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L. — Moy Bhuk, frid & S s a5

i) (a) AL A SEQ ID NO:1AZIEERF FIHIHCDR] ; (b) AL SEQ ID NO: 2/ & IL /R 5 H1 i)
HCDR2; (c) f& SEQ ID NO: 3HIZFERR ¥ FIAIHCDR3 ; (d) A SEQ ID NO: 4F) & IEML 7 511
LCDR1; (e) fL 7 SEQ ID NO:5HIZIERR FF FIRILCDR2 ; F1 () A5 SEQ 1D NO: 6/ & FEMR 5 4]
[KJLCDR3 ; B,

ii) (a) A& SEQ ID NO:101H) % FEfR 7 FIHIHCDR] ; (b) L5 SEQ ID NO: 102K & LR T
HIFFJHCDR2; (c) £ SEQ ID NO: 10312 F 8 /77 51 JHCDR3; (d) f4 7 SEQ ID NO: 10412 Ak
R 7 HIILCDR1 5 (e) B SEQ TD NO: 10512 2R /7 I JLCDR2 ; A1 (f) B2 % SEQ 1D NO:106
(1) 2 PR 7 51 [ LCDR3 5 5L

iii) (a) B SEQ ID NO: 201 % 1 /7 I IHCDR ; (b) f. 75 SEQ ID NO: 2021 2 JE 1R
J¥FITHCDR2 5 () £ % SEQ ID NO:203) 2% F% /7 I [FJHCDR3; (d) £ SEQ ID NO: 204K
FEIR T HIFILCDRL 5 (e) B SEQ 1D NO: 2050 & LR 7 FI[FJLCDR2; A1 (f) B2 SEQ 1D NO:
20611 2 LR 7 51 [ LCDR3 5 5L

iv) (@) L7 SEQ 1D NO:301 &R 7 FIJHCDRL 5 (b) €15 SEQ 1D NO: 302K R IR 7
HIFFJHCDR2; (c) £ SEQ ID NO: 30312 F 8 /77 51 JHCDR3; (d) f4 7 SEQ ID NO: 30412 Ak
B2 7 5 ILCDR1 5 (e) €7 SEQ 1D NO: 305/ & R )T 41 HILCDR2 ; A1 (f) £45 SEQ 1D NO:306
(1) & PR 7 51 () LCDR3 5 5L

v) (a) B SEQ 1D NO: 401/ FEML 7 5IfHCDR 5 (b) A7 SEQ ID NO: 402/ HFE R 7
HIFFJHCDR2; (¢) H % SEQ ID NO:403[) 2 F % /77 51 JHCDR3; (d) f4 7 SEQ ID NO: 40412 Jk
R 7 HIILCDR1 5 (e) B SEQ TD NO:4051 2 2R /7 I [ILCDR2 ; A1 (f) B2 % SEQ 1D NO:406
(1) 2 PR 7 51 [ LCDR3 5 5L

vi) (a) B & SEQ 1D NO:501f) & JE/L /7 51 FTHCDR1 ; (b) £ & SEQ 1D NO: 502 & F: 1 7
HIFFJHCDR2; (c) £ % SEQ ID NO:503[) 2 F % /77 51| JHCDR3; (d) f4 7 SEQ ID NO: 50412 Jik
B2 7 5 ILCDR1 5 (e) €7 SEQ 1D NO: 505/ & R )7 41 HILCDR2 ; A1 (f) £45 SEQ 1D NO:506
(1) & PR 7 51 [ LCDR3 5 5L

vii) (a) L ESEQ ID NO: 6012 IR T FIMIHCDRL s (b) £ SEQ ID NO: 602 2 ALK
J¥FITHCDR2 s () £ % SEQ ID NO:603)Z % /7 I [FJHCDR3; (d) £ SEQ ID NO: 604K
R P FIHILCDR1 5 (e) ELESEQ 1D NO: 6051 & FEEL /T 41 ILCDR2 s A1 (f) AL& SEQ 1D NO:
60611 2 HE 1R 7 51 [ LCDR3 ; 5L

viii) (a) B SEQ ID NO:701HZ LR 7 51 HFIHCDRL s (b) £ & SEQ ID NO: 702/ 2 LMK
J¥ FIFTHCDR2 s () B9 % SEQ ID NO: 7032 F /7 #[FJHCDR3; (d) £ SEQ ID NO: 704K
FBR P FIILCDR1 5 (e) BLESEQ 1D NO: 7051 & JEEL /7 41 ILCDR2 s A1 (f) AL 7 SEQ 1D NO:
7061 2 FE % /7 HILCDR3 s BY,

ix) (a) A7 SEQ 1D NO:801HIZ LR ¥ FIJHCDRL 5 (b) €15 SEQ 1D NO: 802K R IR 7
HIFFJHCDR2 s (c) £ SEQ ID NO:803[) 2 FE /77 51 JHCDR3; (d) f4 7 SEQ ID NO: 80412 Ak
B2 7 5 ILCDR1 5 (e) £L7SEQ 1D NO: 805 & AR )T 41 HILCDR2 ; A1 (f) £45 SEQ 1D NO:806
(1) & HE PR 7 51 [ LCDR3 5 5L

x) (a) B SEQ 1D NO: 901/ FEML 7 %I HCDR 5 (b) A7 SEQ ID NO: 902/ R FE R 7
HIFFJHCDR2 s (¢) £ % SEQ ID NO: 90312 F % /77 51| JHCDR3; (d) f4 7 SEQ ID NO: 90412 Jik

2
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% 7 ZIILCDR 5 (e) A7 SEQ 1D NO:905[1) & 2R /3 #1[1JLCDR2 ; AT (f) ELESEQ 1D NO:906
(1) & HE PR 7 51 [ LCDR3 5 5L

xi) (a) fL7%SEQ ID NO: 1001/ % HE PR 7 51 HTHCDRL 5 (b) £ SEQ ID NO: 10021 2 LR
JFHIEIHCDR2 5 (c) AL+ SEQ TD NO: 10031 2 2 /2 /7 51 HCDR3 5 (d) €45 SEQ 1D NO: 1004f)
S FWE FE A ILCDR] ; (e) A5 SEQ ID NO: 1005 2 JE /2 /7 41 LCDR2 ; #1 (f) A7 SEQ 1D
NO: 1006 1) 2 12 )T 41 I LCDR3 ; B

xii) (&) B ESEQ ID NO:2001 K2 HE PR ¥ FIHIHCDR] s (b) f4 7 SEQ ID NO:2002(1) 2 %
% /7 5 THCDR2 5 (¢) £ SEQ ID NO: 20031 2 L 1R T 41 FTHCDR3 5 (d) 415 SEQ ID NO:2004
() S8 FE 8 7 FIFILCDR 5 () A2 SEQ ID NO: 2005011 2 3L 1 /5 41 (FILCDR2 ; F11 () A4 47 SEQ 1D
NO: 2006 1) 2 J: 12 )7 51 I LCDR3 ; B

xiii) (a) & SEQ ID NO:3001 [ 2 FME /7 I [JHCDR1 ; (b) F7 SEQ ID NO: 3002 2z %
% 7 51 THCDR2 5 (¢) £ SEQ ID NO: 30031 2 LR T 51 FTHCDR3 5 (d) 415 SEQ ID NO:3004
() 5 F |8 5 HIFILCDR1 ; (e) 35 SEQ ID NO:30056) 28 2 /5 41 fJLCDR2 ; A1 (f) £, 2 SEQ 1D
NO: 3006 1) 2 J: 12 )T 41| I LCDR3 ; B

xiv) (a) B £ SEQ ID NO:4001 K2 HE R T FIHIHCDR] s (b) f4 & SEQ ID NO:40021) 2 %
% J7 5 THCDR2 5 (¢) £ SEQ ID NO:40031 2 1R 7 51 THCDR3 5 (d) 415 SEQ ID NO:4004
() 5 F |8 HIFFLCDR1 ; (e) 35 SEQ ID NO:40056) %8 /2 /5 41 ) LCDR2 ; A1 (f) £, £ SEQ 1D
NO: 4006 1) 2 F: 12 )T 51 I LCDR3

2 ARIEAUCRE R 1 FTR & 7 Pk, Horp Frid Hid & B nT A2 X (VH) A v A8
X (VL) , Hr.

i) FriAVHESEQ 1D NO: 1209 % R )T 11 2 2090 % .91 % .92% .93 % .94% .95% .96 % -
97% .98% .99 % 8100 % — 5 H TR VL 5SEQ ID NO: 18 FER F 41 £ /90% .91 % .
92% .93% .94% .95% .96 % .97 % .98 % .99 % 5100 % — % ; 5k

ii) Fri®VHESEQ ID NO: 112/ & LR 7 41 2 /090% .91%.92% .93 % .94% .95 % «
96%97%98% .99% 55100% — & H T IAVLESEQ ID NO: 118 & FEME T 51 & /90 % .
91%.92% .93% .94% .95% .96 % 97 % .98 % .99 % 5 100 % — 3 ; %,

iii) FTIAVHSSEQ 1D NO: 212 & B IR 7 41 2220909 .91 % .92% .93 % .94 % .95 % «
96%97%98% .99% 55100% — & H T IRAVLESEQ ID NO: 218 & KR T 51 2 /90 % .
91%.92% .93% .94% .95% .96 % 97 % .98 % .99 % 5 100 % — ¥ ; %,

iv) FridVHESEQ ID NO:312/ & LR 741 % /090% .91%.92% .93% .94% .95 % «
96%97%.98% .99% 55,100 % — & H T iRAVLESEQ ID NO: 318 FEME T 51 2 /90 % .
91%.92% .93% .94% .95% .96 % 97 % .98 % .99 % 5 100 % — 3 ; %,

v) FTIRVHSSEQ 1D NO:4120 & FEMK T 5152 /090% .91%.92% .93% .94%.95% .
96%97%.98% .99% 55100% — & H T iRAVLESEQ ID NO: 4185 FEME T 1 & /90 % .
91%.92% .93% .94% .95% .96 % 97 % .98 % .99 % 5 100 % — 3 ; %,

vi) FriAVHESEQ ID NO:512M & B 741 2 7590% .91% .92%.93% .94 % .95% .
96% 97%98% .99% 55100 % — & H T IRAVLESEQ ID NO:518f S FEME T 51 2 /90 % .
91%.92% .93% .94% .95% .96 % .97 % .98 % .99 % 5 100 % — 3 ; %,

vii) FrifVHESEQ ID NO:612/ % MR 751 % 2090% .91%.92%.93%.94% .95% .
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96% 97%98% .99% 55100 % — & H T IRAVLESEQ ID NO:618[F) S FEME T 51 & /90 % .
91%.92% .93% .94% .95% .96 % 97 % .98 % .99 % 5 100 % — 3 ; %,

viii) FrikVHSSEQ ID NO: 712/ 2 5/ 7 41 2 /09096 .91%6.92% .93% .94 % .95 %
96%97%98% .99% 5§100% — & H T IRAVLESEQ ID NO: 718 & FEME T 51 & /90 % .
91%.92% .93% .94% .95% .96 % .97 % .98 % .99 % 5 100 % — T ; %,

ix) FridVHESEQ ID NO:812[ & LR T 412 /090% .91%.92% .93% .94% .95 % «
96%97%98% .99% 55100 % — & H T iRAVLESEQ ID NO: 818 & FEME T 1 & /90 % .
91%.92% .93% .94% .95% .96 % .97 % .98 % .99 % 5 100 % — 3 ; %,

x) FTIRVHSSEQ 1D NO: 9120 & FEMR 7515 /090% .91%6.92% .93% .94%.95% .
96%97%98% .99% 55100 % — & H T IRAVLESEQ ID NO: 918 & FEME T 51 2 /90 % .
91%.92% .93% .94% .95% .96 % .97 % .98 % .99 % 5 100 % — 3 ; %,

xi) FridVHESEQ ID NO: 1012/ % M. /7 51 2 2090% .91%.92%.93% .94 % .95% -
96% .97% .98% .99% 5,100% — F H iR VLESEQ ID NO: 101811 & J: 18 7 41 % 2090 % .
91%.92% .93% .94% .95% .96 % .97 % .98 % .99 % 5 100 % — 3 ; %,

xi1) PrifVHSSEQ ID NO: 2012 2 5/ 7 41 4209096 19126 .92 % .93 % .94 % .95 %
96% .97% .98% .99% 5,100% — F H iR VLESEQ ID NO: 2018112 L8 7 41 % 2090 % .
91%.92% .93% .94% .95% .96 % .97 % .98 % .99 % 5100 % — 3 ; %,

xi1i) PrifVHSSEQ ID NO: 301202 FEM2 /7 411 220909 .91 %6 .92% . 93% .94 % .95 % .
96% .97% .98% .99% 5,100% — F H iR VLESEQ ID NO: 30181 & 31 ¢ 41 % 2090 % .
91%.92% .93% .94% .95% .96 % 97 % .98 % .99 % 5 100 % — 3 ; %,

xiv) il VHSSEQ ID NO:4012) 2 5/ 7 51 4209096 .91%6 .92 % .93 % .94 % .95 %
96% .97% .98% .99% 5,100% — F H iR VLESEQ ID NO:4018[11 2 1 7 41 % /090 % .
91%.92% .93% .94% .95% .96 % .97% .98 % .99% 5,100 % — .

3R ARE R 12 Pk &8 7 S Hidd, b Brid S a0 & B nT AR X (VH) A ]
ARX (VL) , Hrr e

i) FrifVHEL & FriSEQ 1D NO: 122 ZE 1R T 1 iR VLALE B iASEQ 1D NO: 181 %
FLBR T 5 5

i) PrikVHEL & BTl SEQ 1D NO: 112 &2/ 7 71 H AT IR VLA & FriASEQ 1D NO: 118f1
AL 75 5L

ii1) FTIRVHEL & FrifSEQ 1D NO: 2120 & )T 1 H Tl VLA & BT iRSEQ 1D NO:218
R T 4 5 5

iv) FTIRVHELS TR SEQ 1D NO: 312 & 212 /7 41 B ATk VL AL & FTIRSEQ 1D NO:318H]
AL 75 5 5L

v) FTIRVHEL & BT IRSEQ 1D NO: 412 % 2 7 51 H BTk VL AL & Bk SEQ 1D NO:418[1]
AL 75 5L

vi) BT VHEL & FTIRSEQ 1D NO: 5121 & MR )T 4 H TR VLA & BTl SEQ 1D NO:518(1)
AL 75 5L

vii) FTiRVHEL & ATIRSEQ 1D NO: 612/ & 1R /7 41 H i VLA & ik SEQ 1D NO:618
R T A 5 5
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viii) FriRVHAL S FTIRSEQ ID NO: 712f) & JRlE 2 41 H T iR VL AL & BT IRSEQ 1D NO: 718
R T A 5 5

ix) BTk VHEL &% BTk SEQ 1D NO: 812 & B 7 41 HL AT IR VLA 7 FiriASEQ 1D NO: 81811
AL 75 5 5L

x) AR VHAL 5 BT IASEQ 1D NO: 912 & 02 /7 41 H Frif VLA & Fr ik SEQ 1D NO: 918
AL 75 5L

x1) FTIAVHAL & FTIASEQ 1D NO: 1012/ 2 FL 1R 7 41 H ik VLA % B SEQ 1D NO:1018
R T A 5 B

xii) FTiRVHEL & FTIRSEQ 1D NO: 2012/ & IR 7 4 H T iR VLA 7% A iR SEQ 1D NO:
201811 = LML 7 41 5 5L

xiii) FrifVHEL & ATIASEQ 1D NO: 30120 E R 7 4 H AT iAVLAL & AT i&RSEQ 1D NO:
3018 = MR 7 41 s B

xiv) FTiRVHEL & FTIASEQ 1D NO:4012f) %= IR 7 4 H iR VLA 7% A iR SEQ 1D NO:
40181 LR 751

4 AR AR BRI EL R AT — DT IR 1 & 2 B Bl , Hod rid b a2 s e R i

5. AR YE AR BRI B R AT — T T IR 225y S iR, Horp Frid buisg suik A B .

6. R JEAFEL RO T IR (1) &5 B iR, Horh ik Fy B fgéFab Fab’” \Fv.scFvEl (Fab’ ) ,.

7 ARAEBREL R 1B S AT —TUAT IR & 7y B Pk, oA Frid fo ik A K pidk .

8. MR PE BRI EL R 1 B8 AL — T FT IR I & 4 B Bk, oA Frid Prk (I Fe X L & g6l
1gG2.1gG3E 1G4

9. MR ZE R B8 H T — T TR & 7 B Bk, o Frid pu it & N 1gGl H B 1E 2
X

10 AR HE AR B =R 1 B8 H AT — BT IR 1 & 4 B Pk, b il TR & N TG4 BB 1E
TEX

L1 AR BRI ZSR LIRS il , Hob ik bl & R N TgG4 EFEEE X .

12 AR BRI Z SR LA IR 1) 4 5 B A, oA i SRAS A 1 g G4 B B 8 58 X AL 36 H A
TR SRAE ARYEEUG 5 G5 1 Ser 2284 19 HUAX  Leu235 4L AU AT Asn297 AL 1y AR Bl H AL
PAN

L3 ARIEAUHI ER 1L iR 28 70 B PiAk , Forh Bk SR AR A T g G4 3 A 1H 7E X A4 & iR FEEU
%S IS 1 S228PHL AR RIL235EHLAL

14 AR P AR B R 1 B9 AT — TR 0 & 40 B Pk, b Frid TR B & N 1gGl H 85 1E
E X, HH A Frid g

1) B IINK 4 A ik s B /5%

1) 38 HONKAH M) 35 Ak 5 H/BL

111) BG IR INKAHAE S HUTICI THUAARLH & B i ()35 4k H./8

iv) FHAR P IR AR s B85

v) TE FH IR B OR B B 1 IR ARLN o

15. — PR 4 A RO ZE R AE— TR i P ) N IR Ei e B .

16. —Fh2H A4, BT id 20 6 9060 & AR AR BRI ZE SR 1 B 15 AT — T BTk i AR A= 2 2%

5
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CIE: 2 iE=0 NS

17 ARIERRNE R 16 Frid I &9, Frid 4 & 49385 PD-1.PD-L1.CTLA-4.Lag - 35§
TIM-3H 5B

18. — Fh 3 o IR / B 82 57 1 I BT IRe O 88 S LI V2%, B 7 kB 4 ) AR
A R ) 52 X3 it AR A BRI S R 1 2159 AT — Ik A oA B 4 BUR 225K 168517 By i
RS/

19. —Fh 3 om 27 & FH I CD8 THHMIVE LI 71k, BT IR 7 V2 B 36 W) 75 ZECD8. TN E 1
(1) 52 338 it FH AR $i AR B3R 130 155 AT — T BT iR B B sSORR AR B2 SR 16 51 7 BT il (1 40 &
Yl

20. — 3G o 32 i F I CD8 T4HMT4RFR v P AE R 7%, BTk 77 VA AL 4% 0] 75 22CD8 T
TR v Fo A 52 e FAR H AR R 121 15 AT — T3 BT I8 (1) P A AR 8 AN R B R
1681 THTIR A

21— Fh 4t o 57 338 Hh () NK I I 36 Ak 140 77 2%, BT I 7 v B 4 1) 75 EENK A I 75 AL 16 523
i FHAR AR L 3R 12115 T — TR I B AR SR I AR ZE R 165 1 TRT IR I H &9 -

22 . — PG5 52 338 INK A M A T 10 40 B 25 1 1 592, BT v B ) 75 24 INK
1T A T 1) 40 B B 1 1) 52 X Tl FH AR AR BRI SR 1 30150 T — TRk 1 0 A4 SRR B B 22
R16EK1THTIR A9

23— IR IT 52 ARG IRREIE 1) 77 V2%, BT I 77 v A G ) BB e i 119 52 K e FH AR 8 ASUF)
FLR 1R 15 H T — IR 1 PR SR P AR ZE R 16 81 TR 4054

24 AR HEBURNEL R 23 BT I (1) 77925, Forp BT IR Sl o 980« bR EEL9RT  BR 41 B RT « PR B 1 I
i o

25 AR FEA RN ZE SR 23 Bk 1 77 2%, H o i Je A g S DR 40 A /) 200t s o e A
R TE R T AR MR A AP R AR /N B e (LR SR 40 M SR /N0 B i) it e i
figh R Je BB < T 4 P e 18 Mo R IR L 2 i BRI B R L T U L O LR L T
(liver cancer) - JBEBEsE AT 400  FLARIE &5 e S5 I B e - T B N IR Bl 7 2 e T
VRS e B A e S R A R L AN BH e L O B R (hepatic carcinoma) i
P~ T PN R S AL MO PR | 15 e B R B PR I S B (B Sk B0
fig TR 241 ) o

26 . — PG5 52 3038 H CD226 5 CD1 1 219 AH ELAE FH I 715, BT i J5 2 B0 4 1) 52 4 3 it FH
FR B AR ZE 3R 12155 — T TR B B AR SR I AR ZE R 165 1 TRT IR I H &9

27 AR YEEUR) L R 18 B 26 H AT — TUAT IR 1) 75155 » Ho o FIrid 5 vk 3 B0 4 it FH 28 — 977V

28 ARFEBRNE R 2T iR ) 51, Forb i 56 PV R U T iR R

29 AR BRI LR 2T P iRk 1 735, Forb BT i 28 7 ik e it A 22732 L RS R Bl R T
1] o FE 5 71

30 AR HEAHNEL R 27 Frak (1 773 , Hov Birads 8% — 979 =& it FHPD-1.PD-L1.CTLA-4.Lag-3
B TIM- 3537

31 AR YRR R 27 Brid (1 53, Forp BT IR 58 7 V23 2 Jil FH T TG T TELCDI6 I F5 171 o

32 ARHERHNEL R 27 Pk (¥ 7715 , o Bl 2% — 97 7% =& Jiti FHPVRL1 \PVRL2 .PVRL3PVRL4
AICD155HHE B
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33 AR BRI R 2T Bk 1) 5 ¥, Forb BTl 38 97 V2 2 it FHCDAT RS 0571

34 ARFEBURNE SR 2T Fri 1) 751, Forb B 56 722 it HCD 39 #5455

35 ARFEBRNE R 2T Frik 1) 5 v, Forp Firid 56 77 v e it H TL - 27 ) H5 bl

36 ARYEACR ZE R 27 Pk (1 7715, o rp BT i 55 — 7 =2 it FHSTINGH BN 551 .

3T ARFEBRNEE SR 303 35 AL —TUAT iR (¥ 7725 , Ho A B il S5 P2 i

38. —FLIR , IR LR G b AR A BRI B SR 1 3 1 5 AT — LA iR (1 P A

39. —FhiE E UM, BTk 1 5 A0 A S AR BUR) Z R 38 T IR AL TR -

40— = A AR AR BRI EE R 1B 15 AT — IR I BRI 7 3%, i@ ik s e o 3%
IS FTRBUAR T 25 A T R R AR AR L SR 39 AT i (1) 7 41

A1 ARIERURIEL R A0FTR I T7v , i 5 e s alifb prid fifa
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$CD112R2B &4 FN /5 3%

[0001]  AHOCHIIEHIAZ X 51 H

[0002]  AHHTEEER T-20184E7 H20 H #2421 36 H In i B 15 5562/701 , 0655 F1-F-20194F5
H8H 22 1 S [ I i F i 5562/844,958 5 IR & , Frids 5& [ I i FE 8 1 o8 25 i 51 FH A
FARARIE NS H

FAR S
[0003]  $RALHTCDI12RFTAA A S AT 855 L 18I0 AR 2 30 088 B 138 I B VA T Y8 i AN 1 i
CD226-5CD112f% A1 B A F 7 T i) FHI& o

EREA

[0004]  fy2 ZR 4G 1) 56 R RHIE B4 73 S 0 ) FH v FEARR AU IE) He 28 20 PR R 2 B A, 0
JIEE R AIE 52 o S TR S TR FH AR S 1 R DR SR A7 AE IR ATL ) (F97) dam Je s RORB A 2 ) 2 b 2 — 3
817 2 AR [ B o 5 S8 %A (NK) 40 B2 — PRtk 2 4B A, B2 Je R e I8 R G — 343 HonT Rl
FAABAFAE ©ATT 0 20 PR o A F10) A 8 302 J30) ARV DA 95 B S e P 4 A AR e 448 P o

[0005] i S 14 o 128 [ s 1] it 25 6T e 5 140 e 82 T A Jo 4 FHL R A ) B 28 o A4 2 2 A 2 4
fE (CTL) , tHARACDS TAH ML , A2 38 I 4 G 28 S5 7 R — 384 » R A e AT TR 531 e it B 3 4
(APC) 538 1193 753 A1 JIRg Y5 M T i - CTLIE Ik 55 APC (191 a4 51 K 24t e i 5 i &4 ) AH B4 FH
MR35 4 - APCTEMHC 73 8 53¢ 1 ) TAR O R 11 _E I TR AR SZ 44 (TCR) 238 R i i o 721X Fif
I J5FH ELAE F A, APCHR AL 51 S TAH AR Ak  T4H B 34 5 LA R 88 3k 240 i 53 PE ML 19 20 Bl T Bk 3R
TR P 2 PR RS T

[0006] it FHHLCD1 1 2R G 8 y7 VR AR 164 o 3 i AR 282 B 12 S S I L2 o CD11 2R 22 T
21 i FINK 24 Jfd 200 PR 40 ) 12 52 A, 9 5 & A2 R CD226 5 4+CD 11245 4 . CD1125CD1 1 2R AH
B AE R 5CD226 1 1 B A 2 A T m 25 A1 77, I 20 18 55 CD226 /v 5 1 A 75 4L
BHLIT 5 CD1 1240 B4 H B HTCD1 1 2R 44 B #2 R HICDL12R T Vi 4 i 1445 5 4% 5, [R) I Jd it
B HINCD226 5 CD1 121 A HAE FH R AR 13 58 K I B 88 40 B v b o FE AR A 5 o, 2 BBt
CD112RFUAA HE I G5 955 250 57 200 B 14 B8 5 3 e R 4 o 12

[0007]  CD112R mRNAZEIA {E VT 2 Ji i 4 23 Ao I 28 I HL A2 25 T8 FHTCGA (e iE 225 (R 41 1A
) BICHE A 1 U 2 BT ASE WU ) o " ) SRR AE T4 B RINK 2 P 1) Jie g v A it o B A 1 B 4
b2k A1, CD112RECAARCD1 1 21 R 38 5 75 A [7) 24 M A 5 1) Iy 2t b s o 28 T X ey
L, CD112RA7E JiRg 4= Vi F 2 A A b i 22 ELAT AR DR B A7V 3 el e 55 1A 1) a8 e 2 e
g RE -

[0008] [t {8 HPTCD1 1 2RPUAR 767 IR T TR 4t N I HIPES S A& S HINL S 1% T
I MEAS S AL S B WL HRHE R 2 78 2 CD 11 2R (1) Hh 28 24 o 78 b33 1 A 455 P 5 ek g 4 i A /
BUEBEAHAL FRCDL 1245 G R AR, H B Y58 38 DA R ST MR G I SR RE
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LZRAR

[0009]  7E—usifiiJr R, JRALE 4 B PICDL L 2RPUAR - X FH 43 B I BUCD 11 2RI AR 25
A 2N CD112R, Ho A frad ST AARH Wr ACD1125 AN CD112RZ 8] (1) 45 & A8 T A B HAS 2 BH B /)N
CD1125/NR CDL12RZ [R5 AH ELAR L e rh HuAR AR i b 2 A A BidRk sl N AL i
[0010] 7 —2esji )y b, R A THRMA 0 SR, ik & 5y B Piia sy

[0011]  (a) L7 SEQ ID NO: 1[)Z B /7 I HIHCDRL ; (b) B 7 SEQ 1D NO: 22 AR T 71
[FJHCDR2; (c) f % SEQ ID NO: 32 IR 7 41 HHCDR3 s (d) A7 SEQ 1D NO: 4[] & F: /7 4]
[JLCDR1; (e) £ SEQ ID NO:5HIZ IR T FIRILCDR2 ; A (F) L7 SEQ ID NO: 6/ & LR T
FIf¥JLCDR3 ; B,

[0012]  (a) f4{%SEQ ID NO: 1012 LR 7 FIIHCDR] s (b) f4 7 SEQ ID NO: 1021 & JE 1R
JFFIHIHCDR2 5 () BL 5 SEQ 1D NO: 103/ Z B2 /7 FIITHCDR3 5 (d) ELESEQ 1D NO: 1041
R P HIIILCDR1 s (e) AL A SEQ 1D NO: 1051 & JE R /7 41 ILCDR2 s A1 (f) A4# SEQ 1D NO:
106 1) 2 1R )7 41 I LCDR3 ; B

[0013]  (a) 4% SEQ ID NO:201f & ZEMR 7 FIIHCDR] s (b) f4 7 SEQ ID NO:202f) 2 JE 1R
J¥FITHCDR2 5 () B9 #% SEQ ID NO: 203 % F% /7 I [FJHCDR3; (d) £ SEQ ID NO: 20412
R P FIMILCDR1 s (e) AL A SEQ 1D NO: 2051 & JE L /7 41 ILCDR2 s A1 (f) AL# SEQ 1D NO:
20611 2 LR 7 51 [ LCDR3 5 5L

[0014]  (a) 47 SEQ ID NO:301fZ LM T FIIHCDR] s (b) f4 7 SEQ ID NO:302f) & IR
JFFIHIHCDR2 5 () BL 5 SEQ 1D NO: 303/ Z B2 /7 FIIFTHCDR3 5 (d) ELESEQ 1D NO: 30417
R P FIMILCDR1 s (e) AL A SEQ 1D NO: 3051 & FE L /7 41 ILCDR2 s A1 (f) £4# SEQ 1D NO:
3061 2 FE L /7 HILCDR3 s B,

[0015]  (a) f4{%SEQ ID NO:401f & IEMR 7 FIIHCDR] s (b) f4 7 SEQ ID NO:402f & IR
JFFIHIHCDR2 5 () BL 5 SEQ 1D NO: 403/ Z FE L /7 FIITHCDR3 s (d) BLESEQ 1D NO: 404172
R P FIILCDR1 s (e) AL A SEQ 1D NO: 4051 & FE L /7 41 ILCDR2 s A1 (f) AL& SEQ 1D NO:
4061 & HE PR 7 51 [ LCDR3 5 5L

[0016]  (a) 47 SEQ ID NO:501f & IR 7 FIIHCDR] s (b) f4 7 SEQ ID NO: 5021 & IR
JFFIHIHCDR2 5 () BL 5 SEQ 1D NO: 503/ Z HE L /7 FIITHCDR3 5 (d) ELESEQ 1D NO: 504172
R 7 HIILCDR1 ; (e) AL SEQ ID NO: 505/ & IEMR ¥ F1ILCDR2 ; A1 (f) 3% SEQ 1D NO:
5061 2 FE L /7 H1ILCDR3 s B,

[0017]  (a) 4% SEQ ID NO:601f & IEMR 7 FIIHCDR] s (b) f4 7 SEQ ID NO: 6021 2 IR
JFFIHIHCDR2 5 () BLESEQ 1D NO: 6031 Z HE 2 /7 FIIFTHCDR3 5 (d) EL 7 SEQ 1D NO: 604112
R P FIMILCDR1 s (e) AL A SEQ 1D NO: 6051 & FE R /7 41 ILCDR2 s A1 (f) A4# SEQ 1D NO:
60611 2 LR 7 51 [ LCDR3 5 5L

[0018]  (a) 474 SEQ ID NO:701fZIEMR T FIIHCDR] s (b) f4 7 SEQ ID NO: 702M) & IR
JFFIHIHCDR2 5 () BLSEQ 1D NO: 703/ 2 HE IR /7 FIIFTHCDR3 s (d) ELESEQ 1D NO: 704172
R 7 HIILCDR1 ; (e) B2 SEQ ID NO: 705/ & JEMR ¥ #1ILCDR2 ; A1 (£) 3% SEQ 1D NO:
7061 2 FE % /7 HILCDR3 s B,

[0019]  (a) 7% SEQ ID NO:801ZIEMR T FIMIHCDR] s (b) f4 7 SEQ ID NO: 802 & IR
JFFIHIHCDR2 5 () BL 5 SEQ 1D NO: 803/ 2 FE 2 /7 FIIFTHCDR3 5 (d) ELESEQ 1D NO: 8041
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R 7 HIILCDR1 ; (e) B2 SEQ ID NO: 805/ & JEMR ¥ #1ILCDR2 ; A1 (£) 3% SEQ 1D NO:
8061 2 LR [T #1] [ LCDR3 5 5L

[0020]  (a) f4{%SEQ ID NO:901f & IR 7 FIMIHCDR] s (b) f4 7 SEQ ID NO: 9021 & IR
JFFIHIHCDR2 5 () BLSEQ 1D NO: 903/ Z FE 2 /7 FIIFTHCDR3 5 (d) BLESEQ 1D NO: 90412
R 7 HIILCDR1 ; (e) AL SEQ ID NO: 905/ & JEMR ¥ #1 ILCDR2 ; A1 (f) 3% SEQ 1D NO:
90611 2 IR 7 #1] [ LCDR3 5 5L

[0021]  (a) fL{SEQ ID NO: 1001/ 2 /2 /¥ FIHIHCDRL 5 (b) £ SEQ ID NO: 1002 2 &
% /7 51 THCDR2 5 (¢) £ SEQ ID NO: 10031 2 LR T 41 FTHCDR3 5 (d) 415 SEQ ID NO:1004
() 2 F B8 HI I LCDR1 ; (e) 35 SEQ ID NO: 10056 8 2 /5 41 fJLCDR2 ; A1 (f) £, 2 SEQ 1D
NO: 1006 1) 2 12 ) 41 I LCDR3 ; B

[0022]  (a) fL{SEQ ID NO:2001 /)2 /2 /7 FIHIHCDRL 5 (b) £ SEQ ID NO: 2002 2 &
% /7 51 THCDR2; (c) £ SEQ ID NO: 200312 L 1R T 41 FTHCDR3 5 (d) 41 SEQ ID NO:2004
() 5 F |8 HI I LCDR1 ; (e) 32 SEQ ID NO: 20056 28 /2 /5 41 ) LCDR2 ; A1 (f) £, 2 SEQ 1D
NO: 2006 1) 2 12 )T 51 I LCDR3 ; B

[0023]  (a) f4{SEQ ID NO:3001H)Z /2 /7 FIHIHCDRL 5 (b) £ SEQ ID NO: 3002 2 &
% /7 51 FTHCDR2 5 (¢) £ SEQ ID NO: 30031 2 LR ST 41 FTHCDR3 5 (d) 41 SEQ ID NO:3004
(K S8 FE /8 7 FIFILCDR 5 () A2 SEQ ID NO: 30050112 3 /5 41 (ILCDR2 ; F11 () A4 47 SEQ 1D
NO: 3006 1) 2 J: 12 )7 41| I LCDR3 ; B

[0024]  (a) fL{SEQ ID NO:40011) 2 F/2 /7 FIHIHCDRL 5 (b) £ 7% SEQ ID NO:4002 ] 2 2
% 7 B THCDR2 5 (¢) £ SEQ ID NO:40031 2 1R T 51 FTHCDR3 5 (d) 415 SEQ ID NO:4004
() 2 F |8 HI I LCDR1 ; (e) 35 SEQ ID NO:40056) 28 R/ /5 %1 ) LCDR2 ; A1 (f) £, SEQ 1D
NO: 4006 1) 2 F: 12 )T 51 FILCDR3

[0025]  FE—dbsijifi y R, Bk G & S EE v AR X (VH) FIEREE ] AR X (VL) , Forpr s

[0026]  VH5SEQ ID NO: 12/ &R T 412 /090% .91%.92% .93%.94% .95% 96 % -
97% .98%.99% 5,100% —%t HVL5SEQ ID NO: 18HI & FE/)F 4% 490% .91% .92% .
93% .94% .95% .96 % 97 % .98% .99 % 5 100 % — 3 ; B

[0027]  VHAESEQ ID NO: 112F) &R 7514 090% .91 % .92% . 93% . 94% .95% .96 % «
97%.98% .99% 5,100% — 3 HVL5SEQ ID NO: 1184 3 E: 7 41 & 2090% .91 % .92% .
93% .94% .95% .96 % 97 % .98% .99 % 5 100 % — 3 ; B

[0028]  VHAESEQ ID NO: 212K &M 75142 7090% .91 % .92% . 93% . 94% .95% .96 % «
97%.98% .99% 5,100% — 3 HVL5SEQ ID NO: 218 & 3L E: /7 41 & /090% .91 % .92% .
93% .94% .95% .96 % 97 % .98% .99 % 5 100 % — 3 ; 5L

[0029]  VH5SEQ ID NO:31209& R /T 512 590% .91%.92% .93 % .94% .95% .96 % -
97%.98% .99% 5,100% — 2 HVL5SEQ ID NO: 3184 3 E: 741 & 2090% .91 % .92% .
93% .94% .95% .96 % 97 % .98% .99 % 5 100 % — 3 ; 5L

[0030]  VHASEQ ID NO: 412K &M 514 7090% .91 % .92% . 93% . 94% .95% .96 % «
97%.98% .99% 5,100% — 3 HVL5SEQ ID NO: 4184 3 E: 741 & /090% .91% .92% .
93% .94% .95% .96 % 97 % .98% .99 % 5 100 % — 3 ; B

[0031]  VH5SEQ ID NO:5120 &R /T 512 590% .91%.92% .93 % .94% .95% .96 % -
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97%.98% .99% 5,100% — 3 HVL5SEQ ID NO: 5184 3 E: 741 & 2090% .91 % .92% .
93% .94% .95% .96 % 97 % .98 % .99 % 5 100 % — 3 ; B{

[0032]  VH5SEQ ID NO:612[0 &R /F 512 590% .91%.92% .93 % .94% .95% .96 % -
97%.98% .99% 5,100% — 3 HVL5SEQ ID NO: 6184 I E: /741 & /090% .91 % .92% .
93% .94% .95% .96 % 97 % .98% .99 % 5 100 % — 3 ; B{

[0033]  VH5SEQ ID NO:7120& T 512 590% .91%.92% .93%.94% .95% .96 % -
97%.98% .99% 5,100% —# HVL5SEQ ID NO: 7184 3 E: 741 & /090% .91 % .92% .
93% .94% .95% .96 % 97 % .98 % .99 % 5 100 % — 3 ; B{

[0034]  VH5SEQ ID NO:8120& R /T4 % 90% .91%.92% .93%.94% .95% .96 % -
97%.98% .99% 5,100% — 3 HVL5SEQ ID NO:818[& I E: /741 & 090% .91% .92% .
93% .94% .95% .96 % 97 % .98% .99 % 5 100 % — 3 ; B{

[0035]  VH5SEQ ID NO:9120) &R /7512 2590% .91%.92% .93 % .94% .95% .96 % -
97%.98% .99% 5,100% — 3 HVL5SEQ ID NO: 918 & I E: /7 41 & /090% .91 % .92% .
93% .94% .95% .96 % 97 % .98% .99 % 5 100 % — 3 ; 5L

[0036]  VHESEQ ID NO: 1012/ & MR 7 512 2590% .91 % .92 % . 93% .94% .95% .96 % -
97%.98% .99% 5,100% — & HVL5SEQ ID NO: 1018\ & HEM/E ¥ %1 % 2090% .91 % .92 % .
93% .94% .95% .96 % 97 % .98% .99 % 5 100 % — 3 ; 5L

[0037]  VHESEQ 1D NO: 2012 & 2/ 7 512 290% .91 % .92 % . 93% . 94% .95% .96 % -
97%.98% .99% 5,100% — & HVL5SEQ ID NO: 2018 & HM/E 751 % /090% .91 % .92 % .
93% .94% .95% .96 % 97 % .98% .99 % 5100 % — 3 ; B{

[0038]  VHESEQ ID NO:3012f & MR 7512 2590% .91 % .92 % . 93% .94% .95% .96 % -
97%.98% .99% 5,100% — & HVL5SEQ ID NO:3018[K & HME 771 % /090% .91 % .92 % .
93% .94% .95% .96 % 97 % .98% .99 % 5 100 % — 3 ; 5L

[0039]  VHESEQ 1D NO:4012f & MR 7512 2590% .91 % .92 % . 93% .94% .95% .96 % -
97%.98% .99% 5,100% — = HVL5SEQ ID NO:4018[K & HM/E 751 % /090% .91 % .92% .
93%.94% .95% .96 % .97 % +98% .99 % 5,100 % —5{

[0040]  7E—#EsSjE 77 2, PriR A & A ST iR 1161~ CDR (HCDR1 . HCDR2 \HCDR3\LCDR1
LCDR2FALCDR3) , LA J 5 A ST Fr ik i VHAN/ BRVL A R )7 91 22209096 .91 % . 92% .93 %
94%.95% .96 % 97 % +98% .99 % 5100 % —EL () VHAN/BL VL FF 41| o 7 — S8 5 i 7 S vF , VH
A/ B VL 51 5 A SR i & 3 R 7 1 - AF 100 % — 5o 7E — B8 82 i 5 = b, Piik & A
J7 iR f¥THCDR 1 \HCDR2 \HCDR3 . LCDR1 . LCDR2 FILCDR3Z8 2 /75 1) , LA JZ VHAN /8% VL %1 N 7 CDR
FF 51 2 A FE 51 AR A, o 23X L6 S it 5 %2 A, VHAN/ B8R VL 2 41 ) 8 41 A8 Ak Ak T VHAN /B VL —
MEEZMERX N

[0041]  FE—2es0jfi 7 Zrh, PiiRk U & 5 AR SO iR I & 1R 7 41 222090 % .91 % .92 %
93%.94% .95% .96 % 97 % .98 % .99 % 5,100 % — F ¥ VHAN /BLVL £ 4] o 76 — LB 52 i 5 %2
W, VHAR/ B VLT 51 5 R SCRT il () & AR R I 3E 100 %6 — 3 7R X B8 s 77 = b, B AE 55 B i
BH , 75 W VHAR /BVL T 51 1) 5 51 A2 A6 Ak T-CDR T 51 I A/ BCDR 7 #1171

[0042]  FE—dbsijifi y R, Bk G & S EE v AR X (VH) AR EE ] AR X (VL) , Forpr s

[0043]  VHELESEQ 1D NO: 122 & 1R)7 4 HVLAEESEQ 1D NO: 1812 LR T 41 ; 5L
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[0044]  VHELZSEQ ID NO: 112/ 2% Fm2 7 41 HVLAL &% SEQ ID NO: 18 FR /741 s B
[0045]  VHELZSEQ ID NO: 212/ % M2 7 41 HVLAL &% SEQ 1D NO: 218 2 FR /741 s B
[0046]  VHELZSEQ ID NO:312[) % FMe 7 41 HVLAL &% SEQ 1D NO: 318 FR /741 s B
[0047]  VHELZSEQ ID NO:412f) % FMe 741 HVLAL &% SEQ 1D NO: 418 2 B2 /741 s B
[0048]  VHELZSEQ ID NO:512[) % FMe 7 41 HVLAL &% SEQ ID NO: 518 B /741 s B
[0049]  VHELZSEQ ID NO:612[) % M2 7 41 HVLAL &% SEQ ID NO: 6181 2 F2 /741 s B
[0050]  VHELZSEQ ID NO: 712/ % Fme 7 41 HVLAL &% SEQ 1D NO: 7182 B2 /741 s B
[0051]  VHELZSEQ ID NO:812[)Z FMe 7 41 HVLAL &% SEQ ID NO: 818H 2 FMR /741 s B
[0052]  VHELZSEQ ID NO:912[) % Fle 7 41 HVLAL &% SEQ 1D NO:918H 2 KR /741 s B
[0053]  VHELZSEQ ID NO:1012f)% 2R 741 HVLAL % SEQ 1D NO: 1018 & FEMR T 41 5 5L
[0054]  VHELZSEQ ID NO:2012f) % B )74 HVLAL % SEQ 1D NO: 2018 & FE MR T 41 5 5L
[0055]  VHEL 7 SEQ ID NO:3012f)% B 741 HVLAL % SEQ 1D NO: 3018 & FER T 41 5 5L
[0056]  VHELZSEQ ID NO:4012() &3R4 HVLE FSEQ 1D NO:4018[ & IR T 51
[0057]  fE—2LSLyti 77 2P, SR AL AUNK AR B PTCDL 1 2R B4 o 7E — 2L st 77 R Hh , $2 it |
WANK4H AL 1 CD13THIPTCDL 1 2RI o 75— L5t 5 & 1, v AL NK 41 B A/ 55 JRINK 41 g I
[FJCD137 1 HLCDL 1 2RBUAA 2 J7 51 3% vh B ik AT — Ak, ] andifdc 32,3334, 35F136 , 7 — L&
St 7 Ze v ANK AN i A/ 3% IFINK AR A B I CD13 7 HtCD1 1 2RFTAA 4y 7 B & P fA 3233,
34,35 K136 7SANCDR (2 W HIFR) -

[0058] 7Lt 7 R, Pk PR AR S S i TT B, Pk e N TR
TE— o5t 7 =i, Pridg S A PR 78— B85t 7 BvP, Pk &% H Fab.Fab' Fv.scFvig
(Fab’ ) BB Fr B o fE— L8850t 7 B, Bifk g Kbk A8 — 283t 7 2, &0 B Pk
5 Tg61.1g62.1gG381gG4 FelX o fE L8t 7 R , AR A R A& A ST A JF I P ik
MR 25% Fal sz BRI H A .

[0059]  fE—RLSIyti 77 S H , FuAA G HINK 40 L okr , 354 HONK 20 B ) 3% A4 , 3850m fiJed A NK 448 i
ESPITIGITYUAR A A 2B BiE AL, #0144 N e A=, A1/ BAE FH R A0 ) 7 1 i
JRREN o 7E— S8 WSSt 7 &b, PR B & N TGl EEAEIE X, HARX T8 & AN E [H AR
N TgGE FE1H 5E [X 1 H & AH R A4, BT iR S A4 38 IINK 48 B Rz , 38 DINK 248 B 7 3 44 , 365 0 i
JeE N NKAH A S5 HUT TG I THL AR 52 3 INF 0 355 A4 , 01 oA ek A, R/ B30 FH g P30 I B
IR MR

[0060]  7F—SEsjifi 77 SR, A FFHR AL GG AN/ e 432 33 ) P R e S
(0545 5 BT 5 /B0 46 v) S8 A PJRe (1) 52 33 it FH AR SRR I SR B2 5420

[0061]  #F—HEsLjti 77 R, A o TR ALV 7 3238 R e 1 77 V2, BT iR 7 4 v) BB
S iE ) 52 AR 3 e FAS SCHT R ) Bk sk 4 AW o 75— S8 S S vb , Jed i A o8 IR0 AR E2 98T B
MR DA TR B L o AE — e STt 7 S, iR D AR 2 P /)N 2 et e i A L £
TE 9 BT A LIRS 2R PRI /DN B e B8 SR 200 P =l /N 4 Bt ) i s it ik
DRI IR L BT A B e B B e < B MR e 0 2 P B 4 P8 7 5 200 B L T L B Bt
Jerh PR AT BIRT LI &5 Wi 25 W B8 Ve « - P e B e M VR e Y O Y A
Jei IR A0 B e 1SR e < BRI FF e S e« 15 PN e | S8 AL L IELTE e L I 30 L
Jei  SAAE IR B A R AR Sk S (4 Sk S00R i IR 21 )

0

0

i

i
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[0062] L8t 7 R, AR AT HE G 58 52 i # 1 CD226 5 CD1 1 21 A BAE I 77,
FIr i 77 A 1) 32 it A SO iR I Bk sl 1540

[0063]  fE—RLSIyti 7 R, AN FFHE LG58 52 0 H ICD8 TA &AL 1 7775, Bk 77
FLHE 1) 75 ZECD8 . T ML 1) 321 35 it A ST ik B Hi AR s &40

[0064]  fE—RLSjt T R, AN FFHR IG5 52 30 H ICD8 THIM 43R v P A T,
ik 77 kA R 75 2ECD8 TAHMI TP R v 7= AR 1 32l It FH A ST iR (R PR 54 &40
[0065]  fE—ESLj T S, AR 0 JFHR AL 1 5 52 15X R R NK 40 BV A 1R 32, Bk v 4
35 1) 95 EENKAH H 3 A0 1 52 603 it A SR iR M HiAR sl 54

[0066]  7E—ES T SR, A% o0 JFHE AL 15 5 52 1 (R NK 20 A 5 10 4 B 2 1k 1 i Vs
Jr ik 777 1 AL ) 75 L1 IINK 2 P -5 1) 400 B 25 12 1) 524 it R A ST iR (R PR 5 EH &4
[0067]  7F RSt 5 G rh , A SCHTIR (1) 77 V208 B 45 e FH 2y 7 ik o AE — SE s 7 R, 2
TR R TRURME T v TR B FH A A 7R — LSty SR, SR TR RS AR
BTk 520t 75 &, 4 — 12 PD-1.PD-L1.CTLA- 4. Lag- 388 TIM- 3[{I 53051 . 75 — Lo 5L i 7 &
W, B8 AR TIGITELCDI6 I F5 P o 75— L STt 77 S Hh , 5 — 77 & PVRL1.PVRL2.PVRL3.
PVRLAELCD155 M FE P o £E—LE St 77 S, 85 7772 CD47 . CD39BK IL - 27 ¥ F5 i 7] o 7E — L8
ST =, B R STINGER B -

[0068]  fE—LLSjti T R, AN TR LA S Bk () HiAk s 4] &4 T 3G am A/ sl 3 in A/ 55
FESEHT MR G g% N/ BRI YT R AE L A/ B 58 CD226 5 CD 1 12/ AH HAE Y i

[0069]  FF—HEsLjti 7 R, AN o TR LA SO IR B 44 5 4H & P AE ) 45 FH T 1 5 F /B
S AN/ B AR BT M e S B A/ B ST R AE A/ B 9 CD226 5 CD1 L2 A ELAE M 24
Y7 T I

[0070]  fF—2eSji )7 Erh , AR A TR AL G A ST A IR R IR -

[0071]  fE—LeSjifi 7 R, RA TR & G A ST A T PR R R ER ) 18 = 400
[0072]  fE—ESLH )T R, RN THRME = AR ST AT HUR R 74, Brid 77 e FE 3 55
L5 G b AR SR A BRI AL R 1 1 2 4R BR, 1 32 20 B 78 o R IAPUAR I 2644 1 12047 35
I AE—HESLH T R R, ik Tk I A FE A Pk .

[0073] AR AFFHI P STt 7T B FELL T

[0074] S /5 1. — Mgt & B NCDL12RIIZ 73 B I PTCDL 1 2RPTAA , o BT iR Bt A FH KT A\
CD1125 NCD112R [A] ) 45 & AH BAFE F B A2 BHWr /MR CD112-5 /N R CD1 1 2R [R] #4545 A
HAER , A i Tt 2 2 NP e N JRfpiig.

[0075] sty 282 ARME SLiti T R1FTIARI &5y B hufk, b & S hiia s

[0076] 1) (a) ALASEQ ID NO:701fK) & FEM/R ¥ FIFJHCDR] ; (b) ALFSEQ ID NO:702(K) & Ak
& 7 HITHCDR2 5 (c) B2 SEQ ID NO: 703[1) 2 HE 1R /7 41T HCDR3 s (d) £ SEQ ID NO:704]
TR 7B HILCDR 5 (e) £ SEQ 1D NO: 705/ 2 JE Ry #1I I LCDR2 s A (f) 2 SEQ 1D NO:
7061 2 FE 2 /7 HILCDR3 s B,

[0077]  ii) (a) L& SEQ ID NO:1001f¥) 2 R 7 4 THCDR1 ; (b) £1 & SEQ ID NO: 1002[4,
FEFR B HUHCDR2 5 (¢) AL SEQ ID NO: 100319 & FM R ¥ 41 (HCDR3 ; (d) A& SEQ 1D NO:
10041 2 HE /R 7 FIFILCDRL ; (e) ALASEQ ID NO: 10051 S8 FEE 8 7 41 IILCDR2 ; A1 (f) 4177 SEQ
ID NO: 1006/ 2 R 7 51 [ LCDR3 ; 5L
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[0078]  iii) (a) B FSEQ ID NO:2001) % M2 /7 #IHCDRL s (b) L7 SEQ ID NO:20021)
SR A IRTHCDR2 s (c) A2 SEQ ID NO: 2003 (K] & 2 % ¥ #1 ¥ HCDR3 s (d) 52 SEQ ID NO:
20041 5 FE /R FE A IILCDR] 5 () A4 27SEQ ID NO: 2005 & 2 /7 41 [)ILCDR2 s A (f) A4 SEQ
ID NO: 2006/ 2 1R 7 51 [ LCDR3 ; 5L

[0079]  iv) (a) L7 SEQ ID NO:3001 (12 2HL /7 FIHIHCDR1 ;s (b) £4 £ SEQ 1D NO: 3002/
FEFR 7 HIIHCDR2 s (c) A& SEQ ID NO: 3003/ & JE ML /7 51 THCDR3 5 (d) L5 SEQ 1D NO:
3004 ) 2 FEFL 7 #1fFILCDR1 ; () AL57SEQ ID NO: 30056 8 R 5 #I ILCDR2 ; A1 (£) 41,7 SEQ
ID NO: 3006/ 2 R /7 51 [ LCDR3 ; 5L

[0080]  v) (a) B2 SEQ ID NO:4001[1) 22K 751 (JHCDRL ; (b) €15 SEQ ID NO:4002/ 2
FEFR 5 HUHCDR2 5 (¢) AL SEQ ID NO:40031 & FFR ¥ 41 (THCDR3 ; (d) A& SEQ 1D NO:
4004112 HE R FIFILCDR] ; (e) 327 SEQ ID NO:4005(K) & FE 88 2 41 IILCDR2 s A (F) £177 SEQ
ID NO:4006/) 2 R 7 51 [ LCDR3 ; 5L

[0081]  vi) (a) 47 SEQ ID NO:1001H) % H:M2 /74 HAESEQ ID NO: 1001 {7 B4 .5F1/8%6
BAIA 28BN FE B AR L FIHCDR 5 (b) f45SEQ 1D NO: 1002 & FE /R 41 HAESEQ 1D
NO:1002(I 47 B 113,56 H1/38 HAT 14> 24 34 LA BN E L FR AR AL (I HCDR2 5 (c) AL
SEQ ID NO:1003f 2 287 4 HFIHCDR3 s (d) €L7% SEQ 1D NO: 10041 Z B2 /7 I LCDR1 5
(e) AL¥SEQ ID NO: 100512 F:8 7 F A LCDR2 ;s Al (f) £ £ SEQ ID NO: 1006/ & HE R T 5]
[ILCDR3

[0082]  sizjif /23 . AR HE S 7 R 1B FTiR (& oy B Pk, Forp puik & S ] AR X (VH)
A A2 X (VL) , Hode

[0083] i)V, 5SEQ ID NO:712[) %MK /7 42 90% .91%.92% .93% .94% .95% .
96% .97% .98% .99% 5100% —F HVL5SEQ ID NO: 718/ % I/ £ 41 % /090% .91 % -
92% .93% .94 % .95% .96 % .97 % .98 % .99 % 5 100 % — 3 ; B

[0084] i1)V,55SEQ ID NO:1012f) 23R F 5% 902 .91% .92% .93% 194% .95%
96% .97% .98% .99% 5100% —# HVL 5SEQ ID NO: 1018/ % IR ¥ 41 % /090% .91 % .
92% .93% .94 % .95% .96 % .97 % .98 % .99 % 5 100 % — 3 ; B

[0085]  iii) VHESEQ ID NO:2012f) & 3EMRF 414 /090% .91% .92%.93% .94% .95% «
96% .97% .98% .99% 5,100% —# HVL 5SEQ ID NO:2018f % IR ¥ 41 % /090% .91 % .
92% .93% .94 % .95% .96 % 97 % .98 % .99 % 5 100 % — 3 ; B

[0086]  iv) VHESSEQ ID NO:3012f 2 2R 7 51 2229096 .91 %6 .92 % . 93% .94 % .95 % «
96% .97% .98% .99 % 5100% —# HVL 5SEQ ID NO:3018f & IR ¥ 41 % /090% .91 % .
92% .93% .94 % .95% .96 % .97 % .98 % .99 % 5 100 % — 3 ; B

[0087]  v) VHESEQ ID NO:4012/ 2 2R 741 42 /090% .91% .92%.93% .94 % .95%
96% .97% .98% .99% 5100% —# HVL 5SEQ ID NO:4018f % IR ¥ 51 % /090% .91 % .
92% .93% .94 % .95% .96 % 97 % .98 % .99 % 5 100 % — &, (F i M 45 12 , W1 HRCDR A A7 7E
R FE B AR A, , T8 2 B i 5 %1 A8 AL FEHCDR 1 B HCDR2 Py H AN B 5E 3/> S FE R A8 4k (451 o 7
HCDR1 Az B4\ 5F1/BL6 AN I 24 & 2 R AR b)) AIASHE I 54N Z R B A8 A4 (91 an ZEHCDR2 1) AL
B 1.3.5.6F1/B8 At 24 F AR AR Ah) o ATk b I A A% A A 7EHCDR3 . LCDR1 . LCDR2 Al
LCDR3A -
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[0088]  Sijiti /5 284 . AR STt 7 S 1 - 3L — T TR 1 & 4y B Pk, o rp huif & B g5 ]
AZ X (VH) FEREEn] AR X (VL) , e

[0089] i) VHEL{5SEQ 1D NO:712f &R 75 HVLEFSEQ 1D NO: 718 & FEMR T 41 5 5L
[0090] i) VHELESEQ ID NO:1012/) % 3/ /7 %) HVLAL 5 SEQ ID NO: 1018/ & LR /7

1), 5,
[0091]  iii) VHELESEQ ID NO:2012f & F/ 7% HVLAL & SEQ 1D NO: 20181 & LM%+
1), 5,
[0092]  iv) VHELESEQ ID NO:3012H)Z MR 741 HVLA S SEQ ID NO:3018H) R v
1), 5%,

[0093]  v) VHEL{SEQ 1D NO:4012f 2 L HE /7 41| HVLAL S SEQ ID NO: 4018/ 2 FEHE /741 -
[0094]  Sijii /5 525 . AR 4 AT IR SL il 5 & AT — IUFTR & 70 B ol , Fo b iR s v e 4t
N

[0095]  Sizjif 5 526 . AR 4f H A SE it 7 & AT — IUAT IR (M & o S Bl , Hp ik 2 K ik
BRI B, AR i yFab Fab’ \Fv.scFval (Fab’ ) ,.

