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L. — PGB I7 S KR PR 5G4 28 1 57, AL HE 1) B AT S8 U PR 500 28 1 N S22 e FH AT
R 45 G BT RN - L3244 (CSFLR) By Fuds , e o vk B4 BEL 18y 82 9% 88 1 (CSF L)
454 CSFIR FLRA W TL-3445 5 CSFIR, e vt Firid A7 %0 & & VAAE P 71 J 4 Pk 32l CD 16+ Fi
Z AN 50 H b 2 /050 % I8 % /b4 T

2 KRR ELSR L 754, o B 200 &/ T0. 2mg/kg 11 0mg/kg 2 7] , BE AT 1 F110mg/ kg
28], B AT 1L fl5mg / kg 2 ]

3 BRI EE SR VBUBCREE R 209 77 %%, Hovb AR R BCRE A — IR I 45 25 A 28 it FH P i 4t
i

4. — eI R PE ST R B 775, HAARE R B A BRI M R 1N i 45
A AV R F 15244 (CSFIR) (A4 , o Birdk S 4 BEL T 42 7% 384 IR F-1 (CSF1) 454 CSFIR
HBAW TL-3445 4 CSFIR, Hd ELAT°0. 2mg/ kg 11 0mg / kg < [A] ) 77 & A4k 9 J& B0 5 AL — K
(1) 25 25 B2 iife FH T iR S

5. BIR BRI ZERAT — U 7%, P BT iR 8 A /N T 90 Bl — Ik, B — IR, &
=AU BV JE RGN H— RG] R S T — G B — G BN H— Ik
B=A H— IR BRI IR

6. B BURIZESRAT— T 77725, Ho A BT i 77 246 i A — b S dds

T RO SR LA — TR 7732, o p Bk J7 V5 A i T BT R ik

8. BURNELR TR T3 i, FLrp AHBE 22 /b — Ja it F BT i 5510

9 BURIEESR (1) 7712  F A AH B 22 20 795 Ja e FH Fradk 741

10 FTIR AR ELRAT— T 7325, P FIE AT Img/ ke Fl 10mg/kg 2 [7] o

L1 BT IR ELRAT — T 77325, Horp & AT 3mg/ kg Fl 10mg/kg 2 [7] o

12 FA BUR B SRAE — Ty 7 ik, Horp 70 it H 22 /b — R ik Sk 2 5 Bk 52 3803
CD16+ A% 40 i 2 E ek /> %2050 % .

13 3R AU SRAT— TR 77925, He b CD 16— 542 48 i %) 5 B W I8 /b B 2 S B
20% .

14 F R BRI B SRAT — T 1) 77 7%, o Bir ik 52380 2 v CD 16+ 5 A% 40 i 1) £ B sk /b 22 /0
75%

15 F AR BRI EE SR AT — TR0 77325, F o CD 16+ B0 42 240 i () 550 B ek 2D 227050 % 36 5 /b —
&, &P, 2=, 2 E, BT, 2N, 2B, A\

16 BURIEE R 22 154F— TR 7515, o iR CD16+ 55 A% 41 i CD16+4 1 Ja] I 5 4% 4 .

17 . BRI BESRAT— T 7532, Forp & /0 — Bl BRI UAChR W K AR T & /b —
IR IR 2 JEREAR -

18 BRI SR LTI 7325 , oA 22 /D — i BRI USRS M 7K B AR 22 220 %6

19 BRI R LTI 7325, Ho i 22 /D — i BRI USOAR S R 7K B AR 22 050 %6

20 BOFIE R 1T 2 LOAF — TR 73, Horh vk 22 /b — Fhi B hs 541 B CTx M
TRAP5D .

21 BURIZLR 201 7515, Forp Bk 2 20— Fig BRI USCAR 240 CTx o

22 WU IRBUREESRAT — T 77 7%, b ik fidd ik 3 -

a) B AE)FFISEQ 1D NO: 391 H#E A 5 P FISEQ 1D NO: 46 FEE I ik ;

2
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b) A& A& B A5 FAISEQ 1D NO: 15/ # 4% (HC) CDR1, B4 FEFISEQ 1D NO: 16fJHC
CDR2, AT E A FFISEQ 1D NO:17/JHC CDR3[JEFE; A& HAPFISEQ 1D NO: 1815
(LC) CDR1, B A FHISEQ 1D NO:19fJLC CDR2, FME A FFFISEQ ID NO:20fLC CDR3M 42 4%
R s A

o) B EEEFFISEQ 1D NO: 531 EFEAL & P FISEQ 1D NO: 601 R BE ik

23 BRI R 22007712 , o Frid fo e N dds .

24 BURELR 22BN RN EL R 231 J5 1% , Horp Frid Hidk i H Fab, Fv, scFv ,Fab’” il (Fab’ ) 2.

25 BT AR ESRAE— TR 7732, Hep e F— R e 20, 20 =1, 2 /000, &
oA H, 27N L 8RR D TRAS HAESR B BTid 526 2 1 L35 H gt I 2 e f i

26 . BUREE R 2511 7 vk, o e H — R e 200U E, 240 —A4 A, B2/ L, &2 bW
A~ AAESR B Frid 5238038 10 L35 o BEAS I 21 i 44

27 BRI R 26 7775, Horp & AT 3mg/ kg M110mg/ kg [7] o

28 HIIRAURZESRAE— TR 5%, Herp IR AR AE Tk 323 & TP = R T 20K

29 BUHNE R 281 7712, Hoh Frid i () = K T4k .

30 BRI E R 281 7712, Hoh Frid AR () = K T 15K 6

31 BRI R 28 7712, Hoh i i () = K T-28°K 6

32 RN E R 28 7712, Hoh Frid A () = K T42°K 6

33 BRI LR 28 2 324 — T 75 v , Hop & /T 3mg/ kg H110mg / kg 2 [A] o
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% & EZ R E F 13248 CSFR) B A& TR 574

[0001]  ACHR 5 ER20144F6 H23 H #2421 22 [ I i H i No . 62/015, TIORI AL RS » T AE4T
ERNIY R W R 27 5 N Ny

Fi ARGl

[0002] A BB AL FH 25 A SR T IR 1 3244 (CSFIR) FIHUAR YA T 9o IR 1K 5 ¥ o BT ik 5 v
ALFEARANR TR T R RIR PRI T R I T7i5 .

[0003] F&&

[0004] S5 B+ 1 524K (FEAR SCHFRNCSFIR s £E A SIS 1 AR NFMS, FIM2 , C-FMS , M-
CSFAZARFNCD1 15) & — P A7 TR G B S Vs PRI 2 A N vy 4411 e 471 45 #438 (ECD) R CAR g 4]
O P 45 A3 1) B B FEE A2 AR  CSF LR 1 A 2R 34T AR (FEA SCHRFR N TL-345Lin%% , Science
320:807-11 (2008) ) FeAA L5 & T CSFIRS: S 332 4k — B4k, FHCSFIRER [ 5 Bk 2 6 I s
P, CSF1RMAR ZA PR AL IR A AN T Vi (5 5 4% 5 A1 - CSF L5 TL-34 P 3 ) il i A% 40 M A7 0%
TG N3 A W 2 i DA % 8 R 4 L T 2 R 2R SRR 4 L, R O R N R 2
JRAnfL.

[0005] LR IRVE 2 PR 4H B /- WA CSF L, H M ik CSFIRYE Ak 55 AZ 40 e/ B W 41 B o 2 7 Hh i
Je8 W IR CSF 17K - 5 ivyeg v 114 Jiegg A ¢ B R 40 . (TAM) ZKSPAH DG o B R I =1 KT R TAMAS AS
RARF UG AL, O R IAEF /R B9 A L e P, CSFL {2 s s A
33 RS & o B LBl fnPaulus®s , Cancer Res.66:4349-56 (2006) o 4k, CSFIRFE &%
Forb (VB P RR AR E - 2 L1 110hno%% Mol . Cancer Ther.5:2634-43 (2006) .
[0006] 4 L &R BLCSF LA E (1) B2 AR B0 2 T 4 P 98 RE 1 A0 A4 G 0 MR 8 b o 2 D451 2
Hamilton,Nat.Rev.8:533-44 (2008) o 28K i , T K IR H 52 28 R 5C 17 28 7 BE 1 20 79
(R VRN S 4 B 2 7= AR CSF L, M TG 3 BH CSFLRIES 1) 52 A4 E BT i e g b B A 1 o AE 553 48
AN R, B U BE B CSF LRYE PR 2 72 AR IE PRI RS , B4 & FIECE OB R B AR L
I 20 6 B 9k /b 2 L WK i taura%, J.Clin. Invest. 115: 3418-3427 (2005) .

[0007] 1 5 I 200 L, /00 422 e J5 200 L R 0 ) e i o A i e R A1 I 2 28 R 1 5%
9, 2 R VR B ARE AN 2 0 1 2 PR IR B o A B AR AN M T R A A v
1% A M A [R) 44 o CSF IR IR 33t S AZ A M F i BT AR K B, S i 40 M3 e A7 3s , DA S
I B A% A0 B 3 o A B R R AN A, e T, /N o 2 T A M A e 4 e TR B
CSF1RFIEAR 3E 75 1b B BE 1% 22 40 M 1) 30958, 4795, W AL A28, FF BLAE e SR ER B, CSFLRA
BUR B RIS RANMER A IR .

[0008] *E%ji

[0009]  7E—Resziiyy =, SR AVA T R R RS 2 75 v, JARE I B A R RIE
RIS T A ZCE I A5G 7% RN £ 15244 (CSFLR) [ fuA , Hor pirad Hi 44 iy
FEVE K 11 (CSF1) 454 CSFIR HLRE I IL-3445 & CSFIR, Horh Frid 5 % & 2 LLEE TR 7 J5 4
FITid 52k th CD 16+ FAZ A i (1) 25 B 982D 32 /050 % 18 22 /04 Ji] o 78 — LSl 7 b, A RGH
= T°0. 2mg/ kg F10mg/ kg 7] , BT 1H110mg/ kg ], B AT 1 fibmg / kg Z [] o 7E—LE5E
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Jiti 7 Z&H , LAREVR JEIBSE A — IR ) 45 29 A 22 it P P ik s

[0010] 7 —UE5jili 75 L, SR AEIE T IS RIB PE T R 1k AR — BB Sl 7 B h , Firidk 7
EAHE 1) HAT 28 KGR P 5% 7 28 1) 32 2 it FH 45 6 2R V% RIBIUR 1 132 44 (CSFIR) B 4id4 , Hirp
FIT I S04 L BT 9% 138 8171 (CSF1) 454 CSFIR FLRE W 113445 4 CSFIR, Hrh LA T°0. 2mg/
kg H110mg / kg [H) i 751) 5 A4 99 JEI B A — IR (1) 45 29 A28 it FH i ik B4 o 78— L8 S 77 2
o, BT 25 25 R /N TR R S — IR R R — IR B = — IR RV JE — Ik AN H— IR
B 08— IR BN A — IR BB G B AN H— I B =AY H— R BURRAE I IR o fE— 2
SEHE T RH, FIEAT Ing/ kg f10mg / kg2 7] o 7E— L 5L 7 B, FIE AT 3mg/ kg F110mg/
kg2 ) o fE—LL ST T e, Frid 77 v A4 it F — R T id Judds o 78— L8 sl 77 &2, Bk 77
VAL HE T R R TR BiAg o A — Be STy 2, I 2 2D — Ja, BRI 2 0 R JE e g
o

