
Ser
Gly
Asn
Tle
Gly
200
Ser
Tle

Gly

Gly

Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr

Ser

Gly
265

183

10
Gly

Gly
Thr
Asn
Asp
90

Gly
Gly
Ile
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu

250

Ser

Phe
Lys
Tyr
Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235

Val

Leu

Thr
Cys
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys

Gln

Lys

Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly

Leu

Leu

Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr

Val

Ser
270

Gly
15

Asp
Trp
Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu

255
Cys

Glu

Tyr

Val

Ile

80

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu

240

Ser

Ala
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Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val
Ala
Pro
Val
545

Val

Gln

Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val

Asp

Tyr

Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp

Gly

Gly

Phe

Lys

Ala

Asp

Glu

340

Ser

Val

Gly

Gly

Ser

420

Arg

Arg

Gly

Ser

Gly

500

Leu

Thr

Val

Val

Ser

Thr

Gly

Thr

Asp

325

Tyr

Ser

Ser

Gly

405

Gly

Gly

Phe

Val

Asn

485

Gly

Leu

Leu

Ser

Glu

565
Thr

Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550

Val

Tyr

Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His

Arg

Lys

280

Ala

Asn

Val

Tyr

360

Gly

Val

Thr

Pro

Gly

440

Ser

Glu

Val

Lys

Pro

520

Ser

Asp

Asn

Cys

Tyr Ala Met

Val

Asp

Thr

Tyr

345

Trp

Gly

Val

Leu

Asn

425

Gly

Leu

Asp

Phe

Thr

505

Ser

Arg

Pro

Ala

Val

184

Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys

570

Ser

Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555

Thr

Val

Asn
Ile
300
Lys

Leu

Val

Gly
380
Glu
Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys

Lys

Leu

Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe

Pro

Thr

Val

Ser

Arg

Met

His

350

Gln

Gly

Ser

Ser

Lys

430

Ala

Ala

Tyr

Lys

Pro

510

Pro

Thr

Asn

Cys

Val

Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys

Pro

Cys

Glu
575
Leu

Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560

Glu

His
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Gln
Ala
Pro
625
Thr
Ser
Tyr
Tyr
Phe
705
Lys
Ser
Gly
Pro
Lys
785
Val
Asp
Tyr
Asp
Leu

865
Arg

Asp
Leu
610
Arg
Lys
Asp
Lys
Ser
690
Ser
Ser
Gly
Gly
Glu
770
Asp
Asp
Gly
Gly
Trp
850

Pro

Glu

595

Pro
Glu
Asn
Tle
Thr
675
Lys
Cys
Leu
Gly
Gly
755
Leu
Thr
Val
Val
Ser
835
Leu

Ala

Pro

580
Leu

Ala
Pro
Gln
Ala
660
Thr
Leu
Ser
Ser
Gly
740
Gly
Leu
Leu
Ser
Glu
820
Thr
Asn

Pro

Gln

Asn
Pro
Gln
Val
645
Val
Pro
Thr
Val
Leu
725
Gly
Ser
Gly
Met
His
805
Val
Tyr
Gly

Ile

Val
885

Gly
Tle
Val
630
Ser
Glu
Pro
Val
Met
710
Ser
Ser
Asp
Gly
Tle
790
Glu
His
Arg
Lys
Glu

870
Tyr

Lys
Glu
615
Tyr
Leu
Trp
Val
Asp
695
His
Pro
Gly
Lys
Pro
775
Ser
Asp
Asn
Cys
Glu
855

Lys

Thr

Glu
600
Lys
Thr
Thr
Glu
Leu
680
Lys
Glu
Gly
Gly
Thr
760
Ser
Arg
Pro
Ala
Val
840
Tyr

Thr

Leu

585
Tyr

Thr
Leu
Cys
Ser
665
Asp
Ser
Ala
Gly
Gly
745
His
Val
Thr
Glu
Lys
825
Ser
Lys

Ile

Pro

185

Lys
Tle
Pro
Leu
650
Asn
Ser
Arg
Leu
Gly
730
Gly
Thr
Phe
Pro
Val
810
Thr
Val
Cys

Ser

Pro
890

Cys
Ser
Pro
635
Val
Gly
Asp
Trp
His
715
Gly
Ser
Cys
Leu
Glu
795
Lys
Lys
Leu
Lys
Lys

875

Ser

Lys
Lys
620
Ser
Lys
Gln
Gly
Gln
700
Asn
Ser
Gly
Pro
Phe
780
Val
Phe
Pro
Thr
Val
860

Ala

Arg

Val
605
Ala
Arg
Gly
Pro
Ser
685
Gln
His
Gly
Gly
Pro
765
Pro
Thr
Asn
Cys
Val
845
Ser

Lys

Glu

590

Ser
Lys
Glu
Phe
Glu
670
Phe
Gly
Tyr
Gly
Gly
750
Cys
Pro
Cys
Trp
Glu
830
Leu
Asn

Gly

Glu

Asn
Gly
Glu
Tyr
655
Asn
Phe
Asn
Thr
Gly
735
Gly
Pro
Lys
Val
Tyr
815
Glu
His
Lys

Gln

Met
895

Lys
Gln
Met
640
Pro
Asn
Leu
Val
Gln
720
Gly
Ser
Ala
Pro
Val
800
Val
Gln
Gln
Ala
Pro

880
Thr
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Lys Asn

Asp Tle

Lys Thr
930

Ser Lys

945

Ser Cys

Ser Leu

Gln

Ala

915

Thr

Leu

Ser

Ser

<210> 123
<211> 498
<212> PRT
213> NTF5)

<220>

<223> PM 76-B10.

<400> 123
Gln Val Gln Leu

1

Ser Leu

Tyr Met

Ala Tle
50

Lys Gly

65

Leu Gln

Ala Arg
Gln Gly
Gly Gly

130

Ser Ser
145

Arg
Tyr
35

Ile
Arg
Met
Gly
Thr
115

Ser

Leu

Val
900
Val
Pro
Thr

Val

Leu
980

Leu
20

Trp
Ser
Phe

Asn

Phe
100
Leu

Gly

Ser

Ser

Glu

Pro

Val

Met

965

Ser

Leu
Trp
Val
Asp
950
His

Pro

17 CC x

Val

Ser

Val

Asp

Thr

Ser

85

Pro

Val

Gly

Ala

Glu

Cys

Arg

Ala

Ile

70

Leu

Leu

Thr

Gly

Ser
150

Thr
Glu
Leu
935
Lys

Glu

Gly

Cys
Ser
920
Asp
Ser

Ala

Lys

12C0 CC

Ser
Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly

135
Val

Gly
Ala
Ala
40

Tyr

Arg

Ala

Ser
120

Ser

Gly

Leu Val Lys

905

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln

955

Leu His Asn

970

Gly
Pro
Ser
940

Gln

His

Phe
Glu
925
Phe

Gly

Tyr

Tyr
910
Asn
Phe

Asn

Thr

Pro

Asn

Leu

Val

Gln
975

(103/43) - scFe XU 141

Gly
Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser

Asp

Asp

186

Gly Leu Val Lys Pro Gly

10
Gly

Gly

Thr

Asn

Asp

90

Gly

Gly

Ile

Arg

Phe

Lys

Tyr

Ala

75

Thr

Ala

Gly

Gln

Val
155

Thr
Cys
Tyr
60

Lys
Ala
Met
Gly
Met

140
Thr

Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125

Thr

Ile

Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser

Gln

Thr

15
Asp

Trp

Ile

Leu

Tyr

95

Trp

Gly

Ser

Cys

Ser

Tyr

Phe
960
Lys

Glu

Tyr

Val

Ile

Tyr

80

Cys

Gly

Gly

Pro

Lys
160
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Ala

Gly

Asp

Leu

Gln

225

Glu

Gly

Ala

Ala

Asn

305

Ile

Leu

Phe

Leu

Gly

385

Val

Ala

Gln

Thr

Thr

Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Cys
Pro

450
Leu

Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435

Ala

Ser

Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg

Arg

Gly

Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly

Phe

Val

Asp

Ser

Phe

Val

Gln

230

Gly

Gln

Phe

Leu

Tyr

310

Ser

Thr

Ile

Ser

Gln

390

Thr

Asn

Leu

Ser

Gln

Ala
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Tle
Gly

455

Pro

Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440

Ser

Glu

Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu

Asp

187

Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr

Leu

Glu

Trp

Ala

Ser

Phe

Gly

235

Val

Leu

Met

Arg

Val

315

Tyr

Cys

Tyr

Ser

Gln

395

Cys

Val

Lys

Gly

Ala

Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Cys
Gly
380
Glu
Gly
Gln
Phe
Gly

460
Glu

Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445

Lys

Tyr

Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala

Ala

Tyr

Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro

Ala

Cys

Pro

Trp

Thr

Cys

Leu

240

Ser

Ala

Gln

Tyr

Thr

320

Asn

Asn

Thr

Ser

Thr

400

Gly

Gly

Gly

Leu

Val
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465 470 475 480
Leu Trp Tyr Ser Asn Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr
485 490 495
Val Leu
<210> 124
<211> 986
<212> PRT
213> NI
220>
<223> PM 76-B10.17 CC x 12C0 CC (103/43) -scFcRURf R EHLE T
<400> 124
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Glu
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr
20 25 30
Tyr Met Tyr Trp Val Arg Gln Ala Pro Gly Lys Cys Leu Glu Trp Val
35 40 45
Ala Ile Ile Ser Asp Ala Gly Tyr Tyr Thr Tyr Tyr Ser Asp Ile Ile
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Lys Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Phe Pro Leu Leu Arg His Gly Ala Met Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly
115 120 125
Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser Pro
130 135 140
Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Lys
145 150 155 160
Ala Ser Gln Asn Val Asp Ala Asn Val Ala Trp Tyr Gln Gln Lys Pro
165 170 175
Gly Gln Ala Pro Lys Ser Leu Ile Tyr Ser Ala Ser Tyr Val Tyr Trp
180 185 190
Asp Val Pro Ser Arg Phe Ser Gly Ser Ala Ser Gly Thr Asp Phe Thr
195 200 205
Leu Thr Ile Ser Ser Val Gln Ser Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

188
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Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val

Ala

Pro

Gln

Ile

Gly

Ser

Pro

290

Asn

Ser

Lys

Gly

Val

370

Gly

Ser

Val

Cys

Pro

450

Leu

Trp

Leu

Pro

Lys

Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu

515
Asp

Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500

Leu

Thr

Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly

Leu

Leu

Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly

Gly

Met

Leu

Gly

Pro

Asn

Glu

295

Tyr

Lys

Ala

Ser

Gly

375

Thr

Val

Tyr

Ile

Gly

455

Pro

Trp

Asp

Gly

Ile

Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro

520

Ser

Thr Phe Gly

Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser

Arg

189

Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val

Thr

235
Val

Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr

Phe

Pro

Cys

Gln

Lys

Asn

Ile

300

Lys

Leu

Val

Cys

Gly

380

Glu

Gly

Gln

Phe

Gly

460

Glu

Gly

Cys

Leu

Glu

Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe

525
Val

Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510

Pro

Thr

Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys

Pro

Cys

Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro

Lys

Val
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Val
545
Val
Gln
Gln
Ala
Pro
625
Thr
Ser
Tyr
Tyr
Phe
705
Lys
Gly
Gly
Pro
Lys
785
Val

Tyr

Glu

530
Val

Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp
Lys
Ser
690
Ser
Ser
Gly
Ser
Ala
770
Pro
Val

Val

Gln

Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Tle
Thr
675
Lys
Cys
Leu
Ser
Gly
755
Pro
Lys
Val

Asp

Tyr
835

Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr
Leu
Ser
Ser
Gly
740
Gly
Glu
Asp
Asp
Gly

820
Gly

Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645
Val
Pro
Thr
Val
Leu
725
Gly
Gly
Leu
Thr
Val
805

Val

Ser

His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu
Pro
Val
Met
710
Ser
Gly
Gly
Leu
Leu
790
Ser

Glu

Thr

535
Glu

His
Arg
Lys
Glu
615
Tyr
Leu
Trp
Val
Asp
695
His
Pro
Gly
Ser
Gly
775
Met
His
Val

Tyr

Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680
Lys
Glu
Gly
Ser
Asp
760
Gly
Tle
Glu
His

Arg
840

Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp
Ser
Ala
Lys
Gly
745
Lys
Pro
Ser
Asp
Asn

825
Cys

190

Glu
Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn
Ser
Arg
Leu
Gly
730
Gly
Thr
Ser
Arg
Pro
810

Ala

Val

Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly
Asp
Trp
His
715
Gly
Gly
His
Val
Thr
795
Glu

Lys

Ser

540
Lys

Lys
Leu
Lys
Lys
620
Ser
Lys
Gln
Gly
Gln
700
Asn
Gly
Gly
Thr
Phe
780
Pro
Val

Thr

Val

Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685
Gln
His
Gly
Ser
Cys
765
Leu
Glu
Lys

Lys

Leu
845

Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe
Gly
Tyr
Ser
Gly
750
Pro
Phe
Val
Phe
Pro

830
Thr

Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn
Phe
Asn
Thr
Gly
735
Gly
Pro
Pro
Thr
Asn
815

Cys

Val

Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn
Leu
Val
Gln
720
Gly
Gly
Cys
Pro
Cys
800
Trp

Glu

Leu
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His
Lys
865
Gln
Met
Pro
Asn
Leu
945

Val

Gln

Gln
850
Ala
Pro
Thr
Ser
Tyr
930
Tyr

Phe

Lys

Asp

Leu

Arg

Lys

Asp

915

Lys

Ser

Ser

Ser

<210> 125
<211> 984
<212> PRT
213> NI

<220

<223> PM 76-B10.

5T

>

<400> 125
Gln Val Gln

1

Ser
Tyr
Ala
Lys
65

Leu

Ala

Leu
Met
Tle
50

Gly

Gln

Arg

Arg
Tyr
35

Ile
Arg

Met

Gly

Trp

Pro

Glu

Asn

900

Ile

Thr

Lys

Cys

Leu
980

Leu
Leu
20

Trp
Ser
Phe

Asn

Phe

Leu

Ala

Pro

885

Gln

Ala

Thr

Leu

Ser

965

Ser

Asn

Pro

870

Gln

Val

Val

Pro

Thr

950

Val

Leu

17 CC x

Val

Ser

Val

Thr

Ser
85

Pro

Glu
Cys
Arg
Ala
Ile
70

Leu

Leu

Gly
855
Tle
Val
Ser
Glu
Pro
935
Val

Met

Ser

Lys

Glu

Tyr

Leu

Trp

920

Val

Asp

His

Pro

12C0 CC

Ser
Ala
Gln
Gly
55

Ser

Lys

Leu

Gly
Ala
Ala

40
Tyr

Glu Tyr Lys

Lys

Thr

Thr

905

Glu

Leu

Lys

Glu

Gly
985

Thr
Leu
890
Cys
Ser
Asp
Ser
Ala

970
Lys

Tle
875
Pro
Leu
Asn
Ser
Arg

955
Leu

Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

Lys

Lys

Ser

Lys

Gln

925

Gly

Gln

Asn

Val

Ala

Gly
910
Pro
Ser

Gln

His

Ser

Lys

Glu

895

Phe

Glu

Phe

Gly

Tyr
975

Asn
Gly
880
Glu
Tyr
Asn

Phe

Asn
960
Thr

(103/43) -scFc_del GK XU S5 EHLE

Gly

Ser

25

Pro

Tyr

Asp

Glu

His

191

Gly
10

Gly
Gly
Thr
Asn
Asp

90
Gly

Leu

Phe

Lys

Tyr

Ala

75

Thr

Ala

Val
Thr
Cys
Tyr
60

Lys

Ala

Met

Lys
Phe
Leu
45

Ser

Asn

Val

Pro
Ser
30

Glu
Asp
Ser

Tyr

Tyr

Gly
15

Asp
Trp
Ile
Leu
Tyr

95
Trp

Glu
Tyr
Val
Ile
Tyr
80

Cys

Gly
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Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly

385
Val

Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370

Gly

Ser

Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr

Gly

Pro

100
Leu

Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val

Gly

Gly

Val
Gly
Ala
Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser

Ser

Gly
405

Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln

390
Thr

Val
Gly
135
Val
Ala
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375

Thr

Val

Ser
120
Ser
Gly
Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly

Val

Thr

105

Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly

Val

Leu

192

Gly
Tle
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly

Thr

Thr
410

Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln

395
Cys

Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Cys
Gly
380

Glu

Gly

Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly

Pro

Ser

110

Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly

Ser

Ser

Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly

Leu

Thr
415

Gly
Pro
Lys
160
Pro
Trp
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr

400
Gly
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Ala

Gln

Thr

Thr

465

Leu

Val

Ala

Pro

Val

545

Val

Gln

Gln

Ala

Pro

625

Thr

Ser

Tyr

Tyr

Phe

705
Lys

Val
Cys
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp
Lys
Ser
690

Ser

Ser

Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr
675
Lys

Cys

Leu

Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr
Leu

Ser

Ser

Gly

Gly

Phe

Val

Asn

485

Gly

Leu

Leu

Ser

Glu

565

Thr

Asn

Pro

Gln

Val

645

Val

Pro

Thr

Val

Leu

Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu
Pro
Val
Met

710

Ser

Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr
Leu
Trp
Val
Asp
695
His

Pro

Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680
Lys

Glu

Gly

Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser
Arg
Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp
Ser
Ala

Gly

193

Trp

Thr

Leu

Glu

Gly

490

His

Val

Thr

Glu

Lys

570

Ser

Lys

Ile

Pro

Leu

650

Asn

Ser

Arg

Leu

Gly

Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly
Asp
Trp
His

715
Gly

Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser
Lys
Gln
Gly
Gln
700

Asn

Ser

Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685
Gln
His

Gly

Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe
Gly

Tyr

Gly

Pro

Pro

Ala

Cys

Leu

495

Cys

Pro

Cys

Trp

Glu

075

Leu

Asn

Gly

Glu

Tyr

655

Asn

Phe

Asn

Thr

Gly

Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn
Leu
Val
Gln

720
Gly
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Ser
Gly
Pro
Lys
785
Val
Asp
Tyr
Asp
Leu
865
Arg
Lys
Asp
Lys
Ser
945

Ser

Ser

Gly
Gly
Glu
770
Asp
Asp
Gly
Gly
Trp
850
Pro
Glu
Asn
Ile
Thr
930
Lys

Cys

Leu

Gly
Gly
755
Leu
Thr
Val
Val
Ser
835
Leu
Ala
Pro
Gln
Ala
915
Thr
Leu

Ser

Ser

<210> 126
211> 5
<212> PRT
213> NI
<220>

<223> PM 76-B10.

Gly
740
Gly
Leu
Leu
Ser
Glu
820
Thr
Asn
Pro
Gln
Val
900
Val
Pro
Thr

Val

Leu
980

725
Gly Ser Gly Gly Gly
745
Ser Asp Lys Thr His
760
Gly Gly Pro Ser Val
775
Met Ile Ser Arg Thr
790
His Glu Asp Pro Glu
805
Val His Asn Ala Lys
825
Tyr Arg Cys Val Ser
840
Gly Lys Glu Tyr Lys
855
Ile Glu Lys Thr Ile
870
Val Tyr Thr Leu Pro
885
Ser Leu Thr Cys Leu
905
Glu Trp Glu Ser Asn
920
Pro Val Leu Asp Ser
935
Val Asp Lys Ser Arg
950
Met His Glu Ala Leu
965
Ser Pro Gly Lys

11 CC VH CDR1

194

730
Gly

Thr

Phe

Pro

Val

810

Thr

Val

Cys

Ser

Pro

890

Val

Gly

Asp

Trp

His
970

Ser
Cys
Leu
Glu
795
Lys
Lys
Leu
Lys
Lys
875
Ser
Lys
Gln
Gly
Gln

955

Asn

Gly
Pro
Phe
780
Val
Phe
Pro
Thr
Val
860
Ala
Arg
Gly
Pro
Ser
940

Gln

His

Gly
Pro
765
Pro
Thr
Asn
Cys
Val
845
Ser
Lys
Glu
Phe
Glu
925
Phe

Gly

Tyr

Gly
750
Cys
Pro
Cys
Trp
Glu
830
Leu
Asn
Gly
Glu
Tyr
910
Asn
Phe

Asn

Thr

735
Gly

Pro

Lys

Val

Tyr

815

Glu

His

Lys

Gln

Met

895

Pro

Asn

Leu

Val

Gln
975

Ser

Ala

Pro

Val

800

Val

Gln

Gln

Ala

Pro

880

Thr

Ser

Tyr

Tyr

Phe

960
Lys
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<400> 126

Asp Tyr Tyr Met Tyr

1 5

<210> 127

211> 17

<212> PRT

213> NI

220>

<223> PM 76-B10.11 CC VH CDR2

<400> 127

Ile Ile Ser Asp Gly Gly Tyr Tyr Thr Tyr Tyr Ser Asp Ile Ile Lys
1 5 10 15
Gly

<210> 128

211> 12

<212> PRT

213> NI

220>

<223> PM 76-B10.11 CC VH CDR3

<400> 128

Gly Phe Pro Leu Leu Arg His Gly Ala Met Asp Tyr
1 5 10
<210> 129

211> 11

<212> PRT

213> NI

220>

<223> PM 76-B10.11 CC VL CDR1

<400> 129

Lys Ala Ser Gln Asn Val Asp Thr Asn Val Ala
1 5 10
<210> 130

Q211> 7

<212> PRT

213> NI

220>

<223> PM 76-B10.11 CC VL CDR2

<400> 130

Ser Ala Ser Tyr Val Tyr Trp

195
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1

<210> 131

211> 9

<212> PRT

213> NLFH)

<220>

<223> PM 76-B10.

<400> 131

Gln GIn Tyr Asp

1

<210> 132

211> 121

<212> PRT

213> NI

<220>

<223> PM 76-B10.

<400> 132

Gln Val GIn Leu

1

Ser Leu Arg Leu

20

Tyr Met Tyr Trp
35

Ala Ile Ile Ser

50

Lys Gly Arg Phe

65

Leu GIn Met Asn

Ala Arg Gly Phe
100

Gln Gly Thr Leu

115

<210> 133

211> 107

<212> PRT

213> NI

220>

<223> PM 76-B10.