[0096] Szt /7 S8 7 AR YR SL 7 R 1 -5 AL — AT IR & o Ehiik, A ik a5 1gG1
1gG2.1gG381gG4 FelX , KA HifaTig st & AN 1gGl EEETE E X A 1gG4 H 4% 1H 2 X 5 58
A N TgG4 25 B 185 5 X, Horh 9 AR N TG4 28 4 1H 5 X AT s AL 5 3 | DL R B9 RA4% : WR 47
EU% 5 95 1) Ser228 b (T HUAK  Leu235 40 I HUAR  Asn297 A Y U ER 4 &, BUARPREU R 5
%5 [11S228PHU AR FIL235EH AL

[0097]  Sjiti /7 Z88 ARG Lt )7 Z= 1 - THE— Wk M 22 43 B pdAk, Hrp fudk

[0098] i) B IINKZH A Btk s H. /8%

[0099]  ii) B INKYHALAI IS AL s H. /5%

[0100]  iii) 30/ PINKAT ML/ S HUTIGI THU AR & 2B i 1 vE 4t s H /5%

[0101]  iv) F 44 P R A £ s H /8.

[0102]  v) 7 F ved PR IS 7 b IR AN AR et e piAA /2 TgG 1 el eG4

[0103] St 5 9. —FPER 2G40, BT IR R 25 40 A W0 B0 & MR 4 S it 77 %8 1 - 8H AL — T flr
R PR AR 24 25 b nT 32 52 (R A, b 2H A A 3k B R B R TR 4% TN B AR v 7R A
TR /BPD-1.PD-L1.CTLA-4.Lag- 38K TIM- 3\ 35 57

[0104] S /5 Z2 10 AR HE S /5 Z2 1 - 8HT— T IR (1) 48 7 8 B AR BSUAR 1% 5 it 77 SR 9Pk
MEEZIH G, FTiR & 5y B PURER IR 25 40 &) F T 35 B AN/ slee 82 52 0 i e i sg
g5 [ B, AT I P 7R 32 TP R SRCDS. TS AL B B SR CDS TR T4 E v 74, 5l
AT 34 b I R 7 2 303 R B BENK A i v 1 B7E 52 0 R B SmNK A i A 5 1 40 Pl w1 , BT
Hin e A E 525 T SR CD226 5 CD1 120K A HAE FH

[0105] S /5 Ze 11 AR HE St /5 52 1 - 8HT— LA IR (1) 48 7 8 B AR BSOAR 1% 5 it 7 SR 9Pk
MEEZH A, TR A 7 B HURBE 2540690 TR T7 52608 F e , 2L Hp e iE AT 1
F& P TR IR TSR R LR | RJRE B IR, B v e A 12 2 SRR 4 s ) 4 I o
o T A g BT g R T AN PR R R AR LB /N A B i (B SR 4 B Sl /N A B )
it Bi e A Stk g AR RS W P B « B B S JER AR b 0 JI BRI MRS 1 55 2000« O S5
JHF 968 55 I e &40 B e« LIE &6 W e 45 W BV oe 1 W e B 5 P VR g
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I B AR AR T A B e AN S BCDR R e e e S A | S AL L IHTE
AR B e SR BB B PP R T 1) Sk 2 (B0 Sk SR bR 20 P ges)

[0106] Sty 12 . AR HE S it 77 S 108K L LE FH I 48 4y B Pudk sk 22 25 241 &4, Hovb firid
I B HE it P B T, LR B VR AT I b R U I T v L TR B A A AR, e AR
FT G H ZPD-1.PD-L1.CTLA-4.Lag-38{TIM- 3 35 #0771 . BRTIGI TEL CDO6 K] 15 H7] « BR,
PVRL1.PVRL2.PVRL3.PVRLAFICD155() #5405, B2 CDATHEHLH , B2 CD3YFE LA, AL -
2THEPUA, BiE STINGIK BN 71, o rh 28 — It 2 5 PiimPiia

[0107] S5 ZE13. — MIAZIR , I IR AZ IR S i AR B8 St 77 22 1 -8 AR — T Fr ik i Pk
[0108] Sty S8 14 . —MpfE L 4RAE, BT id 1 = 4R A0 B AR 4 S it 7 R 13 P iR I AL TR
[0109] S5 2815 . — M AEARHE St 77 281 -8 AE — WU Frak R PLAR 19 732, BT ik 77 15
FEAE H A R IB AR 25 AF T 55 IR AR Y8 S0t U7 S8 LA P iR 1 1 3 40, AT a6 b 38 A0 45 24k 4t
N

’3 15 RF

[0110] 142 51gG1E R IR BT LL , FICD1 1 2RPUKR 45 & B4 TRENGE DLt %Ik
ANCD112RE) Jurkat WA AE 71 i i Alexa Fluor® 647 i nic 88 JL1A “F 3% Ot 5 5
(QMFI) RPN &AL

(01111 E2A-2BH % 5 TG LR AP AT HE B4R AHEL , HUCDL L 2RHTAARFH Wr 22 T A2 & DL 58
i5 NCD112RA Jurkat 4R FACD112R 5CD1 1200 48 HAE R GE /7. 2E B 2A K 40 551Gl
[F) o 2R 0k R BLCD L 1 2R — 2 TS B - Bk o, FAEY = ALhishric i ACD1 12 FEE E5 4t
HMFEEB (Streptavidin) -PE[F I 40 G4 (38 i PEARIC ) JUART P 355 D' 3 E (gMFT)
PEANBLCDL 1 2RHTAARBH B CD1 125 CD112RE, & HBE 1 H 2 s i) % o 3] %6 i+ 5~ [100-
(GUFE SAMFT/Max MFI) *100%) ] o B 2B 7 fnid ik A8 SC iR i 471CD1 1 2Ry A4 ) ACD112R
5CD112 2 8] i AH B A A ELTSAR I & (1) 4 1] 96

[0112]  K3E R 51gGLRIFh R TR AHEL , ZEPTCD L1 2RPTARAFAE T » ANKZHHL A T 10 1 X6
REHZH M ON 5 I 95 2 M0 22) 1 240 6 5 2 39 it o R V% AUNK A i Rl ce 1 1 Trace S8 bR ic I REHZH Y
LR FRA/NET LR FR 5 L 38 I FHT - AADYL A DA REHAT B ¥ 35 77 40 B 35 0 (REG T [R) A 3
(1 %) THE A (G AEAH P %6 ok 2 [7) Foh 2R BEAT D %6 ) B A [R) Foh 2R BE4H G %6) X 100,

[0113]  E4EIR 5 TgC1IAFh AL BRPTAARLL , ZEPTCDL L2RPUAAZAE N , PTIR IR BN CD8+T
2 v A0 B 5 WIE S TN y 3 B & 456 F pp65 KX Co 1020540 Bk AT ik b A 38 HLAE BT
CD112RFUAREY TG 1 [F) Fh 28 % BEAE7E T 5 N OMVA: S5 PE T4 B 3452 5% . @ 3o Lumi nex | & Fr 5%
FEANM L35 I TEN v ZKF o FHPTCDT 1 2RPTAAR 2 FN5 40 2 1) CD8+TAH a7 Az K T+ FH [) o 284 5%
ML B TEN v 4o

[0114] |52 2 fE /N [F] = R CT - 26 g A5 28 b BR HICD 1 L 2R A BR BUTIGI THIAR I 2H &
BIGITE R E KA s i /N BUE AT LA 22 DU 28 A ELE o TPy 5 FH DA R B i W vk ia
F7 A 1) [A) A 2R X BB AA 5 2) BLTIGITHUA ; 3) JLCDI12RPUAMR s Bi4) HLTIGITHI A 5HiT
CDL12RYTIRIW A & o BEANIE T 2H 149 T 359 iR AR AR i 2 S e of ) T A8 4 o 25 SRR B, 5[] o 2
RITHI S ARLE , HUCDI12R S HUTIGI THI 4 A vl A 2 b el /b g £ K, i HtCD 11 2RE Bt
TIGT TR — 7 % Sl 7 %o Yk 2 Jie g A K T 1 B A LA S5 E H
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[0115] P62 $ifi 4 #E H1CD3VE 4k J5 PBMCH ) CD11 2R3 A 34 I B o £ 44 &1 F CD3 47044
BNPBMC Hod i i U4t B R PEAN CD112RFRIA il i T FR /R AU R A lexa Fluor® 64741
RAFACH) JUAA 358 Y68 EE (gMFT) YR CD1 1 2RFTAAR 48 A [ Bk, . CD 11 2R 22 S AH X T 9 12
Xof PR 580454k, (FON, (CD112R gMFI[% LA[E FhBIgMFT)) o

[0116] K| 7TEIRTECDL12RFTAAR LA e TG L [A) M BYAEAE T , NKAH A A 5 (19 6T Jieb e 248 e 4y i
S N 5 B ANKZH U AIRa ji . CD1 1240 il 5CD107a PEPUARLECDL 1 2RFUAAAEAE | FLBE 724/
I o JL 8 9% 5 , 383 CD107a P P NK 20 A F 45 2 00 52 NK 20 it B o o

[0117]  [E8A-8DI /R FECDL 1 2RYTAA LA S TG L [A] Fh 28 47 7E T NKZH M vt A0 3G o o 4ok H 2 A
[ {44 () A PBMCHIK56240 ffl fECD1 1 2RPTARAEAE R L2 7216/ N0 o k352 J5 , 3@k CD137PH P
NK 4 A A4 A9 25 01 7 NK 40 B 7% 44 » I8 A - 8D 73 Sl S 7 I N b S 2300 s Hh A A 1 RN (L A4 211 &
[0118] &9 7= FHTCDL L 2RHLAAR VA 97 1 /N B HH 1 i g A= K 4 ) 12 1) Sl 7 3R S B ) V1
BON=44-45H/H AEMENJG 24K, il 2 - AR Rt Mann-Whitney test) #4741t
I3

[0119]  [E[10A-10BZ 7~ , FHHLCD112RFL A VA JT 3G I A CT - 26 g (1) /N R IS A7 R AL
4PN B A T IR R - T LOA SR o FHFCD 1 1 2RVA 7 i A TR 2 P JIRa I /I BB AE G A
A7 /N B R I B o 275 5.0 < I A e 300 v i 2601 1740 B AW R 56 4 S B 3« 11 OB 7 5 4
X HE /N ERORH L, 78 R PO I A7 /N BR R 1 JiRg AR R H ] FE AR S5 350 R J8 it &= K5 /R -
25 K (Mantel -Cox test) (F10A) FFEME N G 15 K@ = - B4y Je ik (K110B) 3t
NI

[0120] 1157, FECT26/)N 5 i g 452 A4 v CD 11 2RFH BT PR 4% PN DI 80 it T-NK 4 g #1CD8 T
YT o 12 P S [R) B FESENK A AL 5 D8 TR BB A HTCD L 12RIG I 14 /1N BR ) iy A= 411
[0121]  [E12A- 12BEIRTE FHHLCDL L 2RFUMRIAIT J5 FECT - 26 JifRg A5 78 v v P NK 41 A = (1)
CD69 (K] 12A) Ak EEB (K 12B) ik,

[0122]  [&13A-13F s 72 S bt A S5 HUPD1HiAAR 2H & it FHLCD1 1 2R BT J5 7ECT - 26 I 15
o [ IS 1] AR AL R ~F- 357 (B 13A) ATEAAS (& 13B-E) fHosg AR . & 13F S fE RN 5 5550
T AT IR A7 2R, DL A2 T R 73 2 1 2 BRI

[0123] & 14A- 14F IR A ST LR ¥ COR T 41 1 L X o 1 14A - 14C 2 7 B 8 7] AZ [X [ CDR
%), HE14D-14F B /R B FE T A2 X FICDRIF H1) o 7E I 14A - 14F R [ B — AN, 38 — B B oR
HCDR1 ([&14A) JHCDR2 (% 14B) FMHCDR3 (J&]14C) \LCDR1 (J%]14D) \LCDR2 (J&|14E) FILCDR3 (/&
14F) , H:rp 7EH1 (6 FHCDR1) JH2 (6f F-HCDR2) JH3 (%} F-HCDR3) L1 (X} F-LCDR1) L2 (X} T
LCDR2) L3 (4fT-LCDR3) Z B - AL TR e 9 = o 25 21 2o P 41, 28 = BB P FH ) 2
BERRA, Hip s — F o — 7 SR TS5 AR Ak v [ 32 /5 H1 ) — B0 %6 o RELAR D9 2K 0% 1k
BT 32.33.34.354136.

[0124]  [&15A- 15HE R AL FTR BRI HELL X 7 1 BT o B 15A - 15D i 7 B 4 ] A% [X 1)
HEZLIX 741, H I 15E-15HR n 52 5 ] AR X (I HELL X 7 91 o E I 15A- 15F R i B — AN Hp , 56—
F) o~ HAEFR] (B 15A) JFR2 (B 15B) JFR3 (B 15C) \FR4 (K15D) LA M 5%EFR1 (B 15E) (FR2
(] 15F) FIFR3 (B 15G) FIFR4 (& 15H) , 3 A1 ZEVH (i T-HFR1 HFR3 \HFR3FIHFR4) FAVL (4T
LFR1.LFR2.LFR3FILFR4) Z R iR HiiA vl g 5 o 28 —F Wos e o1, B2 =2 Wor g — 31
FEXT T2 AR v B 325 B — 350 %6 o RH AR S s A v P 32433 .34, 35 F136
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[0125]  [&[16A- 16BE R~ A ST IR A4 (1) 7] A8 [X 7 81 ) X o P 16 A 2 7~ B4 v AR (X 741
HE16BE R FE AR X 4 — F 5 bRid B E AR w5 o ot — 7 5 T4
PR TR 32 5 HI I — BUME 06 AHAR N S5 Y 4 e P 32,3334, 35 F1136 .

[0126] BT BI/RA TR PTCDL L 2RPTAAFIL B HTCD 1 2RFTAR (454 ACD112RATPTARA
BARIC) 5334 /INBRL CD 1 1 2R (1) 4 B (1) 45 & P2 5 o

[0127] K18 /RASLHTIRMIHICDL L2RPUA NI B HICD1 1 2RYTAA (45E ACDL12RIFUAARA
BANC) Al it /NR CD1 1 2RI 45 A FE .

[0128] K19 /RASCHTIRMIHICDL L2RPUAA TN B HICD112RYTAA (45E ACD112RIFLAARA
BFIC) %f/INER CD1 1R /NBR CD112:2 [) FTAH ELAE FHER 31 96

BASHE A

[01291 T1.%EX

[0130]  FEAHIIE 1, B AR S3A Ui B, 75 ) “BiC” (048 =8 “Fn (HD) /807 75 2 Bt T AR 22
SR ERSCH, “B A A B AR R FE — A BB H R s s R AR B SR R R
“CE” B M BAET A T A .

[0131]  F&dE S4B H4E B, 75 U R E “CD112R” L “& G PVRAH S BR 5 1 45 M
“CDL12%24AK7 | “Fr G A B8 K oL 98 o3 B 2 AR AHOC S BR AR L 5 MR B 1 07 “B B K
J3R 98 9 B 52 MR AH O S S8 BRER T S5 A3 L “BE B 3 - 25247 L “CTor £ 157 A “ES JEE £ I PVRIG™ 4
A] B s HEFE R AR ACDL12R (47N fR CD112R B B CD112R%%) . iZ RIE GG 4K R
BT AICDT12R A K2 35 £ HH (4 B0 T CD1 1 2RIIAT — T 20 o AR HE W 35 A\ CD112R [ 4R A5
A4 491 4 B 4 7 A B 2 o i R AR A . CD 11 2R BE PR I AR B 1D $6Entrez Gene: 79037,
Ensemb1 : ENSG00000213413.OMIM:617012F1UniProtKB: Q6DKI7.

[0132]  “SEFNJT” B85y (BlanHis) WA 60 S5 NG 8 (Bandt)s) 2 (A
(B LA AH B AR FH 0 S R 5 B o R S MR, B A A SCRT A, “S5 AR M 07 i e et
gEA 0 (BT FIGTIR) B R 2 2 (B L LA EAE I E A 45 A 58 R0 07 5 X B AR AR
Y[ S R0 30 R AT A A (K ) R o SR Al i e TR AR N v (B AR
SCHTIR B AR LE 75 32) Skl o F T 0 25 65 205 0 D7 0 AR e 100 B 1k ARG 7 P S it 7 R R T
T

[0133]  “SERIJIE Piik g 48 5A L BRI SRR PUR AL , 72— ANk 2 AN X (HVR)
H BAA A E AR P, X AR AT R BT BRI SR A T

[0134]  RAE PR FEASC R DL )32 & S8 ) L a5 2 FhuiR 4509, B0 6 (EARR ) 52
TR 2 SRR B 2R PR (B a0 0URs S P AR) Ak B, R e TR B
PUR A G HER AT

[0135]  “Pifk Jv Bt” & FE Bk 52 BEPUAR SN 20 -, B 43 00 & SE BE AR 1) — 3043, Bk 6
Iy 4 SERE U BT & & B B PR i B S A 4E ((EASBR ) Fv Fab.Fab’ \Fab’ -SH.F
(ab’) s U LA s et Ak s BRBE PR 7 T (Bl s cFv) s R uik i BOW B 2 45 5 vt
(NS

[0136]  FEPANER 2 AN 4 F 2 (AN A EAE R R Se, RAE BT 784S0 B - F5 0l
BPH (RPN EL AN 3 (81 BTk AH ELAE A, Fr 4 sl BE 1 E PR AN B AN 7 2 8 ) BT i
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FEAE R D — DKM TR EAEEEE BN “Bak e n” M2 2170%-99.9% 1
P E 2 b, H 584 30109100 % o 40 , 5 73 7 78 R Le R BT RSSO 1 T7 2058 4 Bl
P 58 A B AN PR AN B 2 AN B4 T 2 A A ELAE L WIRR Bk 23+ “BEL BT B A5 B A
H.

(01371 RE W™ FEA S FH T8 —2H R 30 e 5 v 1 385 8 AR 2R KK P B AR S fiE vl oAy
R AE (AR R PR IR) %A F B30 1Y o i 20 B R g S e 200 i B 1 AL 95 i 4 L o AR 1
M FEA SO T FR A S e B — AN AN A RS MR A K AE A SO B T R
A0 S RE I — AN B2 A 20 B ) 89 0 B AR K, 3 B RE ) R/ INBRRE B 1) A 2 35 0

[0138] R “Wk &7 Hiih e 5 = HEE A/ B8R BRI — 50 70 A1 A48 B 8 SRR B Fh L 1 2
AN/ BUREE ) AR T AT A B AN R R IR B R P A

(01391 U] “SRo” 2 F8 & i F 4 Il B A () 15 58 25 A S8l e g [X I S8 2 A7 A TR R
A :TgA TgD IgE . TgGAITgM, H X Lehi A v i) 2 3k AT 4i 3 pi 128 (R A AL , 91 TeG,
1gG,1gG, 18G, TgA HMTgA, o % B AN [F] G e 3k A 9 2 il ) B A 1 7 &5 A 380 Jnll Bk g 6
ey A,

[0140]  “5—Fhak 2 P & VRI7 FIALA it A A HE DT — 7 Rl i (R 22) FZE sk (FH4k)
Jiti FH o

(01411 GrAR SCHT B AR T8 “20 B 25 1t 7507 2 i 400 | 5 RH 1 20 oy g A/ 55 5 4 i A1 T 5
8K IR0 IR o 4 P 1 ) LA (AN PR ) U R A 26 (il mat ™ TP T2 770 (Re 0
Re'®®.Sm'*® (Bi®'2 P** . Pb*" AL O 1 R 57 22) 5 Ak 27 V8 07 770 B 245 4 (491 P gt s
(methotrexate) fi & & (adriamicin) « KELEYI KEFEHIL (vincristine) < KEHEHH
(vinblastine) JiKFLIAEF (etoposide)) Z K & (doxorubicin) 3&¥E4 (melphalan) #2
EECmitomycin C) “EIFAE T R (chlorambucil) 18152 % (daunorubicin) B &k
NG s AR s g AN B, B Anis e s DUAE 3R B E 1IN0 L SU TR W E A B
WRE /Ny PR R YRR R, 3G H  BOM/ 844 F0F SCRT A FF 59 & Bt e 71 sl bt
J 7o

[0142]  “RENiThRE” 48 n] AR T BRI P X 1 ARLL AR Mvd 14 , BT ids A 9035 4 Bt 25 B[R]
PRI AR AL o PUAR RIS DI RE 1) S 51 L < C1a&h A FTRMA (R 14 40 Al 55 1% (CDC) s Fe sz ik gh
B s PUARMCH 14 40 f A T B AR 5 1 (ADCC) 5 T WA FH 5 40 M 3% 1 52 44 (191 an B4 Al 52 44%) 1)
I s FIBAH MU TE AL o

[0143] 5 (51 = 24 i 7510) 1) A7 R0 A& i £ T s ISF 18] B PN BA T 75 77 B A Sk I /= 9
7 BT 45 SR =

[0144]  R1E “FelX” fEA S F T8 AR Bk 8 1 AR 1 & 1EE X 1 2 /b — 43 [ OR
Ui X 358 . iZ AR B FE K IRF FFe X FIASfRFc X o 7E— Y5 7 2 p, AN1gGE#EFcX M
Cys226 80 \Pro230 % {11 21 (1) 2 = K 3 o SR, Fe X I CR Bl 2 IR (Ly s447) W A7 LB AT
AEE B B 5 R IRIEEUR 5 REA , AR NEUR 5], WKabat®§ A, Sequences of
Proteins of Immunological Interest,#5k%,Public Health Service,National
Institutes of Health,Bethesda,MD, 1991 fffik) .

[0145]  “HEZE” | “REZRIX” B “FR” 2 48FR AL X (HVR) BRIk AN W] A2 45 At ik Ak o m] AR 45 )
IR FRAE 5 2 B VU ANFRES #3840 i : FR1 VFR2 FR3FNFR4 . K] 1. , HVR AIFR /2 4138 % LA R 21
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FIHILAEVH (8(VL) #1 :FR1-H1 (L1) -FR2-H2 (L2) -FR3-H3 (L3) -FR4.

[0146]  ARIE “GRKPUAKR” | SERHUA” F“EHuiR” e A SOha] Bl H 2 fs B AR A -
5 RIRPUAZE M R 25 W B B AR SO e X Fe X B SRR I i

[0147]  ORAE “Tg L4080 “TE F40A R A1 75 E 40 s 75497 vl B ¥ B HO2 F8 2 51 A4k
PEAZ TR 1) 40 B, ELFE X L M 1) 74X 7 2 A0 B4 “He A A7 A0 “Fe AL amp” , B AR AL
A AT A B B AR, SAERRETL R . FRINZIR & BT SR A 2R, BT
A RAL AR SCAHE B S 1E IR UG A A0 M rh 7 126 B2 R AR [R] T R A i P ) SR AR A
ERAY

[0148]  “A$ufR” B EA W N AR T AP, iR 2R 7 5100 T i A BN 40 i
A AT AR B RSO E B E A PUR S 7 S AR NSRRI TR I 2 L 7 41 e A BT
PRI € SCIHTRHRRR B 5 AR N DLUR 256 B 1 N VAL i

[0149]  R3E“RIAR X7 B “AI AR 25 8807 2 AR PR E BE R BE I S 5 Hiik SPUR A G 1 4
M35, RARPUIR I B FE AN AR BE (O B VHAIVL) [ m] AR 45 d s o BA MR &5 4, &
AR DA R SFHEZE X (FR) A= ANEBAE X (HVR) o (B WA WKind t % A\, Kuby
Immunology, 556} ,W.H.Freeman and Co., 259171 (2007)) . Be—VHELVLZE f4 38, 7] 2 DA T
LR 25 G et o A, 456 e e U R oA vl R FH &6 & i 058 A 047 1 VHER VL 25 74 35K
5385 LA 43 79 97 146 B ANVLERVHES #3801 S - 2 A5 WiPortolano®$ A, J. Tmmunol . 150:880-
887 (1993) ;ClarksonZf ANature 352:624-628 (1991)

[0150]  “ NILAHELL” 2 ACRAE N S 2 BR B 1 VLB VIHE B8 77 21 1) 306 438 v g HH B 1) 2 2
R R FE I RESE o 5, N Sy B3R E VL EVH T 21 I 1k 33 02 >k E AT AR 45 #4380 91 (1) 0.4 . 38
L R ZH 2 UnKabatZ$ N\ ,Sequences of Proteins of Immunological Interest,f
5/ ,NTH Publication 91-3242,Bethesda MD (1991) , 55 1-3%HH {40 . 7F — b sjifi 7 &
B0 TFVL, ME2H 2 dnKaba t &8 N, WL b SCH B3 2k T o 7 — e8It 77 S8, X1 VH, S 2H A2
Kabat&E N\, W L SCHIEZHTTT.

[0151] QA SC R A AR TE “HEEAS X7 8 “HVR” A& 48 Ak n] A8 45 My sk i) 7 41 A (“H bk 2
X 8% “CDR™) 1/ B R 285 74 58 LR PR (SHARIR) At/ 8 & A P i e fim ke B (P el 1
X 3 B — AN B, PUAELE 6N HVR : =ANFEVH (H1.H2.H3) o, B =ANEVL (L1.1.2.13)
H,

[0152]  “Guesf A1) R 4A 2 —Fhel 2 PR s+ (B3 EAR T-40 M B3 157 I Piisk .

[0153]  “AMA” Bl “SZi 7 W AL B4 . W AL sh W ads (EAER T) K= (Il an 4= 4%
F A E) R WElan NFEAE N RS, G and) G s o 2 sh 4 (51 an /s
AR R o FE S EE STt 7 R h , MBS R N .

[0154]  “Z2 53 88” HUAR & O N E R R IR B 2H 75 43 B i idds o 75— Le St 77 2, Kbt
PRAAL B K T95 % 599 % B 4H [, dnidid /it Uk (151 4nSDS - PAGE &5 Hi 58 45 (IEF) . BANE
VK B (9140 B ¥ A2 e 5 AHHPLC) il € o 20 T PR a4 B 1 7 ¥ i 2508 2 WL A5 G
FlatmanZ: A\, J.Chromatogr.B 848:79-87 (2007) »

[0155] WAL Ry IR “B o BE DA 2 48 M IEA BRI BT BEARIRIS I P4, B4
B BT IR AR () B AN YU A [R] AN/ B 45 A AR TR B R AL, 481 0 2 A DR SR R B AE 7= AR B v P
A 1) 7510 B 1) 72 2 1 AT R B AR AR B B A1 5 3 A I T DL /N B AT AR o S0 B A
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A e sE 7 GRAL) BIASRIHTAAR ) 2 SeFE TR dil AL , B ve B B il 5500 B — B e FE P AR 2
BEXTHUIR b 0 B — R i DALt A2 A 1] PR e B FR R BRI R AR AE T TR A B[R T
PRBEARIRTT , BAS LB g 9 75 8T — 508 J7 VR A iR PuAA o 451, AR A 4 % B A
R B ve B ik nl a2 M R 145, FE (EABR ) 45898 772  EALDNATT V5 (Wit B 44
7R TT BRI & A BT B840 N S g% R a1 i ARz P 7 5 DR S W ) O v, i 8 T vk
FH T il 28 B v B HUAR 1 S B 1 VAR T AR S .

[0156]  “URFTAR” 48 A5 I 53 (5 an 40 M 25 14 358 40) BORCHPEARIC 28 & Pk . Bt
PR AEAE T R 255 .

[0157]  “RARPUK” 7248 A AR S5 RIR L BRE H 40 1. 10, RIRTgGHIiA R 4
150,000 /R 4 (dalton) ) 7 DU SRARKE T 1, HH B Ba 6 245 1) 79 2% R ) 8 AR 2% A ] 2
ARG B o AN i 21 CoR By , B — B FE B A AT AR X (VH) , L FR 9 0] A% B2 465 1) 438 i 2 Ak ] AR 25
Fa3s8, o J5 A = AME E 25 /48 (CHL . CH2 FICH3) o S8 ALLHh , MNA ity B C R uify , 45— 2 Bk A AT
AZIX (VL) , tHFR A AT AR 245 Mg 3 el A8 i mT AR 6 g e, FL 5 1 e 32 (CL) S iide. B T4t
A1 G5 R 3B R TR 7 1), PR T IR A4 (1) 32 B 40 e P A 2R 28 () — A, B R ()
AHLAIE ()

[0158]  AHXT T2 Z kP A “BIEIR T H1— B B 7 b (%) 7 58 SURFEEL G F 513 51
ANTAL G 2D DLl K5 —2i: G b 5, BASKAT A £8 57 BURAL 9 7 51— EC: i)
— &5 ARIE T B 525 2 KT 5 A 0 G R R A — B F AL R R N H b T
JE S BRI AN — Bt A L) B E R AT B i A A AR N 1 i A i 5 i AR S
IR, 8 Gn i FH AT A T 3R 45 6 B, 3 12 , 49 i BLAST \BLAST - 2 . ALTGNEMegalign (DNASTAR) %k
o TS iy J& AR E AR AT B 8 BT LU R R I & 18 240, B S AR I LU ZI I 4 K
PN S I B R B I 7 A ART B3 o SR, T AR SO B Y, A R 1 L R R
ALTGN- 23K P~ A FE 1R 7 41— B0t % i E - ALTGN - 27 #1| EL #5 H i R 6 7€ B Genentech, Inc .
SR A, HIRARMEE - P — AR AZE RN (U.S.Copyright O0ffice),
Washington D.C.,20559H, Hrb e DA SE [E MOBGE M5 TXUS 100873 i ALTGN - 2% F7* A] A\
Genentech,Inc.,South San Francisco,Californiaz T3k, 8 n] MURACS BE4T 4n i3 o
ALIGN-2F2 7 M4 9w 12 FH T UNIX#AE R 40 (B HEECFUNIX V4. 0D) /. BT B )3 51l LL 3 2 30D
72 HALIGN-2F2 7 1% & HA SR

[0159] 7R FALIGN- 2T LB T AL R IE L T, 6 B BT HIAXT (to) 5
(with) BiEF XY (against) 45 € /IR T FIBM A FE IR 7 51— 20 0% (B AR, & nT RIA X
a4 8 IR 7 Y IBEA BUAL S — € R R T 41— B % 1 4 8 @ R IR T AIA) 1HE
LN

[0160] 100X 4r#X/Y

[0161]  H A X2 7 Frid A5 BRI FE T b X A el /72 51 L S F2 P AL TGN - 29F 58 29— B0 UG L i
IR TR IEE, HHEL AV RBR R IE RN S TR, MR T HIA K JEAE TR
FLWL PP HIBHI K BEI , AR BH 25 1R Py 51) — B %6 R NS5 T BRT AR 2 1 7 51— B0 %6 o B
A 55 BH AU B L 75 AR ST FHI BT 28 2R T 21— B0 96 R MBS 72 G iy T 5 12 By b ol
R A FALTGN - 28 il 2 7 3145

[0162]  RE “Be 245570 5L “BR 2540 &7 2 4a 1k 5 & i X o v = ih B 8 PR
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(A= i P A R0, BB AN S 0B it FH B i il 71U 32 08 B A T sz # ke 4y .
[0163]  “PR 2% b nl 4252 I 30447 A2 T 2= 24 1l 55 B 2H 5 A0 A i i 1k il 23 0 X 32 i 35 TE 75
(R 57 o R 2925 b T 252 B A B 48 ((EANER ) G2 p il TR 711) e 71 BB S 7).

[0164]  WIARSCHT A, “VAJT (treatment)” (FIHAEVEARLIE S, 101 “VR9T (treat) ” 8 “Ih
J7 (treating)”) 2T iR B L BT iR IT 20 10 B AR RE I PR T, HLnT A 1 1B 8L I
PRI 22 FE A R) 1R AT o B 75 Y6 7 RN B4 ((BANER 1) B 1008 e A2 B0 R SRR IR K
S5 I78 PO AT ] B4 ) e 4 TR L [97 1 e A A s ot R T R | S R AN IR A
G A el R S o B STit 7 S, 8 AR R B AR SR SE IR 95 0 i AR Bk 2 5 T
[0165]  ARSCAT I ARIE “BR” IR RE B i 5 EEN N — BN 7 T AR5
15 2 H & HIZIR S A A A, LLAIN 51N B 15 32 40 B I (R 41 A 0 3 ik, - Lk Ak e 0
51 G 5 e T B EERE IR A R IE X S HARAE A SR RN “RIEHAL .

[0166]  II1.ZH&WAIJT%:

[0167]  $2HEHICD1I2RPTAR L FriR B4R 1) 41 & W AR LA FH 7%

[0168]  A. 7R PEHTICDL12RY 1A

[0169] RSP B ERSEBEA SCHT A FF A1 32 5K B PR ) F= L 5 jt 77 =1 7 51

[0170]  FEHEuesj 7 22, $E 445 A FICD112R A1 /BT CD112R 5CD1 1211 45 & Fil /5,
$8 78 T 20 Ff FINK 40 B3 A ) P AR o 75— L85t 77 S, R4 45 & BICD L1 2RI ik o 75— Ll sk
i 77 ZEH, PR AL FH T CD112R 5 CD1 1 245 & I P fdk £ — L850t 77 S, 1R AL MG 5 CD226 . T4 i
i1/ BINKAH M3 A I Bk

[0171] G0 THH i AINKZH A E A CD112R 5CD 1122 18] i 45 & F) 40 1l ] 38 i -8 E B AR A7
TEFUAAELE R CD112REE A O 20 B P &5 5 O 40 1 RN 5 o

[0172] A SCHRAILEE TR LS A BICDL 2RI PR »

[0173]  fE—2bSji )7 rh, Pk 45 $ ACD112R.

[0174] 7 —uusgfiti 5 &b, Puik s & #) ACD112R, HLFHWr ACD112R 5 A CD1 12/ 41 H 1
FH o fF— S5 7 2, Bk 454 3 ACD112R, BH T ACD112R 5 ACDL12[\ A HAEH , (E A4
BEL W7 /N CD112R 5 /N B CD 11208 A1 ELAF FH o #F — e s jifi /7 &b, 454 3] ACD112RBH Ik A
CD112R5 ACD1 12/ AH H.AF FIEA 2 BE W /NG CD112R 5 /N R CD 1 L2 AH B AR F B Hi ik AL 45
Piik32.33.34.35F136,

[0175]  fEHEEsjE 7 9, CD1 L 2RPUIR L & B BE nf AR X (“VH”) , BT i B BE T AR X AL 5 A
SCHTHRAECDL 1 2R AR 1 AF— NI VH CDR1.CDR2F1/BLCDR3 (BPHifk vl 4 525445810,
38.15.35.46.47.32.33.348436) .

[0176]  FEREEESL 7 2, CDLL2RPUAREL & VH, BT IR VHAL & A SC T ALCD L 1 2RPTL AR 1 AE
— /M VH CDR1.CDR2F1/BYCDR3 s FIVL, FTiR VL AL & A& AT #E (L CD1 1 2RPTAAR AT — AN 1)
CDR1.CDR2#1/E{CDR3 . 7E F- L5 jifi 77 22, CD1 1 2RHUR AL & & Pk v 9w 5 2. 5. 44,58,
10.38.15.35.46.47.32.33. 348436 14—/ M VH CDR1.CDR2F1/B{CDR3MIVH, FI& A Hiik
e H 5 2.5.44.58.10.38.15.35.46.47.32.33.348 36 {F—AJVL CDR1.CDR2F1/ 5,
CDR3MIVL , AT 1 H H VHANVL  CDR>K H A8 1Pk 7o b o

[0177]  fF—2esSuji )y b, IR AV & DU B dusa

[0178]  (a) €L35SEQ 1D NO: 1 ZAERR 7 URIHCDR 5 (b) (L #5SEQ 1D NO: 20 8 £ R 51
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[FJHCDR2; (c) £ SEQ ID NO: 3fI & HE PR 7 FIHTHCDR3 ;s R AR (d) L7 SEQ ID NO: 4%
BT HIHILCDRL s (e) BLESEQ ID NO: 52 /R 7 41 (JLCDR2 s A (£) 42 SEQ ID NO:6H]
IR T B[ LCDR3 5 5L

[0179]  (b) 4% SEQ ID NO: 101/ & IR 7 FIIHCDR] s (b) f4 7 SEQ ID NO: 1021 2 I 1R
JFFIHTHCDR 5 (c) £ & SEQ ID NO: 103 & ZE MR 7 71 HHCDR3 s H 8 A A (d) £4 &% SEQ ID NO:
104/ 2 L1 7 5 ILCDR1 ; (e) €15 SEQ ID NO: 105/ 2 JE 2 F 41 (I LCDR2 ; Al (f) 41,2 SEQ
ID NO: 106/ & 28 /7 F1I¥ILCDR3 ; 5L

[0180]  (¢) f4{%SEQ ID NO:201f & JEMR 7 FIIHCDR] s (b) f4 7 SEQ ID NO: 202/ & JE 1R
JFFIHTHCDR 5 (c) £ & SEQ ID NO: 2031 & ZE MR 7 71 HHCDR3 s H 8 A A (d) £4 &% SEQ ID NO:
2041 5 F PR HHILCDR1 5 (e) A7 SEQ ID NO: 205 2 3L 2 5 51| I LCDR2 ; £ (f) £175 SEQ
ID NO: 2061 % 28 /7 F1I¥ILCDR3 ; 5L

[0181]  (d) 4% SEQ ID NO:301f & IEMR 7 FIIHCDRL s (b) f4 7 SEQ ID NO:302f) & IR
JFFIHITHCDR 5 (c) £ & SEQ ID NO: 303 & ZEMR 7 #1 HHCDR3 s H 8 A A (d) £4 &% SEQ ID NO:
304 5 K lE FE FFLCDR1 ; (e) A4 SEQ ID NO: 3050 5 /R 41 (ILCDR2 ; Al (f) £475 SEQ
ID NO: 3061 & H: PR T 511 LCDR3 ; 5L

[0182]  (e) L% SEQ ID NO:401f & IEMR 7 FIIHCDR] s (b) f4 7 SEQ ID NO: 4021 & IR
JFFIHTHCDR 5 (c) £ &% SEQ ID NO: 4031 & FEMR 7 41 HHCDR3 s K8 A A (d) £4 &% SEQ ID NO:
404 1) IR FHILCDR1 5 (e) A5 SEQ 1D NO: 405/ 2 JE Mz 7 41 I LCDR2 ; A1 (F) 41,2 SEQ
ID NO: 4061 % 28 /7 FI¥ILCDR3 ; 5L

[0183]  (f) f4{%SEQ ID NO:501f & IR 7 FIIHCDR] s (b) f4 7 SEQ ID NO: 5021 & IR
JFFIHITHCDR2 5 (c) £ &% SEQ ID NO: 5031 & FE MR 7 41 HHCDR3 s H 8 A A (d) £ &% SEQ ID NO:
504 5 W& FE FIFILCDR]1 ; (e) A4 SEQ ID NO:505) 58 /R 41 (ILCDR2 ; Al (f) £475 SEQ
ID NO:506[1) 2 H: PR T 51 [ L.CDR3 ; 5L

[0184]  (g) fL{%SEQ ID NO:601f & IEMR T FIIHCDR] s (b) f4 7 SEQ ID NO: 6021 2 IR
JFFIHTHCDR2 5 (c) £ & SEQ ID NO: 6031 & FE MR 7 41 HHCDR3 s H 8 A A (d) £ &% SEQ ID NO:
604 1) 2 R HHILCDR1 5 (e) f47SEQ ID NO: 605 2 3L 2 5 51| I LCDR2 ; £ (f) £175 SEQ
ID NO:606[1) 2 F: PR T 51 [ LCDR3 ; 5L

[0185]  (h) f4{SEQ ID NO: 701 & IEMR 7 FIIHCDRL s (b) f4 7 SEQ ID NO: 702f & IR
JFFIHIHCDR 5 (c) £ & SEQ ID NO: 703 & ZE MR 7 41 HHCDR3 s H 8 A A (d) £ &% SEQ ID NO:
7041 5 W& FE # K LCDR1 ; (e) A4 SEQ ID NO: 7050 %8 R 41 (ILCDR2 ; Al (f) £, 75 SEQ
ID NO: 7061 2 H: PR T 51 1) LCDR3 ; 5L

[0186] (i) f4{%SEQ ID NO:801fZ IEMR T FIMIHCDR] s (b) f4 7 SEQ ID NO: 802 & IR
JFFIHTHCDR 5 (c) £ & SEQ ID NO: 8031 & FEMR T #1 HHCDR3 s H 8l A A (d) £ &% SEQ ID NO:
804 ) 2 F R HIHILCDR1 5 (e) f47SEQ ID NO: 805K 2 3L 2 5 51| LCDR2 ; £ (f) £175 SEQ
ID NO:806[1) & H: PR T 51| [ L.CDR3 ; 5L

[0187]  (j) (a) L7 SEQ ID NO:901H 2 FEEE /7 #I[*JHCDR]1 s (b) €175 SEQ ID NO: 9021 2 Jik
& 7 HITHCDR2 5 (c) B2 SEQ ID NO: 9031 2 HE 1R /7 #1| [T HCDR3 s (d) £ SEQ ID NO:904(¥]
FIER 7 HIHILCDR 5 (e) £ SEQ 1D NO: 905/ 2 FE IRy #1I I LCDR2 s A (f) 2 SEQ 1D NO:
90611 2 IR 7 51 [ LCDR3 5 5L
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[0188] (k) (a) FL&SEQ ID NO:1001 (¥ & 2EEE 7 FIHCDR] ; (b) £527SEQ ID NO: 1002114
FEFR P HIFIHCDR2 s (c) A& SEQ ID NO: 1003/ & JE /L /7 51 THCDR3 5 (d) L5 SEQ 1D NO:
1004 5 F B2 FIILCDRL ; (e) £ 27SEQ ID NO: 1005 2 2 & /7 41 [ LCDR2 ; A1 (f) 1,2 SEQ
ID NO: 1006/ 2 LR 7 51 [ LCDR3 ; 5L

[0189] (1) (a) ALASEQ ID NO:2001 ¥ % 2 EE 7 FIIHCDR1 ; (b) £527SEQ ID NO: 2002114
FEFR P HIFIHCDR2 ; (c) A& SEQ ID NO: 2003/ & FE ML /7 51 THCDR3 5 (d) L5 SEQ 1D NO:
2004111 Z FE R £ 51 ILCDR1 ; (e) £1%SEQ ID NO: 2005 58 R ¥ #I fILCDR2 ; A1 (f) 41,7 SEQ
ID NO: 2006/ 2 R 7 51 [ LCDR3 ; 5L

[0190]  (m) (a) £ 2 SEQ ID NO:3001 %24/ /7 41 FJHCDRL ; (b) £9. 2 SEQ ID NO: 300214
B 7 B IIHCDR2 ; (¢) B4 SEQ 1D NO:3003 /% 2R 7 51| IHCDR3 ; (d) £L&SEQ 1D NO:
3004 ) 2 FEFL 7 #1fFILCDR1 ; () ALA7SEQ ID NO: 30056 8 F: 2 5 #I AILCDR2 ; A1 (£) 41,7 SEQ
ID NO: 3006/ 2 R 7 51 ) LCDR3 ; 5L

[0191]  (n) (a) LA SEQ ID NO:4001 ¥ % HEEE 7 FIIHCDRL ; (b) £527SEQ ID NO: 4002114
FEFR P HIFIHCDR2 ; (c) A& SEQ ID NO: 4003/ & FE /L /7 51 THCDR3 5 (d) L5 SEQ 1D NO:
4004 1) Z FE /R FF A HILCDRL ; (e) 5 SEQ ID NO: 4005 2 HE /% /5 41 I LCDR2 ; A1 (f) 1,27 SEQ
ID NO:4006/) 2 L 7 51 LCDR3 .

[0192]  FEFELESLE Ty 2, CDLL2RBUAR AL S VL, ik VLA & A S ECD1 1 2R P A H AT
—MJVL CDR1.CDR2HICDR3 . 7£ HELE 5Lt 77 2 1, CD1 1 2RHIAR AL & VL, ik VLA & Hidhk v b
%i'52.5.44.58.10.38.15.35.46.47.32.33.34536 -1 £ MK VL CDR1.CDR2FICDR3.
[0193]  #F—4Lsiji /7 S+, CDL12RY LA ] A5

[0194]  (a) 0 &4 70 % 4% 5 2/ VH CDR1.CDR2AICDR3 A 2 J 2 7 41 () VH, A6, & 444 e
W% 45 2/ VL. CDR1.CDR2FICDR3FJVL ; 5L

[0195]  (b) &Ptk va e 4 55/ VH CDR1.CDR2AICDR3 ) 24 L W2 1 51 (1) VI, Al & 444 o
W% 45 5/ VL CDR1.CDR2FICDR3FIVL ; 5L

[0196]  (c) A& HiMA Te % 4% 5 44f)VH CDR1.CDR2FICDR3 ) 2 FE FE 5 41 i) VH , AL & B Ak
TR 95 44K VL CDR1.CDR2FICDR3HIVL ; 5L

[0197]  (d) & ik 7l 4w 5 58K VH CDR1.CDR2FICDR3 I 2 8 41 I VH, A & i dk
Tl 4w 5 58 VL CDR1.CDR2FICDR3AIVL ; B,

[0198] (o) A& HiA T /% 4% 5 10/ VH CDR1.CDR2FICDR3 ) 2 FE FE 5 41 i) VH , AL & B Ak
TLI% 25 10fVL CDR1.CDR2FICDR3[HIVL ; 5L

[0199]  (f) A& HiMAk vu % 4% 5 38f¥VH CDR1.CDR2FICDR3 ) 2 FE FE 7 41 i) VH , AL & B Ak
T 4w 5 38 VL CDR1.CDR2FICDR3AIVL ; BY,

[0200]  (g) A& HiiA T % 9% 5 15/ VH CDR1.CDR2FICDR3 M) 2 FE FE 5 41 i) VH , AL & B Ak
TLI% 25 15 VL CDR1.CDR2FICDR3HIVL ; 5L

[0201]  (h) A& $i4Ak ve % 4% 5 35 VH CDR1.CDR2FICDR3 ) 2 FE G 5 41 ff) VH , AL & B Ak
Tl 4% 5 35/ VL CDR1.CDR2FICDR3AIVL ; BY,

[0202] (i) A& HiiA sl 9% 5 47/ VH CDR1.CDR2FICDR3 ) 2 FE FE 1 41 f) VH , AL & B Ak
TLI% 547KV CDR1.CDR2FICDR3HIVL ; 5L

[0203] () A& HiMAk vu % 4% 5 46/¥)VH CDR1.CDR2FICDR3 ) 2 FE FE 7 41 i) VH , AL & B Ak
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TR 95 46(KVL CDR1.CDR2FICDR3[HIVL ; 5L

[0204] (k) A& HiMA ve % 9% 5 32/ VH CDR1.CDR2FICDR3 ) 2 FE G 5 41 i) VH , AL & B Ak
Tl % 5 32/ VL CDR1.CDR2FICDR3FKIVL ; B,

[0205] (1) & $i4A su % 4% 5 33 VH CDR1.CDR2FICDR3 ) 2 FE G 5 41 f) VH , AL & B Ak
Tl %% 5 33/ VL CDR1.CDR2FICDR3FKIVL ; B,

[0206]  (m) £ $i44 50 % 2 5 34f%) VH CDR1.CDR2FICDR3 ) 2 FE & 5 41 i) VH , AL & B Ak
Tl % 5 34 VL CDR1.CDR2FICDR3FKIVL ; B,

[0207]  (n) A& Hi4A 5e % 2% 5 361 VH CDR1.CDR2FICDR3 ) 2 FE FE 5 41 i) VH , AL & B Ak
TI 4w 5 36/#)VL CDR1.CDR2FICDR3KIVL

[0208] "R TP AR S AL Bl A JFHULAR I E A AR EE W] AR X P A

[0209]  FEFELESL Ty S, CDLL 2R AL VH, Bk VHAL & A SC i i CD1 1 2R P A H AT
— NI VH) R IR 7 1 o 78 B8 St 7 28 7R, CD11 2RFUAAR AL & VH, BTk VAR, & Hi ik e B 4 5
2.5.44.58.10.38.15.35.46.47.32.33. 34536 14T — MK VHI B E R F 51

[0210]  7E—#EsjE 75 22, CDL L 2R & Pudk v £ % 5 2.5.44.58.10.38.15.35.46.
47323334836 H AF— A HIVH, (HAE B AMIE X (CDR) #F A 1A 24 34 V44 Bl 52 Ak
FEHUAR , B NCDRAMT LA 24~ - 34 A BRE A OR 53 B o £ — £E SE Tt 7 S, CD1 1 2Ry A
EPA TS5 2.5.44.58.10.38.15.35.4647.32.33. 34836 H £ — NI VH, (H7E ANk
SEIX (CDR) #FHA 1427 34 464 [ B HUAR

[0211]  fE—2Esji 77 227, CDL L 2R & Ak v £ % 5 2.5.44.58.10.38.15.35.46.
47,3233, 34836 HHAE— M VH, (B LEVHIF FI T AE ZE X Fh B A T4 24 3 VA BB AN 2 0
B AR, BN 1A 24 3 A B/ 7 AR 75— L 51t 77 S+, CD1 L 2RPT B B Pk e
B 45 2.5.44.58.10.38.15.35.46.47.32.33. 345436 -1 f£— AN VH, (HAEVHT 51 [F HEZE[X
A IS 24 3 A B AN Bl 2 B

[0212] 7 —2Lsjti 77 S 9, CD1 1 2RPUAR AL & AR ST IR CD 1 L 2R$TU A4 1 AE — AN VHAIVL
CDR, Herpr 4 —CDREL 04 1A 2 BR3AN Z JE PR AR I B (497 dan = BUARD) Bl 2k

[0213]  FEIELLSH )T Zrh, CDL 1 2RPUAR AL & &5 A A U R L CD 1 L 2R A — AN VH
CDRI LR 7 4 [¥IVH CDR1.CDR2AICDR3 , HLAL & 5 A AT HECDT 1 2RFUAR H AT — NIV
£/690% & /091% .5 /092% . F/093%  F094% B /095% . B /96%  F 9T %  E D
98 % 5%, 22 71299 % — FU 1] VH., 78 F= L 5 it 7 S+, CD1 1 2RPTAREL 5 VH, BTk VHEL & Sk vl
%' 52.5.44.58.10.38.15.35.46.47.32.33. 34536 F /T — AN VHIK Z L /R 7 41 & 7090 %
2/091% .2 /092% & /093% & /094% . & /095% & /096 % /097 % & /98 %l & /D
99% — B IR 791 o AEFLE STt T Z2 0, TV ZIRIAE ZE X () 14~ 24> 34 44 Bk
5ANGFEFR AR, a0 14> 24 34 A AN PRy B, HUAER I VAN [F] T 77 51 32 Hh Bz i VH
A AEFE LS 77 S8 BT VHE ZI B HEZR X HR B 1A L 24 O34 VA 6 A [l 2 ARG, B
(IVHEAS[E] T Z0 36 B s B VHF 471

[0214]  FEREEES 7 4, CDLL2RPUAAEL & VH, BT IR VHAZ A SCRT R ALCD L 1 2RFTL AR 1 AE
— AN VHIR) S TR 7 B 2 R o A2 FE S8 S it 77 22+, CD1 1 2RALAA AL 25 VH, BT IR VH 2 HH B4 e
'52.5.44.58.10.38.15.35.46.47.32.33.34836 F 1 — NI VHAY 2 L R FF H1 4H A
[0215]  FEBELESLt 77 2, CDLL2RBUAR AL S VL, ik VLA & A S fECD1 1 2R P A H AT
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— VLK) R IR 7 1 o 78 88 St 5 & 71, CD11 2RFUAR L & VL, FTR VLA & Hiik e b e 5
2.5.44.58.10.38.15.35.46.47.32.33. 34836 H T — AN VLIK & IE /R 41 . 75 6 52 it 5
i, CD1 1 2RPUAR AL & 7 A ST AT B AECD 1 1 2R B R AT — AN IVL CDRI LR JF FI VL
CDR1.CDR2FICDR3, HAL G 5 A FrfgLCD1 1 2RPT A HAE— DM HIVLED90% . 2091 % 2
192% . FE/93% (ED94% B 95% B 96 % 97 %  E /D98 % 1 E /99 % —F
VLo fE RS0t 77 S, CD1 L 2RPUAAR L & VL, TR VLA & 5 HiAk ve b 4 52.5.44.58.10. 38,
15.35.46.47.32.33. 34836 FAE— MW VLI R IR 7 51 2 090% B D91%  E092% &
b93%  F/094% (E095% (A /096% B /b9T% L F 98 % 5 & /D99 % — B R IR P
o FEHELE STt 75 E A, T VLT ZIRTHEZE X A 1S 24N 34 AN BRGAN E BE R HUAR , 491
1A 28 3A VAN BN 51 BUAR , HLAR I VLAS A F 15 51 36 A BT (R VL 81 o 18 37 86 S it 7
L TS24 3 A A BN E R, FUAR B VLA R 77 51 32 Bz I VLFF 31
[0216]  7EHELESTE 7 S, CDLL2RFUM AL VL, Bk VL A2 H A SC T ECD 11 2R P A H AT:
— MNIVLIR IR 7 FIAH 8 o 7R e ST 28, CD1 L 2R L B VL, Bk VL2 H Hidd ve b
'52.5.44.58.10.38.15.35.46.47.32.33. 34836 FF— AR VLA IE R FF A1 4 1
[0217]  FEHELESTHfT7 24, CDLL2RGUAAR AL &8 A ST AECD 1 L 2RFL A& 1 AF— AN VHIK)
AR HIRIVH, HAE & H A SCHT AL R CD 11 2RFUAA AT — AN VLI Z L R 7 51
VLo 75 HEIX $E STt 7 S+, CD1 1 2RHTAA AL 5 VI, Bk VHEL & Pk e % 4 525,44 .58, 10,
38.15.35.46.47.32.33. 348536 F AL — NI VHII S 88 5 91 s FIVL , TR VLA 2 Hik v b g
52.5.44.58.10.38.15.35.46.47.32.33 34536 /L — M HI VLI & IE L /7 51 , AT H o
VHAIVLK 3 A5 A B 5k v s o