[0011]  7E—Besgyi Jy S, fE i H 2= b — Rk Fidk 2 5, Frid 32 H D16+ A 4 g
(% B ek b 250 % o AE— B SZ iR 7 R, CD 16— B 4% 41 M i B B B AT ek 2D Bk 2 AS B
20% o AE—EoSE 5 R, TR 32 CD 16+ B0 A% 4H M i 5 B b 2 /075 % o AE— BB SL i
&Y, CDI6+ LI B B D 2 D50 % k= — R, &AW A, E0=/, 2/ R,
2R, BN, BB, B E D\ JE A S E TR R, AIACD 16+ B AZ 41 A
CD16+4h JE AL FRAZ 4l

[0012]  FE—esgjfi )y S, 2 /b — Fhar BRSPS B K 3 FH 2 /D — I ik g
JE FEAR o AE— e ST 7 B rh , 2 /b — Pl FERUSRR S KPR AR 2 202096 o /£ — B8 SK T
Ep, B —FhE BRI S KRR AR 22050 % o 7R — R8sl 7 R, BTk 20—l
PR WSObR 3% B CTXFITRAPSD o /£ —2ESL i 77 R, Bk &8 /b — Bl B UPR B 9 CTx
[0013]  FE—Uespjf s &b, fEH—RE 2 WA, 2 0=/F, 2 bIUE, 2 0—1H, &
ST B DTS AR B B 5235038 10 038 o R e I 2 Frif ik o 78— L5 77 £,
fEME R e 2= DU JE, 20— H, 2075 L 80 DA AR B Bk 5238 i 17
Re kI 2 BT iAok o 7E— BESK i 7 2, &S T 3mg/ kg F110mg / kg 7]  7E— LS 77 52
o, BIER AR LE PR 2 R T B K T 2R 78— B8 s2jif J v, P 440 () 2 8 30K
TAR AE—EESLNE T B, Tk HuAR I AR T 16K o AE— B SRSkt 7 2, Al &N T
3mg/kg M 10mg/ kg 7] -

[0014]  FEARSCHTA T ERIAEAT S 7 S, AR RN/ B R FEn] B N I 4544
[0015]  fE—Uestj iy B, EHA S 5% ESEQ 1D N0:9,11,13, FI39F 451 & 71 & /b
90% , & /095% , £/97% , £ /99 % B 100 % FHE K 3 A —EesE i F B , RS S 5
EHSEQ ID NO:10,12,14, f46 2= 52(1) 552 /090% , 2 /95% , /097 %, £ /099 % B
100 % AHIF 1 31 o 75— s 7y Brp , R A 5 A SEQ 1D N0:9,11,13, FI39ZE4A5() ¢
HF/90% , 2 /095% , /097% , B /99 % 5 100 % AR 1 FP 7, 3 Hit e & 51% H SEQ
ID NO:10,12,14, Fl46 =520 FEA £ 1090% , & /095% , & /097% , % /1299 % 5L 100 % AH [H] (]
3

[0016]  #E—LS2jfE 522t ,HC CDR1,HC CDR2AIHC CDR3A & —4HikE UL FHIFEF: (a)
SEQ ID NO:15,16H117; (b) SEQ ID NO:21,22F123; A % (¢) SEQ ID NO:27,28F129, 7 — 1Y
SZjfi 7 %9, LC CDR1,LC CDR2FILC CDR3AUFE—43EE UL R FF3): (a) SEQ ID NO:18,19
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1205 (b) SEQ ID NO:24,25F126; LA & (¢) SEQ ID NO:30, 315132,

[0017]  AF—osififi 5 b, B4 5 HC CDR1,HC CDR2FIHC CDR3, H:rf BIFIAHC CDRI,HC
CDR2AIHC CDR3E & —4likH L W F%): (@) SEQ ID NO:15,16F117; (b) SEQ ID NO:21,22
1235 LA Sz (¢) SEQ 1D NO:27,28F129; FF HAE#EAL S 1L.C CDR1,LC CDR2ZFILC CDR3, H 1 Frik
LC CDR1L,LC CDR2AILC CDR3U & —4Hik 3 LA FHIF%1: (a) SEQ 1D NO:18,194120; (b) SEQ
ID NO:24,25H126; L & (c) SEQ ID NO:30,31F132,

[0018]  7F—dbsjifi b, Fiik & EEEA R, b ik ik 4 . () B8 5SEQ 1D
NO:9%/095% , 2 /097% , 22 /099 %6 B 100 %6 AHIRI 1) /7 FI I B BE A1 5 SEQ 1D NO:10% /b
95% , & /097% , & /199 % B 100 % AHIF 1 P A 55 s (b) A5 5SEQ 1D NO: 115 /095% ,
2/097% , 2 /099% 8100 % AH A 197 I R & 5SEQ 1D NO:12%/95% , % /b
97 % , 27199 % 8100 % FH A ) 7 FI R 55 5 (o) B 5SEQ 1D NO:13%8/095% , £ /97%,
#7199 % 8100 % AH[A 17 I EEE A1 5 5SEQ 1D NO: 145 /95% , £ /097% , 2 /99%
o 100 % A [F] (1) 77 2 1 8% (d) 98 5 SEQ 1D NO:39%  /95% , £ /097% , & /099 % Bk
100 % FHIF 4 77 71 [ 55 F1 60, 5 5 SEQ 1D NO:46%/095% , % /97% , 5 /199 % B 100 % #H
F 1 7 5 s (e) 347 5SEQ 1D NO:40% /095% , % /97 % , % /599 % 57 100 % A1 [F 1 )¢
FI) () BB AL & 5SEQ 1D NO:46 % /095% , /097 % , 2 /099 % 5 100 % A [ 1) 77 71 14 4%
B, () 5 5SEQ 1D NO:41 % /095% , £ /1697 % , & /199 % B 100 % AH [F] 1) ¢ 51 i) B2 4 A0,
FHSEQ 1D NO:46%/095% , 2 /097% , 2/099% (100 % M IF 7 7 2%t (o) B85
SEQ ID NO:39%F /195% , F /97 % , £ /1299 % 5100 % A [ i 5 31 1) = 4% A9, 2 5 SEQ 1D
NO:47%/0:95% , & /097 % , 271299 % 5100 % HHIH 1Y 77 51 1 #6585 5 (h) 2% 5 SEQ 1D NO:40
#/95% , 2/097% , % /099 % B 100 % HH [F 1 F¥ F1) 1) HAE A& 5SEQ 1D NO:47% /b
95% , #/097% , £ /99 % B 100 % AH R () P F R % . (1) A5 5 SEQ 1D NO:41%/95%,
F/97% , 27099 % 5100 % AH[F 1 7 2 (W EEE A & 5 SEQ 1D NO:47%/095% , 2 /b
97% , 22 /099 % B 100 %6 AH A 1 7 1 ) 88 5 DA A () A5 5 SEQ 1D NO:42%/095% , %2 /b
97 % , 271299 % 1% 100 % #H [H] (K] 3~ 5] [ B BE A0 & 5 SEQ 1D NO:48%E /095% , £/097% , &
1299 % 5100 % AH A 1 7 51 ) 42 8E s (k) A5 5SEQ 1D NO:42%:/095% , %2 /697 % , #7599 %
Y 100 % A8 [7] 1) 77 F1) ) BB A6 2 5 SEQ 1D NO:49% /95% , & /097% , & /99 % B 100 %
FHFI R F R 88 (1) A4 5SEQ 1D NO:42%/095% , £/097% , £ /99 % 5100 % A [H [
FEHI BRI 5SEQ 1D NO:50% /095% , & 797 % , 5271299 % B, 100 % #H [ [ 77 51 1) 42
B (m) A5 5SEQ 1D NO:43%/95% , £ /1697 % , & /199 9% B 100 % AH [F] 1) ¢ 51 i) B 4 AN A0,
FHSEQ 1D N0:48%/095% , % /097% , 2/099% 8100 % M IF P FIM B4 () A5 5
SEQ 1D NO:43%F /195% , F /97 % , £ /1099 % B 100 % AH [ i 5 51 (1 = 85 A4, 25 5 SEQ 1D
NO:49% /95% , £ /097 % , 27199 % 5100 % HHIH 1Y 2 1 i #2855 (o) 25 5SEQ 1D NO:43
#/95% , £/097% , % /099 % 81100 % HH [F 1 7 F1) 1) HEE A& 5SEQ 1D NO:50% /b
95% , &/097% , £ /199 % BL100 % AHIF 1 JE A K #5E s (p) 5 5SEQ 1D NO:44 % /095% ,
2/097% , 2 /099% 8100 % AH A 197 I EHE A& 5SEQ 1D NO:51 % /95% , & /b
97 % , /99 % B 100 %6 AH R (1K) P P I 8% s (o) B35 HSEQ 1D NO:44%/95% , £/097%,
£ /1>99% B 100 % AH[F] 1 7 ) EEE A4 5 5SEQ 1D NO:525/95% , £ /097% , £ /199%
%100 % AHIE () P2 20 ) 42 %% s (r) 48 5SEQ 1D N0:45%/095% , £ /097% , £ /099 % 5k
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100 % AH[A] 1 ¢ 21 ) B % A4S, 2 5 SEQ 1D NO:51%795% , 2 /097 % , £ /99 % 5% 100 % 4
5] [ 2 B (R A s B (s) 3.2 5SEQ 1D NO:45% /095% , % /097% , %8 /99 % 5100 % AH 7] 1)
FEFNR) ERE RIS 5SEQ 1D NO:52%/095% , /097 % , 222199 % B 100 % AH [F] Y 7 B A 42
B

[0019]  FE—ueszjfy &b, PUiAE & EEEMEEE, Hh rid ik s : @ 852477
SEQ ID NO: 15[ # %% (HC) CDR1, B A5 7+ 51SEQ 1D NO: 16f{JHC CDR2, F1EA FEFISEQ 1D NO:
17fHC CDR3[ HE 4k 40 & A FHISEQ 1D NO: 1811 5:%% (LC) CDR1, A JFHISEQ 1D NO:
19fJLC CDR2, F1EA FEFISEQ 1D NO:20fLC CDR3[K42%4E; (b) A8 HA FEFISEQ 1D NO:21
() F 4% (HC) CDR1, ELA JEFIISEQ ID NO: 22f¥JHC CDR2, M1 E A JFFISEQ ID NO: 23(¥JHC CDR3
) BB s FIAL & B P FISEQ 1D NO: 241 424 (LC) CDR1, HA FFISEQ ID NO:25[JLC
CDR2, FI A 7 FISEQ 1D NO:26[LC CDR3FIFEHE ;5L (o) A& HAJFFISEQ 1D NO: 27 &
% (HC) CDR1, B A7 JEFISEQ 1D NO:28[HC CDR2, FIE A FFISEQ 1D NO:29fJHC CDR3[E
B M5 BHARFFISEQ 1D NO: 309 %2%8E (LC) CDRL, B/ FFFISEQ 1D NO:31fJLC CDR2, fll
HAJFFISEQ ID NO:32[¥LC CDR3[I 4%k .