11 CC VL CDR3

Gln GIn Leu Ile Thr

5

11 CC VH

Val Glu
5
Ser Cys

Val Arg

Asp Gly

Thr Ile
70

Ser Leu

85

Pro Leu

Val Thr

11 CC VL

Ser

Ala

Gln

Gly

95

Ser

Lys

Leu

Val

Gly
Ala
Ala
40

Tyr

Arg

Ala

Ser
120

Gly
Ser
25

Pro
Tyr
Asp
Glu
His

105

Ser

196

Gly
10

Gly
Gly
Thr
Asn
Asp

90
Gly

Leu

Phe

Lys

Tyr

Ala

75

Thr

Ala

Val
Thr
Gly
Tyr
60

Lys

Ala

Met

Lys
Phe
Leu
45

Ser
Asn

Val

Asp

Pro
Ser

30
Glu

Ser

Tyr

Tyr
110

Gly
15

Asp
Trp
Ile
Leu
Tyr

95
Trp

Glu

Tyr

Val

Ile

80

Cys

Gly
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<400> 133

Asp Tle
1
Asp Arg

Val Ala

Tyr Ser
50

Ser Ala

65

Glu Asp

Thr Phe

Gln
Val
Trp
35

Ala
Ser

Phe

Gly

<210> 134
<211> 243
<212> PRT
213> NLFH)

<220>

<223> PM 76-B10.

<400> 134

Gln Val
1

Ser Leu
Tyr Met
Ala Ile
50

Lys Gly
65

Leu Gln
Ala Arg

Gln Gly

Gly Gly

Gln
Arg
Tyr
35

Ile
Arg
Met
Gly
Thr

115

Ser

Met
Thr
20

Tyr
Ser
Gly

Ala

Gly
100

Leu
Leu
20

Trp
Ser
Phe

Asn

Phe
100
Leu

Gly

Thr

Ile

Gln

Tyr

Thr

Thr

85
Gly

Gln
Thr
Gln
Val
Asp
70

Tyr

Thr

Ser

Cys

Lys

95

Phe

Tyr

Lys

11 CC scFv

Val
5

Ser
Val
Asp

Thr

Ser
85
Pro

Val

Gly

Glu

Cys

Arg

Gly

Ile

70

Leu

Leu

Thr

Gly

Ser

Ala

Gln

Gly

95

Ser

Lys

Leu

Val

Gly

Pro
Lys
Pro
40

Trp
Thr

Cys

Leu

Gly

Ala

Ala

40

Arg

Ala

Ser
120

Ser

Ser
Ala
25

Gly
Asp
Leu

Gln

Glu
105

Gly
Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser

Asp

197

Ser
10

Ser
Gln
Val
Thr
Gln

90
Ile

Gly

10

Gly

Gly

Thr

Asn

90

Gly

Gly

Ile

Leu
Gln
Ala
Pro
Ile
75

Tyr

Lys

Leu

Phe

Lys

Ala
75

Thr
Ala

Gly

Gln

Ser
Asn
Pro
Ser
60

Ser

Asp

Val

Thr

Gly

Tyr

60

Lys

Ala

Met

Gly

Met

Ala

Val

Lys

45

Ser

Gln

Lys

Phe

Leu
45

Ser

Asn

Val

Asp

Gly

125
Thr

Ser
Asp
30

Ser
Phe

Val

Gln

Pro
Ser
30

Glu
Asp
Ser
Tyr
Tyr
110

Ser

Gln

Val
15

Thr
Leu
Ser

Gln

Leu
95

Gly
15
Asp

Ile
Leu
Tyr
95

Trp

Gly

Ser

Gly

Asn

Ile

Gly

Ser

80
Ile

Glu

Tyr

Val

Ile

Tyr

80

Cys

Gly

Gly

Pro
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Ser
145
Ala
Gly
Asp

Leu

Gln
225

130

Ser

Ser

Gln

Val

Thr

210
Gln

Leu
Gln
Ala
Pro
195

Ile

Tyr

Glu Ile Lys

<210>
211>
<212>
<213>

<220>

223>
<400>

135
498
PRT

NILF5)

Gln Val Gln

1

Ser

Tyr

Ala

Lys

65

Leu

Ala

Gln

Gly

Leu

Met

Ile

50

Gly

Gln

Arg

Gly

Gly
130

Arg
Tyr
35

Ile
Arg
Met
Gly
Thr

115

Ser

Ser
Asn
Pro
180
Ser

Ser

Asp

PM 76-B10
135

Leu
Leu
20

Trp
Ser
Phe

Asn

Phe
100
Leu

Gly

Ala
Val
165
Lys
Arg

Ser

Gln

Ser
150
Asp
Ser
Phe

Val

Gln
230

.11 CC x

Val
5

Ser
Val
Asp

Thr

Ser
85
Pro

Val

Gly

Glu

Cys

Arg

Gly

Ile

70

Leu

Leu

Thr

Gly

135
Val

Thr

Leu

Ser

Gln

215
Leu

T2COXRE 7 P43 1

Gly Asp Arg Val

Asn

Ile

Gly
200

Val

Tyr
185

Ser

Ala
170

Ser

Ala

155
Trp

Ala

Ser

Ser Glu Asp Phe

Ile

Thr

Phe

Gly
235

Ser Gly Gly Gly Leu

Ala

Gln

Gly

95

Ser

Lys

Leu

Val

Gly
135

Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser

120

Ser

Ser
25

Pro
Tyr
Asp
Glu
His
105

Ser

Asp

198

10
Gly

Gly

Thr

Asn

Asp

90

Gly

Gly

Ile

Phe

Lys

Tyr

Ala

75

Thr

Ala

Gly

Gln

140
Thr

Tyr

Ser

Gly

Ala

220
Gly

Val

Thr

Gly

Tyr

60

Lys

Ala

Met

Gly

Met
140

Ile
Gln
Tyr
Thr
205

Thr

Gly

Lys

Phe

Leu
45

Ser

Asn

Val

Asp

Gly

125
Thr

Thr
Gln
Val
190
Asp

Tyr

Thr

Pro
Ser
30

Glu
Asp
Ser
Tyr
Tyr
110

Ser

Gln

Cys
Lys
175
Tyr
Phe

Tyr

Lys

Gly
15
Asp

Ile
Leu
Tyr
95

Trp

Gly

Ser

Lys
160
Pro
Trp
Thr

Cys

Leu
240

Glu

Tyr

Val

Ile

Tyr

80

Cys

Gly

Gly

Pro
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Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala

Gln

Thr

Ser

Ser

Gln

Val

Thr

210

Gln

Ile

Gly

Ser

Pro

290

Asn

Ser

Lys

Gly

Val

370

Gly

Ser

Val

Ala

Pro

Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro

435
Ala

Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420

Arg

Arg

Ala
Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly

Gly

Phe

Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn

Leu

Ser

Val
Thr
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375

Thr

Val

Ile

Gly

Gly
Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly

440

Ser

Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly

Leu

199

Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp

Thr

Leu

Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val

Lys

Gly

Thr

Tyr

Ser

Gly

Ala

220

Gly

Gln

Lys

Asn

Ile

300

Lys

Leu

Val

Trp

Gly

380

Glu

Gly

Gln

Phe

Gly

Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu

445
Lys

Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430

Ala

Ala

Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro

Pro

Ala

Lys
160
Pro
Trp
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400
Gly
Gly

Gly

Leu
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450

455

460

Thr Leu Ser Gly Val Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Val

465

470

475

480

Leu Trp Tyr Ser Asn Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr

Val Leu

<210> 136
<211> 986
<212> PRT
213> NI

<220>

<223> PM 76-B10.

<400> 136
Gln Val Gln Leu

1

Ser Leu

Tyr Met

Ala Tle
50

Lys Gly

65

Leu Gln

Ala Arg

Gln Gly

Gly Gly
130

Ser Ser

145

Ala Ser

Gly Gln

Asp Val

Arg
Tyr
35

Ile
Arg
Met
Gly
Thr
115
Ser
Leu
Gln

Ala

Pro
195

Leu
20

Trp
Ser
Phe

Asn

Phe
100
Leu

Gly

Ser

Asn

Pro

180

Ser

485

11 CC x

Val
5
Ser
Val
Asp
Thr
Ser
85
Pro
Val
Gly
Ala
Val
165

Lys

Arg

Glu
Cys
Arg
Gly
Tle
70

Leu
Leu
Thr
Gly
Ser
150
Asp

Ser

Phe

12C0-scFe XU A HEHLE 7 T

490

Ser Gly Gly Gly Leu Val Lys

Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr

Leu

Ser

Ala
Ala
40

Tyr

Arg

Ala

Ser
120

Ser

Gly

Asn

Ile

Gly
200

Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr

185

Ser

200

10
Gly

Gly
Thr
Asn
Asp
90

Gly
Gly
Ile
Arg
Ala
170

Ser

Ala

Phe
Lys
Tyr
Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp

Ala

Ser

Thr
Gly
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr

Ser

Gly

Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Tle
Gln

Tyr

Thr
205

Pro
Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val

190
Asp

495

Gly
15
Asp

Tle
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175

Tyr

Phe

Glu
Tyr
Val
Tle
Tyr
80

Cys
Gly
Gly
Pro
Lys
160
Pro

Trp

Thr
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Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu

Val

Ala

Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu
Trp

Leu

Pro

Ile

Tyr

Lys

Gly

Gly

275

Gly

Tyr

Arg

Thr

Asn

355

Thr

Gly

Pro

Thr

Pro

435

Ala

Ser

Tyr

Gly

Glu

Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly

500
Leu

Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485

Gly

Leu

Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg

Gly

Gly

Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Tle
Gly
455
Pro
Trp

Asp

Gly

Ser

Ile

Gly

Gly

Lys

280

Ala

Asn

Val

Tyr

360

Gly

Val

Thr

Pro

Gly

440

Ser

Glu

Val

Lys

Pro

Glu Asp Phe

Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425

Gly

Leu

Phe

Thr
505

Ser

201

Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His

Val

Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly

Thr

Phe

Ala
220
Gly
Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460
Glu
Gly

Cys

Leu

Thr

Gly

Leu

Leu

Trp

285

Arg

Asp

Gln

Arg

Gly

365

Gly

Pro

Ser

Gln

Leu

445

Lys

Tyr

Thr

Pro

Phe

Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro

510

Pro

Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495

Cys

Pro

Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr

Pro

Lys
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Pro
Val
545
Val
Gln
Gln
Ala
Pro
625
Thr
Ser
Tyr
Tyr
Phe
705
Lys
Gly
Gly
Pro
Lys
785

Val

Tyr

Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp
Lys
Ser
690
Ser
Ser
Gly
Ser
Ala
770
Pro

Val

Val

515
Asp

Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr
675
Lys
Cys
Leu
Ser
Gly
755
Pro
Lys

Val

Asp

Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr
Leu
Ser
Ser
Gly
740
Gly
Glu
Asp

Asp

Gly
820

Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645
Val
Pro
Thr
Val
Leu
725
Gly
Gly
Leu
Thr
Val

805
Val

Met
His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu
Pro
Val
Met
710
Ser
Gly
Gly
Leu
Leu
790

Ser

Glu

Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr
Leu
Trp
Val
Asp
695
His
Pro
Gly
Ser
Gly
775
Met
His

Val

520

Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680
Lys
Glu
Gly
Ser
Asp
760
Gly
Ile

Glu

His

Arg Thr Pro

Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp
Ser
Ala
Lys
Gly
745
Lys
Pro
Ser

Asp

Asn
825

202

Glu
Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn
Ser
Arg
Leu
Gly
730
Gly
Thr
Ser
Arg
Pro

810
Ala

Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly
Asp
Trp
His
715
Gly
Gly
His
Val
Thr
795

Glu

Lys

Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser
Lys
Gln
Gly
Gln
700
Asn
Gly
Gly
Thr
Phe
780
Pro

Val

Thr

525
Val

Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685
Gln
His
Gly
Ser
Cys
765
Leu
Glu

Lys

Lys

Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe
Gly
Tyr
Ser
Gly
750
Pro
Phe
Val

Phe

Pro
830

Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn
Phe
Asn
Thr
Gly
735
Gly
Pro
Pro
Thr
Asn

815
Cys

Val
Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn
Leu
Val
Gln
720
Gly
Gly
Cys
Pro
Cys
800

Trp

Glu
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Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu
945

Val

Gln

<210>
211>
<212>
<213>

Gln
Gln
850
Ala
Pro
Thr
Ser
Tyr
930
Tyr

Phe

Lys

<220>

223>
<400>

Tyr
835
Asp
Leu
Arg
Lys
Asp
915
Lys
Ser

Ser

Ser

137
984
PRT

NILF5

Gly

Trp

Pro

Glu

Asn

900

Ile

Thr

Lys

Cys

Leu
980

PM 76-B10.
137

Gln Val Gln Leu

1

Ser

Tyr

Ala

Lys

65
Leu

Leu
Met
Tle
50

Gly

Gln

Arg
Tyr
35

Ile

Arg

Met

Leu
20

Trp
Ser

Phe

Asn

Ser

Leu

Ala

Pro

885

Gln

Ala

Thr

Leu

Ser

965

Ser

Thr

Asn

Pro

870

Gln

Val

Val

Pro

Thr

950

Val

Leu

11 CC x

Val

Ser

Val

Asp

Thr

Ser
85

Glu

Cys

Arg

Gly

Ile

70
Leu

Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935
Val

Met

Ser

Arg
840
Lys
Glu
Tyr
Leu
Trp
920
Val
Asp
His

Pro

Cys Val

Glu Tyr

Lys Thr

Thr Leu
890

Thr Cys

905

Glu Ser

Leu Asp

Lys Ser

Glu Ala

970
Gly Lys
985

Ser
Lys
Ile
875
Pro
Leu
Asn
Ser
Arg

955
Leu

Val
Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

Leu
845
Lys
Lys
Ser
Lys
Gln
925
Gly

Gln

Asn

Thr

Val

Ala

Arg

Gly

910

Pro

Ser

Gln

His

12C0-scFc del GKXU4E S HEHLE 2> T

Ser
Ala
Gln
Gly
55

Ser

Lys

Gly
Ala
Ala
40

Tyr

Arg

Ala

Gly Gly Leu Val Lys Pro

10
Ser Gly
25
Pro Gly

Tyr Thr

Asp Asn

Glu Asp
90

203

Phe

Lys

Tyr

Ala

75
Thr

Thr
Gly
Tyr
60

Lys

Ala

Phe

Leu

45

Ser

Asn

Val

Ser
30

Glu
Asp

Ser

Tyr

Val

Ser

Lys

Glu

895

Phe

Glu

Phe

Gly

975

Gly
15
Asp

Ile

Leu

Tyr
95

Leu
Asn
Gly
880
Glu
Tyr
Asn
Phe
Asn

960
Thr

Glu

Tyr

Val

Ile

Tyr

80
Cys
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Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly

385
Val

Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370

Gly

Ser

Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr

Gly

Pro

Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val

Gly

Gly

Pro

Val

Gly

Ala

Val

165

Lys

Arg

Ser

Gln

Gly

245

Val

Thr

Gly

Thr

Asp

325

Asp

Tyr

Ser

Ser

Gly

Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln

390
Thr

Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375

Thr

Val

Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly

Val

Thr

His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val

Leu

204

Gly

Gly

Ile

Arg

Ala

170

Ser

Ala

Asp

Phe

Glu

250

Ser

Ala

Ala

Ser

Ala

330

Tyr

Ala

Gly

Thr

Thr

Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln

395
Cys

Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Gly
Gln
Lys
Asn
Tle
300
Lys
Leu
Val
Trp
Gly
380

Glu

Gly

Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly

Pro

Ser

Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly

Ser

Ser

Trp

Gly

Ser

Cys

Lys

175

Tyr

Phe

Tyr

Lys

Glu

255

Cys

Arg

Lys

Phe

Asn

335

Gly

Gly

Gly

Leu

Thr

Gly
Gly
Pro
Lys
160
Pro
Trp
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr

400
Gly
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Ala Val Thr

Gln

Thr

Thr

465

Leu

Val

Ala

Pro

Val

545

Val

Gln

Gln

Ala

Pro

625

Thr

Ser

Tyr

Tyr

Phe
705

Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp
Lys
Ser

690

Ser

Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr
675

Lys

Cys

Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr

Leu

Ser

405
Gly

Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645
Val
Pro

Thr

Val

Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu
Pro

Val

Met
710

Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr
Leu
Trp
Val
Asp

695
His

Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680

Lys

Glu

Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser
Arg
Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp

Ser

Ala

205

410

Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn
Ser

Arg

Leu

Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly
Asp

Trp

His
715

Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser
Lys
Gln
Gly
Gln

700

Asn

Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685

Gln

His

Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe

Gly

Tyr

415

Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn
Phe

Asn

Thr

Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn
Leu

Val

Gln
720
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Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly

725
Ser Gly Gly Gly Gly Ser Gly Gly Gly
740 745
Gly Gly Gly Gly Ser Asp Lys Thr His
755 760
Pro Glu Leu Leu Gly Gly Pro Ser Val
770 775
Lys Asp Thr Leu Met Ile Ser Arg Thr
785 790
Val Asp Val Ser His Glu Asp Pro Glu
805
Asp Gly Val Glu Val His Asn Ala Lys
820 825
Tyr Gly Ser Thr Tyr Arg Cys Val Ser
835 840
Asp Trp Leu Asn Gly Lys Glu Tyr Lys
850 855
Leu Pro Ala Pro Ile Glu Lys Thr Ile
865 870
Arg Glu Pro Gln Val Tyr Thr Leu Pro
885
Lys Asn Gln Val Ser Leu Thr Cys Leu
900 905
Asp Tle Ala Val Glu Trp Glu Ser Asn
915 920
Lys Thr Thr Pro Pro Val Leu Asp Ser
930 935
Ser Lys Leu Thr Val Asp Lys Ser Arg
945 950
Ser Cys Ser Val Met His Glu Ala Leu
965
Ser Leu Ser Leu Ser Pro Gly Lys
980
<210> 138
<211> 498
<212> PRT
213> NI
220>

206

730
Gly

Thr

Phe

Pro

Val

810

Thr

Val

Cys

Ser

Pro

890

Val

Gly

Asp

Trp

His
970

Ser
Cys
Leu
Glu
795
Lys
Lys
Leu
Lys
Lys
875
Ser
Lys
Gln
Gly
Gln

955

Asn

Ser
Gly
Pro
Phe
780
Val
Phe
Pro
Thr
Val
860
Ala
Arg
Gly
Pro
Ser
940

Gln

His

Gly
Gly
Pro
765
Pro
Thr
Asn
Cys
Val
845
Ser
Lys
Glu
Phe
Glu
925
Phe

Gly

Tyr

Gly
Gly
750
Cys
Pro
Cys
Trp
Glu
830
Leu
Asn
Gly
Glu
Tyr
910
Asn
Phe

Asn

Thr

Gly
735
Gly
Pro
Lys
Val
Tyr
815
Glu
His
Lys
Gln
Met
895
Pro
Asn
Leu

Val

Gln
975

Gly
Ser
Ala
Pro
Val
800
Val
Gln
Gln
Ala
Pro
880
Thr
Ser
Tyr
Tyr
Phe

960
Lys
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<223> PM 76-B10.

<400> 138
Gln Val Gln Leu

1

Ser Leu

Tyr Met

Ala Tle
50

Lys Gly

65

Leu Gln

Ala Arg
Gln Gly
Gly Gly
130
Ser Ser
145
Ala Ser
Gly Gln
Asp Val
Leu Thr
210
Gln Gln
225
Glu Ile
Gly Gly

Ala Ser

Ala Pro

Arg
Tyr
35

Ile
Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly

275
Gly

Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260

Phe

Lys

11 CC x

Val
5

Ser

Val

Thr
Ser
85

Pro
Val
Gly
Ala
Val

165
Lys

Ser
Gln
Gly
245
Val

Thr

Gly

Glu
Cys
Arg
Gly
Tle
70

Leu
Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln

Phe

Leu

12C0 CC

Ser
Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln
215
Leu
Gly
Pro

Asn

Glu

Gly
Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys

280
Trp

(103/43) - scFe XU S 1

Gly Gly Leu Val Lys Pro

Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr

Val

207

10
Gly

Gly
Thr
Asn
Asp
90

Gly
Gly
Ile
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser

Ala

Ala

Phe
Lys
Tyr
Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu

Met

Arg

Thr
Gly
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Gly
Gln
Lys

Asn

Ile

Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Tle
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp

285
Arg

Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270

Val

Ser

Gly
15

Asp
Trp
Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys

Arg

Lys

Glu

Tyr

Val

Ile

80

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu

240

Ser

Ala

Gln

Tyr
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Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465

Leu

Val

<210>
211>
<212>
<213>

290

Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Cys
Pro
450
Leu

Trp

Leu

<220>

223>
<400>

Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala

Ser

Tyr

139
986
PRT

NILF5)

Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg

Gly

Ser

PM 76-B10.
139

Gln Val Gln Leu

1

Ser Leu Arg Leu

20

Tyr Met Tyr Trp

35

Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe

Val

Asn
485

Tyr
310
Ser
Thr
Tle
Ser
Gln

390
Thr

Asn

Leu

Ser

Gln

470
Arg

11 CC x

Val
5

Ser

Val

Glu

Cys

Arg

295
Tyr

Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Tle
Gly
455

Pro

Trp

Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser

Glu

Val

12C0 CC

Ser

Ala

Gln

Gly

Ala

Ala
40

Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu

Asp

Phe

(103/43) -scFc X FMEHLE > 1

Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu

Glu

Gly
490

Val
315
Tyr

Cys

Tyr

Ser

Gln

395

Cys

Val

Lys

Gly

Ala

475
Gly

300
Lys

Leu
Val
Cys
Gly
380
Glu
Gly
Gln
Phe
Gly
460

Glu

Gly

Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys

Tyr

Thr

Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala

Tyr

Lys

Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala

Cys

Leu
495

Thr
320

Asn

Asn

Thr

Ser

Thr

400

Gly

Gly

Gly

Leu

Val

480
Thr

Gly Gly Leu Val Lys Pro Gly Glu

10

15

Ser Gly Phe Thr Phe Ser Asp Tyr

25

30

Pro Gly Lys Gly Leu Glu Trp Val

208

45
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Ala Ile Ile

Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Ile

Leu

Phe

50
Gly

Gln
Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser

Lys

Gly

Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg

Thr

Asn

Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu

340

Ser

Asp
Thr
Ser
85

Pro
Val
Gly
Ala
Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325

Asp

Tyr

Gly
Tle
70

Leu
Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser

Thr

Ile

Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys

Ala

Ser

Tyr

Arg

Ala

Arg

Ser

120

Ser

Gly

Asn

Ile

Gly

200

Ser

Ile

Gly

Gly

Lys

280

Trp

Ala

Asn

Val

Tyr

Tyr Thr Tyr

Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345

Trp

209

Asn
Asp
90

Gly
Gly
Tle
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330

Tyr

Ala

Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr

Cys

Tyr

Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Gly
Gln
Lys
Asn
Ile
300
Lys
Leu