[0218]  fE LSt 7 b, Pidk I VHE iR e 5 5 2.5.44.58.10.38.15.35.46.47 .
323334836 AL — AN VH, AELEVHF FUITHEZE X A B 1A 2 3 VAN BRGNS Z L R Y
£, BIINIAS 24 .3 AN ERSAME SF B, VLA Sk [ 3R 51 26 5 4] B A4 AR — AN VL
SR, AE R S 77 b, PUiR I VR PiAR v e 9 5 2.5.44.58.10.38.15.35.46.47.32,
3334836 FAL— AW VH, AELEVHF FIFIHEZE X B B A 1A 24N 34 VAN B AN AR

[0219]  FERELESE 7 S+, CDLL2RYUAA L & VHAIVL , BT iR VHAIVL AL & Hidk v £ 4 525
44.58.10.38.15.35.46.47.32.33.348L36 AL — I VHAIVLI & FE L 5 471 o

[0220]  FEIELGSHE )T Srh, CDLL2RPUAR AL & & A A U R 4L CD 1 L 2R A — AN VH
CDRIZ LR 74 VH CDR1.CDR2FICDR3, LA K2 & A A SC AT L CD11 2RPT A H AE — AN HIVL
CDRIJ & ERR 7 5 [JVL CDR1.CDR2AICDR3, H B & %% B 5 A A2 fECD1 1 2RFLAA 1 4F—
AN AR R VHAIVL 2 290 % & /091 % & /092% /093 % . & /094 % & /095% . E /096 %
F /097 % 5 /098 % Bl 4 /99 % — BRI VHFNVL o 78 F- Lo S it 77 22 b, i T AAE ZE X v g 1
A2 3 VAN BRSNS BB, 1 1A (24 34N LA BRSNS B BB A 1S 2.3
AN A BEEA B E HUAR, LR VHFIVLAS [E] F 7 5128 BT s O VHAIVL R 51

[0221]  7RREEEs 7 S8, CDL12RPUMAAL & VHAIVL , FriR VHANVL & i A SCHr$E ECD112R
PR AT — AN VHFIVLI 2R L 7 51 A R - 7E e 5 it 7 S+, CD1 L2RPTAAREL 5 VHAAVL , iy
RVHFIVL & [ & PR 7T 9 5 2.5.44.58.10.38.15.35.46.47.32.33. 348 36 1 {F — A
[PIVHAIVL I 2 2L 1R 7 F12H i o

[0222]  CD112R¥ifAk v 05 .
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[0223] (&) £ Bk v b 2 5 21 VHIK) U R R e S IR VH , RIS 25 048 Tl 4 5 21K VLI 2
LR F A VL ; 5

[0224]  (b) £ & Hofd 5 I g 5 5 1 VHIK) SR B8 7 811K VH, 6L 5 B4 T b 4 5 51 VLI 2
LR F A VL ; 5

[0225]  (c) £ & Bofd 5e % g 5 440 VHIF) ZUHE R J7 7 (1 VH , RIS B 44 o I i 5 4411 VLT
BEERFHIHIVL; 5L

[0226]  (d) A0 Bk v B 2 5 58T VHIR) Z ZE IR 7 41 I VH, VA 35 B4k o B 2 5 58T VLI
I F AR VL ; 5

[0227]  (e) 0 & Hofd 3e % S 5 10 ¥ VHIY) S HE R 7 71 (1 VH , RIS B oA 5 I 4 ‘5 10119 VLY
I F AR VL ; 5

[0228]  (f) £ & Hodd 5e % S 5 3811 VHI) S 3 82 7 41 (1) VH , AL 55 04 e B 2 =5 381 VLI
I F AR VL ; 5

[0229]  (g) £ & Hofd 3e % 4 5 1 51¥T VHIYY U HE R 7 47 (1 VH, RIS B A4 5 I 9 5 1511 VLY
I F AR VL ; 5

[0230]  (h) 0 & Hodd 5e % S 5 3511 VI 23 82 7 41 (1) VH , AL 55 o4 v B 2 = 351 VLI
I F AR VL ; 5

[0231] (1) 0 & oA 5e b S 54 7 (¥ VHIR) ZUHE R 7 7 (1 VH , RIS B oA 5 I i ‘5 4 7 (R VLYY
IR 7 BRI VL

[0232] () 0 & odd 5e b S 5 46 1 VHI) U3 82 7 41 (1) VH , AL 55 o4 v B 2 5 46 19 VLI
IR 7 BRI VL

[0233] (k) A0 2 B A 5e b 2 = 3201 VHIK) ZUEE B2 e 51 (14 VH, AL 55 470 4 5 2 4 5 321K VLI
I F AR VL ; 5

[0234] (1) 9. B A 5o b 9 5 33T VHIR U HE IR 5 71 (09 VH , FHAL 2 44 5 45 33 VLY
I F AR VL ; 5

[0235]  (m) £ & BofA 5e % S 5 341K VHIR) U HE R 7 471 (19 VH , FHAL B A4 5 I i ‘5 3411 VLYY
I F AR VL ; 5

[0236]  (n) £ & B A 5e % 9 5 36 11T VHIY) S HE R 7 471 (19 VH , RS B B4 5 I i 5 3611 VLT
IR F AR VL ; 5o

[0237]  CD112RPLAR T AL 5 e

[0238]  (a) fU & Hifd va b 2w 5 21¥) VHIKIVH CDR¥IVH, FIAD 2 Hi A4 va & 4w 5 211 VL CDRIKIVL,
FS FUAAR 70 B Y 5 2O VHARTVL 2 /090 %  E /091 % . E D 92% . £ /093% . E/094% E /b
95% \ F/196 % 2 /097 % A /098 % B A /99 % — B VHAIVLZ IR T 41 5 5

[0239]  (b) A & HiAk va % 4w 5 5 VHIVH CDRAVH, FIEL & HiA4 75 [ 4w 5 51 VL CDRAVL,
5 0k ST 4 5 SIRVIRIVL EE 2090 % 5 /091 % 5 /092% 5 93% 94 % VT /b
95% \ F/196 % /097 % & /098 % B A2 /99 % — B VHAIVLZ IR /T 71 5 5

[0240]  (c) £ P 72 % 4 5 44 VI VH DR VH , RN 3 B4 52 2 4 5 44 VL DRI
VL, A15 5T 5T G 5 44 B VEAIVL 2709096 L 22709196 . 2 /092% . £ /093% \ E/094% &
195% Z/096% 2 /b97%  F /98 % 5L £ /99 % — U VHAIVL A B R 7 411 s

[0241]  (d) f, 4 iV 55 % 2 5 581K VHI VH CDRIIVH, A1, 45 414 52 % 4 5 58I VL. CDRITI
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VL, A5 P44 70 % 4 5 58 VHAIVL A /090 % . E /091 % & /092% . £ /093% . E /094 % (&
195% 5096 % L FE /097 % L /98 % B & 099 % — B VHAIVLE FL R 7 471 5 1§

[0242] (o) A& ¥k T % 9w S L0 VHIKIVH CDRI¥IVH, FIEL 2 HiAK 72 4 5 10/ VL CDRIY)
VL, F1 5 P4 5e b 4 5 10 VEAIVL A 2090 % . E /091 % (& /092% . £ /093 % . E /094 % (&
195%  F/096% L FE /097 % L /98 % B % /099 % — B VHAIVL LR 7 471 5 5§

[0243] () 05 HiAk vl 4w 5 381K VHIKI VH CDRI¥IVH, A4, 2 HiAA va % 2 5 38 VL CDRIH)
VL, A5 P44 70 b 4 5 38 VHAIVL A /090 % . E /091 % & /092% . £ /093% . E /094 % (&
195% \FE/096% L FE /097 % L /98 % B % /099 % — B VHAIVLE FE R 7 471 5 5§

[0244] (o) A& ¥k Te % 9w S L 5W VHIKIVH CDRI¥IVH, FIEL 2 HiAK 72 4 5 15/ VL CDRIY)
VL, 15 P 5 b 4 5 15 VEAIVL A 2090 % . E /091 % (& /092% . £ /093 % . E /094 % (&
195%  F/096% L FE /097 % L /98 % B & /099 % — B VHAIVLE IR 17 471 5

[0245]  (h) f0 & HiAk v 4 5 351K VHIYI VH CDR¥IVH, A4, 2 HidA va % 2 5 35/ VL CDRIH
VL, A5 P44 50 % 4 5 35 VEAIVL A 2090 % . E /091 % & /092% . £ /093 % . E /094 % (&
195% 5096 % L FE /097 % L /98 % B & /099 % — B VHAIVLE IR 7 471 5 1§

[0246] (i) A& ik To % 9w S ATIF VHIVH CDRI¥IVH, FIEL 2 HiAK 7o 4 5 4TI VL CDRIY)
VL, A5 P 5o b 4 5 4 TR VEAIVL A 2090 % . E /091 % (& /092% . £ /093 % . E /094 % (&
195% \F /096 % L FE /097 % L & /98 % B & /099 % — B VHAIVLE FL R 7 471 5 B

[0247]  (§) A& HiMk oo % 2 S 46 ¥ VHIKIVH CDRI¥IVH, FIEL 2 4K 72 4 546 I VL  CDRIY)
VL, A5 P4 70 % 4 5 46 O VEAIVL A 2090 % . E /091 % (& /092% . £ /093% . E /094 % (&
195%  F/096% L F /097 % L /98 % B & /099 % — B VHAIVLE IR 7 471 5 B

[0248] (k) G155 HUAK TERE 45 32/ VHIRI VH CDRFXIVH , AL & 4K 70 % 2 5 32/ VL. CDRF
VL, A5 P4 50 b 4 5 32 VHAIVL A 2090 % . & /091 % (& /092% . £ /093% . E /094 % (&
195%  FE /096 % L FE /097 % L /98 % B % /099 % — B VHAIVL IR 7 471 5 1§

[0249] (1) 05 Hifk vl 4w 5 33K VHIK VH CDR¥IVH, A4 2 HiAA va % 2 5 33/ VL CDRIH
VL, A5 P4 50 b 4 5 33 VHAIVL A 2090 % . E /091 % (& /092% . £ /093% . FE /094 % (&
195% \F/096% L FE /097 % L /98 % B & /099 % — B VHAIVLE LR 7 471 5 5§

[0250]  (m) f 7 HifAR Tl 4w 5 34K VHIY VH CDRAYVH, AEL & Hi4A 70 % 2% 5 34/ VL CDRFY
VL, A5 P4 70 b 4 5 34 VEAIVL A 2090 % . & /091 % (& /092% . £ /093 % . E /094 % (&
195% \FE/096%  FE /097 % L /98 % Bk % /099 % — B VHAIVL IR 7 471 5 5§

[0251]  (n) 05 Hik v 4w 5 36K VHIY VH CDR¥IVH, A4 2 HiAAk va % 2 5 36 I VL CDRIH)
VL, A5 P44 70 % 4 5 36 A VHAIVL A 2090 % . E /091 % & /092% . £ /093% . E /094 % (&
/095% Z /096 % /097 % /098 % 5l & /099 % —F I VHAIVLE FE L 41

[0252]  fE—u6 biRSzffi 7 b, VI /B VL AT [RIAEAE 1S L 24 O 34 LA B 5 AN S i R A
(BN TAS V24 3 AN BB 57 B 1A [F] T8 — R 5 51 o 78— L2 St 7 229, VH
ATALE 1A 20N 3 A 5 B B AR

[0253]  CD112R¥ifAm] o5 .

[0254]  (a) FHPLIR SERE 2 5 20 VHIR) SRR 5 91 4 S VH , A ER 044 o B 9 5 21 VLA A
[RIVL ; 5L

[0255]  (b) FHPuAA v % 9 5 5 VHI 2 25 1R 5 21 2H B 1 VH , A0 EH T4 b B 2 5 51 VLA A%
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fRIVL; 5%,

[0256]  (c) FHPUAA v b G 5 44 1 VHI) 2 TR 7 21 4H B (R VH , 1 EH 4% v B g 5 44 1 VLAH
FHIVL ; B

[0257]  (d) FHPuAA v b 2 5 58I VHIF 2 L R 7 41 4H S (1) VH , 1 EH 044 e B 4 5 58 VL AH
FHIVL ; B

[0258]  (e) FHPLAA vl 5 1O VHIF 2 L IR 7 21 4H B (R VH , 1 EH T4 v B 4 5 1O VLAH
FHIVL ; B

[0259]  (f) EHFuiak ve B 9 5 381K VHIR) 2 2 R 7 41 4H 1 FAT VI, R EH B4k o 2 20 5 3811 VLA
FHIVL ; B

[0260]  (g) FHPLAA v F% 2 5 1 51 VHI) 2 L IR 7 21 4H B [P VH , 1 EH A v B g 5 15 VLAH
VL ; BR
[0261]
JHIVL ; B
[0262] (i) HHPUAAR v P 2 5 4TI VHI) 2 IR 7 21 4 B (P VH , 1 EH 4 v B g 5 AT VLAH
FHIVL ; B
[0263]  (j) FHPUAA v % 2 5 461 VHI 2 L IR 7 21 4H B3 (R VH , 1 EH 04 v B g 5 46 1 VL AH
FHIVL ; B

o
(h) A 7 5 2 5 35 14 VI U2 R P 51 28 7 1 VL, AT AR e 4 5 35 O VLAL
o
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5]
5]
5]
5]
5]
5]

[0264] (k) FHPUAA v % 2 5 321 VHIF U L IR 7 21 4 S (R VH , 1 EH 04 v B g 5 32 VL AH
FHIVL ; B

[0265] (1) FHPUAA v b 2 5 331 VHI U L R 7 41 4H S (1) VH , 1 EH 044 ve B 4 5 331 VLAHL
FHIVL ; B

[0266]  (m) FHPUAA v % S 5 341 VHI 2 L R 7 21 4H B3 (R VH , 1 EH $0 44 v B g 5 34 1 VLAH
FHIVL ; B

[0267] (
RV
[0268]  fEHLLLSI 7 S, CDLL2RPUMAL & b SCRA S AL (51 an 7 31 3% H) BTk ik
[ AT AR [X A/ B ] AR X CDR 1-3H (AT —AS

[0269] 7 —LLsLjii 7 2, CD112RHLAA & TeGhuiA , il i TgGl 1962 TgG3BL IgGA T A ul H
LB W S RTIR AR S T R, 1HE X B A RN D RE , HAE — Le St
J7 & 1HE X AR TR

[0270]  fFBELesti 7 22, CDLLI2RYUAA AL & A S fECD1 L2RPu A A F— AN 1) EE i
(L 7 H ) 4 (HC) o 7R HELL STt 7 Z 7, CDT L 2RPUMR L & S A LAk e £ 9w 5 2. 5. 44
58.10.38.15.35.46.47.32.33 348,36 FF{F-— M) B4 ) E 3L 5 51 1) B4 o

[0271]  #F—2eSji )7 S+, CDLL2RY LA ] A5

[0272] (&) L& PUARTORE G5 2110 B BE 1 R L 7 HI I L BE , AIAL & Piik so b g5 210 2
TR IR 7 HI 52 5 5 5.

[0273]  (b) L& PUARTERE G5 51 B BE 1 R L 7 HI I B8 , AL & PuAk So b 45 510 2
HE R R 7 A B2 5 5 5.

[0274] (o) QL& Pudk v b 2 5 A4 B BRI R LR 7 H1 () S , AAL & Podd v P 2 5 441

n) PO T R G 5 36 VHIRY 2 Bk B2 e 41 24 F (A VHL, A1 R 04K S 4 5 36 VLA
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RS TR Y 4 () 2 s B

[0275]  (d) B Hifd v b Y 5 58 1) B BE 1) S JE R )7 51 (1) JE B , FNED 5 Pk v [ 2 55811
R S TR Y A ) 2 s B

[0276]  (e) B & i Te b Y5 100 B BE I S BE 1R )7 51 (1) B , AL & P e FE 2w 5 1011
RS TR Y 4 1) 2 s B

[0277]  (f) Q& Hifd v b Y5 381 B BE I S BE 1R )7 51 (1) JE B , AN 2 P v [ 2 5 3811
RS TR Y 4 (1) 2 s B

[0278]  (g) W& Pk ve b g5 150 EEE R S BE 1R )7 51 (1) B 55, A & Ak w2 9w 5 151
RS TR Y 4 ) 2 s B

[0279]  (h) G & Hifh v b Y5 3500 B BE I S BE R )7 51 (1) B B , AN 5 Pisg e 2 5 351
RS TR Y A ) 2 s B

[0280] (i) E & Hufd v b g5 A7 1) B BE I S BE R )7 51 1) L B, AL B AR e FE w5 4TI
RS TR Y 4 ) 2 s B

[0281]  (§) & ifh v b Y5 46 1) B BE 1) S BE R )7 51 (1) B , AN & Piag v 2 2 546 11
RS TR Y A ) 2 s B

[0282] (k) C & Hifd v b g5 320000 B BE I S BE 1R )7 51 (1) JE B , AN B Pk w2 2 5 3211
RS TR Y 4 (1) 2 s B

[0283] (1) Q& Puidhk v b 5 33 FBE I R IE IR /7 H1 () B , AEL & Pudd v % 2 5 33110
RS TR Y A ) R s B

[0284]  (m) B iAo b Y 5 340 B BE I S BE R )7 51 (1) B, AN B P v 2 2 5 341
RS TR Y 4 (1) R s B

[0285]  (n) G Hifd ve b Y 5 36 1) B BE 1) S BE 1R )7 51 (1) JE B , AN B P w2 2 5 36 11
BRI TR T A ) R

[0286]  CD112R¥ifAk vl 05 .

[0287]  (a) AU Hifh ol 4 5 2 HCHIHC CDRI) EE 4% (HC) , AL A B4k mo ke 4 5 21 LC
CDRII B 48E (LC) , PA Fe 3 ) 5 34k 7 b 4 5 2 HC ANLC E 2090 % & /091 % L & /092% & /b
93% & /094% . E/095% /096 % E /9T % F /D98 % il F /99 % — B HC FILCE FE iz
¥4 5 5,

[0288]  (b) A& Uik v 4 = SIUHCIIHC CDRIKJHC , FIEL & Hi4Ak 70 % 4 5 51ILC CDRIK %R
B (LC) , B K2y 9 544 7a e 4w 5 SIHCAILCE 90 % & /091 % . & /092 % . FE/093% &
/094% E/095% \F /096 % /097 % L /098 % i & /099 % — EIHCAILCE IR 7 1) 5 5L
[0289] () A7 HiMA 7o % 2 5 44 W HCIXJHC  CDRIFTHC , FIEL 2 HiAAK v I 4 544 1ILC CDRIY)
2485 (LC) , PA B B 5 HUAR 7T 4w 5 44 T HCFILC E /090 % & /091 % & /092%  F /093 % .
£/094% A8 /095% £ /096 % & /097% L £ /098 % 1 £ /99 % — B HCFILCZIE IR 7 41 5
o

[0290]  (d) A0 ik vl 4 5 58IHCIYHC CDRIFTHC , AL & Hi Ak 7 % 2 5 581KILC CDRIY
2485 (LC) , PA B B 5 H0AR TE I 4w 5 58 ATHCFILC & /090 % & /091 % & /092%  E /093 %
£/094% A /095%  F /096 % & /097% L £ /098 % 1 £ /99 % — B HCFILCZIE IR 7 41 5
o
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[0291] (o) B & PR TEIE 42 10fFHCIIHC CDRIFTHC, AL & B4k va % 47 = 10/ LC CDRIY)
B8 (L) , A &4y B PR T w5 10 HCILC E 2090 % . &2 /091 % L &2 /92% L £ 71593 % |
E/094% E/95% E96% FE /D97 % L /98 % B E /199 % — F ATHCAILCZ HL 1. 7 41
a,

[0292]  (F) & Hiik v % 4 B 38 ITHCIIHC CDRIFIHC , FIAL 45 A4 v [ 25 = 3811 LC  CDRIY
BREE (LC) , LA 245 B S HiAA 7 % 45 38 HC FILC 2 2090 % . &2 /091 % L &2 /92% L £ 71593 % |
E/094% E/95% E96% FE /D97 % L /98 % B E /199 % — F ATHCAILCZ HL 1. 7 41
a;

[0293] (o) A& Pk va b 4= 1 5FHCIHC CDRIFTHC, AL & B4k vo [ 47 = 150 LC CDRIY
B8 (LC) , LA 24 B S PR T % 45 15 IHCHILC E 2090 % . &2 /091 % L &2 /92% L & /1593 % |
E/094% E/95% E96% FE /D97 % L /98 % B E /199 % — F ATHCAILCZ FL 1. 7 41
a,

(02941  (h) & HUAk 7 % 4 B 35 HCHIHC CDRIFIHC , FIA 4 AR v [ 2 = 3511 LC CDRIY
B8 (LC) , LA 24y B P04 7 % 45 35 IHCFILC E 2090 % . &2 /091 % L &2 /092% L £ /1593 % |
E/094%  E/95% E96% FE /D97 % L /98 % B E /199 % — F ATHCAILC R FL 1. 7 41
a,

[0295] (i) L& Puih va b gm = ATIIHCIAHC CDRIFTHC, AL & Bk vo [ 47 547 LC CDRIY)
B8 (LC) , LA 24 B S PR T b S S ATIHCRILC E 2090 % . &2 /091 % L &2 /092% L & 71593 % |
E/094% E/95% E96% FE D97 % L /98 % B E /1099 % — FATHCAILCZ FL 1. 7 41
a;

[0296]  (§) L& Puih va % 4= 4611 HCIHC CDRIFTHC , AL 2 B4k 7o [ 27 546 LC CDRI)
BREE (LC) , LA S 4y B 554K 7a % 9w S5 46 [FHCFILC 2 2090 % . &2 /091 % . £ /092% . £/1093% |
E/094% E/95% E96% FE /D97 % L /98 % B E /199 % — F ATHCAILCZ FL 1. 7 41
a;

[0297] (k) f48r PUAk oo % 4B 32T HCHTHC CDRIFTHC , R 2 PrAk 7 45 5 3211LC CDRIKI
LC, PL B4y 5 5 HiAk 7o 4 2 5 32 HC AILC & 2090 % & /091 % . £ /092% . & /093% . & /b
94% . & /b95% . & /096 % . & /D97% . & /198 % B & /99 % — F T HCALCE IERR I 41 5 B
[0298] (1) & Hiik v % 4 B 33MTHCIHIHC CDRIFTHC , FIAL 4 AR v [ 2 = 3311 LC CDRIY
B8 (L) , LA 24 B P04 7 % 45 33 HCFILC E 2090 % . & /091 % L &2 /092% . £ /593% |
E/094% E/95% E96% FE /D97 % L /98 % B E /199 % — FATHCAILCZ HL 1 7 41
o

(02991  (m) F4 2 HUAK 7 % 4 B 34 HTHCIIHC CDRIFTHC , FIA 4 AR v [ 2 = 3411 LC CDRIY
B8 (LC) , LA 24y B P04 7T % 45 34T HCHILC E 2090 % . &2 /091 % L &2 /92% L & /93 % |
E/094% E/95% E96% FE /D97 % L /98 % B E /199 % — F ATHCAILCZ HL 1 7 41
o

[0300]  (n) f & HUik 7 % 4 B 36 HCHIHC CDRIFIHC , FIAL 4 AR v [ 2% = 36 /1) LC CDRIY
B8 (LC) , LA 24y B PR 7 % 45 36 [ HCFILC 2 2090 % . &2 /091 % L &2 /092% L £ 71593 % |
£/094% . F/095% F2/096% £ /097% /098 % B & /99 % — A HCHILCZE L IR I+ 41 o
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(BT 24 W3 VAN BSANR SF HUAR) AN [F T/ — P ) 5 51 o 75— 28 bR st 77 &
i, HCF/BRLCAT RIAZAE LA W24 34N VAN BRSAN G E R IR, (1 an 14> < 24N 34 W4 B 5 A (A
AR A E T H—F e 5.

[0302] 1. FA L FHE5 M AT E AR AE R 9 s MR A4 2 )

[0303]  7E—uesfifijr R, FRALHICD L L 2RBUAAR o 75 S LE St 77 b, BLCD1 1 204 3 B 5
S 2 M R/ BRI RE R AIE o 7E — 8 St 7 8, A4 00 2 A H i AR T A4 R0 HL % A g R AR
s o = AR TR R A AFE ((HANR ) SR AR v 32 R0 H SR A ) A AR A o 72— B8 S it 7
Zrf, SE M) U AR G35 4433 . 34 . 35 F136 . 7E — LL STt )7 2, SE N I VR IR LR 5
PuiA32.33.34. 35136 M LL B A L7 BUR I B

[0304]  a. 7R PEHUAA T T 45 FRFAIE

[0305] 746t /7 S, HUCD11 2RFu AR 3L FH 45 M p Ak , 491 G ] 14801 ] 157 iy S 7= 1 R
S g M REAE o A TE AR SCH R IR PUAAR R “IE )7 B B 01 B, B R AR i/ R AR R B —
PUCDIL2RPUAAREL 2 PPHLCDL 1 2RYTAA 1) St 7 5 o £ —LE STt 77 &, PLCDL L 2RPAAR AL 55 AH
[F] fHCDR3 . 7£ — L& 5t 77 ZH , HUCD1 1 2RyTAR A & AH IR U LCDR 1 o 7£ — L85 7 29, it
CDL12RPuMA AL AH IR LCDR2 o 7£ — L85 it 77 2 7 , HTCD1 1 2RYTAA 0 75 AH [F] Y LCDR3 o 7F — L&
St 7 Z&, PUCD11 2RPU A4 AL & #H[E] AU HCDR3 A1 AH [E] AU LCDR1 . LCDR2 A1/ B LCDR3 o 7 — L 52
i 77 22, FLCDL L 2RFUAR AL 27 A5 A SEQ ID NO: 1003112 318 5 %1 [FJHCDR3 « F1 /8% 2 45 SEQ
ID NO: 1004 & F:M2 /5 #IfLCDRL \ Fll/8 &% A SEQ ID NO: 1005/ 2 IR 7 #IILCDR2 \ A1/
& SEQ ID NO: 1006/ & HE R 7 51 I LCDR3 .

[0306]  7E—Esji 5 EH , AU A B — R 01 B BB AE SR X, P i E BEAE A2 X A
#SEQ ID NO:1007.1008-1009F11010/ & IEMR 751 o 75— S8 St 77 o, Pk R m i 5
— AL 5SEQ ID NO: 1012 2 2R 751 2 /090% 2 /091 % 2 /092% 5l 22 /093 % —
M EE A AR X B IR, Horp X FSEQ ID NO: 1012 AT A7) AT 4 Fr 5138 4k ) 4k F
HCDR1F1/EHCDR2H o /£ —LE S it 77 S , i HUIR SR 1 B — i AL R B RE 2R X, BT iR 4%
SEREZLIX AL 47 SEQ 1D NO:1013.1014. 10155110160 8 T 51 . 75— Le 5L 7 =2 , %4t
K — R R A SEQ ID NO: 10181 #5844 v AR X S B[R S 51 o

[0307] 49 7 P 7042 2K B3I 4 8 R B 0, 2 HCDR 1 FTHCDR 2 1 S B R )5 41 v 1) — 6 A4k, , 7 —
e ST 5 FE R PR SR ) B — A 3 AL ST HCDR L, BT iR HCDR 14, 27 SEQ 1D NO: 1001 (% 28 &
R 7 5B AESEQ 1D NO: 10017 B4 5 A1/ 56 H A 14 24N B3N E AR B AR AL IFISEQ 1D NO:
1001 S 418 7 41 o £E —HE ST 7 S+, Bk AL & HCDR 1, BT iRHCDR 1A 7ESEQ 1D NO:
1001.2001.3001.4001 1701 1) 2 MR 2 (B AR AL A B B A 1A 2 B3N 2 R R A2 AL Y SEQ
ID NO: 1001 HIZEEER 7 F111) , W 149 B B o 75— L850t 77 S+, 1A 2N B3N R A IR AR
W H I — B AN A R T HUR AR — 2L ST 7 B, T 2N BB F R R A 1 — A
B2 AN PR S AR o 7R e S it 7 SR i PUARSR I B BB & A A SEQ 1D NO: 2001
3001701854001 1) & FE /R JF 51 FTHCDR1

[0308]  f7E— LSt 7 S, X PUAR S A1) & — A A B E HCDR2 , Bk HCDR2 AL 7 SEQ 1D
NO: 10021 2 FE 18 /7 8 AESEQ 1D NO: 100267 B 1,356 F1/88 A 14~ 24 34 4Bk
5N FEIRAZALIISEQ 1D NO: 10021 2 FE 18 /7 91 o £E — L2 St 7 S+, AR 19 % HCDR2,
B RHCDR2E0 2 ZESEQ 1D NO:1002.2002.3002.4002F17021) 28 FE g 2 18] A4k i A B B 1
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A2 AN AN RSN IR AL ISEQ ID NO: 100211 & 5 He /5 %1 , Wi 149 iy S o 75—
BE S 7 ZE R TS24 3 VAN B AN E R IR AL R I — AN B AN R T B A — L
S TT R, 1A 2 3 VA B AN TR AR A 1) — AN B A 9 DR s B o A B L S
05 R ZHURE B R AL S S A SEQ 1D N0:2002.3002. 702884002 () 42 3L L 15 51 1)
HCDR2.

[0309]  7E—LLsijifa /7 R, ZPUIARS BN I A — i 3 2 A IR 1) B B AR B AE 2R X

[0310]  b. FI7RPEHUA TN FI D REARFAIE

[0311]  FE—4Lsji 7, $E AL HICDL L 2RBuAA , A Hifa 3t FH 45 6 2 N CD112R . FH I A
CD112R5CD1 129 AH HAF FI A TE 2P T /N B CD112R 5 CD 1 1 2f #H LA FH A4 Bk B AR A o 7
— Sl gy R, USRI A — Bk 45 A B NCDT12R HLBH B ACD1125 ACD112R2Z 8] )
A MO AR — ST 7 R PRI B — R A SN R CD112 5 /8 R
CDL12RZ Bl &5 & AH BAE H o R Z BRI A B AN 22 FH 7 /N BRCD112 5 /MR CD112R 2
V) B A ELAE TS AR A4 SIS 00 ) R B3 4 3 o s 4 ) /N BRLCD 112 55 /N BRLCD 1 1 2R 22 8] ) 45 & AH
B AE R SOR 240 /N R CD112-5 /N iR CD112R 2 8] ) 5 A M ELAE FH o 76— S8 ik S it 5 &
AR B B R /INERL CD112R 5 /N8R CD 1 122 8] (149 A0 HAE F i #0602 AR 8k 50 % o 76—
S St 7 SR i PUAR SR B B — G RIS T /N CDT1 2RI B /b — 4 6 7 — 1k
ST R, PuiR N A NPUR B VR B  7E — SS St 7 R U A B il A A
£ NCD112R b1 AH R R AL

[0312] 2. Hifdk B

[0313]  7E H s 77 v, A SC AT HR At ) BiaA = Pk b B Pk i B s (EABR )
Fab.Fab’ \Fab’ -SH.F (ab’) ,\FvAlscFv i BtBA K T SCHT 0 28 B kT R ik A B
[ 4538 2 W HudsonE A ,Nat.Med.9:129-134 (2003) . % T scFv B 238 2 W49 1
Pluckthiin,The Pharmacology of Monoclonal Antibodies,5113%: ,RosenburgfiMoore
Jw%E (Springer-Verlag,New York) , 55269-31571 (1994) ; 42 WW093/16185 ; Fil3E [ & H|
55,571,894 5 155 ,587,458'5 . K T-HL & #MRUZ AR 45 -G R A ik H B A KRN - 5=
HAMIFabAIF (ab’) v Ber) iR 2 W36 B £ 7 255,869, 0465 .

[0314] XU P2 v Ry AN BONURE = 14 1) B A AL 45 6 s A B B . 2 WA an
EP 404,097:W0 1993/01161;Hudson®s A\ ,Nat.Med.9:129-134 (2003) ; flHollingerZs A,
Proc.Natl.Acad.Sci.USA 90:6444-6448 (1993) . =MHuik A PUM Pkt 34 T HudsonZk
N Nat.Med.9:129-134 (2003) 7.

[0315]  BA gk Mydak oA A2 0 7 Hu A (1) B B ] 24 25 My el 11 4 30 B — 38 20 B4 A ] A 4 A ik
(1) 4 3 5l — 3 20 B BU AR A B o 7F B e sl 75 S, B 4 R B P M R N R &5 R T AR
(Domantis,Inc.,Waltham,MA;Z WL an3E [ % F) 586 ,248,516B15) .

[0316] M Jd st % Pl A K fhill & Budd Fr B, B 6 ((EANBR ) 85 /KA v Ak S B pi AR LA S ad
it B2 1E AR (I KA B coli) BRMEBAA) SkP2 A4, inAs SCRTIR .

[0317] 3. ZHrRMEPUA

[0318]  FEILLLST b, A SCHT IR BuiR e 2 58 R Bk, ) an XURe e A . 255
ST R DA AR B S5 G R PR B R LA o AR SRR S Ty S, —
SE AR I R EFRTCD112R H 55— FloR S X AT A e Pt Jit o 75 FL L St 7 S8, — Fh 4 & F
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et EEXTCD112R H 55— M a7 ik 5 DL R o — A (FEXUCRE RIS T2 F) 82 A (FE
2 YIS ER) < PD-1.PD-L1.CTLA-4.Lag-3.TIM-3.TIGIT.CD96.PVRL1 .PVRL2.PVRL3.
PVRL4.CD155,STING.CD47 .CD39FNTL-27 . 7£ = 2652 jifi /7 Z& v , XA 55 M 0 4 ] 45 4 5
CD112R M 9 AN [) e o7 o XU 7 14 e A7k 0 ] FH T 448 41 i 2 12 771 o 32 3 R IA CD L1 2RI 21 o
XU e AR ] il & o K PR s R B

[0319]  HH T4 20 mEPUA R H R GH (EAR T) HALRIEBAGANF R RN
AR A BB - X (B WMilsteinMICuello,Nature 305:537 (1983)) WO 93/
08829 A Traunecker&: A\ ,EMBO J.10:3655 (1991)) A1 “W& ™ T FLiFH” TR MGE (Z WAl n
FE LR, 731,168%5) . 245 F YA AT E T LR 75 Aok 4%« TRE s Tl & 3t
HFc- SR AR T E 22 5] 208 (W0 2009/089004A1) ;44 A8 2 AN HiAk al H B 58
B (Z WA £ EE P 54,676,980 FiBrennanZs N\ ,Science, 229:81 (1985) ) ; f# FHH =5
1% o7 5 77 AR XURR B M PR (3 W Kostelny % A, J. Immunol ., 148 (5) :1547-1553
(1992) ) 5 15 A F 1] & XURs S0 B BE “SOUR o AR B R (S WLl anHo 1 linger %5 A,
Proc.Natl.Acad.Sci.USA,90:6444-6448 (1993)) ; Alf# B 4%Fv (sFv) 54k (Z WA5l4n
Gruber® A, J.Immunol.,152:5368 (1994)) ; Fl| & =45 St Puik, Wl nTut t 25 A
J.Tmmunol.147:60 (1991) H frik .

[0320] AL ERESE TREUGELEE A EAThRE LRSS & APk (B &
PUA”) (Z WAINUS 2006/0025576A1) .

[0321]  ARSCHIPTIARER Fr BE B S AL 45 6 BICD112R LA K 5 — AN [E H R i pt J 45 & A
[ “XE A FHFantibody” 8% “DAF” (Z: W45 nUS2008/0069820) .

[0322] 4. 4ifkAR ik

[0323] 7R BELESLRl T =M, iR a5 A ST IR AL BRI 2 2R 7 21 AR kA5l , W] 7 R it
P B 25 G 2 A ) RN/ B B AR W TR - BUAR Y A IR T A AR A 0T 3 I 1m) 2 6 B 3R A4 1 A%
TR T4 A 51 NI EAB MBI I K B RRCR ) 2% o 1% e AB 1 0 45 ) AP AR 2 B R 7 471 N ke 2k
(PR SR RN/ B g N/ BEHUAR o AT EAT SRS 3 N FNEUAR AT — 20 & DL S Bl i 8 R AR, 264
J i AR AR B BT R R, BNt R 456

[0324] 5. HUAR. 4 A FHER AR A4

[0325]  fEBEUesji Ty b, IRt R A — Dl AR R BRI PR 4 . T B A2
[ AH AL 5 B FEHVRAIFR o £ 57 BUARE R 1R IR o “BloR MEEUAR” o R R JE R HUAR 51\ AH
KPR FIZ it 0 B A B 75 35 TR0 =P, B i B 75 3 1t 2 B anfR B /o R PR 46 & VPR AIR
(1) B 28 Jir 1 B 2 24 R R ADCCER CDC o

[0326] 1
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Rt e RF
BA BAR B
Ala (A) Val; Leu; Ile Val
Arg (R) Lys; Gln; Asn Lys
Asn (N) GIn; His; Asp. Lys; Arg Gln
Asp (D) Glu; Asn Glu
Cys (C) Ser; Ala Ser
Gln (Q) Asn; Glu Asn
Glu (E) Asp; Gln Asp
Gly (G) Ala Ala
His (H) Asn; GlIn; Lys; Arg Arg
03271 e (1) Leu; Val; Met; Ala; Phe; EZZE |Leu
Leu (L) EZRBR; Ile; Val; Met; Ala; Phe |Ile
Lys (K) Arg; Gln; Asn Arg
Met(M) |Len; Phes Ile Leu
Phe (F) Trp; Leu; Val; Ile; Ala; Tyr Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Val; Ser Ser
Trp (W) Tyr; Phe Tyr
Tyr (Y) Trp; Phe; Thr; Ser Phe
Val (V) |Ile; Leu; Met; Phe; Ala; :EZ&E |Leu

[0328]  WJAR Hia i WL AMIEEE JoT s 2 FE R 404

[0329] (1) Bii/KME: IR E R Met Ala.Val.Leu.Ile;

[0330]  (2) H 25 K :Cys.Ser.Thr.Asn.Gln;

[0331]  (3) F&1E :Asp.Glu

[0332]  (4) B :His Lys.Arg;

[0333]  (5) M BEHN A ) 7 2k : Gly Pros

[0334]  (6) 75 )% : Trp-Tyr.Phe.

[0335] LR~ BUACKSS 15 75 ORI L2 i) v 1) — N B R 52 58 469 55— 20

[0336]  AIAEHVRA I3 A2 AL (1 4n B , B DL SR LA 256 AN 7 o 3K B85 A T £EHVR “ 44
RCCRI, Bl 78 A 4 g Rt 2 sk 78 B TR) 28 52 v A0 26 9% 1) 5 A 1 S B Y 5% 2%) (S L4 dn
Chowdhury,Methods Mol.Biol.207:179-196 (2008) ) I /B4 fl 4 J5 (1 ke v i 2E AT , FL b Ul
BT 1S AR PR VHER VLI 25 6 255 A1 77 o 0k A\ 20 S 27 ) gk A B 7 R 5 S B S A ) R 2L
R FHliiHoogenboomZ N ,Methods in Molecular Biology 178:1-37 (0’ Brien%s N\ %wiH,
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Human Press,Totowa,NJ, (2001)) 5. 73 K1 /7 B 2 ) — LS St 7 S8, 3l I AR 2 Pl v
(15140 5 #ErPCR B Ci 2H BUCSE A% B IR € [R) 75 78) Hh AR — AN 2610 5INPT ice FH T B R mT
AR FE DR b o SR S5 R N ST R R TR SR DU B B SR A AR — PR A k. 5T
ZREMER) I — IRV VR GE W) 7732, Ho o 2 FHVRER ZE (91— k4 - 64Nk 2E) B ATLAL . AT
5 S0 (9 G s FH TR 28 BR A4 15 AR B 8D 2 5t S 45 & B HVRER B o BLAASR 154, 188 4 42
CDR-H3FICDR-L3.

[0337]  FEREUESTE 7 A, B IR BUER R 0] R A T — AN B ANHVR Y, H BRI AR 4y,
A HAR FIEARPUARSS S PRI RS SR AT 5 W, Af XRTHVRAE AN 2 B R AR & o F )
AR 57 AR AL (1 U an AR ST AT FR AL A0 LR S EUAR) o 3 A5 A ] A7 451 A HVR H FR 470 42 fid e 3
ZAb A ST R AR R VHAIVLFE 51 1) SR S8 52t 77 R rp , 4 —HVRAR S U3 , 8 & A AN
i — AN B = AN SRR U

[0338] W] H T4 BUHTAR I v & ) B T 75 728 (1) 5k 225 B X 35k 1 5 v R “ T R 1 41 5
A5  fNCunninghamfiWells (1989) Science, 244 :1081- 10851 AT ik o 78 it J5 ket , %8 ik 3k
ol H AR LA R (Bt e R 3, il iarg vasp his< lysflgluZs) , FHff H 2 vpp mlo 5 A
AR (1) TS R B R TN R) B A DA e 2 75 s M LA S 0 s () AB EL VR & mT 7E X
WU HUAR i 7 Th e St 1) 24 R o B AL BTN B B B AR B A A6, B - Bk = &4
P A 458 ) L 5 S Jo AR 5 0 R 22 T e i o o ) 80 ) X S i G 2 ATV AT I8 5 A R A Ak
B FL R o ] IR R AR AR LR S R S S A BT R

[0339]  ZAEER )T A4 N B0 46 & R o A/ BOR B R bk 54 (K EN T —MRER A
I H B ZANREER) 2 RRTE R N) DL ERAN B 2 AN S B R AR 1 A N AN R B
W) S A B R A N R v FR A 2 O 2 e 2 X U AR » oAk 20 7 1) 3L B 4 N R AR B FE B RN R i
BCAR i 5 (191 41 FH T ADEPT) BRAE K44 I 375 ~F= %2 B 2 Ik ik &40

[0340] 6. fEFEAL AR /A

[0341]  FEFEECSL 77 R, AR AR ST B AL (1) B Ak DA 389 i sl B AR A B Ak K A L
bl FE AR AT RS N R 2k W 7 A6 fbie ek el S R IR T A LA 7 A B B — A 2 A B
AT LRSI

[0342] Bk ELEFe X B, H BT B B A K AL & 90T B A B A2 44 o Hi R 7L 3 0 41 B 7= A=
(1) R SR A 0 7 L SR S o A TR, L IE R TN - B I B B F e [X 1 CH2 45 #4311
Asn297 .2 WA nWright % ATIBTECH 15:26-32(1997) . At ik Z 8 AT 435 &2 Fiw Kb &4,
B an H 2 BE N- WA R IE (G1eNAC) Y= LA FIME R IR LA K% B 42 30 — 70 F SE M 25 M 1)
“FFHHIGLeNACHI A EEbE AR — St T b, MBI AS K B bR B RS DL A B
SR ) T PR AR AR

[0343] 7 —LLsyti 7 =, S4B A B b B2 (B RRElA ) BIFc X A B oK A&
VIR PUARARAAR A, BT IR S 5 S TR B TR 1% 21080 % 1% $1165 % 5 %6 3165 %6 5L
20% FJ40% 8 i T B AEXT T W@ MALD T - TOF J53 3 By il & 1R 432 B Asn 297 [0 B A5 B 45 44
(BN A4 B A R A H BR R S5 44) ) RN Asn297 A E B P 4 5 b () 7 S50 Bk il o2
FERER B, B inwo 2008/077546 91 ik o Asn297 /& FE 67 T Fe X Ht K Z1467 B 297 4k 1) K A& Tk
ATk FcXFREE M EudnT) S8, R Pk RGN F 12, S Asn 297 a] A T4 B
297 BB R 20 £ 3N RIEBR AL , BI A T2 B 294 53002 1] o X B 25 b FE 4k A5 Ak n] B A5
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MK ADCCIIRE - 2 WL i 58 [ & R A FF 55US 2003/0157108 % (Presta,L.) ; Z5US
2004/00936215 (Kyowa Hakko Kogyo Co.,Ltd) .5 “Z= A EEbEREAL” 5L “Bh/b 5 505 (10
A A A2 FH 5% ) 28 T SE 45160 4% - US 2003/0157108: W0 2000/61739:W0 2001,/29246;US
2003/0115614;US 2002/0164328;US 2004/0093621;US 2004/0132140;US 2004/0110704;
US 2004/0110282;US 2004/0109865;W0 2003/085119;W0 2003/084570;W0 2005/035586;
WO 2005/035778:W02005/053742;W02002/031140;0kazakiZs A ,J . Mol.Biol.336:1239-
1249 (2004) ; Yamane-OhnukiZ& A\ ,Biotech.Bioeng.87:614 (2004) . GEf% 7= A= < A v b 34k
PR B 20 M ) S L HE R D B A EE A R L Lec 13CHO4H M (Ripka%s A\,
Arch.Biochem.Biophys.249:533-545 (1986) ; 3¢ [E % F| HH i 25US 2003/0157108A15,
Presta,L; fIWO 2004/056312 Al,Adams%¥ A, JCHAE SRt 471 1 1H) 0 ER] 50 o5 40 7 &%, 491 2
a-1,6-7 MR TN RIFUTS L R I B CHOAI MY (2 Wl iYamane -Ohnuki %6 A,
Biotech.Bioeng.87:614 (2004) ;Kanda,Y.Z: A\ ,Biotechnol.Bioeng.,94 (4) :680-688
(2006) ; AIW02003,/085107) -

[0344] IO HRAI S50 SERE I UARAR A, 51 G L o B 32 B BTARF e [X ) 43 K M FHG 1 cNAc
TRy IR B PUARAR R T LA PRI S R AL RN/ Bk R I ADCCIA g o 1 4T A AR R 1) 12
B H5 IR F 61 4nwo 2003/011878 (Jean-Mairetd5 N) ; EE L F2E6,602,684°5 (Unmana%s ) ;
AIUS 2005/0123546 (Umana%i N) H o IR ALIE B2 BIFc X F FEME HH B 20— AN 2R
T FUR AR IR Se P AR AR AR ] BT 420 R (I CDCIIfE o 1X S AR AR (R F5 38 Tl anwo 1997/
30087 (PatelZ% N) ;WO 1998/58964 (Raju,S.) ; FIWO 1999/22764 Raju,S.) H1.

[0345] 7 .Fc[XARfA

[0346]  FERELCS 77 R, v — AN B AR B 5 AR S BRI Fe X
Y b7 A2 Fe X AR  Fe [X AR AT A & ANFe X 741 (B a0 N TgGl1gG2.1gG38%1gG4 FelX) , fif
RFHNE— AN Z AR E A SR EERIE M (I nEAR) .

[0347]  FEREEESLE 7 A, AR B G A — L ((EEE 4 30) RN D RE I PR AR 44, A
FLRCRVE 2 BB & BARIEY) , 163X L8 B A BT B4R P F- 3 H 22 00 81 T, {H Rl 20 3 1)
A8 (19 4 kM FIADCC) A2 A 5 B2 B 551 o v JEAT AR 71 AT/ B0 A4 PR 200 25 4 0 5 R A CDC
A1/ BCADCCTE M R B A1/ #E 38 o 491 1, AT BEATFe 324k (FeR) &5 & I A R Bk sl D Fc v R4S
A8 77 (Kt AT B B/ ADCCIE 1) , (R AR B FeRn%h & 6% 7. FH T V- ADCCH JE AR 40 e (NK4H
Ff) AU K iAFe v RITT, i S 40 %A Fe v RI.Fe vy RITMIFe v RITI.FeRTi& M 408 (1%
BV B T RavetchflKinet,Annu.Rev. Immunol.9:457-492 (1991) H) 55464 70 _F R #R 39 . 1F
M A 2 43 7 B ADCCYRE P [ A 40 5 1 I BIR i) 14 S 91 508 T 56 [ & R 5655, 500, 3625 (S 1L
i tiHel1strom, .28 N ,Proc.Nat’ 1 Acad.Sci.USA 83:7059-7063 (1986)) AlHellstrom, I
£ N\ ,Proc.Nat’ 1 Acad.Sci.USA 82:1499-1502 (1985) ;55,821,337 5 (Z W.Bruggemann,
M. N ,J.Exp.Med.166:1351-1361 (1987) ) H . B AXHh , AT {5 FH AR PRI 5 7 7% (2 W41
W T3 S 40 M A 1 ACTT ™ S ke 56 2 4 i 25 1 %8 (Cel1Technology, Inc . Mountain View,
CA; FICytoTox 96 AE TS 4 4 i 7514 Wl € (Promega,Madison, WI) o AJ F -1 L0 5E [1) 2L
o7 241 B, 45 471 ] I A% 40 B (PBMC) 1 2R %475 (NK) 20l o 5 AR HBER 73 41, AH 5 23 F- [ ADCC
T AT ZEAR B I E 18 1Clynes®% N\, Proc .Nat’ 1 Acad.Sci.USA 95:652-656 (1998) H1 iy
AT SRR AT VR o 0] HEAT Cla 25 6 I 2 SR BA PR A BE 45 & C1q HLIF h i />
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CDCYE 1 - 2 WAFIHIWO  2006/029879FIW0 2005/100402 [)C1qFIC3c 45 A ELISA N iFM #b
RVEA , ]34T CDCI 5 (Z W inGazzano-SantoroZE N\, J. Immunol .Methods 202:163
(1996) ;Cragg,M.S.Z5 A\ ,Blood 101:1045-1052(2003) ; LA M Cragg ,M.S.FIM.J.Glennie,
Blood 103:2738-2743 (2004) ) ot A {5 A LI AR o L KN 77 ¥R AT FeRn4h & AR N i
K /2 BRI E (0Ll tnPetkova,S.B. 2% A, Int’ 1. Immunol .18 (12) : 1759-1769 (2006) ) .
[0348]  EH AP RN DIRE I TR B G B A Fe X 5% 2£238.265.269.270.,297. 32741329
H ) — AN AN R ER ) R LAk (G2 E L FIZE6,737,056%) o IX LeF ¢ 9740 R A0 46 7 2 5
Mg o7 B 265269270, 297 FI327 HH {1 PR AN Bl 22 4 B U Fe RAR AR, A0 35 5k J 265 81297
2N B EUIC I BT IS 1 “DANA” Fe R A8 1A (SEH 4 F)557,332,581%5) »

[0349]  FiR A R BRI SFcRIV L & 1 R e hr A8 4k . (S 0L an 55 E & R 566,
737,056%5 ;W0 2004/056312F1Shields%5 A ,J.Biol.Chem.9 (2) :6591-6604 (2001)) »

[0350]  FEFELESLE Ty R, ik AR E B — a2 AN B R ADCCI) 2 JE R ELAR (5 4n
TEFCIX )47 B 298 3331/ 84334 (FREEMEUS =) AL HTHUAR) IFclX .

[0351]  #F L6t 77 R, Fe X A Bt 28 , AT e 28 (B R 8k /Iy Cla &l & /sl
MR I 4m i F¢E (CDC) , il Bt 5 [ & R 556,194 ,551°5 W0 99/51642F1Tdusogie®s A,
J.Immunol . 164:4178-4184 (2000) H1 ik .

[0352] A IEK (KL W R (1) 58 4EFe 24k (FeRn) (LA 304 BHA TG # 2 )
(GuyerZE N\, J.Immunol.117:587 (1976) FIKimZE A ,J. Immunol .24:249 (1994) ) B 45 & HIPT
A TUS2005/0014934A1 (Hinton%E N) W iR B — P Z AN R FeX 5
FeRnff 45 6 U A FC X o X L8 Fc AR AR ELHE 7E DA N Fe X Bk 2 H i — AN B2 AN b B BRI
HFLLF AR {4 : 238.252.254.256.265.272.286.303.305.307.311.312.317.340.356.360.
362.376.378.380.382.413.42454434, Fl 4n HUAF ¢ [X 5% 434 (51 136 (B & F) 257,371,826
).

[0353]  J&FFelX ARAR A H & 525 192 W Duncan fWinter ,Nature 322:738-40 (1988) ; 3£
[E & F|255,648,260°5 ; 32 [F L F| 55,624,821 5 ; FIWO 94/29351,

[0354]  fE—sesjify b, SRR IR 7 IR A Pid , o R B2 N 1gGl o 7 — L85 it 7
Fb PRAURE AR B Bk, Hoh [F B R N TgGA . 78— s 77 =, SR AR §5 7 41 R
g, o E AP R 2 N TgG4, Hh A 7R 2 H IR 228 21| il & R (S228P) [T H.— RAF,

[0355] 8.2 f 2 iR . et i T A AR A

[0356]  7F HE LU s 77 S, WA B AR P A R AR O0E B AR, 51 G0 B ACM T AR
(thioMantibody)” , H A B — A5 2 AR IE L 2 B R IR TR I BUAR o 78 BAR S 77 =
MR TR FEAE TR AT R AL A Ak H I o 8 3 P Y POk B EDA TS e e A, I 7 P i e 22 ]
BEE AL T B mr R A A Ak BT BT B g5 6 B3 e 4y (B 2590350 5 BUE Bk - 24
YY), A=A e 81, iR SCHE— D i  AE R St 7 R, R AR AT — A
B ANATZ B R B : B BEIV205 (Kabatgi's) « EAEMIALLS (EUSWS) AEHEFCIX [
S400 (EU%5) - -2 IR TREO&E bkl anfl an s £ 567,521, 5415 F Bk K =4
[0357] 9. 9K

[0358]  7RHELLSTif 7y &, ARSI L PTRIE n] 2B UL & F I ARH 2 B 5 T
RGN E S B PR 53 o 38 TAT AR PUAR BT R 2r ALFE ((EANBR ) KB A . KT
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BB AERR fi ik S AL FE (EARPR T 38 2 1% (PEG) & /A I L5 1 . 52
AR HIRERE VR CIRBE IR OIR B e i 2R -1, 3- A URIA VIR -1,3,6- =REkE . 40/
LR ERIT IR ) R H R (RS eI ) FOA SRR (n- 2 s e i) 58 2
TR B RY) KRB/ AN ORI R A IR E ool (B H ) RO
I AN IR AW - 5 4 BE R m DR AR 7K LA AR 1 1 A s T B R3S BTk 5%
Gl AT 5y 5, Bl o B SO E R BSCRER o B 2 B U R S B E T A B
B, HEWE AL B EREY, WA YR AR R 27— Bk U, T TR A
VIR /B R A n] B TR AR (ERIR ) DL 7E N I 25 PR R 25 R A e = ek R By A
P B IR PR AT AR 58 F T B e SO R BT iESS .