[0020]  7E—SLspjEy R, A S EREAREE, Kb BTk fiik a5 . () 5 5 5SEQ
ID NO:53Ry EEEFNE F T FISEQ 1D NO:60f42%5E; (b) A& /FFISEQ 1D NO: 53 H & A1 A,
T FPFISEQ 1D NO:6 1) 484E 51 (o) W& FFISEQ 1D NO: 58 H A% F¢ ISEQ 1D NO:
65142 HE  7E— LSl R, JUiR A S EREAT R, b A BiiA B S (@) HFFISEQ 1D
NO: 534 Bl ) FE 85 AR 7 F1ISEQ 1D NO: 6020 i #8585 ; (b) B FISEQ 1D NO:534H pli ) FE 5
AIEH 7 F1ISEQ 1D NO:612H i 2 %E ; B (o) HH P FISEQ 1D NO:584H ffe 1) # E A HH /3 51/ SEQ
ID NO: 654 B 1) 52 5 o

[0021]  FE—2esiif Ty b, Puas o NIEALTUAR o 75— L SL 77 R P, B IE H Fab, Fy,
scFv,Fab’ fll (Fab’ ) oo /£ —YESLiE 7 B, JUAR N R & PUAE 72— LSSl 7 = b, ik B
TgA, TgGAT gD fE— e SLji 7 2 , FAA A TgG o FE—LesL il Ty S, HiAk eG4 . fE—BEsk
Jite 75 B, JuiR ONTE F D — AN TG4 FEHEE B X HP AL &S24 1 PRAF [ TgG4

[0022]  7E—UEsijiiJy &b, kg A ACSFIRFN/ B4 & B BBk (cynomolgus) CSFIR. 7R
— LSt 5 e, BUAARRE B AR 45 A CSF IR o 7E — BB S 75 &, AR AT BE T CSF LA /B TL-
34454 CSFIR o AE— et 77 22, HUARPA W CSF1 5 TL-34 P35 454 CSF1R o £ — LE S 77 52
PR B ECAAR S S CSF IRTEFR AL o 78 — LS S 5 & v, LRI I CSFLAT /BRI L-34%
[FICSFIRMEFR AL, o 7E—LL S 77 S8 7h , Fuik 455 A CSFIRIIZE RN 77 (Ko) /N T 1nMo 7E — £E 5L i
JT R, PUAAECSFLBLIL-3447 75 T 41 B A% 40 MO BE AN/ BUAF IS RN

[0023]  7F—LLsEht )y Zrh , fefit— P & 45 & CSFIR FUER I 23 51

[0024]  7F—tosgfi Jy g2, 3R 5 45 A CSF IR HUKR I L &4 , HH T8 7 ABLEh I
T3 AE— LS 7 S, 3R LA A CSF IR BRI A5 45 A CSFIRM BUA R A4, T
1697 NEEB W (S8 KA PRI R I TT

[0025]  fff [ faj ik

[0026] P& 1A-Cox an s it tsi 1 o s i B9 A JR AL B huAbl 22 huAb 16 % H 1) A Y40 B 55 AT
A XY Bl 6T o IR 7S e N 52 A 1 20 o (549 728 ] AH R /) B B R ) L PR o

[0027] | 2A-CE R WsE i 1 v i I AR AL BT huAbl = huAb16 4% H I ARG 32 8E ]

7
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A5 X LR o AR S 2 PR A N 252 44 75 21 0 A8 [l A IR /) B B ) e 2

[0028] [ 3A-B Y2 7 1 S Jith 45 2 P ok, DAAR 7~ B9 770 & B ok it B 2 5 AN L& huAb
(“FPA008™) )5 B o

[0029] K4\ 7~ dnSE g 2 Bl ik, DAAR 7 (%) 77 & 5 it FH 2 s B B A AN R I huAb 1
(“FPA008”) )5 R

[0030]  [&]5A-B Y7~ s i 451 3 BTk , DA bR 7~ ) 771 SR e FH 2 i (A) AR AT B 4252 22t 7))

[¥JCSF R AZ A3 1 (b) 1R P RE 252 huAb L [ CSF1 &1 32 4 Hh B LIS CTx K o

[0031]  KEI6A-BIE R A S it 491 35 ik , DAAR 7~ (1) 35 & B it 2 S5 (A) AR ] RE 4252 e JRL 7]

[¥JCSF R AZ A3 1 (b) 1R P RE 252 huAb L [ CSF1 1 52 303 H (1 L7 TRAPSb 7K F

[0032]  [&|7 & /s sk a4 o B il , LA BR 7R 9 50 & 5 o 2 JE B A B 45 25 7 4 (B4

R AThuAbl —3) (1523803 AR A L CD1 6+ B AZ AT ML I FEL 40T

[0033]  [&[8¥E 7~ sk it 4514 H BT ads , LABR 7 (1) 57 & 50 o) 2 JE B I B 45 25 0 A (B4

22 R huAb1 —38) A B 32K B 4 ML CD 16— B AZ 4T .

[0034] [ 9A-BE /R AR ] A4 52 huAb LIF SZ 13 i () (A) L5 CSF LA AT (B) ML 75 TL347K
[0035]  &] 10 7~ AH B Y JE e FH PR ) 2 Ja RS R (A1) MIRARE (LR ) $

huAb 1 I [] () HL 7B A

[0036] K11 E/R"MiflhuAbl (“FPAO0S”) 2 J5 i 5 B 35 Hh R 2 L CD 16+ B A% A A (1) 9k 2>
[0037] K128 /~"P5fhuAbl JERAEZE R JLCD 16+ AZ 4RI k2D

[0038] TEIA

[0039]  $RULVAITRIRIN 712, AR i F 45 & CSFIR, 3+ HEH Wi CSF1 A TL-34FCAR 45 & 1)

FUE . WA SC T8 , 45 4 CSELR, Ff FLFE BT CSF 1A T L-34FC A& 25 & (R AR A 80697 25 RIE

RN 98 o A B 3 R IR A N it FH b S Ak 2D £ B H CD 16+ 41 JE I FRAZ 40 BRI 2 H , (H 2
SEZMACD 1641 & I 5 A% 41 B 2 B - CD L6+ 71 Ja] I 55 2 1 o s o 5 8 i MR P SR Az i o 2 I

#WiZiegler-Heitbrock,J.Leukocyte Biol.,2007,81:584-592, E ARG HT & T 1) & 8 4

Jite FH S 2R AR 9 A CD 16+ S AZ A (1) 50 B 5 {HR& 70 N W08 21 1) 285 SR 5 7 A J e o 1 20

FHEE 52 B PE Ho -7 R K o S, DL SR Img / ke, CD 16+ 4% 41 a5 H 52 31 52 5T PEFR

HIE % /b — & A 3mg/ kg 77 & , CD16+ A% 40 M 25 B 52 1) 52 5 14 BE #0158 22 /0 Y & , i B 77

10mg/kgBAFNCD 16+ Az A My B 18 2 /b )\ & o 1 H. , i) A\ Jite A it 2 B idc i B AR L3 CTx K

H 275 ] fL G TRAPSb A - FEARIK i Hy , =38 B BRI R B 5§ 2, X e 45 4

TN A CSFIRFFFAWTCSFLANT L34 45 A 1 Budd £ 42 PAAS KM 1 77 & 45 24 4 28 R

KT RARIRTT -

[0040] ¢ B FHIW) 5 1 bl A T4 23 B 1, I ELAS B3R A R il BT o 2 AR S 51 A

(¥ BT E 225 SCk (BRSEFIRE R A AR) #LL 51 77 s AR IR

[0041] /‘\HEX

[0042]  BRAE S3405E S, 75 W5 A B SR I AE FH IR 2 A AR AR TE 1 HAT B AR S5 i 2

AN GLIEE BT BRI & S Be Ak BREE 7 A8 BR SCRT R & B3R B B e R 4, 9F HL

BHAREWGOHE R

[0043] 5 HHDNA, FEZE R G A A L5 = UL AL (B a0 F 28 L, B Bk e 4Y) , B I B2
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DA e AL AR S IAT FH 1 7~ A1 PR e AR AE AR AT 2 2 NS o V22 P e AR 3 J0 H A3 4
1A T SambrookZEMolecular Cloning:A Laboratory Manual (82f,Cold Spring
Harbor Laboratory Press,Cold Spring Harbor ,N.Y. (1989)) i, 4k, HTA4b22E 5k L
EAY R 23 A T M A 18 DA S SR VR TT B N PR R AE AR A 2 AT

[0044]  FEAHRIEH, BRAE SAMNRIAR , 75 WIAE A B 2 48 R /B o A5 2 FI R M RUR) £ R
(NS TE TN A8 B AN A B B R — AL B S RIS PR B 8 PERCRIZE R . Bh o, B AR 40
BAMRIA , 75 0 “EL R B CH A AR B SRS — MR e ER A 565 — 1 R
FITHER AT

[0045]  WRE AN F BT A, B AR R AME R, B WRLN R EE SRR A LR & L

[0046]  RiE“BEH T 5 “ZRER ol L, L ERZTRE SV ik %8 5%
BEWT &G R/ BAE KRR Z R , I HAAFEASEE T-DNA, RNAFIPNA . “I% 8 7 51 A& 45
TRIZIR 7 F B 22 RN & MAZ R 771 .

[0047] RE“ZH 5 “EARATHEHEHTHRADAERZRERESY, IFAARTHR/DK
FE o TR EAE FR iR I R A W mT & A RAREAE RARE L IRk Ak , 9F H A FEE AR T 2 L R
BRASH R IR, K, R AR, =R B2 Bk &K EA RS H A B E BH Ik @ SO
o RIB WAL 2 JRIG FRIE JEE 1, B Wik 34k, ME VR IR AL , Z BEAL , BRIR AL 55 . IE A, T A
REARIE R, “2 K ZA8 AR R IRT IS, andi sk, i A B (76 B 28 L p i 2
TRap PR B8 E BT, B2 Fd & B FUR 7 T 5 5 MEED A] o X Sz AT A] oS ) , s it g
LGP R, AT AR SR, i e AR B A R A 0 SR T H IR T PCRY B 1 A %
[0048] R “CSFIR” FEARSCH A& A K CSFIR, HATFENA i ECD , 5 I 5 #3141 g 1 7
R 45 40 38, A BORNAR S 1T 57 9 o 78— L SK i 77 8+, CSFIRZ B AT Z L L /7 51 SEQ
ID NO:1EESEQ ID NO: 2] ACSFIR.

[0049]  tnA SR FHEI A S “CSFIRANM AP 25 #9387 (“CSFIR ECD”) /2 Fa i = 40 i py A i
L5 CSFIRZ Ik . CSFIR ECDALHERE W% 45 & CSFIRM /B IL-34 )42 K CSFIR ECDFICSF1R
ECD A Bt o AA=KCSFIR ECDAEA SCHE SUNALFSEQ 1D NO: 22 R 1 22512 (HD A5 /T 5
FP)) BRI 208512 (RIBRZ /T T 7 51) o 7E— 252l 2+, ACSFIR ECD A BiAS 5 SEQ
ID NO: 2% FZ 204506 (Z WLSEQ ID NO:5) o 7E—Les2ffi 5 &, ACSFIR A BXAE & ik R
507,508,509,510851 1 &b &5  fE—LL5L il 77 2 Hh , T EEFRMECSFIR ECDEL & /7 #ISEQ 1D
NO: 7 (BRI S/571) BISEQ 1D NO: 7TfE 205506 LT ST ) .