Val

Cys

Ser

Asn

Val

Asp

Gly

125

Thr

Ile

Gln

Tyr

Thr

205

Thr

Gly

Leu

Leu

Trp

285

Arg

Asp

Gln

Arg

Gly

Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His

350
Gln

Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335

Gly

Gly

Ile
Tyr
80

Cys
Gly
Gly
Pro
Lys
160
Pro
Trp
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn

Asn

Thr
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Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val
Ala
Pro
Val
545
Val
Gln
Gln
Ala
Pro
625

Thr

Ser

Val
370
Gly
Ser
Val
Cys
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg

Lys

Asp

355
Thr

Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu

Asn

Ile

Val
Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro

Gln

Ala
660

Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val

645
Val

Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630

Ser

Glu

Gly
375
Thr
Val
Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr

Leu

Trp

360
Gly

Val

Thr

Pro

Gly

440

Ser

Glu

Val

Lys

Pro

520

Ser

Asn
Cys
Glu
600
Lys
Thr

Thr

Glu

Gly
Val
Leu
Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser
Arg
Pro
Ala
Val
585
Tyr
Thr
Leu

Cys

Ser
665

210

Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle
Pro
Leu

650

Asn

Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635

Val

Gly

Gly
380
Glu
Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser

Lys

Gln

365
Gly

Pro

Ser

Gln

Leu

445
Lys

Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg

Gly

Pro

Gly
Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu

Phe

Glu
670

Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr

655

Asn

Ser
Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640

Pro

Asn
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Tyr
Tyr
Phe
705
Lys
Gly
Gly
Pro
Lys
785
Val
Tyr
Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu
945

Val

Gln

Lys
Ser
690
Ser
Ser
Gly
Ser
Ala
770
Pro
Val
Val
Gln
Gln
850
Ala
Pro
Thr
Ser
Tyr
930
Tyr

Phe

Lys

Thr
675
Lys
Cys
Leu
Ser
Gly
755
Pro
Lys
Val
Asp
Tyr
835
Asp
Leu
Arg
Lys
Asp
915
Lys
Ser

Ser

Ser

Thr

Leu

Ser

Ser

Gly

740

Gly

Glu

Asp

Asp

Gly

820

Gly

Trp

Pro

Glu

Asn

900

Ile

Thr

Lys

Cys

Leu

Pro
Thr
Val
Leu
725
Gly
Gly
Leu
Thr
Val
805
Val
Ser
Leu
Ala
Pro
885
Gln
Ala
Thr
Leu
Ser

965

Ser

Pro
Val
Met
710
Ser
Gly
Gly
Leu
Leu
790
Ser
Glu
Thr
Asn
Pro
870
Gln
Val
Val
Pro
Thr
950

Val

Leu

Val
Asp
695
His
Pro
Gly
Ser
Gly
775
Met
His
Val
Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935
Val

Met

Ser

Leu
680
Lys
Glu
Gly
Ser
Asp
760
Gly
Ile
Glu
His
Arg
840
Lys
Glu
Tyr
Leu
Trp
920
Val
Asp
His

Pro

Asp

Ser

Ala

Lys

Gly

745

Lys

Pro

Ser

Asp

Asn

825

Cys

Glu

Lys

Thr

Thr

905

Glu

Leu

Lys

Glu

Gly

211

Ser
Arg
Leu
Gly
730
Gly
Thr
Ser
Arg
Pro
810
Ala
Val
Tyr
Thr
Leu
890
Cys
Ser
Asp
Ser
Ala

970
Lys

Asp
Trp
His
715
Gly
Gly
His
Val
Thr
795
Glu
Lys
Ser
Lys
Ile
875
Pro
Leu
Asn
Ser
Arg

955
Leu

Gly
Gln
700
Asn
Gly
Gly
Thr
Phe
780
Pro
Val
Thr
Val
Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

Ser
685
Gln
His
Gly
Ser
Cys
765
Leu
Glu
Lys
Lys
Leu
845
Lys
Lys
Ser
Lys
Gln
925
Gly

Gln

Asn

Phe
Gly
Tyr
Ser
Gly
750
Pro
Phe
Val
Phe
Pro
830
Thr
Val
Ala
Arg
Gly
910
Pro
Ser

Gln

His

Phe
Asn
Thr
Gly
735
Gly
Pro
Pro
Thr
Asn
815
Cys
Val
Ser
Lys
Glu
895
Phe
Glu
Phe

Gly

Tyr
975

Leu
Val
Gln
720
Gly
Gly
Cys
Pro
Cys
800
Trp
Glu
Leu
Asn
Gly
880
Glu
Tyr
Asn
Phe
Asn

960
Thr
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<210> 140
<211> 984
<212> PRT
213> NLFH)

<220>

980

<223> PM 76-B10

5T

<400> 140

Gln Val
1

Ser Leu

Tyr Met

Ala Tle
50

Lys Gly

65

Leu Gln

Ala Arg

Gln Gly

Gly Gly
130

Ser Ser

145

Ala Ser

Gly Gln
Asp Val
Leu Thr

210

Gln Gln
225

Gln
Arg
Tyr
35

Tle
Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195

Ile

Tyr

Leu
Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser

Ser

Asp

.11 CC x

Val

Ser

Val

Asp

Thr

Ser

85

Pro

Val

Gly

Ala

Val

165

Lys

Arg

Ser

Gln

Glu

Cys

Arg

Gly

Ile

70

Leu

Leu

Thr

Gly

Ser

150

Asp

Ser

Phe

Val

Gln
230

985

12C0 CC (103/43) -scFc delGKXUE: S PEHLE

Ser
Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln

215
Leu

Gly
Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200

Ser

Ile

Gly
Ser
25

Pro

Tyr

Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser

Glu

Thr

212

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Gly
Gly
Ile
Arg
Ala
170

Ser

Ala

Phe

Leu

Phe

Lys

Tyr

Ala

75

Thr

Ala

Gly

Gln

Val

155

Ala

Ser

Phe

Gly
235

Val
Thr
Gly
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala

220
Gly

Lys
Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205

Thr

Gly

Pro
Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp

Tyr

Thr

Gly
15
Asp

Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe

Tyr

Lys

Glu

Tyr

Val

Ile

Tyr

80

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu
240
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Glu

Gly

Ala

Ala

Asn

305

Ile

Leu

Phe

Leu

Gly

385

Val

Ala

Gln

Thr

Thr

465

Leu

Val

Ala

Pro

Val

Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Cys
Pro
450
Leu
Trp
Leu
Pro
Lys

530
Val

Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515

Asp

Asp

Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu

Thr

Val

Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu

Leu

Ser

Gly

Gln

Phe

Leu

Tyr

310

Ser

Thr

Ile

Ser

Gln

390

Thr

Asn

Leu

Ser

Gln

470

Arg

Gly

Gly

Met

His

Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375

Thr

Val

Ile
Gly
455

Pro

Trp

Gly

Tle
535
Glu

Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520

Ser

Asp

Ser Glu Val

Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser
Arg

Pro

213

250

Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val

Thr

Glu

Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr
Phe

Pro

Val

Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Cys
Gly
380
Glu
Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu

540
Lys

Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525

Val

Phe

Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro

Thr

Asn

Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro

Cys

Trp

Ser

Ala

Gln

Tyr

Thr

320

Asn

Asn

Thr

Ser

Thr

400

Gly

Gly

Gly

Leu

Val

480

Thr

Pro

Lys

Val

Tyr
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545
Val

Gln
Gln
Ala
Pro
625
Thr
Ser
Tyr
Tyr
Phe
705
Lys
Ser
Gly
Pro
Lys
785
Val
Asp

Tyr

Asp

Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp
Lys
Ser
690
Ser
Ser
Gly
Gly
Glu
770
Asp
Asp
Gly

Gly

Trp
850

Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr
675
Lys
Cys
Leu
Gly
Gly
755
Leu
Thr
Val
Val
Ser

835
Leu

Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr
Leu
Ser
Ser
Gly
740
Gly
Leu
Leu
Ser
Glu
820

Thr

Asn

Glu
565
Thr
Asn
Pro
Gln
Val
645
Val
Pro
Thr
Val
Leu
725
Gly
Ser
Gly
Met
His
805
Val

Tyr

Gly

550
Val

Tyr
Gly
Tle
Val
630
Ser
Glu
Pro
Val
Met
710
Ser
Ser
Asp
Gly
Tle
790
Glu
His
Arg

Lys

His
Arg
Lys
Glu
615
Tyr
Leu
Trp
Val
Asp
695
His
Pro
Gly
Lys
Pro
775
Ser
Asp
Asn

Cys

Glu
855

Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680
Lys
Glu
Gly
Gly
Thr
760
Ser
Arg
Pro

Ala

Val
840

Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp
Ser
Ala
Gly
Gly
745
His
Val
Thr
Glu
Lys
825

Ser

Lys

214

Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn
Ser
Arg
Leu
Gly
730
Gly
Thr
Phe
Pro
Val
810
Thr

Val

Cys

555
Thr

Val
Cys
Ser
Pro
635
Val
Gly
Asp
Trp
His
715
Gly
Ser
Cys
Leu
Glu
795
Lys
Lys

Leu

Lys

Lys
Leu
Lys
Lys
620
Ser
Lys
Gln
Gly
Gln
700
Asn
Ser
Gly
Pro
Phe
780
Val
Phe
Pro

Thr

Val
860

Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685
Gln
His
Gly
Gly
Pro
765
Pro
Thr
Asn
Cys
Val

845

Ser

Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe
Gly
Tyr
Gly
Gly
750
Cys
Pro
Cys
Trp
Glu
830

Leu

Asn

Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn
Phe
Asn
Thr
Gly
735
Gly
Pro
Lys
Val
Tyr
815
Glu
His

Lys

560
Glu

His
Lys
Gln
Met
640
Pro
Asn
Leu
Val
Gln
720
Gly
Ser
Ala
Pro
Val
800
Val
Gln

Gln

Ala
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Leu Pro Ala
865
Arg Glu Pro

Lys Asn Gln

Asp Tle Ala
915
Lys Thr Thr
930
Ser Lys Leu
945
Ser Cys Ser

Ser Leu Ser
<210> 141

211> 5
<212> PRT

Pro

Gln

Val

900

Val

Pro

Thr

Val

Leu
980

213> NLR5

<220>

<223> PM 76-B10.

<400> 141
Asp Tyr Tyr
1

<210> 142
211> 17
<212> PRT

Met

213> NLR5

<220>

<223> PM 76-B10.

<400> 142
Ile Ile Ser
1

Gly

<210> 143
211> 12
<212> PRT

Asp

213> NLR5

Ile Glu
870

Val Tyr

885

Ser Leu

Glu Trp
Pro Val
Val Asp

950
Met His

965

Ser Pro

11 CC x

Tyr

Lys

Thr

Thr

Glu

Leu

935

Lys

Glu

Gly

Thr

Leu

Cys

Ser

920

Ser

Ala

Lys

Ile Ser Lys

Pro
Leu
905
Asn
Ser

Arg

Leu

Pro
890
Val
Gly
Asp

Trp

His
970

875

Ser

Lys

Gln

Gly

Gln

955

Asn

12C0-scFec VH CDR1

11 CC x 12C0-scFc VH CDR2

Ala
Arg
Gly
Pro
Ser
940

Gln

His

Lys
Glu
Phe
Glu
925
Phe

Gly

Tyr

Gly

Glu

910

Asn

Phe

Asn

Thr

Gln

Met

895

Pro

Asn

Leu

Val

Gln
975

Pro
880
Thr

Ser

Tyr

Tyr

Phe

960
Lys

Gly Gly Tyr Tyr Thr Tyr Tyr Ser Asp Ile Ile Lys

5

215

10

15
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220>

<223> PM 76-B10.11 CC x I12C0-scFc VH CDR3
<400> 143

Gly Phe Pro Leu Leu Arg His Gly Ala Met Asp Tyr
1 5 10
<210> 144

211> 11

<212> PRT

213> NLF3

220>

<223> PM 76-B10.11 CC x I2C0-scFc VL CDR1
<400> 144

Lys Ala Ser Gln Asn Val Asp Thr Asn Val Ala
1 5 10
<210> 145

Q211> 7

<212> PRT

213> NLF3

220>

<223> PM 76-B10.11 CC x I12C0-scFc VL CDR2
<400> 145

Ser Ala Ser Tyr Val Tyr Trp

1 5

<210> 146

211> 9

<212> PRT

213> NLF3

220>

<223> PM 76-B10.11 CC x I2C0-scFc VL CDR3
<400> 146

Gln Gln Tyr Asp Gln Gln Leu Ile Thr

1 5

<210> 147

211> 121

<212> PRT

213> NLF3

220>

<223> PM 76-B10.11 CC x I12C0-scFc VH
<400> 147

216
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Gln Val
1

Ser Leu

Tyr Met

Ala Ile
50

Lys Gly

65

Leu Gln

Ala Arg

Gln Gly

Gln

Arg

Tyr

35

Ile

Arg

Met

Gly

Thr
115

<210> 148
<211> 107
<212> PRT
213> NI

<220>

<223> PM 76-B10.

<400> 148
Asp Tle GIn Met

1
Asp Arg

Val Ala

Tyr Ser
50

Ser Ala

65

Glu Asp

Thr Phe

Val
Trp
35

Ala
Ser

Phe

Gly

<210> 149
211> 243

Leu
Leu
20

Trp
Ser
Phe
Asn
Phe

100
Leu

Thr
20

Tyr
Ser
Gly

Ala

Cys
100

Val Glu
Ser Cys
Val Arg
Asp Gly
Thr Ile
70
Ser Leu
85

Pro Leu

Val Thr

11 CC x
Thr Gln
Ile Thr
Gln Gln
Tyr Val
Thr Asp

70
Thr Tyr

85
Gly Thr

Ser Gly Gly Gly
10

Ala Ala Ser Gly

25
Gln Ala Pro Gly
40

Gly Tyr Tyr Thr

55

Ser Arg Asp Asn

Lys Ala Glu Asp
90
Leu Arg His Gly
105
Val Ser Ser
120

12C0-scFec VL

Ser Pro Ser Ser
10

Cys Lys Ala Ser

25
Lys Pro Gly Gln
40

Tyr Trp Asp Val

55

Phe Thr Leu Thr

Tyr Cys Gln Gln

90

Lys Leu Glu Ile
105

217

Leu

Phe

Lys

Tyr

Ala

75

Thr

Ala

Leu

Gln

Ala

Pro

Ile

75

Tyr

Lys

Val
Thr
Cys
Tyr
60

Lys

Ala

Met

Ser
Asn
Pro
Ser
60

Ser

Asp

Lys
Phe
Leu
45

Ser
Asn

Val

Asp

Ala
Val
Lys
45

Arg

Ser

Gln

Pro
Ser
30

Glu
Asp
Ser

Tyr

Tyr
110

Ser
Asp
30

Ser
Phe

Val

Gln

Gly
15

Asp
Trp
Ile
Leu
Tyr

95
Trp

Val
15

Thr
Leu
Ser

Gln

Leu
95

Glu
Tyr
Val
Ile
Tyr
80

Cys

Gly

Gly

Asn

Ile

Gly

Ser

80
Ile
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<212> PRT

213> NLR5

<220>

<223> PM 76-B10.

<400> 149
Gln Val Gln
1

Ser Leu Arg

Tyr Met Tyr
35
Ala Ile Ile
50
Lys Gly Arg
65
Leu GIn Met

Ala Arg Gly

Gln Gly Thr
115
Gly Gly Ser
130
Ser Ser Leu
145
Ala Ser Gln

Gly Gln Ala

Asp Val Pro
195

Leu Thr Ile

210

Gln Gln Tyr

225

Glu Ile Lys

<210> 150

<211> 498

<212> PRT

Leu
Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser

Ser

Asp

11 CC x

Val
5
Ser
Val
Asp
Thr
Ser
85
Pro
Val
Gly
Ala
Val
165
Lys
Arg

Ser

Gln

Glu

Cys

Arg

Gly

Ile

70

Leu

Leu

Thr

Gly

Ser

150

Asp

Ser

Phe

Val

Gln
230

12C0-scFc scFv

Ser
Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln

215
Leu

Gly
Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200

Ser

Ile

Gly
Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser

Glu

Thr

218

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Gly
Gly
Ile
Arg
Ala
170
Ser
Ala

Asp

Phe

Leu

Phe

Lys

Tyr

Ala

75

Thr

Ala

Gly

Gln

Val

155

Trp

Ala

Ser

Phe

Gly
235

Val
Thr
Cys
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala

220
Cys

Lys
Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205

Thr

Gly

Pro
Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp

Tyr

Thr

Gly
15

Asp
Trp
Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe

Tyr

Lys

Glu

Tyr

Val

Ile

Tyr

80

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu
240
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213> NI
220>
<223> PM 76-B10.11 CC x T12C0-scFcXUE M4 T
<400> 150
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Glu
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr
20 25 30
Tyr Met Tyr Trp Val Arg Gln Ala Pro Gly Lys Cys Leu Glu Trp Val
35 40 45
Ala Ile Ile Ser Asp Gly Gly Tyr Tyr Thr Tyr Tyr Ser Asp Ile Ile
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Lys Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Phe Pro Leu Leu Arg His Gly Ala Met Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly
115 120 125
Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser Pro
130 135 140
Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Lys
145 150 155 160
Ala Ser Gln Asn Val Asp Thr Asn Val Ala Trp Tyr Gln Gln Lys Pro
165 170 175
Gly Gln Ala Pro Lys Ser Leu Ile Tyr Ser Ala Ser Tyr Val Tyr Trp
180 185 190
Asp Val Pro Ser Arg Phe Ser Gly Ser Ala Ser Gly Thr Asp Phe Thr
195 200 205
Leu Thr Ile Ser Ser Val Gln Ser Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220
Gln Gln Tyr Asp Gln Gln Leu Ile Thr Phe Gly Cys Gly Thr Lys Leu
225 230 235 240
Glu Ile Lys Ser Gly Gly Gly Gly Ser Glu Val Gln Leu Val Glu Ser
245 250 255
Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Lys Leu Ser Cys Ala
260 265 270
Ala Ser Gly Phe Thr Phe Asn Lys Tyr Ala Met Asn Trp Val Arg Gln

219
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Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465

Leu

Val

<210>
211>
<212>
<213>

Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu

Trp

Leu

<220>

223>
<400>

275
Gly

Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala

Ser

Tyr

151
986
PRT

NILF5

Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg

Gly

Ser

Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe

Val

Asn
485

Leu

Tyr

310

Ser

Thr

Ile

Ser

Gln

390

Thr

Asn

Leu

Ser

Gln
470

Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455

Pro

Trp

Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser

Glu

Val

Val Ala Arg

Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425

Gly

Leu

Phe

Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu

Glu

Gly
490

Val
315
Tyr

Cys

Tyr

Ser

Gln

395

Cys

Val

Lys

Gly

Ala

475
Gly

Ile
300
Lys
Leu
Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460

Glu

Gly

PM 76-B10.11 CC x I2C0-scFcXU S MHLESr T
151

285
Arg

Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys

Tyr

Thr

Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala

Tyr

Lys

Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala

Cys

Leu
495

Tyr

Thr
320

Asn

Asn

Thr

Ser

Thr

400

Gly

Gly

Gly

Leu

Val

480
Thr

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

1

5

10

15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr

20

25

220

30
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Tyr
Ala
Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305

Ile

Leu

Met
Tle
50

Gly
Gln
Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn

Ser

Lys

Tyr
35
Ile

Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Tle
Tyr
Lys
Gly
Gly

275
Gly

Arg

Thr

Trp

Ser

Phe

Asn

Phe

100

Leu

Gly

Ser

Asn

Pro

180

Ser

Ser

Asp

Ser

Leu

260

Phe

Lys

Ala

Asp

Glu

Val
Asp
Thr
Ser
85

Pro
Val
Gly
Ala
Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp

325
Asp

Arg
Gly
Tle
70

Leu
Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310

Ser

Thr

Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr

Lys

Ala

Ala
40
Tyr

Arg

Ala

Ser

120

Ser

Gly

Asn

Ile

Gly

200

Ser

Ile

Gly

Gly

Lys

280

Ala

Asn

Val

Pro Gly Lys

Tyr

Asp

Glu

His

105

Ser

Asp

Asp

Val

Tyr

185

Ser

Glu

Thr

Ser

Gly

265

Tyr

Val

Asp

Thr

Tyr

221

Thr
Asn
Asp
90

Gly
Gly
Tle
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala

330
Tyr

Tyr
Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315

Tyr

Cys

Cys
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys

Leu

Val

Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp

Gln

Arg

Glu

Asp

Ser

Tyr

Tyr

110

Ser

Gln

Thr

Gln

Val

190

Asp

Tyr

Thr

Val

Ser

270

Val

Ser

Arg

Met

His

Trp
Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn

335
Gly

Val

Ile

80

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu

240

Ser

Ala

Gln

Tyr

Thr

320

Asn

Asn
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Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val
Ala
Pro
Val
545
Val
Gln
Gln
Ala
Pro

625
Thr

Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610

Arg

Lys

Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro

Glu

Asn

340

Ser
Val
Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala

Pro

Gln

Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro

Gln

Val
645

Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val

630

Ser

Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615

Tyr

Leu

Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys

Thr

Thr

345
Trp

Gly

Val

Leu

Asn

425

Gly

Leu

Asp

Phe

Thr

505

Ser

Arg

Pro

Ala

Val

585

Thr

Leu

Cys

222

Ala
Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle

Pro

Leu
650

Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro

635
Val

Gly
380
Glu
Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620

Ser

Lys

Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala

Arg

Gly

350
Gln

Gly
Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys

Glu

Phe

Gly
Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly

Glu

Tyr
655

Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met

640

Pro
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Ser Asp Ile

Tyr
Tyr
Phe
705
Lys
Gly
Gly
Pro
Lys
785
Val
Tyr
Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu

945
Val

Lys
Ser
690
Ser
Ser
Gly
Ser
Ala
770
Pro
Val
Val
Gln
Gln
850
Ala
Pro
Thr
Ser
Tyr
930

Tyr

Phe

Thr
675
Lys
Cys
Leu
Ser
Gly
755
Pro
Lys
Val
Asp
Tyr
835

Asp

Leu

Ala
660
Thr
Leu
Ser
Ser
Gly
740
Gly
Glu
Asp
Asp
Gly
820
Gly
Trp
Pro
Glu
Asn
900
Tle
Thr

Lys

Cys

Val

Pro

Thr

Val

Leu

725

Gly

Gly

Leu

Thr

Val

805

Val

Ser

Leu

Ala

Pro

885

Gln

Ala

Thr

Leu

Ser

Glu
Pro
Val
Met
710
Ser
Gly
Gly
Leu
Leu
790
Ser
Glu
Thr
Asn
Pro
870
Gln
Val
Val
Pro
Thr

950
Val

Trp
Val
Asp
695
His
Pro
Gly
Ser
Gly
775
Met
His
Val
Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935

Val

Met

Glu

Leu

680

Lys

Glu

Gly

Ser

Asp

760

Gly

Ile

Glu

His

Arg

840

Lys

Glu

Tyr

Leu

920

Val

Asp

His

Ser

665

Ser

Ala

Lys

Gly

745

Lys

Pro

Ser

Asp

Asn

825

Cys

Glu

Lys

Thr

Thr

905

Glu

Leu

Lys

Glu

223

Asn

Ser

Leu
Gly
730
Gly
Thr
Ser
Arg
Pro
810
Ala
Val
Tyr
Thr
Leu
890
Cys
Ser
Asp

Ser

Ala

Gly
Asp
Trp
His
715
Gly
Gly
His
Val
Thr
795
Glu
Lys
Ser
Lys
Ile
875
Pro
Leu
Asn
Ser
Arg

955
Leu

Gln
Gly
Gln
700
Asn
Gly
Gly
Thr
Phe
780
Pro
Val
Thr
Val
Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

Pro
Ser
685
Gln
His
Gly
Ser
Cys
765
Leu
Glu
Lys
Lys
Leu
845
Lys
Lys
Ser
Lys
Gln
925
Gly

Gln

Asn

Glu
670
Phe
Gly
Tyr
Ser
Gly
750
Pro
Phe
Val
Phe
Pro
830
Thr

Val

Ala

Gly
910
Pro
Ser

Gln

His

Asn

Phe

Asn

Thr

Gly

735

Gly

Pro

Pro

Thr

Asn

815

Cys

Val

Ser

Lys

Glu

895

Phe

Glu

Phe

Gly

Tyr

Asn
Leu
Val
Gln
720
Gly
Gly
Cys
Pro
Cys
800
Trp
Glu
Leu
Asn
Gly
880
Glu
Tyr
Asn
Phe
Asn

960
Thr
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Gln Lys Ser Leu

<210> 152
<211> 984
<212> PRT
213> NI

<220>

<223> PM 76-B10.