[0359]  7E i —siti 5 o, IR Bt PR AR S S S o R S, HonTid i 2 5 T HR ATk
MR A SRR IEEARER S R KE (KanE A,
Proc.Natl.Acad.Sci.USA 102:11600-11605 (2005)) . & o] HA A — K, HAHE ((HA
S R N N4 S = O N [ T 1 O = B | i = S W iy 1 o | R e oS T 7 N | e e
oA 8 0 T 200 PR A7 P L

[0360] B.EHZH 71k

[0361]  mI{ F5 n =6 [ 5 R 554, 816, 5675 BT ik i) B 20 77V AN AL & W0k P2 A= ik
TE— LS )5 R, BEAL R AL A ST HICD L 1 2RHUAR [ 25 43 B AL TR o T i A T 1] 4 R 4, 25
PUARRIVLE ZIE R 7 51 A1/ 58 PR i VIR S R 5 21 (B G o i) 2 B A/ sl S5 4) o 78
S g R PR —Fh B 2 PP A TR R R R R (B AN IR ) A S — S R
H, BEALELE FT R AL IR 1) 15 A0 £ — PR SE 7 S, 1 AL & (Bl % AA)
DLW : (D) B33 W A BRI 0 « L mfi B0 3 HUAR I VLI 2 R R 7 71 AL &5 BRI VHI
REMRITH, 5L (2) A& Gatid A& PRI VLG ZE R 7 7 AL R (1) 56 — Hidk , AV & gm0
E PRI VIR E IR 7 51 A% BRI 55 R4 o AE — oS 7 S b, 1 T 40P 2 A 4R, 9]
B ep [ G B DR S (CHO) 40 At sl bk B2 4 . (451 4mY 0 WNSO . Sp 2040 i) o 7E — e Sz i J5 & v, 243t
il & BLCD L1 2RGUAAR IR 77325 , o i J5 v G 73S T RE Fr iR Ui i) 48 F B 9260 5 dm b
BT IR B A I A% B ) 1 32 4B A, Gn b SRR Atk , FRAT Ik th M BT i 1 3= 40 A (8507 32 4t i 385 7%
5 B i Piis

[0362] X} T-HiCDII2RHUAR A B AH 7= A , 43 Bl andn b SRR m il S A% Be H5 HAm
— ANELE AN EAR T DU AT 32 4 D R RN/ B R IE BT A R T 45 5 A ) A
T2 343 5 R e (5 a3 5l s P e W 57 1 65 5 38 i b 4 1) B AR B 11 6 TR ) SR A A
FRIRED) o

[0363] & FHF oo B B AR U4 G ) 28 AR 11 i 3 200 58 7S SC Rk 1) R A% B8 A 4T e« 16
U, POAR TR B b P2 AR, T LA TS T M AL RNF e R4 S T RE I » 5% T4k A BORN 2 IR £E 40 14
W 2R IE S WA 5 [ & R 255, 648,237°5 L 555,789, 1995 F1 555,840,523 5 . (1= I
Charlton,Methods in Molecular Biology,::248%: (B.K.C.Lo%w% ,Humana Press,
Totowa,NJ,2003) , 5245-254 01, AR PUIA v BEAE KA B R I ER0K) R 5, ikl LA
R 23 DA TR A 2R oy 2 ELn] &dE— 2P alifh

[0364] R JGEAX LD AL , EAZGRA YD (91 0 22 0K 0 v B B8 1) 12 38 FH TP AR i 84 1)
TORE BRI TE X, AR AL B AR T N T AR B R 4 B 5T A N BE SRR S
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B PR B A BE B E Mk - 2 WGerngross,Nat . Biotech.22:1409-1414 (2004) FILi%%
N,Nat.Biotech.24:210-215 (2006) .

[0365]  id&i FH T~ AW AL PR i) 1 = 4 Mo s B 2 AR AR Wik O B HESh W) AT s HE 3
W) o TCEHE S P40 B A S FE A A AN B R 4B . 2 5 ) 2 A DR B AR T S R e 4
A8 A, JCH T e B b DTk (Spodoptera frugiperda) 4l .

[0366] -t m] I FIAE A AN A B F=2 0 VE M fE 3 - 2 LB n 3 Bl % R 555,959, 1775 . 266,040,
4985 . 556,420,5485 . 257,125,978 5 A1556,417,4295 (iR H T EE LR Y T =4 bt
{RHIPLANTTBODTES ™ A) .

[0367] -l ] fsf F G HE ShA A MO AR S 1 32 4 4, m] e FH O T 8 A K TR TR 7L 3 4 4 i
F o L Bh1E 3240 2R 0 e S22 4 SVAORE AL M 1 CVI 4l & (COS-7) s AR
YA 2 (2938029341 iy, W15 tnGraham®E A, J.Gen Virol.36:59 (1977) i Hrik) ; SRS
Y (BHK) ;5 /)N B, FE45 A 40 B (TMAZR A, anf5l iiMather ,Biol .Reprod. 23:243-251 (1980)
FEa) s 5 4R M (CV 1) 5 A ISR B 40 e (VERO-76) 5 N\ 12 #5401 g (HELA) ; KB 40 i
(MDCK) ; 472 KB, (buffalo rat) FF4HAE (BRL 3A) ; A4 (W138) s AJHF4H M (Hep G2) ;
/NERCFL DS IR (MMT 060562) 5 TRTAHAE , anfil iiMather®$ A, Annals N.Y.Acad.Sci.383:44-
68 (1982) H Frik sMRC 540l ;s FIFS440 i . A M FLah 15 £ 40 i R A5 [E 6 R Op 2
(CHO) 4 it , £ FEDHFR - CHOZH Y (UrlaubZs A\ ,Proc.Natl.Acad.Sci.USA 77:4216 (1980)) ;
FE BB A R L 51 a0V 0 NSOAISp2/0 0 5 TF-3& T Hifde = Az 1 S Lol FLh ¥ 1 32 4 H R0 25
R Z WLl inYazaki AWu ,Methods in Molecular Biology, :5248%: (B.K.C.Lo%w%H , Humana
Press, Totowa,NJ) , 5255-26871 (2003) »

[0368] C.HIEZR AW

[0369] AUk A AR BE G ZA W, BITIR S8 S8 W0 B0 7 &5 6 31— Pl 22 b L B0 R 7 77 B
TR R [F) A7 2R ) A ST 4CD 1 1 2R 4%

[0370]  7E 55— St /7 R, B SR WAL 25 6 B T8 1 I - DAY ROsU 1 458 & M i dn
ST IR FUAK o A% 22 PR P R A 35 7T T P AR T R 2 A e e dE AL T T
Y% Re'®® Re"™ Sm'* \Bi % PP Ph* RN RSk [ i 5 o 24 fa P TRk R kAR
' AL T N AR FC O RO R T, ) B £ 99mEk 1123 5 3¢ F T A% B 4R (NMR) Bl (1
FRONBEIEIR A%, mri) 1 FEFRIC, B - 123 - 131 AH-111 8- 19 5% - 13 & - 1554 -
17 5L R Bk .

(03711  HUARMIE APy nl Ad A 2 PO DI RE 88 3 AR A 77 HIAS , 1 dn3 - (2- ik i 28 A AQ)
PIBRN - B FAIE W7 F&Z g (SPDP) 4~ (N- By SREE T i F L) 24 e - 1 - F9 RIS FH 95 37 e B (SMCC)
U AR A BRI e (1) < U fe i i U S BE AT AR 4 (9 4n & e 0 i — H BHC L) & MRS (%1
WiaE R T HRFAME AR (B (BN ) B B IR A Y (X O - S R A
) O ) VR EEATAEY) (Bansl- O - EEUR B BERS) - & ) RS (191 o B R
2,6- Z SpEURES) M- IEMEEALS Y (BItn1,5- — 8 -2,4- ARSI N, R 1
BRAWVitetta® N\ ,Science 238:1098 (1987) v Frik K il £ o £ 1% - 14FRIC K 1 - R EH AR
FEMERE-3-H 3L Y 2 = i L 28 (MX-DTPA) 2 T ¥ U A% e 45 & B30 1) o
PEEE G 71 2 IW094 /11026 o B AR AT g 72 14F 41 f 75 V4 245 47 75 20 o R 1) T At i 42
AR” g an , T s R AN AR PR B A | IR B RO e T AR e P ek P R
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REL B AR & B4 (ChariZ® A, Cancer Res.52:127-131(1992) ; 3£ & F4i5,
208,0205) .

[0372] ARSI S R4 A ) s ADCHA A Hb i 55 ((HANPR ) 1 AL EE (EARER ) LR 32 1Bk
TR ) 45 13X e 2% 454 - BMPS L EMCS . GMBS L HBVS . LC - SMCC \ MBS \MPBH. SBAP STA. STAB. SMCC.
SMPB. SMPH . fi# 3 - EMCS i 3 - GMBS i 3 - KMUS L fif 35 - MBS L i 3L - STAB L s 35 - SMCC g i -
SMPBLA K SVSB ( (4- 2,4 HEA0) 2K F R BE FHIE WP A% 166 , i L8 A2 6 57 72 i il A5 & (il 4n sk
HPierce Biotechnology,Inc.,Rockford,IL.,U.S.A) .

[0373]  D.[E=ZjlFH M E D)

[0374]  GnA SRR A PLCDL L 2RBL A4 1 = 24 il 55 Bl 20 & 2l VR & B A BT 7 4 2 1Y) B
RPUAR S —FhEl 2 Fha] B BE 24 5 bl 3252 B MR R R/ B ) (Remington’s
Pharmaceutical Sciences, 216K ,0s0l,A. Zm%E (1980) ) DA% il 557 5l /K v MR T 2 4% -
P 242 b n 82 52 (1) 8 A S BB 7 AR T 778 5 7 BT R AR B R X B2 38 T B, HEL R
(AR T) - To B 7K s S ), A iR 26 AT AR IR 26 AN FL e A HLIR s HLAAL A, 3 HLIR i
i R HR B U 5 B AR (9 )\ o 2 R R A R A e s Sk S R U 5 R LA
(benzalkonium chloride) ; "R & % (benzethonium chloride) ; AWy | FE ok 7 F X
¥4 2 F R ot i G , £97) T ek 8 2 R RR R G T 2 2 2 FR IR P 6 5 JL R s ADoK s A 2
B 5 3- G s FHIE) ) 5 (K2 2 UNTF 20100 %3E) 2 /K 8 A 5, Bl dnif i F 25 A - B ik
T IR 5 SRR AW, 1 W 5E 207 L e ] s S 1R, 9 an H 208 A B & L R AT
AHEAR R R BB R IR ; 508 R R SRR &1, B35 58 ) 0 L H 2 sk 5
E 7%, BIANEDTA ; % , 51 4n e R | T 55 B M B s il 1L B s iR P B+, il s & B 4% &
Yy (BAnZn- 82 A BB W) 5 A/ Bk FE 3 7 B R Vs 50 1 a2 20 —BF (PEG) « A ST il
PEEE 255 b ] 45252 1 B4 30 A0 35 1] o 1 2440 0 B8] 4900 o 3 e b v 12 30 PR IR T A 2
(sHASEGP) , {51l 1 A A ¥ 1 PH- 203 bR 2 Bl 9% 25 14 , 49 i rHuPH20 (HY LENEX®, Baxter
International,Inc.) .3 2845 7 14 SHASEGP AIE FH 75 v (45 rHuPH20) Hi A T35 E & |
FF£52005/02601865 F1Z52006/0104968 5 H1 o /£ — AN J7 THI H , 44 sHASEGP 5 — Pl £ Fii L &
PEZ LT (B3 E 25 A5 .

[0375] PR VR T PR HIFRIH A T I H L R 556,267, 9585 H o ZK ML H1l 577160 5 6 ik
TEE LR 6,171, 5865 FIW02006,/044908H [ TR LL 7K 1t F A4 1l 7], J5 2 1) 70 60, 45 4H &
MR - TR 2R 2% il o

[0376]  ASCH | LA G W nT LR B8 — Rl BA b T iy (1) 455 2 0 LR PR 3 14
R Mg D B A AN 2 o A 1P 3 B ) 52 10 D R 78 v P ) R v P 4 o K Y A0 0
B DA o T U B = DL A T AR .

[0377] 3 4 Jsd 73t A 2 N 3ok 437) a4 5 5 R B 7 17 2R 5 o % PR Tl 2 (43 7 451 a8 Y
2F o R B I O FE AN SR - (F B TR R R ) U 3E) ) AR W i IR 2 i ik R (491 an g I
A BB L TORAAR B FLI S R R A oK R 38) BRE FL o X 4R A FF T Remington’
s Pharmaceutical Sciences, 25 16ix,0so0l,A. Zm%E (1980) H.

[0378]  mJ il & F SRR U] 771 o 4o SR TS bt 1) 100 0 B S 49 B 5 5 A HUAR ) [l Ak g K PR SR
VIR 2505 R 2R I, 1% e 356 2 T T 2 4] A sl A e

(03791 U T4 pAy Jit FH 1% 1) 70 B0 2EL 45 42 388 5 R TG AT P4 o G TR A T 25 5 b e ot 491 an s 1 ok
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JEREREAT I PE RS I

[0380] E.JAYT ik

[0381] AR MEIIAE—HICD1 1 2RI W] FH T-I697 Tk b AR R, 7E R IR “HiR” I,
S VAN RN R ORI N AR e R

[0382]  FE—ANJrT A, S AL HICDL L 2RYTIAR AR 254 o 7E — 28 St 7 S, 3R A PiCD112R Bt
P T 88 o 358 0 AN/ B 2k BB A TR 1 52 K3 HR 1 B TR e g S R AR — L S T
i 98 2 g P TR o FE — S8 S 5 R, SRALBUCD L1 2RBLAR FH TV J7 e - 7F — S8 S it )y 5
H, SEAEHICD T 12RILAA F T 16558 CD226 5 CD 11 2/ A ELAF FH o

[0383]  7E 57— 71 vh , A< & B AR AL HTCD L 1 2RI Pk , L P T )i ol ) 45 254 . A — 1%
St 7 SR, 250 T 1G5 38 0 AN/ B RE S B A R 1) 52 AR B R G g SN . 7E
S S 5 28 A TR S e 1 RS o A — e S T SR, A9 TR T RRE o A — RE S 5
Hh, 254 T 398 CD226 5CD1 12 A AR F .

[0384]  FEIL BT, AR BHSR AL VA T 75 ZERHWTCD1 1 2R IF) 5 975 A/ BOPRARE ) 77 ¥ o 7E— 1K
S A, PRI i | 38 0 AN/ Bl R BB A TR 1 52 KA R 0 B R e S ST i B
IR 7 V2 B3 e P G A S IR R CD 1 1 2RGTTAA o FE — LB St 7 v, R S R o A 1k
St A, PR AEIR YT B A RRE 1 32 A I RIE 1 U7 v, Bl D7 v B it FH W AR ST R 1)
PUCD11 2RI o 7E — L ST 7 ZE H , SR 3 5 AT 328 b B AT e RE 11 52 3038 HH 1 CD226 5 CD112
(1) A ELAE FHI 535, B 5 ik B3 i B 4 A SCRTiR I iCD1 1 2Ry AR

[0385]  7E—H Ty rh , A< % B AR AL 2 M CD1 1 2R 1 MH 5% I 50 08 B A P — ol 22 iR
(1) 7515 s BLER AACD1 1 2R B 1 AH I B I8 BRI . (191 A SC BT IR 92 9 B IE A AT — A, 51l el
) 1F)— sl 22 PR R 9 HTCD 1 L 2RPUAAR BB 5 HUCD L L 2RGUIKR I 259 o 7E— LL 7 TH v, AR
A $E L8> CD 11 2R 8 1 AH 5% 0 52 58 BRI i (1) — o B0 22 i IR FRDRE PR 0 B ™ AR B (1) 77
255 BB /D CD 11 2R 8 [ AH G IR 58 B IE. (491 20 2 S AT 3R 92 998 B0 A H AT — A, 491 Gl
i) (1) — Fh B 22 FloRE PR AR R 0 B 3™ B A2 B PTCD 1 1 2R B AL 5 HUCD 1 1 2RPTAR 1 24
W) o PEHRE 78 STt 77 S H 5 CD 11 2R [ AH O (1) 558 BROPERE R REDR AR i Rg » ELYB 2 2 98N iR 1)
KN A el ey 2B K sl T B R

[0386]  ASCAT IR I HUAAR AT T 9 Wya 7 e he o /E — Se St 7 R, SR ALVR T RRRE I T
T3 77 V2 A3 1) 52 40 2 it AR SR 1 A SCRTIR ol o 78— S8 St 28, HAA v il 4 B30
5 2GR HH ) B P S L 48 U iR o S A 2 SR R o FE — R S R, AR AT SR T 4 A
T o AE— e St T R, PR a0 32 D — R R R AR

[0387]  ARSCHEPEIRYT AR 2R 10 51k, BT 7 v B4 1) 52 33 it YR T A SR
A SCRTIRCDL 1 2RPL AR , 1 15952 1 15 LAIR YT - CD1 L 2RITAAR v] B ff i . 5 A Q3 , CD 1 12R$5T
a5 H—FRIBA A, W R S — PR .

[0388]  JagiE A g LA SEZAA i g mld afm YR P 0 (90 a4 ko) 1) Jeg i

(03891  FHT-V& Y7 115 ik 110 A PR o 1A I 43 G, 55 DR 40 G g /I &40 M it S /) 240 P i
iR A /NG B It aE (NSCLC) FEBIRNSCLC s #12 i Ji 988 « 15 W% 15 98 (renal cancer, 511
7 B A ) < OF S50  HH  45 W B - T LB (kidney cancer, {81 4B 4 e
(RCC) ) « HT Z1 gt (51 G i 25 X v P T B0 MR i)« FR DR s o 42 4T R  JER i o+ e 28 1
BRI IR (2 A I B P IR) 7 8 2 . B & (stomach cancer) <RI e « FLR
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Yo 45 Fgpee Ak 200 (BER) W B (gastric cancer) EFHANMO IR /N LIAIE &85 H AR
A~ BRI (] a3 7 1 2 1 PR A 2R, 19 T Rz PR BSOHR PR IR BE A 2R B L R JERE
T B L SO0 R DN N I | S0 B A B B N
Jei « N 23 R 0 B DR e B e L A 2R AR L PR e I 2 ) L B SR IR L A
PR B i s AP RS 5R (CNS) - I M ONS IR B 9ed - e I 8 A= i 0 A e« i
Jed T PR R I R S T AR IRE L R UK PE IR AR (Kaposi’s sarcoma) 38 B A9 S IR 40 g
Ja T2 PRLAR TR0 IR IR 5 S IR (L8 F A AR 15 3 ) I e hE) s 5 AH G IR i i B0 25
AECYE e (1 an N 2L Sk TR e 25 (HPV) AH G Mg Bl N Lk 983 s 2GS Y 1) Jied) A B A 32
B ERE R (BB B8R40 A 2R L= A Mk K L 21 40 B I /NA  [5  248 f RH S R 40 ) ik
LR 2 L= AEB T NKAN L A ) ) H AR — AN 0 MBS A 08 , 5 dn B A RS ) 3 I s
TR EEL TR RN B B8R, 9 A S A e L TRREE T A AT/ B R BE TR I 51 dn S tE s (ALL) |
SUVEEBE M A P (AML) 12 vk B2 40 i 1 3 i s (CLL) Ape kB B& 4 1 1 s (CML) AR 731k
AML (MO)  F5 il 40 Bt 14 (1 it s (M) R B A PE 1 s (M2 5 Ha 4R G A Bl 4 A 14 3 o
I (M3BRM3ZAZAA [M3V]) By 8 5 4% 40 o 14 1 af s (M4 BY LA W8 R 14 41 i 3% 22 iE (M4 AR 44
[MAE]) \ BAAZ 4R A I (M5) 20 3 I (M6) « B RZ g B i (3 if s (M7) DI 44 248 e P
Jeg AN EEU IR 5 RES R, 1] 0 2B AT 4 ERIMREE 988 (Hodgkin’s lymphoma, HL) «AEZE &y 4 Gk E2 JRg
(NHL) B i i 3 %% 1495 (f51] A BT Af ok B 80) < T4 Pt ok 22 988 bR 2 2 &4 P o b 22 989 . B Az 4l
R A BT A bR B2 8 kG IR AR SR S B 2H.2X (MALT) SRE2 983 B AT P (B IKT 1+) 4 A bk B2 989
BN TEH A IPR E2 987/ 1 I 4702 4 o bR B2 988 I 58 4 2 B8 4 o 14 T4 o bR B2 98 < I8 A o0 1
PR EEL YR 0 T 240 Uk £ 9 i A A IR B 20 PR A £ 8 T A T bk 28 5 40 P e bR 2L 9 L T 2L
Y B e 5 FNVBRER 98/ 1 L9 (T-Lbly/T-ALL) 41 J& T2 A bk 2 987 Ik B8 Bk 200 o A 9k B2 0 L A A
Ji VR EEL 2H 208 A P R B 2 23 A P R AR EL R R R PR FR AR R R AR TR R AR TR
JRES R B i bR 2 98 L AR 2L R 240 1 AR B2 87 (LBL) bR A i 2R 1 32 i A eg Sk bR 2 B4
P I R I8 1 DR B B abk B R A B TG AR EZ 98 (Burkitt’s lymphoma) 8 P Ik E2
Je R I 1 2H S 20 PR 1 b 989 (DHL) 9 88 0 240 i 1A D 4 A ok £ 98 17 A Bk 24 - 40 i 2 9k E2
JeE SR TAH MR 983 (CTLC) (AR BEAY 25 11 s B 28 4L L SE g (Sezary syndrome) ) Fltk
BN E R (LPL) 5REHFEERESR A (Waldenstrom’s
macroglobulinemia) ; & ®lJH , 9] 40 TgG & Rl o B B R AR 70 W M B G - SRR 28 B 8
Je (O FR A T P B i)  IS7 8 2R 440 PR A0 22 k1 B R - 1 1 Ok 2 4 B MR 3 T e
(CLL) « Z B 40 M itk O 96 s B B AE 1 2R 110 3 I e T P SRR FR) e , 0 5 41 4 PR AR S
PRJRE 5 A L 4 LR e T2 o« oA R s i e 2 ekl L5 B T 40 PR o 2 RE 5 DI SRV )
g , L FE £ 2 A R S AR S LA 98 AR PRI 5 A e o, B R R E T R L AR
JOR RS2 6 A D 2 LR DR I 0 A g ARG TR e A E2 AR i R P s I e, 4510 4 T4 i B A
F PR 04 ((EANPR 1) TR BRPEE , 451 40 TR o4k B2 40 B 14 13 f s (T-PLL) , EF5 /)N 24 i A fig
PRAT AL S 2 5 T2 M 21 2 1) R Ak Ik B2 41 A (3 I 98 (LGL) sa/d T - NHLFFF RELIRREZL 987 5 40 J / i g
Ja TR BRI EL 57 (22 T Ao s BEAR MO PE - 20) 5 A A Co b (5) T A bR E2 98T 5 Sk 3900 55 e
e FR I s SO B RERE IR 8 DA S B S i A AT 2H A o AR SRR 1) 7 ¥ 38 mT 1
VBT e RS Mg AN AT )R 1 MEVE 1 R (191 Gn 29 451 G 48 FH L B 14 CTLA - 484 PD - 1 i 44 (1) 5
B GBI T VA ME VR () JhE) A/ B3R & MR S
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[0390]  FEFELESLHTT S M, G A ST IR I PUA it FH T A A Je R (1) 52 503, IR 2 il O
FEIN SE ATV (9 an s FH IrbJed G2 245 W) sl S ey PV 29 R S BV I T) IONAS J2 Bt Jg o 7
— MO 7 SR S DN SE BRI MR TR ERHTMER , [ A A M e (409 PD- 1 B8 4%
FEPUAIMEIRYE) , BRI P B VR TR o B0, A SCRTIR I Hu AR vl s FH T X 86— 7k
N B R N AN JE I 2R 3 B VA YT (I nBiPD - 1R A Fs P s ph sk 5 5 — 7 vk (B 54t
PD- LER AR A HLATIR) H-E1697) o BA Pt R I 52 13 o 75 H e St Jr =, A
IR PUAA T FH T S i A 52 e S g% 57 (191 nPD - 1ER AR5 H057) (B BT B2
[0391] F.4HE

[0392] Ak BAHUAR RIS EL 5 H e A & Tk ol an , Ak B Bk n] 5 2 /b —Ff
FEvRYT L B (5 Qi B 5 e FH 28 9792 o

[0393]  #F—LLSLiti 7 Z2 v, B In) o — J ST A0 B8 AT B 2H & 2 A 3E — 2 3 i S % A1
A B — TR T RE

[0394] 7 — LU s 77 S, HBVR 9T R A R R A IR T R L R L AR T4
(“Treg”) #E35 55 FRCD112RAMF #E I 45 B0 75 5 BR CD 1 L 2R A1 (1) 1 () P B 711) o A FE 6 STt 7 58
L 5 AR A S TR Ak S A T A EATAR] ) R A S VR T R o AE B S T R, B )
2 VAR R, FLH A EE AR B PTCD 1 L 2R B4R AN ) Jegh 241 o B3 I8 400 PR 1) P Ak o 7 — e S it g
Zh B TR AR S TIR I Tre g #2571 AT AT L RN Treg #E 3 711 o £ — LU0 77 S, B —
FAEBRCDLL2RAMPHE R FE T o £ — LL STt 77 22, 25 3R/ BRCD1 1 2R M R T 8N 571
[0395]  FE—SLREUL R, 55 —F B0 ) o S7 0 % 42, 41 s X PD-1.PD-L1.CTLA-4.Lag- 35,
TIM-3HIBR AR o 7F — L6 STt 5 R rh , 85 — F#540PD-1.PD-L1.CTLA- 4. Lag- 3FITIM- 3 i1 —A>
A & AT AR A GRS DU (EARR T oAk ik (5] dn s vefE fi i
HRUR: F R PUAER) FNZ AN AE—ANSEHtT B, fE PSR & &, FlnFeft & & B , Bl
AMP-244 . 7 — 265 77 S v, PD- LIS HL 772 PiPD- 1 8L HIPD- L1 4k .

[0396] 5l /5 1 HIPD - 1 P4 A R TR & #.PT (nivolumab, BMS-936558) , Bi 4 W0 2006/
1211681 firik (14744 17D8 . 2D3 . 4H1 .5C4 . 7D3 . 5F4 F14A11 7 — N CDR B AT A% [X R4 o 76
FERL S 7 S, HIPD - 1 HAR 2 W02012/145493 1 BT iR (MK - 3475 (2246 & Bk B Hip
(Lambrolizumab)) ;WO 2012/145493 ATiAFIAMP-514; BPDRO01 . H: & 2 K1PD - 1344 Fi
‘B PD- L5774 FEW0 2009,/014708.W003/099196.W0 2009/114335.W0 2011/066389.WO0
2011/161699.W0 2012/145493 K% F|557,635,7575 F558,217,1495 LA K £ H L F] 44
FF£52009/03173685 o Tk (1) ABLEPD - 1 Jp A4 FIPD - 1410l 71 o tH 7] 4 FHW02013 /173223 Bt
ANTFHE—HIPD- 1Hifk . S EehrfR v (1) — N 5a 5+ 455 /845 & 2IPD- 1 F HiX e fa b
[y — N 4B B ) 26 A7 B H0PD - LRt 7] F T 4878974 .

[0397]  fE—Lsijii 7 &b, Al 240 697 I HTPD-L1Fu 4 & BMS - 936559 (FEWO 2007/
005874 F12E [H L F| 457,943, 7435 Fk A 12A4) , B AL 2 PCTAFFWO 07/005874H12E [H 4 |
57,943,743 5 h TR 3610, 12A4 . 10A5.5F8.10H10. 1B12.7H1 . 11E6. 12B7 #113G4JCDREL
AR X YAk o AE e S 77 R, JUPD-L1HIAR R MEDT4736 (4 FR N 48 I & H 40
(durvalumab) F1$HLB7-H1) -MPDL3280A (4B A # Bk .47 (atezolizumab) FIRG7446) .
MSB0010718C (40 FR A 4t & 847 (avelumab) ;W02013/79174) BirHigM12B7 .t a] i ]
W02013/173223.W02011/066389.W02012/145493 .2 [H % F| 457,635,757 5 F458,217,149
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5 LA K EE AT H2009/145493 5 1 Bt A AR —HIPD- L1k . HIX Ly b AL — 1 5%
el /B A B 5 IR PR T T — A RN R AL PTPD- L1 FT iRt ] FH T A7 .
[0398]  fEF-sbsififi f7 Zrh , AN JFHICDLL2RYUAK 7] HCTLA - 4355155 (B nPTCTLA - 491 4K)
— R FH o AE— AN St 7 R, BICTLA- 4B 2 3k B UL R BRI ik - Yervoy® (PCTA
FFWO 01/14424% Frik (i AR UL A HT (ipilimumab) B{3i4410D1) | #h 26K #4371 (tremel imumab,
ZRTFRN B VA S AT (ticilimumab) CP-675,206) LA H AR T (AT — AN vh BT adk 1) B 7
B HTA B HTICTLA- AP0k : WO 98/42752;W0 00/37504 ; 3£ [E 4 F| 556,207, 1565 ; Hurwi t 225
N (1998) Pro.Natl.Acad.Sci.USA 95(17) :10067-10071;Camacho® A\ (2004)
J.Clin.Oncology22 (145) : Fifk F Btdw 52505 (FiAkCP-675206) ; filMokyr4s A (1998)
Cancer Res.58:5301-5304 ., tHA]fg FHW02013/173223 Al A FF (I4F—HiCTLA- 45044 .
[0399]  fE—ubsijifi 5 &b, AR A JFHICDL L 2RFLAA /& HLAG-3 (FE A SC AN & 5 ik Ay
LAG3) U7 2H & 18 H o PTLAG3 B4 (1) LA L 46 B 75 55 [ & A A JF 55US2011/0150892%5 |
W010/19570F1W02014,/008218 filf ik i 471 4A25F 7. 26H10.25E3 .8B7 . 11F28% 1 7E5 1t CDR &Y, AiJ
AR X PR AR — AN R, PULAG- 3PTARSZBMS 986016, 1] {8 FH I H & A APTLAG- 34T
ARALFEUS2011/007023.W008/132601 FIW009 /4427371 A ik () IMP731 A1 IMP-321 . 551X L4 {4
HH AT — AN 58 4 F /B0 31 5 IR e oA b AT — /N AR R 9 R A2 B HULAG - 3pu At T H T
HEWBRITH.

[0400] /Lt J7 & of , ¥EA TIGI T CDI6AICD1 1 2R 32 44 v (it AN B 22 A~ 2 7] B 484
CD226 /" F 15 T4 T, I PUCDI 1 2RB — 7V IR Uk, 76— L8 s 5 R, 38 2 TIGIT
A1/ CDI6 A5 HLH o & F T A SCRT IR 4 & 97 v I FE P77 B 5E (EAER ) B fik (1
B B AR ROUURE e R PLAR) FI 24071

[0401] 7 — L5 5 7, PVREE (K MR 1) B 53 75 Ji 8 4 A b = 3 B o] e 300 18T A5 (1) Jieb g
EFFEE o o 8 1) PVR 3 R 58 0 28 i 53 S5 0CD 11 2R AR ) 4 45 T 18 5 o i F e ke,
I B R, 7 — BB St 7 R, 55 52 1% H PVRL1.PVRL2 .PVRL3 .PVRL4AICD155[F]
PRI — AN A IE T AR A A7 RSP (EAR ) Bofk . buik
(1) a8 o 0 A R0 0L S MR ) A AN 71

[0402]  STINGIZN 5T 15 INT 40 B J5 201 1) 56 R S 240 3 e AR 4 92 24 i 5% 42 1) Jif g 1k
I o B R STING 377 5 CD1 1 2R () 4H & B L 48 3k — 22 B9 N T4 P FINK 40 i 55 5 Ais 4k
(I RE o

[0403] M HTCDATHUAR AN T 19 75 Mk AE B ] 365 0 5 e &40 B o e R 07 26 e JiR 2328 2 T4
Jfl o {5 FHHTCDATHIAR FIHLCDL 1 2R G A4 (B dn A P 32 (I HCD1 1 2RHTAK) B ZH G R T S A 3
S AE P AR S 1 T P s S A e R L HL e Al T A S0 .

[0404] i 8 3T G 72 40 P b 3 308 1 i EF 52 AR 100 1) T 41 Bl FINK 20 o 4  HLCD 39T A i it
B77 1R R =R (ATP) 7K R AT i i 1 1 7 A2 o 4 FHtCD39H AR FI4LCD1 1 2RHT 44 (] A S
FriR AL HICD L1 2RGLAA) ZH -5 v o7 18 i 10 ] e g A P v A 3 I 4B G 5 1% SRt adE —
A BARCDT 1 2RI T VERI NS o

[0405] 21 ffg K| ¥ ] A5 R4 Hb U =15 T2 A AINK 20 A 3% A6 o TL - 27 /2 $00 1) T 40 it AINK 40 i A 571
ST 32 P A0 PR - o PO T L - 27 HT e ok PR ] B 72 40 B HP O 3 | 41 B DR 115 5 4% 3
PEALIEBRCD L1 2RI TVE AL 2 o IR I, R AL FH BT IL - 275U FIHLCD T L2RBu oA (9] A S B i
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HERIPICDL12RPTUAR) IH G IRTT -

[0406] AT HIPTMA AR A 7E iR ALl (TR A 2297 V5 RR ST VA B A AE M A,
B0 75—V IT HEPUAR) 2 A IEAS E R B R AR — S S T R R E A 3 TR
ST R A ST VR B LA A 97V S O Bk Bt @ o 491 T, X A7 AE T A7 AE U A2 1 RV
A/ BN PR R RS I 5 WA SC R R CD1 L 2RETAA w] AR SR e B 732t

[0407] VG ITJEAE , iR & ] 5 — el 22 FhOH & Hodie 1) (] an b 2 e 97 550 L AR K A )
AP w1 AN R VA ) DU e B BGRIA/ si i B 4G4 Bk Gt -

[0408]  fE—HESLj )7 SR, HLARE AT 5 P iR 41 A — D it P, 451 4 248 o] e A 2% ]
PLRAEZ5H) (NSATD) o 7E 75 2B A8 A SR HUCD 1 L 2RGTAAR ¥ 7 B AE e 2 Jipf 7 19 0
M RS T T, T n) it P I AR [ B (RS & R A , N 1 7a - BRMERE L &
A ME 1y L 52 [ B L 9k JE#4 (Prednisone) <FH S8 (Fluoxymesterone) - 8 B& Ji Ath i AR
(Dromostanolone propionate) NS (Testolactone) . Z Bg H Hh 22 i
(Megestrolacetate) - 3£k JEAA I Methylprednisolone)  F 38 - Z2 [E i ik JE A T HH %2
PipE (Triamcinolone) &M MERF (Chlorotrianisene) A 220 . & & K 4r
(Aminoglutethimide) .M F 7] (Estramustine) - 4 H & 2 M
(Medroxyprogesteroneacetate) MIFEM (Leuprolide) FEAthiE (Flutamide) FEFi K 2F
(Toremifene) \ ZOLADEX® ., 4% FIA ST IR () 77 2 BUAH & Vit , B mT 40 75 220t A FH T
VAT I R IR A %) e A Bl 7% 1) e 9l an s 4040

[0409]  bidSix HL2H &7 ik a 2H A it (Hrb A [R) — BB e o) 7 Bl 2H 5 4 b B0 3 R e
Z PGy ) Ak (FERT IR ST N, W AE it FH — Fhek 22 A g6 97 770 /i[RI F0 /8K
2 Ja it A R B BUAR) o E— LS J7 S, HUCD L 1 2RBUAA (14 it FH AN H: e v 7 7501 it FH O B
R 2 — A AN B — JE R B = N B — RV R =RV R VTL R BN R
e

[0410] AR BAPUMAR FUEATH 097 7)) nld@ AT & ' o7 25 A, B4 IEE g il g #1
BN K G TR EHT REIRIT) Wk Nt JE S i SR A ER KA Sk IR
P YR TR it o AT I8 I A 0 B IR AR B Qe s A o 5 G K BB R VRS R4S 2,
I3 BT i FH 2 S St FH O 52 A St FH o AR SOt 5 Pl 2 2577 58, B 48 (AR ) 72 A
S TR) A R R BY 22 it R R it FE AT K e

[0411] AR BAPUARRT UL R 4 IRy 9L e — 20 o7 2R RHC 25 25 At FH « 72k | R S0
5 75 R ) PR 25 A0 4 B va T I B AR E BTV 97 1) BRI L 3h ) AN 52 3038 I I R 28
SHR AT IR A At FH 7 v < it FH S 1) 22 HE AT MO 22 T By 0 ) e R R . AR SC R <43
FF R 2 B BT ) B H R 2 B A B 2 AN SR 491 R R BT ) R ) R IR B
Z Uit - B ET L “ R i

[0412] iAo TR (EAT et 5 — Mk 22 Fh H A T TR 80697 Brisk 18 i 5 77— & AL .
T3 BRI A 2850 B T R B S 0 R B AR E LRI &2 pRE BRI T ISR DL R 3L
FIr 3 1) FE e DR 3R o X MG )3 DL 5 AR ST 3 A [] £ 7] 2 R0 G AR ST B () it P s A SR A
F s BLUAAR SC R 5 2 1 2491 %6 21199 % SR fs Y, s LA 22 56 /11 PR € 18 B AT — 1 & AT
— IR RAN FH o AE— St T S, LR SR AL T B T SRR, B —RI& AR AT
JEWT BT, B 2 TRIR o
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[0413]  G. il

[0414]  FEACK B 5 — 5, S Bt S A w] TR IT U5 A/ B2 I SR e i i AR
il it o BT ) it B B S AR AL T T IR S A% S PR R AR 4 G B AR T B R A L 1l AR
A ELFE B QI 7 N TR ST L TV VA A5 3 e 5 48 1 FR U 0 35 0 B A R 4 A 22 P e
TE R 25 a8 20 H S 85 51— H -G WA S IR A ROty T A/ 2 Wk S E 4,
HAT B A T i A7 BGETE (140, Firidk 25 2% 7] i bk o V8 48 B0 B A T | B2 V5 1 0 28 1Y)
FETHIMD GV 2D — FhiE PR AR W A AR 10 B2 TR s iR 254
697 i e & ok, Brid dili vl e (a) S A H-EMR S — A%, K rid &6
BARGUR T (o) SHASYR R A, b kA S e & 5 —4if sk R et e
TBIT ) o AR R W IR) S SE Tt 77 52 16 o) it i TR B R R A W RT HTR T R E R R R A 4G
T B AR ER T34, B adk il it 3 w] B35 28 — (BAE =) 4%, id 5 — (838 =) At &k
5 TR I G, 5 L e PR VRS UK (BWFT) IR R 2 h 3R /K RS IR I (Ringer’
s solution) FIAT ENHIA TR . B8 AT ALFE MDA 2 A EECRE & B e el i e
G2 PR FRORE TR L TR BT R S 2

[0415]  WFffE, B AAHTCD L1 2RGTA LR Pk HuAAR LA Ah , AT — bt i it W60 8 A< 5 B ) 47
LG

[0416]  TIT.Scjitifs)

[0417]  SZjitaf5il1 . HLCDL 1 2RBTAA = A

[0418] i ISk PiercefJBZ-Link Sulfo-NHSAEMRARF G KPR LM R LT
(ab”) 25t Nx-FITC (LC-FITC) At AR E (ExtrAvidin) -PE (EA-PE) &AW R
T H -AF633 (SA-633) 43 Bl MSouthern Biotech,SigmafiiMolecular Probes3ifa.fE&EPrAt
Y& R A R FIMACS LCA B AW EMiltenyi Bioteco thEHT A1gG-PE (A-PE) A
Southern Biotech3kf5.

(04191  HIIR TN

[0420] 4O i Bk 450 4% 1 29109 2 R ) J\AN SR AT & R B S 22 S8 (2 W1 anY . Xu
& N\ ,Addressing polyspecificity of antibodies selected from an in vitro yeast
presentation system:a FACS-based,high-throughput selection and analytical
tool .PEDS 26.10,663-70 (2013) ;W02009036379;W02010105256 ; F1W02012009568) - X F-Hif
PRSI JF, R AIMi T tenyi MACS RS HEATRABR 01 1R , WSEHTPTIA (Z Wl inSiegel
2 N ,High efficiency recovery and epitope-specific sorting of an scFv yeast
display library.”] Immunol Methods 286 (1-2),141-153(2004)) . il & 2 , ¥ B BEAH AR
(Z31010M4HL/3C1E) 5 1. 5ml [ 10nMAEDD R ALF el & PUERAES0C R FE VRS2 il (B IR 1
ZzipER K (PBS) /0. 1% A4+ 1Ly H H2 A (BSA)) H— #2345 & 15min. F40m1 KA e ik 22 o
— R JE K LTV R T 20mLBE R e i, BB HUAE Rt B Uk (500u1) Hs N
FIEFREP IR AEAC T R F 15min 52 T K, AERERRITIE , B8V T 20mL e vk 2 o, Bk
FMiltenyi LSHE b hn#20mL )5 , F3mLBEIE % AL DRV 3R o 28 Ja INHE3ARE B A , I H
SmLAR KB IR B DR EE BF , BLAR 5 A8 B A K 1 o A IR AN B AR HEAT DL T e 35 A 0 o {6 242
X 10N EERFITIE , FIBER 2 v i =W, BAE30°C FAE P 461 F Sl Ik 1 B &
HHTIR (100nME InM) — #2855, 85 2 45 7 M FE v 1 F] (PSR) — #2855 B LA IR B L BRAERE

47



N 112584865 A W OB P 11/69 B

FEPEHUR T PSRFE M , AN 5 BT BT iR ¥ SCRE 5 A 2= APPSR L 10F By — 5§ (B
ALY . XuZE N ,Addressing polyspecificity of antibodies selected from an in
vitro yeast presentation system:a FACS-based,high-throughput selection and
analytical tool.PEDS 26.10,663-70(2013)) %R J5 FH YR ER G2 p BRI BESE VR S UK, HLAE4
"C R FLC-FITC (BA1: 10047 %) FSA-633 (LA1:500% ) BLEAPE (L1 : 5058 — gkt
15min. FHWEERZ2 MR BE P 0 , 4 A0 L DT TE 380 -0 . 3mLye ik 22 i b B % 2177 ik
B Il 5 (RIRARID) PR TE 4 R FSR AN AT 1 B DA F A0 70 B 3 s ok
DAL/ IRINS

[0421] i FIFACS ARTAZ33%AX (BD Biosciences) #E4T 433k, HHfi e 40 ik ] LAk 3 2 AT BT
i RFE A P A o B 53 0k 45 o) 30 L 23R A5 oA BT P e AR B AR o FE R e — S e S 1)
W 1 BEF Al HLPkok B BV BEAT RALE

[0422] A M LA .

[0423]  FEARTUCKR I I A R BE 2 A0 DT SR DA E— 2D BN R Fi ik

[0424]  A2HE5r 2 R0 T S G I PCRA I BEHE B4 20 58 A HH 1) = HL % A 31 2 A1
S5 X 1O S 3 v o A R T AR BT 3R ) P —SMACS J 391 A = ANFACS J 3 AT 3 4%
FEANE FRIFACS J b, F- 4R ST E I PSRES & A I T 220 . SnM 47T 5E 1 5% A ) o 34T
I3 LSRG AT B s R AR A A4

[0425]  Hifkfift

[0426] eI Ks 2 KE 1 5 N B BE R AR X AT HUAARLAL , 40 SCRTIR .

[0427]  CDRH1MICDRH2i% 4% : 4 54N Hi 44 (1)) CDRH3 2 £H 2| CDRH 1 FICDRH2 AR 44 Fr) 22 A1y 1 X
10° 0 ) 4% S P v, L0 S0 2% B ik ok P — IS MACS B 391 A0 = ANFACS JAL SR BEAT 6 4%
FEAS[E] HIFACS J I, - SCFEIPSRES & /1N A8 SN M NI e 3 7 1 56 Mg s g B
Bt R 5 SR A FabBR R IgCI R GBI I 7, LUE S5k A ) TR AR IeGHI 45 54
BEAT 73126 LASRAS EA B s R AR A A4

[0428]  Hufk A A4,

[0429] e BE v b AR K B AT, HAR G TE30°C R EHR & BRI 5 S48/ o 5 S 5 , (I
BEAm R itve Bok Big A T-alifh A8 FH B 8 BARE 2840 TgG H FH 4R (pH 2.0) Bl o il i
A NEFTEAL = A Fab Fr X H 4 KappaSelect (GE Healthcare LifeSciences) 4ifk .

[0430]  ForteBio KDilll=

[0431]  REUWISEHTATIAEOctet RED384_ LB TForteBiosE Al /1l (3 WA WIEs tepZs
N ,High throughput solution-based measurement of antibody-antigen affinity
and epitope binning.Mabs 5(2),270-278 (2013)) . f&i & 2 , @it LA F 77 it T ForteBio
SN DA < K ToGAE 2R N2 BIAHQAL I 2% b o WAL B 28 AE I E 2% v vh AL~ %7 30min, H.
IR JEAE L M M6 0FD A LB 2 o AF N TgGH AR I A% T~ 100nMHT J5 b 52 3774, HAR G %%
7 21 TE 2 (S 3min BT B8 3 R I B o A L 2 185 S BB SR o3 i B A1 30 7054

[0432]  ForteBioZRAL 56/ FCAARH W7

[0433]  {i F A v SR Co s XAZ SCRH T I8 04T A7 706/ C AR BEL T o g o) B T4 T g Gl 52 4k
INELBIAHQAE B 8% L IE FIAHIOC (RSE) A TgGLITIARRH W & 88 ok b JE P e 45 & A7 55 . 2R
Jo A% A e i T LOONMEEHT i, SR )5 B R 158 — PUAL AR IR 4 & Jo 58 — HUAR R b 45
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GHRRAR A P RAL AESE 4 , T4 & fa s R ALFE M (e 4+ 2 B ARBE W)

[0434] Biacorezl 772 E

[0435]  %fFZ: T BiacorelyMl&E , ff FHIEMHR S & (GE Healthcare Bio-Sciences) ¥
PRI B S BIPT/N B -FedfRCLIE Ao FEE2300sec P PU R 5 2 46 T 2TnMA HL AR R L 25
ARG E B 45 o B S, 1 23600s el BT SPUR 2 18] I AE 2 o 70 B 30 1 2 040 5F
fEHL 155 GRS .

[0436]  Sjifafsl2 . $CD112R$IIALE & FICD112R.

[0437]  4ffig k1A e

[0438]  PPALHLCDL12RPUMRSE & BIFE AN - 3RIAHICDI 1 2RI RE 77 ¥ M BF A= T Bk 28 T RE R
1 DLk #35 ACD112R (Jurkat-CD112R OF) K1 X 10°4N Jurka t 4 o (224 T4 M 11 ifi 75 40 e
%, ATCCHTIB-152) ¥ INF96 LV AR ¥ &AL H F FHICD1 1 2R TAR L TgG L [F] Fh 256 i (0. 631
g/mL) 7E4°C T YLt 17N o FIPBS+2 % FCSH4 A g e 4% W3 ¢k HL FHTEPBS+2 %6 FCSH LA 1 - 100# B¢
fIAlexa Fluor® 6474t A 1gG FePifhk (Biolegend, H 5% %4 5409320) EEVF A4 C T
307 % . i 5 K 0 B e % N vk H B % T PBS+2 % FCSH . i FHLSRFortessa X-20 (BD
Biosciences) SN E s - HFlowJo K F: (Tree Star) 434

[0439] 45 Rz T 1 i# i Alexa Fluor® 64715 5 1) J LA T2 Je5R EE (@MFT) $RAG 1
15 Jurkat-CD112R OR4H 4 & 1S4k . IX Lot R0, HICD1 1 2RPTLAA LG & R iACD112R
(R Bridc gl & B s s TR2H

[0440] 5zt f5)3 . HLCD112RATAARBH KT CD112-5CD112RFRIELNMI I 45 5

[0441] 21y b 1) FH W 0 2

[0442]  $PAL$LCD1 1 2RHTA4PH BrCD1 125 CD1 1 2R 32 40 Mo (1 45 & I RE 7 - 8 48 T RE i LA
1%k ACD112R (Jurkat-CD112R OE) [ 1 X 10°4 Jurkat 4 (2 PET4HME (& MK &,
ATCCHTIB-152) ¥ M F96FLV AR (1) 45 FLH 3 FHLCD L L 2RPUAAR B TG 1 [R] At Y ok e (1) 32 52 7
B (B =k B, 10ug/mL) 7E4°C R GL 1/ o FIPBS+2 % FCSH 41 A e ¥4 9 Ik H. HPBS+2 %
FCSH AW & Ak Hrhi sk ACD112 (3ug/mL) (BPS Bioscience,#71234) FPESEE Hidk:
Yz & A (5ug/mL) (Biolegend,#405204) HEEIFH1EAC N1 B 2/ o i J5 5 41 B e 15 4
R B E B F TPBS+2%FCSH . ffi FHLSRFortessa X-20 (BD Biosciences) 3k B 4H i 5 7
FlowJo® A (Tree Star) 73#To

[0443] 25 R Hen T EI2AMER 2 B PEE 5 1 LT3t i FE (gMFT) $PArCD1 125 40
285G 1 B Al I W i 96 o ) 96 TR R [100- COUEARE fMFT/Max MFI) %100%) 13X
e 2k LR B, HLCD 11 2RHLAA LA B A 14 77 XA I CD1 1245 5 FICD1 1 2RFIA M 1) 5E ) - $L
Pt AFH W B Bos T3R2H

[0444] &8 ELISAVPALHICD1 1 2RFT AR FH W ACD112R[IIRHE /7. 11 5 Z , 7E4°C T FIPBSH
1ug/mLAYCD112R-h1gG4fl & 2 H K96 FLNunc Maxisorpt B & . 4R J5 FHPBS+0.01 %
Tween-20 (PBST) ¥ #i e ¥a6 X HBE 5 7E =i~ F200u1 PBS+1%BSAEF L. 5/ o 31 J5
FAPBSTHE AR R 6 1K o S8 J5 » LA 10ng/mL ¥ fi £ 45 W FEE VR N 10001 F-PBS+1 % BSAH [ 7t
CDLL2RPUMA , AT AF5 I LL MR SR AE I N R A 1. 5/ 2R J5 , FIPBS TR AR Bk 61k HAR
J5 5 F R -NHS AE M &AL ik 7 & (Thermo Fisher, H 3% 521925) A&k 1ng/ml
CD112 FciEH (R&D Systems, H %4 59317-N2-050) 7100l PBS+1%BSAHFEE IR F—itd
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B8 /N AR J5 FHPBS TR AR e 4% 6.4C LI Jim AR 4R il i 110 2 10 55 7EPBS+1 %6 BSAH A BE 1) i
EYAEM R E A -HRP Biolegend, H 4 5405210) FE iR T H /N O F G, R
J& FIPBS T MR 4567k H FHTMBJEE) (Life Technologies, H 34w 5002023) &5, A
2% 1BV (Life Technologies, H 5 %5 SS04) 2 1 [ N o fESpec traMax BEAR A -l =
450nmAk IR I B (0.D.450) .

[0445]  SEIRFHL: T KI2BAIER 2 1X 22 LR B, HCD 11 2RFT A FH It ACD112R5 ACD112
() 45 & o 1 % 1152 [100- (G RE550.D. 450/ Max 0.D.450) %100%) ] .Max 0.D.4505%&
SCHTEPURAATAE T 450nmAb IR G P

CN 112584865 A

[0446] 222 i fA &b A FHRH I 0 A
CDI112
J;;:?t(*ﬁ Jii“ﬂ;t'iim(gg Jurkat-CD112R | Jurkat-CD112R | F2 B
5 ij‘i‘lﬂ# oML (fa st | OF £# CD112 | O E# CDI12 | max #
* lngpn | Aangeg B ¥ 1CS0 | R max HE | H
) 54w (ng/mL) (%) 3};&4
#
'3 4.7 63.9 0.83 94.1 97.0
2
H
& 3.8 63.3 0.17 97.0 97.4
[0447] S
H
'3 4.6 55.7 0.69 96.8 96.3
10
#
'3 4 53.2 0.51 97.9 97.0
15
#
& 2.5 27.9 23.57 96.0 75.1
32
E 34 34.2 21.89 97.4 78.8
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33
#
i3 3.8 33.8 13.22 96.9 80.0
34
#
A& 3.3 32.1 16.19 97.4 81.7
35
#
i3 3.5 31 24.37 97.5 86.2
36
#

[0448] & 3.8 =4 Y 0.19 95.5 97.2
38
i
A 4.8 46.9 0.81 917.7 96.8
44
#
i 3 42 23.8 16.22 95.5 97.6
46
#
A 4.5 g 2.8 96.3 915
58

[0449]  sjafsil4 . HLCD1 1 2RPTAARIE SENK A i A~ T 10 5455

[0450]  NKZH fitg 25 1l 52

[0451] Sl 5 U CD112RAT A4 X NK 2 i A~ 5 1) 4 B #5: PE A0 4E 5 4 ANK 4 A 5 REHAE 24
Ft IET /B2 Ffd S P 9k E2 40 B4 19 I3 40 i 3% , ATCCHCRL -8286) 7EHTCD1 1 2RFTA4 B [7] i 24
RRAFAE T a7,

[0452] fEi =2, @il ik (Basysep " NK4HAE 4 3517 £5, Stemee 1 1#17955) M = 44 fi
A A IR PBMC 43 BENK 2 g I FH IL- 2 (1084437 /mL) (Peprotech#200-02) FIL-12 (20ng/mL
(Peprotech#200-12) FERPMI+10%FBS+1% 5% & (Penicillin) -5 % 2 (Streptomycyin)
(R10) (ThermoFisher) HiF{L 167N o B REHZM A e 4% , B 2% T-PBS (ThermoF i sher) H1 H:7E
37°C F FCellTrace "% (CTV) (ThermoFisher#C34557) #1012 8 . b )5 , FIPBS+10% FBSYE
VRREHZA I H.4R J5 5B 0F TR0 G AL G , SNK I UE v 3F B 207 TR10% 2.5 X 10°4
NK 4 3 15 X 10" ANREHZH B 75 00 96 7L F JEE AR f4 45 FLr , 2808 4 - BB I EE 2 N5 1o Kt
CD112RANTgG1 Rl Fh R FiAA AR B TR10H HAL LA 10ug/mL A 5 2894 B s N 24 Lk o BL—
W IBATEE— Ak SR T MAEST C R B 4/NI AR 5 W 4R e I I AE S IR N E B v 5 7-
AADYE F34kl (1ng/mL) (Biolegend#420404) — 25 & 3043 % LA S M br ic SE 40 AL o £
LSRFortessa X-20 (BD Biosciences) KB IE 15453 FHF low Jo# 4 (Tree Star) 43
BT - REHFE A 5 X J9CTVANT - AAD XL [ 4 4 i

[0453]  S5AR 2HLT K39 4 e 25 1 AT TR AL %) T 58 (IR B0 40 A 96 ek 2% [+
FhAI B LA %) 5 DA B b 2R SE 4 %) X 100, 5 [F) Fh AU 5ok AL , A SCRT & $TCD1 1 2R 4
HH AR A — b A BENK A1 B 2 38 0 40 B A 5 0 & 6T REH 20 i 4 400 il 23 7E . X s 25 R 1, 1
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CD112RFAK HESENK AT BN T 1) A5

[0454]  sEjafsl5 . HLCD1 1 2RYLAARIE SR BT J5 UK Zh (1 CDS+ T 15 AL

[0455] i i ip S 14 CDS+TAH B Il 22

[0456]  YEARHLCDL 1 2R BT J5 DR 217 CDS+T4H i 1% A4 11 75 - 8 S ACHLA - A%0201 FR 1)
P 540 5 25 (OMV) 47 52 1 CDS+T4H i % (Astarte Biologics#1049,#t53782DE17) 5 ik fik
MColo2054M il (45 17 AR Jed 41 Y & , ATCCHCCL - 222) ZEPTCD1 1 2R 44 5[] F 284 %of FEAFAE K —
R E

[0457] 815 2, ¥ CMV i S PR TAR MO A VR , Ve FE B &% T-X-VIVO10 (ThermoFisher#
BWO4380Q) H1 o 4452 X 10"NCMV TZH M 75 in 31 96 FL IR JE AR F 4 L v I 4637 °C F # B 4/ o 7F
WG E B WS , 445 X 10"4NColo205 4 L FICMV pp65Jik (1ng/mL) (Anaspec#AS-63937) ¥ 1l
) ERALH AR ST K HUCDLL2RAA R AP B HT AR BB T-X-VIVO 10+ 3£ LA 10ng/mLI) & 26 LS
BV LA — P 18175 — 5% SR G R AE3T C N 55 & 16/ OR B ALY B3R
BAEHE 52— ANAUR/fRGR L, S8 5 30T 40 R 7004 o B R )5 4 3l v LA L - SR RE
FX-VIVO 104 HAREEN & LiE i@ Luninex A CD8+T 40 g 4 Bk ik 2 & Il 2
(Millipore Sigma#HCDSMAG-15K) W& +#i% v (IFNg) JfF7EMillipore FlexMap 3D hiz
17

[0458] 455 R HLT Kl 4rh o 5T F T € SCTFNg FE 7 A iy A v il 42 4 ik 2% 11 TFNg 7K
P o FHPTCD1 1 2RI 2 FN5 4 2 [ CD8+TAH 7= A& 1) TFNg 73 K T F 1) e 284 55 Bt B W 82 380 1)
IFNg /3l o 3% o 4t B B, HUCD1 1 2R 44 B 5 471 JEL DX S ) CDS+T 4l VG 4K,

[0459]  SEJE4516 . i8N B CD112RFNHL /N B TIGI THLAA [ 2H & B /N B CT - 26 iy A B v Lo
BITIER.