[0050]  SC-FHUCSFIRFUAE , RE “HIGPEM” B VEPE” B “ThEe” M EE B E A T8
AR ] (BELWT P2 Bl A oM k) BB R Gsh k) &2 /b —Fh LR yS R ST RN B
Dhee e I puiR fpu i i BE R IEAE T 2 Frid PR

[0051]  “fpy&” WG PECUR PR RENE 5 S 77 AR BT 0 HE R IR RARAFAERICSFIRZ IR BT LA O 3t
JR R AT (A

[0052] A SC A FHIG AR 38 “Huik” =2 456 & 81 20 B AR X (CDR) 1, CDR2FICDR3 LA
JRHER) 22 /DCDRL, CDR2FICDR3[ 43, Horh ik 4 FRe 8 45 S - RE DR B {H AR
TR S AR I A B, WFy, BL8EFv (scFv) ,Fab,Fab’” 1 (Fab’ ) 2o REFUAHAFEHEHAIR
T AU, NIEALTURFIa/ING , A, ST EERRAESE I 5 PR R S AA

[0053]  7E—esjifi Jy S, Bk A B RE R AR X AARBE A AR (X o 7E—EE S 7 R, Bk

9
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5 Z DN ERE R AR X A E D—E o EREE X, LR R DS R
AR X R 2 b — o R R X (AR A — sy B, SR B S A R, Horp S R
£, 7 AR AR XA A D —E o AR E E X DA AN R BE, Horh S R S B EE T AR X AN
F B R B X AN A SO S BABEF Y (scFv) B S B30 & A 4 35 7SN CDR (A4
FECDRAN =AM FECDR) 1 55— 2 IKBE M AR e hu ik Mo By AR 8 o AE— LL ik
SEHE T G, A S BRI AL S = AN EBECDRI XI5, 1T 8 AL BUAR I A, & = AN BECDRIY)
X 3

[0054] AR ST Fiy FHI AR HE “HEE ] AR (X & 4R & EFECDR 1, HEZE (FR) 2, CDR2, FR3FICDR3
(P IX ko AE—Se s 7 S, EBE n] AR X A & 2 D —F A FRIA/ B E /D — 59 FRA o 7E —
e st g & oh , HAECDR1 X B T-Kaba t5% 326 2235 ; B H#ECDR2X} N T-Kaba t 7% 350 %65 ; 3 H.
HEECDR3IX N T Kabatb% 39558102, % W #l WiKabat Sequences of Proteins of
Immunological Interest (198711991 ,NIH,Bethesda,Md.) s DA S &1 fF— LS /7 &=,
HHECDR1 AT N T-Kabathk3E31 5 35 ; HAECDR2XT N T-Kabat %3504 65; I H B H#ECDR3XT W
TFKabathkH95%102,. % WL .

[0055] AR ST Bfr FHI AR HE: “EE B E 58 X7 A2 P 75 3 /0 = AN EE BEAE e 45 M3 Cn L, Cr2 FACn3
(%) X 338 o =1 PR 1) 12 497 A B B i XAy, S Tao AR il PR s 451 P B 1 X A0 e AU
W o £ EEAE T X0 BT B[R AP A 2 0k U, B v fE e X I P4 A2 TeG ik, 5 6 H E X
(R FuAE A& TeDPuAR , I HAL Brafi g X [ i A& TgAfuAg . th Ak , A0 Brudfe g X I F g /2 TeMat
s, 3F HAE e 8 8 X I PR & TgEPT A o FLLL [R)Fp Y m] 3 — D B Bl 28 25K U, TeGht
WAFEHEAR T 161 (B v fEERX) , 1g62 (5 v AHZEX) , 1gG3 (L7 v 3fHE [X) M
IgG4 (075 v o1H 8 X) Pk s IgAHUAR A FHAR T IgAl (B FafHE [X) FT1gA2 (L axfHE
X) $4d s 7 H IgMPT iR OFRE AR T 1gML A TgM2,

[0056]  fF—LLsijfiJy rp, HFEE B XA B — B AN AU 7 B F5 R AR R AZ (BX
HUARD) S Bk 2k o — R R il P73 91 PR AR 72 TeGA B BE X, (FE1H 58 45 M Cnl 5 Cu2 Z [A])
[11S241PRAE , HAT 1gGAKE 7 CPSCPAZ Ay AL T TgG 1 H (1) AH B2 /7 () CPPCP o £E — S8 5L Jjf 7 58
AN KA S gGAAR T FE 5 o 2 W WiAngal %5 Mol . Immunol.30:105-108 (1993) ;
BloomZ% ,Prot.Sci.6:407-415 (1997) ; Schuurman® Mol . Immunol . 38:1-8 (2001) .

[0057]  fAR SC A IR E “H 8™ 2 a0 & 2D EFE B X A BT 5 P51 £ ik 75
— LSRR, B A B D EEEE B X A ST AR E “E K EE SRR
B HL R ] AR [X RN EL R E E X A B RT TR A 2 K.

[0058]  fAR ST Hir I R HE e n] AR X & a6 & 32 BECDR 1, HEZE (FR) 2, CDR2, FR3FICDR3
[P IX 35k o 7E— LE i 7 v, 5 ] A8 (X A S PR LRI/ BFRA o 7F — 85t 7 2, F2 BECDR1
% B F-Kaba thg 24 % 34 ; R EECDR2X B T-Kaba t 7 50 256 ; 7 H AR BECDR3X B T-Kabath
JE89F 97, Z N liKabat Sequences of Proteins of Immunological Interest (1987l
1991 ,NIH,Bethesda,Md.) ; LA &1,

[0059]  fiAR ST A I ARGE “BR B4R e X7 2 Fa 0 2 42 Bl 18 5 &5 A CLI IX 3k o AR PR il 14 7
1) 11 e 1 [X L FEA AT

[0060]  fAR SC A FHIF AR E “RE” 2 a0 & 2R EE A X A e T 5 7511 £ k. 75
— e T b, BEEE S B D R R E E X AR SO RS “E KRR R IR

10
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Bt ] AR XN IE E X A BOR RT3 P A 2 K.

[0061]  GAR SR IV R A 3" B 4e A & 20—k B Bk G/, KR, S EERR
M5 ] AR X R A > —AN ok [ 88 R (A, SR BRI ) K18 8 X I P iAo 75— LE 5 it
HEF, RETIEREEE D AN AT X E DA NHE X A — S8 SL il =, ik A
PURAL & & D — AN E R 7] A8 XOR1 22 2D — AN NAEE X o AE— S5 77 R, i A P
AL AR FT AR & D — AN/ NESE X o £E— S T 2, A DU ) 4 m] AR
X # K H 5 —P R, I Him A Ui 456 1E 2 X ok 5 58 4 Fh.

[0062]  fASCRT I “ NURAL B & FE 4R A AT AR X (U HEBE X b (1) 3 /D — AN R R R T4
SR N AT AR [X A B R PR R A o A — BB s b, ARk iR R S B — A
fH 2 X B 7 B A — Se sty B, NP EFab, scFv, (Fab’) 255,

[0063]  f A ST I “CORBEAE IUAR” 248 55— CEN) #Fh i B kb2 X (CDR) T4k T
% (O DRI HEZLIX. (FR) BRI NV Bk .

[0064] A ST A I “ AP & F8 E N = ik, /A8 N g sRE 0 A E R EHEA
4 (W XenoMouse®) H 7= A F i L AT AR AR 732 (o B 44 e 7)) Je B i fd , 1
HT AR TE R R T A skE D 771,

[0065]  AGE “Hi TP A" 2R T 2 IRIINR im0 A B T 2 Ik B 1 L3P 40 73 WA 1) =
BT B o 50T 7 5 AT AE 22 K B FLah A A0 e Bl S 244 , ORI T BRORCEVER (1 5 . BTS2 T
T R A R, e AT mT S5 e e 2 0 8 1 ot YR B R R o 7= 0 VR RT3 7 1)
FARA IR T IR T T 751, 49 Wi 4 AR BT N 88 A0 B8 /T 37 ZIR 2 5. J7 F1ISEQ 1D
NO = 37014 o A= R il 12 7~ 46 PR 152 B A A 6 s B 1 S R 227 81 o AE— R STl T R, 3
PSR Z 1T TP A AL —ELSLE T R PR & 2 A — Rl ik 3 RIRBUEET T 5 FI 0 7 R
ISR RS IS 2718

[0066] R “BAR” TR P g TRRACR B — BhEl 2 Fhn] 78 15 32 40 i b 3G 5E ) so bz
[N 2 IR 2 % H IR - BUAR ] BFE DL T b ) — a2 A B L, — FhEi 2 P
B A5 2 kRIS B 8% 771 (B o shFF0 /B8R 1) , fl/B— Rk 2 Rl Pepnit 2L
(B g oA 2 ik 2 DR AT AT AT b 6 s v (R R (R 49 G B2 LHE T ) o RAE “RAk 3%
A7 e s T 778 40P RIA B AR 2 IR B0k .

[0067]  “f 4" A& Fi8 P N B A BARB 2 B 1 2 4% BRI B2 2 B A0« 1 241 e T
SN T AZ T O T A% T M o s 051 2 A 2 A S i L S A A, s R KSR B ER e R K2R
VIZm A s T A, QT RE S A AN A s DA B HR A BB ] 127 91 PR SL s 4 i L S (E
ASBR NSO i, PER.C6® 4 (Crucel1) , BA K 293 FICHOLH Ja F1 & AT T 424 , 43 il 4l
293-6EFIDGA4 4T il .

[0068]  tHASCETHMIARE “T B 2o Fo 52— R elEAARA P52 —&
RILEIH 5 43 85 28 BR UL, 2 2 BE -5 B 7 AR BT A () 4 1) 22 2 — B2 43 4 S ), ‘B RRN
OB CUAERIL 2 I 2 K AT 3 WAR , AT S A R 2 IR IS TS AR e B AN A
HE A B AN BT BT IR 2 IR S, 2 A% R AT B A S T I R AR 1 AR S s R TR BT Ak
K Z 12 R (TEDNAZ I IR AR DL, 481 5145 2 DR L DNA B ZG R ARDNA) 11— 549, B
WIFERNAZ AZ BRI LT, 5 e = AR BT b I A0 i 11 28 /> — S8 20 4y 93 BB FR R “or B 107
DRI, 7678 32 40 M P R AR Hh B I DNAZ R B IR FT RO “ar B 17, R BT 2 i H IR 1R
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H AR T A WT IR 84 RO AT .

[0069]  RiE “S2E" 5 “HBE AR ] B THRARN AL Ty b, e it
1BIT HEW LB I3, B ik A sh W s (AR T me 5 304, 36, Wk s, KB,
SR, A BB, RV SRS WL £ RS, iR FLEh P Sk 5 = Eh A AL S K
&, W LR B sh ) e FLEh ) A -

[0070] AR SCAr A, “FE B PR OG22 B “RA™ 2 45 — P T MR 4 20004211 1) 38 [ KUAR o
54> (American Rheumatism Association) RAZ:ZEHE N BATAR] ZALLHE N2 W 1A 58 BTl
0L o E—LESEJ 7 2, RE “RRIBME Y 287 2 48— MRRAE = 248 TR W4T B O
JBD) SRE 12 M B AR S PR , FL AT R EOC T s , AT S BUE R 0R , DhREE R AR BE
DR NRAT] 20 B AR ) 21N 28 B B0 B Ik, B RO , B LR 4 B TR0

[0071] ARG “FEREME I R AAFETE B A1 5 HHARA, 17 B AR ATIHRA, 207 P g
N RAR AR I 45 78 AL 46 S AERAH F AR AN AR A YRR I 0 R 14 50 7 i o 38 0t il T -
SR i) (PIP) S LA S B2 45 (MCP) , Jgi, BT, I, BRAT Bhak (MTP) S5 i) 474 1 i ik B 2 T4
TR b K o o T8 B 1432 Bl 5 9 22 29 719 28 8 1) e R Nt , FF L 98 8 RN 465 40 AR T2 5 PR 1
S RIS 1 1a )VE T o« JUR AT AR A A H5 T P8 AEMCP X 19 AL 1 RUB Rt » i B2 i, BRMCP
FAPTPICH It A2 il , Ak 25 il 224 , A B AL~ B A7 o 8 RAR 52 3038 AT W e i el 2 P e
RIEZ5%) (DMARD) A1/ B 3E S [&] BV 28 254 (NSALD) B A i M o AEFR 1 P72~ )14 “DMARD” 43 45
2 A 2 (hydroxycloroquine) , IR &M LML ¢ (sul fasalazine) , FFZ WS MTX) , REAKEF,
WARPE L (etanercept) , FERAMHE HHT (infliximab) (INZE AR TMTX) , KGR IEERS , D-
B &M (D-penicillamine) , & #h &) , &k (WIAA) , KB E (minocycline) , AR
(BFEF I RAM R IMIAR) , M4 BRE & H A (staphylococcal protein A) (GoodyearFll
Silverman,J.Exp.Med.,197 (9) : 1125-1139 (2003)) , f0.4% F Sk FIATAE M5 MR U5 A K BH 1)
BN NN (7 Bvivke e 1o == = = O N 1 D o 1 A e (1D E R i i R B e
0, A1 /BT IA AR H A (adal imumab) B TNFF TR VE 7 45 A 784 ION. 2 o