<400> 152

Gln Val
1

Ser Leu

Tyr Met

Ala Tle
50

Lys Gly

65

Leu Gln

Ala Arg
Gln Gly
Gly Gly
130
Ser Ser
145
Ala Ser
Gly Gln
Asp Val
Leu Thr

210
Gln Gln

Gln
Arg
Tyr
35

Tle
Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195

Ile

Tyr

980

Leu
Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser

Ser

Asp

965

Ser

Leu

11 CC x

Val
5
Ser
Val
Asp
Thr
Ser
85
Pro
Val
Gly
Ala
Val
165
Lys
Arg

Ser

Gln

Glu

Cys

Arg

Gly

Ile

70

Leu

Leu

Thr

Gly

Ser

150

Asp

Ser

Phe

Val

Gln

970

Ser Pro Gly Lys

985

12C0-scFc del GKX4E S HEHLE 2 T

Ser Gly Gly Gly Leu Val Lys Pro

Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln

215
Leu

Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Tle
Gly
200

Ser

Ile

Ser
25

Pro
Tyr
Asp
Glu
His

105

Ser

Asp
Val
Tyr
185
Ser

Glu

Thr

224

10
Gly

Gly

Thr

Asn

Asp

90

Gly

Gly

Ile

Arg

Ala

170

Ser

Ala

Asp

Phe

Phe

Lys

Tyr

Ala

75

Thr

Ala

Gly

Gln

Val

155

Trp

Ala

Ser

Phe

Gly

Thr
Cys
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala

220
Cys

Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Tle
Gln
Tyr
Thr
205

Thr

Gly

Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp

Tyr

Thr

975

Gly
15
Asp

Tle
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe

Tyr

Lys

Glu

Tyr

Val

Ile

Tyr

80

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu
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225

Glu Ile Lys

Gly
Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val

Ala

Pro

Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu
Trp
Leu

Pro

Lys
530

Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu

515
Asp

Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500

Leu

Thr

Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly

Leu

Leu

230
Gly

Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly

Gly

Met

Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455
Pro
Trp
Asp

Gly

Ile
535

Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro

520

Ser

Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu
Asp
Phe
Thr
505

Ser

Arg

225

Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val

Thr

235
Val

Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr

Phe

Pro

Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460
Glu
Gly
Cys

Leu

Glu
540

Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe

525
Val

Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510

Pro

Thr

Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys

Pro

Cys

240

Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro

Lys

Val
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Val
545
Val
Gln
Gln
Ala
Pro
625
Thr
Ser
Tyr
Tyr
Phe
705
Lys
Ser
Gly
Pro
Lys
785
Val
Asp

Tyr

Asp

Val

Asp

Tyr

Asp

Leu

610

Arg

Lys

Asp

Lys

Ser

690

Ser

Ser

Gly

Gly

Glu

770

Asp

Asp

Gly

Gly

Trp

Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr
675
Lys
Cys
Leu
Gly
Gly
755
Leu
Thr
Val
Val
Ser

835
Leu

Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr
Leu
Ser
Ser
Gly
740
Gly
Leu
Leu
Ser
Glu
820

Thr

Asn

Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645
Val
Pro
Thr
Val
Leu
725
Gly
Ser
Gly
Met
His
805
Val

Tyr

Gly

His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu
Pro
Val
Met
710
Ser
Ser
Asp
Gly
Tle
790
Glu
His
Arg

Lys

Glu

His

Arg

Lys

Glu

615

Tyr

Leu

Trp

Val

Asp

695

His

Pro

Gly

Lys

Pro

775

Ser

Asp

Asn

Cys

Glu

Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680
Lys
Glu
Gly
Gly
Thr
760
Ser
Arg
Pro
Ala
Val

840
Tyr

Pro Glu Val

Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp
Ser
Ala
Gly
Gly
745
His
Val
Thr
Glu
Lys
825
Ser

Lys

226

Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn
Ser
Arg
Leu
Gly
730
Gly
Thr
Phe
Pro
Val
810
Thr

Val

Cys

555
Thr

Val
Cys
Ser
Pro
635
Val
Gly
Asp
Trp
His
715
Gly
Ser
Cys
Leu
Glu
795
Lys
Lys

Leu

Lys

Lys

Lys

Leu

Lys

Lys

620

Ser

Lys

Gln

Gly

Gln

700

Asn

Ser

Gly

Pro

Phe

780

Val

Phe

Pro

Thr

Val

Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685
Gln
His
Gly
Gly
Pro
765
Pro
Thr
Asn
Cys
Val

845

Ser

Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe
Gly
Tyr
Gly
Gly
750
Cys
Pro
Cys
Trp
Glu
830

Leu

Asn

Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn
Phe
Asn
Thr
Gly
735
Gly
Pro
Lys
Val
Tyr
815
Glu
His

Lys

Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn
Leu
Val
Gln
720
Gly
Ser
Ala
Pro
Val
800
Val
Gln

Gln

Ala
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Leu
865
Arg
Lys
Asp
Lys
Ser
945

Ser

Ser

<210>
211>
<212>
<213>

850

Pro

Glu

Asn

Ile

Thr

930

Lys

Cys

Leu

<220>

223>
<400>

Ala

Pro

Gln

Ala

915

Thr

Leu

Ser

Ser

153
498
PRT

NILF5)

Pro

Gln

Val

900

Val

Pro

Thr

Val

Leu
980

PM 76-B10.
153

Gln Val Gln Leu

1

Ser Leu Arg

Tyr
Ala
Lys
65

Leu

Ala

Gln

Met
Ile
50

Gly
Gln

Arg

Gly

Tyr
35

Ile
Arg
Met

Gly

Thr

Leu
20
Trp

Ser

Phe

Asn

Phe

100
Leu

Ile

Val

885

Ser

Glu

Pro

Val

Met

965

Ser

Glu
870
Tyr
Leu
Trp
Val
Asp
950

His

Pro

11 CC x

Val

Ser

Val

Asp

Thr

Ser

85

Pro

Val

Glu

Cys

Arg

Gly

Ile

70

Leu

Leu

Thr

855
Lys

Thr

Thr

Glu

Leu

935

Lys

Glu

Gly

Thr

Leu

Cys

Ser

920

Asp

Ser

Ala

Lys

12C0 CC

Ser

Ala

Gln

Gly

95

Ser

Lys

Leu

Val

Gly

Ala

Ala

40

Tyr

Arg

Ala

Arg

Ser

Tle
Pro
Leu
905
Asn
Ser

Arg

Leu

Ser
Pro
890
Val
Gly
Asp

Trp

His
970

Lys
875

Ser

Lys

Gln

Gly

Gln

955

Asn

860
Ala

Arg
Gly
Pro
Ser
940

Gln

His

Lys
Glu
Phe
Glu
925
Phe

Gly

Tyr

Gly
Glu
Tyr
910
Asn
Phe

Asn

Thr

Gln

Met

895

Pro

Asn

Leu

Val

Gln
975

(103/43) - scFe XU 11

Gly Gly Leu Val Lys Pro

Ser
25

Pro
Tyr
Asp
Glu
His
105

Ser

227

10
Gly

Gly
Thr
Asn
Asp
90

Gly

Gly

Phe
Lys
Tyr
Ala
75

Thr

Ala

Gly

Thr
Cys
Tyr
60

Lys
Ala

Met

Gly

Phe
Leu
45

Ser
Asn
Val

Asp

Gly

Ser
30

Glu
Asp
Ser
Tyr
Tyr

110

Ser

Gly
15

Asp
Trp
Ile
Leu
Tyr
95

Trp

Gly

Pro
880
Thr
Ser
Tyr
Tyr
Phe

960
Lys

Glu

Tyr

Val

Ile

Tyr

80

Cys

Gly

Gly
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Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385

Val

Ala

Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly

Ser

Val

115

Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly

Pro

Thr

Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly

Gly

Ser
420

Gly
Ala
Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly

405
Gly

Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390

Thr

Asn

Gly
135
Val
Thr
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr

Val

Tyr

120

Ser
Gly
Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly
Val

Thr

Pro

Asp Ile Gln

Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val

Leu

Asn
425

228

Arg

Ala
170

Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr

410
Trp

Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr

Ser

Gln
395
Cys

Val

Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Cys
Gly
380
Glu

Gly

Gln

125
Thr

Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro

Ser

Gln

Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser

Ser

Lys
430

Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr

415

Pro

Pro
Lys
160
Pro
Trp
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400

Gly

Gly
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Gln Cys Pro Arg

435

Thr Pro Ala Arg

450

Thr Leu Ser Gly

465

Leu Trp Tyr Ser

Val Leu

<210> 154
<211> 986
<212> PRT
213> NI

<220>

<223> PM 76-B10
<400> 154
Gln Val Gln Leu

1

Ser Leu

Tyr Met

Ala Tle
50

Lys Gly

65

Leu Gln

Ala Arg
Gln Gly
Gly Gly

130
Ser Ser
145

Ala Ser

Gly Gln

Arg
Tyr
35

Ile
Arg
Met
Gly
Thr
115
Ser
Leu

Gln

Ala

Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser

Asn

Pro

Gly

Phe

Val

Asn
485

Leu

Ser

Gln
470
Arg

.11 CC x

Val
5

Ser
Val
Asp

Thr

Ser
85

Pro
Val
Gly

Ala

Val
165
Lys

Glu
Cys
Arg
Gly
Tle
70

Leu
Leu
Thr
Gly
Ser
150

Asp

Ser

Ile
Gly
455

Pro

Trp

Gly
440
Ser

Glu

Val

12C0 CC

Ser
Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val

Thr

Leu

Gly
Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly

Asn

Ile

Gly Thr Lys Phe Leu

445

Leu Leu Gly Gly Lys

460

Asp Glu Ala Glu Tyr

475

Phe Gly Gly Gly Thr

(103/43) -scFe X FMEHLE > 1

490

Ala

Ala

Tyr

Lys

Gly Gly Leu Val Lys Pro

Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser
Asp
Asp
Val

Tyr

229

10
Gly

Gly

Thr

Asn

Asp

90

Gly

Gly

Ile

Arg

Ala

170

Ser

Phe
Lys
Tyr
Ala
75

Thr
Ala
Gly
Gln
Val
155

Trp

Ala

Thr
Cys
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr

Tyr

Ser

Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Tle

Gln

Tyr

Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr

Gln

Val

Pro

Ala

Cys

Leu
495

Gly
15

Asp
Trp
Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys

175
Tyr

Gly
Leu
Val

480
Thr

Glu
Tyr
Val
Tle
Tyr
80

Cys
Gly
Gly
Pro
Lys
160

Pro

Trp
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Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr

465
Leu

Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Cys
Pro
450

Leu

Trp

Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala

Ser

Tyr

180

Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg

Gly

Ser

Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe

Val

Asn
485

Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn
Leu

Ser

Gln
470

Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Tle
Gly
455

Pro

Trp

Gly
200
Ser
Ile
Gly
Gly
Lys
280
Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser

Glu

Val

185

Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425

Gly

Leu

Phe

230

Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu

Glu

Gly
490

Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala

475
Gly

Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Cys
Gly
380
Glu
Gly
Gln
Phe
Gly
460

Glu

Gly

Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys

Tyr

Thr

190
Asp

Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala

Tyr

Lys

Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala

Cys

Leu
495

Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val

480
Thr
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Val
Ala
Pro
Val
545
Val
Gln
Gln
Ala
Pro
625
Thr
Ser
Tyr
Tyr
Phe
705
Lys
Gly
Gly
Pro
Lys

785
Val

Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp
Lys
Ser
690
Ser
Ser
Gly
Ser
Ala
770

Pro

Val

Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr
675
Lys
Cys
Leu
Ser
Gly
755
Pro

Lys

Val

Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr
Leu
Ser
Ser
Gly
740
Gly
Glu

Asp

Asp

Gly

Leu

Leu

Ser

Glu

565

Thr

Asn

Pro

Gln

Val

645

Val

Pro

Thr

Val

Leu

725

Gly

Gly

Leu

Thr

Val

Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu
Pro
Val
Met
710
Ser
Gly
Gly
Leu
Leu

790

Ser

Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr
Leu
Trp
Val
Asp
695
His
Pro
Gly
Ser
Gly
775

Met

His

Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680
Lys
Glu
Gly
Ser
Asp
760
Gly

Ile

Glu

Thr
505
Ser
Arg
Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp
Ser
Ala
Lys
Gly
745
Lys
Pro
Ser

Asp

231

His

Val

Thr

Glu

Lys

570

Ser

Lys

Ile

Pro

Leu

650

Asn

Ser

Arg

Leu

Gly

730

Gly

Thr

Ser

Arg

Pro

Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly
Asp
Trp
His
715
Gly
Gly
His
Val
Thr

795
Glu

Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser
Lys
Gln
Gly
Gln
700
Asn
Gly
Gly
Thr
Phe
780

Pro

Val

Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685
Gln
His
Gly
Ser
Cys
765
Leu

Glu

Lys

Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe
Gly
Tyr
Ser
Gly
750
Pro
Phe

Val

Phe

Cys

Pro

Cys

Trp

Glu

075

Leu

Asn

Gly

Glu

Tyr

655

Asn

Phe

Asn

Thr

Gly

735

Gly

Pro

Pro

Thr

Asn

Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn
Leu
Val
Gln
720
Gly
Gly
Cys

Pro

Cys
800
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Tyr Val Asp

Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu
945

Val

Gln

Gln
Gln
850
Ala
Pro
Thr
Ser
Tyr
930
Tyr

Phe

Lys

Tyr
835
Asp
Leu
Arg
Lys
Asp
915
Lys
Ser

Ser

Ser

<210> 155
<211> 984
<212> PRT
213> NI

<220

<223> PM 76-B10.

5T

>

<400> 155
Gln Val Gln Leu

1

Gly
820
Gly
Trp
Pro
Glu
Asn
900
Ile
Thr
Lys

Cys

Leu
980

Ser Leu Arg Leu

20

Tyr Met Tyr Trp

35

Ala Ile Ile Ser

50

805
Val

Ser

Leu

Ala

Pro

885

Gln

Ala

Thr

Leu

Ser

965

Ser

Glu

Thr

Asn

Pro

870

Gln

Val

Val

Pro

Thr

950

Val

Leu

11 CC x

Val
5
Ser

Val

Asp

Glu

Cys

Arg

Gly

Val
Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935
Val

Met

Ser

His
Arg
840
Lys
Glu
Tyr
Leu
Trp
920
Val
Asp
His

Pro

12C0 CC

Ser

Ala

Gln

Gly
55

Gly
Ala
Ala

40
Tyr

810 815

Asn Ala Lys Thr Lys Pro Cys Glu

825 830

Cys Val Ser Val Leu Thr Val Leu

845
Glu Tyr Lys Cys Lys Val Ser Asn
860
Lys Thr Ile Ser Lys Ala Lys Gly
875 880

Thr Leu Pro Pro Ser Arg Glu Glu
890 895

Thr Cys Leu Val Lys Gly Phe Tyr

905 910

Glu Ser Asn Gly Gln Pro Glu Asn

925
Leu Asp Ser Asp Gly Ser Phe Phe
940
Lys Ser Arg Trp Gln Gln Gly Asn
955 960

Glu Ala Leu His Asn His Tyr Thr
970 975

Gly Lys

985

(103/43) -scFc_del GK XU S5 EHLE

Gly Gly Leu Val Lys Pro Gly Glu
10 15
Ser Gly Phe Thr Phe Ser Asp Tyr
25 30
Pro Gly Lys Cys Leu Glu Trp Val
45
Tyr Thr Tyr Tyr Ser Asp Ile Ile
60

232
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Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu

Phe

Leu

Gly

Gln

Arg

Gly

Gly

130

Ser

Ser

Gln

Val

Thr

210

Gln

Ile

Gly

Ser

Pro

290

Asn

Ser

Lys

Gly

Val

Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn

355
Thr

Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340

Ser

Val

Thr
Ser
85

Pro
Val
Gly
Ala
Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp

Tyr

Ser

Tle
70

Leu
Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr

Ile

Ser

Ser

Lys

Leu

Val

Gly

135

Val

Thr

Leu

Ser

Gln

215

Leu

Gly

Pro

Asn

Glu

295

Tyr

Lys

Ala

Ser

Gly

Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr

360
Gly

Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp

Gly

233

Asn
Asp
90

Gly
Gly
Tle
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr

Ala

Gly

Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys

Tyr

Ser

Lys

Ala

Met

Gly

Met

140

Thr

Tyr

Ser

Gly

Ala

220

Cys

Gln

Lys

Asn

Ile

300

Lys

Leu

Val

Cys

Gly

Asn
Val
Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly

365
Gly

Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350

Gln

Gly

Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly

Gly

Gly

Tyr
80

Cys
Gly
Gly
Pro
Lys
160
Pro
Trp
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn

Thr

Ser
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Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val
Ala
Pro
Val
545
Val
Gln
Gln
Ala
Pro
625
Thr

Ser

Tyr

370
Gly

Ser
Val
Cys
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg
Lys

Asp

Lys

Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu
Asn

Ile

Thr
675

Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala

660
Thr

Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645

Val

Pro

Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630
Ser

Glu

Pro

375
Thr

Val
Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr
Leu

Trp

Val

Val
Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr

Glu

Leu
680

Val Thr Gln

Leu
Asn
425
Gly

Leu

Phe
Thr
505
Ser
Arg
Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser

665
Asp

234

Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle
Pro
Leu
650

Asn

Ser

395
Cys

Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635
Val

Gly

Asp

380
Glu

Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser
Lys

Gln

Gly

Pro
Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg
Gly

Pro

Ser
685

Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu

670
Phe

Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655

Asn

Phe

Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640
Pro

Asn

Leu
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Tyr
Phe
705
Lys
Ser
Gly
Pro
Lys
785
Val
Asp
Tyr
Asp
Leu
865
Arg
Lys
Asp
Lys
Ser
945

Ser

Ser

Ser
690
Ser
Ser
Gly
Gly
Glu
770
Asp
Asp
Gly
Gly
Trp
850
Pro
Glu
Asn
Ile
Thr
930
Lys

Cys

Leu

Lys
Cys
Leu
Gly
Gly
755
Leu
Thr
Val
Val
Ser
835
Leu
Ala
Pro
Gln
Ala
915
Thr
Leu

Ser

Ser

<210> 156

Leu
Ser
Ser
Gly
740
Gly
Leu
Leu
Ser
Glu
820
Thr
Asn
Pro
Gln
Val
900
Val
Pro
Thr

Val

Leu
980

Thr
Val
Leu
725
Gly
Ser
Gly
Met
His
805
Val
Tyr
Gly
Tle
Val
885
Ser
Glu
Pro
Val
Met

965

Ser

Val
Met
710
Ser
Ser
Asp
Gly
Tle
790
Glu
His
Arg
Lys
Glu
870
Tyr
Leu
Trp
Val
Asp
950
His

Pro

Asp
695
His
Pro
Gly
Lys
Pro
775
Ser
Asp
Asn
Cys
Glu
855
Lys
Thr
Thr
Glu
Leu
935
Lys