[0460]  CD112RANTigi tZH & BH Wik 44 P Thak

(04611 FECT264% i Mgt [F] F5E DR /N B Mg A5 28 o XD 1 1 2RANT TG T TRE Wy 4 Ay B — 7 A
E NI ThA . 7 7 B WS I Balb/c i /N (Charles River Laboratories,#028) F7 FAE A
0.1mL 50% & T s B Rl L i 1110, 1 X 10°4~CT26 . WTZH g (ATCCHCRL -2638) o LA % J2 75 3K A
80-120mm” f e A A5 5 FBLKE /N BR BE AL AL B2 b, % A 10 /N (B840 R/ R JFiE
T MR AR P VR S an =R 3R A R IR IR T T L

[0462] 3. VRITHYHTY

E: %I 1 BT 2
UK = (ng/ > | Fuik 7 £ (ng/
2) JR)
[0463] BEsEs ElArA 1 | 500 Bl AP A 2 500
CDI112R BlAA 1 | 500 # CDI12R | 500
TIGIT . TIGIT | 500 BEE) 500
CDI112R+TIGIT | 4% 500 . TIGIT 500
CDI112R

(04641 452~ 37 Wl &2 g 4 AH B 3 Jigd i 31 TACUCKR {8 K /)N (<2000mm”)
[0465] 4. ik gm i
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gl S

RAAR 1 | BE Cl1s4, I &
1gG2a F) At A %} B
[0d66] | BIAT R 2 | % LA IgG BRI AY A &F
2244

. Tigit 10A7, & IgG2a

# CDI12R | 4 CD112R A IgG4

[0467]  ZE R R HLF K5 . B G2 AN TR T 4L Bl IS 1) 28 A PR S 2 ebosg A 4 SRR
SR FEE T B sh Y AL , PICDI12R 5 HITIGI THI 41L& Al A % i /b B yig A= K, [5] sk 4t
CD112REHTTIGTT 5 — 7 ¥ K o 9 2> g A Tty M BUAN LA P 45 (0 4 RV st
CD112RAE RN E v 2R 7 v 1, AR AR SC BT SR IR L & 90 30 /R HCD L L 2R — 7V ) 2 A o
Z: WALl 9

[0468] S fs]7 . 71CD3VE 4 S5 PBMCHT CD1 1 2R ik S A o

[0469]  CD112RFEARAMNELPBMCH L i

[0470] Dyl 5 40 B iE A X CD1 1 2RFR A B4 F , FHHLCD3Fu A4 A4 &1 il AN PBMC o A L0 A 35
JZ (Research Blood Components) 7325 {@ B A4 I 40 & I B A% 41 B (PBMC) o BR 2t Ach 3 BRL A
MPTAREE 2 B 1 5mL I YT AR 38 2 R N )45 —50mLH#E 2 (Corning#430290) H1 3 A 15ml PBS
(Thermofisher#14190144) +2mM EDTA (Fisher Scientific#BP2482-500) Fik, & 1 sk
FRA30mL A BRI ML YT AE 2% 2 B T 14l Ficolpaque (GE Healthcare Life Sciencet#l7-
544203) "~ I:LL2000RPMAE 235~ 5500207 Bh H 2 P 1] 3h 8% - USC SR80 B2 AH (81 R I FHPBS+2mM
EDTABEV 6 UK o W45 BS 4t 1% HLLL2.5-5 X 10721 il /mL 25 2 7% T-10 % DMSO (Sigma-
Aldrich#472301) +90% #KIEFBS (ThermoFisher#16140-071) # .,

(04711 F544 ¥R PBMC U A 175 B 8% T4 b 78 (IRPMI 3% 7R Bk b, BT IR %P 78 U RPMT 35 77 2k
th & A RPMI+GlutaMax (1 X) (ThermoFisher#61870-036) 10% # K iEFBS .1 X MEMAE A 75 4
FERVE W (ThermoFisher#15140-122)  ImMP FHER 44 (ThermoFisher#11360070) +100U/mL
Pen/Strep (ThermoFishert#15140-122) .1 X 2-3fi %L 2,1 (ThermoFisher#21985023) . 10mM
Hepes (ThermoFisher#15630-080) .28 4> BIPBMCYEVS , 1H33F LLO . 5 X 10°N4H L /mL ¥ #k
J H BT K1 X 10N i/ FLE T 2491 F AR (Corning#3526) F 3 0. 25ng /mLACD3HL
& (3eBEUCHT L, Biolegend#300414) HllT . 7£ AT F8 7= I 1A] s S4B, £ 1 X PBS 2% FBS
A12mM EDTAMFACSZZ M H ek , 4% 7 296 FLVJIEAR (Costar#3894) b THiifhgLth,
[0472] ¥4 A LA 1500RPMJE 4% 3 70 Bh - a8 b 2 5 22 kb3 W - K 4 B 5 B 77 T-FACS 2% il
HHAE4C N 5 N R — PR — R & 1/

[0473] %5

04741 [ va e A
CD3-A700 SK7 Biolegend#344822
CD8-FITC RPA-T8 Biolegend#301006
CD4-PEcy7 RPA-T4 Biolegend#300511
CD19-PEdazzle HIB19 Biolegend#302251
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NKp46-PE 9E2 Biolegend#331907
CD11b-BV785 ICRF44 Biolegend#301345
PD1-BV421 EH12.1 Biolegend#565935
CD226-BV711 DX11 BD Biosciences#564796
CD112R Internal Internal

NIgG Fe HP6017 Biolegend#409320

[0475] ¥ Zme i Ik HAEAC R 5001 : 1005 B (fAlexa 64748-&Hi N TGtk (GilE
HP6017,Biolegend#409320) — 2% & 3040 B o FIFACSZE B K 40 B eV — IR I #E4°C R )
TE1 X PBSH LA 1 : 50044 FE 1)1 / HEAquad 7144kl (Thermof i sher#1.34966) YL ta 104344 . 4 4H
f i — R I B R R N A X -20Fortessa (BD Biosciences) F3RHEN.{# FHFlowjo
(TreeStar) AMGraphpad prism(Graphpad Software) 73 #T%#

[0476] 52 TE6H Gl BT e m 4l iR ()AL exa Fluor® 64715511 J L ~F 352
SR (QMFT) ¥FHrCD1 1 2RFUAR L & [ Ak . FLCD 1 1 2R 55 & 1 22 9 AH X T I 2 1 435 % (FON,
(CD112R gMFIBgR PARIFRAYgMFT) ) o IX $e 25 SR B, HUCD3 i A4k J5 NK 40 A AT 40 Al _H A CD112R
KIEH PG,

[0477] S fsil8 . HLCD1 1 2RPTAA I 55t frfred 4 A FE 155 290 H BINK 20 P st Ao

[0478] SRl %€ HLCD112RATAAR X NKZH A A F (I R R A, 7E 04435 L 38 44 F[F) o 28 5%f R
R, ¥ ANKGI R 55 ar &8 7 8 5% S LARIACD112 (Origene, #RC213693L.2) ffJRa ji #E:
YT ({17 2455 P IR EZL TR 41 2R , ATCCHCCL - 86) L1577

[0479]  fEi =2, @l ik (Basysep” NK4HAE S 35171 £5, Stemee 1 1#17955) M = 44 fk
JRE A AR [P PBMC 4> BSNK 41 fi HLJC 4 3 /EDMEM+10 % FBS+1 % H H & - & 2 (D10)
(ThermoFisher) 353516/ AE3TC N B G  BNKGH M ¥E 4 I B B 0% TD10
Raji.CD11240 Mo uic sk, ¥eis HAR G BB F T D100 4 1 X 10°AMNNKZH L A15 X 1014
Raji.CD1 1240 I 296 L1~ JE Ak B &AL H , R4 - BEAHMI EL 22092 1 K HiCD1 1 2RH1 44
AT gG 1 Fp Y 5t HEH AR R BEF-D107R F£ DL 1 0ng/mL R 4R R FE IS I 214 L, 34T 1045 7E 42
Mk o LA — U 384T B — %A o L DLl B F 7= WK B2 RS PESLCD107adifk (Biolegend, #
328608) fllF: 7* & (Monensin,Biolegend, #420701) ¥ INANEEFL 1 o B FLAY B & AR 2000
1R IEIEMAE3TC R B 4/ o4/ 5, #44CD3 FITC (Biolegend, #300306) FiNKp46
APC (Biolegend#331914) HLiAM B TD10H EK50u LN NN B LA SR G AR AEAC T - 5E
B3040 Bl LAY, AR 5 5 41 B 55 B8 31 VR AR HL W 5 P IR O 2 B TR T PBS+2 % FBSH . i
LSRFortessa X-20 (BD Biosciences) ¥t 24 A F B HE IF FHF Low oA (Tree Star) 43
Hr o NKJBERE 52 XNCD3 NKp46 IR E M AT T P CD107a 41 AT R

[0480]  &EIR B HF I TH . SRR ARG FEAREL , FHASCRTIR A HICD 1 1 2R$T A A BENK 41 il 2
HEIINK R, 43 CD107a e (4 AT il & .

[0481]  SEZjitif5]9 . HECD1 1 2RT A 38 I PBMC it 98 2 Jfa 3 45% 35 4 v R NK 4 s A o

[0482] PP/ CD112RATTAA K NKAH A v 10 ¥ 52 1 , 75 PBMC iy 441 i e 155 22 40 PEAS T LAt
1 AESR H HK5628E 41 i (18 14 B B8 1 1 1 41 i 2 , ATCCHCCL -243) F14iCD112R 5K [F] Fh A
o FE T4 I 5% 77 A PBMCIINK 4R it _E M E:CD137 (4-1BB) (K] 3, FriRCD137 (4- 1BB) 1 _E %S
B 8 S ANKAR & AL AR 124 (Baessler®E A (2010) Blood 115 (15) ;AndréedE A (2018)
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Cell 175,1731-1743) .

[0483]  f&] 55 &, o A Ai R A A () IR B2 )2 43 B 1 ¥4 R PBMC AR 175 , W iA% , B 203 T~ DMEM+
10%FBS+1% B % -5 % (D10) 1 IELA5 X 10° /N0 A /L1 346 B P4 2196 FL - JE AR - AL
TE37T°C R EE AN, SR S5 IS ISR 4T i AN Pk . SR J5 , 78 58 — RS2 56 (KI8A-8B) H , #4CD112R
PURFNT gG 1 [ P 70 %5} FEBTAARFGBE T-D10H 3 BA 1 0ug /mL A S 4 ¥R B s I BN B FLH , 3547 1065
HELMRE AL T — 5558 (BI8C-8D) H, ¥4 B — K i (1ng/mL) FYIHICD112REL TgG 1 [A] Fh o) Rt 47t
RIS INB LA 0T IR, L — N 18 1T 5 — 2% - SR 5 KB 6 2 A Wi 3 , Bk It
HEIF T D10 HLAS X 10" AN/ FLAG R P VR I 4 L o A AL A e AR AR 2000 . SR 5
WARAESTC R EE B 167N o 167NN 5, 28 J5 15 4 i 4% #2 21| VIR AR FF 7EPBS+2 % FBS Hh ¥R Y
R 1E4°CF FHPBS+2 % FBSH 1#CD3 FITC (Biolegend,#300306) . #HiNKp46 BV421
(Biolegend#331914) F14iCD137 APC (Biolegend,#309810) ¥4 it 4 {4, 30434l . i J= 44 241
VRGP IR I B B % T-PBS+2 % FBSH1 . f#i FHLSRFortessa X-20 (BD Biosciences) I T AY
SREUEHE I P LowJo® 4 (Tree Star) 23 BT o NKZH MG AL 8 X NCD3-NKp46+ibk = 0 i 1] 4
CD137T+4HAL AR o

[0484] Sk PR IR AL SLEG 1 P 2 AN AR 1) 2 S 2 LT EI8A-8DH . 5 [A] Fh 2R X REAHLL
¥ HLCDL L 2RFLAAR TS N FPBMC - K56 240 i 3L 5% 7 My v 77 AR\ 25 BNK 4 B v AL , fnid i NK 4 i
HICD137 BTN E

[0485]  sjiff5l10. HLCD112RTECT - 264578 gk /b B ig A= K

[0486]  FECT26 . WT 2 iz Mo 9 [7) J AT /)N B, P 452 0 v DA% CD 1 L 2RFH BT PRI A2 P D R o 1) 7 3] i
BALB/cAnNTac % /MR, (Taconic Biosciences, H %% 5 BALB-F) [ A MG 2 SR
0.1mL 50%Geltrex (GIBCO, H 5% 4% 5 A1432-02) F150 % RPMI - 164075 IfiL 35 1% 77 3L (GIBCO, H
TS A10491-01) 0.2 X 10°4NCT26 . WT (ATCC, H 3£ 47 5-CRL-2638) - fEMEN J5 4R
B 0T b 0 g (1) /0 R BE ML PEBEALA 24 R IT4a an s R6 9 B JA PR I I I N ¥R 7 — 8
[0487] 726

40 67 F & (ug/ R)
) ¥ A 2 B8, IR 1gGa B A | 500
[0488] Al 2 B8
AR 46 # CD112R > &, | 500
IgG2a

(04891 452~ 3% FHIA% 23 01 6 Jifr3g 1A AR B 39 Jifr g 32k 1) TACUCKR B K /) (<2000mm”) o 31 F
S R AR (o)« 85 (um) X [ FE (mm) ]2} 0. 5.

[0490] g5 2T XL N =R SERG I SE A , RN IR 9T 4L B B
B AR Ak ) - 35) IR AR AR o X e 5 SRR B, FHCD 1L 2RFLAARIE T 17 A P8 140 /) BR 2 S0 =5 100 ) o
JEEK, IAERE R S 24 R BTl & .

[0491]  Sjstif5]11 . CD112RFH T AECT26 45 A1 v 78 B A 56 4 ed 1k e 00 /N bR 77 AR 7 g 4
ek

[0492]  FEHTCD112RIEST B /INER HH PRAL BT R S e 14, BT IR HTCD1 1 2RIG YT (1 /)N B R X 4]
IRCT26 . WT H8E 330K 1) 5E 42 R N o X T WK B 7] 7 FE W BALB/ cAnNTac B PE /N, (Taconic
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Biosciences, H 54w 5BALB-F) (A MIE B2 FHE 0. ImL 50%Geltrex (GIBCO, H 34 5
A1432-02) F150% RPMI - 1640 TG M5 55 3545 (GIBCO, H F 45 A10491-01) H1#10.2 X 10°4
CT26.WT (ATCC, H 3% %5 CRL-2638) . fEHE A J&5 S5 ATNG E5 A6 0T fir 60 iy 14 /)N B BB AT LA 7
BEMLAL S R IF GG a0~ R 7 B B IR IR ¥R TT — F .

[0493] R7T:
4l it il = (pg/R)
[6) A A ) 2 IR TIgG2a RIAY | 500
[0494] T 2t BE
FAR 46 # CDI112R &, | 500
[gG2a

(04951 42~ 37% FHWUIA% 5% Ul 52 iy £ AL I 31 Fbo g 38 31 TACUCKR B K /s (<2000mm”) o 410 T
S PR AR (o)« 85 (um) X [ FE (mm) ]2} 0.5,

(04961 FEAE N J5 EB50 R B AT AR T Hk 53) Jobed 1) P A5 473 /N R RAEVE 3/ 58 48 RUBL 5
SR s AR 70 I A B R IR B R SRR 5 A5 1 T 0. ImL. 50%Geltrex (GIBCO, H 45
A1432-02) 150 % RPMI - 164075 M35 55 75 3% (GIBCO, H 3475 A10491-01) Hf¥i1 X 10°4
CT26 . WTZH i) (ATCC, H %% 5 CRL-2638) FHMUAPICDL12RATT ALK 5E 4 [ B/ (n=8) o AF
R, B PL AT AR IR T EE 1 4 HEBa b/ c MET:/NER (n=5) 19 A2 AR A 2510 . ImL
50% Geltrex M50 % RPMI - 164076 775 3% 72 5 P11 X 10°4NCT26 . WTZH B o /)N B A 43 32 AT 4]
HE— IR YT B2 - 3R I B iR AR B S R i B TACUCKR B K/ (<2000mm”) o 4 F 11452 i
JREAARFR (mm3) : & BE (mm) X [ (mm) 12X 0.5,

(04971 R LT EI10A-10BH o Bl 10T 23 A 3URARAL SR B SR A Bl , S HA7ECD112R
6897 MR NCT26 SR Fit e (0 /1N Bl R A7 35 A% o P 1 1B 222 o B ) 2 04 1 88 PR S 3
CD112RVA YT FA 56 4 s I 5 MBI IR 1A X HE £ 1 259 J 8 A AR o E RN 5 350 Rl 2 %
IR -2 S T (B 10A) FNTERLN 5 35 15 K08 5 2 - JURs Je I (B 10B) HEAT B it 43 17 o 1 e
25 RRYT, FIPICDLL2RIA YT /) B FE BT B TR AL I P 56 2 S IS RT3 PO i 4 i 8
PO, 161502/ B FP O FRE A FLOD T 2RL IR T7 S5 0 F e TS A2 RO 3 S 5
[0498]  szjififsi| 12 NK4UAANCDS THHHL#5A B-T-HLCD112RLECT26 i B & P K VA T i 1
(04991 #FCT26 (7] 3 K /) B Jih R 55 8 rp /ENK AT I BCDS  TAT AL 98 J P fii CD1 1 2R BT ) s
N D R AENKAICDS T4 i 4B 38 , 76 BE HLAL I T 46 73 59 FAsialo-GMIFTAR (B 11 Y
“asGM1” ;Biolegend; H >4 5146002 71 E 100ul./ /M s BREE ) FIHICD8at ik Bioxcell ;s
H 5% 25 BE0085 ; 200ug/ /N s BEIRY) R P IIB YT /N IE =

[0500] [\ 7 fAJ 4 BALB/ cAnNTac#EPE /NS (Taconic Biosciences, H 3% 45 BALB-F) )45 fill
R FAENO. ImL 50%Geltrex (GIBCO, H 345 A1432-02) F150 % RPMT - 16407E 1fi i75 55
FHE (GTBCO, H 445 A10491-01) H1#50. 2 X 10°4NCT26.WT (ATCC, H 54w 5 CRL-2638) o 1F
TN AR & A RIS i 8g 4 /0 B BE LA T AEBE H LA 24 R TT 4 FI Bk 46 (H1CD112R /)N
B 18G2a;12. 5mg/ke s AR ) &k JA R BRI A V97 = o

(05011 A2~ 3% FH A% 5% Ul 58 iy AL I 31 FosRg 38 31 TACUCKR B K /s (<2000mm”) o 410 T
S PR AR ()« 85 (um) X [ BE (um) 1% X 0.5,
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[0502] &SR ELFE 119 L2 BN VA T 2L B I 18] A8 A0 1 ST 25 Bl AR R Jx e 4
LB, HLCD11 2RI VATT 1 FHAENK 2 i 5 CDS T 2 Ji 4 35 J5 i B PRI . X e 45 57, CD8 T
111 g FINK 20 B 4B A PLCD L1 2R A5 1 A5 R B A A 4 Fr 4 75 o

[0503]  sizjiifsil13. CD1 1 2RBE Wi fb A7 A i yRe NK 200 i

[0504]  $ FHHLCD1 1 2R — 7 v JENKIE A AL 1K B AR PEAR

[0505] 3l 5 HLCD1 1 2RHT A4 X6 44 P NK4H B 76 4k (149 4 FH 5 170 7 FE #8 BALB/ c AnNTac 14 /] B8
(Taconic Biosciences, H %5 BALB-F) B A MG S 2 FAEANO0. ImL 50%Geltrex
(GIBCO, H 345 A1432-02) H11#10.2 X 10°4~CT26 .WT (ATCC, H 34 = CRL-2638) . TEAE N J5
B AR K B A AT Sk 0 e g 1 08 BRBE ATL AL I it 500w g [F] A B 6 FE i 44 (BB C1. 18 .4,
BioXcell, H 345 0085) B #ii446 (FiCD112R/NER 1gG2a) o i [i] P 2H 3 it FH 50 0mg [7] Ffr 784 %
f#® (FEFEMOPC-21,Bioxcell, H 3 4%50083) . fETC 1 1 X PBS (GIBCO H 3% 4% 5 14190-136) H
il 2% V6 T LG S N 3 S 10ORL IV AR AR .

[0506]  fifvded in T /N SR HEAT 22 SR A ELTE VR YT J 24 /NI DI g o 38 3ok 78 B F-50mL 2 .0
% (Falcon#352350) L1440k M =i 4% (Costar#t3480) b il ir 2H 24 FH 3mLvE 5 2 A
3£ (BD 301077) RIHH 3 AEFACSZE Myl (1 X PBS.2% # K IEFBS, GIBCO H 3% 45 16140-071 ;
2mM EDTA,Fisher Bioreagents, H 5% 5 BP2482-500) F1 , 44 [y i I s A 4 B B v o K
B M £ 70K e 28 (Falcon H 3% 4% 5 352350) | F iy — R I8 FH SmLyE 5 25 45 28 3
— B R AT R A 2H 23 K 1 DA 8O0 e 2 1043t o ¥4 4 B Y Ve ) B L v T-PACS 2 i
[0507] 5 44 F 3 3 < K5 29 — P 1 B A0 M B TF W RS R B9 6 FL UK IR TR M 2m L IR AR
(Thermofisher#AB-0932) H1J:7E4°C T LA1000g 2502547 % o 4 40 g 3 =2 v T T B
10% #ORIEFBSH 1 X RPMI+G1utamax (GIBCO#61870-035) 1% 77 4 , AT ik 1% 77 2L 445 20ng /mL
PMA (Abcam#tab120297) .500ng/mL % F 2 2 (Tonomycin) Ca® £ (Abcam#tab120116) 5ug/mLAf
HAEE T & (Brefeldin) A (Biolegend#420601) Fl2uMi T° & (Biolegend#420701) o ¥4 fifu
fE37°C5%C0, R H 3.5/ o 1 B SCATIR F 4 A 55 0

[0508]  FH-F-FACSH) R PR LA LD : FI500uL A FACSZE MBI 4 MO ITIE W e ise— Ik o 4
AN T T T 100uL 5 A TruStain feX™ BN CD16/32, L8 FHE R EE) HIFACSZE
W B AN EVK BB B 157 B il & R I PTARTR G55 (407152 IL3R8) I B B n 2 i A
I A o R AE UK 15 B 1/ o R )5 FH5000L FACSZZ s 4H B a4 P UK

[0509] & 7GRl Gett . /E4°C N FHAEL X PBSHI LA 1 : 50075 B (1% / S Aquaif 71 4%kl
(Thermof isher#L34966) ¥ 40 il 4L {4104 4

[0510]  [&] € K AN AR e — IR FHAE4C T FH200uL eBioscience Foxp3l[El % 7]/ 2%
7 (Thermof i sher#00-5523-00, f FH il & 5 1 W e 45 1 77 ) [ 8 14

[0511]  FHFFACSHI4NAE M HLIR Bk g o 3l i B8 IN200ul. 1 X eBioscienceiB L2 i
(S L) 38 7 1) A R 48 P 7 ) 4 B Ak B A LL1000g &5 0o 5 0 8 9 FH —4H 1 X
eBioscienceif LR MR I B M BEFE I AR BE N PL iR e 8 R 4R IR TE = IR R RS B LIS
FH5000L 175 14 22 i F A e P 4K, Bk 171500 FACSZZ Ml »

[0512]  fFX-20Fortessajiizu4Hfii{% (BD Biosciences) F3RELZHMY .4 FHF lowjo (Flowjo,
LLC) fiGraphpad prism (Graphpad Software) 23 #1545 .

[0513] %8 K] 12A-B B I Pifh.
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05141 Toem otk [k |4 Hatdn's |k | Rk
N/A FcBlock |93 Biolegend 101320 1:100 |FcHiA
Alexa700 |CD45 13/2.3 |Biolegend 147716 1:100 |
PEDazzle |NKp46 29A1.4 |Biolegend 137630 1:100 |FRH
APC/Fire™ | TCRB H57-597 |Biolegend 109246 1:100 |
BV785 CD69 HL.2F3 |Biolegend  |101243 1:100 |EH
BV510 /Y Thermofisher |L34966 1:500 |¥% 77
APC Gzmb NGZB Thermofisher [17-8898-82 |1:100 |4

[0515] 25 e T 12A-BH o ] 12A 8 7 JHEg 12 1 14 [ 2R 18 CD6 9 I NK 4 i 1 A3 2. 4] 12B

5 B A T I8 e R I T A ) 2 3 SR T B F NK T L ) A L A SENK 4 A i3 1] - CD45
CD45"SSC-A™. 3% B 28 25 \NKp46 TCRb BEME o 2B M Xt B 55 9 — (fluorescence-minus
one , FMO) 15 € FH 14171 o A8 A A FC A € - Mk F i pfE (k, p<0. 05 33k, p<0. 01 5%, p<0.001) -IX
e gk SR, FECT - 26 /MR A5 8 CD 1 1 2RBH Wy ¥ 35 38 i Ji 98 P4 NK 41 i 5 s A AR e 4
CD69 MM A B 14 A0k i 11 J0RL BB R0 o

[0516]  sZjitifs]14 . HTCD112RFNFTPDIPUAR K2 A 7E /MR CT - 26 R AR 84 vp B v5 97 48 H EL
BB TE PR A7

[0517]1  CD112RFIPD- 14H & FH W7 i 42 1 Tk
[0518]  FECT-26%5 /17 iR Je [5) FE [A] iy 4 780 vp 30 CD 1 1 2R FNPD - 1RH W A R e — 7 ¥ A A

HEIT IR TR 176 RS BALB/ cAnNTaclfE 14 /N (Taconic Biosciences,Balb-F) A4 ]
ME A 2 RAENO. ImL 50%Geltrex (GIBCO, H 3% 4% 5 A1432-02) #1150 % RPMI - 16407 IfiL 15 1%
725 (GIBCO, H 4w 5A10491-01) 1190, 2 X 10°4MCT26 .WT (ATCC, H 4 5 CRL-2638) . fifi
FIUC B 23 A7 BENLAL TT VR /N R BE LA 2 & 2H b, -2 ELA 10 W 2 g 44 B 90mm” F) /)y
R o JE S S A v S n R 9 b B R R T T /N RO TR L o SR L0 B4 O TR T A iy o

[0519] 9. ¥4y7 44035
Pa: BHF1 A2
PR il | Huik F| & (mg/kg)
(mg/kg)
[0520] | &) AFAY FAF A | 12.5 BlAA 2 |10
CDI112R # CDI112R | 12.5 BIAFA 2 |10
PD-1 Bl A A ] 12.5 3% PD-1 10
CD112R+PD-1 | 42 CD112R | 12.5 % PD-1 10
[0521]1 10 Hiikgny
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il I
Bl AR 1 Bl A & oaf B & &
C1.18.4, /& IgG2a
[0522] | FlAT AL 2 ) AP A 2 B8 % 4 2A3,
X & IgG2a
# CDI12R Ik 46, R 1gGa
# PD-1 RMPI1-14, X & 1gG2a

(05231 4 Jel 7 Jc 58 ke A A L 281 R o B TACUCKR B K/ (<2000mm3) o 7 - 5 i e
PRAR (mm3) = 58 B (mm) X [ (mm) ]2X0.52.

[0524] 2 5 R HLTF B 13A-Fr o B 13A-ES It 28 5 — VAT 4L AR B ISP 15 25 1 P - 32 A s
it PR B - B TS AAR BT o i 25 RR T, SRV ARG ST K S A EE , FICDT12R5471PD-1
2 & W) A RO BAE ST T2 b 25 (AR 3521 R xR BE Xt ¢ - I B &) k2 i e 2
Ko HICD 11 ZRERHIPD - 18— 7R3 i I A K i o S 1 3P 6 AL J 51550 K
BRI R A7 2, SRR A W B SO R T 5 BRI R A7 4 ) 70 B X e A R
PICDI12R S HTPD- 1A AL A T v T [R A o] JE A — B — V7 7RI o R A 2

[0525]  SCitifsl15. FLCD11 2RI LA 5 RIA R CDI 1 2RAGANHE ) 25 &

[0526]  xifid ik /MR CD1L2RAG A PF AL 7ICD 1 1 2RPTLAREL & 2/ SR CDT 2RI BE A7 o R 42 T
T2 A R34 /N B CD112R (293T.mCD112R) f0.8 X 10°4N293T4H il (ATCC CRL-3216) ¥
P96 FLVJEAR ) B FLH F-7E4°C R HBTCDL 1 2RFTAREL T gG1 [H] Fop 78 X B DL 10ng /mL ) 2 U A J5
GHAT ST LM RE) Y3073 B o FIPBS+2 % FCS K5 4 A e 34 P vk HL I EPBS+2 % FCSHI LA 1 :
100#FEJAlexa Fluor®647Hi N1gG Feditfk (Biolegend, H 34 5409320) H g% I 1£4
"CFESE 2043 Bh . B 5K 40 M ¢ 5 IR L 8 B 7 PBS+2 % FCS A o fff FHLSRFortessa X-20
(BD Biosciences) 3R A E I FHFLowJo#k 4 (Tree Star) 7047,

[0527] 45 R A% FERIITAELLP J@idAlexa Fluor® 64715 5 1) JL AT F 35 5% 6 5k i
(gMFD) YA LA 5293T . mCD1 1 2R A ) 45 £ [ Bl o IX LB S5 SRR B, JLAHICD 11 2RGTLAAR 45
A B FRI5 /N CDL 2R 41

[0528]  siififsil16. UCD112RFTHA 5 AT 14 L CD11 2RI 45 &

[0529] i ELISAVPAS HUCD 11 2RET RS & 2 AT ¥ /N CDL12RINAE . 8 5 2, fE4C
FAPBSH1[#) 1ng/mLALCD1 1 2RHL A4 Bl [7] Fif 4 %f B (Biolegend , H 3% 45 403502) K596 fLNunc
Maxisorph EL# It 7 - 48 J5 FHPBS+0.01 % Tween-20 (PBST) ¥4 46k FLB# Ji5 75 = i~ F
200uL PBS+1%BSAIFAI L. 5/ o B P & » FIPBSTREBGHEHR 6K - 2R » LA 10ug/mL ) B 25 2 4y
eV JIPBS +1 96 BSAT (110081 N ELCDL12R - h T Gl 2 8 1, oo W RE AL HEAT 4857
BB SR T HE 81 5/ AR, FPBSTHBTBE Y6 U L4 5 76 S F 15 100uL g
IgG4 HRP (Thermo Fisher, H 3t4m SMAL-33437) —#25E & LN o 4R 5 FHPBS TR AR B4 6 7K
HHTMBJE#) (Life Technologies, H 34 5002023) &5 . R & LR (Life
Technologies, F 54 5:5S04) 4 1 % i . £ Spec traMax SR £ I E450nmAb 4 I [
(0.D.450)

[0530] £ 3RH%: TEI18MER L Ih IR L 45 AR W], fLCD 1L 2RHT AL & Bl ¥ 11 /) B
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CD112R.,

[0531]  SCjitafel 17 . 4 = BH BT SR CD112R 5 CD1 12/ 45 &

[0532]  JEIFELTISAVHAG P RN AE X B A HTCD1 1 2RFUAAFH W /N CD112R 5 /R CDL 1245 &
(FI6E F1. 145 2, 7£4°C K FHPBSH [ Lug /mL/NR CD112 (Sino Biological, H 44 550318-
MO8H) #496FLNunc Maxisorph B #1728 J§ FPBS+0.01% Tween-20 (PBST) #4156 1%
HBE J5E =I5 FI200ul PBS+1%BSAZ: A 1. 5/ o 55 Jim » FIPBS T M 1461« SR )i, LA
40ug/mL 1) 5 ke 46 24 WK BN IMPBS+1 % BSAH 50 LHTCD 11 2R 4T 44 B [A] i 24 X
(Biolegend, H 5 4m"5403502) , H o Fike 2 HEAT 2155 7 B2 B o i K5 500l /N FL CD112R-h1gG4
filG i E DA 2ng/mLIR) f 2R FETR IR B AL HARAE IR TR E 1. 5/M SR J5 , FHPBSTH
W6k BAR G %R N 5100uLd 1511964 HRP (Thermo Fisher, H 54 5MAL-33437)
— iR B 1/ A8 J5 FPBS TR M e 46 X H A TMBJEA (Life Technologies, H 345
002023) B8, AR ZL LW (Life Technologies, H 345 SS04) 4 it J B o 78
SpectraMax e _F Il & 450nmAt i)W 6 (0.D.450)

[0533] S5 RHL THRI9OMR LA X L MR B, FTCD 11 2RFTARAS [ 72 B Hb 40 i) /) B
CD112RE5/NRRCD11219 &5 A o i %6 1HE 8 [100- (AL 0.D. 450/ Max 0.D.450) *
100%) ] Max 0.D.4505E SCREFURANAEAE N 450nmAb AR OGS o

[0534]  tnF 1A 17-19 0 Fr BoR, §ifk32.33.34. 35 FI36AE L FH T ACD1125 ACD112R
(I AB ELAE R AEAR 38 A ST A I8 BE BT 1) 72 SCAS BEBEL T VB CD112R 5 /N R CD1 122 8] (1) 45 4 AH
HAEH .S WA E 115 THi4k32.33.34 .35 MI36 /) & 5 41, Son 570 5l 75.1.78.8.
80.81.7H186. 2 NAHEAE B3N 1] %6 AHEL , /1N B AH B4 F B 401 %6 43 591 028 .3.20. 3
24 2F0141 .6 A JE T 5 PR320 I B 7R P BRI T B B AACAS F 301 o 22 5 BEL UK

[0535]  R11:Pufdsh & AEHBIPTAARLNTT IS UMD

293T- > & | o) =4
CD112R CD112R & | 4 | A

Hik gMFI (382 | & prLisa | CD112/CD112R & | CD112/CD112R
FRARY | EC50 Bf ELISA max # | & Bf ELISA
¥ A) | (ng/ml) #1(%) max ##)(%)

IR A 104.6 34.5 90.3 90.6

4k B 133.3 27.4 92.5 88.9

[0536] | #LAC 88.1 41.0 90.1 97.8

FAR32 | 149 269.5 0.0 75.1

¥AR33 | 733 38.3 28.3 78.8

R34 | 722 24.2 20.3 80.0

¥R 35 | 55.6 21.5 24.2 81.7

k36 763 25.1 41.6 86.2

FAk 46 | 74.8 180.6 88.0 97.6

FAR58 | 79.4 411.7 85.7 97.3

(05371 RUE iR A B AR IN H 00, i 1l W AN S 5 U0 AT IR A B AT 1 LA
I 5 RISl TSI B AN L PR DA BIR ) A D5 I 8 ¥t ] o AR S 5| I BT M ATORE 2 SRR
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[0538]

[0539]

BRIIES
SE |4 M |#ik il
Q | %%
ID
NO
1 2 VH CDR1 | FTFSEYTMN
2 2 VH CDR2 | AIVGSGDSTYYADSVKG
3 2 VH CDR3 | AKDYSSGDWIDYGMDV
4 2 VL CDRI1 | QASQDISNYLN
3 2 VL CDR2 | DASNLAT
6 2 VL CDR3 | QQFDLLPPT
7 2 VH FR1 EVQLVESGGGLVKPGGSLRLSCAASG
8 2 VH FR2 WVRQAPGKGLEWVS
9 2 VH FR3 RFTISRDNSKNTLYLQMNSLRAEDTAVYYC
10 2 VH FR4 WGQGTTVTVSS
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[0540]

11

VH DNA

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCC
TGGTCAAGCCTGGGGGGTCCCTGAGACTCTCC
TGTGCAGCCTCTGGATTCACCTTCAGTGAATA
TACCATGAACTGGGTCCGCCAGGCTCCAGGG
AAGGGGCTGGAGTGGGTCTCAGCTATTGTAG
GTAGTGGTGACAGCACATACTACGCAGACTC
CGTGAAGGGCCGGTTCACCATCTCCAGAGAC
AATTCCAAGAACACGCTGTATCTGCAAATGA
ACAGCCTGAGAGCCGAGGACACGGCGGTGTA
CTACTGCGCCAAGGACTACAGCTCCGGAGAC
TGGATCGATTATGGAATGGACGTATGGGGCC
AGGGAACAACTGTCACCGTCTCCTCA

12

VH &4

EVQLVESGGGLVKPGGSLRLSCAASGFTFSEYT
MNWVRQAPGKGLEWVSAIVGSGDSTYYADSV
KGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
AKDYSSGDWIDYGMDVWGQGTTVTVSS

13

VL FR1

DIQMTQSPSSLSASVGDRVTITC

14

VL FR2

WYQQKPGKAPKLLIY

15

VL FR3

GVPSRFSGSGSGTDFTFTISSLQPEDIATYYC

16

VL FR4

FGGGTKVEIK

17

[SC RS TR SR SR ]

VL DNA

GACATCCAGATGACCCAGTCTCCATCCTCCCT
GTCTGCATCTGTAGGAGACAGAGTCACCATCA
CTTGCCAGGCGAGTCAGGACATTAGCAACTAT
TTAAATTGGTATCAGCAGAAACCAGGGAAAG
CCCCTAAGCTCCTGATCTACGATGCATCCAAT
TTGGCAACAGGGGTCCCATCAAGGTTCAGTG
GAAGTGGATCTGGGACAGATTTTACTTTCACC
ATCAGCAGCCTGCAGCCTGAAGATATTGCAA
CATATTACTGTCAGCAGTTCGATCTCCTCCCT
CCTACTTTTGGCGGAGGGACCAAGGTTGAGAT
CAAA

18

VL & &

DIQMTQSPSSLSASVGDRVTITCQASQDISNYLN

WYQQKPGKAPKLLIYDASNLATGVPSRFSGSGS
GTDFTFTISSLQPEDIATYYCQQFDLLPPTFGGGT
KVEIK

19-10

0:

FAEA

101

VH CDRI

FTFSDY AMI

102

VH CDR2

AISGGGESTYYADSVKG

103

VH CDR3

AKDYSSGDWIDYGMDV

104

VL CDRI

QASQDISNYLN

105

VL CDR2

DASNLAT

106

VL CDR3

QQFDLLPPT

107

VH FR1

EVQLLESGGGLVQPGGSLRLSCAASG

108

VH FR2

WVRQAPGKGLEWVS

109

VH FR3

RFTISRDNSKNTLYLQMNSLRAEDTAVYYC

110

|| n|h|h|tn|n

VH FR4

WGQGTTVTVSS
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[0541]

111

VH DNA

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCT
TGGTACAGCCTGGGGGGTCCCTGAGACTCTCC
TGTGCAGCCTCTGGATTCACCTTTAGCGACTA
TGCCATGATATGGGTCCGCCAGGCTCCAGGG
AAGGGGCTGGAGTGGGTCTCAGCTATTAGTG
GTGGAGGTGAAAGCACATACTACGCAGACTC
CGTGAAGGGCCGGTTCACCATCTCCAGAGAC
AATTCCAAGAACACGCTGTATCTGCAAATGA
ACAGCCTGAGAGCCGAGGACACGGCGGTGTA
CTACTGCGCCAAGGACTACAGCTCCGGAGAC
TGGATCGATTATGGAATGGACGTATGGGGCC
AGGGAACAACTGTCACCGTCTCCTCA

112

VH &4

EVQLLESGGGLVQPGGSLRLSCAASGFTFSDYA
MIWVRQAPGKGLEWVSAISGGGESTYYADSVK
GRFTISRDNSKNTLYLQMNSLRAEDTAVYYCA
KDYSSGDWIDYGMDVWGQGTTVTVSS

113

VL FR1

DIQMTQSPSSLSASVGDRVTITC

114

VL FR2

WYQQKPGKAPKLLIY

115

VL FR3

GVPSRFSGSGSGTDFTFTISSLQPEDIATYYC

116

VL FR4

FGGGTKVEIK

117

hftaln| |

VL DNA

GACATCCAGATGACCCAGTCTCCATCCTCCCT
GTCTGCATCTGTAGGAGACAGAGTCACCATCA
CTTGCCAGGCGAGTCAGGACATTAGCAACTAT
TTAAATTGGTATCAGCAGAAACCAGGGAAAG
CCCCTAAGCTCCTGATCTACGATGCATCCAAT
TTGGCAACAGGGGTCCCATCAAGGTTCAGTG
GAAGTGGATCTGGGACAGATTTTACTTTCACC
ATCAGCAGCCTGCAGCCTGAAGATATTGCAA
CATATTACTGTCAGCAGTTCGATCTCCTCCCT
CCTACTTTTGGCGGAGGGACCAAGGTTGAGAT
CAAA

118

VL & &

DIQMTQSPSSLSASVGDRVTITCQASQDISNYLN

WYQQKPGKAPKLLIYDASNLATGVPSRFSGSGS
GTDFTFTISSLQPEDIATYYCQQFDLLPPTFGGGT
KVEIK

119-2

00: &A4&JH

201

44

VH CDRI

GTFDNYYIS

202

44

VH CDR2

GIFPIFGTANYAQKFQG

203

44

VH CDR3

AREVGHYSGSPYYMDV

204

44

VL CDRI

RASQSINSWLA

2035

44

VL CDR2

DASSLES

206

44

VL CDR3

QQVGPYLT

207

44

VH FR1

QVQLVQSGAEVKKPGSSVKVSCKASG

208

+

VH FR2

WVRQAPGQGLEWMG

209

i

VH FR3

RVTITADESTSTAYMELSSLRSEDTAVYYC

210

44

VH FR4

WGKGTTVTVSS
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211 |44 VHDNA | CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGG
TGAAGAAGCCTGGGTCCTCGGTGAAGGTCTCC
TGCAAGGCTTCTGGAGGCACCTTCGACAACTA
TTACATCAGCTGGGTGCGACAGGCCCCTGGAC
AAGGGCTTGAGTGGATGGGAGGGATCTTCCC
TATCTTCGGTACCGCAAACTACGCACAGAAGT
TCCAGGGCAGAGTCACGATTACCGCGGACGA
ATCCACGAGCACAGCCTACATGGAGCTGAGC
AGCCTGAGATCTGAGGACACGGCGGTGTACT
ACTGCGCCAGAGAAGTCGGACACTACTCCGG
CAGCCCATACTACATGGACGTATGGGGCAAG
GGTACAACTGTCACCGTCTCCTCA

212 | 44 VH %% | QVQLVQSGAEVKKPGSSVKVSCKASGGTFDNY
YISWVRQAPGQGLEWMGGIFPIFGTANY AQKFQ
GRVTITADESTSTAYMELSSLRSEDTAVYYCAR
EVGHYSGSPYYMDVWGKGTTVTVSS

213 |44 VL FR1 DIQMTQSPSTLSASVGDRVTITC

214 | 44 VL FR2 WYQQKPGKAPKLLIS

215 |44 VL FR3 GVPSRFSGSGSGTEFTLTISSLQPDDFATYYC
216 |44 VL FR4 FGGGTKVEIK

217 |44 VLDNA | GACATCCAGATGACCCAGTCTCCTTCCACCCT

GTCTGCATCTGTAGGAGACAGAGTCACCATCA
CTTGCCGGGCCAGTCAGAGTATTAATAGCTGG
[0542] TTGGCCTGGTATCAGCAGAAACCAGGGAAAG
CCCCTAAGCTCCTGATCTCCGATGCCTCCAGT
TTGGAAAGTGGGGTCCCATCAAGGTTCAGCG
GCAGTGGATCTGGGACAGAATTCACTCTCACC
ATCAGCAGCCTGCAGCCTGATGATTTTGCAAC
TTATTACTGCCAGCAGGTCGGCCCCTACCTCA
CTTTTGGCGGAGGGACCAAGGTTGAGATCAA
A

218 | 44 VL &%4 | DIQMTQSPSTLSASVGDRVTITCRASQSINSWLA
WYQQKPGKAPKLLISDASSLESGVPSRFSGSGSG
TEFTLTISSLQPDDFATYYCQQVGPYLTFGGGTK

VEIK
219-300: &A%

301 |58 VH CDRI | FTFGDYAMS

302 |58 VH CDR2 | FIGSKFYGGETEYTASVKG

303 |58 VH CDR3 | ARGPRRYTYGMDV

304 |58 VL CDR1 | RASQSISSYLN

305 |58 VL CDR2 | AASSLQS

306 |58 VL CDR3 | QQSSTPLT

307 |58 VHFR] | EVQLVESGGGLVQPGRSLRLSCTASG

308 | 58 VHFR2 | WFRQAPGKGLEWVG

309 |58 VHFR3 | RFTISRDGSKSIAYLQMNSLKTEDTAVYYC

310 | 58 VH FR4 WGQGTTVTVSS
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311 |58 VH DNA | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCT
TGGTACAGCCAGGGCGGTCCCTGAGACTCTCC
TGTACAGCTTCTGGATTCACCTTTGGTGATTA
TGCTATGAGCTGGTTCCGCCAGGCTCCAGGGA
AGGGGCTGGAGTGGGTAGGTTTCATTGGAAG
CAAATTCTATGGTGGGGAAACAGAATACACC
GCGTCTGTGAAAGGCAGATTCACCATCTCAAG
AGATGGTTCCAAAAGCATCGCCTATCTGCAAA
TGAACAGCCTGAAAACCGAGGACACGGCGGT
GTACTACTGCGCCAGAGGACCAAGACGCTAC
ACATACGGAATGGACGTATGGGGCCAGGGAA
CAACTGTCACCGTCTCCTCA

312 | 58 VH &¢é | EVQLVESGGGLVQPGRSLRLSCTASGFTFGDYA
MSWFRQAPGKGLEWVGFIGSKFYGGETEYTAS
VKGRFTISRDGSKSIAYLQMNSLKTEDTAVYYC
ARGPRRYTYGMDVWGQGTTVTVSS

313 |58 VLFR1 | DIQMTQSPSSLSASVGDRVTITC

314 |58 VLFR2 | WYQQKPGKAPKLLIY

315 |58 VLFR3 | GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
316 |58 VLFR4 | FGGGTKVEIK

317 |58 VLDNA | GACATCCAGATGACCCAGTCTCCATCCTCCCT

GTCTGCATCTGTAGGAGACAGAGTCACCATCA
CTTGCCGGGCAAGTCAGAGCATTAGCAGCTAT
TTAAATTGGTATCAGCAGAAACCAGGGAAAG
CCCCTAAGCTCCTGATCTATGCTGCATCCAGT
TTGCAAAGTGGGGTCCCATCAAGGTTCAGTGG
CAGTGGATCTGGGACAGATTTCACTCTCACCA
TCAGCAGTCTGCAACCTGAAGATTTTGCAACT
TACTACTGTCAGCAAAGCTCCACCCCCCTCAC
TTTTGGCGGAGGGACCAAGGTTGAGATCAAA
318 |58 VL &@ | DIQMTQSPSSLSASVGDRVTITCRASQSISSYLN
WYQQKPGKAPKLLIY AASSLQSGVPSRFSGSGS
GTDFTLTISSLQPEDFATYYCQQSSTPLTFGGGT

[0543]

KVEIK
319-400: &A%

401 | 10 VH CDR1 | FTFDDYAVH

402 | 10 VH CDR2 | GISWSSGLIGYADSVKG

403 | 10 VH CDR3 | AKGPPTYQDYFDL

404 | 10 VL CDRI | RASQSVSRYLA

405 | 10 VL CDR2 | DASNRAT

406 | 10 VL CDR3 | QQVSFFPPIT

407 | 10 VHFR1 | EVQLVESGGGLVQPGRSLRLSCAASG

408 | 10 VHFR2 | WVRQAPGKGLEWVS

409 | 10 VH FR3 | RETISRDNAKNSLYLQMNSLRAEDTAVYYC

410 |10 VH FR4 WGRGTLVTVSS
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[0544]

411

10

VH DNA

GAAGTGCAGCTGGTGGAGTCTGGGGGAGGCT
TGGTACAGCCTGGCAGGTCCCTGAGACTCTCC
TGTGCAGCCTCTGGATTCACCTTTGATGATTA
TGCCGTGCACTGGGTCCGGCAAGCTCCAGGG
AAGGGCCTGGAGTGGGTCTCAGGTATTAGTTG
GAGTAGTGGACTAATAGGCTATGCGGACTCT
GTGAAGGGCCGATTCACCATCTCCAGAGACA
ACGCCAAGAACTCCCTGTATCTGCAAATGAAC
AGTCTGAGAGCTGAGGACACGGCGGTGTACT
ACTGCGCCAAGGGCCCTCCTACCTACCAAGAC
TACTTCGACCTATGGGGGAGAGGTACCTTGGT
CACCGTCTCCTCA

412

10

VH &4

EVQLVESGGGLVQPGRSLRLSCAASGFTFDDYA
VHWVRQAPGKGLEWVSGISWSSGLIGYADSVK
GRFTISRDNAKNSLYLQMNSLRAEDTAVYYCA
KGPPTYQDYFDLWGRGTLVTVSS

413

10

VL FR1

EIVLTQSPATLSLSPGERATLSC

414

10

VL FR2

WYQQKPGQAPRLLIY

415

10

VL FR3

GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC

416

10

VL FR4

FGGGTKVEIK

417

10

VL DNA

GAAATTGTGTTGACACAGTCTCCAGCCACCCT
GTCTTTGTCTCCAGGGGAAAGAGCCACCCTCT
CCTGCAGGGCCAGTCAGAGTGTTAGCAGGTA
CTTAGCCTGGTACCAACAGAAACCTGGCCAG
GCTCCCAGGCTCCTCATCTATGATGCATCCAA
CAGGGCCACTGGCATCCCAGCCAGGTTCAGT
GGCAGTGGGTCTGGGACAGACTTCACTCTCAC
CATCAGCAGCCTAGAGCCTGAAGATTTTGCAG
TTTATTACTGTCAGCAGGTCAGTTTCTTCCCTC
CTATCACTTTTGGCGGAGGGACCAAGGTTGAG
ATCAAA

418

10

VL & &

EIVLTQSPATLSLSPGERATLSCRASQSVSRYLA
WYQQKPGQAPRLLIYDASNRATGIPARFSGSGS
GTDFTLTISSLEPEDFAVYYCQQVSFFPPITFGGG
TKVEIK

419-5

00:

AAEA

501

38

VH CDRI

FTFSGHLMS

502

38

VH CDR2

AISGSAGETYYADSVKG

503

38

VH CDR3

ARDAYYDDWSGWADWYFDL

504

38

VL CDRI

RASQSVSRYLA

5035

38

VL CDR2

DASNRAT

506

38

VL CDR3

QQVSLLPPT

507

38

VH FR1

EVQLLESGGGLVQPGGSLRLSCAASG

508

38

VH FR2

WVRQAPGKGLEWVS

509

38

VH FR3

RFTISRDNSKNTLYLQMNSLRAEDTAVYYC

510

38

VH FR4

WGRGTLVTVSS
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511 |38 VH DNA | GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCT
TGGTACAGCCTGGGGGGTCCCTGAGACTCTCC
TGTGCAGCCTCTGGATTCACCTTTAGCGGACA
CCTAATGAGCTGGGTCCGCCAGGCTCCAGGG
AAGGGGCTGGAGTGGGTCTCAGCTATTAGTG
GATCCGCAGGTGAAACATACTACGCAGACTC
CGTGAAGGGCCGGTTCACCATCTCCAGAGAC
AATTCCAAGAACACGCTGTATCTGCAAATGA
ACAGCCTGAGAGCCGAGGACACGGCGGTGTA
CTACTGCGCCAGAGATGCGTACTACGACGACT
GGAGCGGATGGGCCGATTGGTACTTCGATTTA
TGGGGGAGAGGTACCTTGGTCACCGTCTCCTC
A

512 |38 VH %4 | EVQLLESGGGLVQPGGSLRLSCAASGFTFSGHL
MSWVRQAPGKGLEWVSAISGSAGETYYADSVK
GRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR
DAYYDDWSGWADWYFDLWGRGTLVTVSS

513 | 38 VL FR1 EIVLTQSPATLSLSPGERATLSC
514 |38 | VLFR2 | WYQQKPGQAPRLLIY
515 |38 | VLFR3 | GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC
516 | 38 VL FR4 FGGGTKVEIK
517 |38 | VLDNA | GAAATTGTGTTGACACAGTCTCCAGCCACCCT
GTCTTTGTCTCCAGGGGAAAGAGCCACCCTCT
[0545] CCTGCAGGGCCAGTCAGAGTGTTAGCAGGTA

CTTAGCCTGGTACCAACAGAAACCTGGCCAG
GCTCCCAGGCTCCTCATCTATGATGCATCCAA
CAGGGCCACTGGCATCCCAGCCAGGTTCAGT
GGCAGTGGGTCTGGGACAGACTTCACTCTCAC
CATCAGCAGCCTAGAGCCTGAAGATTTTGCAG
TTTATTACTGTCAGCAGGTCAGTCTCCTCCCTC
CTACTTTTGGCGGAGGGACCAAGGTTGAGATC
AAA

518 |38 VL & & EIVLTQSPATLSLSPGERATLSCRASQSVSRYLA
WYQQKPGQAPRLLIYDASNRATGIPARFSGSGS
GTDFTLTISSLEPEDFAVYYCQQVSLLPPTFGGG

TKVEIK
519-600: FA%

601 |15 VH CDR1 | FTFGDVAMS

602 | 15 VH CDR2 | YIGSKAYGGETEYTASVKG

603 | 15 VH CDR3 | ARAGHSYGSIASNWFDP

604 | 15 VL CDR1 | RASQSISSYLN

605 | 15 VL CDR2 | GASSLQS

606 | 15 VL CDR3 | QQGFYTPWT

607 | 15 VHFR! | EVQLVESGGGLVQPGRSLRLSCTASG

608 |15 VHFR2 | WFRQAPGKGLEWVG

609 | 15 VHFR3 | RFTISRDGSKSIAYLQMNSLKTEDTAVYYC

610 |15 VH FR4 WGQGTLVTVSS
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611

15

VH DNA

GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCT
TGGTACAGCCAGGGCGGTCCCTGAGACTCTCC
TGTACAGCTTCTGGATTCACCTTTGGTGATGT
CGCTATGTCCTGGTTCCGCCAGGCTCCAGGGA
AGGGGCTGGAGTGGGTAGGTTACATTGGAAG
CAAAGCTTATGGTGGGGAAACAGAATACACC
GCGTCTGTGAAAGGCAGATTCACCATCTCAAG
AGATGGTTCCAAAAGCATCGCCTATCTGCAAA
TGAACAGCCTGAAAACCGAGGACACGGCGGT
GTACTACTGCGCCAGAGCTGGACACAGCTAC
GGATCCATCGCCAGCAACTGGTTCGACCCATG
GGGACAGGGTACATTGGTCACCGTCTCCTCA

612

15

VH &4

EVQLVESGGGLVQPGRSLRLSCTASGFTFGDVA
MSWFRQAPGKGLEWVGYIGSKAYGGETEYTAS
VKGRFTISRDGSKSIAYLQMNSLKTEDTAVYYC
ARAGHSYGSIASNWFDPWGQGTLVTVSS