[0072] A “VE Bl PSS AR 14 9% 1 487 1) i3 A2 F5 B A B PR T B AR PERASE IR ) J8 53
A FUHNE S SRR T R B SR R IR 198TAAZIT I ACR RAZ S HE N2 W A
HiE S HERAZ D8 FMHAK T A4 [ I L2 57 3 2 o

[0073] A “FLHASE KB ME ST 287 [ 32 30 2 MR 198 T 1T HIACR RAS: S HE N2 W it
HRAZ DSJEEA K TAFE L7 i 3 RABFE B W1 T DA R AERA ,, T /D4R KR P 0T 4
(JIA) B /D 4ERA (JRA)

[0074] A “WIHASE RIBMEICTY 287 (1) 3 A A 58 A7 /2 ACR RATZ BT #E M) £ RA%F
S TS A ARl (g CCP AL R Ar) A AR FIHZ KR T R AN B ENAG 2K
PEIRFT 5, HW AR IZWARA, - H AT 5 I B EACRE WIRAFR /&1 AU T (95% Al BE 1) 1
HAT A PELCCP IR (1 2

[0075]  “SCiifh” 2 hig) B XA, JE H 24— e DRI 7 (R 4E 4
25 20 23R ) B 5 BUER 73 B5E A R S HE v 13455 60 5 A AR s DR 1 465 A+ R/ B Dl e 44
I H AT BT A B TR/ R 98 o & AN INBR it A0 65 5 2808 P 5% 15 5 0 DA A2 2ORE T
IR BRI AH DB 28 E M 2C 795 9 LA A AR 280E T 9 79 9 s Pl B0 99 19 49145 o XA % T
FEARTIRR R, 01 A4 S % P, JUHE IR T 28, I HL e U HRA BI AT o 7~ 481 1 B 2 o IR A 968 =
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A PO 28, RRIR IS % (BT D RAMERA, FADFERER MR R JIA) , FIF DA
FRIBTERTT R (JRA) ) » S 5B B, an2te XU PR v i 2%, IR XUEROTE JRUIEE DR 4 48, S PR e 3 R
9, PP SORE PRI 2%, ABA MR I 28, TR I 2 (15 A IR DR 1 48, AR L R o079 28, e &5
PERHT 28, SRR 28 (Lyme arthritis) , BARTEIRHT 28, 2 RO M OC Y 28, B3 /R IR
(Still' s disease) , HHEIRT 2, B IR B VEREAT PEICTT R, TR 28, BRIk
M2 VDT 5, SOSLPEIRTT 28, A48 O T 48, MEWER Bh 2k 509 4%, A ELVEE A 28 /R
SRR , BRRACA A RGE M B 44 G 0% M s, FIRAZK 1) 10 25 4= 8 Mk B 8 (R FREA
PR T I4 2%, I 4T 4EAL B 3R JRRIC ZE A 1E (Felty’ s syndrome)) o T ASCH ), 7T 4% (A0
IR MESI YD) B B8 TC AR5 [ G I S A% B R 0 50 A I 4 i, IF H AR HASR T4
WIFE , A HE R MEZ A ST, AR 5B 2 (A ) 90T (BRER ) L WL AN e & T 1
K, W 5EEZERT, B, B 2, B, T, 748, SO AL, (O F A2 R,
[0076]  ARiE “CD16+RIE & T8V AL AN RICD 16+ AZ 4 i 5 30, /- T B B AME il #5h4)
R 97 (1) 2 97 ot A6 980 2D CD 1 6+ B AZ 4 i 6T 5 s 2 g HLAT s 2 o« XS AR A AL 6l
CD16+ 9 RE I » A& e VR , S 8= 0, RO T IS  AE R L S 77 22, CD16+ 28 0
PR s 048 A i 97 R B4 7V 1 SO PR o FE BB S e 7 22, CD 16+ 28 i MR o A0 &
B Z MRS U MRS U PR 09T 28, B (MERA U1tk 2 R PR ALRE , B 2 S MR, FR (s
PO JERE T 99 » FR 2 IES Bt M v I DX, PP A 70 PR W g AR R MO e 2 4 Rz 8 o AE
BOS 7 SR, B R A BT R S R AR 5 T A8 1 FR A e T s ) R RO R R
WEES AN 58 4 e N 3 B R e AN 78 40 OB

[0077] AT ARYE A A G 7 B CD 16+ iE 1 58 1 A AR AN R T 4 B PELL BRI , 28 RGE PE
KR, FHADFEMEIT R, T MRS, 2 5 PERIE (B 52 95) , 47 & TR 28 58 PR DL A2
(BRI, 2 RPELAR)  RAGEIRERAAE (Sjogren’s syndrome) , 4 B PEILE & , A
T4 » 19 A G 3 VRV TP 22 1 (B 38 A4 30 ML TR /D , B2 R MR AR T ML 20 2 1A BR) 5 1 4 7 95 148 A
AINKR Bk ZDRE Che R T AL/ INAR IR/ P S, S A 3 ) L/ INAR ik 2D ), FROIR IR 28 G B SR G
(Grave’s disease) , MEAK FIRAE % (Hashimoto’s thyroiditis) , T 24 bk % 40 ity 4k FH
DRI 5, Z 48 T BRI 2 5 B IR B S E o (B 223K'8 28, /NE M RS 22) , K
ORI PR F T BRI (0 22 R TR AE , 5 R MR I 8 22 R PR P 2 9 AR B AR AR —E2
£iGAE (Guillain-Barre syndrome) PA S 1% 1 58 iE PR MR B8 8H 22 & M08 748) , IR 9
(AL LR %6 (A, B, C, D, ERY I 28 A1 S AR SE i B R I 28) 5 B A Sy VR PRV Bl M I
9, SRR VRNV PRBEAY, , PRI ZF PR I 28 A AL PR A %) 5 28 EPE v (IBD) (LBt 1t 45
W 9 v B DO » % B RS R M s AR SR IG O (Whipple’s disease)) , A4 G B 0%
T B R CEL G Y R B R s » 22 TR MR 2L B A i MR B 98) 5 4 B8R , ook 0Tk 7 o
(e g, i B B 9, e VR R 5%, B ONISE R | i O 0 P s (R PR A SR M i %
FER PRI A YA A ORI 28) , AR A O (RS R AR E i rs £5m) » 44
1 (BLFEE A AL AR 4EAL) O i %8 s CELFE B0 ks B2 A A0 RS IR B ke i) » 512
B I, o LR ZE |, R0 785 I O P 0 oy A S 1) 0 L 285 42, B P ms (BB E T TSR JRO%) L 1A AL
AV Jifs 28 1) DA 28 PR A1 S 28 (BOOP) , IR I i MR £ A Ak , LI 4 BV AL 2% B AIE SR RJRE o
RN JE 5 o ALY PE B AR 35 PE PO (ATDS HIVIRYY) ,A,B,C,DIERLIF 4 , a5 , 4
BB, BUTR Y, J ML RN 27 AR UL

13
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[0078] WA SCHT IR “IR77" — ARG T TRIR T 5 B s AE T 7 B e (D) 0 i i 3
T IR B AE 1Y 77 16 TR P 1 G P o AR D B ST SR P, AR VBT i i A AT i FH B
Jite FELAET o A 458 N B0 L sl 0 ) 9 B 6 7 ) 9 LA 365 V00 1| B 2 1 i B o 8 5 T
B 58 A IR 0 » 1 e e 3 B IR BUR B BB AR, Ok L Bk AR D B s RIS AL R 5
B B T 6 ™ FERE AR ARTE VR YT AR YR AR AT R AR £ 7 R R/ B
RIS A A2, B BB AT BE P o 75 B3R T 3 AR O A RE & DA S A i) T 8 e
B TR R AE

[0079]  “KIW" 252455 SRR I, DA B Ui 1 24 711 DA fi 452 A8 KA S 17 49
AR AR GIEPE) o “TR) BR M2 TR AR AN T W SR BEAT , 1T AE AR B B2 B3R KR T
[0080]  ARIE A RE” BUVRI TR AR AR T S EH MR BURAE N Y& . A
SeSl b, A AR A AR AE RS RN E T HoRR S BN, A RGA O R VR T BT R 45 R
(K& o AR W A SLCSF LRI 1) ¥ 77 A7 R4 5 AR A0 A IO R 9 DL 4 16, 178 ] A B LA
LACSFIRGURAEA A T 51 Fr 75 SOBLIK B8 A1 PR 3R M A2 Ak o ¥ )7 A AR R 52 16 7 A
FIRERLLCSF I RGUA I AEAT 23 PEEAS AR I &

[0081]  “BiiifiAy RCE” R FRAL S AR T Haf s 2, A 0k BT /5 B A 45 R 1N &
M HAE AR PN B 6 A A PO BB T 32l b T LB iR A R E RN T

BT
(0082] b5 B & A KL T RIAL A HEZE AR AT G 1) W2 AL AE (61 it

[0083]  “Z42% [ Al 4252 B AR Se FR 57 Rl — AL A3 A, LRI Rl A T 1 32303 it 1
LI G W AR A Hh i M PR I B [ 44, - [ A4 SO SE AR 71, R RE R B2 o, T
B E ik o 252 b mT 252 B 3044 R A B FH 3R AR R X 4 32 38 T B, FF HL T 5 5 )
FE A AR - 225 B AT 3 52 I 3804 & T I FH A 70 o 20k U, an SR VR 7 AR 42 1 3 P
A HAR T Ry B R P B o A SR VR Y7 TR S Tl P T8 4 B A 3 AR B R %] 17 kT8 3K, 9 ELAS
FECEST AL RN o

[0084]  HLCSF1RFiiE

[0085]  HUCSFIRPUMAALFE (AR T N AL B, kA BTk, AN R Pk , N Bui e & A& 3¢
e I B BE AT/ B BECDRI S 44

[0086]  JRGIPE NV LA

[0087]  7F—SLsiji Jy 22, 3Rt 45 4 CSF LRI AN VAL K N IEAL A& VR VR 7 3+
DR AN VS A S B AR TR e 0 A AU N e N2 (T AT/ SR BT (HAMA) B2 , Firids
G 338 B2 ] 3 BN U IR T TR 0 S 0 L AR 7 A SRR A

[0088] == B fhill P 7= 49 e A VR AL B AR B0 48 A SCFT iR T huAb1 2 huAb16 o AERR il Ve~ 461 1 A
PEAL AR AT FE, 75 1% H huAb 1 2 huAb 16K 044 1) B 46 7T 48 [X AT/ 3% 1 huAbl ZhuAb16[1]
PO 585 T AR X I e o FE PR il P71 P AR B 5 A0 &% I SEQ 1D NO:39%245(1)
HEE AR XOR /B FSEQ ID NO:46 2521 5255 7] A% X K Fodds o 7~ 1 P A I AL Akt 45
EAR T 851 F0301,0302F1031 1 $ 44 B 5 CDR1 , CDR2FICDR3 , /B 8 CDR1 , CDR2
FICDR3H AVEAL T o