Glu

Gly

Lys
Glu
Gly
Gly
Thr
760
Ser
Arg
Pro
Ala
Val
840
Tyr
Thr
Leu
Cys
Ser
920
Asp
Ser

Ala

Lys

Ser Arg Trp

Ala
Gly
Gly
745
His
Val
Thr
Glu
Lys
825
Ser
Lys
Tle
Pro
Leu
905
Asn
Ser

Arg

Leu

235

Leu
Gly
730
Gly
Thr
Phe
Pro
Val
810
Thr
Val
Cys
Ser
Pro
890
Val
Gly
Asp

Trp

His
970

His
715
Gly
Ser
Cys
Leu
Glu
795
Lys
Lys
Leu
Lys
Lys
875
Ser
Lys
Gln
Gly
Gln

955

Asn

Gln
700
Asn
Ser
Gly
Pro
Phe
780
Val
Phe
Pro
Thr
Val
860
Ala
Arg
Gly
Pro
Ser
940

Gln

His

Gln
His
Gly
Gly
Pro
765
Pro
Thr
Asn
Cys
Val
845
Ser
Lys
Glu
Phe
Glu
925
Phe

Gly

Tyr

Gly
Tyr
Gly
Gly
750
Cys
Pro
Cys
Trp
Glu
830
Leu
Asn
Gly
Glu
Tyr
910
Asn
Phe

Asn

Thr

Asn
Thr
Gly
735
Gly
Pro
Lys
Val
Tyr
815
Glu
His
Lys
Gln
Met
895
Pro
Asn
Leu

Val

Gln
975

Val
Gln
720
Gly
Ser
Ala
Pro
Val
800
Val
Gln
Gln
Ala
Pro
880
Thr
Ser
Tyr
Tyr
Phe

960
Lys
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211> b5

<212> PRT

213> NI

220>

<223> CD70 21D CC VH CDR1

<400> 156

Thr Tyr Ala Met Ser

1 5

<210> 157

211> 17

<212> PRT

213> NLFH)

220>

<223> CD70 21D CC VH CDRZ2

<400> 157

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

<210> 158

211> 11

<212> PRT

213> NI

220>

<223> CD70 21D CC VH CDR3

<400> 158

His Asp Tyr Ser Asn Tyr Pro Tyr Phe Asp Tyr
1 5 10
<210> 159

211> 12

<212> PRT

213> NI

220>

<223> CD70 21D CC VL CDR1

<400> 159

Arg Ala Ser Gln Ser Val Arg Ser Thr Tyr Leu Ala
1 5 10
<210> 160

Q211> 7

<212> PRT

236
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213> NLR5

<220>

<223> CD70 21D CC VL CDR2
<400> 160
Gly Ala Ser Ser Arg Ala Thr

1

<210> 161

211> 9

<212> PRT
213> NI

<220>

5

<223> CD70 21D CC VL CDR3
<400> 161
Gln Gln Tyr Gly Asp Leu Pro Phe Thr

1

<210> 162
<211> 120
<212> PRT
213> NLFH)

<220>

<223> CD70_21D_CC VH

<400> 162

Glu Val
1

Ser Leu

Ala Met

Ser Ala
50

Glu Gly

65

Leu Gln

Ala Lys

Gly Thr

Gln

Arg

Ser

35

Ile

Arg

Met

His

Leu
115

<210> 163

Leu
Leu
20

Trp
Ser
Phe
Asn
Asp

100
Val

5

Leu
5

Ser
Val
Gly
Thr
Ser
85

Tyr

Thr

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Val

Ser

Ala

Gln

Gly

95

Ser

Asn

Ser

Gly
Ala
Ala
40

Gly

Arg

Ala

Ser
120

Gly
Ser
25

Pro
Arg
Asp

Glu

Pro
105

237

Gly

10

Gly

Gly

Thr

Asn

90
Tyr

Met

Phe

Lys

Phe

Ser

75

Thr

Phe

Val
Thr
Cys
Tyr
60

Lys

Ala

Asp

Gln

Phe

Leu

45

Ala

Asn

Val

Pro
Ser
30

Glu
Glu
Thr

Tyr

Trp
110

Gly
15
Thr

Ser
Leu
Tyr

95
Gly

Gly
Tyr
Val
Val
Tyr
80

Cys

Gln
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<211> 108
<212> PRT
213> NLF3
220>
<223> CD70 21D CC VL
<400> 163
Glu Ile Val Leu Thr
1 5
Glu Arg Ala Thr Leu
20
Tyr Leu Ala Trp Tyr
35
Ile Tyr Gly Ala Ser
50
Gly Ser Gly Ser Gly
65
Pro Glu Asp Phe Ala
85
Phe Thr Phe Gly Cys
100
<210> 164
<211> 986
<212> PRT
213> NLF3
220>
<223> CD70 21D CCx12
<400> 164
Glu Val GIn Leu Leu
1 5
Ser Leu Arg Leu Ser
20
Ala Met Ser Trp Val
35
Ser Ala Ile Ser Gly
50
Glu Gly Arg Phe Thr
65
Leu GIn Met Asn Ser
85

Gln Ser
Ser Cys
Gln Gln
Ser Arg
Thr Asp
70

Val Tyr

Gly Thr

C scFc
Glu Ser
Cys Ala
Arg Gln
Ser Gly
55
Ile Ser

70
Leu Arg

Pro
Arg
Lys
40

Ala
Phe

Ser

Lys

Gly
Ala
Ala

40
Gly

Ala

Gly
Ala
25

Pro
Thr
Thr

Cys

Leu
105

Gly
Ser
25

Pro

Arg

Glu

238

Thr
10

Ser
Gly
Gly
Leu
Gln

90
Glu

Gly
10

Gly
Gly
Thr

Asn

Asp
90

Leu

Gln

Gln

Ile

Thr

75

Gln

Ile

Met

Phe

Lys

Phe

Ser

75
Thr

Ser
Ser
Ala
Pro
60

Tle

Tyr

Lys

Val
Thr
Cys
Tyr
60

Lys

Ala

Leu
Val
Pro
45

Asp

Ser

Gly

Gln
Phe
Leu
45

Ala

Asn

Val

Ser
Arg
30

Arg
Arg

Arg

Asp

Pro
Ser
30

Glu
Glu

Thr

Tyr

Pro
15

Ser
Leu
Phe

Leu

Leu
95

Gly
15
Thr

Ser

Leu

Tyr
95

Gly

Thr

Leu

Ser

Glu

80

Pro

Gly

Tyr

Val

Val

Tyr

80
Cys
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Ala
Gly
Gly
Thr
145
Ser
Gly
Gly
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Ile
Leu
Phe
Leu
Gly

385
Val

Lys
Thr
Ser
130
Leu
Gln
Gln
Tle
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370

Gly

Ser

His
Leu
115
Gly
Ser
Ser
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr

Gly

Pro

Asp
100
Val
Gly
Leu
Val
Pro
180
Asp
Ser
Gly
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val

Gly

Gly

Tyr

Thr

Gly

Ser

Arg

165

Arg

Arg

Arg

Asp

Gly

245

Val

Thr

Gly

Thr

Asp

325

Asp

Tyr

Ser

Ser

Gly

Ser
Val
Gly
Pro
150
Ser
Leu
Phe
Leu
Leu
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln

390
Thr

Asn
Ser
Ser
135
Gly
Thr
Leu
Ser
Glu
215
Pro
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375

Thr

Val

Tyr
Ser
120
Glu
Glu
Tyr
Ile
Gly
200
Pro
Phe
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly

Val

Thr

Pro
105
Gly
Ile
Arg
Leu
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val

Leu

239

Tyr

Gly

Val

Ala

Ala

170

Gly

Gly

Asp

Phe

Glu

250

Ser

Ala

Ala

Ser

Ala

330

Tyr

Ala

Gly

Thr

Thr

Phe
Gly
Leu
Thr
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln

395
Cys

Asp
Gly
Thr
140
Leu
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Trp
Gly
380

Glu

Gly

Tyr
Ser
125
Gln
Ser
Gln
Ser
Thr
205
Val
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly

Pro

Ser

Trp
110
Gly
Ser
Cys
Gln
Arg
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly

Ser

Ser

Gly

Gly

Pro

Arg

Lys

175

Ala

Phe

Ser

Lys

Glu

255

Cys

Arg

Lys

Phe

Asn

335

Gly

Gly

Gly

Leu

Thr

Gln
Gly
Gly
Ala
160
Pro
Thr
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr

400
Gly
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Ala Val Thr

Gln

Thr

Thr

465

Leu

Val

Ala

Pro

Val

545

Val

Gln

Gln

Ala

Pro

625

Thr

Ser

Tyr

Tyr

Phe
705

Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp
Lys
Ser

690

Ser

Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr
675

Lys

Cys

Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr

Leu

Ser

405
Gly

Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645
Val
Pro

Thr

Val

Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu
Pro

Val

Met
710

Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr
Leu
Trp
Val
Asp

695
His

Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680

Lys

Glu

Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser
Arg
Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp

Ser

Ala

240

410

Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn
Ser

Arg

Leu

Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly
Asp

Trp

His
715

Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser
Lys
Gln
Gly
Gln

700

Asn

Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685

Gln

His

Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe

Gly

Tyr

415

Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn
Phe

Asn

Thr

Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn
Leu

Val

Gln
720
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Lys
Gly
Gly
Pro
Lys
785
Val
Tyr
Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu
945

Val

Gln

Ser
Gly
Ser
Ala
770
Pro
Val
Val
Gln
Gln
850
Ala
Pro
Thr
Ser
Tyr
930
Tyr

Phe

Lys

Leu
Ser
Gly
755
Pro
Lys
Val
Asp
Tyr
835
Asp
Leu
Arg
Lys
Asp
915
Lys
Ser

Ser

Ser

<210> 165
<211> 1001
<212> PRT
213> NI
<220>

Ser
Gly
740
Gly
Glu
Asp
Asp
Gly
820
Gly
Trp
Pro
Glu
Asn
900
Ile
Thr
Lys

Cys

Leu
980

Leu
725
Gly
Gly
Leu
Thr
Val
805
Val
Ser
Leu
Ala
Pro
885
Gln
Ala
Thr
Leu
Ser

965

Ser

Ser
Gly
Gly
Leu
Leu
790
Ser
Glu
Thr
Asn
Pro
870
Gln
Val
Val
Pro
Thr
950

Val

Leu

Pro
Gly
Ser
Gly
775
Met
His
Val
Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935
Val

Met

Ser

Gly
Ser
Asp
760
Gly
Ile
Glu
His
Arg
840
Lys
Glu
Tyr
Leu
Trp
920
Val
Asp
His

Pro

Lys Gly Gly

Gly
745
Lys
Pro
Ser
Asp
Asn
825
Cys
Glu
Lys
Thr
Thr
905
Glu
Leu
Lys

Glu

Gly
985

241

730
Gly

Thr
Ser
Arg
Pro
810
Ala
Val
Tyr
Thr
Leu
890
Cys
Ser
Asp
Ser
Ala

970
Lys

Gly
His
Val
Thr
795
Glu
Lys
Ser
Lys
Tle
875
Pro
Leu
Asn
Ser
Arg

955
Leu

Gly
Gly
Thr
Phe
780
Pro
Val
Thr
Val
Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

Gly
Ser
Cys
765
Leu
Glu
Lys
Lys
Leu
845
Lys
Lys
Ser
Lys
Gln
925
Gly

Gln

Asn

Ser
Gly
750
Pro
Phe
Val
Phe
Pro
830
Thr
Val
Ala
Arg
Gly
910
Pro
Ser

Gln

His

Gly
735
Gly
Pro
Pro
Thr
Asn
815
Cys
Val
Ser
Lys
Glu
895
Phe
Glu
Phe

Gly

Tyr
975

Gly
Gly
Cys
Pro
Cys
800
Trp
Glu
Leu
Asn
Gly
880
Glu
Tyr
Asn
Phe
Asn

960
Thr
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<223> MSLN_5_CCxCD3-scFe XUk PEHLE /> 1
<400> 165
Met Gly Trp Ser Cys Ile Ile Leu Phe Leu Val Ala Thr Ala Thr Gly
1 5 10 15
Val His Ser Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys
20 25 30
Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe
35 40 45
Ser Asp Tyr Tyr Met Thr Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu
50 55 60
Glu Trp Leu Ser Tyr Ile Ser Ser Ser Gly Ser Thr Ile Tyr Tyr Ala
65 70 75 80
Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn
85 90 95
Ser Leu Phe Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val
100 105 110
Tyr Tyr Cys Ala Arg Asp Arg Asn Ser His Phe Asp Tyr Trp Gly Gln
115 120 125
Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly
130 135 140
Gly Ser Gly Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser Pro Ser
145 150 155 160
Ser Val Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg Ala
165 170 175
Ser Gln Gly Ile Asn Thr Trp Leu Ala Trp Tyr Gln Gln Lys Pro Gly
180 185 190
Lys Ala Pro Lys Leu Leu Ile Tyr Gly Ala Ser Gly Leu Gln Ser Gly
195 200 205
Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu
210 215 220
Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln
225 230 235 240
Gln Ala Lys Ser Phe Pro Arg Thr Phe Gly Gln Gly Thr Lys Val Glu
245 250 255
Ile Lys Ser Gly Gly Gly Gly Ser Glu Val Gln Leu Val Glu Ser Gly
260 265 270
Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Lys Leu Ser Cys Ala Ala
275 280 285
Ser Gly Phe Thr Phe Asn Lys Tyr Ala Met Asn Trp Val Arg Gln Ala

242
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Pro
305
Asn
Ser
Lys
Gly
Val
385
Gly
Ser
Val
Ala
Pro
465
Leu
Trp
Leu
Pro
Lys
545
Val

Asp

Tyr

290
Gly

Tyr
Arg
Thr
Asn
370
Thr
Gly
Pro
Thr
Pro
450
Ala
Ser
Tyr
Gly
Glu
530
Asp
Asp

Gly

Gly

Lys
Ala
Asp
Glu
355
Ser
Val
Gly
Gly
Ser
435
Arg
Arg
Gly
Ser
Gly
515
Leu
Thr
Val

Val

Ser
595

Gly
Thr
Asp
340
Asp
Tyr
Ser
Ser
Gly
420
Gly
Gly
Phe
Val
Asn
500
Gly
Leu
Leu
Ser
Glu

580
Thr

Leu
Tyr
325
Ser
Thr
Tle
Ser
Gln
405
Thr
Asn
Leu
Ser
Gln
485
Arg
Gly
Gly
Met
His
565

Val

Tyr

Glu
310
Tyr
Lys
Ala
Ser
Gly
390
Thr
Val
Tyr
Ile
Gly
470
Pro
Trp
Asp
Gly
Ile
550
Glu
His

Arg

295
Trp

Ala
Asn
Val
Tyr
375
Gly
Val
Thr
Pro
Gly
455
Ser
Glu
Val
Lys
Pro
535
Ser
Asp

Asn

Cys

Val
Asp
Thr
Tyr
360
Trp
Gly
Val
Leu
Asn
440
Gly
Leu
Asp
Phe
Thr
520
Ser
Arg
Pro

Ala

Val
600

Ala Arg Ile

Ser
Ala
345
Tyr
Ala
Gly
Thr
Thr
425
Trp
Thr
Leu
Glu
Gly
505
His
Val
Thr
Glu
Lys

585

Ser

243

Val
330
Tyr
Cys
Tyr
Ser
Gln
410
Cys
Val
Lys
Gly
Ala
490
Gly
Thr
Phe
Pro
Val
570

Thr

Val

315
Lys

Leu
Val
Trp
Gly
395
Glu
Gly
Gln
Phe
Gly
475
Glu
Gly
Cys
Leu
Glu
555
Lys

Lys

Leu

300
Arg

Asp
Gln
Arg
Gly
380
Gly
Pro
Ser
Gln
Leu
460
Lys
Tyr
Thr
Pro
Phe
540
Val
Phe

Pro

Thr

Ser
Arg
Met
His
365
Gln
Gly
Ser
Ser
Lys
445
Ala
Ala
Tyr
Lys
Pro
525
Pro
Thr
Asn

Cys

Val
605

Lys
Phe
Asn
350
Gly
Gly
Gly
Leu
Thr
430
Pro
Pro
Ala
Cys
Leu
510
Cys
Pro
Cys
Trp
Glu

590
Leu

Tyr
Thr
335
Asn
Asn
Thr
Ser
Thr
415
Gly
Gly
Gly
Leu
Val
495
Thr
Pro
Lys
Val
Tyr
575

Glu

His

Asn
320
Tle
Leu
Phe
Leu
Gly
400
Val
Ala
Gln
Thr
Thr
480
Leu
Val
Ala
Pro
Val
560
Val

Gln

Gln
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Asp
Leu
625
Arg
Lys
Asp
Lys
Ser
705
Ser
Ser
Gly
Ser
Ala
785
Pro
Val
Val
Gln
Gln
865
Ala

Pro

Thr

Trp
610
Pro
Glu
Asn
Ile
Thr
690
Lys
Cys
Leu
Ser
Gly
770
Pro
Lys
Val
Asp
Tyr
850
Asp
Leu

Arg

Lys

Leu

Ala

Pro

Gln

Ala

675

Thr

Leu

Ser

Ser

Gly

755

Gly

Glu

Asp

Asp

Gly

835

Gly

Trp

Pro

Glu

Asn

Asn
Pro
Gln
Val
660
Val
Pro
Thr
Val
Leu
740
Gly
Gly
Leu
Thr
Val
820
Val
Ser
Leu
Ala
Pro

900
Gln

Gly
Tle
Val
645
Ser
Glu
Pro
Val
Met
725
Ser
Gly
Gly
Leu
Leu
805
Ser
Glu
Thr
Asn
Pro
885

Gln

Val

Lys
Glu
630

Tyr

Leu

Val
Asp
710
His
Pro
Gly
Ser
Gly
790
Met
His
Val
Tyr
Gly
870
Tle

Val

Ser

Glu
615
Lys
Thr
Thr
Glu
Leu
695
Lys
Glu
Gly
Ser
Asp
775
Gly
Ile
Glu
His
Arg
855
Lys
Glu

Tyr

Leu

Tyr

Thr

Leu

Cys

Ser

680

Asp

Ser

Ala

Lys

Gly

760

Lys

Pro

Ser

Asp

Asn

840

Cys

Glu

Lys

Thr

Thr

Lys Cys Lys

Tle
Pro
Leu
665
Asn
Ser
Arg
Leu
Gly
745
Gly
Thr
Ser
Arg
Pro
825
Ala
Val
Tyr
Thr
Leu
905

Cys

244

Ser
Pro
650
Val
Gly
Asp
Trp
His
730
Gly
Gly
His
Val
Thr
810
Glu
Lys
Ser
Lys
Ile
890

Pro

Leu

Lys
635
Ser
Lys
Gln
Gly
Gln
715
Asn
Gly
Gly
Thr
Phe
795
Pro
Val
Thr
Val
Cys
875
Ser

Pro

Val

Val
620
Ala

Gly
Pro
Ser
700
Gln
His
Gly
Ser
Cys
780
Leu
Glu
Lys
Lys
Leu
860
Lys
Lys

Ser

Lys

Ser

Lys

Glu

Phe

Glu

685

Phe

Gly

Tyr

Ser

Gly

765

Pro

Phe

Val

Phe

Pro

845

Thr

Val

Ala

Arg

Gly

Asn
Gly
Glu
Tyr
670
Asn
Phe
Asn
Thr
Gly
750
Gly
Pro
Pro
Thr
Asn
830
Cys
Val
Ser
Lys
Glu

910
Phe

Lys
Gln
Met
655
Pro
Asn
Leu
Val
Gln
735
Gly
Gly
Cys
Pro
Cys
815
Trp
Glu
Leu
Asn
Gly
895

Glu

Tyr

Ala
Pro
640
Thr

Ser

Tyr

Phe
720
Lys
Gly
Gly
Pro
Lys
800
Val
Tyr
Glu
His
Lys
880
Gln

Met

Pro
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Ser Asp
930

Tyr Lys

945

Tyr Ser

Phe Ser

Lys Ser

915
Ile

Thr

Lys

Cys

Leu
995

<210> 166
<211> 986
<212> PRT
213> NI

<220>

Ala

Thr

Leu

Ser

980

Ser

Val

Pro

Thr

965

Val

Leu

Glu

Pro

950

Val

Met

Ser

<223> HA cysHIHiPSMA
PM76-B10.11
<400> 166

Gln Val
1

Ser Leu

Tyr Met

Ala Tle
50

Lys Gly

65

Leu Gln

Ala Arg
Gln Gly
Gly Gly

130

Ser Ser
145

Gln
Arg
Tyr
35

Ile
Arg
Met
Gly
Thr
115

Ser

Leu

Leu
Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu

Gly

Ser

Val

Ser

Val

Asp

Thr

Ser

85

Pro

Val

Gly

Ala

Glu

Cys

Arg

Gly

Ile

70

Leu

Leu

Thr

Gly

Ser
150

Trp
935
Val
Asp

His

Pro

920
Glu

Leu

Lys

Glu

Gly

1000

Ser Asn Gly Gln

Asp

Ser

Ala
985
Lys

940

Ser Asp Gly

955

Arg Trp Gln

970

Leu His Asn

925

Pro

Ser

Gln

His

x12C0, scFe X 74> THLE

Ser
Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly

135
Val

Gly
Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120

Ser

Gly

Gly
Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser

Asp

Asp

245

Gly Leu Val

10
Gly

Gly

Thr

Asn

Asp

90

Gly

Gly

Ile

Arg

Phe

Lys

Tyr

Ala

75

Thr

Ala

Gly

Gln

Val
155

Thr
Cys
Tyr
60

Lys
Ala
Met
Gly
Met

140
Thr

Lys
Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125

Thr

Ile

Glu

Phe

Gly

990

Pro

Ser

30

Glu

Asp

Ser

Tyr

110

Ser

Gln

Thr

Asn
Phe
Asn

975
Thr

Gly
15

Asp
Trp
Ile
Leu
Tyr
95

Trp
Gly

Ser

Cys

Asn
Leu
960
Val

Gln

Glu

Tyr

Val

Ile

Tyr

80

Cys

Gly

Gly

Pro

Lys
160
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Ala

Gly

Asp

Leu

Gln

225

Glu

Gly

Ala

Ala

Asn

305

Ile

Leu

Phe

Leu

Gly

385

Val

Ala

Gln

Thr

Thr

Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro

450
Leu

Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435

Ala

Ser

Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg

Arg

Gly

Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly

Phe

Val

Asp

Ser

Phe

Val

Gln

230

Gly

Gln

Phe

Leu

Tyr

310

Ser

Thr

Ile

Ser

Gln

390

Thr

Asn

Leu

Ser

Gln

Thr
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Tle
Gly

455

Pro

Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440

Ser

Glu

Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu

Asp

246

Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr

Leu

Glu

Trp

Ala

Ser

Phe

Gly

235

Val

Leu

Met

Arg

Val

315

Tyr

Cys

Tyr

Ser

Gln

395

Cys

Val

Lys

Gly

Ala

Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly

460
Glu

Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445

Lys

Tyr

Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala

Ala

Tyr

Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro

Ala

Cys

Pro

Trp

Thr

Cys

Leu

240

Ser

Ala

Gln

Tyr

Thr

320

Asn

Asn

Thr

Ser

Thr

400

Gly

Gly

Gly

Leu

Val
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465

Leu Trp Tyr

Val
Ala
Pro
Val
545
Val
Gln
Gln
Ala
Pro
625
Thr
Ser
Tyr
Tyr
Phe
705
Lys
Gly

Gly

Pro

Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp
Lys
Ser
690
Ser
Ser
Gly

Ser

Ala
770

Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr
675
Lys
Cys
Leu
Ser
Gly

755

Pro

Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr
Leu
Ser
Ser
Gly
740

Gly

Glu

Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645
Val
Pro
Thr
Val
Leu
725
Gly