613

1

VL FR1

DIQMTQSPSSLSASVGDRVTITC

614

15

VL FR2

WYQQKPGKAPKLLIY

615

15

VL FR3

GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC

616

15

VL FR4

FGGGTKVEIK

617

15

VL DNA

GACATCCAGATGACCCAGTCTCCATCCTCCCT
GTCTGCATCTGTAGGAGACAGAGTCACCATCA
CTTGCCGGGCAAGTCAGAGCATTAGCAGCTAT
TTAAATTGGTATCAGCAGAAACCAGGGAAAG
CCCCTAAGCTCCTGATCTATGGTGCATCCAGT
TTGCAAAGTGGGGTCCCATCAAGGTTCAGTGG
CAGTGGATCTGGGACAGATTTCACTCTCACCA
TCAGCAGTCTGCAACCTGAAGATTTTGCAACT
TACTACTGTCAGCAAGGATTCTACACTCCTTG
GACTTTTGGCGGAGGGACCAAGGTTGAGATC
AAA

618

15

VL & &

DIQMTQSPSSLSASVGDRVTITCRASQSISSYLN
WYQQKPGKAPKLLIY GASSLQSGVPSRFSGSGS
GTDFTLTISSLQPEDFATYYCQQGFYTPWTFGG
GTKVEIK

619-7

00:

AAEA

701

35

VH CDRI

GTFSSAAIS

702

35

VH CDR2

NIIPIVGIANYAQKFQG

703

35

VH CDR3

ARDTGRGYTRHFWEFDP

704

35

VL CDRI

RASQSISSYLN

7035

35

VL CDR2

AASSLQS

706

35

VL CDR3

QQSDILYT

707

35

VH FR1

QVQLVQSGAEVKKPGSSVKVSCKASG

708

35

VH FR2

WVRQAPGQGLEWMG

709

35

VH FR3

RVTITADESTSTAYMELSSLRSEDTAVYYC

710

35

VH FR4

WGQGTLVTVSS

68
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711

35

VH DNA

CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGG
TGAAGAAGCCTGGGTCCTCGGTGAAGGTCTCC
TGCAAGGCTTCTGGAGGCACCTTCAGCTCCGC
CGCTATCAGCTGGGTGCGACAGGCCCCTGGA
CAAGGGCTTGAGTGGATGGGAAACATCATCC
CTATCGTAGGTATAGCAAACTACGCACAGAA
GTTCCAGGGCAGAGTCACGATTACCGCGGAC
GAATCCACGAGCACAGCCTACATGGAGCTGA
GCAGCCTGAGATCTGAGGACACGGCGGTGTA
CTACTGCGCCAGAGACACGGGACGGGGATAC
ACCAGACACTTCTGGTTTGACCCCTGGGGACA
GGGTACATTGGTCACCGTCTCCTCA

712

35

VH %48

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSA
AISWVRQAPGQGLEWMGNIIPIVGIANYAQKFQ
GRVTITADESTSTAYMELSSLRSEDTAVYYCAR
DTGRGYTRHFWFDPWGQGTLVTVSS

713

35

VL FR1

DIQMTQSPSSLSASVGDRVTITC

714

35

VL FR2

WYQQKPGKAPKLLIY

715

35

VL FR3

GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC

716

35

VL FR4

FGGGTKVEIK

717

35

VL DNA

GACATCCAGATGACCCAGTCTCCATCCTCCCT
GTCTGCATCTGTAGGAGACAGAGTCACCATCA
CTTGCCGGGCAAGTCAGAGCATTAGCAGCTAT
TTAAATTGGTATCAGCAGAAACCAGGGAAAG
CCCCTAAGCTCCTGATCTATGCTGCATCCAGT
TTGCAAAGTGGGGTCCCATCAAGGTTCAGTGG
CAGTGGATCTGGGACAGATTTCACTCTCACCA
TCAGCAGTCTGCAACCTGAAGATTTTGCAACT
TACTACTGTCAGCAAAGCGACATCCTCTACAC
TTTTGGCGGAGGGACCAAGGTTGAGATCAAA

718

35

VL &8

DIQMTQSPSSLSASVGDRVTITCRASQSISSYLN
WYQQKPGKAPKLLIY AASSLQSGVPSRFSGSGS
GTDFTLTISSLQPEDFATYYCQQSDILYTFGGGT
KVEIK

719-8

00:

AAEA

801

47

VH CDRI1

GTFSNYAIS

802

47

VH CDR2

GIIPIFGTANYAQKFQG

803

47

VH CDR3

ARGRGALALVGPYYGMDV

804

47

VL CDRI

RSSQSLLHSNGYNYLD

805

47

VL CDR2

LGSHRAS

806

47

VL CDR3

MQALRAPT

807

47

VH FR1

EVQLVQSGAEVKKPGSSVKVSCKASG

808

47

VH FR2

WVRQAPGQGLEWMG

809

47

VH FR3

RVTITADESTSTAYMELSSLRSEDTAVYYC

810

47

VH FR4

WGQGTTVTVSS
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811

47

VH DNA

GAGGTGCAGCTGGTGCAGTCTGGGGCTGAGG
TGAAGAAGCCTGGGTCCTCGGTGAAGGTCTCC
TGCAAGGCTTCTGGAGGCACCTTCAGCAACTA
TGCTATCAGCTGGGTGCGACAGGCCCCTGGAC
AAGGGCTTGAGTGGATGGGAGGGATCATCCC
TATCTTTGGTACAGCAAACTACGCACAGAAGT
TCCAGGGCAGAGTCACGATTACCGCGGACGA
ATCCACGAGCACAGCCTACATGGAGCTGAGC
AGCCTGAGATCTGAGGACACGGCGGTGTACT
ACTGCGCCAGAGGCAGAGGCGCTCTGGCACT
CGTCGGACCATACTACGGAATGGACGTATGG
GGCCAGGGAACAACTGTCACCGTCTCCTCA

812

47

VH &4

EVQLVQSGAEVKKPGSSVKVSCKASGGTFSNY
AISWVRQAPGQGLEWMGGIIPIFGTANYAQKFQ
GRVTITADESTSTAYMELSSLRSEDTAVYYCAR
GRGALALVGPYYGMDVWGQGTTVTVSS

813

47

VL FR1

DIVMTQSPLSLPVTPGEPASISC

814

47

VL FR2

WYLQKPGQSPQLLIY

815

47

VL FR3

GVPDRFSGSGSGTDFTLKISRVEAEDVGVYYC

816

47

VL FR4

FGGGTKVEIK

817

47

VL DNA

GATATTGTGATGACTCAGTCTCCACTCTCCCT
GCCCGTCACCCCTGGAGAGCCGGCCTCCATCT
CCTGCAGGTCTAGTCAGAGCCTCCTGCATAGT
AATGGATACAACTATTTGGATTGGTACCTGCA
GAAGCCAGGGCAGTCTCCACAGCTCCTGATCT
ATTTGGGTTCTCATCGGGCCTCCGGGGTCCCT
GACAGGTTCAGTGGCAGTGGATCAGGCACAG
ATTTTACACTGAAAATCAGCAGAGTGGAGGC
TGAGGATGTTGGGGTTTATTACTGCATGCAGG
CACTCCGAGCCCCTACTTTTGGCGGAGGGACC
AAGGTTGAGATCAAA

818

47

VL & &

DIVMTQSPLSLPVTPGEPASISCRSSQSLLHSNGY
NYLDWYLQKPGQSPQLLIYLGSHRASGVPDRFS
GSGSGTDFTLKISRVEAEDVGVYYCMQALRAPT
FGGGTKVEIK

819-9

00 AA%

901

46

VH CDRI

FTFGDYAMS

902

46

VH CDR2

FIGSKAYGGTTEYTASVKG

903

46

VH CDR3

ARGPRRYTYGMDV

904

46

VL CDRI

RASQSISSYLN

9035

46

VL CDR2

AASSLQS

906

46

VL CDR3

QQSSTPLT

907

46

VH FR1

EVQLVESGGGLVQPGRSLRLSCTASG

908

46

VH FR2

WFRQAPGKGLEWVG

909

46

VH FR3

RFTISRDGSKSIAYLQMNSLKTEDTAVYYC

910

46

VH FR4

WGQGTTVTVSS
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911 |46 VHDNA | GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCT
TGGTACAGCCAGGGCGGTCCCTGAGACTCTCC
TGTACAGCTTCTGGATTCACCTTTGGTGATTA
TGCTATGAGCTGGTTCCGCCAGGCTCCAGGGA
AGGGGCTGGAGTGGGTAGGTTTCATTGGAAG
CAAAGCTTATGGTGGGACAACAGAATACACC
GCGTCTGTGAAAGGCAGATTCACCATCTCAAG
AGATGGTTCCAAAAGCATCGCCTATCTGCAAA
TGAACAGCCTGAAAACCGAGGACACGGCGGT
GTACTACTGCGCCAGAGGACCAAGACGCTAC
ACATACGGAATGGACGTATGGGGCCAGGGAA
CAACTGTCACCGTCTCCTCA

912 | 46 VH %% | EVQLVESGGGLVQPGRSLRLSCTASGFTFGDYA
MSWFRQAPGKGLEWVGFIGSKAYGGTTEYTAS
VKGRFTISRDGSKSIAYLQMNSLKTEDTAVYYC
ARGPRRYTYGMDVWGQGTTVTVSS

913 | 46 VL FR1 DIQMTQSPSSLSASVGDRVTITC

914 | 46 VL FR2 WYQQKPGKAPKLLIY

915 | 46 VL FR3 GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
916 |46 VL FR4 FGGGTKVEIK

917 | 46 VLDNA | GACATCCAGATGACCCAGTCTCCATCCTCCCT

GTCTGCATCTGTAGGAGACAGAGTCACCATCA
CTTGCCGGGCAAGTCAGAGCATTAGCAGCTAT
TTAAATTGGTATCAGCAGAAACCAGGGAAAG
[0549] CCCCTAAGCTCCTGATCTATGCTGCATCCAGT
TTGCAAAGTGGGGTCCCATCAAGGTTCAGTGG
CAGTGGATCTGGGACAGATTTCACTCTCACCA
TCAGCAGTCTGCAACCTGAAGATTTTGCAACT
TACTACTGTCAGCAAAGCTCCACCCCCCTCAC
TTTTGGCGGAGGGACCAAGGTTGAGATCAAA
918 | 46 VL &8 DIQMTQSPSSLSASVGDRVTITCRASQSISSYLN
WYQQKPGKAPKLLIYAASSLQSGVPSRFSGSGS
GTDFTLTISSLQPEDFATYYCQQSSTPLTFGGGT

KVEIK
919-1000 1%

100 | 32 VH CDR1 | GTFSSYAIS

|

100 | 32 VH CDR2 | GIIPISGTANYAQKFQG
2

100 | 32 VH CDR3 | ARDTGRGYTRHFWFDP
3

100 | 32 VL CDRI1 | RASQSISSYLN

4

100 | 32 VL CDR2 | AASSLQS

5

100 | 32 VL CDR3 | QQSDILYT

100 |32 VHFRI | QVQLVQSGAEVKKPGSSVKVSCKASG
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[0550]

100
8

32

VH FR2

WVRQAPGQGLEWMG

100
9

32

VH FR3

RVTITADESTSTAYMELSSLRSEDTAVYYC

101
0

32

VH FR4

WGQGTLVTVSS

101
1

32

VH DNA

CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGG
TGAAGAAGCCTGGGTCCTCGGTGAAGGTCTCC
TGCAAGGCTTCTGGAGGCACCTTCAGCAGCTA
TGCTATCAGCTGGGTGCGACAGGCCCCTGGAC
AAGGGCTTGAGTGGATGGGAGGGATCATCCC
TATCTCTGGTACAGCAAACTACGCACAGAAGT
TCCAGGGCAGAGTCACGATTACCGCGGACGA
ATCCACGAGCACAGCCTACATGGAGCTGAGC
AGCCTGAGATCTGAGGACACGGCGGTGTACT
ACTGCGCCAGAGACACGGGACGGGGATACAC
CAGACACTTCTGGTTTGACCCCTGGGGACAGG
GTACATTGGTCACCGTCTCCTCA

101

32

VH %4

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSY
AISWVRQAPGQGLEWMGGIIPISGTANYAQKFQ
GRVTITADESTSTAYMELSSLRSEDTAVYYCAR
DTGRGYTRHFWFDPWGQGTLVTVSS

101

32

VL FR1

DIQMTQSPSSLSASVGDRVTITC

101

32

VL FR2

WYQQKPGKAPKLLIY

101

3

VL FR3

GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC

101

32

VL FR4

FGGGTKVEIK

101

32

VL DNA

GACATCCAGATGACCCAGTCTCCATCCTCCCT
GTCTGCATCTGTAGGAGACAGAGTCACCATCA
CTTGCCGGGCAAGTCAGAGCATTAGCAGCTAT
TTAAATTGGTATCAGCAGAAACCAGGGAAAG
CCCCTAAGCTCCTGATCTATGCTGCATCCAGT
TTGCAAAGTGGGGTCCCATCAAGGTTCAGTGG
CAGTGGATCTGGGACAGATTTCACTCTCACCA
TCAGCAGTCTGCAACCTGAAGATTTTGCAACT
TACTACTGTCAGCAAAGCGACATCCTCTACAC
TTTTGGCGGAGGGACCAAGGTTGAGATCAAA

101

32

VL & &

DIQMTQSPSSLSASVGDRVTITCRASQSISSYLN
WYQQKPGKAPKLLIY AASSLQSGVPSRFSGSGS
GTDFTLTISSLQPEDFATYYCQQSDILYTFGGGT
KVEIK

1019-

2000 %1%

200

33

VH CDRI

GTFGNYAIS

200

33

VH CDR2

GIIPIPGIANYAQKFQG
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200 |33 VH CDR3 | ARDTGRGYTRHFWFDP

3

200 |33 VL CDR1 | RASQSISSYLN

4

200 |33 VL CDR2 | AASSLQS

5

200 |33 VL CDR3 | QQSDILYT

6

200 |33 VHFRI | QVQLVQSGAEVKKPGSSVKVSCKASG

7

200 |33 VHFR2 | WVRQAPGQGLEWMG

8

200 |33 VHFR3 | RVTITADESTSTAYMELSSLRSEDTAVYYC

9

201 |33 VHFR4 | WGQGTLVTVSS

0

201 |33 VHDNA | CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGG

1 TGAAGAAGCCTGGGTCCTCGGTGAAGGTCTCC
TGCAAGGCTTCTGGAGGCACCTTCGGAAACTA
TGCTATCAGCTGGGTGCGACAGGCCCCTGGAC
AAGGGCTTGAGTGGATGGGAGGGATCATCCC
TATCCCAGGTATCGCAAACTACGCACAGAAG
TTCCAGGGCAGAGTCACGATTACCGCGGACG
AATCCACGAGCACAGCCTACATGGAGCTGAG
CAGCCTGAGATCTGAGGACACGGCGGTGTAC
TACTGCGCCAGAGACACGGGACGGGGATACA
CCAGACACTTCTGGTTTGACCCCTGGGGACAG
GGTACATTGGTCACCGTCTCCTCA

201 |33 VH %&#4 | QVQLVQSGAEVKKPGSSVKVSCKASGGTFGNY

2 AISWVRQAPGQGLEWMGGIIPIPGIANY AQKFQ
GRVTITADESTSTAYMELSSLRSEDTAVYYCAR
DTGRGYTRHFWFDPWGQGTLVTVSS

201 |33 VL FR1 DIQMTQSPSSLSASVGDRVTITC

3

201 |33 VLFR2 | WYQQKPGKAPKLLIY

4

201 |33 VLFR3 | GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC

201

33

VL FR4

FGGGTKVEIK
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201 | 38 VLDNA | GACATCCAGATGACCCAGTCTCCATCCTCCCT
7 GTCTGCATCTGTAGGAGACAGAGTCACCATCA
CTTGCCGGGCAAGTCAGAGCATTAGCAGCTAT
TTAAATTGGTATCAGCAGAAACCAGGGAAAG
CCCCTAAGCTCCTGATCTATGCTGCATCCAGT
TTGCAAAGTGGGGTCCCATCAAGGTTCAGTGG
CAGTGGATCTGGGACAGATTTCACTCTCACCA
TCAGCAGTCTGCAACCTGAAGATTTTGCAACT
TACTACTGTCAGCAAAGCGACATCCTCTACAC
TTTTGGCGGAGGGACCAAGGTTGAGATCAAA

201 |33 VL &% | DIQMTQSPSSLSASVGDRVTITCRASQSISSYLN
8 WYQQKPGKAPKLLIYAASSLQSGVPSRFSGSGS
GTDFTLTISSLQPEDFATYYCQQSDILYTFGGGT
KVEIK
2019-3000 1% A
300 | 34 VH CDR1 | GTFSSAAIS
1
300 | 34 VH CDR2 | GIFPISGHANYAQKFQG
2
300 | 34 VH CDR3 | ARDTGRGYTRHFWFDP
3
300 | 34 VL CDRI | RASQSISSYLN
4
[0552] 300 | 34 VL CDR2 | AASSLQS
5
300 | 34 VL CDR3 | QQSDILYT
6
300 | 34 VH FR1 QVQLVQSGAEVKKPGSSVKVSCKASG
.
300 | 34 VHFR2 | WVRQAPGQGLEWMG
8
300 | 34 VH FR3 RVTITADESTSTAYMELSSLRSEDTAVYYC
9
301 |34 VHFR4 | WGQGTLVTVSS
0
301 |34 VHDNA | CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGG

1 TGAAGAAGCCTGGGTCCTCGGTGAAGGTCTCC
TGCAAGGCTTCTGGAGGCACCTTCAGCAGCGC
CGCTATCAGCTGGGTGCGACAGGCCCCTGGA
CAAGGGCTCGAGTGGATGGGAGGGATCTTCC
CTATCTCCGGTCACGCAAACTACGCACAGAA
GTTCCAGGGCAGAGTCACGATTACCGCGGAC
GAATCCACGAGCACAGCCTACATGGAGCTGA
GCAGCCTGAGATCTGAGGACACGGCGGTGTA
CTACTGCGCCAGAGACACGGGACGGGGATAC
ACCAGACACTTCTGGTTTGACCCCTGGGGACA
GGGTACATTGGTCACCGTCTCCTCA
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301 |34 VH %4 | QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSA

7 AISWVRQAPGQGLEWMGGIFPISGHANYAQKF
QGRVTITADESTSTAYMELSSLRSEDTAVYYCA
RDTGRGYTRHFWFDPWGQGTLVTVSS

301 |34 VL FR1 DIQMTQSPSSLSASVGDRVTITC

3

301 |34 VL FR2 WYQQKPGKAPKLLIY

4

301 |34 VL FR3 GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC

5

301 | 34 VL FR4 FGGGTKVEIK

6

301 |34 VL DNA | GACATCCAGATGACCCAGTCTCCATCCTCCCT

7 GTCTGCATCTGTAGGAGACAGAGTCACCATCA
CTTGCCGGGCAAGTCAGAGCATTAGCAGCTAT
TTAAATTGGTATCAGCAGAAACCAGGGAAAG
CCCCTAAGCTCCTGATCTATGCTGCATCCAGT
TTGCAAAGTGGGGTCCCATCAAGGTTCAGTGG
CAGTGGATCTGGGACAGATTTCACTCTCACCA
TCAGCAGTCTGCAACCTGAAGATTTTGCAACT
TACTACTGTCAGCAAAGCGACATCCTCTACAC
TTTTGGCGGAGGGACCAAGGTTGAGATCAAA

301 |34 VL E&¢ | DIQMTQSPSSLSASVGDRVTITCRASQSISSYLN

8 WYQQKPGKAPKLLIYAASSLQSGVPSRFSGSGS
GTDFTLTISSLQPEDFATYYCQQSDILYTFGGGT
KVEIK

3019-4000 #1 %)

400 | 36 VH CDR1 | GTFATYAIS

1

400 | 36 VH CDR2 | GIFPLSGTANYAQKFQG

2

400 | 36 VH CDR3 | ARDTGRGYTRHFWFDP

3

400 | 36 VL CDRI | RASQSISSYLN

4

400 | 36 VL CDR2 | AASSLQS

5

400 | 36 VL CDR3 | QQSDILYT

6

400 | 36 VH FR1 QVQLVQSGAEVKKPGSSVKVSCKASG

7

400 | 36 VHFR2 | WVRQAPGQGLEWMG

8

400 | 36 VHFR3 | RVTITADESTSTAYMELSSLRSEDTAVYYC

9

401 |36 VHFR4 | WGQGTLVTVSS

0
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401 | 36 VH DNA | CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGG
1 TGAAGAAGCCTGGGTCCTCGGTGAAGGTCTCC
TGCAAGGCTTCTGGAGGCACCTTCGCAACCTA
TGCTATCAGCTGGGTGCGACAGGCCCCTGGAC
AAGGGCTTGAGTGGATGGGAGGGATCTTCCC
TCTCTCCGGTACAGCAAACTACGCACAGAAGT
TCCAGGGCAGAGTCACGATTACCGCGGACGA
ATCCACGAGCACAGCCTACATGGAGCTGAGC
AGCCTGAGATCTGAGGACACGGCGGTGTACT
ACTGCGCCAGAGACACGGGACGGGGATACAC
CAGACACTTCTGGTTTGACCCCTGGGGACAGG
GTACATTGGTCACCGTCTCCTCA

401 |36 VH %4 | QVQLVQSGAEVKKPGSSVKVSCKASGGTFATY
2 AISWVRQAPGQGLEWMGGIFPLSGTANYAQKF
QGRVTITADESTSTAYMELSSLRSEDTAVYYCA
RDTGRGYTRHFWFDPWGQGTLVTVSS

401 | 36 VL FR1 DIQMTQSPSSLSASVGDRVTITC
3
401 | 36 VL FR2 WYQQKPGKAPKLLIY
[0554] 4
401 | 36 VL FR3 GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC
5
401 | 36 VL FR4 FGGGTKVEIK
6
401 | 36 VL DNA GACATCCAGATGACCCAGTCTCCATCCTCCCT
7 GTCTGCATCTGTAGGAGACAGAGTCACCATCA

CTTGCCGGGCAAGTCAGAGCATTAGCAGCTAT
TTAAATTGGTATCAGCAGAAACCAGGGAAAG
CCCCTAAGCTCCTGATCTATGCTGCATCCAGT
TTGCAAAGTGGGGTCCCATCAAGGTTCAGTGG
CAGTGGATCTGGGACAGATTTCACTCTCACCA
TCAGCAGTCTGCAACCTGAAGATTTTGCAACT
TACTACTGTCAGCAAAGCGACATCCTCTACAC
TTTTGGCGGAGGGACCAAGGTTGAGATCAAA
401 | 36 VL &% | DIQMTQSPSSLSASVGDRVTITCRASQSISSYLN
8 WYQQKPGKAPKLLIY AASSLQSGVPSRFSGSGS
GTDFTLTISSLQPEDFATYYCQQSDILYTFGGGT
KVEIK
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BRIES

<110> [ hJeg 23 &) (SURFACE ONCOLOGY, INC.)

<120>
<130>
<150>
151>
<{150>
151>
<160>
<170>
<210>
211>
212>
213>
220>
223>
<400>
Phe Th
1
<210>
211>
212>
213>
220>
223>
<400>

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

1

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

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

1

HUCDL12RZH & WA TT i
01219-0001-00PCT

US 62/701,065
2018-07-20

US 62/844,958
2019-05-08

4018

PatentIn version 3.5
1

9

PRT

NTF%) (Artificial Sequence)

4 R:2 - VH CDR1
1

r Phe Ser Glu Tyr Thr Met Asn
5

2

17

PRT

NTF%] (Artificial Sequence)

4 H%:2 - VH CDR2
2

5
3
16
PRT

NTF%](Artificial Sequence)

4 H%:2 - VH CDR3
3

5

7



N 112584865 A F 5 * 2/366 T

<210> 4

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A E:2 - VL CDR1

<400> 4

Gln Ala Ser Gln Asp Ile Ser Asn Tyr Leu Asn

1 5 10

<210> 5

Q211> 7

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> A E:2 - VL CDR2

<400> 5

Asp Ala Ser Asn Leu Ala Thr

1 5

<210> 6

211> 9

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & :2 - VL CDR3

<400> 6

Gln GIn Phe Asp Leu Leu Pro Pro Thr

1 5

210> 7

211> 26

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & k:2 - VH FRI

<400> 7

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

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25

<210> 8

78
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211> 14

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & f%:2 - VH FR2

<400> 8

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

1 5 10

<210> 9

<211> 30

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & f%:2 - VH FR3

<400> 9

Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln

1 5 10 15

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

<210> 10

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & fk:2 - VH FR4

<400> 10

Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

1 5 10

<210> 11

211> 369

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & f%:2 - VH DNA

<400> 11

Gly Ala Gly Gly Thr Gly Cys Ala Gly Cys Thr Gly Gly Thr Gly Gly

1 5 10 15

Ala Gly Thr Cys Thr Gly Gly Gly Gly Gly Ala Gly Gly Cys Cys Thr
20 25 30
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Gly
Thr
Gly
65

Cys
Ala
Gly
Gly
Thr
145
Gly
Cys
Ala
Thr
Cys
225
Cys
Thr
Gly
Gly
Cys
305

Thr

Thr

Gly
Cys
50

Thr
Ala
Cys
Cys
Gly
130
Cys
Thr
Thr
Ala
Cys
210
Ala
Thr
Gly
Gly
Cys
290
Cys

Thr

Gly

Thr
35

Cys
Gly
Cys
Cys
Cys
115
Gly
Ala
Gly
Ala
Gly
195
Thr
Ala
Gly
Ala
Cys
275
Cys
Gly

Ala

Gly

Cys

Cys

Cys

Cys

Ala

100

Ala

Gly

Gly

Gly

Cys

180

Gly

Cys

Gly

Cys

Gly

260

Gly

Ala

Gly

Thr

Gly

Ala
Thr
Ala
Thr
85

Thr
Gly
Cys
Cys
Thr
165
Gly
Gly
Cys
Ala
Ala
245
Ala
Gly
Ala
Ala
Gly

325
Gly

Ala
Gly
Gly
70

Thr
Gly
Gly
Thr
Thr
150
Gly
Cys
Cys
Ala
Ala
230
Ala
Gly
Thr
Gly
Gly
310

Gly

Cys

Gly
Ala
55

Cys
Cys
Ala
Cys
Gly
135
Ala
Ala
Ala
Cys
Gly
215
Cys
Ala
Cys
Gly
Gly
295
Ala

Ala

Cys

Cys
40

Gly
Cys
Ala
Ala
Thr
120
Gly
Thr
Cys
Gly
Gly
200
Ala
Ala
Thr
Cys
Thr
280
Ala
Cys

Ala

Ala

Cys Thr Gly

Ala

Thr

Gly

Cys

105

Cys

Ala

Thr

Ala

Ala

185

Gly

Gly

Cys

Gly

Gly

265

Ala

Cys

Thr

Thr

Gly

80

Cys
Cys
Thr
90

Thr
Cys
Gly
Gly
Gly
170
Cys
Thr
Ala
Gly
Ala
250
Ala
Cys
Thr
Gly
Gly

330
Gly

Thr
Thr
75

Gly
Gly
Ala
Thr
Thr
155
Cys
Thr
Thr
Cys
Cys
235
Ala
Gly
Thr
Ala
Gly
315

Gly

Gly

Gly
Cys
60

Gly
Ala
Gly
Gly
Gly
140
Ala
Ala
Cys
Cys
Ala
220
Thr
Cys
Gly
Ala
Cys
300
Ala

Ala

Ala

Gly
45

Thr
Gly
Ala
Gly
Gly
125
Gly
Gly
Cys
Cys
Ala
205
Ala
Gly
Ala
Ala
Cys
285
Ala
Thr

Cys

Ala

Gly

Cys

Ala

Thr

Thr

110

Gly

Gly

Gly

Ala

Gly

190

Cys

Thr

Thr

Gly

Cys

270

Thr

Gly

Cys

Gly

Cys

Gly
Cys
Thr
Ala
95

Cys
Ala
Thr
Thr
Thr
175
Thr
Cys
Thr
Ala
Cys
255
Ala
Gly
Cys
Gly
Thr

335
Ala

Gly
Thr
Thr
80

Thr
Cys
Ala
Cys
Ala
160
Ala
Gly
Ala
Cys
Thr
240
Cys
Cys
Cys
Thr
Ala
320

Ala

Ala
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340 345 350
Cys Thr Gly Thr Cys Ala Cys Cys Gly Thr Cys Thr Cys Cys Thr Cys
355 360 365
Ala
<210> 12
<211> 123
<212> PRT
213> NTF%)(Artificial Sequence)
220>
223> HHL:2 - VHEEA
<400> 12
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Glu Tyr
20 25 30
Thr Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ala Ile Val Gly Ser Gly Asp Ser Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly 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 Lys Asp Tyr Ser Ser Gly Asp Trp Ile Asp Tyr Gly Met Asp Val
100 105 110
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 13
211> 23
<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> &:2 - VL FR1

<400> 13

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1

5

Asp Arg Val Thr Ile Thr Cys

<210> 14

20

81

10

15
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211> 15

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> &:2 - VL FR2

<400> 14

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

1 5 10 15

<210> 15

211> 32

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & fk:2 - VL FR3

<400> 15

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10 15

Phe Thr Ile Ser Ser Leu Gln Pro Glu Asp Ile Ala Thr Tyr Tyr Cys
20 25 30

<210> 16

<211> 10

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> &k:2 - VL FR4

<400> 16

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1 5 10

<210> 17

211> 321

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & f%:2 - VL DNA

<400> 17

Gly Ala Cys Ala Thr Cys Cys Ala Gly Ala Thr Gly Ala Cys Cys Cys

1 5 10 15

Ala Gly Thr Cys Thr Cys Cys Ala Thr Cys Cys Thr Cys Cys Cys Thr
20 25 30
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Gly
Gly
Cys
65

Gly
Thr
Ala
Cys
Thr
145
Thr
Ala
Ala
Ala
Cys
225
Gly
Ala
Cys
Ala
Cys

305
Ala

<210> 18

Thr
Ala
50

Thr
Gly
Thr
Gly
Cys
130
Ala
Gly
Thr
Gly
Thr
210
Ala
Ala
Thr
Gly
Cys

290
Cys

Cys
35

Cys
Thr
Ala
Ala
Ala
115
Cys
Cys
Gly
Cys
Thr
195
Thr
Gly
Ala
Thr
Ala
275

Thr

Ala

211> 107

Thr
Ala
Gly
Cys
Ala
100
Ala
Thr
Gly
Cys
Ala
180
Gly
Thr
Cys
Gly
Ala
260
Thr

Thr

Ala

Gly
Gly
Cys
Ala
85

Ala
Ala
Ala
Ala
Ala
165
Ala
Gly
Thr
Ala
Ala
245
Cys
Cys

Thr

Gly

Cys
Ala
Cys
70

Thr
Thr
Cys
Ala
Thr
150
Ala
Gly
Ala
Ala
Gly
230
Thr
Thr
Thr

Thr

Gly
310

Ala
Gly
55

Ala
Thr
Thr
Cys
Gly
135
Gly
Cys
Gly
Thr
Cys
215
Cys
Ala
Gly
Cys
Gly

295
Thr

Thr
40

Thr
Gly
Ala
Gly
Ala
120
Cys
Cys
Ala
Thr
Cys
200
Thr
Cys
Thr
Thr
Cys
280

Gly

Thr

Cys Thr Gly

Cys
Gly
Gly
Gly
105
Gly
Thr
Ala
Gly
Thr
185
Thr
Thr
Thr
Thr
Cys
265
Thr

Cys

Gly

83

Ala
Cys
Cys
90

Thr
Gly
Cys
Thr
Gly
170
Cys
Gly
Thr
Gly
Gly
250
Ala
Cys

Gly

Ala

Cys
Gly
75

Ala
Ala
Gly
Cys
Cys
155
Gly
Ala
Gly
Cys
Cys
235
Cys
Gly
Cys

Gly

Gly
315

Thr
Cys
60

Ala
Ala
Thr
Ala
Thr
140
Cys
Gly
Gly
Gly
Ala
220
Ala
Ala
Cys
Cys
Ala

300
Ala

Ala
45

Ala
Gly
Cys
Cys
Ala
125
Gly
Ala
Thr
Thr
Ala
205
Cys
Gly
Ala
Ala
Thr
285

Gly

Thr

Gly
Thr
Thr
Thr
Ala
110
Ala
Ala
Ala
Cys
Gly
190
Cys
Cys
Cys
Cys
Gly
270
Cys

Gly

Cys

Gly
Cys
Cys
Ala
95

Gly
Gly
Thr
Thr
Cys
175
Gly
Ala
Ala
Cys
Ala
255
Thr
Cys

Gly

Ala

Ala
Ala
Ala
80

Thr
Cys
Cys
Cys
Thr
160
Cys
Ala
Gly
Thr
Thr
240
Thr
Thr
Thr

Ala

Ala
320
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<212> PRT

213> NTF%)(Artificial Sequence)

<220>

223> & Rk:2 - VLEEH

<400> 18

Asp Ile Gln Met Thr

1
Asp Arg Val

Leu Asn Trp
35
Tyr Asp Ala
50
Ser Gly Ser
65
Glu Asp Ile

Thr Phe Gly

<210> 19
<400> 19
000

<210> 20
<400> 20
000

<210> 21
<400> 21
000

<210> 22
<400> 22
000

<210> 23
<400> 23
000

<210> 24
<400> 24
000

<210> 25
<400> 25

Thr
20

Tyr
Ser
Gly

Ala

Gly
100

5
Ile

Gln

Asn

Thr

Thr

85
Gly

Gln
Thr
Gln
Leu
Asp
70

Tyr

Thr

Ser

Cys

Lys

Ala

95

Phe

Tyr

Lys

Pro

Gln

Pro

40

Thr

Thr

Cys

Val

Ser
Ala
25

Gly
Gly
Phe

Gln

Glu
105

84

Ser
10

Ser

Lys

Val

Thr

Gln

90
Ile

Leu

Gln

Ala

Pro

Ile

75

Phe

Lys

Ser Ala

Asp Tle

Pro Lys

45
Ser Arg
60

Ser Ser

Asp Leu

Ser

Ser

30

Leu

Phe

Leu

Leu

Val Gly
15
Asn Tyr

Leu Ile
Ser Gly
Gln Pro

80

Pro Pro
95
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000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

26
26

27
27

28
28

29
29

30
30

31
31

32
32

33
33

34
34

35
35

36
36

37
37

38
38

85
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FF

.1l

2.3

10/366 B

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

39
39

40
40

41
41

42
42

43
43

44
44

45
45

46
46

47
47

48
48

49
49

50
50

51
51

86
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000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

52
52

53
53

54
54

95
95

56
56

o7
o7

58
58

59
59

60
60

61
61

62
62

63
63

64
64

87
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FF

.1l

2.3

12/366 B1

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

65
65

66
66

67
67

68
68

69
69

70
70

71
71

72
72

73
73

74
74

75
75

76
76

7
7

88
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000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

78
78

79
79

80
80

81
81

82
82

83
83

84
84

85
85

86
86

87
87

88
88

89
89

90
90

89
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000

<210> 91
<400> 91
000

<210> 92
<400> 92
000

<210> 93
<400> 93
000

<210> 94
<400> 94
000

<210> 95
<400> 95
000

<210> 96
<400> 96
000

<210> 97
<400> 97
000

<210> 98
<400> 98
000

<210> 99
<400> 99
000

<210> 100
<400> 100
000

<210> 101
211> 9
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & :5 - VH CDR1
<400> 101
Phe Thr Phe Ser Asp Tyr Ala Met Ile

90
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1 5

<210> 102

211> 17

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & :5 - VH CDR2

<400> 102

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

<210> 103

211> 16

<212> PRT

213> NTHF%)(Artificial Sequence)

<220>

<223> & J¥:5 - VH CDR3

<400> 103

Ala Lys Asp Tyr Ser Ser Gly Asp Trp Ile Asp Tyr Gly Met Asp Val
1 5 10 15
<210> 104

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & :5 - VL CDR1

<400> 104

Gln Ala Ser Gln Asp Ile Ser Asn Tyr Leu Asn

1 5 10

<210> 105

Q211> 7

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & :5 - VL CDR2

<400> 105

Asp Ala Ser Asn Leu Ala Thr

1 5

<210> 106

91
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211> 9
<212> PRT
213> NTHF%)(Artificial Sequence)
220>
<223> & :5 - VL CDR3
<400> 106
Gln GIn Phe Asp Leu Leu Pro Pro Thr
1 5
<210> 107
211> 26
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> A5 - VH FR1
<400> 107
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25
<210> 108
211> 14
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A5 - VH FR2
<400> 108
Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser
1 5 10
<210> 109
<211> 30
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A5 - VH FR3
<400> 109
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
1 5 10 15
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
20 25 30

92
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<210> 110
211> 11
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & :5 - VH FR4
<400> 110
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
1 5 10
210> 111
211> 369
<212> DNA
213> NTF%)(Artificial Sequence)
220>
<223> & :5 - VH DNA
<400> 111
gaggtgcage tgttggagtc tgggggagge ttggtacage ctggggggte cctgagacte 60
tcectgtgeag cctetggatt cacctttage gactatgeca tgatatgggt ccgecagget 120
ccagggaagg ggctggagtg ggtctcaget attagtggtg gaggtgaaag cacatactac 180
gcagactccg tgaagggcecg gttcaccatc tccagagaca attccaagaa cacgctgtat 240
ctgcaaatga acagcctgag agccgaggac acggeggtgt actactgege caaggactac 300
agctccggag actggatcga ttatggaatg gacgtatggg gccagggaac aactgtcacc 360
gtctccteca 369
210> 112
211> 123
212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> G5 - VHEHA
<400> 112
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr
20 25 30
Ala Met Ile Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ala Ile Ser Gly Gly Gly Glu Ser Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
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65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Asp Tyr Ser Ser Gly Asp Trp Ile Asp Tyr Gly Met Asp Val
100 105 110
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 113
211> 23
<212> PRT
213> NTHF%)(Artificial Sequence)
<220>
<223> A5 - VL FR1
<400> 113
Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys
20
<210> 114
211> 15
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> A5 - VL FR2
<400> 114
Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
1 5 10 15
<210> 115
211> 32
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A5 - VL FR3
<400> 115
Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15
Phe Thr Ile Ser Ser Leu Gln Pro Glu Asp Ile Ala Thr Tyr Tyr Cys
20 25 30
<210> 116

94
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211> 10
212> PRT
213> NTHF%)(Artificial Sequence)
220>
<223> A5 - VL FR4
<400> 116
Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
1 5 10
210> 117
211> 321
<212> DNA
213> NTF%)(Artificial Sequence)
220>
<223> A HL:5 - VL DNA
<400> 117
gacatccaga tgacccagtc tccatcctce ctgtctgecat ctgtaggaga cagagtcacc 60
atcacttgcc aggcgagtca ggacattage aactatttaa attggtatca gcagaaacca 120
gggaaagccce ctaagcectcct gatctacgat gcatccaatt tggcaacagg ggtcccatca 180
aggttcagtg gaagtggatc tgggacagat tttactttca ccatcagcag cctgcagect 240
gaagatattg caacatatta ctgtcagcag ttcgatctcc tccctecctac ttttggegga 300
gggaccaagg ttgagatcaa a 321
<210> 118
211> 107
212> PRT
213> NTF%)(Artificial Sequence)
220>
223> &5 - VLEH
<400> 118
Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Gln Ala Ser Gln Asp Ile Ser Asn Tyr
20 25 30
Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Leu Ala Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Phe Asp Leu Leu Pro Pro



CN 112584865 A

FF
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Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

119
119

120
120

121
121

122
122

123
123

124
124

125
125

126
126

127
127

128
128

129
129

130
130

100

85

105

96

90

95
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<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

131
131

132
132

133
133

134
134

135
135

136
136

137
137

138
138

139
139

140
140

141
141

142
142

143
143

97



CN 112584865 A

FF

.1l

%=

22/366 7

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

144
144

145
145

146
146

147
147

148
148

149
149

150
150

151
151

152
152

153
153

154
154

155
155

156
156

98



CN 112584865 A

FF

.1l

%=

23/366 17

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

157
157

158
158

159
159

160
160

161
161

162
162

163
163

164
164

165
165

166
166

167
167

168
168

169
169

99



CN 112584865 A

FF

.1l

%=

24/366 7

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

170
170

171
171

172
172

173
173

174
174

175
175

176
176

177
177

178
178

179
179

180
180

181
181

182
182

100



CN 112584865 A

FF

.1l

%=

25/366 17

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

183
183

184
184

185
185

186
186

187
187

188
188

189
189

190
190

191
191

192
192

193
193

194
194

195
195

101



N 112584865 A F 5 * 26/366 T

<210> 196

<400> 196

000

<210> 197

<400> 197

000

<210> 198

<400> 198

000

<210> 199

<400> 199

000

<210> 200

<400> 200

000

<210> 201

211> 9

<212> PRT

213> NTF%)(Artificial Sequence)
<220>

<223> A H:44 - VH CDRI

<400> 201

Gly Thr Phe Asp Asn Tyr Tyr Ile Ser
1 5

<210> 202

211> 17

<212> PRT

213> NTF%)(Artificial Sequence)
<220>

<223> A E:44 - VH CDR2

<400> 202

Gly Ile Phe Pro Ile Phe Gly Thr Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15
Gly

<210> 203

211> 16

<212> PRT

213> NTHF%)(Artificial Sequence)
220>

102



N 112584865 A F 5 * 97/366 T

<223> & Al:44 - VH CDR3

<400> 203

Ala Arg Glu Val Gly His Tyr Ser Gly Ser Pro Tyr Tyr Met Asp Val
1 5 10 15
<210> 204

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & Hl:44 - VL CDR1

<400> 204

Arg Ala Ser Gln Ser Ile Asn Ser Trp Leu Ala
1 5 10
<210> 205

Q211> 7

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & Al:44 - VL CDR2

<400> 205

Asp Ala Ser Ser Leu Glu Ser

1 5

<210> 206

211> 8

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & Af:44 - VL CDR3

<400> 206

Gln Gln Val Gly Pro Tyr Leu Thr

1 5

<210> 207

211> 26

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & f%:44 - VH FR1

<400> 207

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

103



N 112584865 A F 5 * 98/366 T

1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly
20 25
<210> 208
211> 14
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> & f%:44 - VH FR2
<400> 208
Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly
1 5 10
<210> 209
<211> 30
<212> PRT
213> NTHF%)(Artificial Sequence)
220>
<223> HH:44 - VH FR3
<400> 209
Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
20 25 30
<210> 210
211> 11
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & fk:44 - VH FR4
<400> 210
Trp Gly Lys Gly Thr Thr Val Thr Val Ser Ser
1 5 10
<210> 211
<211> 369
<212> DNA
213> NTF%)(Artificial Sequence)
220>
<223> & f%:44 - VH DNA
<400> 211

104



Asp Ile Gln Met Thr Gln Ser Pro Ser Thr Leu Ser Ala Ser Val Gly

1

5

10

105

15

CN 112584865 A F 5 = 29/366 T
caggtgcage tggtgcagtc tggggetgag gtgaagaage ctgggtecte ggtgaaggte 60
tcctgecaagg cttetggagg caccttcgac aactattaca tcagetgggt gegacaggee 120
cctggacaag ggcttgagtg gatgggaggg atcttcccta tctteggtac cgecaaactac 180
gcacagaagt tccagggcag agtcacgatt accgcggacg aatccacgag cacagcctac 240
atggagctga gcagcctgag atctgaggac acggeggtgt actactgege cagagaagtce 300
ggacactact ccggcagcecce atactacatg gacgtatggg gcaagggtac aactgtcacc 360
gtctcctca 369
210> 212
211> 123
<212> PRT
213> NTHF%)(Artificial Sequence)
220>
223> & H:44 - VHEH
<400> 212
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Asp Asn Tyr

20 25 30
Tyr Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Gly Ile Phe Pro Ile Phe Gly Thr Ala Asn Tyr Ala Gln Lys Phe
50 55 60
Gln Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala 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 Glu Val Gly His Tyr Ser Gly Ser Pro Tyr Tyr Met Asp Val
100 105 110
Trp Gly Lys Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 213
211> 23
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & fk:44 - VL FRI
<400> 213



N 112584865 A F 5 * 30/366 T

Asp Arg Val Thr Ile Thr Cys
20

<210> 214

211> 15

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & f:44 - VL FR2

<400> 214

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

1 5 10 15

<210> 215

211> 32

<212> PRT

213> NTHF%)(Artificial Sequence)

<220>

<223> & ff:44 - VL FR3

<400> 215

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr

1 5 10 15

Leu Thr Ile Ser Ser Leu Gln Pro Asp Asp Phe Ala Thr Tyr Tyr Cys
20 25 30

<210> 216

<211> 10

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & fk:44 - VL FR4

<400> 216

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1 5 10

210> 217

211> 318

<212> DNA

213> NTF%)(Artificial Sequence)

220>

<223> & ff:44 - VL DNA

<400> 217

gacatccaga tgacccagtc tccttccacc ctgtctgecat ctgtaggaga cagagtcacc 60

106



CN 112584865 A

FF

.1l

%=

31/366 11T

atcacttgcce

gggaaagccce

aggttcagcg

gatgattttg

accaaggttg
<210> 218
211> 106
212> PRT
213> NTHF%)(Artificial Sequence)

<220>

gggccagtca gagtattaat agctggttgg

ctaagctcct gatctccgat gectccagtt

gcagtggatc tgggacagaa ttcactctca

caacttatta ctgccagcag gtcggccecect

agatcaaa 318

<223> & Ak:44 - VLEEH
<400> 218
Asp Tle GIn Met

1
Asp Arg

Leu Ala

Ser Asp
50

Ser Gly

65

Asp Asp

Phe Gly

Val
Trp
35

Ala
Ser

Phe

Gly

<210> 219
<400> 219

000

<210> 220
<400> 220

000

<210> 221
<400> 221

000

<210> 222
<400> 222

000

<210> 223

Thr
20

Tyr
Ser
Gly

Ala

Gly
100

Thr
5
Tle

Gln

Ser

Thr

Thr

85
Thr

Gln

Thr

Gln

Leu

Glu

70

Tyr

Lys

Ser
Cys
Lys
Glu
55

Phe

Tyr

Val

Pro
Arg
Pro
40

Ser
Thr

Cys

Glu

Ser
Ala
25

Gly
Gly
Leu

Gln

Ile
105

107

Thr
10

Ser

Lys

Val

Thr

Gln

90
Lys

Leu

Gln

Ala

Pro

Ile

75
Val

cctggtatca gcagaaacca 120

tggaaagtgg ggtcccatca 180

ccatcagcag cctgecageet 240

acctcacttt tggcggaggg 300

Ser
Ser
Pro
Ser
60

Ser

Gly

Ala
Ile
Lys
45

Arg

Ser

Pro

Ser

Asn

30

Leu

Phe

Leu

Val

15

Ser

Leu

Ser

Gln

Leu
95

Gly

Trp

Ile

Gly

Pro

80
Thr



CN 112584865 A

FF

.1l

%=

32/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

223

224
224

225
225

226
226

227
227

228
228

229
229

230
230

231
231

232
232

233
233

234
234

235
235

236
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CN 112584865 A

FF

.1l

%=

33/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

236

237
237

238
238

239
239

240
240

241
241

242
242

243
243

244
244

245
245

246
246

247
247

248
248

249
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CN 112584865 A

FF

.1l

%=

34/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

249

250
250

251
251

252
252

253
253

254
254

255
255

256
256

257
257

258
258

259
259

260
260

261
261

262

110



CN 112584865 A

FF

.1l

%=

35/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

262

263
263

264
264

265
265

266
266

267
267

268
268

269
269

270
270

271
271

272
272

273
273

274
274

275

111



CN 112584865 A

FF

.1l

%=

36/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

275

276
276

277
277

278
278

279
279

280
280

281
281

282
282

283
283

284
284

285
285

286
286

287
287

288

112



CN 112584865 A

FF

.1l

%=

37/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

288

289
289

290
290

291
291

292
292

293
293

294
294

295
295

296
296

297
297

298
298

299
299

300
300

301

113



N 112584865 A F 5 * 38/366 T

211> 9

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & H:58 - VH CDRI1

<400> 301

Phe Thr Phe Gly Asp Tyr Ala Met Ser

1 5

<210> 302

211> 19

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & H:58 - VH CDR2

<400> 302

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

<210> 303

211> 13

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> £ :58 - VH CDR3

<400> 303

Ala Arg Gly Pro Arg Arg Tyr Thr Tyr Gly Met Asp Val
1 5 10
<210> 304

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & H:58 - VL CDRI1

<400> 304

Arg Ala Ser Gln Ser Ile Ser Ser Tyr Leu Asn
1 5 10
<210> 305

Q211> 7

<212> PRT

114



N 112584865 A F 5 * 39/366 T

213> NTF%)(Artificial Sequence)

<220>

<223> & H:58 - VL CDR2

<400> 305

Ala Ala Ser Ser Leu Gln Ser

1 5

<210> 306

<211> 8

<212> PRT

213> NTHF%)(Artificial Sequence)

<220>

<223> & k:58 - VL CDR3

<400> 306

Gln Gln Ser Ser Thr Pro Leu Thr

1 5

<210> 307

<211> 26

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> A ):58 - VH FRI

<400> 307

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg

1 5 10 15

Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly
20 25

<210> 308

211> 14

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & H:58 - VH FR2

<400> 308

Trp Phe Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Gly

1 5 10

<210> 309

<211> 30

<212> PRT

213> NTHF%)(Artificial Sequence)

115



213> NTF%)(Artificial Sequence)

<220>

<223> & HK:58 - VHEEH

<400> 312

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg

1

5

10

116

15

CN 112584865 A F 5 = 10/366 T
220>
<223> & H:58 - VH FR3
<400> 309
Arg Phe Thr Ile Ser Arg Asp Gly Ser Lys Ser Ile Ala Tyr Leu Gln
1 5 10 15
Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
20 25 30
<210> 310
211> 11
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> HH:58 - VH FR4
<400> 310
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
1 5 10
<210> 311
211> 366
<212> DNA
213> NTF%)(Artificial Sequence)
220>
<223> HH:58 - VH DNA
<400> 311
gaggtgcage tggtggagtc tgggggagge ttggtacage cagggeggtce cctgagacte 60
tcctgtacag cttetggatt cacctttggt gattatgeta tgagetggtt ccgecagget 120
ccagggaagg ggctggagtg ggtaggtttc attggaageca aattctatgg tggggaaaca 180
gaatacaccg cgtctgtgaa aggcagattc accatctcaa gagatggttc caaaagcatc 240
gcctatctge aaatgaacag cctgaaaacc gaggacacgg cggtgtacta ctgegecaga 300
ggaccaagac gctacacata cggaatggac gtatggggee agggaacaac tgtcaccgte 360
tccteca 366
<210> 312
211> 122
<212> PRT



CN 112584865 A F 5 = 11/366 T
Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Gly Asp Tyr
20 25 30
Ala Met Ser Trp Phe Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Phe Ile Gly Ser Lys Phe Tyr Gly Gly Glu Thr Glu Tyr Thr Ala
50 55 60
Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Gly Ser Lys Ser Ile
65 70 75 80
Ala Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Ala Arg Gly Pro Arg Arg Tyr Thr Tyr Gly Met Asp Val Trp
100 105 110
Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 313
211> 23
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A :58 - VL FRI
<400> 313

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1

5

Asp Arg Val Thr Ile Thr Cys

<210> 31
211> 15

1

<212> PRT
213> NTF%)(Artificial Sequence)

<220>

20

<223> 4 Rk:58 - VL FR2

<400> 31

1

10

15

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

1
<210> 31
211> 32

5

<212> PRT
213> NTHF%)(Artificial Sequence)

<220>

5

117

10

15



CN 112584865 A

FF

5l %R

42/366 71

<223> 58 - VL FR3

15

30

ctgtaggaga cagagtcacc 60
attggtatca gcagaaacca 120
tgcaaagtgg ggtcccatca 180
ccatcagcag tctgcaacct 240
ccctecacttt tggeggaggg 300

<400> 315

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10

Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25

<210> 316

211> 10

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> HH:58 - VL FR4

<400> 316

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1 5 10

210> 317

211> 318

<212> DNA

213> NTF%)(Artificial Sequence)

220>

<223> HHi:58 - VL DNA

<400> 317

gacatccaga tgacccagtc tccatcctcc ctgtctgeat

atcacttgcc gggcaagtca gagcattage agctatttaa

gggaaagccce ctaagcectcct gatctatget gcatccagtt

aggttcagtg gcagtggatc tgggacagat ttcactctca

gaagattttg caacttacta ctgtcagcaa agctccaccce

accaaggttg agatcaaa 318

<210> 318

211> 106

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & HK:58 - VLEEH

<400> 318

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 Arg Ala Ser Gln Ser Ile Ser Ser Tyr

20

25

118

30



CN 112584865 A

F 5 =

43/366 171

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

Phe Gly Gly

<210> 319
<400> 319
000
<210> 320
<400> 320
000
<210> 321
<400> 321
000
<210> 322
<400> 322
000
<210> 323
<400> 323
000
<210> 324
<400> 324
000
<210> 325
<400> 325
000
<210> 326
<400> 326
000
<210> 327
<400> 327
000
<210> 328
<400> 328

Tyr

Ser

Gly

Ala

Gly
100

Gln Gln

Ser Leu

Thr Asp
70

Thr Tyr

85

Thr Lys

Lys
Gln

55
Phe

Tyr

Val

Pro Gly Lys Ala
40
Ser Gly Val Pro

Thr Leu Thr Ile
75
Cys Gln Gln Ser
90
Glu Ile Lys
105

119

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly

60

Ser Ser Leu Gln Pro
80

Ser Thr Pro Leu Thr

95



CN 112584865 A

FF

.1l

2.3

44/366 T

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

329
329

330
330

331
331

332
332

333
333

334
334

335
335

336
336

337
337

338
338

339
339

340
340

341
341

120



CN 112584865 A

FF

.1l

2.3

45/366 71

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

342
342

343
343

344
344

345
345

346
346

347
347

348
348

349
349

350
350

351
351

352
352

353
353

354
354

121



CN 112584865 A

FF

.1l

2.3

46/366 171

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

355
355

356
356

357
357

358
358

359
359

360
360

361
361

362
362

363
363

364
364

365
365

366
366

367
367
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CN 112584865 A

FF

.1l

2.3

47/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

368
368

369
369

370
370

371
371

372
372

373
373

374
374

375
375

376
376

377
377

378
378

379
379

380
380
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CN 112584865 A

FF

.1l

2.3

48/366 T

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

381
381

382
382

383
383

384
384

385
385

386
386

387
387

388
388

389
389

390
390

391
391

392
392

393
393
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N 112584865 A F 5 * 19/366 T

000

<210> 394

<400> 394

000

<210> 395

<400> 395

000

<210> 396

<400> 396

000

<210> 397

<400> 397

000

<210> 398

<400> 398

000

<210> 399

<400> 399

000

<210> 400

<400> 400

000

<210> 401

211> 9

<212> PRT

213> NTF%)(Artificial Sequence)
220>

<223> A F:10 - VH CDRI

<400> 401

Phe Thr Phe Asp Asp Tyr Ala Val His
1 5

<210> 402

211> 17

<212> PRT

213> NTF%)(Artificial Sequence)
220>

<223> A F:10 - VH CDR2

<400> 402

Gly Ile Ser Trp Ser Ser Gly Leu Ile Gly Tyr Ala Asp Ser Val Lys
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N 112584865 A F 5 * 50/366 T