[0089]  7F—ubszjifi 5 b, AJEALFUCSFIRFUAR AL &3 90301 ,0302F103 1 L 1470 44 ) B
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CON 106795222 A w BA P

CDRI, CDR2FICDR3 /B A BECDR1 , CDR2AICDRS o ARRR il P 7 491 1 N VB AL FL CSF1RFUAR AL FE AT,
471 E :SEQ ID NO:15,16F117;SEQ ID NO:21,22H123; LA J2SEQ 1D NO:27,28F129(¢) & 4
CDR1, CDR2HFICDR3GE A () A4 o FEFR il 11 735 461 P N VAL U CSF I RS R A 549, 273 H : SEQ
ID NO:18,19H120;SEQ 1D NO:24,258126; L K& SEQ 1D NO: 30,31 F132f F£8CDR1 , CDR2 A
CDR3ZEA B Hii4k

[0090] == B il P 7~ 481 14 N VAL SLCSF IR SR AR A5 2 1 (1) EERECDR1, CDR2HMICDR3, LA
J4 i 4ECDR1, CDR2HICDR3EE & (BASEQ 1D NOZR s X T 131, 2 WK S) Hdiih . 1M 4T 7R
HH— T A6 P 4 A4 ) EE 4 CDR1 , CDR2FICDR3, LA S 885 CDR1, CDR2FICDR3

[0091] 1. EHEAIEEECDR

12/37 L

[0092]
T4 24t
Ab CDR1 CDR2 CDR3 CDR1 CDR2 CDR3
SEQ ID SEQ ID SEQ ID SEQ ID SEQ ID SEQID |
0301 15 16 17 18 19 20
0302 21 22 23 24 25 26
0311 27 28 29 30 31 32

[0093]  HE R PE A JRAL DA

[0094]  7E—Esja )y o, AJEALPTCSFIRGUA R & &4 51 HSEQ ID NO:9, 11,13, Al
39FA5H FEA R 090% , /091 %, £/092% , £/093% , £/094% , £ /095% , £/096% , &
97 % , 2798 % B A2 /99 %6 AH R (1) AT AR X H1IK) HEEE , 9 B H b Bridk Hi44 45 5 CSFIR. £
—BE St Ty Zr, AR PUCSFIRGUS AL & & H S5 HSEQ 1D NO: 10,12, 14, Fl46 252(1) 7
FIE90% , £/091%, £092% , E/093% , £/094% , £/095% , £ /096% , £/097% , &
198 % B &= /199 % AH [F] 1) T A% [X 3 B 1 2 55 , Hovb BTl 344k 45 A CSF IR 7E — 852 Ty &=
i, ANJEALIICSFIRGUA A5 &4 5% E SEQ ID N0:9,11,13, FI39Z 450K 751 % /90% , &
091%,%2/092% ,%2/093% , 2/094% , 2/095% , £ /096 % , /097 % , 2 /098% B 2 /b
99 %6 AH IR 1) AT A2 [X 7 B 1) 8 s S A 58 HSEQ 1D NO:10,12, 14, Fi46 521 771 4 /b
90% , % /091% , 8£/092% , £/093% , E/94% , £/095% , E/096% , £/97% , £/098%
8 22 /099 % AHIE 1 A AR X 7 31 1 e s Hoop Brid Bidk 254 CSFIR,

[0095]  fAR ST A A, AT A FAG G o SR M LR 7 i e o o 2 IR 1 5 R — R R R T 7 i an &2
/195 % AH A o 41 8 55 2 TP & 5 52 87 21 41 4095 %6 AR, [J] — M H 4 b 2 e S i
IR T A 2K AT E

[0096]  7E—esiiiJy S, AURALPICSFIRUR AL B 2 b — DA SCIHR I CDR B2 it
TE— 25 77 b, AJRALPUCSFIRSUIA R & 2 /b —ANE B A ST F S #ECDRL, A SCiHi8
(1) EHECDR2,, ARSI IR EEECDR3 , ARSI AR BECDRL , ARSI 82 BECDR2FNA S 18
(1) 42 #ECDR3¥ CDR o B4, 7E— 252 77 22, NI HICSFIRTUARAD B &8 b — A T A S0t
I CDRIY SR AZ CDR, He o BT ik SRAZ CORAH XS T A SCiH 8 I CDREL 5 1, 2, 3844 2 AL IR HAX
FE— YL T R, — AN B2 A U R B R 1 1 2 2 R A o AR ST AR N B ]
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CON 106795222 A w Bg B 13/37

5E CDRJT N $— N B 2 ANl A (R 7 PR 2 AR B AR, L AR FI0I B i 3 A O < MR S S R EUA R
AN 25 DR A5 G AR COR R A0 1 485 5 T I

[0097] 7= 1 A JEALHUCSE I REUAR AR A0 5 55 A SC PR B $0 4% 52 4+ 45 & CSF LRI S 44« A
I, FE— e s it 7 2 3R 5% [ Fab 0301,0302H10311 5 FlHSEEFablfy — 4 (BT R A A
HEE AP R s NP 4 455 CSF IR N IR AL FTCSFIRSUAA o

[0098]  JRHIPE N VR P E 52 X

[0099]  fE—2Lsiiif 5 Erp , AR SCHTA I AL RS — A 2 A AJE B X o 7F— k5L
T &, N EE S X EL A 1 TgA, TgG AN gD [E Fh 8 o 76— Lo sl 7 22 b, N AR BEAE
X A7 % [« I R PR Y o AE— LS 7 S8, AR SO B9 AJRAL AR & AN TeGlEE X .
15— ST 5 B, AR ORI NIRRT AN TG4 EHEE 2 X o £ — LL T IR st 7 %
o, ARSI IR B AR SUAR AR N TG4 1E % [X A7 S241PRAR A — LE STt 7 S, AN STl
R AN TEAL PR S A TgGA1E 5 X AN A k25 .

[0100] % HE B 1H & X e # 1] P PR 7E 48 1 2 T8 B A SN DB o /5 — e st 7y %8
H, BT 25 R4 Dy B0, 4 A4S A6 1 4 A 5 0 4t i B PR (ADCC) A/ BCRIMAS 68 4 40 i 253
P (CDC) , I H AT 33 HuAR BT 45 & B AN R AT 7R YR YT — S8 (0 A — 28yR 7
R AN RO AT AT 7 B S S A 4 A SRR IR 1 4 R B AR K Al R o ] SR
IR (1) ¢ 5 B0 A T 7 48] 2 41 B R AECAS IR T g 4 B ) &, A ) T ML % 45 7 1 i g S 4
(R , DL S B ST R B AR a3 e AR R B MR A7 0 R LA, AR K TR P BRUR S AR R 41 g« A8 —
Se sl 7 S, AN T RE AT 7 B R B N TG B RET A TgG3E BE I HTCSF IR
(U

[0101]  fE—L&yiy7 ikrh , AN DI RE AT A A T 75 22 286K i, 72— Se st 7y v, 7]
AT/ L0 R TR ITRA SR A BT SN T 68 o DRt , 45— R8sl g 8 Hp , R AT
I REAE I HUCSFIRFUAAR ] ASE F T 697 RA. PRI, 78— BB szt 7 v, Bk = 5 35 R s 4 1y
RE MY HLCSFIRGUAA I T ¥R I RAAE— B8 SEHt 77 2 rh , Fl TR T RARI BUCSFIRBUAR AL 5 A TgG4
B 1 gG2 H B AH 72 X o 7E —SL S 7 2, TgGA1H 2 X A1 S241 PRAZ

[0102]  m] i ik ATAR] J7 VA H AR A UL o AERR il P2 7 8 P N YAk D7 A 5 48 o 35 [ & ) 5
5,530,101;5,585,089:5,693,761;5,693,762;6,180,370; Jones™ ,Nature 321:522-525
(1986) ;RiechmannZs ,Nature 332:323-27 (1988) ;VerhoeyenZs,Science 239:1534-36
(1988) s LL AR A AR 5US 2009/0136500 1 Bk ) 7774

[0103] i EFr4E N, AV BT 2 A AT AR X AEZE X (1) 2D — PR O R A A
HE B [X. o ) AF A BB R L B B 4 A A o AE — S S 5 2 op , A AT AR XA HEZRIX R
F oA, B3, B DA, B, B, BT, B ARAS, B DA, 2104, D
LA, =124, A E R D20 F R EOR B — M N AER X i — B 2 4
HH LA, BB 1 2 I L 9

[0104]  fE—Uesuffiy rp , F-THURH — R AN 2 2R SR B AR Sy 3k (1 2 R 1
HEZRIX A U, fE— S BTN S 77 S, — N2 AR NE LR T4 ok B 85— A Sk
NAHEZE X 1) AH B 2 5 R L 4 B PR B — A Sy sk EE A B R g, — B AN R N R ] 4
K H B NBUR B HEZE X I A S 2 R R B B 5 N S BREE ) R R b, — AN S
ANEE NG R PR 55 = N BRI AHE 22 X1 A R 2 2 1R i e B 38 = A\ S BREE
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CON 106795222 A w Bg B 14/37

FER b5 o oAb, 75— Lo STt U7 2 rh , T AR OFR2 1) B —HEZR X Hp HEAT B 4 3 A
NN SR T R A (R — AMEZE SR 1T, 72— 2 SC i 2 b, AT B A3 AH B2 N 2 2L PR
# B A — AN DU ECHH [F]— A ey 2k i A 2L R s

[0105]  7E—Hesjii Jy S, ae ik A B AHE B X B e — B AN A HEZE X R AT ik A
VAl o AE— RS Ty Zerp , e B BT B AR AHEZE X B A f i R P R 2 N HRE X o £
— sy R, Bk AR TUAA 2 CORFE A Fi A4

[0106]  fE—LE5LjiE 7y e, FECDRBEAE i, — AN 2 MHE ZRZ LR AR [A] /N BRAE ZR[X A ()
FHR G IR o A — Le ST 7 22, AT BTl “Inl 2 A8 MR B — AN B2 MR B — A B)
ZA~CORI &5 R A1/ B AT 35 KT B B Bk b R0/ BABLST- 85 B T FroAe 1 S A &85 ) 5 2 v 11 /)
SRAE ZR LR o A — L SEJil 7 =P, 7ECDRFSAE & J5 , X HU AR I HERE X AT 104N B L0 EL T,
I BN LA, 8 B8N AT, TANBTANEA T, 641N B6 AN BL T, 54BN BL T, 44 B4 BA
T 3AEBA LR 2B LR, I B0 B R AR,

[0107]  YE—ubspjifiyy &b, AL TRt & AN S aEE 2 X /s N FETE 2 X .