Gly

Leu

470
Arg

Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu
Pro
Val
Met
710
Ser
Gly

Gly

Leu

Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr
Leu
Trp
Val
Asp
695
His
Pro
Gly

Ser

Gly
775

Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680
Lys
Glu
Gly
Ser
Asp

760
Gly

Phe
Thr
505
Ser
Arg
Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp
Ser
Ala
Lys
Gly
745

Lys

Pro

247

Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn
Ser
Arg
Leu
Gly
730
Gly

Thr

Ser

475
Gly

Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly
Asp
Trp
His
715
Gly
Gly
His

Val

Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser
Lys
Gln
Gly
Gln
700
Asn
Gly
Gly

Thr

Phe
780

Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685
Gln
His
Gly
Ser
Cys

765
Leu

Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe
Gly
Tyr
Ser
Gly
750

Pro

Phe

Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn
Phe
Asn
Thr
Gly
735
Gly

Pro

Pro

480
Thr

Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn
Leu
Val
Gln
720
Gly
Gly

Cys

Pro
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Lys
785
Val
Tyr
Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu
945

Val

Gln

Pro

Val

Val

Gln

Gln

850

Ala

Pro

Thr

Ser

Tyr

930

Tyr

Phe

Lys

Lys
Val
Asp
Tyr
835
Asp
Leu
Arg
Lys
Asp
915
Lys
Ser

Ser

Ser

<210> 167
<211> 498
<212> PRT
213> NLFH)
<220>

<223> PIPSMA IC20 XUk 43 FPM76-B10.17

<400> 167
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val

1

Asp
Asp
Gly
820
Gly
Trp
Pro
Glu
Asn
900
Ile
Thr
Lys

Cys

Leu
980

Thr

Val

805

Val

Ser

Leu

Ala

Pro

885

Gln

Ala

Thr

Leu

Ser

965

Ser

5

Leu

790

Ser

Glu

Thr

Asn

Pro

870

Gln

Val

Val

Pro

Thr

950

Val

Leu

Met
His
Val
Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935
Val

Met

Ser

Ile
Glu
His
Arg
840
Lys
Glu
Tyr
Leu
Trp
920
Val
Asp
His

Pro

Ser Arg Thr

Asp
Asn
825
Cys
Glu
Lys
Thr
Thr
905
Glu
Leu
Lys

Glu

Gly
985

Pro
810
Ala
Val
Tyr
Thr
Leu
890
Cys
Ser
Asp
Ser
Ala

970
Lys

10

795
Glu

Lys

Ser

Lys

Ile

875

Pro

Leu

Asn

Ser

Arg

955
Leu

Pro
Val
Thr
Val
Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr

20

25

Tyr Met Tyr Trp Val Arg Gln Ala Pro Gly Lys Gly

35

40

248

Glu
Lys
Lys
Leu
845
Lys
Lys
Ser
Lys
Gln
925
Gly

Gln

Asn

Lys

Phe

Leu
45

Val
Phe
Pro
830
Thr
Val
Ala
Arg
Gly
910
Pro
Ser

Gln

His

Pro

Ser
30
Glu

Thr
Asn
815
Cys
Val
Ser
Lys
Glu
895
Phe
Glu
Phe

Gly

Tyr
975

Gly
15
Asp

Trp

Cys
800
Trp
Glu
Leu
Asn
Gly
880
Glu
Tyr
Asn
Phe
Asn

960
Thr

Glu

Tyr

Val
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Ala Ile Ile

Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Ile

Leu

Phe

50
Gly

Gln
Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser

Lys

Gly

Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg

Thr

Asn

Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu

340

Ser

Asp
Thr
Ser
85

Pro
Val
Gly
Ala
Val
165
Lys
Arg
Ser
Ser
Gly
245
Val
Thr
Gly
Thr
Asp
325

Asp

Tyr

Gly
Tle
70

Leu
Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Tyr
230
Gly
Gln
Phe
Leu
Tyr
310
Ser

Thr

Ile

Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln
215
Pro
Gly
Pro
Asn
Glu
295
Tyr
Lys

Ala

Ser

Tyr

Arg

Ala

Arg

Ser

120

Ser

Gly

Asn

Ile

Gly

200

Ser

Tyr

Gly

Gly

Lys

280

Trp

Ala

Asn

Val

Tyr

Tyr Thr Tyr

Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345

Trp

249

Asn
Asp
90

Gly
Gly
Tle
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330

Tyr

Ala

Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr

Cys

Tyr

Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Gly
Gln
Lys
Asn
Ile
300
Lys
Leu

Val

Trp

Ser

Asn

Val

Asp

Gly

125

Thr

Ile

Gln

Tyr

Thr

205

Thr

Gly

Leu

Leu

Trp

285

Arg

Asp

Gln

Arg

Gly

Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Arg
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His

350
Gln

Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335

Gly

Gly

Ile
Tyr
80

Cys
Gly
Gly
Pro
Lys
160
Pro
Ser
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn

Asn

Thr
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355 360 365
Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
370 375 380
Gly Gly Gly Gly Ser Gln Thr Val Val Thr Gln Glu Pro Ser Leu Thr
385 390 395 400
Val Ser Pro Gly Gly Thr Val Thr Leu Thr Cys Gly Ser Ser Thr Gly
405 410 415
Ala Val Thr Ser Gly Asn Tyr Pro Asn Trp Val Gln Gln Lys Pro Gly
420 425 430
Gln Ala Pro Arg Gly Leu Ile Gly Gly Thr Lys Phe Leu Ala Pro Gly
435 440 445
Thr Pro Ala Arg Phe Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu
450 455 460
Thr Leu Ser Gly Val Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Val
465 470 475 480
Leu Trp Tyr Ser Asn Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr
485 490 495
Val Leu
<210> 168
211> 5
<212> PRT
213> NI
<220>
<223> $1Cldn 18.2 VH CDR1 CL-1#ACL-2
<400> 168
Gly Tyr Tyr Met His
1 5
<210> 169
211> 17
<212> PRT
213> NI
220>

<223> $1Cldn18.2 VH CDR2

<400> 169
Trp Ile Asn Pro Asn Ser Gly Gly Thr Lys Tyr Ala Gln Lys Phe Gln

1
Gly

<210> 170

211> 16

5

250

10

15
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<212> PRT

213> NI

220>

<223> $1Cldn18.2 VH CDR3

<400> 170

Asp Arg Ile Thr Val Ala Gly Thr Tyr Tyr Tyr Tyr Gly Met Asp Val
1 5 10 15
210> 171

211> 11

<212> PRT

213> NI

220>

<223> $1Cldn18.2 VL CDR1

<400> 171

Arg Ala Ser Gln Gly Val Asn Asn Trp Leu Ala
1 5 10
<210> 172

Q211> 7

<212> PRT

213> NI

220>

<223> $1Cldn18.2 VL CDR2

<400> 172

Thr Ala Ser Ser Leu Gln Ser

1 5

<210> 173

211> 9

<212> PRT

213> NLFH)

220>

<223> $1Cldn18.2 VL CDR3

<400> 173

Gln Gln Ala Asn Ser Phe Pro Ile Thr

1 5

<210> 174

211> 125

<212> PRT

213> NI

220>

251
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<223> $1Cldn18.2 VH HiCL-1
<400> 174
Gln Val Gln Leu Val

1
Ser Val

Tyr Met

Gly Trp
50

Gln Gly

65

Met Glu

Ala Arg

Asp Val

Lys
His
35

Ile
Arg
Leu

Asp

Trp
115

<210> 175
<211> 107
<212> PRT
213> NI

<220>

Val
20

Trp
Asn
Val
Ser
Arg

100
Gly

5

Ser
Val
Pro
Thr
Arg
85

Ile

Gln

<223> $iCldnl8.2 VL
<400> 175

Asp Tle
1
Asp Arg

Leu Ala

Tyr Thr
50

Ser Gly

65

Glu Asp

Thr Phe

Gln
Val
Trp
35

Ala
Ser

Phe

Gly

Met
Thr
20

Tyr
Ser
Gly

Ala

Cys
100

Thr
5
Tle

Gln

Ser

Thr

Thr

85
Gly

Gln

Cys

Arg

Asn

Met

70

Leu

Thr

Gly

CL-1

Gln

Thr

Gln

Leu

Asp

70

Tyr

Thr

Ser

Lys

Gln

Ser

95

Thr

Arg

Val

Thr

Ser
Cys
Lys
Gln
55

Phe

Tyr

Gly
Ala
Ala

40
Gly

Ser

Ala

Thr
120

Pro
Arg
Pro
40

Ser
Thr

Cys

Leu

Ala
Ser
25

Pro
Gly
Asp
Asp
Gly

105
Val

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

252

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Thr

Thr

Ser
10

Ser

Lys

Val

Thr

Gln

90
Ile

Val

Tyr

Gln

Lys

Ser

75

Thr

Tyr

Val

Val

Gln

Ala

Pro

Ile

75

Ala

Lys

Lys

Thr

Cys

Tyr

60

Ile

Ala

Tyr

Ser

Ser
Gly
Pro
Ser
60

Arg

Asn

Lys

Phe

Leu

45

Ala

Ser

Val

Tyr

Ser
125

Ala
Val
Lys
45

Arg

Ser

Ser

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr
110

Ser
Asn
30

Leu
Phe

Leu

Phe

Gly
15

Gly
Trp
Lys
Ala
Tyr

95
Gly

Val
15

Asn
Leu
Ser

Gln

Pro
95

Ala
Tyr
Met
Phe
Tyr
80

Cys

Met

Gly

Trp

Ile

Gly

Pro

80
Ile
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<210> 176
211> 247
<212> PRT
213> NI
220>
<223> $1Cldn18.2 scFv CL-1
<400> 176
Gln Val GIn Leu Val

1

Ser
Tyr
Gly
Gln
65

Met
Ala
Asp
Gly
Thr
145
Tle
Gln
Ser
Thr
Thr

225
Gly

Val
Met
Trp
50

Gly
Glu
Arg
Val
Ser
130
Gln
Thr
Gln
Leu
Asp
210

Tyr

Thr

Lys
His
35

Ile
Arg
Leu
Asp
Trp
115
Gly
Ser
Cys
Lys
Gln
195
Phe

Tyr

Arg

Val
20

Trp
Asn
Val
Ser
Arg
100
Gly
Gly
Pro
Arg
Pro
180
Ser
Thr

Cys

Leu

5

Ser

Val

Pro

Thr

Arg

85

Ile

Gln

Gly

Ser

Ala

165

Gly

Gly

Leu

Gln

Glu
245

Gln
Cys
Arg
Asn
Met
70

Leu
Thr
Gly
Gly
Ser
150
Ser
Lys
Val
Thr
Gln

230
Ile

Ser
Lys
Gln
Ser
55

Thr
Arg
Val
Thr
Ser
135
Val
Gln
Ala
Pro
Tle
215

Ala

Lys

Gly
Ala
Ala
40

Gly
Arg
Ser
Ala
Thr
120
Gly
Ser
Gly
Pro
Ser
200

Arg

Asn

Ala
Ser
25

Pro
Gly
Asp
Asp
Gly
105
Val
Gly
Ala
Val
Lys
185
Arg

Ser

Ser

253

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Thr
Thr
Gly
Ser
Asn
170
Leu
Phe

Leu

Phe

Val

Tyr

Gln

Lys

Ser

75

Thr

Tyr

Val

Gly

Val

155

Asn

Leu

Ser

Gln

Pro
235

Lys
Thr
Cys
Tyr
60

Ile
Ala
Tyr
Ser
Ser
140
Gly
Trp
Ile
Gly
Pro

220
Ile

Lys
Phe
Leu
45

Ala
Ser
Val
Tyr
Ser
125
Asp
Asp
Leu
Tyr
Ser
205

Glu

Thr

Pro
Thr
30

Glu
Gln
Thr
Tyr
Tyr
110
Gly
Ile
Arg
Ala
Thr
190
Gly

Asp

Phe

Gly
15

Gly
Trp
Lys
Ala
Tyr
95

Gly
Gly
Gln
Val
Trp
175
Ala
Ser

Phe

Gly

Ala

Tyr

Met

Phe

Tyr

80

Cys

Met

Gly

Met

Thr

160

Tyr

Ser

Gly

Ala

Cys
240
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<210> 177
<211> 502
<212> PRT
213> NI 75
<220>

<223> $iCldn 18.

<400> 177
Gln Val Gln Leu

1

Ser
Tyr
Gly
Gln
65

Met
Ala
Asp
Gly
Thr
145
Tle
Gln
Ser
Thr
Thr

225
Gly

Val
Met
Trp
50

Gly
Glu
Arg
Val
Ser
130
Gln
Thr
Gln
Leu
Asp
210

Tyr

Thr

Lys
His
35

Ile
Arg
Leu
Asp
Trp
115
Gly
Ser
Cys
Lys
Gln
195
Phe

Tyr

Arg

Val
20

Trp
Asn
Val
Ser
Arg
100
Gly
Gly
Pro
Arg
Pro
180
Ser
Thr

Cys

Leu

2xCD3 XM T4 F-CL-1 x12C

Val
5
Ser
Val
Pro
Thr
Arg
85
Tle
Gln
Gly
Ser
Ala
165
Gly
Gly
Leu

Gln

Glu
245

Gln
Cys
Arg
Asn
Met
70

Leu
Thr
Gly
Gly
Ser
150
Ser
Lys
Val
Thr
Gln

230
Ile

Ser Gly Ala

Lys
Gln
Ser
55

Thr
Arg
Val
Thr
Ser
135
Val
Gln
Ala
Pro
Tle
215

Ala

Lys

Ala
Ala
40

Gly
Arg
Ser
Ala
Thr
120
Gly
Ser
Gly
Pro
Ser
200
Arg

Asn

Ser

Ser
25

Pro
Gly
Asp
Asp
Gly
105
Val
Gly
Ala
Val
Lys
185
Arg
Ser

Ser

Gly

254

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Thr
Thr
Gly
Ser
Asn
170
Leu
Phe
Leu

Phe

Gly
250

Val
Tyr
Gln
Lys
Ser
75

Thr
Tyr
Val
Gly
Val
155
Asn
Leu
Ser
Gln
Pro

235
Gly

Lys
Thr
Cys
Tyr
60

Tle
Ala
Tyr
Ser
Ser
140
Gly
Trp
Tle
Gly
Pro
220

Ile

Gly

Lys
Phe
Leu
45

Ala
Ser
Val
Tyr
Ser
125
Asp
Asp
Leu
Tyr
Ser
205
Glu

Thr

Ser

Pro
Thr
30

Glu
Gln
Thr
Tyr
Tyr
110
Gly
Tle
Arg
Ala
Thr
190
Gly
Asp

Phe

Glu

Gly
15

Gly
Trp
Lys
Ala
Tyr
95

Gly
Gly
Gln
Val
Trp
175
Ala
Ser
Phe

Gly

Val
255

Ala
Tyr
Met
Phe
Tyr
80

Cys
Met
Gly
Met
Thr
160
Tyr
Ser
Gly
Ala
Cys

240
Gln
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Leu
Leu
Trp
Arg
305
Asp
Gln
Arg
Gly
Gly
385
Pro
Ser
Gln
Leu
Lys
465

Tyr

Thr

Val
Ser
Val
290
Ser
Arg
Met
His
Gln
370
Gly
Ser
Ser
Lys
Ala
450
Ala

Tyr

Lys

Glu
Cys
275
Arg
Lys
Phe
Asn
Gly
355
Gly
Gly
Leu
Thr
Pro
435
Pro
Ala

Cys

Leu

<210> 178
<211> 990
<212> PRT
213> N7
<220>

<223> $iCldn 18.

<400> 178

Ser
260
Ala
Gln
Tyr
Thr
Asn
340
Asn
Thr
Ser
Thr
Gly
420
Gly
Gly
Leu

Val

Thr
500

Gly
Ala
Ala
Asn
Ile
325
Leu
Phe
Leu
Gly
Val
405
Ala
Gln
Thr
Thr
Leu

485
Val

Gly
Ser
Pro
Asn
310
Ser
Lys
Gly
Val
Gly
390
Ser
Val
Ala
Pro
Leu
470

Trp

Leu

Gly
Gly
Gly
295
Tyr
Arg
Thr
Asn
Thr
375
Gly
Pro
Thr
Pro
Ala
455

Ser

Tyr

Leu
Phe
280
Lys
Ala
Asp
Glu
Ser
360
Val
Gly
Gly
Ser
Arg
440
Arg

Gly

Ser

Val
265
Thr
Gly
Thr
Asp
Asp
345
Tyr
Ser
Ser
Gly
Gly
425
Gly
Phe

Val

Asn

Gln Pro

Phe Asn

Leu Glu

Tyr Tyr
315

Ser Lys

330

Thr Ala

Ile Ser

Ser Gly

Gln Thr
395

Thr Val

410

Asn Tyr

Leu Ile
Ser Gly
Gln Pro

475

Arg Trp
490

Gly
Lys
Trp
300
Ala
Asn
Val
Tyr
Gly
380
Val
Thr
Pro
Gly
Ser
460

Glu

Val

Gly
Tyr
285
Val
Asp
Thr
Tyr
Trp
365
Gly
Val
Leu
Asn
Gly
445
Leu

Asp

Phe

2xCD3IXFF S scFe 4y FCL-1 xI2C-scFe

255

Ser
270
Ala
Ala
Ser
Ala
Tyr
350
Ala
Gly
Thr
Thr
Trp
430
Thr
Leu

Glu

Gly

Leu

Met

Arg

Val

Tyr

335

Cys

Tyr

Ser

Gln

Cys

415

Val

Lys

Gly

Ala

Gly
495

Lys
Asn
Ile
Lys
320
Leu
Val
Trp
Gly
Glu
400
Gly
Gln
Phe
Gly
Glu

480
Gly
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Gln
1
Ser
Tyr
Gly
Gln
65
Met
Ala
Asp
Gly
Thr
145
Tle
Gln
Ser
Thr
Thr
225
Gly
Leu
Leu

Trp

Arg

Val
Val
Met
Trp
50

Gly
Glu
Arg
Val
Ser
130
Gln
Thr
Gln
Leu
Asp
210
Tyr
Thr
Val
Ser
Val

290

Ser

Gln
Lys
His
35

Ile
Arg
Leu
Asp
Trp
115
Gly
Ser
Cys
Lys
Gln
195
Phe
Tyr
Arg
Glu
Cys
275

Arg

Lys

Leu
Val
20

Trp
Asn
Val
Ser
Arg
100
Gly
Gly
Pro
Arg
Pro
180
Ser
Thr
Cys
Leu
Ser
260
Ala

Gln

Tyr

Val

Ser

Val

Pro

Thr

Arg

85

Ile

Gln

Gly

Ser

Ala

165

Gly

Gly

Leu

Gln

Glu

245

Gly

Ala

Ala

Asn

Gln

Cys

Arg

Asn

Met

70

Leu

Thr

Gly

Gly

Ser

150

Ser

Lys

Val

Thr

Gln

230

Ile

Gly

Ser

Pro

Asn

Ser
Lys
Gln
Ser
55

Thr
Arg
Val
Thr
Ser
135
Val
Gln
Ala
Pro
Ile
215
Ala
Lys
Gly
Gly
Gly

295
Tyr

Gly
Ala
Ala
40

Gly
Arg
Ser
Ala
Thr
120
Gly
Ser
Gly
Pro
Ser
200
Arg
Asn
Ser
Leu
Phe
280

Lys

Ala

Ala Glu Val

Ser
25

Pro
Gly
Asp
Asp
Gly
105
Val
Gly
Ala
Val
Lys
185
Arg
Ser
Ser
Gly
Val
265
Thr
Gly

Thr

256

10
Gly

Gly
Thr
Thr
Asp
90

Thr
Thr
Gly
Ser
Asn
170
Leu
Phe
Leu
Phe
Gly
250
Gln
Phe

Leu

Tyr

Tyr
Gln
Lys
Ser
75

Thr
Tyr
Val
Gly
Val
155
Asn
Leu
Ser
Gln
Pro
235
Gly
Pro
Asn

Glu

Tyr

Lys
Thr
Cys
Tyr
60

Ile
Ala
Tyr
Ser
Ser
140
Gly
Trp
Ile
Gly
Pro
220
Ile
Gly
Gly
Lys
Trp

300
Ala

Lys
Phe
Leu
45

Ala
Ser
Val
Tyr
Ser
125
Asp
Asp
Leu
Tyr
Ser
205
Glu
Thr
Ser
Gly
Tyr
285

Val

Asp

Pro
Thr
30

Glu
Gln
Thr
Tyr
Tyr
110
Gly
Tle
Arg
Ala
Thr
190
Gly
Asp
Phe
Glu
Ser
270
Ala

Ala

Ser

Gly
15

Gly
Trp
Lys
Ala
Tyr
95

Gly
Gly
Gln
Val
Trp
175
Ala
Ser
Phe
Gly
Val
255
Leu
Met

Arg

Val

Ala

Tyr

Met

Phe

Tyr

80

Cys

Met

Gly

Met

Thr

160

Tyr

Ser

Gly

Ala

Cys

240

Gln

Lys

Asn

Ile

Lys
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305

Asp Arg Phe

Gln
Arg
Gly
Gly
385
Pro
Ser
Gln
Leu
Lys
465
Tyr
Thr
Pro
Phe
Val
545
Phe
Pro

Thr

Val

Met
His
Gln
370
Gly
Ser
Ser
Lys
Ala
450
Ala
Tyr
Lys
Pro
Pro
530
Thr
Asn
Cys

Val

Ser
610

Asn
Gly
355
Gly
Gly
Leu
Thr
Pro
435
Pro
Ala
Cys
Leu
Cys
515
Pro
Cys
Trp
Glu
Leu

595

Asn

Thr
Asn
340
Asn
Thr
Ser
Thr
Gly
420
Gly
Gly
Leu
Val
Thr
500
Pro
Lys
Val
Tyr
Glu
580
His