1 5 10 15
Gly

<210> 403

211> 13

<212> PRT

213> NTF%)(Artificial Sequence)
<220>

<223> & :10 - VH CDR3

<400> 403

Ala Lys Gly Pro Pro Thr Tyr Gln Asp Tyr Phe Asp Leu
1 5 10
<210> 404

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)
<220>

<223> A H:10 - VL CDRI

<400> 404

Arg Ala Ser Gln Ser Val Ser Arg Tyr Leu Ala
1 5 10
<210> 405

Q211> 7

<212> PRT

213> NTF%)(Artificial Sequence)
220>

<223> A F:10 - VL CDR2

<400> 405

Asp Ala Ser Asn Arg Ala Thr

1 5

<210> 406

<211> 10

<212> PRT

213> NTF%)(Artificial Sequence)
220>

<223> & :10 - VL CDR3

<400> 406

Gln Gln Val Ser Phe Phe Pro Pro Ile Thr
1 5 10
<210> 407
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N 112584865 A F 5 * 51/366 T

211> 26
<212> PRT
213> NTHF%)(Artificial Sequence)
220>
<223> A K10 - VH FRI
<400> 407
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly

20 25
<210> 408
211> 14
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> A HL:10 - VH FR2
<400> 408
Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser
1 5 10
<210> 409
<211> 30
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A Hi:10 - VH FR3
<400> 409
Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu Gln
1 5 10 15
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

20 25 30
<210> 410
211> 11
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A H:10 - VH FR4
<400> 410
Trp Gly Arg Gly Thr Leu Val Thr Val Ser Ser
1 5 10
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CN 112584865 A

52/366 T

210>
211>
212>
213>
220>
223>
<400> 411

gaagtgcagc

411
360
DNA

tcctgtgecag
ccagggaagg
gcggactetg
ctgcaaatga
cctacctacc
<210> 412
211> 120
<212> PRT

£ H:10 - VH DNA

tggtggagte
cctctggatt
gcetggagtg
tgaagggcecg
acagtctgag

aagactactt

tgggggaggce
cacctttgat

ggtctcaggt
attcaccatc
agctgaggac
cgacctatgg

NTF%|(Artificial Sequence)

ttggtacagc
gattatgccg
attagttgga
tccagagaca
acggecggtgt
gggagaggta

213> NTHF%)(Artificial Sequence)

<220>

<223> & RK:10 - VHEEH

<400> 412
Glu Val Gln
1
Ser Leu Arg
Ala Val His
35
Ser Gly Ile
50
Lys Gly
65
Leu Gln

Arg

Met

Ala Lys Gly

Gly Thr Leu
115
<210> 413
211> 23
<212> PRT

Val
5

Ser

Leu

Leu
20

Trp Val

Ser

Phe Thr

Ser
85

Pro

Asn

Pro
100

Val Thr

Glu

Cys

Arg

Ser

Ile

70

Leu

Thr

Val

Ser Gly

Ala Ala

Gln Ala
40
Ser Gly
55
Ser

Arg Ala

Tyr Gln

Ser
120

Ser

Gly Gly Leu
10

Ser Gly Phe

25

Pro

Gly Lys

Leu Ile Gly
Ala
75

Thr

Asp Asn

Glu Asp
90
Tyr

Asp Phe

105

128

ctggcaggtce
tgcactgggt
gtagtggact
acgccaagaa
actactgcgce

ccttggtcac

Val GIn Pro

Thr Phe Asp

30

Gly Leu Glu

45

Tyr Ala

60

Lys Asn Ser

Ala Val Tyr

Asp Leu

110

cctgagacte 60
ccggecaaget 120
aataggctat 180
ctceetgtat 240
caagggccct 300
cgtctectea 360

Gly
15
Asp

Arg

Tyr

Trp Val

Ser Val
Leu

80
Tyr Cys
95

Gly Arg



N 112584865 A F 5 * 53/366 T

213> NTF%)(Artificial Sequence)

220>
<223> A 10 - VL FRI
<400> 413
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys
20
<210> 414
211> 15
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> A HL:10 - VL FR2
<400> 414
Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
1 5 10 15
<210> 415
211> 32
<212> PRT
213> NTHF%)(Artificial Sequence)
<220>
<223> A HL:10 - VL FR3
<400> 415
Gly Ile Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15
Leu Thr Ile Ser Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys
20 25 30
<210> 416
<211> 10
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A 10 - VL FR4
<400> 416
Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
1 5 10
<210> 417
211> 324
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CN 112584865 A

FF

5l %R

54/366 T

<212> DNA

213> NTF%)(Artificial Sequence)

<220>

<223> 4 RK:10 - VL DNA

<400> 417

gaaattgtgt
ctctcectgea
ggccaggcectce
aggttcagtg
gaagattttg

ggagggacca
<210> 418

<211> 108
<212> PRT

tgacacagtc
gggccagtca
ccaggctccet
gcagtgggtce
cagtttatta
aggttgagat

tccagccacc
gagtgttagce
catctatgat
tgggacagac
ctgtcagcag
caaa 324

ctgtctttgt
aggtacttag
gcatccaaca
ttcactctca
gtcagtttct

213> NTHF%)(Artificial Sequence)

<220>

<223> & Rk:10 - VLEEH

<400> 418
Glu Ile Val
1
Glu Arg Ala
Leu Ala Trp
35
Tyr Asp Ala
50
Ser Gly
65

Glu Asp

Ser

Phe

Ile Thr Phe
<210> 419
<400> 419
000

<210> 420
<400> 420
000

210> 421

Thr
5
Leu

Leu

Thr
20
Tyr Gln

Ser Asn

Gly Thr

Ala Val
85
Gly Gly

100

Gln
Ser
Gln
Arg
Asp
70

Tyr

Gly

Ser Pro

Cys Arg

Pro
40
Thr

Lys

Ala
55
Phe Thr

Tyr Cys

Thr Lys

Ala Thr
10

Ser

Leu

Ala
25
Gly

Gln

Gln Ala

Gly Ile Pro

Thr Tle
75
Val

Leu
Gln Gln
90
Val Glu

105

Ile

130

ctccagggga
cctggtacca
gggccactgg
ccatcagcag

tccetectat

Ser Leu Ser

Ser Val Ser
30
Pro Arg Leu

45
Ala Arg
60

Ser Ser

Phe
Leu
Ser Phe Phe

Lys

aagagccacc 60
acagaaacct 120
catcccagee 180
cctagageet 240
cacttttgge 300

Pro Gly
15

Arg Tyr
Leu Ile

Ser Gly
Glu Pro

80
Pro Pro

95



CN 112584865 A

FF

.1l

%=

55/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

421

422
422

423
423

424
424

425
425

426
426

427
427

428
428

429
429

430
430

431
431

432
432

433
433

434
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CN 112584865 A

FF

.1l

%=

56/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

434

435
435

436
436

437
437

438
438

439
439

440
440

441
441

442
442

443
443

444
444

445
445

446
446

447
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CN 112584865 A

FF

.1l

%=

57/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

447

448
448

449
449

450
450

451
451

452
452

453
453

454
454

455
455

456
456

457
457

458
458

459
459

460
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CN 112584865 A

FF

.1l

%=

58/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

460

461
461

462
462

463
463

464
464

465
465

466
466

467
467

468
468

469
469

470
470

471
471

472
472

473
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CN 112584865 A

FF

.1l

%=

59/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

473

474
474

475
475

476
476

477
477

478
478

479
479

480
480

481
481

482
482

483
483

484
484

485
485

486
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CN 112584865 A

FF

.1l

%=

60/366 171

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

486

487
487

488
488

489
489

490
490

491
491

492
492

493
493

494
494

495
495

496
496

497
497

498
498

499
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CN 112584865 A F % *

61/366 171

<400>
000

<210>
<400>
000

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

499

500
500

501

9

PRT

NTF%](Artificial Sequence)

4 H%:38 - VH CDR1
501

Phe Thr Phe Ser Gly His Leu Met Ser

1

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

Ala Ile Ser Gly Ser Ala Gly Glu Thr Tyr Tyr Ala Asp Ser Val Lys

1

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

Ala Arg Asp Ala Tyr Tyr Asp Asp Trp Ser Gly Trp Ala Asp Trp Tyr

1

5)
502
17
PRT
NTF%] (Artificial Sequence)

4 i%:38 - VH CDR2
502

5 10
503
19
PRT

NTF%] (Artificial Sequence)

4 i%:38 - VH CDR3
503

5 10

Phe Asp Leu

<210>
211>
<212>
<213>
<220>

504

11

PRT

NTF%](Artificial Sequence)
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N 112584865 A F 5 * 62/366 T

<223> & H:38 - VL CDRI1

<400> 504

Arg Ala Ser Gln Ser Val Ser Arg Tyr Leu Ala

1 5 10

<210> 505

Q211> 7

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & H:38 - VL CDR2

<400> 505

Asp Ala Ser Asn Arg Ala Thr

1 5

<210> 506

211> 9

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> £ k:38 - VL CDR3

<400> 506

Gln Gln Val Ser Leu Leu Pro Pro Thr

1 5

<210> 507

211> 26

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & %:38 - VH FR1

<400> 507

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25

<210> 508

211> 14

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A H:38 - VH FR2

138
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CN 112584865 A F 5 = 63/366 T
<400> 508
Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser
1 5 10
<210> 509
211> 30
212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & H:38 - VH FR3
<400> 509
Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
1 5 10 15
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
20 25 30
<210> 510
211> 11
212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> HH:38 - VH FR4
<400> 510
Trp Gly Arg Gly Thr Leu Val Thr Val Ser Ser
1 5 10
<210> 511
211> 378
<212> DNA
213> NTF%)(Artificial Sequence)
220>
<223> HH:38 - VH DNA
<400> 511
gaggtgcage tgttggagtc tgggggagge ttggtacage ctggggggte cctgagacte 60
tcectgtgeag cctetggatt cacctttage ggacacctaa tgagetgggt ccgecagget 120
ccagggaagg ggctggagtg ggtctcaget attagtggat ccgecaggtga aacatactac 180
gcagactccg tgaagggcecg gttcaccatc tccagagaca attccaagaa cacgctgtat 240
ctgcaaatga acagcctgag agccgaggac acggeggtgt actactgege cagagatgeg 300
tactacgacg actggagcgg atgggeccgat tggtacttcg atttatgggg gagaggtacce 360
ttggtcaccg tctcctca 378
<210> 512
211> 126



CN 112584865 A

FF

.1l

%=

64/366 71

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> 4 Rk:38 - VHEH

<400> 512
Glu Val Gln
1

Ser Leu Arg

Leu Met Ser
35
Ser Ala Ile
50
Lys Gly Arg
65
Leu GIn Met

Ala Arg Asp

Phe Asp Leu
115
<210> 513
211> 23
<212> PRT

Leu
Leu
20

Trp
Ser
Phe

Asn

Ala
100
Trp

Leu
5

Ser
Val
Gly
Thr
Ser
85

Tyr

Gly

Glu

Cys

Arg

Ser

Ile

70

Leu

Tyr

Arg

Ser

Ala

Gln

Ala

95

Ser

Arg

Asp

Gly

Gly
Ala
Ala

40
Gly

Thr
120

Gly
Ser
25

Pro
Glu
Asp
Glu
Trp

105
Leu

213> NTF%)(Artificial Sequence)

<220>

<223> & H:38 - VL FR1

<400> 513

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Ser

Val

Leu

Phe

Lys

Tyr

Ser

75

Thr

Gly

Thr

Val

Thr

Gly

Tyr

60

Lys

Ala

Trp

Val

Gln

Phe

Leu

45

Ala

Asn

Val

Ala

Ser
125

Pro
Ser

30
Glu

Thr

Tyr

110

Ser

Gly
15

Gly
Trp
Ser
Leu
Tyr

95
Trp

Gly

His

Val

Val

80

Cys

Tyr

Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1

5

Glu Arg Ala Thr Leu Ser Cys

<210> 514
211> 15
<212> PRT

20

213> NTF%)(Artificial Sequence)

<220>

<223> 4 Rk:38 - VL FR2

<400> 514

140
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CN 112584865 A

FF

5l %R

65/366 171

Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr

30

ctccagggga
cctggtacca
gggccactgg
ccatcagcag

tccetectac

15

15

aagagccacc 60
acagaaacct 120
catcccagee 180
cctagageet 240
ttttggegga 300

1 5 10

<210> 515

211> 32

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A Hi:38 - VL FR3

<400> 515

Gly Ile Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10

Leu Thr Ile Ser Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys
20 25

<210> 516

211> 10

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & %:38 - VL FR4

<400> 516

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1 5 10

<210> 517

211> 321

<212> DNA

213> NTF%)(Artificial Sequence)

220>

<223> & H:38 - VL DNA

<400> 517

gaaattgtgt tgacacagtc tccagccacc ctgtctttgt

ctctcectgea gggeccagtca gagtgttage aggtacttag

ggccaggectc ccaggectcect catctatgat gcatccaaca

aggttcagtg gcagtgggtc tgggacagac ttcactctca

gaagattttg cagtttatta ctgtcagcag gtcagtctcce

gggaccaagg ttgagatcaa a 321

<210> 518

211> 107

<212> PRT

213> NTHF%)(Artificial Sequence)
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.1l

66/366 171

<220>

223> EK:38 -

<400> 518
Glu Ile Val
1

Glu Arg Ala

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

Thr Phe Gly

<210> 519
<400> 519
000
<210> 520
<400> 520
000
<210> 521
<400> 521
000
<210> 522
<400> 522
000
<210> 523
<400> 523
000
<210> 524
<400> 524
000
<210> 525
<400> 525
000
<210> 526

Leu
Thr
20

Tyr
Ser
Gly

Ala

Gly
100

VL

Thr

Leu

Gln

Asn

Thr

Val

85
Gly

Gln
Ser
Gln
Arg
Asp
70

Tyr

Thr

Ser
Cys
Lys
Ala
55

Phe

Tyr

Lys

Pro
Arg
Pro
40

Thr
Thr

Cys

Val

Ala
Ala
25

Gly
Gly
Leu

Gln

Glu
105

142

Thr
10

Ser

Gln

Ile

Thr

Gln

90
Ile

Leu Ser Leu

Gln Ser Val

Ala Pro Arg
45
Pro Ala Arg
60
Ile Ser Ser
75
Val Ser Leu

Lys

Ser

Ser

30

Leu

Phe

Leu

Leu

Pro Gly
15
Arg Tyr

Leu Ile
Ser Gly
Glu Pro

80

Pro Pro
95



CN 112584865 A

FF

.1l

%=

67/366 171

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

526

527
527

528
528

529
529

530
530

531
531

532
532

533
533

534
534

535
535

536
536

537
537

538
538

539
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FF

.1l

%=

68/366 171

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

539

540
540

541
541

542
542

543
543

544
544

545
545

546
546

547
547

548
548

549
549

550
550

551
551

552
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FF

.1l

%=

69/366 171

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

552

553
553

554
554

955
955

556
556

057
057

558
558

559
559

560
560

561
561

562
562

563
563

564
564

565
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FF
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<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

565

566
566

567
567

568
568

569
569

570
570

571
571

572
572

573
573

574
574

075
075

576
576

o771
o771

578
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FF
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<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

578

579
579

580
580

581
581

582
582

583
583

584
584

585
585

586
586

587
587

588
588

589
589

590
590

591
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<400> 591

000

<210> 592

<400> 592

000

<210> 593

<400> 593

000

<210> 594

<400> 594

000

<210> 595

<400> 595

000

<210> 596

<400> 596

000

<210> 597

<400> 597

000

<210> 598

<400> 598

000

<210> 599

<400> 599

000

<210> 600

<400> 600

000

<210> 601

211> 9

<212> PRT

213> NTF%)(Artificial Sequence)
<220>

<223> A E:15 - VH CDRI
<400> 601

Phe Thr Phe Gly Asp Val Ala Met Ser
1 5
<210> 602
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211> 19

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> A E:15 - VH CDR2

<400> 602

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

<210> 603

211> 17

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & k:15 - VH CDR3

<400> 603

Ala Arg Ala Gly His Ser Tyr Gly Ser Ile Ala Ser Asn Trp Phe Asp
1 5 10 15
Pro

<210> 604

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A H:15 - VL CDRI

<400> 604

Arg Ala Ser Gln Ser Ile Ser Ser Tyr Leu Asn

1 5 10

<210> 605

Q211> 7

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> HE:15 - VL CDR2

<400> 605

Gly Ala Ser Ser Leu Gln Ser

1 5

<210> 606

211> 9
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<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & k:15 - VL CDR3
<400> 606
Gln Gln Gly Phe Tyr Thr Pro Trp Thr
1 5
<210> 607
211> 26
<212> PRT
213> NTHF%)(Artificial Sequence)
<220>
<223> £ K15 - VH FRI
<400> 607
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly
20 25
<210> 608
211> 14
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> AHi:15 - VH FR2
<400> 608
Trp Phe Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
1 5 10
<210> 609
<211> 30
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A Hi:15 - VH FR3
<400> 609
Arg Phe Thr Ile Ser Arg Asp Gly Ser Lys Ser Ile Ala Tyr Leu Gln
1 5 10 15
Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
20 25 30
<210> 610
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151

CN 112584865 A F 5 = 75/366 1
211> 11
<212> PRT
213> NTHF%)(Artificial Sequence)
220>
<223> & H:15 - VH FR4
<400> 610
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
1 5 10
<210> 611
211> 378
<212> DNA
213> NTF%)(Artificial Sequence)
220>
<223> & H:15 - VH DNA
<400> 611
gaggtgcage tggtggagtc tgggggagge ttggtacage cagggeggte cctgagacte 60
tcctgtacag cttetggatt cacctttggt gatgtcgeta tgtcetggtt ccgecagget 120
ccagggaagg ggctggagtg ggtaggttac attggaagca aagcttatgg tggggaaaca 180
gaatacaccg cgtctgtgaa aggcagattc accatctcaa gagatggttc caaaagcatc 240
gcctatctge aaatgaacag cctgaaaacc gaggacacgg cggtgtacta ctgegecaga 300
gctggacaca gctacggatc catcgceccage aactggttcg acccatgggg acagggtaca 360
ttggtcaccg tctcctca 378
<210> 612
211> 126
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> G H:15 - VHEEH
<400> 612
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Gly Asp Val
20 25 30
Ala Met Ser Trp Phe Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Tyr Ile Gly Ser Lys Ala Tyr Gly Gly Glu Thr Glu Tyr Thr Ala
50 55 60
Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Gly Ser Lys Ser Ile
65 70 75 80



N 112584865 A F 5 * 76/366 T

Ala Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr

85 90 95
Tyr Cys Ala Arg Ala Gly His Ser Tyr Gly Ser Ile Ala Ser Asn Trp
100 105 110
Phe Asp Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 613
211> 23
<212> PRT
213> NTHF%)(Artificial Sequence)
220>
<223> A K15 - VL FRI
<400> 613
Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys
20
<210> 614
211> 15
<212> PRT
213> NTHF%)(Artificial Sequence)
<220>
<223> AH:15 - VL FR2
<400> 614
Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
1 5 10 15
<210> 615
211> 32
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> AHi:15 - VL FR3
<400> 615
Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15
Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25 30
<210> 616
<211> 10
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Asp Tle GIn Met Thr Gln Ser Pro Ser

1
Asp Arg Val

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

5
Thr Ile
20
Tyr Gln

Ser Ser

Gly Thr
70
Ala Thr Ty

85

Thr Cys Arg Ala

Gln Lys Pro Gly

40

Leu Gln Ser Gly

95

Asp Phe Thr Leu

r Tyr Cys

Ser Leu
10

Ser Gln
25

Lys Ala

Val Pro

Thr Ile

75
Gln Gly
90

Gln

153

Ser Ala Val Gly
15

Ser Tyr

Ser
Ser Ile Ser
30
Pro Lys Leu Leu Ile

45
Ser Arg
60

Ser Ser

Phe Ser Gly
Gln Pro

80
Pro Trp
95

Leu

Phe Tyr Thr

CN 112584865 A F 5 = 77/366 1
212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A 15 - VL FR4
<400> 616
Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
1 5 10
<210> 617
211> 321
<212> DNA
213> NTHF%)(Artificial Sequence)
220>
<223> A H:15 - VL DNA
<400> 617
gacatccaga tgacccagtc tccatcctce ctgtctgecat ctgtaggaga cagagtcacc 60
atcacttgcc gggcaagtca gagcattage agctatttaa attggtatca gcagaaacca 120
gggaaagccce ctaagcetcct gatctatggt gcatccagtt tgcaaagtgg ggtcccatca 180
aggttcagtg gcagtggatc tgggacagat ttcactctca ccatcagcag tctgcaacct 240
gaagattttg caacttacta ctgtcagcaa ggattctaca ctccttggac ttttggegga 300
gggaccaagg ttgagatcaa a 321
<210> 618
211> 107
212> PRT
213> NTF%)(Artificial Sequence)
220>
223> HHL:15 - VLEHA
<400> 618
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FF
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Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

619
619

620
620

621
621

622
622

623
623

624
624

625
625

626
626

627
627

628
628

629
629

630
630

631

100

105
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FF
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<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

631

632
632

633
633

634
634

635
635

636
636

637
637

638
638

639
639

640
640

641
641

642
642

643
643

644
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FF
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<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

644

645
645

646
646

647
647

648
648

649
649

650
650

651
651

652
652

653
653

654
654

655
655

656
656

657
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<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

657

658
658

659
659

660
660

661
661

662
662

663
663

664
664

665
665

666
666

667
667

668
668

669
669

670
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<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

670

671
671

672
672

673
673

674
674

675
675

676
676

677
677

678
678

679
679

680
680

681
681

682
682

683
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<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

683

684
684

685
685

686
686

687
687

688
688

689
689

690
690

691
691

692
692

693
693

694
694

695
695

696
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<400> 696

000

<210> 697

<400> 697

000

<210> 698

<400> 698

000

<210> 699

<400> 699

000

<210> 700

<400> 700

000

<210> 701

211> 9

<212> PRT

213> NTF%)(Artificial Sequence)
<220>

<223> & H:35 - VH CDRI1

<400> 701

Gly Thr Phe Ser Ser Ala Ala Ile Ser
1 5

<210> 702

211> 17

<212> PRT

213> NTF%)(Artificial Sequence)
220>

<223> & H:35 - VH CDR2

<400> 702

Asn Ile Ile Pro Ile Val Gly Ile Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15
Gly

<210> 703

211> 16

<212> PRT

213> NTF%)(Artificial Sequence)
220>

<223> £ :35 - VH CDR3

160
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<400> 703

Ala Arg Asp Thr Gly Arg Gly Tyr Thr Arg His Phe Trp Phe Asp Pro
1 5 10 15
<210> 704

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & H:35 - VL CDRI1

<400> 704

Arg Ala Ser Gln Ser Ile Ser Ser Tyr Leu Asn

1 5 10

<210> 705

Q211> 7

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & H:35 - VL CDR2

<400> 705

Ala Ala Ser Ser Leu Gln Ser

1 5

<210> 706

211> 8

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> £ :35 - VL CDR3

<400> 706

Gln GIn Ser Asp Ile Leu Tyr Thr

1 5

<210> 707

211> 26

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & H:35 - VH FRI

<400> 707

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

161
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Ser Val Lys Val Ser Cys Lys Ala Ser Gly
20 25
<210> 708
211> 14
<212> PRT
213> NTF%)(Artificial Sequence)
220>
223> & H:35 - VH FR2
<400> 708
Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly
1 5 10
<210> 709
211> 30
<212> PRT
213> NTHF%)(Artificial Sequence)
220>
<223> & H:35 - VH FR3
<400> 709
Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
20 25 30
<210> 710
211> 11
<212> PRT
213> NTF%)(Artificial Sequence)
220>
223> & %:35 - VH FR4
<400> 710
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
1 5 10
<210> 711
211> 369
<212> DNA
213> NTF%)(Artificial Sequence)
220>
<223> & H:35 - VH DNA
<400> 711
caggtgcage tggtgcagtc tggggetgag gtgaagaage ctgggtecte ggtgaaggte 60

162



CN 112584865 A

FF
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%=
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tcctgcaagg cttctggagg
cctggacaag ggcttgagtg
gcacagaagt tccagggcag
atggagctga gcagcctgag

ggacggggat acaccagaca

gtctccteca 369

<210> 712
211> 123
<212> PRT

caccttcagce
gatgggaaac
agtcacgatt
atctgaggac
cttctggttt

tccgecgeta

atcatcccta

accgecggacg

acggcggtgt
gacccctggg

213> NTHF%)(Artificial Sequence)

<220>

<223> & Rk:35 - VHEH

<400> 712
Gln Val Gln
1

Ser Val Lys

Ala Ile Ser
35
Gly Asn Ile
50
Gln Gly Arg
65
Met Glu Leu

Ala Arg Asp

Trp Gly Gln
115
<210> 713
211> 23
<212> PRT

Leu

Val
20
Trp

Ile

Val

Ser

Thr

100
Gly

Val
5

Ser
Val
Pro
Thr
Ser
85

Gly

Thr

Gln

Cys

Arg

Ile

Ile

70

Leu

Arg

Leu

Ser

Lys

Gln

Val

55
Thr

Gly

Val

Gly
Ala
Ala
40

Gly

Ala

Ser

Thr
120

Ala

Ser
25

Pro

Ile

Asp

Glu

Thr

105
Val

213> NTF%)(Artificial Sequence)

<220>

<223> 4 Rk:35 - VL FRI1

<400> 713

Glu

10

Gly

Gly

Ala

Glu

90

Arg

Ser

Val

Gly

Gln

Asn

Ser

75

Thr

His

Ser

tcagctgggt

tcgtaggtat

aatccacgag

actactgcgce

gacagggtac

Lys
Thr
Gly
Tyr
60

Thr

Ala

Phe

Lys
Phe
Leu
45

Ala

Ser

Val

Pro

Ser

30

Glu

Gln

Thr

Tyr

Phe
110

gcgacaggcec
agcaaactac

cacagcctac

120
180
240

cagagacacg 300

attggtcacc

Gly
15

Ser

Lys

Ala

Tyr
95
Asp

Ser

Ala

Met

Phe

Tyr

80

Cys

Pro

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1

5

Asp Arg Val Thr Ile Thr Cys

163
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15
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20

<210> 714

211> 15

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & H:35 - VL FR2

<400> 714

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

1 5 10 15

<210> 715

211> 32

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & H:35 - VL FR3

<400> 715

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10 15

Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25 30

<210> 716

211> 10

<212> PRT

213> NTF%)(Artificial Sequence)

220>

223> & %:35 - VL FR4

<400> 716

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1 5 10

210> 717

211> 318

<212> DNA

213> NTF%)(Artificial Sequence)

220>

<223> & H:35 - VL DNA

<400> 717

gacatccaga tgacccagtc tccatcctce ctgtctgeat ctgtaggaga cagagtcacc 60

atcacttgcc gggcaagtca gagcattage agctatttaa attggtatca gcagaaacca 120

164
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gggaaagccce ctaagcetcct gatctatget gecatccagtt tgcaaagtgg ggtcccatca 180
aggttcagtg gcagtggatc tgggacagat ttcactctca ccatcagcag tctgcaacct 240
gaagattttg caacttacta ctgtcagcaa agcgacatcc tctacacttt tggcggaggg 300
accaaggttg agatcaaa 318
<210> 718
211> 106
212> PRT
213> NTF%)(Artificial Sequence)
220>
223> & H:35 - VLEH
<400> 718
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 Arg Ala Ser Gln Ser Ile Ser Ser Tyr
20 25 30
Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Asp Ile Leu Tyr Thr
85 90 95
Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 719
<400> 719
000
<210> 720
<400> 720
000
210> 721
<400> 721
000
210> 722
<400> 722
000
<210> 723
<400> 723
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000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

724
724

725
725

726
726

127
127

728
728

729
729

730
730

731
731

732
732

733
733

734
734

735
735

736
736
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FF
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000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

737
737

738
738

739
739

740
740

741
741

742
742

743
743

744
744

745
745

746
746

47
47

748
748

749
749
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FF
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000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

750
750

751
751

752
752

753
753

754
754

755
755

756
756

757
757

758
758

759
759

760
760

761
761

762
762

168
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FF

.1l
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000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

763
763

764
764

765
765

766
766

767
767

768
768

769
769

770
770

771
771

772
772

773
773

1774
1774

775
775
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FF
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94/366 171

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

776
776

i
i

778
778

779
779

780
780

781
781

782
782

783
783

784
784

785
785

786
786

187
187

788
788

170



CN 112584865 A

FF

.1l

2.3

95/366 171

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
211>

789
789

790
790

791
791

792
792

793
793

794
794

795
795

796
796

797
797

798
798

799
799

800
800

801
9

171



N 112584865 A F 5 * 96,366 T

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A F:47 - VH CDRI

<400> 801

Gly Thr Phe Ser Asn Tyr Ala Ile Ser

1 5

<210> 802

211> 17

<212> PRT

213> NTHF%)(Artificial Sequence)

<220>

<223> A E:47 - VH CDR2

<400> 802

Gly Ile Ile Pro Ile Phe Gly Thr Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15
Gly

<210> 803

<211> 18

<212> PRT

213> NTHF%)(Artificial Sequence)

<220>

<223> & :47 - VH CDR3

<400> 803

Ala Arg Gly Arg Gly Ala Leu Ala Leu Val Gly Pro Tyr Tyr Gly Met
1 5 10 15
Asp Val

<210> 804

211> 16

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A E:47 - VL CDRI

<400> 804

Arg Ser Ser Gln Ser Leu Leu His Ser Asn Gly Tyr Asn Tyr Leu Asp
1 5 10 15
<210> 805

Q211> 7

<212> PRT

172



N 112584865 A F 5 * 97/366 T

213> NTF%)(Artificial Sequence)

220>

<223> A E:47 - VL CDR2

<400> 805

Leu Gly Ser His Arg Ala Ser

1 5

<210> 806

211> 8

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> £ :47 - VL CDR3

<400> 806

Met GIn Ala Leu Arg Ala Pro Thr

1 5

<210> 807

211> 26

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> A 47 - VH FRI

<400> 807

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

1 5 10 15

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

<210> 808

211> 14

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A Hi:47 - VH FR2

<400> 808

Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly

1 5 10

<210> 809

<211> 30

<212> PRT

213> NTHF%)(Artificial Sequence)

173



213> NTF%)(Artificial Sequence)

<220>

<223> & HK:47 - VHEH

<400> 812

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

1

5

10

174

15

CN 112584865 A F 5 = 98/366 T
220>
<223> & RL:47 - VH FR3
<400> 809
Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
20 25 30
<210> 810
211> 11
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & H:47 - VH FR4
<400> 810
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
1 5 10
<210> 811
211> 375
<212> DNA
213> NTF%)(Artificial Sequence)
220>
<223> & R:47 - VH DNA
<400> 811
gaggtgcage tggtgcagtc tggggctgag gtgaagaage ctgggtecte ggtgaaggte 60
tcctgecaagg cttetggagg caccttcage aactatgeta tcagetgggt gegacaggee 120
cctggacaag ggcttgagtg gatgggaggg atcatcccta tctttggtac agcaaactac 180
gcacagaagt tccagggcag agtcacgatt accgcggacg aatccacgag cacagcctac 240
atggagctga gcagcctgag atctgaggac acggeggtgt actactgege cagaggcecaga 300
ggcgetetgg cactcgtegg accatactac ggaatggacg tatggggceca gggaacaact 360
gtcaccgtct cctca 375
<210> 812
211> 125
<212> PRT



CN 112584865 A

.1l

%=

99/366 171

Ser Val
Ala Ile
Gly Gly
50

Gln Gly
65

Met Glu
Ala Arg

Asp Val

<210> 81
211> 23

Lys
Ser
35

Ile
Arg
Leu
Gly
Trp

115
3

<212> PRT
213> NTF%)(Artificial Sequence)

<220>

Val
20

Trp
Tle
Val
Ser
Arg

100
Gly

Ser
Val
Pro
Thr
Ser
85

Gly

Gln

Cys
Arg
Tle
Tle
70

Leu

Ala

Gly

<223> 4 Rk:47 - VL FRI1

<400> 81

3

Lys
Gln
Phe
55

Thr
Arg

Leu

Thr

Ala
Ala
40

Gly
Ala
Ser

Ala

Thr
120

Ser
25

Pro

Thr

Asp

Glu

Leu

105
Val

Gly Gly
Gly Gln
Ala Asn
Glu Ser

75
Asp Thr
90

Val Gly

Thr Val

Thr
Gly
Tyr
60

Thr
Ala

Pro

Ser

Phe

Leu

45

Ala

Ser

Val

Ser
125

Ser
30

Glu
Gln

Thr

Tyr

110

Asn

Trp

Lys

Ala

Tyr

95
Gly

Tyr
Met
Phe
Tyr
80

Cys

Met

Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly

1

5

Glu Pro Ala Ser Ile Ser Cys

<210> 81
211> 15

4

<212> PRT
213> NTF%)(Artificial Sequence)

<220>

20

<223> 4 Rk:47 - VL FR2

<400> 81

4

10

15

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

1

<210> 81
211> 32
<212> PR

5

T

5

213> NTHF%)(Artificial Sequence)

<220>

175

10

15



CN 112584865 A

FF

5l %R

100/366 T

223> & /%:47 - VL FR3

15

30

ccectggaga geeggectee 60
gatacaacta tttggattgg 120
atttgggttc tcatcgggece 180
cagattttac actgaaaatc 240
tgcaggcact ccgagcccet 300

<400> 815

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10

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

<210> 816

211> 10

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & H:47 - VL FR4

<400> 816

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1 5 10

<210> 817

211> 333

<212> DNA

213> NTF%)(Artificial Sequence)

220>

<223> & R:47 - VL DNA

<400> 817

gatattgtga tgactcagtc tccactctcc ctgecccegtceca

atctcctgeca ggtctagtca gagcctcctg catagtaatg

tacctgcaga agccagggca gtctccacag ctcctgatct

tccggggtece ctgacaggtt cagtggcagt ggatcaggca

agcagagtgg aggctgagga tgttggggtt tattactgca

acttttggcg gagggaccaa ggttgagatc aaa 333

<210> 818

211> 111

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & HK:47 - VLEEH

<400> 818

Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly

1

5

10

15

Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Leu His Ser

20

25

176

30



CN 112584865 A

F 5l

%=

101/366 T

Asn Gly Tyr Asn
35
Pro Gln Leu Leu
50
Asp Arg Phe Ser
65
Ser Arg Val Glu

Leu Arg Ala Pro
100

<210> 819
<400> 819
000

<210> 820
<400> 820
000

<210> 821
<400> 821
000

<210> 822
<400> 822
000

<210> 823
<400> 823
000

<210> 824
<400> 824
000

<210> 825
<400> 825
000

<210> 826
<400> 826
000

<210> 827
<400> 827
000

<210> 828
<400> 828

Tyr Leu

Ile Tyr

Gly Ser
70

Ala Glu

85

Thr Phe

Asp Trp Tyr Leu Gln Lys Pro Gly

40

45

Leu Gly Ser His Arg Ala Ser Gly

95

60

Gly Ser Gly Thr Asp Phe Thr Leu

75

Asp Val Gly Val Tyr Tyr Cys Met

90

Gly Gly Gly Thr Lys Val Glu Ile

105

177

110

Gln Ser

Val Pro

Lys Ile
80

Gln Ala

95

Lys



CN 112584865 A

FF

.1l

2.3

102/366 T

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

829
829

830
830

831
831

832
832

833
833

834
834

835
835

836
836

837
837

838
838

839
839

840
840

841
841

178



CN 112584865 A

FF

.1l

2.3

103/366 T

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

842
842

843
843

844
844

845
845

846
846

847
847

848
848

849
849

850
850

851
851

852
852

853
853

854
854

179



CN 112584865 A

FF

.1l

2.3

104/366 T

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

855
855

856
856

857
857

858
858

859
859

860
860

861
861

862
862

863
863

864
864

865
865

866
866

867
867

180



CN 112584865 A

FF

.1l

2.3

105/366 T

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

868
868

869
869

870
870

871
871

872
872

873
873

874
874

875
875

876
876

877
877

878
878

879
879

880
880

181



CN 112584865 A

FF

.1l

2.3

106/366 T

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

881
881

882
882

883
883

884
884

885
885

886
886

887
887

888
888

889
889

890
890

891
891

892
892

893
893

182



N 112584865 A F 5 * 107/366 T

000

<210> 894

<400> 894

000

<210> 895

<400> 895

000

<210> 896

<400> 896

000

<210> 897

<400> 897

000

<210> 898

<400> 898

000

<210> 899

<400> 899

000

<210> 900

<400> 900

000

<210> 901

211> 9

<212> PRT

213> NTF%)(Artificial Sequence)
220>

<223> A H:46 - VH CDRI

<400> 901

Phe Thr Phe Gly Asp Tyr Ala Met Ser
1 5

<210> 902

211> 19

<212> PRT

213> NTF%)(Artificial Sequence)
220>

<223> A H:46 - VH CDR2

<400> 902

Phe Ile Gly Ser Lys Ala Tyr Gly Gly Thr Thr Glu Tyr Thr Ala Ser

183



N 112584865 A F 5 * 108/366 T

1 5 10 15
Val Lys Gly

<210> 903

211> 13

<212> PRT

213> NTF%)(Artificial Sequence)
<220>

<223> £ :46 - VH CDR3

<400> 903

Ala Arg Gly Pro Arg Arg Tyr Thr Tyr Gly Met Asp Val
1 5 10
<210> 904

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)
<220>

<223> A H:46 - VL CDRI

<400> 904

Arg Ala Ser Gln Ser Ile Ser Ser Tyr Leu Asn
1 5 10
<210> 905

Q211> 7

<212> PRT

213> NTF%)(Artificial Sequence)
220>

<223> A H:46 - VL CDR2

<400> 905

Ala Ala Ser Ser Leu Gln Ser

1 5

<210> 906

211> 8

<212> PRT

213> NTF%)(Artificial Sequence)
220>

<223> £ :46 - VL CDR3

<400> 906

Gln Gln Ser Ser Thr Pro Leu Thr

1 5

<210> 907

184



N 112584865 A F 5 * 109/366 T

211> 26
<212> PRT
213> NTHF%)(Artificial Sequence)
220>
<223> A K46 - VH FRI
<400> 907
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly

20 25
<210> 908
211> 14
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> AH:46 - VH FR2
<400> 908
Trp Phe Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
1 5 10
<210> 909
<211> 30
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> AHi:46 - VH FR3
<400> 909
Arg Phe Thr Ile Ser Arg Asp Gly Ser Lys Ser Ile Ala Tyr Leu Gln
1 5 10 15
Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys

20 25 30
<210> 910
211> 11
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A H:46 - VH FR4
<400> 910
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
1 5 10

185



CN 112584865 A

110/366 T

210>
211>
212>
213>
220>
223> ARk
<400> 911

gaggtgcagc
tcctgtacag

ccagggaagsg
gaatacaccg

911
366
DNA

gcctatetge
ggaccaagac
tccteca 366
<210> 912
211> 122
212> PRT

46 - VH DNA

tggtggagte
cttctggatt
ggctggagtg
cgtctgtgaa
aaatgaacag

gctacacata

tgggggaggce
cacctttggt

ggtaggtttc
aggcagattc
cctgaaaacc

cggaatggac

NTF%|(Artificial Sequence)

ttggtacagc
gattatgcta
attggaagca
accatctcaa
gaggacacgg
gtatggggcece

213> NTF%)(Artificial Sequence)

220>
223> ARk
<400> 912
Glu Val Gln
1
Ser Leu Arg
Ala Met Ser
35
Gly Phe Ile
50
Ser Val
65

Ala Tyr

Lys

Leu

Tyr Cys Ala

Gly Gln Gly
115
<210> 913
211> 23

46 - VHEH

Val
5

Ser

Leu Gl

Leu Cy
20
Trp

Phe Ar

Gly Ser Ly
Ph
70

As

Gly

Gln Met

85

Arg Gly Pr

100
Thr

Thr Va

u Ser Gly

s Thr Ala

Gln Ala
40

Tyr

g

Ala
55
Thr

S

e Ile

n Ser Leu

o Arg Arg

1 Thr Val

120

Gly Gly
10

Gly

Leu
Ser Phe
25
Pro

Gly Lys

Gly Gly Thr
Asp
75

Glu

Ser Arg
Thr
90
Thr

Lys
Tyr Tyr
105

Ser Ser

186

cagggcggtce
tgagctggtt
aagcttatgg
gagatggttc
cggtgtacta

agggaacaac

Val GIn Pro

Thr Phe Gly

30

Gly Leu Glu
45

Thr Glu

60

Gly

Tyr

Ser Lys

Asp Thr Ala

Gly Met Asp

110

cctgagactce
ccgeccagget
tgggacaaca
caaaagcatc
ctgcgeccaga

tgtcaccgtce

Gly
15
Asp

Arg
Tyr
Val
Thr Ala
Ile

80
Tyr

Ser

Val
95

Val Trp

60

120
180
240
300
360



N 112584865 A F 5 * 111/366 7

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> £ K46 - VL FRI

<400> 913

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys
20

<210> 914

211> 15

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> AHi:46 - VL FR2

<400> 914

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

1 5 10 15

<210> 915

211> 32

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> AHi:46 - VL FR3

<400> 915

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10 15

Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25 30

<210> 916

<211> 10

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> AH:46 - VL FR4

<400> 916

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1 5 10

<210> 917

187



CN 112584865 A

FF

5l %R

112/366 T

211> 318
<212> DNA

213> NTHF%)(Artificial Sequence)

220>
223> HHL:
<400> 917
gacatccaga
atcacttgcce
gggaaagccce
aggttcagtg
gaagattttg
accaaggttg
<210> 918
211> 106
212> PRT

46 - VL DNA

tgacccagtc
gggcaagtca
ctaagctcct
gcagtggatc
caacttacta

agatcaaa 31

tccatectee
gagcattagc
gatctatgct
tgggacagat
ctgtcagcaa
8

ctgtctgcat
agctatttaa
gcatccagtt
ttcactctca

agctccaccce

213> NTHF%)(Artificial Sequence)

220>
223> G-
<400> 918
Asp Ile Gln
1
Asp Arg Val
Leu Asn Trp
35
Tyr Ala Ala
50
Ser Gly
65

Glu Asp

Ser

Phe

Phe Gly Gly
<210> 919
<400> 919
000

<210> 920
<400> 920
000

46 - VLEH

Thr
5
Tle

Met Gl

Thr
20
Tyr

Th

Gln Gl

Ser Ser Le

Gly Thr As

70

Ala Thr Ty
85

Gly Thr

100

Ly

n Ser Pro

r Cys Arg

Pro
40

Ser

n Lys
Gln
55
Phe

u

p Thr

r Tyr Cys

s Val Glu

Ser Leu
10
Ser Gln

Ser

Ala
25
Gly Lys Ala

Gly Val Pro

Thr Ile
75

Gln Ser

90

Lys

Leu

Gln

Ile
105

188

ctgtaggaga cagagtcacc 60
attggtatca gcagaaacca 120
tgcaaagtgg ggtcccatca 180
ccatcagcag tctgcaacct 240
ccctecacttt tggeggaggg 300

Ala Val
15

Ser

Ser Ser Gly

Ile Ser Tyr

30
Leu

Ser

Lys Leu Ile
45

Arg

Pro

Ser Phe Ser Gly

60
Ser Gln Pro
80

Thr

Ser Leu

Thr Leu

95

Ser Pro



CN 112584865 A

FF

.1l

%=

113/366 7L

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

921
921

922
922

923
923

924
924

925
925

926
926

927
927

928
928

929
929

930
930

931
931

932
932

933
933

189



CN 112584865 A

FF

.1l

%=

114/366 T

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

934
934

935
935

936
936

937
937

938
938

939
939

940
940

941
941

942
942

943
943

944
944

945
945

946
946

190



CN 112584865 A

FF

.1l

%=

115/366 T

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

947
947

948
948

949
949

950
950

951
951

952
952

953
953

954
954

955
955

956
956

957
957

958
958

959
959

191



CN 112584865 A

FF

.1l

%=

116/366 11

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

960
960

961
961

962
962

963
963

964
964

965
965

966
966

967
967

968
968

969
969

970
970

971
971

972
972

192



CN 112584865 A

FF

.1l

%=

117/366 7

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

973
973

974
974

975
975

976
976

977
977

978
978

979
979

980
980

981
981

982
982

983
983

984
984

985
985
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CN 112584865 A

FF
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%=

118/366 T

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

986
986

987
987

988
988

989
989

990
990

991
991

992
992

993
993

994
994

995
995

996
996

997
997

998
998
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N 112584865 A F 5 * 119/366 7

<210> 999

<400> 999

000

<210> 1000

<400> 1000

000

<210> 1001

211> 9

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> A H:32 - VH CDRI

<400> 1001

Gly Thr Phe Ser Ser Tyr Ala Ile Ser

1 5

<210> 1002

211> 17

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> A F:32 - VH CDR2

<400> 1002

Gly Ile Ile Pro Ile Ser Gly Thr Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15
Gly

<210> 1003

211> 16

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> £ :32 - VH CDR3

<400> 1003

Ala Arg Asp Thr Gly Arg Gly Tyr Thr Arg His Phe Trp Phe Asp Pro
1 5 10 15
<210> 1004

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

195



N 112584865 A F 5 * 120/366 T

<223> A H:32 - VL CDRI

<400> 1004

Arg Ala Ser Gln Ser Ile Ser Ser Tyr Leu Asn

1 5 10

<210> 1005

Q211> 7

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A F:32 - VL CDR2

<400> 1005

Ala Ala Ser Ser Leu Gln Ser

1 5

<210> 1006

211> 8

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & :32 - VL CDR3

<400> 1006

Gln GIn Ser Asp Ile Leu Tyr Thr

1 5

<210> 1007

211> 26

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & f%:32 - VH FR1

<400> 1007

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

1 5 10 15

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

<210> 1008

211> 14

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & %:32 - VH FR2

196



121/366 11

197

30

ctgggtccte
tcagctgggt
tctctggtac
aatccacgag
actactgcgce

gacagggtac

15

ggtgaaggtc
gcgacaggcece
agcaaactac
cacagcctac
cagagacacg

attggtcacc

CN 112584865 A F 3 %

<400> 1008

Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly

1 5 10

<210> 1009

211> 30

212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A H:32 - VH FR3

<400> 1009

Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu

1 5 10

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

<210> 1010

211> 11

212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A 32 - VH FR4

<400> 1010

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

1 5 10

<210> 1011

211> 369

<212> DNA

213> NTF%)(Artificial Sequence)

220>

<223> A H:32 - VH DNA

<400> 1011

caggtgcagce tggtgcagtc tggggctgag gtgaagaagce

tcctgcaagg cttctggagg caccttcage agctatgceta

cctggacaag ggcttgagtg gatgggaggg atcatcccta

gcacagaagt tccagggcag agtcacgatt accgcggacg

atggagctga gcagcctgag atctgaggac acggeggtgt

ggacggggat acaccagaca cttctggttt gacccctggg

gtctccteca 369

<210> 1012

211> 123

60

120
180
240
300
360



CN 112584865

A

FF

.1l

%=

122/366 T

<212>

PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & Rk:32 - VHEHA

<400>

1012

Gln Val Gln Leu

1
Ser Va

Ala 11

Gly GI
50

Gln Gl

65

Met GI

Ala Ar

Trp Gl

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

1 Lys
e Ser
35

y Ile

y Arg

u Leu

g Asp

y Gln
115
1013
23
PRT

Val
20
Trp

Ile

Val

Ser

Thr

100
Gly

Val
5

Ser
Val
Pro
Thr
Ser
85

Gly

Thr

Gln

Cys

Arg

Ile

Ile

70

Leu

Arg

Leu

Ser
Lys
Gln
Ser
55

Thr
Arg

Gly

Val

Gly

Ala

Ala

40

Gly

Ala

Ser

Tyr

Thr
120

Ala

Ser
25

Pro

Thr

Asp

Glu

Thr

105
Val

NTF%] (Artificial Sequence)

& :32 - VL FR1

1013

Glu
10

Gly
Gly
Ala
Glu
Asp
90

Arg

Ser

Val

Gly

Gln

Asn

Ser

75

Thr

His

Ser

Lys
Thr
Gly
Tyr
60

Thr

Ala

Phe

Lys
Phe
Leu
45

Ala

Ser

Val

Pro

Ser

30

Glu

Gln

Thr

Tyr

Phe
110

Gly
15

Ser

Trp

Lys

Ala

Tyr

95
Asp

Ser

Met

Phe

80

Cys

Pro

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1

5

Asp Arg Val Thr Ile Thr Cys

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

1014
15
PRT

20

NTF%](Artificial Sequence)

& :32 - VL FR2

1014

198

10

15



CN 112584865 A

FF

5l %R

123/366 1L

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

15

15

30

ctgtaggaga cagagtcacc 60
attggtatca gcagaaacca 120
tgcaaagtgg ggtcccatca 180
ccatcagcag tctgcaacct 240
tctacacttt tggcggaggg 300

1 5 10

<210> 1015

211> 32

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & %:32 - VL FR3

<400> 1015

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10

Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25

<210> 1016

211> 10

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & K:32 - VL FR4

<400> 1016

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1 5 10

<210> 1017

211> 318

<212> DNA

213> NTF%)(Artificial Sequence)

220>

<223> & f8:32 - VL DNA

<400> 1017

gacatccaga tgacccagtc tccatcctcc ctgtctgeat

atcacttgcc gggcaagtca gagcattage agctatttaa

gggaaagccce ctaagectcct gatctatget gcatccagtt

aggttcagtg gcagtggatc tgggacagat ttcactctca

gaagattttg caacttacta ctgtcagcaa agcgacatcc

accaaggttg agatcaaa 318

<210> 1018

211> 106

<212> PRT

213> NTHF%)(Artificial Sequence)

199



CN 112584865 A

.1l

124/366 11

<220>

223> HK:32 -

<400>

1018

Asp Tle GIn Met

1

Asp Arg Val

Leu Asn Trp

35

Tyr Ala Ala

50

Ser Gly Ser

65

Glu Asp Phe

Phe Gly Gly

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1019
1019

1020
1020

1021
1021

1022
1022

1023
1023

1024
1024

1025
1025

1026

Thr
20

Tyr
Ser
Gly

Ala

Gly
100

VL

Thr

Ile

Gln

Ser

Thr

Thr

85
Thr

Gln
Thr
Gln
Leu
Asp
70

Tyr

Lys

Ser
Cys
Lys
Gln
55

Phe

Tyr

Val

Pro
Arg
Pro
40

Ser
Thr

Cys

Glu

Ser
Ala
25

Gly
Gly
Leu

Gln

Ile
105

200

Ser Leu
10
Ser Gln

Lys Ala

Val Pro

Thr Ile
75

Gln Ser

90

Lys

Ser Ala

Ser Ile

Pro Lys

45
Ser Arg
60

Ser Ser

Asp Tle

Ser

Ser

30

Leu

Phe

Leu

Leu

Val Gly
15
Ser Tyr

Leu Ile
Ser Gly
Gln Pro

80

Tyr Thr
95



CN 112584865 A

FF

.1l

%=

125/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1026

1027
1027

1028
1028

1029
1029

1030
1030

1031
1031

1032
1032

1033
1033

1034
1034

1035
1035

1036
1036

1037
1037

1038
1038

1039

201
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FF

.1l

%=

126/366 11

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1039

1040
1040

1041
1041

1042
1042

1043
1043

1044
1044

1045
1045

1046
1046

1047
1047

1048
1048

1049
1049

1050
1050

1051
1051

1052

202



CN 112584865 A

FF

.1l

%=

127/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1052

1053
1053

1054
1054

1055
1055

1056
1056

1057
1057

1058
1058

1059
1059

1060
1060

1061
1061

1062
1062

1063
1063

1064
1064

1065

203



CN 112584865 A

FF

.1l

%=

128/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1065

1066
1066

1067
1067

1068
1068

1069
1069

1070
1070

1071
1071

1072
1072

1073
1073

1074
1074

1075
1075

1076
1076

1077
1077

1078

204



CN 112584865 A

FF

.1l

%=

129/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1078

1079
1079

1080
1080

1081
1081

1082
1082

1083
1083

1084
1084

1085
1085

1086
1086

1087
1087

1088
1088

1089
1089

1090
1090

1091

205



CN 112584865 A

FF

.1l

%=

130/366 7L

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1091

1092
1092

1093
1093

1094
1094

1095
1095

1096
1096

1097
1097

1098
1098

1099
1099

1100
1100

1101
1101

1102
1102

1103
1103

1104

206



CN 112584865 A

FF

.1l

%=

131/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1104

1105
1105

1106
1106

1107
1107

1108
1108

1109
1109

1110
1110

1111
1111

1112
1112

1113
1113

1114
1114

1115
1115

1116
1116

1117

207



CN 112584865 A

FF

.1l

%=

132/366 11

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1117

1118
1118

1119
1119

1120
1120

1121
1121

1122
1122

1123
1123

1124
1124

1125
1125

1126
1126

1127
1127

1128
1128

1129
1129

1130

208



CN 112584865 A

FF

.1l

%=

133/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1130

1131
1131

1132
1132

1133
1133

1134
1134

1135
1135

1136
1136

1137
1137

1138
1138

1139
1139

1140
1140

1141
1141

1142
1142

1143

209



CN 112584865 A

FF

.1l

%=

134/366 11

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1143

1144
1144

1145
1145

1146
1146

1147
1147

1148
1148

1149
1149

1150
1150

1151
1151

1152
1152

1153
1153

1154
1154

1155
1155

1156

210



CN 112584865 A

FF

.1l

%=

135/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1156

1157
1157

1158
1158

1159
1159

1160
1160

1161
1161

1162
1162

1163
1163

1164
1164

1165
1165

1166
1166

1167
1167

1168
1168

1169

211



CN 112584865 A

FF

.1l

%=

136/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1169

1170
1170

1171
1171

1172
1172

1173
1173

1174
1174

1175
1175

1176
1176

1177
1177

1178
1178

1179
1179

1180
1180

1181
1181

1182

212



CN 112584865 A

FF

.1l

%=

137/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1182

1183
1183

1184
1184

1185
1185

1186
1186

1187
1187

1188
1188

1189
1189

1190
1190

1191
1191

1192
1192

1193
1193

1194
1194

1195

213



CN 112584865 A

FF

.1l

%=

138/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1195

1196
1196

1197
1197

1198
1198

1199
1199

1200
1200

1201
1201

1202
1202

1203
1203

1204
1204

1205
1205

1206
1206

1207
1207

1208

214



CN 112584865 A

FF

.1l

%=

139/366 1L

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1208

1209
1209

1210
1210

1211
1211

1212
1212

1213
1213

1214
1214

1215
1215

1216
1216

1217
1217

1218
1218

1219
1219

1220
1220

1221

215



CN 112584865 A

FF

.1l

%=

140/366 71

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1221

1222
1222

1223
1223

1224
1224

1225
1225

1226
1226

1227
1227

1228
1228

1229
1229

1230
1230

1231
1231

1232
1232

1233
1233

1234

216



CN 112584865 A

FF

.1l

%=

141/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1234

1235
1235

1236
1236

1237
1237

1238
1238

1239
1239

1240
1240

1241
1241

1242
1242

1243
1243

1244
1244

1245
1245

1246
1246

1247

217



CN 112584865 A

FF

.1l

%=

142/366 11

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1247

1248
1248

1249
1249

1250
1250

1251
1251

1252
1252
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<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1663