[0108]  JR@IPERR G BUiA

[0109]  7E-—2EsLjiJ7 B, HLCSFIRFUE B & Puids o 7E— LS 77 229 , HLCSFIRPUAE L
EED—ANAEAATA X FE D —A NEE X o AE— L FTIRSZiE 5 2P, FTCSFIRFTAAR ) 4 38
A[AR X # A EAE AT AZ X, F H AT CSFIRPUAAR 1) A E 18 2 X # A AN AE 2 X o AE— L8 S 75 8
W R A PURR — DB A AT AR X /MR AT X ik A PRI A E B X B 7F HAEAE 2 X
BAMFEF A, R AFEIE N 2 X, 84 BLE 8o i A u g e T2 [ L4554,
816,567 ; LA FMorrison%Proc.Natl.Acad.Sci.USA 81:6851-55 (1984) 1,

[0110]  FERR il PR~ 491 PR ik & Db A FE AL 510k 50301, 0302103 1 147044 1) =2 B A1 / B
BT AR X R A P o L e R PR il PR ] PR R A DR RS B 0301,0302F1031 1 4T
4% B #ECDR1 , CDR2HICDR3, A1/ B 42 FECDR1 , COR2FICDR3 [ ik A Hifdk -

(01111 HERR il P 7 491 P ek & HUCSF I RPU AR ALK A0 2 DA T 25 4 4 A 8 A8 X | e 4
SEQ ID NO:9F110;SEQ ID NO:11F112; LA J2SEQ ID NO:13F114.,

[0112]  HERR fil M7~ P HT CSFIRFUA B FE A & P _EAER 1 /R R — 4l FHECDR1, CDR2AN
CDR3, LA 2 4% %ECDR1 , CDR2FICDR3[I A% -

[0113] e vk &duik

[0114]  fE—Lesjf )7 S, B A PICSFIRPUA R & & A 51 H SEQ 1D N0:9,11,13, 139
A R BN E090% , 2/091% , £7092% , £/093% , £/094% , £/095% , £/096% , £ /b
97 % , 22 /098 % BY 42 21299 %6 HH A ¥ AT AR X JE FIR E 4k , Hoh frid Judk 25 4 CSFIR . /£ 5K
T, A PICSFIRPUE A & 5 A 518 H SEQ 1D NO: 10,12, 14, f46 521 J7 71 22 /D
90%,%/091% ,5/092%, £/093% , E/194% , £/095% , E/096% , £/97% , £/098%
B A2 /099 %6 HH A K A] A2 X R P R B, o ik 544 45 5 CSF IR AR — B SK it T 2 h , ik &
FICSFIRPUAE & & 5% EISEQ 1D N0:9,11,13, FI39F 45 JF3 & /090% , & /091% , &
192%, E/093% , £ /094% , £ /95% , £/096% , E /D97 % , & /98 % B /99 % A A [
AJAR X FE B B DA S S A 5% E SEQ 1D NO:10,12, 14, Fl46 E52() F 51 £ /690% , & /b
91%,%E/092% , £/93% , £/94% , F/095% , F/096% , F/097% , & /D98 % Bk £ /199 %
FHIF () AT AR X751 1) 42 85 5 oAb Bk ik 45 4 CSFIR.
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CON 106795222 A w Bg B 15/37

[0115]  {E—ULsjifi /5 & rp , ik A PUCSFIRPUA R & 2 D — A AR SCHHB M CDR. R UL, 78
— LB T S, A PUCSFIRFUA A5 2 D — ik B AU I EAECDRL, AL
FECDR2 , A% ST 18 1 B FECDR3 , AS SCIRHB AR BECDR L, AN ST 18 B 8 CDR2 FTAS ST iR 1) 4%
FECDR3[¥ICDR Ib AL, 75— LE SRl 77 2P ik & PLCSFIRPUAE AL Db — AN T AR SCHe 1Y
CDRI¥) 28 AZCDR, He ot BT i 5845 CDRAH N T A ST I CDREL 25 1, 2, 3BAN R L R ERAR . 7E —
BB Sl R, —ANE AN R R AU AR R <1 MR R AR ARSI H AR N 52 AT AR 2 CDR
FPFEFE— DB A E AR SRR TR R, Ho b T BT i@ A AR <7 YR L B B A 2 3
AR A, B AR CORF AR ) 45 A P 5

[0116]  JRHIPE R A HUCSFIRPUAE M A 5 A SCHTIR B P4 5w 4+ 45 & CSF LRI R & A
U, 7E— s 7y e rp, AL S % H Fab 0301,0302F10311 5 FHSEEFabi) — 47 (RIE A A
HEE RN 25 JUE TR Puid 554 456 CSFIRIHR A HLCSFIRILAR .

1171 TR PRk & HUidfE 2 X

[0118]  FE—LLsijifiy R, A SCHTR MR S PR B & — B Z N AEE X AL — L 5L
Ty, NEEHEE X BAEE [gA, [gGHI gD [FI R AL /E— L5 )7 b, NRRBEEE X
B A B e I R AR BY A — B8 S0 7 S8, AN SCRTR I R A DR & N LgGlEE X o fE—
SE S 7 S, AR SCATR IR A PR 8 A TgG4 ERENE T X o 78— SST IR sl rp , AR 3
FIF (R0 & BUAR 78 N T gGAMH 58 [X 48, 27 S24 1 PEAT o £E — B8 SE it 77 22 v, A Sk (K R & 0
AL N TgGATH & X AR E25E o

[01191 4 L frdeon, BN ThRe /e A T 75 Z ] B T hu ik pr s B 4 e e 97 ik I
I, 7E— RS e, RN I T B IR R A TeG L B fH B X B 1gG3H
BEE T X R A PUCSF IR o £E— e ST 7 R, S D Be A & T 75 ZEm) , e F 0 &
N 1gGATY 1 gG2HE HEH 52 [X [ ik & JLCSFIRFUAR o

[0120]  JRHPE A B4k

[0121] W] b AT I A 5 V2 il 4 N o o AR PR il P2 ) 1 s i R AR A B N e g Bk B
S [R] 8 1) 2 B TR] /DN B8, b ] 286 AN B0 . 2 L Bin Jakobovi ts%§ , Proc.Natl.Acad.Sci.USA
90:2551-55 (1993) ; JakobovitsZE ,Nature 362:255-8(1993) ;LonbergZs Nature 368:
856-9 (1994) ; B % £ [H L F)*55,545,807:6,713,610;6,673,986:6,162,963;5,545,807 ;
6,300,129;6,255,458;5,877,397;5,874,299; F15, 545,806

[01221  HE R il P 7 91 P J7 v A5 60 H5 3 FH W B8 A R R SO R & N PiAR . 2 0B
HoogenboomZE,J.Mol.Biol.227:381-8(1992) ;MarksZ%, J.Mol.Biol.222:581-97 (1991) ;
PLEPCTA A SWO 99/10494,

[0123]  fE—&sujfi 7 =, APUCSFIRBUMR LS & B P FISEQ 1D NO: 1K 2 Bk on il PR A
PUCSFIRFUAR AT HE 5 A ST IR [ 44 52 5 45 A CSF IRV P o DR b, 78— S8 S 7 v, 2
f5%& HFab 0301,030281031 1 FHR L Fab ) — AN (RIE A P94 T 8E FI AN 86 Skt
(K444 5% 4 45 A CSF LRI ABTCSF RS

[0124]  7E—2Lsji 75 v, AFLCSFIRPUA A & — AN B N A THE X o AE— L5 77 %
i, NEEREE B X LA IR E TeA, TgG R TgDI R A Y  AE — Se s 7y e rp , N H 2 X B
16 NP (R PP AL o £ —Le ST T 2, AR SO A AR 8 N TGlESE X o fE— L 50 it
T7 R AR SCTIR I AN BUR S AN 1gGA T HEE 52 [X o AE — SC iR s it 77 Evh , A SCHTiA I A
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CON 106795222 A w Bg B 16/37 7

PUBAE N TgGATH & X A0 5 S241PRAR  AE — S8 it 7 R, AR SCHrd I N P A0 2 A 1G4
{H 52 X A x4

[0125]  FE—LLSjfa )y R H, BN IR AT 75 BEm) , I B 5 N TG E B 1 2 X BN
TgG3 B H 58 [X ) AN FUCSFIRBUAR o 75— LE S 7 Z2 v, M ) DI Re AN & F 75 2], 1 4%
A5 N 1gGAB 1 gG2H #E1H 52 [X 1 APTCSFIRPUAE

[0126]  H & R PEUCSFIRYLA

[0127]  JRH P FTCSF I RFUAA B A FEAEAS BR T3 2 41 1 — A8 2 N AR SCHTd (¥ CDRJF B 1
AN NIRAL , A B R TR PR o 78— 2 SEi 5 B, HUCSFIRFUAR AL & A SCHT ik 1)
FERARIX o fE— LS 77 S, PUCSFIRTUA L & A SCAr A K R FE R AR X o /E— L STl 77 3
W, HUCSFIRGUAA AL & 48 SCHT ks (1) E5 B A1) A% [X ANAR SCHT il (W) e m] AR [X o A5 — LU STt 7 2
i, SLCSF I RBUARAD & A SC TR 14 B 8 CDR1 , CDR2FICDRS » 75 — L8 St 77 227 , HLCSF 1R A%
A5 AR ST IR FECDR 1, CDR2FICDR3 o 7 — LE 5 5 2 v, HUCSFIRFUAAAL & A SCHT IR 1)
HHECDR1 , CDR2HICDRI LA S A SC Fr ik (¥ 52 5ECDR 1, CDR2HICDR3

[0128]  fE—uEsjiE )y 2, HLCSFIRFUIAE £ 1%k H Fab 0301,0302410311 B 4044 1) B &8 7]
AR X o ARRR il P 7~ 48] 1 ST CSF IR AT F 40 5 1k B AR AL BidkhuAbl 2 huAb16 K HLAR )
FER] AR X [ PuAds o AE R 6l 7~ ) P BUCSF IR PR U FE L & 3 A e B SEQ 1D NO:9, 11,13, H
398451 7 5 I H A ] AR X IR H A4

[0129]  fE—2EsLj )y 2+, HLCSFIRFUAE %1k H Fab 0301,0302F10311 I HT4A I #2588 7]
AR X o ARRR il P 7~ 45 1 FU CSF LIRS AU R A0 5 1k B AN IR BidkhuAbl 2= huAb16 I HA4 1) 42
FER] AR X A o AEFR Gl 1 7~ o PR CSFIRBUA U FE A5 & A e B SEQ 1D NO:10,12, 14, Al
46 520 P FI F BT AR X I Piak

[0130]  fE-—tesiyf )y &, HFICSFIRBUA M1k H Fab 0301,0302F1031 1 ()40 44 (%) 5 ]
A5 [X % 55 ] AR X o B R i M 7 491 R B0 CSF L RBU A4 1940, 45 40, 2 16 8 AU AL FifkhuAbl &
huAb 16 $0 44 (1) B8 i ] A% [XORM 8 B ] A48 X AR o AR PR il 14 7 491 PE BT CSF LR B4R A F6 A 75
PLTR & o) B B A4 B AT AR X [ 47044 : SEQ 1D NO:9F110;SEQ ID NO:11A112; MISEQ 1D NO:
13F114;SEQ ID NO:39F140;SEQ ID NO:41F142;SEQ ID NO:43F144;SEQ ID NO:45F146;
SEQ ID NO:47F148;SEQ ID NO:49F150; LA & SEQ ID NO:51F152, JEFR il 7 45| PE 4 CSF IR
PR AR & DL R 2500 B 3E AR BER 144 : SEQ 1D NO:33F134;SEQ 1D NO:354136; LA K&
SEQ ID NO:37#138.

[0131]  #F—Lesff 7 22, HLCSFIRPUA M 5 & A Fab 0301,030240031 L 9 344 1) B 5%
CDR1 , CDR2FNCDR3 o AERR il 1 7~ 1] PE T CSF I RPUMB A FEA 5% 5 : SEQ 1D NO: 15, 1651175 SEQ
ID NO:21,228123; LA JZSEQ ID NO:27, 28129 H #ECDR1 , CDR2FICDR3&E & A HiAE

[0132]  7E—ULsEyfi /7 20, HICSFIRPUA AL & 1k H Fab 0301,0302HF1031 L[] ik () 42 8
CDR1, CDR2FNCDR3 o AERR il 1 7~ 1] PR T CSF I RPUMB A FEA 5% 5 : SEQ 1D NO: 18, 1951205 SEQ
ID NO:24,258126; L J&2SEQ 1D NO:30,31H132[¥) 485 CDR1 , CDR2FICDR3EE & K ik .