Lys

Tle
325
Leu
Phe
Leu
Gly
Val
405
Ala
Gln
Thr
Thr
Leu
485
Val
Ala
Pro
Val
Val
565
Gln

Gln

Ala

310

Ser
Lys
Gly
Val
Gly
390
Ser
Val
Ala
Pro
Leu
470
Trp
Leu
Pro
Lys
Val
550
Asp
Tyr

Asp

Leu

Arg
Thr
Asn
Thr
375
Gly
Pro
Thr
Pro
Ala
455
Ser
Tyr
Gly
Glu
Asp
535
Asp
Gly
Gly

Trp

Pro
615

Asp
Glu
Ser
360
Val
Gly
Gly
Ser
Arg
440
Arg
Gly
Ser
Gly
Leu
520
Thr
Val
Val
Ser
Leu

600
Ala

Asp
Asp
345
Tyr
Ser
Ser
Gly
Gly
425
Gly
Phe
Val
Asn
Gly
505
Leu
Leu
Ser
Glu
Thr
585

Asn

Pro

257

Ser
330
Thr
Tle
Ser
Gln
Thr
410
Asn
Leu
Ser
Gln
Arg
490
Gly
Gly
Met
His
Val
570
Tyr

Gly

Ile

315
Lys

Ala
Ser
Gly
Thr
395
Val
Tyr
Ile
Gly
Pro
475
Trp
Asp
Gly
Ile
Glu
555
His
Arg

Lys

Glu

Asn
Val
Tyr
Gly
380
Val
Thr
Pro
Gly
Ser
460
Glu
Val
Lys
Pro
Ser
540
Asp
Asn
Cys

Glu

Lys
620

Thr
Tyr
Trp
365
Gly
Val
Leu
Asn
Gly
445
Leu
Asp
Phe
Thr
Ser
525
Arg
Pro
Ala
Val
Tyr

605
Thr

Ala
Tyr
350
Ala
Gly
Thr
Thr
Trp
430
Thr
Leu
Glu
Gly
His
510
Val
Thr
Glu
Lys
Ser
590

Lys

Ile

Tyr
335
Cys
Tyr
Ser
Gln
Cys
415
Val
Lys
Gly
Ala
Gly
495
Thr
Phe
Pro
Val
Thr
575
Val

Cys

Ser

320
Leu

Val
Trp
Gly
Glu
400
Gly
Gln
Phe
Gly
Glu
480
Gly
Cys
Leu
Glu
Lys
560
Lys
Leu

Lys

Lys
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Ala Lys
625
Arg Glu

Gly Phe

Pro Glu

Ser Phe
690

Gln Gly

705

His Tyr

Gly Ser

Ser Gly

Cys Pro
770

Leu Phe

785

Glu Val

Lys Phe
Lys Pro
Leu Thr
850
Lys Val
865
Lys Ala
Ser Arg

Lys Gly

Gln Pro

Gly
Glu
Tyr
Asn
675
Phe
Asn
Thr
Gly
Gly
755
Pro
Pro
Thr
Asn
Cys
835
Val
Ser
Lys
Glu
Phe

915
Glu

Gln
Met
Pro
660
Asn
Leu
Val
Gln
Gly
740
Gly
Cys
Pro
Cys
Trp
820
Glu
Leu
Asn
Gly
Glu
900

Tyr

Asn

Pro
Thr
645
Ser
Tyr
Tyr
Phe
Lys
725
Gly
Gly
Pro
Lys
Val
805
Tyr
Glu
His
Lys
Gln
885
Met

Pro

Asn

Arg
630
Lys
Asp
Lys
Ser
Ser
710
Ser
Gly
Ser
Ala
Pro
790
Val
Val
Gln
Gln
Ala
870
Pro
Thr

Ser

Tyr

Glu

Asn

Ile

Thr

Lys

695

Cys

Leu

Ser

Gly

Pro

775

Lys

Val

Asp

Tyr

Asp

855

Leu

Arg

Lys

Asp

Lys

Pro
Gln
Ala
Thr
680
Leu
Ser
Ser
Gly
Gly
760
Glu
Asp
Asp
Gly
Gly
840
Trp
Pro
Glu
Asn
Ile

920
Thr

Gln
Val
Val
665
Pro
Thr
Val
Leu
Gly
745
Gly
Leu
Thr
Val
Val
825
Ser
Leu
Ala
Pro
Gln
905
Ala

Thr

258

Val
Ser
650
Glu
Pro
Val
Met
Ser
730
Gly
Gly
Leu
Leu
Ser
810
Glu
Thr
Asn
Pro
Gln
890
Val

Val

Pro

Tyr
635
Leu
Trp
Val
Asp
His
715
Pro
Gly
Ser
Gly
Met
795
His
Val
Tyr
Gly
Ile
875
Val
Ser

Glu

Pro

Thr

Thr

Glu

Leu

Lys

700

Glu

Gly

Ser

Asp

Gly

780

Ile

Glu

His

Arg

Lys

860

Glu

Tyr

Leu

Trp

Val

Leu
Cys
Ser
Asp
685
Ser
Ala
Lys
Gly
Lys
765
Pro
Ser
Asp
Asn
Cys
845
Glu
Lys
Thr
Thr
Glu

925
Leu

Pro
Leu
Asn

670

Ser

Leu
Gly
Gly
750

Thr

Ser

Pro
Ala

830
Val

Thr
Leu
Cys

910

Ser

Pro
Val
655
Gly
Asp
Trp
His
Gly
735
Gly
His
Val
Thr
Glu
815
Lys
Ser
Lys
Ile
Pro
895
Leu

Asn

Ser

Ser
640
Lys
Gln
Gly
Gln
Asn
720
Gly
Gly
Thr
Phe
Pro
800
Val
Thr
Val
Cys
Ser
880
Pro
Val

Gly

Asp
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930 935 940
Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
945 950 955 960
Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
965 970 975
Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
980 985 990
<210> 179
211> 125
<212> PRT
213> NI
220>
<223> $1Cldn18.2 VH CL-2
<400> 179
Gln Val Gln Met Val Gln Ser Gly Ala Glu Val Lys Lys His Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30
Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Cys Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Lys Tyr Ala Gln Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asp Arg Ile Thr Val Ala Gly Thr Tyr Tyr Tyr Tyr Gly Met
100 105 110
Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120 125
<210> 180
<211> 107
<212> PRT
213> NI
220>
<223> $1Cldn18.2 VL CL-2
<400> 180
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15

259
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Asp
Leu
Tyr
Ser
65

Glu

Thr

Arg
Ala
Thr
50

Gly

Asp

Phe

Val
Trp
35

Ala
Ser

Phe

Gly

<210> 181
211> 247
<212> PRT
213> NI
220>
<223> $1Cldn18.2 scFv CL-2
<400> 181
Gln Val GIn Met Val

1

Ser

Tyr

Gly

Gln

65

Met

Ala

Asp

Gly

Thr
145

Val
Met
Trp
50

Gly
Glu
Arg
Val
Ser

130
Gln

Lys
His
35

Ile
Arg
Leu
Asp
Trp
115

Gly

Ser

Thr
20

Tyr
Ser
Gly

Ala

Cys
100

Val
20

Trp
Asn
Val
Ser
Arg
100
Gly

Gly

Pro

Ile

Gln

Ser

Thr

Thr

85
Gly

5

Ser

Val

Pro

Thr

Arg

85

Ile

Gln

Gly

Ser

Thr
Gln
Leu
Asp
70

Tyr

Thr

Gln

Cys

Arg

Asn

Met

70

Leu

Thr

Gly

Gly

Ser
150

Cys
Lys
Gln
55

Phe

Tyr

Arg

Ser
Lys
Gln
Ser
55

Thr
Arg
Val
Thr
Ser

135
Val

Arg
Pro
40

Ser
Thr

Cys

Leu

Gly
Ala
Ala
40

Gly
Arg
Ser
Ala
Thr
120

Gly

Ser

Ala Ser Gln

25
Gly

Gly

Leu

Gln

Glu
105

Ala
Ser
25

Pro
Gly
Asp
Asp
Gly
105
Val

Gly

Ala

260

Lys

Val

Thr

Gln

90
Ile

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Thr
Thr

Gly

Ser

Ala
Pro
Tle
75

Ala

Lys

Val

Tyr

Gln

Lys

Ser

75

Thr

Tyr

Val

Gly

Val
155

Gly
Pro
Ser
60

Arg

Asn

Lys
Thr
Cys
Tyr
60

Ile
Ala
Tyr
Ser
Ser

140
Gly

Val
Lys
45

Arg

Ser

Ser

Lys
Phe
Leu
45

Ala
Ser
Val
Tyr
Ser
125

Asp

Asp

Asn
30

Leu
Phe

Leu

Phe

His
Thr
30

Glu
Gln
Thr
Tyr
Tyr
110
Gly

Ile

Arg

Asn

Leu

Ser

Gln

Pro
95

Gly
15

Gly
Trp
Lys
Ala
Tyr
95

Gly
Gly

Gln

Val

Trp

Ile

Gly

Pro

80
Ile

Ala

Tyr

Met

Phe

Tyr

80

Cys

Met

Gly

Met

Thr
160
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Ile Thr Cys

Gln

Ser

Thr

Thr

225
Gly

Gln
Leu
Asp
210

Tyr

Thr

Lys
Gln
195
Phe

Tyr

Arg

<210> 182
211> 502
<212> PRT
213> NI
<220>
<223> $1Cldn18. 2xCD3XKE 74 FCL-2x12C
<400> 182
Gln Val Gln Met Val

1

Ser

Tyr

Gly

Gln

65

Met

Ala

Asp

Gly

Thr
145

Val
Met
Trp
50

Gly
Glu
Arg
Val
Ser

130
Gln

Lys
His
35

Ile
Arg
Leu
Asp
Trp
115

Gly

Ser

Arg
Pro
180
Ser
Thr

Cys

Leu

Val
20

Trp
Asn
Val
Ser
Arg
100
Gly

Gly

Pro

Ala
165
Gly
Gly
Leu

Gln

Glu
245

5

Ser

Val

Pro

Thr

Arg

85

Ile

Gln

Gly

Ser

Ser

Lys

Val

Thr

Gln

230
Ile

Gln

Cys

Arg

Asn

Met

70

Leu

Thr

Gly

Gly

Ser
150

Gln
Ala
Pro
Ile
215

Ala

Lys

Gly
Pro
Ser
200

Arg

Asn

Val
Lys
185
Arg

Ser

Ser

Ser Gly Ala

Lys
Gln
Ser
55

Thr
Arg
Val
Thr
Ser

135
Val

Ala
Ala
40

Gly
Arg
Ser
Ala
Thr
120

Gly

Ser

Ser
25

Pro
Gly
Asp
Asp
Gly
105
Val

Gly

Ala

261

Asn Asn
170
Leu Leu

Phe Ser

Leu Gln

Phe Pro
235

Glu Val
10
Gly Tyr

Gly Gln
Thr Lys
Thr Ser
75

Asp Thr
90

Thr Tyr
Thr Val

Gly Gly

Ser Val
155

Trp

Ile

Gly

Pro

220
Ile

Lys
Thr
Cys
Tyr
60

Ile
Ala
Tyr
Ser
Ser

140
Gly

Leu
Tyr
Ser
205

Glu

Thr

Lys
Phe
Leu
45

Ala
Ser
Val
Tyr
Ser
125

Asp

Asp

Ala
Thr
190
Gly

Asp

Phe

His
Thr
30

Glu
Gln
Thr
Tyr
Tyr
110
Gly

Ile

Arg

Trp
175
Ala
Ser

Phe

Gly

Gly
15

Gly
Trp
Lys
Ala
Tyr
95

Gly
Gly

Gln

Val

Tyr

Ser

Gly

Ala

Cys
240

Ala

Tyr

Met

Phe

Tyr

80

Cys

Met

Gly

Met

Thr
160
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Ile

Gln

Ser

Thr

Thr

225

Gly

Leu

Leu

Trp

Arg

305

Asp

Gln

Arg

Gly

Gly

385

Pro

Ser

Gln

Leu

Lys

Thr
Gln
Leu
Asp
210
Tyr
Thr
Val
Ser
Val
290
Ser
Arg
Met
His
Gln
370
Gly
Ser
Ser
Lys
Ala

450
Ala

Cys
Lys
Gln
195
Phe
Tyr
Arg
Glu
Cys
275
Arg
Lys
Phe
Asn
Gly
355
Gly
Gly
Leu
Thr
Pro
435

Pro

Ala

Arg
Pro
180
Ser
Thr
Cys
Leu
Ser
260
Ala
Gln
Tyr
Thr
Asn
340
Asn
Thr
Ser
Thr
Gly
420
Gly

Gly

Leu

Ala
165
Gly
Gly
Leu
Gln
Glu
245
Gly
Ala
Ala
Asn
Tle
325
Leu
Phe
Leu
Gly
Val
405
Ala
Gln

Thr

Thr

Ser

Lys

Val

Thr

Gln

230

Ile

Gly

Ser

Pro

Asn

310

Ser

Lys

Gly

Val

Gly

390

Ser

Val

Ala

Pro

Leu

Gln
Ala
Pro
Ile
215
Ala
Lys
Gly
Gly
Gly
295
Tyr
Arg
Thr
Asn
Thr
375
Gly
Pro
Thr
Pro
Ala

455

Ser

Gly
Pro
Ser
200
Arg
Asn
Ser
Leu
Phe
280
Lys
Ala
Asp
Glu
Ser
360
Val
Gly
Gly
Ser
Arg
440

Arg

Gly

Val
Lys
185
Arg
Ser
Ser
Gly
Val
265
Thr
Gly
Thr
Asp
Asp
345
Tyr
Ser
Ser
Gly
Gly
425
Gly
Phe

Val

262

Asn Asn
170
Leu Leu

Phe Ser

Leu Gln

Phe Pro
235

Gly Gly

250

Gln Pro

Phe Asn
Leu Glu
Tyr Tyr
315
Ser Lys
330
Thr Ala
Ile Ser
Ser Gly
Gln Thr
395
Thr Val
410
Asn Tyr
Leu Ile

Ser Gly

Gln Pro

Trp
Ile
Gly
Pro
220
Ile
Gly
Gly
Lys
Trp
300
Ala
Asn
Val
Tyr
Gly
380
Val
Thr
Pro
Gly
Ser

460
Glu

Leu
Tyr
Ser
205
Glu
Thr
Ser
Gly
Tyr
285
Val
Asp
Thr
Tyr
Trp
365
Gly
Val
Leu
Asn
Gly
445

Leu

Asp

Ala
Thr
190
Gly
Asp
Phe
Glu
Ser
270
Ala
Ala
Ser
Ala
Tyr
350
Ala
Gly
Thr
Thr
Trp
430
Thr

Leu

Glu

Trp
175
Ala
Ser
Phe
Gly
Val
255
Leu
Met
Arg
Val
Tyr
335
Cys
Tyr
Ser
Gln
Cys
415
Val
Lys

Gly

Ala

Tyr

Ser

Gly

Ala

Cys

240

Gln

Lys

Asn

Ile

Lys

320

Leu

Val

Trp

Gly

Glu

400

Gly

Gln

Phe

Gly

Glu
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465

470

475

480

Tyr Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe Gly Gly Gly

485

Thr Lys Leu Thr Val Leu

<210> 183
<211> 990
<212> PRT
213> NI
220>
<223> P1Cldn18.2xCD3XREF M scFe sy CL-2x12C-scFe
<400> 183
Gln Val GIn Met Val

1

Ser
Tyr
Gly
Gln
65

Met
Ala
Asp
Gly
Thr
145
Ile
Gln

Ser

Thr

Val
Met
Trp
50

Gly
Glu
Arg
Val
Ser
130
Gln
Thr
Gln

Leu

Asp

Lys
His
35

Ile
Arg
Leu
Asp
Trp
115
Gly
Ser
Cys
Lys
Gln

195
Phe

500

Val
20

Trp
Asn
Val
Ser
Arg
100
Gly
Gly
Pro
Arg
Pro
180

Ser

Thr

5

Ser
Val
Pro
Thr
Arg
85

Tle
Gln
Gly
Ser
Ala
165
Gly

Gly

Leu

Gln

Cys

Arg

Asn

Met

70

Leu

Thr

Gly

Gly

Ser

150

Ser

Lys

Val

Thr

490

Ser Gly Ala Glu Val Lys

Lys
Gln
Ser
55

Thr
Arg
Val
Thr
Ser
135
Val
Gln
Ala

Pro

Ile

Ala
Ala
40

Gly
Arg
Ser
Ala
Thr
120
Gly
Ser
Gly

Pro

Ser
200

Ser
25

Pro
Gly
Asp
Asp
Gly
105
Val
Gly
Ala
Val
Lys
185
Arg

Ser

263

10
Gly

Gly
Thr
Thr
Asp
90

Thr
Thr
Gly
Ser
Asn
170
Leu

Phe

Leu

Tyr
Gln
Lys
Ser
75

Thr
Tyr
Val
Gly
Val
155
Asn
Leu

Ser

Gln

Thr
Cys
Tyr
60

Ile
Ala
Tyr
Ser
Ser
140
Gly
Trp
Ile

Gly

Pro

Lys
Phe
Leu
45

Ala
Ser
Val
Tyr
Ser
125
Asp
Asp
Leu
Tyr
Ser

205
Glu

His
Thr
30

Glu

Gln

Thr

Tyr
110
Gly
Ile
Arg

Ala

Thr
190
Gly

495

Gly
15

Gly
Trp
Lys
Ala
Tyr
95

Gly
Gly
Gln
Val
Trp
175
Ala

Ser

Phe

Ala

Tyr

Met

Phe

Tyr

80

Cys

Met

Gly

Met

Thr

160

Tyr

Ser

Gly

Ala
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Thr
225
Gly
Leu
Leu
Trp
Arg
305
Asp
Gln
Arg
Gly
Gly
385
Pro
Ser
Gln
Leu
Lys
465
Tyr

Thr

Pro

210
Tyr

Thr
Val
Ser
Val
290
Ser
Arg
Met
His
Gln
370
Gly
Ser
Ser
Lys
Ala
450
Ala
Tyr

Lys

Pro

Tyr
Arg
Glu
Cys
275
Arg
Lys
Phe
Asn
Gly
355
Gly
Gly
Leu
Thr
Pro
435
Pro
Ala
Cys

Leu

Cys
515

Cys
Leu
Ser
260
Ala
Gln
Tyr
Thr
Asn
340
Asn
Thr
Ser
Thr
Gly
420
Gly
Gly
Leu
Val
Thr

500

Pro

Gln
Glu
245
Gly
Ala
Ala
Asn
Tle
325
Leu
Phe
Leu
Gly
Val
405
Ala
Gln
Thr
Thr
Leu
485

Val

Ala

Gln
230
Tle
Gly
Ser
Pro
Asn
310
Ser
Lys
Gly
Val
Gly
390
Ser
Val
Ala
Pro
Leu
470
Trp

Leu

Pro

215
Ala

Lys
Gly
Gly
Gly
295
Tyr
Arg
Thr
Asn
Thr
375
Gly
Pro
Thr
Pro
Ala
455
Ser
Tyr

Gly

Glu

Asn
Ser
Leu
Phe
280
Lys
Ala
Asp
Glu
Ser
360
Val
Gly
Gly
Ser
Arg
440
Arg
Gly
Ser

Gly

Leu
520

Ser
Gly
Val
265
Thr
Gly
Thr
Asp
Asp
345
Tyr
Ser
Ser
Gly
Gly
425
Gly
Phe
Val
Asn
Gly

505
Leu

264

Phe
Gly
250
Gln
Phe
Leu
Tyr
Ser
330
Thr
Tle
Ser
Gln
Thr
410
Asn
Leu
Ser
Gln
Arg
490

Gly

Gly

Pro
235
Gly
Pro
Asn
Glu
Tyr
315
Lys
Ala
Ser
Gly
Thr
395
Val
Tyr
Ile
Gly
Pro
475
Trp

Asp

Gly

220
Ile

Gly
Gly
Lys
Trp
300
Ala
Asn
Val
Tyr
Gly
380
Val
Thr
Pro
Gly
Ser
460
Glu
Val

Lys

Pro

Thr
Ser
Gly
Tyr
285
Val
Asp
Thr
Tyr
Trp
365
Gly
Val
Leu
Asn
Gly
445
Leu
Asp
Phe

Thr

Ser
525

Phe
Glu
Ser
270
Ala
Ala
Ser
Ala
Tyr
350
Ala
Gly
Thr
Thr
Trp
430
Thr
Leu
Glu
Gly
His

510
Val

Gly
Val
255
Leu
Met
Arg
Val
Tyr
335
Cys
Tyr
Ser
Gln
Cys
415
Val
Lys
Gly
Ala
Gly
495

Thr

Phe

Cys
240
Gln
Lys
Asn
Ile
Lys
320
Leu
Val
Trp
Gly
Glu
400
Gly
Gln
Phe
Gly
Glu
480
Gly

Cys

Leu
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Phe
Val
545
Phe
Pro
Thr
Val
Ala
625
Arg
Gly
Pro
Ser
Gln
705
His
Gly
Ser
Cys
Leu
785
Glu

Lys

Lys

Pro
530
Thr
Asn
Cys
Val
Ser
610
Lys
Glu
Phe
Glu
Phe
690
Gly
Tyr
Ser
Gly
Pro
770
Phe
Val

Phe

Pro

Pro

Cys

Trp

Glu

Leu

595

Asn

Gly

Glu

Tyr

Asn

675

Phe

Asn

Thr

Gly

Gly

755

Pro

Pro

Thr

Asn

Cys

Lys
Val
Tyr
Glu
580
His
Lys
Gln
Met
Pro
660
Asn
Leu
Val
Gln
Gly
740
Gly
Cys
Pro
Cys
Trp