1664
1664

1665
1665

1666
1666

1667
1667

1668
1668

1669
1669

1670
1670

1671
1671

1672
1672

1673
1673

1674
1674

1675
1675

1676

250



CN 112584865 A

FF

.1l

%=

175/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1676

1677
1677

1678
1678

1679
1679

1680
1680

1681
1681

1682
1682

1683
1683

1684
1684

1685
1685

1686
1686

1687
1687

1688
1688

1689

251



CN 112584865 A

FF

.1l

%=

176/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1689

1690
1690

1691
1691

1692
1692

1693
1693

1694
1694

1695
1695

1696
1696

1697
1697

1698
1698

1699
1699

1700
1700

1701
1701

1702

252



CN 112584865 A

FF

.1l

%=

177/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1702

1703
1703

1704
1704

1705
1705

1706
1706

1707
1707

1708
1708

1709
1709

1710
1710

1711
1711

1712
1712

1713
1713

1714
1714

1715

253



CN 112584865 A

FF

.1l

%=

178/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1715

1716
1716

1717
1717

1718
1718

1719
1719

1720
1720

1721
1721

1722
1722

1723
1723

1724
1724

1725
1725

1726
1726

1727
1727

1728

254



CN 112584865 A

FF

.1l

%=

179/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1728

1729
1729

1730
1730

1731
1731

1732
1732

1733
1733

1734
1734

1735
1735

1736
1736

1737
1737

1738
1738

1739
1739

1740
1740

1741

255



CN 112584865 A

FF

.1l

%=

180/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1741

1742
1742

1743
1743

1744
1744

1745
1745

1746
1746

1747
1747

1748
1748

1749
1749

1750
1750

1751
1751

1752
1752

1753
1753

1754

256



CN 112584865 A

FF

.1l

%=

181/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1754

1755
1755

1756
1756

1757
1757

1758
1758

1759
1759

1760
1760

1761
1761

1762
1762

1763
1763

1764
1764

1765
1765

1766
1766

1767

257



CN 112584865 A

FF

.1l

%=

182/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1767

1768
1768

1769
1769

1770
1770

1771
1771

1772
1772

1773
1773

1774
1774

1775
1775

1776
1776

1777
1777

1778
1778

1779
1779

1780

258



CN 112584865 A

FF

.1l

%=

183/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1780

1781
1781

1782
1782

1783
1783

1784
1784

1785
1785

1786
1786

1787
1787

1788
1788

1789
1789

1790
1790

1791
1791

1792
1792

1793

259



CN 112584865 A

FF

.1l

%=

184/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1793

1794
1794

1795
1795

1796
1796

1797
1797

1798
1798

1799
1799

1800
1800

1801
1801

1802
1802

1803
1803

1804
1804

1805
1805

1806

260



CN 112584865 A

FF

.1l

%=

185/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1806

1807
1807

1808
1808

1809
1809

1810
1810

1811
1811

1812
1812

1813
1813

1814
1814

1815
1815

1816
1816

1817
1817

1818
1818

1819

261



CN 112584865 A

FF

.1l

%=

186/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1819

1820
1820

1821
1821

1822
1822

1823
1823

1824
1824

1825
1825

1826
1826

1827
1827

1828
1828

1829
1829

1830
1830

1831
1831

1832

262



CN 112584865 A

FF

.1l

%=

187/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1832

1833
1833

1834
1834

1835
1835

1836
1836

1837
1837

1838
1838

1839
1839

1840
1840

1841
1841

1842
1842

1843
1843

1844
1844

1845

263



CN 112584865 A

FF

.1l

%=

188/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1845

1846
1846

1847
1847

1848
1848

1849
1849

1850
1850

1851
1851

1852
1852

1853
1853

1854
1854

1855
1855

1856
1856

1857
1857

1858

264



CN 112584865 A

FF

.1l

%=

189/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1858

1859
1859

1860
1860

1861
1861

1862
1862

1863
1863

1864
1864

1865
1865

1866
1866

1867
1867

1868
1868

1869
1869

1870
1870

1871

265



CN 112584865 A

FF

.1l

%=

190/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1871

1872
1872

1873
1873

1874
1874

1875
1875

1876
1876

1877
1877

1878
1878

1879
1879

1880
1880

1881
1881

1882
1882

1883
1883

1884

266



CN 112584865 A

FF

.1l

%=

191/366 11

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1884

1885
1885

1886
1886

1887
1887

1888
1888

1889
1889

1890
1890

1891
1891

1892
1892

1893
1893

1894
1894

1895
1895

1896
1896

1897

267



CN 112584865 A

FF

.1l

%=

192/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1897

1898
1898

1899
1899

1900
1900

1901
1901

1902
1902

1903
1903

1904
1904

1905
1905

1906
1906

1907
1907

1908
1908

1909
1909

1910

268



CN 112584865 A

FF

.1l

%=

193/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1910

1911
1911

1912
1912

1913
1913

1914
1914

1915
1915

1916
1916

1917
1917

1918
1918

1919
1919

1920
1920

1921
1921

1922
1922

1923

269



CN 112584865 A

FF

.1l

%=

194/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1923

1924
1924

1925
1925

1926
1926

1927
1927

1928
1928

1929
1929

1930
1930

1931
1931

1932
1932

1933
1933

1934
1934

1935
1935

1936

270



CN 112584865 A

FF

.1l

%=

195/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1936

1937
1937

1938
1938

1939
1939

1940
1940

1941
1941

1942
1942

1943
1943

1944
1944

1945
1945

1946
1946

1947
1947

1948
1948

1949

271



CN 112584865 A

FF

.1l

%=

196/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1949

1950
1950

1951
1951

1952
1952

1953
1953

1954
1954

1955
1955

1956
1956

1957
1957

1958
1958

1959
1959

1960
1960

1961
1961

1962

272



CN 112584865 A

FF

.1l

%=

197/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1962

1963
1963

1964
1964

1965
1965

1966
1966

1967
1967

1968
1968

1969
1969

1970
1970

1971
1971

1972
1972

1973
1973

1974
1974

1975

273



CN 112584865 A

FF

.1l

%=

198/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1975

1976
1976

1977
1977

1978
1978

1979
1979

1980
1980

1981
1981

1982
1982

1983
1983

1984
1984

1985
1985

1986
1986

1987
1987

1988

274



CN 112584865 A

FF

.1l

%=

199/366 T

<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>

1988

1989
1989

1990
1990

1991
1991

1992
1992

1993
1993

1994
1994

1995
1995

1996
1996

1997
1997

1998
1998

1999
1999

2000
2000

2001

275



N 112584865 A F 5 * 200/366 7

211> 9

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & H:33 - VH CDRI1

<400> 2001

Gly Thr Phe Gly Asn Tyr Ala Ile Ser

1 5

<210> 2002

211> 17

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & H:33 - VH CDR2

<400> 2002

Gly Ile Ile Pro Ile Pro Gly Ile Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15
Gly

<210> 2003

211> 16

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> £ :33 - VH CDR3

<400> 2003

Ala Arg Asp Thr Gly Arg Gly Tyr Thr Arg His Phe Trp Phe Asp Pro
1 5 10 15
<210> 2004

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & H:33 - VL CDRI1

<400> 2004

Arg Ala Ser Gln Ser Ile Ser Ser Tyr Leu Asn

1 5 10

<210> 2005

Q211> 7

<212> PRT

276



N 112584865 A F 5 * 201/366 7

213> NTF%)(Artificial Sequence)

<220>

<223> & H:33 - VL CDR2

<400> 2005

Ala Ala Ser Ser Leu Gln Ser

1 5

<210> 2006

<211> 8

<212> PRT

213> NTHF%)(Artificial Sequence)

<220>

<223> £ k:33 - VL CDR3

<400> 2006

Gln Gln Ser Asp Ile Leu Tyr Thr

1 5

<210> 2007

<211> 26

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & H:33 - VH FRI

<400> 2007

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

1 5 10 15

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

<210> 2008

211> 14

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & H:33 - VH FR2

<400> 2008

Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly

1 5 10

<210> 2009

<211> 30

<212> PRT

213> NTHF%)(Artificial Sequence)

277



202/366 7

30

ctgggtccte
tcagctgggt
tcccaggtat
aatccacgag
actactgcgce

gacagggtac

15

ggtgaaggtce
gcgacaggcece
cgcaaactac
cacagcctac
cagagacacg

attggtcacc

CN 112584865 A F 3 %

220>

<223> & A:33 - VH FR3

<400> 2009

Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu

1 5 10

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

<210> 2010

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> HH:33 - VH FR4

<400> 2010

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

1 5 10

<210> 2011

211> 369

<212> DNA

213> NTF%)(Artificial Sequence)

220>

<223> HH:33 - VH DNA

<400> 2011

caggtgcage tggtgcagtc tggggctgag gtgaagaagce

tcctgcaagg cttctggagg caccttcgga aactatgcecta

cctggacaag ggcttgagtg gatgggaggg atcatcccta

gcacagaagt tccagggcag agtcacgatt accgcggacg

atggagctga gcagcctgag atctgaggac acggeggtgt

ggacggggat acaccagaca cttctggttt gacccctggg

gtctccteca 369

<210> 2012

211> 123

<212> PRT

213> NTF%)(Artificial Sequence)

220>

223> & H:33 - VHEEH

<400> 2012

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

1

5

10

278

15

60

120
180
240
300
360



CN 112584865 A F 5 = 203/366 T
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Gly Asn Tyr
20 25 30
Ala Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Gly Ile Ile Pro Ile Pro Gly Ile Ala Asn Tyr Ala Gln Lys Phe
50 55 60
Gln Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala 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 Thr Gly Arg Gly Tyr Thr Arg His Phe Trp Phe Asp Pro
100 105 110
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 2013
211> 23
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> & H:33 - VL FRI
<400> 2013

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1

5

Asp Arg Val Thr Ile Thr Cys

<210> 20
211> 15
<212> PR

14

T

20

10

213> NTF%)(Artificial Sequence)

<220>

<223> 4 Rk:33 - VL FR2

<400> 20

14

15

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

1

<210> 20
211> 32
<212> PR

15

T

5

10

213> NTHF%)(Artificial Sequence)

<220>

279

15
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FF

5l %R

204/366 17

<223> 33 - VL FR3

15

30

ctgtaggaga cagagtcacc 60
attggtatca gcagaaacca 120
tgcaaagtgg ggtcccatca 180
ccatcagcag tctgcaacct 240
tctacacttt tggcggaggg 300

<400> 2015

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10

Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25

<210> 2016

211> 10

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> HH:33 - VL FR4

<400> 2016

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1 5 10

<210> 2017

211> 318

<212> DNA

213> NTF%)(Artificial Sequence)

220>

<223> HH:33 - VL DNA

<400> 2017

gacatccaga tgacccagtc tccatcctcc ctgtctgeat

atcacttgcc gggcaagtca gagcattage agctatttaa

gggaaagccce ctaagcectcct gatctatget gcatccagtt

aggttcagtg gcagtggatc tgggacagat ttcactctca

gaagattttg caacttacta ctgtcagcaa agcgacatcc

accaaggttg agatcaaa 318

<210> 2018

211> 106

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & HK:33 - VLEEH

<400> 2018

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 Arg Ala Ser Gln Ser Ile Ser Ser Tyr

20

25

280

30
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F 5 =

205/366 17

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

Phe Gly Gly

<210> 2019
<400> 2019
000
<210> 2020
<400> 2020
000
<210> 2021
<400> 2021
000
<210> 2022
<400> 2022
000
<210> 2023
<400> 2023
000
<210> 2024
<400> 2024
000
<210> 2025
<400> 2025
000
<210> 2026
<400> 2026
000
<210> 2027
<400> 2027
000
<210> 2028
<400> 2028

Tyr

Ser

Gly

Ala

Gly
100

Gln Gln

Ser Leu

Thr Asp
70

Thr Tyr

85

Thr Lys

Lys
Gln

55
Phe

Tyr

Val

Pro Gly Lys Ala Pro Lys Leu Leu Ile

40

Ser Gly Val Pro Ser Arg Phe Ser Gly

Thr Leu Thr Ile Ser Ser Leu Gln Pro

Cys Gln Gln Ser Asp Ile Leu Tyr Thr

90
Glu Ile Lys
105

281

75

60

45

95

80



CN 112584865 A

FF

.1l

2.3

206/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2029
2029

2030
2030

2031
2031

2032
2032

2033
2033

2034
2034

2035
2035

2036
2036

2037
2037

2038
2038

2039
2039

2040
2040

2041
2041

282



CN 112584865 A

FF

.1l

2.3

207/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2042
2042

2043
2043

2044
2044

2045
2045

2046
2046

2047
2047

2048
2048

2049
2049

2050
2050

2051
2051

2052
2052

2053
2053

2054
2054

283
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FF

.1l

2.3

208/366 1

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2055
2055

2056
2056

2057
2057

2058
2058

2059
2059

2060
2060

2061
2061

2062
2062

2063
2063

2064
2064

2065
2065

2066
2066

2067
2067

284



CN 112584865 A

FF

.1l

2.3

209/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2068
2068

2069
2069

2070
2070

2071
2071

2072
2072

2073
2073

2074
2074

2075
2075

2076
2076

2077
2077

2078
2078

2079
2079

2080
2080

285
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FF

.1l

2.3

210/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2081
2081

2082
2082

2083
2083

2084
2084

2085
2085

2086
2086

2087
2087

2088
2088

2089
2089

2090
2090

2091
2091

2092
2092

2093
2093

286



CN 112584865 A

FF

.1l

%=

211/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2094
2094

2095
2095

2096
2096

2097
2097

2098
2098

2099
2099

2100
2100

2101
2101

2102
2102

2103
2103

2104
2104

2105
2105

2106
2106

287



CN 112584865 A

FF

.1l

2.3

212/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2107
2107

2108
2108

2109
2109

2110
2110

2111
2111

2112
2112

2113
2113

2114
2114

2115
2115

2116
2116

2117
2117

2118
2118

2119
2119

288
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FF

.1l
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213/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2120
2120

2121
2121

2122
2122

2123
2123

2124
2124

2125
2125

2126
2126

2127
2127

2128
2128

2129
2129

2130
2130

2131
2131

2132
2132

289
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FF

.1l

2.3

214/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2133
2133

2134
2134

2135
2135

2136
2136

2137
2137

2138
2138

2139
2139

2140
2140

2141
2141

2142
2142

2143
2143

2144
2144

2145
2145

290
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FF

.1l

%=

215/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2146
2146

2147
2147

2148
2148

2149
2149

2150
2150

2151
2151

2152
2152

2153
2153

2154
2154

2155
2155

2156
2156

2157
2157

2158
2158

291
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FF

.1l

2.3

216/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2159
2159

2160
2160

2161
2161

2162
2162

2163
2163

2164
2164

2165
2165

2166
2166

2167
2167

2168
2168

2169
2169

2170
2170

2171
2171

292
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FF

.1l

2.3

217/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2172
2172

2173
2173

2174
2174

2175
2175

2176
2176

2177
2177

2178
2178

2179
2179

2180
2180

2181
2181

2182
2182

2183
2183

2184
2184

293
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FF

.1l

2.3

218/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2185
2185

2186
2186

2187
2187

2188
2188

2189
2189

2190
2190

2191
2191

2192
2192

2193
2193

2194
2194

2195
2195

2196
2196

2197
2197

294



CN 112584865 A

FF

.1l

2.3

219/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2198
2198

2199
2199

2200
2200

2201
2201

2202
2202

2203
2203

2204
2204

2205
2205

2206
2206

2207
2207

2208
2208

2209
2209

2210
2210

295
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FF

.1l

2.3

220/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2211
2211

2212
2212

2213
2213

2214
2214

2215
2215

2216
2216

2217
2217

2218
2218

2219
2219

2220
2220

2221
2221

2222
2222

2223
2223

296
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FF

.1l

%=

221/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2224
2224

2225
2225

2226
2226

2227
2227

2228
2228

2229
2229

2230
2230

2231
2231

2232
2232

2233
2233

2234
2234

2235
2235

2236
2236

297
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FF

.1l

2.3

222/366 T

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2237
2237

2238
2238

2239
2239

2240
2240

2241
2241

2242
2242

2243
2243

2244
2244

2245
2245

2246
2246

2247
2247

2248
2248

2249
2249

298
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FF

.1l

%=

223/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2250
2250

2251
2251

2252
2252

2253
2253

2254
2254

2255
2255

2256
2256

2257
2257

2258
2258

2259
2259

2260
2260

2261
2261

2262
2262

299
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FF

.1l

2.3

224/366 T

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2263
2263

2264
2264

2265
2265

2266
2266

2267
2267

2268
2268

2269
2269

2270
2270

2271
2271

2272
2272

2273
2273

2274
2274

2275
2275

300



CN 112584865 A

FF

.1l

%=

225/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2276
2276

2277
2277

2278
2278

2279
2279

2280
2280

2281
2281

2282
2282

2283
2283

2284
2284

2285
2285

2286
2286

2287
2287

2288
2288

301
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FF

.1l

2.3

226/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2289
2289

2290
2290

2291
2291

2292
2292

2293
2293

2294
2294

2295
2295

2296
2296

2297
2297

2298
2298

2299
2299

2300
2300

2301
2301

302



CN 112584865 A

FF

.1l

2.3

227/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2302
2302

2303
2303

2304
2304

2305
2305

2306
2306

2307
2307

2308
2308

2309
2309

2310
2310

2311
2311

2312
2312

2313
2313

2314
2314

303



CN 112584865 A

FF

.1l

2.3

228/366 i

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2315
2315

2316
2316

2317
2317

2318
2318

2319
2319

2320
2320

2321
2321

2322
2322

2323
2323

2324
2324

2325
2325

2326
2326

2327
2327

304



CN 112584865 A

FF

.1l

2.3

229/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2328
2328

2329
2329

2330
2330

2331
2331

2332
2332

2333
2333

2334
2334

2335
2335

2336
2336

2337
2337

2338
2338

2339
2339

2340
2340

305



CN 112584865 A

FF

.1l

2.3

230/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2341
2341

2342
2342

2343
2343

2344
2344

2345
2345

2346
2346

2347
2347

2348
2348

2349
2349

2350
2350

2351
2351

2352
2352

2353
2353

306



CN 112584865 A

FF

.1l

%=

231/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2354
2354

2355
2355

2356
2356

2357
2357

2358
2358

2359
2359

2360
2360

2361
2361

2362
2362

2363
2363

2364
2364

2365
2365

2366
2366

307



CN 112584865 A

FF

.1l

2.3

232/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2367
2367

2368
2368

2369
2369

2370
2370

2371
2371

2372
2372

2373
2373

2374
2374

2375
2375

2376
2376

2377
2377

2378
2378

2379
2379

308



CN 112584865 A

FF

.1l

%=

233/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2380
2380

2381
2381

2382
2382

2383
2383

2384
2384

2385
2385

2386
2386

2387
2387

2388
2388

2389
2389

2390
2390

2391
2391

2392
2392

309



CN 112584865 A

FF

.1l
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2796

2797
2797

2798
2798

2799
2799

2800
2800

2801
2801

2802
2802

2803
2803

2804
2804

2805
2805

2806
2806

2807
2807

2808
2808

341



CN 112584865 A

FF

.1l

2.3

266/366 71

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2809
2809

2810
2810

2811
2811

2812
2812

2813
2813

2814
2814

2815
2815

2816
2816

2817
2817

2818
2818

2819
2819

2820
2820

2821
2821

342



CN 112584865 A

FF

.1l

2.3

267/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2822
2822

2823
2823

2824
2824

2825
2825

2826
2826

2827
2827

2828
2828

2829
2829

2830
2830

2831
2831

2832
2832

2833
2833

2834
2834

343



CN 112584865 A

FF

.1l

2.3

268/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2835
2835

2836
2836

2837
2837

2838
2838

2839
2839

2840
2840

2841
2841

2842
2842

2843
2843

2844
2844

2845
2845

2846
2846

2847
2847

344



CN 112584865 A

FF

.1l

2.3

269/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2848
2848

2849
2849

2850
2850

2851
2851

2852
2852

2853
2853

2854
2854

2855
2855

2856
2856

2857
2857

2858
2858

2859
2859

2860
2860

345



CN 112584865 A

FF

.1l

2.3

270/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2861
2861

2862
2862

2863
2863

2864
2864

2865
2865

2866
2866

2867
2867

2868
2868

2869
2869

2870
2870

2871
2871

2872
2872

2873
2873

346



CN 112584865 A

FF

.1l

%=

271/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2874
2874

2875
2875

2876
2876

2877
2877

2878
2878

2879
2879

2880
2880

2881
2881

2882
2882

2883
2883

2884
2884

2885
2885

2886
2886

347



CN 112584865 A

FF

.1l

2.3

272/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2887
2887

2888
2888

2889
2889

2890
2890

2891
2891

2892
2892

2893
2893

2894
2894

2895
2895

2896
2896

2897
2897

2898
2898

2899
2899

348



CN 112584865 A

FF

.1l

%=

273/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2900
2900

2901
2901

2902
2902

2903
2903

2904
2904

2905
2905

2906
2906

2907
2907

2908
2908

2909
2909

2910
2910

2911
2911

2912
2912

349



CN 112584865 A

FF

.1l

2.3

274/366 T

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2913
2913

2914
2914

2915
2915

2916
2916

2917
2917

2918
2918

2919
2919

2920
2920

2921
2921

2922
2922

2923
2923

2924
2924

2925
2925

350



CN 112584865 A

FF

.1l

%=

275/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2926
2926

2927
2927

2928
2928

2929
2929

2930
2930

2931
2931

2932
2932

2933
2933

2934
2934

2935
2935

2936
2936

2937
2937

2938
2938

351



CN 112584865 A

FF

.1l

2.3

276/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2939
2939

2940
2940

2941
2941

2942
2942

2943
2943

2944
2944

2945
2945

2946
2946

2947
2947

2948
2948

2949
2949

2950
2950

2951
2951

352



CN 112584865 A

FF

.1l

2.3

277/366 7

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2952
2952

2953
2953

2954
2954

2955
2955

2956
2956

2957
2957

2958
2958

2959
2959

2960
2960

2961
2961

2962
2962

2963
2963

2964
2964

353



CN 112584865 A

FF

.1l

2.3

278/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2965
2965

2966
2966

2967
2967

2968
2968

2969
2969

2970
2970

2971
2971

2972
2972

2973
2973

2974
2974

2975
2975

2976
2976

2977
2977

354



CN 112584865 A

FF

.1l

2.3

279/366 17

000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>

2978
2978

2979
2979

2980
2980

2981
2981

2982
2982

2983
2983

2984
2984

2985
2985

2986
2986

2987
2987

2988
2988

2989
2989

2990
2990

355



N 112584865 A F 5 * 280/366 7

000

<210> 2991
<400> 2991
000

<210> 2992
<400> 2992
000

<210> 2993
<400> 2993
000

<210> 2994
<400> 2994
000

<210> 2995
<400> 2995
000

<210> 2996
<400> 2996
000

<210> 2997
<400> 2997
000

<210> 2998
<400> 2998
000

<210> 2999
<400> 2999
000

<210> 3000
<400> 3000
000

<210> 3001
211> 9
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> A H:34 - VH CDRI
<400> 3001
Gly Thr Phe Ser Ser Ala Ala Ile Ser

356



N 112584865 A F 5 * 281/366 7

1 5

<210> 3002

211> 17

<212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> A H:34 - VH CDR2

<400> 3002

Gly Ile Phe Pro Ile Ser Gly His Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15
Gly

<210> 3003

211> 16

<212> PRT

213> NTHF%)(Artificial Sequence)

<220>

<223> £ :34 - VH CDR3

<400> 3003

Ala Arg Asp Thr Gly Arg Gly Tyr Thr Arg His Phe Trp Phe Asp Pro
1 5 10 15
<210> 3004

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A H:34 - VL CDRI

<400> 3004

Arg Ala Ser Gln Ser Ile Ser Ser Tyr Leu Asn

1 5 10

<210> 3005

Q211> 7

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A H:34 - VL CDR2

<400> 3005

Ala Ala Ser Ser Leu Gln Ser

1 5

<210> 3006

357



CN 112584865 A F % *

282/366 171

211> 8
<212> PRT
213> NTHF%)(Artificial Sequence)
220>
<223> £ k:34 - VL CDR3
<400> 3006
Gln GIn Ser Asp Ile Leu Tyr Thr
1 5
<210> 3007
<211> 26
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> & %:34 - VH FR1
<400> 3007
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly

20 25
<210> 3008
211> 14
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & /%:34 - VH FR2
<400> 3008
Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly
1 5 10
<210> 3009
<211> 30
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & /%:34 - VH FR3
<400> 3009
Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

20 25 30

358



283/366 11

CN 112584865 A F 3 %

<210> 3010

211> 11

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A 34 - VH FR4

<400> 3010

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

1 5 10

<210> 3011

211> 369

<212> DNA

213> NTF%)(Artificial Sequence)

220>

<223> AH:34 - VH DNA

<400> 3011

caggtgcagce tggtgcagtc tggggctgag gtgaagaagce

tcctgcaagg cttctggagg caccttcage agcecgecgeta

cctggacaag ggctcgagtg gatgggaggg atcttcecccta

gcacagaagt tccagggcag agtcacgatt accgcggacg

atggagctga gcagcctgag atctgaggac acggeggtgt

ggacggggat acaccagaca cttctggttt gacccctggg

gtctccteca 369

<210> 3012

211> 123

212> PRT

213> NTF%)(Artificial Sequence)

220>

223> k34 - VHEH

<400> 3012

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val

1 5 10

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

Ala Tle Ser Trp Val Arg Gln Ala Pro Gly Gln

35 40
Gly Gly Ile Phe Pro Ile Ser Gly His Ala Asn
50 55
Gln Gly Arg Val Thr Ile Thr Ala Asp Glu Ser

359

ctgggtccte
tcagctgggt
tctceggteca
aatccacgag
actactgcgce

gacagggtac

Lys Lys Pro

Thr Phe Ser
30

Leu Glu

45

Ala Gln

Gly

Tyr
60

Thr Ser Thr

ggtgaaggtce
gcgacaggcece
cgcaaactac
cacagcctac
cagagacacg

attggtcacc

Gly
15

Ser

Ser

Ala

Trp Met

Lys Phe

Ala Tyr

60

120
180
240
300
360



N 112584865 A F 5 * 984/366 7

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 Thr Gly Arg Gly Tyr Thr Arg His Phe Trp Phe Asp Pro
100 105 110
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 3013
211> 23
<212> PRT
213> NTHF%)(Artificial Sequence)
<220>
<223> &%:34 - VL FRI
<400> 3013
Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys
20
<210> 3014
211> 15
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> & %:34 - VL FR2
<400> 3014
Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
1 5 10 15
<210> 3015
211> 32
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & %:34 - VL FR3
<400> 3015
Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15
Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25 30
<210> 3016

360



285/366 17

CN 112584865 A F 3 %
211> 10
212> PRT
213> NTHF%)(Artificial Sequence)
220>
<223> & K:34 - VL FR4
<400> 3016
Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
1 5 10
<210> 3017
211> 318
<212> DNA
213> NTF%)(Artificial Sequence)
220>
<223> & f%:34 - VL DNA
<400> 3017
gacatccaga tgacccagtc tccatcctcc ctgtctgeat
atcacttgcc gggcaagtca gagcattage agctatttaa
gggaaagccce ctaagectcct gatctatget gcatccagtt
aggttcagtg gcagtggatc tgggacagat ttcactctca
gaagattttg caacttacta ctgtcagcaa agcgacatcc
accaaggttg agatcaaa 318
<210> 3018
211> 106
212> PRT

213> NTF%)(Artificial Sequence)

<220>

<223> & Rk:34 - VLEA

<400> 3018

Asp Tle GIn Met Thr Gln Ser Pro Ser Ser Leu

1
Asp Arg Val

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

5
Thr Tle
20
Tyr Gln
Ser Ser

Gly Thr

Ala Thr

40

95

10

Thr Cys Arg Ala Ser Gln

25

Gln Lys Pro Gly Lys Ala
Leu Gln Ser Gly Val Pro
Asp Phe Thr Leu Thr Ile

70
Tyr Tyr Cys

75
Gln GIn Ser

361

ctgtaggaga cagagtcacc 60
attggtatca gcagaaacca 120
tgcaaagtgg ggtcccatca 180
ccatcagcag tctgcaacct 240
tctacacttt tggcggaggg 300

Ser Ala Val Gly
15

Ser Tyr

Ser
Ser Ile Ser
30
Pro Lys Leu Leu Ile

45
Ser Arg
60

Ser Ser

Phe Ser Gly
Gln Pro

80
Tyr Thr

Leu

Asp Ile Leu



CN 112584865 A

FF
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%=

286/366 17

85

90

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3019
3019

3020
3020

3021
3021

3022
3022

3023
3023

3024
3024

3025
3025

3026
3026

3027
3027

3028
3028

3029
3029

3030
3030

100

105

362

95



CN 112584865 A

FF

.1l

%=

287/366 17

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3031
3031

3032
3032

3033
3033

3034
3034

3035
3035

3036
3036

3037
3037

3038
3038

3039
3039

3040
3040

3041
3041

3042
3042

3043
3043

363



CN 112584865 A

FF
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%=

288/366 171

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3044
3044

3045
3045

3046
3046

3047
3047

3048
3048

3049
3049

3050
3050

3051
3051

3052
3052

3053
3053

3054
3054

3055
3055

3056
3056

364



CN 112584865 A

FF
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%=

289/366 17

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3057
3057

3058
3058

3059
3059

3060
3060

3061
3061

3062
3062

3063
3063

3064
3064

3065
3065

3066
3066

3067
3067

3068
3068

3069
3069

365
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290/366 171

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3070
3070

3071
3071

3072
3072

3073
3073

3074
3074

3075
3075

3076
3076

3077
3077

3078
3078

3079
3079

3080
3080

3081
3081

3082
3082

366
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FF
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%=

291/366 17

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3083
3083

3084
3084

3085
3085

3086
3086

3087
3087

3088
3088

3089
3089

3090
3090

3091
3091

3092
3092

3093
3093

3094
3094

3095
3095

367



CN 112584865 A

FF

.1l

%=

292/366 17

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3096
3096

3097
3097

3098
3098

3099
3099

3100
3100

3101
3101

3102
3102

3103
3103

3104
3104

3105
3105

3106
3106

3107
3107

3108
3108

368
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FF

.1l

%=
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<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
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3935
3935

3936
3936

3937
3937

3938
3938

3939
3939

3940
3940

432
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<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3941
3941

3942
3942

3943
3943

3944
3944

3945
3945

3946
3946

3947
3947

3948
3948

3949
3949

3950
3950

3951
3951

3952
3952

3953
3953

433



CN 112584865 A

FF

.1l

%=

358/366 T

<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3954
3954

3955
3955

3956
3956

3957
3957

3958
3958

3959
3959

3960
3960

3961
3961

3962
3962

3963
3963

3964
3964

3965
3965

3966
3966

434
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<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3967
3967

3968
3968

3969
3969

3970
3970

3971
3971

3972
3972

3973
3973

3974
3974

3975
3975

3976
3976

3977
3977

3978
3978

3979
3979
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<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000

3980
3980

3981
3981

3982
3982

3983
3983

3984
3984

3985
3985

3986
3986

3987
3987

3988
3988

3989
3989

3990
3990

3991
3991

3992
3992
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<210> 3993

<400> 3993

000

<210> 3994

<400> 3994

000

<210> 3995

<400> 3995

000

<210> 3996

<400> 3996

000

<210> 3997

<400> 3997

000

<210> 3998

<400> 3998

000

<210> 3999

<400> 3999

000

<210> 4000

<400> 4000

000

<210> 4001

<211> 9

<212> PRT

213> NTF%)(Artificial Sequence)
<220>

<223> & H:36 - VH CDRI1
<400> 4001

Gly Thr Phe Ala Thr Tyr Ala Ile Ser
1 5)

<210> 4002

211> 17

<212> PRT

213> NTF%)(Artificial Sequence)
<220>

<223> & H:36 - VH CDR2

437
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<400> 4002

Gly Ile Phe Pro Leu Ser Gly Thr Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15
Gly

<210> 4003

211> 16

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> £ :36 - VH CDR3

<400> 4003

Ala Arg Asp Thr Gly Arg Gly Tyr Thr Arg His Phe Trp Phe Asp Pro
1 5 10 15
<210> 4004

211> 11

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & H:36 - VL CDRI

<400> 4004

Arg Ala Ser Gln Ser Ile Ser Ser Tyr Leu Asn

1 5 10

<210> 4005

Q211> 7

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & H:36 - VL CDR2

<400> 4005

Ala Ala Ser Ser Leu Gln Ser

1 5

<210> 4006

211> 8

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> £ :36 - VL CDR3

<400> 4006

Gln Gln Ser Asp Ile Leu Tyr Thr

438
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1 5
<210> 4007
<211> 26
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> & H:36 - VH FRI
<400> 4007
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly

20 25
<210> 4008
211> 14
<212> PRT
213> NTHF%)(Artificial Sequence)
220>
223> & H:36 - VH FR2
<400> 4008
Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly
1 5 10
<210> 4009
<211> 30
<212> PRT
213> NTF%)(Artificial Sequence)
<220>
<223> A H:36 - VH FR3
<400> 4009
Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

20 25 30
<210> 4010
211> 11
<212> PRT
213> NTF%)(Artificial Sequence)
220>
<223> & :36 - VH FR4
<400> 4010

439
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Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

1 5 10

<210> 4011

211> 369

<212> DNA

213> NTF%)(Artificial Sequence)

220>

223> & H:36 - VH DNA

<400> 4011

caggtgcagce tggtgcagtc tggggctgag gtgaagaagce

tcctgcaagg cttctggagg caccttcgeca acctatgeta

cctggacaag ggcttgagtg gatgggaggg atcttecccte

gcacagaagt tccagggcag agtcacgatt accgcggacg

atggagctga gcagcctgag atctgaggac acggeggtgt

ggacggggat acaccagaca cttctggttt gacccctggg

gtctccteca 369

<210> 4012

211> 123

212> PRT

213> NTF%)(Artificial Sequence)

220>

223> & H:36 - VHEEH

<400> 4012

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val

1 5 10

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

Ala Tle Ser Trp Val Arg Gln Ala Pro Gly Gln

35 40
Gly Gly Ile Phe Pro Leu Ser Gly Thr Ala Asn
50 55

Gln Gly Arg Val Thr Ile Thr Ala Asp Glu Ser

65 70 75

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr

85 90

Ala Arg Asp Thr Gly Arg Gly Tyr Thr Arg His
100 105

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120

440

ctgggtccte
tcagctgggt
tctceggtac
aatccacgag
actactgcgce

gacagggtac

Lys Lys Pro

Thr Phe Ala

30

Gly Leu Glu

45

Tyr Ala Gln

60
Thr

Ser Thr

Ala Val Tyr

Phe Phe

110

ggtgaaggtc
gcgacaggcece
agcaaactac
cacagcctac
cagagacacg

attggtcacc

Gly
15
Thr

Ser

Tyr

Trp Met

Lys Phe

Ala Tyr
80
Tyr Cys
95

Asp Pro

60

120
180
240
300
360



N 112584865 A F 5 * 365,/366 7

<210> 4013

211> 23

<212> PRT

213> NTHF%)(Artificial Sequence)

220>

<223> & H:36 - VL FRI

<400> 4013

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
20

<210> 4014

211> 15

<212> PRT

213> NTHF%)(Artificial Sequence)

<220>

<223> & H:36 - VL FR2

<400> 4014

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

1 5 10 15

<210> 4015

211> 32

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> A Hi:36 - VL FR3

<400> 4015

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10 15

Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25 30

<210> 4016

<211> 10

<212> PRT

213> NTF%)(Artificial Sequence)

220>

<223> & %:36 - VL FR4

<400> 4016

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

441
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CN 112584865 A F 3 %
1 5 10
<210> 4017
211> 318
<212> DNA
213> NTF%)(Artificial Sequence)
220>
223> & H:36 - VL DNA
<400> 4017
gacatccaga tgacccagtc tccatcctcc ctgtctgeat
atcacttgcc gggcaagtca gagcattage agctatttaa
gggaaagccce ctaagectcct gatctatget gcatccagtt
aggttcagtg gcagtggatc tgggacagat ttcactctca
gaagattttg caacttacta ctgtcagcaa agcgacatcc
accaaggttg agatcaaa 318
<210> 4018
211> 106
212> PRT
213> NTF%)(Artificial Sequence)
220>
223> & H:36 - VLEH
<400> 4018
Asp Tle GIn Met Thr Gln Ser Pro Ser Ser Leu
1 5 10
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln
20 25
Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala
35 40
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro
50 55
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser
85 90
Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

442

ctgtaggaga cagagtcacc 60
attggtatca gcagaaacca 120
tgcaaagtgg ggtcccatca 180
ccatcagcag tctgcaacct 240
tctacacttt tggcggaggg 300

Ser Ala Val
15

Ser

Ser Gly

Ser Ile Ser Tyr

30
Pro Lys Leu Leu Ile
45
Ser Arg
60

Ser Ser

Phe Ser Gly

Gln Pro
80

Thr

Leu

Asp Tle Leu Tyr

95
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CN 112584865 A 18/29 7
36H1 GTFATYAIS ° 77.78%
44H1 GTEFDNYYIS S 66.67%
33H1 GTFGNYAIS °} 77.78%
4°7H1 GTFSNYAIS 9 88.89%
35H1 GTFSSAAIS 9 88.89%
34H1 GTEFSSAAIS ° 88.89%
32H1 GTFSSYAIS ° 100%
38H1 FTFSGHLMS 9 44 ,44%
10H1 FTFDDYAVH 9 44 .44%
2H1 FTFSEYTMN 9 44 ,44%
5H1 FTFSDYAMI S 55.56%
58H1 FTFGDYAMS S 55.56%
46H1 FTFGDYAMS 9 55 .56%
15H1 FTFGDVAMS 9 44 ,44%

K 14A

35H2 --NIIPIVGIANYAQKFQG 17 82.35%
33H2 -=-GITIPIPGIANYAQKFQG 17 88.24%
36H2 --GIFPLSGTANYAQKFQG 17 88.24%
34H2 --GIFPISGHANYAQKFQG 17 88.24%
32H2 -—-GIIPISGTANYAQKFQG 17 100%

44H2 --GIFPIFGTANYAQKFQG 17 88.24%
47H2 -—GIIPIFGTANYAQKFQG 17 94.12%
58H2 FIGSKFYGGETEYTASVKG 19 23.53%
15H2 YIGSKAYGGETEYTASVKG 19 23.53%
46H2 FIGSKAYGGTTEYTASVKG 19 29.41%
10H2 -—GISWSSGLIGYADSVKG 17 41.18%
2H2 -—AIVGSGDSTYYADSVKG 17 23.53%
5H2 -—AISGGGESTYYADSVKG 17 23 . 53%
38H2 --AISGSAGETYYADSVKG 17 29.41%

K 14B
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CN 112584865 A 19/29 Ti
15H3 -ARAGHSYG---SIASNWFDP 17 3l .85%
35H3 --ARDTGRG---YTRHFWEFDP 16 100%
32H3 --ARDTGRG---YTRHFWFDP 16 100%
33H3 --ARDTGRG---YTRHFWFDP 16 100%
34H3 --ARDTGRG---YTRHFWFDP 16 100%
36H3 --ARDTGRG---YTRHFWFDP 16 100%
38H3 --ARDAYYDDWSGWADWYFDL 19 Al 253
44H3 AREVGHY----- SGSPYYMDV 16 7.14%
10H3 AKG--PPT----YQDYFDL-- 13 18.18%
2H3 --AKDYSSG---DWIDYGMDV 16 25%
5H3 --AKDYSSG---DWIDYGMDV 16 25%
58H3 ARG-—---- P-—-RRYTYGMDV 13 9.09%
46H3 ARG—-——--- P-——-RRYTYGMDV 13 9.09%
47H3 ARGRGALAL---VGPYYGMDV 18 12.50%

Kl 14C
10L1 RASQSVS————- RYLA 11 72.73%
38L1 RASQSVS—-———-— RYLA 11 72.73%
4411 RASQSIN-——-—- SWLA 11 72.73%
251 QASQDIS----- NYLN 11 72.73%
5L1 RQASQDIS====—=-— NYLN 11 72.73%
5811 RASQSIS----- SYLN 11 100%
15L1 RASQSIS---—- SYLN 11 100¢%
35L1 RASQSIS-———-—- SYLN 11 100%
46L1 RASQSIS—-——-—- SYLN 11 100%
32L1 RASQSIS---—-— SYLN 11 100%
33L1 RASQSIS----- SYLN 11 100%
34L1 RASQSIS----- SYLN 11 100%
36L1 RASQSIS----- SYLN 11 100%
47L1 RSSQSLLHSNGYNYLD 16 54.55%

E14D

461
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4712 LGSHRAS 7 28.57%

LAY DASNLAT 7 42 .86%

1.2 DASNLAT 7 42.86%

10L2 DASNRAT 7 28.57%

38L2 DASNRAT 7 28.57%

4412 DASSLES 7 71.43%

58L2 AASSLQS 7 100%

3512 AASSLQS 7 100%

4612 AASSLQS 7 100%

32L2 AASSLQS 7 100%

33L2 AASSLQS 7 100%

34L2 AASSLQS 7 100%

36L2 AASSLQS 7 100%

1512 GASSLQS 7 85.71%

K 14E

4713 -MQALRAPT - 8 0%
1513 -QQGFYTPWT 9 14.29%
4413 QQVGPYL--T 8 28.57%
5813 QQSSTPL--T 8 42.86%
4613 QQSSTPL--T 8 42 .86%
35L3 QQSDILYT-- 8 100%
32L3 QQSDILYT-- 8 100%
33L3 QOSDILYT-- 8 100%
34L3 QQOSDILYT-- 8 100%
36L3 QQSDILYT-- 8 100%
10L3 QQVSFFPPIT 10 25%
2L3 QQFDLLPPT - 9 50%
5L3 QQFDLLPPT- 9 50%
38L3 QQVSLLPPT- 9 37.5%

Kl 14F

462
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21/29 Bl

FR1

36VH
33VH
35VH
32VH
34VH
44VH
47VH
58VH
46VH
15VH
10VH
38VH
2VH

5VH

QVQLVQSGAEVKKPGS SVKVSCKASG
QVQLVQSGAEVKKPGS SVKVSCKASG
QVQLVQSGAEVKKPGS SVKVSCKASG
QVQLVQSGAEVKKPGS SVKVSCKASG
QVQLVQSGAEVKKPGS SVKVSCKASG
QVQLVQSGAEVKKPGSSVKVSCKASG
EVQLVQSGAEVKKPGSSVKVSCKASG
EVQLVESGGGLVQPGRSLRLSCTASG
EVQLVESGGGLVQPGRSLRLSCTASG
EVQLVESGGGLVQPGRSLRLSCTASG
EVQLVESGGGLVQPGRSLRLSCAASG
EVQLLESGGGLVQPGGSLRLSCAASG
EVQLVESGGGLVKPGGSLRLSCAASG
EVQLLESGGGLVQPGGSLRLSCAASG

FR2

36VH
33VH
35VH
32VH
34VH
44VH
47VH
58VH
46VH
15VH
10VH
38VH
OVH

SVH

K 15A

WVRQAPGQGLEWMG
WVRQAPGQGLEWMG
WVRQAPGQGLEWMG
WVRQAPGQGLEWMG
WVRQAPGQGLEWMG
WVRQAPGQGLEWMG
WVRQAPGQGLEWMG
WFRQAPGKGLEWVG
WFRQAPGKGLEWVG
WFRQAPGKGLEWVG

WVRQAPGKGLEWVS
WVRQAPGKGLEWVS
WVRQAPGKGLEWVS

K| 15B

463

100%
100%
100%
100%
100%
100%
100%

184
18
184
60%
78.
18
8.

57%
57%
57%

57%
57%
57%

100%
100%
100%
100%
100%
100%
96.15%
89 B5E
53.85%
53.85%
53.85%
50%
57.69%
50%
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FR3

36VH
33VH
35VH
32VH
34VH
44VH
47VH
58VH
46VH
15VH
10VH
38VH
2VH

SVH

RVTITADESTSTAYMELSSLRSEDTAVYYC
RVTITADESTSTAYMELSSLRSEDTAVYYC
RVTITADESTSTAYMELSSLRSEDTAVYYC
RVTITADESTSTAYMELSSLRSEDTAVYYC
RVTITADESTSTAYMELSSLRSEDTAVYYC
RVTITADESTSTAYMELSSLRSEDTAVYYC
RVTITADESTSTAYMELSSLRSEDTAVYYC
RETISRDGSKSTIAYLOMNSLKTEDTAVYYC
RETISRDGSKSIAYLOMNSLKTEDTAVYYC
RETISRDGSKSIAYLOMNSLKTEDTAVYYC
RETISRDNAKNSLYLOMNSLRAEDTAVYYC
REFTISRDNSKNTLYLOMNSTLRAEDTAVYYC
RETISRDNSKNTLYLOMNSLRAEDTAVYYC
RETISRDNSKNTLYLOMNSLRAEDTAVYYC

K] 15C

FR4

36VH WGQGTLVTVSS 100%
33VH WGQGTLVTVSS 100%
35VH WGQGTLVTVSS 100%
32VH WGQGTLVTVSS 100%
34VH WGQGTLVTVSS 100%
44VH WGKGTTVTVSS 81.82%
4°/VH WGQGTTVIVSS 90.91%
58VH WGQGTTVTVSS 90.91%
4 6VH WGQGTTVTVSS 90.91%
15VH WGQGTLVTVSS 100%
10VH WGRGTLVTVSS 90.91%
38VH WGRGTLVTVSS 90.91%
2VH WGQGTTVTVSS 90.91%
S5VH WGQGTTVTVSS 90.91%

K& 15D

464

100%
100%
100%
100%
100%
100%
100%
60%
60%
e0%
53.33%
60%
60%
00%
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FR1

47VL
10VL
38VL
2VL

SVL

44VL
15VL
58VL
46VL
35VL
32VL
33VL
34VL
36VL

DIVMTQSPLSLPVTPGEPASISC
EIVLTQSPATLSLSPGERATLSC
EIVLTQSPATLSLSPGERATLSC
DIQMTQSPSSLSASVGDRVTITC
DIQMTQSPSSLSASVGDRVTITC
DIQMTQSPSTLSASVGDRVTITC
DIQMTQSPSSLSASVGDRVTITC
DIQMTQSPSSLSASVGDRVTITC
DIQMTQSPSSLSASVGDRVTITC
DIQMTQSPSSLSASVGDRVTITC
DIQMTQSPSSLSASVGDRVTITC
DIQMTQSPSSLSASVGDRVTITC
DIQMTQSPSSLSASVGDRVTITC
DIQMTQSPSSLSASVGDRVTITC

K 15E

52.17%
52.17%
52.17%
1003
100%
98 -.69%
1003
1003
100%
100%
100%
100%
100%
100%

FR2

4 7VL
10VL
38VL
2VL

SVL

44VL
15VL
58VL
46VL
35VL
32VL
33VL
34VL
36VL

WYLQKPGQSPQLLIY
WYQQKPGQAPRLLIY
WYQQKPGQAPRLLIY
WYQQKPGKAPKLLIY
WYQQKPGKAPKLLIY
WYQQKPGKAPKLLIS
WYQQKPGKAPKLLIY
WYQQKPGKAPKLLIY
WYQQKPGKAPKLLIY
WYQOKPGKAPKLLIY
WYQOKPGKAPKLLIY
WYQQKPGKAPKLLIY
WYQQOKPGKAPKLLIY
WYQOKPGKAPKLLIY

K| 15F
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76.33%
86.67%
86.67%
100%
100%
93.33%
100%
100%
100%
100%
100%
100%
100%
100%
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FR3
4°)VL GVPDRESGSGSGTDFTLKISRVEAEDVGVYYC 71.88%
10VL GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC 87.5%
38VL GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC 87.5%
2VL GVPSRESGSGSGTDFTEFTISSLQPEDIATYYC ©3.75%
5VL GVPSRESGSGSGTDFTFTISSLQPEDIATYYC ©3.75%
44VL GVPSRESGSGSGTEFTLTISSLQPDDEFATYYC 93.75%
15VL GVPSRESGSGSGTDFTLTISSLQPEDFATYYC 100%
58VL GVPSRESGSGSGTDFTLTISSLQPEDFATYYC 100%
46VL GVPSRESGSGSGTDFTLTISSLOPEDFATYYC 100%
35VL GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC 100%
32VL GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC 100%
33VL GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC 100%
34VL GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC 100%
36VL GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC 100%
K156

ER4

4°IVL FGGGTKVEIK 100%

10VL FGGGTKVEIK 100%

38VL FGGGTKVEIK 100%

2VL FGGGTKVEIK 100%

S5VL FGGGTKVEIK 100%

44VL FGGGTKVEIK 100%

15VL FGGGTKVEIK 100%

58VL FGGGTKVEIK 100%

46VL FGGGTKVEIK 100%

35VL FGGGTKVEIK 100%

32VL FGGGTKVEIK 100%

33VL FGGGTKVEIK 100%

34VL FGGGTKVEIK 100%

36VL FGGGTKVEIK 100%

K&l 15H
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T ER A

36VH QVQLVQSGAEVKKPGS SVKVSCKASGGTFATYAI SWVRQAPGQGLEWMGGIF--PLSGTA
33VH OVOLVOSGAEVEKPGSSVEVSCKASGGTFGNYAIL SWVRQAPGQGLEWMGGII--PIPGIA
35VH QOVQLVQSGAEVKKPGS SVKVSCKASGGTFSSAAI SWVRQAPGQGLEWMGNII--PIVGIA
32VH QVQLVQSGAEVKKPGS SVKVSCKASGGTFSSYAI SWVRQAPGQGLEWMGGII--PISGTA
34VH QOVQLVQSGAEVKKPGS SVKVSCKASGGTFSSAAI SWVRQAPGQGLEWMGGIF--PISGHA
44VH OVOLVOSGAEVEKPGSSVEVSCKASGGTFDNY Y I SWVRQAPGQGLEWMGGIF--PIFGTA
47VH EVOLVQSGAEVEKKPGSSVEVSCRASGGTEFSNYAI SWVRQAPGOGLEWMGGII--PIFGTA
58VH EVOLVESGGGLVQPGRSLRLSCTASGFTFGDYAMSWEFROAPGKGLEWVGFIGSKEYGGET
46VH EVOLVESGGGLVOPGRSLRLSCTASGFTFGDYAMSWFROAPGKGLEWVGEFIGSKAYGGTT
15VH EVOLVESGGGLVOPGRSLRLSCTASGFTFGDVAMSWEFROAPGEGLEWVGY IGSKAYGGET
10VH EVOLVESGGGLVOPGRSLRLSCAASGEFTFDDYAVHWVROAPGKGLEWVSGIS——-WSSGLI
38VH EVQLLESGGGLVQPGGSLRLSCAASGFTFSGHLMSWVRQAPGEKGLEWVSAIS—--GSAGET
2VH EVOQLVESGGGLVKPGGSLRLSCAASGFTFSEYTMNWVROQAPGKGLEWVSAIV--GSGDST
5VH EVOLLESGGGLVOQPGGSLRLSCAASGFTFSDYAMIWVROAPGKGLEWVSAI S——-GGGEST
36VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTGRG--YT-RHFWFDPWGQ
33VH NYAQKFOQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTGRG--YT-RHFWFDPWGQ
35VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTGRG--YT-RHFWFDPWGQ
32VH NYAQKFOQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTGRG--YT-RHFWFDPWGQ
34VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTGRG--YT-RHFWFDPWGQ
44VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCAREVGHY--SG-SPYYMDVWGK
47VH NYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARGRGALALVG-PYYGMDVWGQ
58VH EYTASVKGRFTISRDGSKSIAYLOMNSLEKTEDTAVYYCARGERRY--TY-—-—-GMDVWGO
46VH EYTASVKGRFTISRDGSKSIAYLOMNSLKTEDTAVYYCARGFRRY--TY-—-—-GMDVWGO
15VH EYTASVKGRFTISRDGSKSIAYLOMNS LKTEDTAVYYCARAGHSY--GSIASNWEDPWGO
10VH GYADSVEKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCAKGFPT————-- YODYFDLWGER
38VH YYADSVEKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCARDAYYDDWSGWADWYFDLWGR
2VH YYADSVEGRFTISRDNSKNTLYLOMNS LRAEDTAVYYCAKDYSSGD-—--WIDYGMDVWGD
5VH YYADSVKGRETISRDNSKNTLYLOMNSLRAEDTAVYYCAKDYSSGD-—-WIDYGMDVWGQ
36VH GTLVTVSS 123 96.75%

33VH GTLVTVSS 123 96.75%

35VH GTLVTVSS 123 96.75%

32VH GTLVTVSS 123 100%

34VH GTLVTVSS 123 97.56%

44VH GTTVTVSS 123 84.55%

47VH GTTVTVSS 125 86.96%

58VH GTTVTVSS 122 55.00%

4 6VH GTTVTVSS 122 55.83%

15VH GTLVTVSS 126 55.28%

10VH GTLVTVSS 120 54.17%

38VH GTLVTVSS 126 53.66%

2VH GTTVTVSS 123 54,55%

5VH GTTVTVSS 123 53.72%

Kl 16A
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47VL DIVMTQSFLSLPVIPGEPASISCRSSQSLLHSNGYNYLDWYLQKPGQSPQLLIYLGSHRA

10VL EIVLTQSPATLSLSPGERATLSCRASQSV--—-- SRYLAWYQQKPGQAPRLLIYDASNRA

38VL EIVLTQSPFATLSLSPGERATLSCRASQSV-———- SRYLAWYQOKPGQAPRLLIYDASNRA

2VL DIQMTQSFSSLSASVGDRVTITCQASQDI-———-— SNYLNWYQOKPGKAPKLLIYDASNLA

SVL DIQMTQSPSSLSASVGDRVTITCQASQDI--—-- SNYLNWYQQKPGKAPKLLIYDASNLA

44VL DIQMTQSFSTLSASVGDRVTITCRASQSI-———-- NSWLAWYQQKPGKAPKLLISDASSLE

15VL DIQMTQSPSSLSASVGDRVTITCRASQSI-—-—-- SSYLNWYQQKPGKAPKLLIYGASSLQ

58VL DIQMTQSPSSLSASVGDRVTITCRASQSI-——-- SSYLNWYQOKPGKAPKLLIYAASSLO

46VL DIQMTQSFSSLSASVGDRVTITCRASQSI-—---- SSYLNWYQQKPGKAPKLLIYAASSLQ

35VL DIOMTQSPSSLSASVGDRVIITCRASQSI-———— SSYLNWYQQKPGKAPKLLIYAASSLQ

32VL DIQMTQSPSSLSASVGDRVIITCRASQSI-——--— SSYLNWYQQKPGKAPKLLIYAASSLQ

33VL DIOMTQSPSSLSASVGDRVIITCRASQSI-———— SSYLNWYQQKPGKAPKLLIYAASSLOQ

34VL DIQMTQSPSSLSASVGDEVTITCRASQSI-———— SSYLNWYQQKPGKAPKLLIYAASSLQ

36VL DIQMTQSPSSLSASVGDRVIITCRASQSI-—---— SSYLNWYQQKPGKAPKLLIYAASSLQ

47VL SGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCMQA--LRAPTFGGGTKVEIK 111 62.26%
10VL TGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQVSFFPPITFGGGTKVEIK 108 71.7%
38VL TGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQOVSLLPP-TFGGGTKVEIK 107 72.38%
2VL TGVPSRFSGSGSGTDFTFTISSLOPEDIATYYCQQF-DLLPPTFGGGTKVEIK 107 86.79%
SVL TGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCQQF-DLLPPTFGGGTKVEIK 107 86.79%
44VL SGVPSRFSGSGSGTEFTLTISSLOPDDFATYYCQQV--GPYLTFGGGTKVEIK 106 86.79%
15VL SGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQG-FYTPWTFGGGTKVEIK 107 94.34%
S8VL SGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQS—-STPLTFGGGTKVEIK 106 ©¢€.23%
46VL SGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQS—-STPLTFGGGTKVEIK 106 96.23%
35VL SGVPSRFSGSGSGTDFTLTISSLOQPEDFATYYCQQOS--DILYTFGGGTKVEIK 106 100%
32VL SGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQS--DILYTFGGGTKVEIK 106 100%
33VL SGVPSRFSGSGSGTDFTLTISSLOQPEDFATYYCQQOS--DILYTFGGGTKVEIK 106 100%
34VL SGVPSRFSGSGSGTIDFTLTISSLQPEDFATYYCQQOS--DILYTFGGGTKVEIK 106 100%
36VL SGVPSRFSGSGSGTDFTLTISSLOQPEDFATYYCQQOS--DILYTFGGGTKVEIK 106 100%

K| 16B
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