820
Glu

Pro
Val
Val
565
Gln
Gln
Ala
Pro
Thr
645
Ser
Tyr
Tyr
Phe
Lys
725
Gly
Gly
Pro
Lys
Val
805

Tyr

Glu

Lys
Val
550
Asp
Tyr
Asp
Leu
Arg
630
Lys
Asp
Lys
Ser
Ser
710
Ser
Gly
Ser
Ala
Pro
790
Val

Val

Gln

Asp
535
Asp
Gly
Gly
Trp
Pro
615
Glu
Asn
Ile
Thr
Lys
695
Cys
Leu
Ser
Gly
Pro
775
Lys
Val

Asp

Tyr

Thr

Val

Val

Ser

Leu

600

Ala

Pro

Gln

Ala

Thr

680

Leu

Ser

Ser

Gly

Gly

760

Glu

Asp

Asp

Gly

Gly

Leu Met Ile

Ser
Glu
Thr
585
Asn
Pro
Gln
Val
Val
665
Pro
Thr
Val
Leu
Gly
745
Gly
Leu
Thr
Val
Val
825

Ser

265

His
Val
570
Tyr
Gly
Tle
Val
Ser
650
Glu
Pro
Val
Met
Ser
730
Gly
Gly
Leu
Leu
Ser
810

Glu

Thr

Glu
55h
His
Arg
Lys
Glu
Tyr
635
Leu
Trp
Val
Asp
His
715
Pro
Gly
Ser
Gly
Met
795
His
Val

Tyr

Ser
540
Asp
Asn
Cys
Glu
Lys
620
Thr
Thr
Glu
Leu
Lys
700
Glu
Gly
Ser
Asp
Gly
780
Ile
Glu
His

Arg

Arg

Pro

Ala

Val

Tyr

605

Thr

Leu

Cys

Ser

Asp

685

Ser

Ala

Lys

Gly

Lys

765

Pro

Ser

Asp

Asn

Cys

Thr
Glu
Lys
Ser
590
Lys
Tle
Pro
Leu
Asn
670
Ser
Arg
Leu
Gly
Gly
750
Thr
Ser
Arg
Pro
Ala

830
Val

Pro
Val
Thr
575
Val
Cys
Ser
Pro
Val
655
Gly
Asp
Trp
His
Gly
735
Gly
His
Val
Thr
Glu
815

Lys

Ser

Glu
Lys
560
Lys
Leu
Lys
Lys
Ser
640
Lys
Gln
Gly
Gln
Asn
720
Gly
Gly
Thr
Phe
Pro
800
Val

Thr

Val
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Leu
Lys
865
Lys
Ser
Lys
Gln
Gly
945

Gln

Asn

Thr
850
Val
Ala
Arg
Gly
Pro
930
Ser

Gln

His

835
Val

Ser

Lys

Glu

Phe

915

Glu

Phe

Gly

Tyr

<210> 184
211> b5
<212> PRT
213> NTLF4
220>
<223> HIMUC17 VH CDR1 MU 8-B7
<400> 184
Gly Tyr Tyr Trp Ser

1

<210> 185

211> 16

<212> PRT
213> NI
220>
<223> HIMUC17 VH CDR2 MU 8-B7
<400> 185
Asp Ile Asp Ala Ser Gly Ser Thr Lys Tyr Asn Pro Ser Leu Lys Ser

1

<210> 186

211> 12

Leu

Asn

Gly

Glu

900

Tyr

Asn

Phe

Asn

Thr
980

His

Lys

Gln

885

Met

Pro

Asn

Leu

Val

965
Gln

5

5

Gln
Ala
870
Pro
Thr
Ser
Tyr
Tyr
950

Phe

Lys

Asp
855
Leu

Lys
Asp
Lys
935
Ser

Ser

Ser

840
Trp

Pro

Glu

Asn

Ile

920

Thr

Lys

Cys

Leu

Leu Asn Gly

Ala

Pro

Gln

905

Ala

Thr

Leu

Ser

Ser
985

266

Pro

Gln

890

Val

Val

Pro

Thr

Val

970
Leu

10

Ile

875

Val

Ser

Glu

Pro

Val

955

Met

Ser

Lys
860
Glu
Tyr
Leu
Trp
Val
940
Asp

His

Pro

845
Glu

Lys

Thr

Thr

Glu

925

Leu

Lys

Glu

Gly

Thr

Leu

Cys

910

Ser

Ser

Ala

Lys
990

Lys

Ile

Pro

895

Leu

Asn

Ser

Arg

Leu
975

15

Cys
Ser
880
Pro

Val

Gly

Trp
960
His
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<212> PRT

213> NTLF4

220>

<223> HIMUC17 VH CDR3 MU 8-B7

<400> 186

Lys Lys Tyr Ser Thr Val Trp Ser Tyr Phe Asp Asn
1 5 10
<210> 187

211> 11

<212> PRT

213> NTLF4

220>

<223> HIMUC17 VL CDR1 MU 8-B7

<400> 187

Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala Ser
1 5 10
<210> 188

Q211> 7

<212> PRT

213> NTLF4

220>

<223> HIMUC17 VL CDR2 MU 8-B7

<400> 188

Gln Asp Arg Lys Arg Pro Ser

1 5

<210> 189

211> 9

<212> PRT

213> NTLF4

220>

<223> HIMUC17 VL CDR3 MU 8-B7

<400> 189

Gln Ala Trp Gly Ser Ser Thr Ala Val

1 5

<210> 190

211> 120

<212> PRT

213> NTLF4

220>

267
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<223> HIMUC17 VH MU 8-B7
<400> 190
Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
1 5 10 15
Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
20 25 30
Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Cys Leu Glu Trp Ile
35 40 45
Gly Asp Ile Asp Ala Ser Gly Ser Thr Lys Tyr Asn Pro Ser Leu Lys
50 55 60
Ser Arg Val Thr Ile Ser Leu Asp Thr Ser Lys Asn Gln Phe Ser Leu
65 70 75 80
Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Phe Cys Ala
85 90 95
Arg Lys Lys Tyr Ser Thr Val Trp Ser Tyr Phe Asp Asn Trp Gly Gln
100 105 110
Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 191
211> 106
<212> PRT
213> NI
220>
<223> HIMUC17 VL MU 8-B7
<400> 191
Ser Tyr Glu Leu Thr Gln Pro Ser Ser Val Ser Val Pro Pro Gly Gln
1 5 10 15
Thr Ala Ser Ile Thr Cys Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala
20 25 30
Ser Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Val Leu Val Ile Tyr
35 40 45
Gln Asp Arg Lys Arg Pro Ser Gly Val Pro Glu Arg Phe Ser Gly Ser
50 55 60
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr Gln Ala Met
65 70 75 80
Asp Glu Ala Asp Tyr Tyr Cys Gln Ala Trp Gly Ser Ser Thr Ala Val
85 90 95
Phe Gly Cys Gly Thr Lys Leu Thr Val Leu
100 105

268
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<210> 192
<211> 984
<212> PRT
213> NI
<220>
223> XU 54 4 FMU
<400> 192
Gln Val Gln Leu Gln

1
Thr

Tyr
Gly
Ser
65

Lys
Arg
Gly
Gly
Val
145
Lys
Ser
Pro
Ile
Trp

225
Leu

Leu
Trp
Asp
50

Arg
Leu
Lys
Thr
Ser
130
Ser
Leu
Pro
Glu
Ser
210

Gly

Ser

Ser

Ser

35

Ile

Val

Asn

Lys

Leu

115

Gly

Val

Gly

Val

195

Gly

Ser

Gly

Leu
20

Trp
Asp
Thr
Ser
Tyr
100
Val
Gly
Pro
Asp
Leu
180
Phe
Thr

Ser

Gly

5
Thr

Ile

Ala

Ile

Val

85

Ser

Thr

Gly

Pro

Lys

165

Val

Ser

Gln

Thr

Gly
245

8-B7 x I2C0scFc

Gln Trp Gly Ala

Cys
Arg
Ser
Ser
70

Thr
Thr
Val
Gly
Gly
150
Tyr
Tle
Gly
Ala
Ala

230
Gly

Ala
Gln
Gly
55

Leu
Ala
Val
Ser
Ser
135
Gln
Ala
Tyr
Ser
Met
215

Val

Ser

Val
Pro
40

Ser
Asp
Ala
Trp
Ser
120
Ser
Thr
Ser
Gln
Asn
200
Asp

Phe

Glu

Tyr
25

Pro
Thr
Thr
Asp
Ser
105
Gly
Tyr
Ala
Trp
Asp
185
Ser
Glu

Gly

Val

269

Gly
10

Gly
Gly
Lys
Ser
Thr
90

Tyr
Gly
Glu
Ser
Tyr
170
Arg
Gly
Ala

Cys

Gln
250

Leu
Gly
Lys
Tyr
Lys
75

Ala
Phe
Gly
Leu
Ile
155
Gln
Lys
Asn
Asp
Gly

235
Leu

Leu
Ser
Cys
Asn
60

Asn
Val
Asp
Gly
Thr
140
Thr
Gln
Arg
Thr
Tyr
220

Thr

Val

Lys
Phe
Leu
45

Pro
Gln
Tyr
Asn
Ser
125
Gln
Cys
Lys
Pro
Ala
205
Tyr

Lys

Glu

Pro

Ser

30

Glu

Ser

Phe

Phe

110

Gly

Pro

Ser

Pro

Ser

190

Thr

Cys

Leu

Ser

Ser
15
Gly

Leu
Ser
Cys
95

Gly
Gly
Ser
Gly
Gly
175
Gly
Leu
Gln

Thr

Gly
255

Glu
Tyr
Ile
Lys
Leu
80

Ala
Gln
Gly
Ser
Asp
160
Gln
Val
Thr
Ala
Val

240
Gly
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Gly Leu Val

Gly
Gly
Tyr
305
Arg
Thr
Asn
Thr
Gly
385
Pro
Thr
Pro
Ala
Ser
465
Tyr
Gly
Glu
Asp
Asp

545
Gly

Phe
Lys
290
Ala
Asp
Glu
Ser
Val
370
Gly
Gly
Ser
Arg
Arg
450
Gly
Ser
Gly
Leu
Thr
530

Val

Val

Thr
275
Gly
Thr
Asp
Asp
Tyr
355
Ser
Ser
Gly
Gly
Gly
435
Phe
Val
Asn
Gly
Leu
515
Leu

Ser

Glu

Gln
260
Phe
Leu
Tyr
Ser
Thr
340
Tle
Ser
Gln
Thr
Asn
420
Leu
Ser
Gln
Arg
Gly
500
Gly
Met
His

Val

Pro

Asn

Glu

Tyr

Lys

325

Ala

Ser

Gly

Thr

Val

405

Tyr

Ile

Gly

Pro

Trp

485

Asp

Gly

Ile

Glu

His

Gly
Lys
Trp
Ala
310
Asn
Val
Tyr
Gly
Val
390
Thr
Pro
Gly
Ser
Glu
470
Val
Lys
Pro
Ser
Asp

550

Asn

Gly
Tyr
Val
295
Asp
Thr
Tyr
Trp
Gly
375
Val
Leu
Asn
Gly
Leu
455
Asp
Phe
Thr
Ser
Arg
535

Pro

Ala

Ser
Ala
280
Ala
Ser
Ala
Tyr
Ala
360
Gly
Thr
Thr
Trp
Thr
440
Leu
Glu
Gly
His
Val
520
Thr

Glu

Lys

Leu
265
Met
Arg
Val
Tyr
Cys
345
Tyr
Ser
Gln
Cys
Val
425
Lys
Gly
Ala
Gly
Thr
505
Phe
Pro
Val

Thr

270

Lys

Asn

Ile

Lys

Leu

330

Val

Trp

Gly

Glu

Gly

410

Gln

Phe

Gly

Glu

Gly

490

Cys

Leu

Glu

Lys

Lys

Leu
Trp
Arg
Asp
315
Gln
Arg
Gly
Gly
Pro
395
Ser
Gln
Leu
Lys
Tyr
475
Thr
Pro
Phe
Val
Phe

955

Pro

Ser
Val
Ser
300
Arg
Met
His
Gln
Gly
380
Ser
Ser
Lys
Ala
Ala
460
Tyr
Lys
Pro
Pro
Thr
540

Asn

Cys

Cys
Arg
285
Lys
Phe
Asn
Gly
Gly
365
Gly
Leu
Thr
Pro
Pro
445
Ala
Cys
Leu
Cys
Pro
525
Cys

Trp

Glu

Ala
270
Gln
Tyr
Thr
Asn
Asn
350
Thr
Ser
Thr
Gly
Gly
430
Gly
Leu
Val
Thr
Pro
510
Lys
Val

Tyr

Glu

Ala

Ala

Asn

Ile

Leu

335

Phe

Leu

Gly

Val

Ala

415

Gln

Thr

Thr

Leu

Val

495

Ala

Pro

Val

Val

Gln

Ser
Pro
Asn
Ser
320
Lys
Gly
Val
Gly
Ser
400
Val
Ala
Pro
Leu
Trp
480
Leu
Pro
Lys
Val
Asp

560
Tyr
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Gly Ser Thr

Trp
Pro
Glu
625
Asn
Ile
Thr
Lys
Cys
705
Leu
Ser
Gly
Pro
Lys
785
Val
Asp
Tyr

Asp

Leu
865

Leu
Ala
610
Pro
Gln
Ala
Thr
Leu
690
Ser
Ser
Gly
Gly
Glu
770
Asp
Asp
Gly
Gly
Trp

850

Pro

Asn
595
Pro
Gln
Val
Val
Pro
675
Thr
Val
Leu
Gly
Gly
755
Leu
Thr
Val
Val
Ser
835

Leu

Ala

Tyr
580
Gly
Tle
Val
Ser
Glu
660
Pro
Val
Met
Ser
Gly
740
Gly
Leu
Leu
Ser
Glu
820
Thr

Asn

Pro

565
Arg

Lys
Glu
Tyr
Leu
645
Trp
Val
Asp
His
Pro
725
Gly
Ser
Gly
Met
His
805
Val
Tyr

Gly

Ile

Cys
Glu
Lys
Thr
630
Thr
Glu
Leu
Lys
Glu
710
Gly
Ser
Asp
Gly
Ile
790
Glu
His
Arg

Lys

Glu
870

Val
Tyr
Thr
615
Leu
Cys
Ser
Asp
Ser
695
Ala
Lys
Gly
Lys
Pro
775
Ser
Asp
Asn
Cys
Glu

855
Lys

Ser
Lys
600
Tle
Pro
Leu
Asn
Ser
680
Arg
Leu
Gly
Gly
Thr
760
Ser
Arg
Pro
Ala
Val
840

Tyr

Thr

Val
585
Cys
Ser
Pro
Val
Gly
665
Asp
Trp
His
Gly
Gly
745
His
Val
Thr
Glu
Lys
825
Ser

Lys

Ile

271

570
Leu

Lys
Lys
Ser
Lys
650
Gln
Gly
Gln
Asn
Gly
730
Gly
Thr
Phe
Pro
Val
810
Thr
Val

Cys

Ser

Thr
Val
Ala
Arg
635
Gly
Pro
Ser
Gln
His
715
Gly
Ser
Cys
Leu
Glu
795
Lys
Lys
Leu

Lys

Lys
875

Val
Ser
Lys
620
Glu
Phe
Glu
Phe
Gly
700
Tyr
Ser
Gly
Pro
Phe
780
Val
Phe
Pro
Thr
Val

860
Ala

Leu
Asn
605
Gly
Glu
Tyr
Asn
Phe
685
Asn
Thr
Gly
Gly
Pro
765
Pro
Thr
Asn
Cys
Val
845

Ser

Lys

His
590
Lys
Gln
Met
Pro
Asn
670
Leu
Val
Gln
Gly
Gly
750
Cys
Pro
Cys
Trp
Glu
830
Leu

Asn

Gly

575
Gln

Ala
Pro
Thr
Ser
655
Tyr
Tyr
Phe
Lys
Gly
735
Gly
Pro
Lys
Val
Tyr
815
Glu
His
Lys

Gln

Asp
Leu
Arg
Lys
640
Asp
Lys
Ser
Ser
Ser
720
Gly
Ser
Ala
Pro
Val
800
Val
Gln
Gln

Ala

Pro
880
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Arg Glu Pro

Lys Asn Gln

Asp Tle Ala
915
Lys Thr Thr
930
Ser Lys Leu
945
Ser Cys Ser

Ser Leu Ser
<210> 193

211> 14
<212> PRT

Gln

Val

900

Val

Pro

Thr

Val

Leu
980

213> NLR5

<220>

Val
885

Ser

Glu

Pro

Val

Met

965

Ser

<223> T12CIfICDR-L1

<400> 193

Tyr

Leu

Val
Asp
950

His

Pro

Thr
Thr
Glu
Leu
935
Lys

Glu

Gly

Leu Pro Pro Ser

Cys
Ser
920
Asp
Ser

Ala

Lys

890

Leu Val Lys

905

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln

955

Leu His Asn

970

Arg
Gly
Pro
Ser
940

Gln

His

Glu Glu

Phe Tyr
910

Glu Asn

925

Phe Phe

Gly Asn

Tyr Thr

Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Asn Tyr Pro Asn

1

<210> 194
211> 7
<212> PRT

213> NLR5

<220>

5

<223> T2CHJCDR-L2

<400> 194

Gly Thr Lys Phe Leu Ala Pro

1

<210> 195
211> 9
<212> PRT

213> NLR5

<220>

5

<223> T2CHJCDR-L3

<400> 195

272

10

Met

895

Pro

Asn

Leu

Val

Gln
975

Thr

Ser

Tyr

Tyr

Phe

960
Lys
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Val Leu Trp Tyr Ser Asn Arg Trp Val

1 5

<210> 196

211> b5

<212> PRT

213> N3

220>

<223> T12CH¥JCDR-H1

<400> 196

Lys Tyr Ala Met Asn

1 5

<210> 197

211> 19

<212> PRT

213> NLF3

220>

<223> T12Cf¥JCDR-H2

<400> 197

Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp Ser
1 5 10 15
Val Lys Asp

<210> 198

211> 14

<212> PRT

213> NI

220>

<223> T12Cf¥JCDR-H3

<400> 198

His Gly Asn Phe Gly Asn Ser Tyr Ile Ser Tyr Trp Ala Tyr

1 5 10

<210> 199

211> 125

<212> PRT

213> NI

220>

<223> T2CHJVH

<400> 199

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

273
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Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

Lys
Asn
35

Tle
Lys
Leu

Val

Trp
115

<210> 200
<211> 109
<212> PRT
213> NI

<220>

Leu
20

Trp
Arg
Asp

Gln

Arg
100
Gly

<223> T12CHJVL
<400> 200
GIn Thr Val Val

1
Thr Val

Asn Tyr

Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

Thr
Pro
35

Gly
Ser

Glu

Val

<210> 201
211> 249
<212> PRT
213> NI

Leu
20

Asn

Gly

Leu

Asp

Phe
100

Ser
Val
Ser
Arg
Met
85

His

Gln

Thr

Thr

Trp

Thr

Leu

Glu

85
Gly

Cys
Arg
Lys
Phe
70

Asn

Gly

Gly

Gln
Cys
Val
Lys
Gly
70

Ala

Gly

Ala
Gln
Tyr
55

Thr
Asn

Asn

Thr

Glu
Gly
Gln
Phe
55

Gly

Glu

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Pro

Ser

Gln
40
Leu

Lys

Thr

Ser Gly Phe

25

Pro

Asn

Ser

Lys

Gly

105
Val

Ser
Ser
25

Lys
Ala
Ala

Tyr

Lys
105

274

Gly
Tyr
Arg
Thr
90

Asn

Thr

Leu
10
Thr

Pro

Pro

Ala

Cys

90
Leu

Lys
Ala
Asp
75

Glu

Ser

Val

Thr
Gly
Gly
Gly
Leu
75

Val

Thr

Thr
Gly
Thr
60
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Asp

Tyr

Ser

Val
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Gln
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60
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Val
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45

Tyr
Ser
Thr

Ile

Ser
125
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Val
Ala
45

Pro
Leu
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Leu
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30
Glu

Lys

Ala

Ser
110

Pro

Thr
30

Pro

Ala

Ser

Lys

Trp
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Asn

Val

95
Tyr

Gly
15

Ser
Arg
Arg

Gly

Ser
95

Tyr
Val
Asp
Thr
80

Tyr
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Gly

Gly

Gly

Phe

Val

80
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<220>

<223> T12CHJVH-VL

<400> 201
Glu Val Gln Leu Val

1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

Gly Ser
130

Thr Gln

145

Thr Cys

Trp Val

Thr Lys

Leu Gly
210

Glu Ala

225

Gly Gly

Lys
Asn
35

Ile
Lys
Leu
Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly

Glu

Gly

Leu
20

Trp
Arg
Asp
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180

Leu

Lys

Thr

5

Ser

Val

Ser

Arg

Met

85

His

Gln

Gly

Ser

Ser

165

Lys

Ala

Ala

Tyr

Lys
245

Glu
Cys
Arg
Lys
Phe
70

Asn
Gly
Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys

230
Leu

Ser
Ala
Gln
Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Val

Thr

Gly
Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly
105
Val
Gly
Ser
Val
Ala
185

Pro

Leu

Leu
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Gly
10

Gly
Gly
Tyr
Arg
Thr
90

Asn
Thr
Gly
Pro
Thr
170
Pro
Ala

Ser

Tyr

Leu

Phe

Lys

Ala

75

Glu

Ser

Val

Gly

Gly

155

Ser

Arg

Gly

Ser
235

Val
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Gln
Phe
Leu
45

Tyr
Ser
Thr
Tle
Ser
125
Gln
Thr
Asn
Leu
Ser
205

Gln

Arg

Pro
Asn
30

Glu
Tyr
Lys
Ala
Ser
110
Gly
Thr
Val
Tyr
Tle
190

Gly

Pro

Gly
15
Lys

Ala
Asn
Val
95

Tyr
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly
Tyr
Val
Asp
Thr
80

Tyr
Trp
Gly
Val
Leu
160
Asn

Gly

Leu

Phe
240
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