[0133]  7F—ULsuiifi )5 &, HLCSFIRFUA M 5k F Fab 0301,0302H81031 LY iid (14 & 54
CDR1,CDR2HMICDR3, LA f 42 #ECDR1 , CDR2FHICDR3

[0134]  FE PR il £ 7~ B PR HULCSFIRFT AR AL K5 AL & BL B AER 1 7x i S 5ECDR1, CDR2 !
CDR3, LA A2 5% £ CDR1 , CDR2MICDR3EE A I iA4k
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CON 106795222 A w Bg B 17/37 |

[0135]  H e Rl PRIk

[0136]  AF—Ysiifi 5 22, FLCSFIRFUAA A & & H 5% I SEQ 1D N0:9,11,13, 139545
B EF 2 090% , &£/91%, 2/092% , 2 /093% , £/94% , 2 /095% , £/096% , /b
97 % , 22798 % B 2 2199 %6 AH A (¥ AT AR [X 3 F1 ) EHBE , Hop Brid fidk 45 & CSFIR . £E — L85k
Jiti )5 &, SCSFIRFUEA L & & A 5& EH SEQ 1D NO:10,12, 14, F146 E52( 31 % /090 % ,
#/091%,2/092%, 2/093% , £ /094% , £ /095% , /096 % , /097 %, £ /098 % B &2 /D
99 % A [F] ) 7T AR (X P 51 1) i, e rp Bir a3 44 45 5 CSF R 75— S8 52 5 2 7F , JLCSFIRILAA
5 5H 5% EASEQ ID N0:9, 11,13, MI39E 451 FEA & /090% , £ /091 %, £/092% , £ /b
93% , & /094% , & /095% , £/1096% , & /97 % , /98 % B & /99 % AHIF [ AT AS X A )
HEE DL S H 5% ESEQ ID NO:10,12,14, Fl46 B 521 FH E/090% , £/4091% , £ /b
92% , & /093% , £/94% , F/95% , E /096 % , & /97 % , F /198% B % 299 % AH [F] ) AT
A X P B EE s Horp BriA ik 455 CSFIR,

[0137]  fE-—LsLjif Ty e, HLCSFIRFUMAAL % 2 D — DAL I CDOR L2 it , 76— 22
SEHt 7 2, PLCSFIRPUAR AL &5 & /b — N1k B AR SCIHR K FEAECDR L, AR SCIHR Y HFECDR2,
ARSI HLFECDR3 , A ST (AR BECDR L, A8 ST () 42 BECDR2AUA SN 18 1 F2 FECDR3
[®JCDR. 4, 75— 2L 5L 77 2, JUCSFIRPUB A B 2 /b — AN T AR SCHB I CDR Y AR
CDR, H: 1 ik 2825 CORAH A T A ST S I CDRE 251, 2, 3R AN S FE IR BRAR o 7F — BB S it 7 %
H, — AN B E A 2 B R B A TR ST PR 2 B PR AR o AR U AR N AT s 78 CDR P A e 3 —
B AT A ORI 2 R TR AR, H o P I 35 PR~ P 2 s R B i 2 O, 3 R
AZCDRIF AR &5 & 5T

[0138] R4 1 FUCSF I RGUAK A HE 5 AL ik () Fi A4 58 5+ 455 CSF LRI Ak o IR I, £E—
Be S 7 e, At 56 Fab 0301,030241031 1 AR LS Fabf) — 4 (ED E A YA 5 5% AR
MR P T U 44 75 9 45 5 CSF LRI HLCSFIRILAA

[0139]  JREIPEUAARSE 2 X

[0140]  7E—LsZjifiJy R, A SCHTIA M HUA B & — MBI E D AEE X A — L SL il &
W, NERETEE X B 1EE TgA, TgGAITgDR [ Fh AL  /E—LE s 77 b, AR E 2 X B A
176 ) AN [R] PP o 7E — S STy 22, AR SO R ) BB AL S N TeGE & X o 7E— L 5Lt 7
Zrh, ARSCHTIR PR & N TeGAEFEE E X o 7E— L Pk st 7 b, A SCHTR Sk 7
NIgGATHE X H AL S24 1 PRAR o A — BE 8Lt 7 R, A SCHTIA B B A B A TgG4A1H 58 [X A
N L

[0141] 1 ERr 7R, BNV DhRe & 15 & - F 75 ZEnT e T3 B = B R B 6097 771 - A
I, 78— BE S 7 B, YR D Re A T 75 B, RS A 1gGl BB 1H 2 X B [gG3H
HEPE S X I PUCSFIRPUAR o 7E—BESE T 7 B, A DI R A & 7 75 Zn), i Ha S A
1gGABY 1 gG2H B 15 2 X [ T CSFIRPUAA

[0142]  JRIVEHICSFIRE ] 45 X

[0143]  fE—2esLji 7 Z , JRALFICSF IR B HE 7] AR [X o 7E— LB STt 7 S+, HLCSF IR
A FHFE R AR X 2 /NR T AR X, AATAR X B NIRRT A X

[0144]  HLCSFIRFUAA 5 5% 7] A8 [X A1, 7 8 BECDR 1, FR2, CDR2, FR3AICDR3 o £F — LE 52 i /7 32
L BUCSF 1R A4 31 8% 1] AR XA 5 BBEFR 1A/ BIFRA o AR fhill PR 7 91 1 B2 B m) A% (X A F H
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AR FEAEESEQ 1D N0:9, 11,13, F139 R A5 R LR 7 ¥ [ EEFE T AF X

[0145]  7E—MEsyii 7 S, HUCSFIRIUAR E 8 n] AR X A% E 1 HSEQ 1D NO:15,21F127
(¥ F7 31 JCDR1

[0146]  fE—UEsLjifE 7 ZEHh , HLCSFIRFU AR H 4 n] AF X A & 5 A 1 H SEQ 1D NO: 16, 227128
(¥ 751 [)JCDR2.,

[0147]  YE—UEsfiiJy &, HUCSFIRIUMA d 4 n] AR X A& &A1& SEQ 1D NO: 17,23F129
[ F7 51 [JCDR3 .

[0148] [ BR fill 7~ 451 1 B mT AR X B EAIR T8 8% 5 : SEQ 1D NO:15,16F117;SEQ
ID NO:21,22H123; LA J&ZSEQ ID NO:27,28F129(¥1CDR1 , CDR2FNCDR3HE A (1) B 455 v A% [X
[0149]  FE—Ueszjf )y Zrh , JLCSFIRPUA H BEA & 51 H SEQ 1D NO:9,11,13, f139%45
P HI 2 090% , &2/091% , 2/092% , & /093% , £/94% , 2 /095% , £ /096% , /b
97 % , %2798 % B %2 /199 %6 AH R ¥ AT AZ [X 77 71), He v ik 5 B () 2 B — RS RR B TR 45 &
CSFIRHIHLAA

[0150]  7E—UEsijfi 7 &+, HUCSFIRPUA B 8% 2 /D — N A SIS I CDR. tH B2 i, 75
— LB T R, FUCSFIRPUA B HE A5 22 b — ik B A SO R I EEECDRL, AL &
FECDR2FNAS S iR 4 L FECDR3[FICDR b A, AE—LE 5 77 S+, HUCSFIRUA B RE A & & /D
— AT ARSI Y CDRIY €A CDR , He H ik SR AZ CORAHAS T A SCH2 I CDRES 751, 2, 38K 4
M BRI AE— B SK T T Zo, — B A2l B IR B IR AT P 2 IR BUA o AN I,
AN GAA] R 58 COR 7 FIE B, — AN B2 N 1 A AR 7 1 Z S R BAR, G A 3 0 Pl 3 o R 57
PR 2 R R A RAS 2 25 2 8 A0, 15 RAR CORI FL B (1) 45 5 T i

[0151]  FE—Uesujfijy &b, A& EREIE T X  AE— sy b, A AN EREE
SEIX o AE—SES i Ty S, NE R e X B Ak H TgA, [gGAIT gD [RI PP AL 7E— Ee st 77 &
H, NEEREEE X 2 TgGIEE X o fE— LU SK ity 2 rh, AR & N 1 gGATE BEfE 2 X o fE—LE iy
RSEE T R, N1gG4 HEHEE & XA 5 S241PRAE .

[0152]  YE—Lsijif 7y &b, M I Re A T 7 B, R & N 1gG1 Bk 1 gG3 & & 1H
X o fE— LSSl 77 R, AN DI R IAS AT 75 ), B & A 19G4BT gG2 H HE1H 5E
X

[0153] TR PEHLCSFIRER BE AT AZ [X

[0154]  7E—HesyiiJy S, IRALHICSFIRGUAR R BE R AR X o AE— L850 7 2, FLCSFIRPT
Mt ] AR X 2 /N A AR X, AN AR X BN IR AT AR X

[0155]  $7{CSF 1 R0 44 45 4 7] A% [X A0, 2 #% % CDR 1, FR2, CDR2, FR3MICDR3 o 78 — ML 5L Jifi J5 22
L FTCSFIRPUAM I B 1] AR DR AL S 52 BEFR LA/ BFRA o AERR il PR 1 PE R B ml AP X A 45 2
HIEESEQ ID NO:10,12,14, F146 F 52000 F B 771 B BE R AZ [X

[0156]  fE—UEsjif Jy b, HLCSFIRFUAER B n] A X A & &A1& H SEQ 1D NO: 18,247130
(¥ 751 *JCDR1

[0157]  #E—ULsjif /5 Kb, HUCSFIRPUA SR B n] X X AL & S F & FHSEQ 1D NO: 19, 254131
(¥ 751 [JCDR2.

[0158]  fE—UEsjif Jy ZErh , HLCSFIRFUAA G2 B n] X X A & 5 A1 H SEQ 1D NO: 20, 267132
(¥ 7 51 [JCDR3 .
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(01591 ={[E B il P 7~ 481 12k 42 B mT AR X AR AN IR T8 %1% H - SEQ 1D NO:18,19F120;SEQ
ID NO:24,258126; LA JZSEQ ID NO:30,31HAI132/#CDR1 , CDR2FICDRIFE A I 5 Al A% [X
[0160]  fF—Eesujfi 7y &b, FUCSFIRFUA R S Hi%k I SEQ 1D NO:10,12,14, 146 %52
B EH 2 090% , &£/91%, 2 /092% , 2 /093% , £/94% , 2 /095% , £/096% , /b
97% , %2 /98 % B % /099 %6 AH [R ¥ W] A2 X 3], e vt ok AR e () S — iR RE W TR &S &
CSFIRMIHUAA

[0161]  7E—UEsifiiJy &, HLCSFIRPUA R B 5 2 /b — N AR ST I CDR. tHHE & Ui, 75
—LeSE T R, FICSFIRPUA R A5 2 D — Mk B A SO IR B BECDRL, A SCIT B 42
FECDR2 A SCIT R (1) 42 BECDR3[FCDR, B4, 7E—LE ST 77 S, HUCSFIRPUE R 85 22 /D
— AT AL I CDRI FRAZCDR , Herp Bl i R AF CORAE S T~ A SCHR (1 CDREL 21, 2, 384
M BRI A — B SK i T 2, — B N2 B IR B IR ~T P 2 L R AR o AR A8,
AN GAA] R 58 COR 7 FIR B — AN B2 /N 1 A AR 7 T 2 A R AR, G A 30 Pl 3 0 AR 57
PR TR A RAS 2 25 U A, 5 SR AR CORIM R R I 45 5 11 o

[0162]  FE—Uesijifi 7 &b, B OS5 NBRFE B X AL — LSty £, N 2 X%
H A ANREEHE X .

[0163]  JRBIPEH B CSFIRG &4 F

[0164]  YE—UEspfijy v, IR A CSFIRI B 4+ FTid 4 FEFEAR T3 L 8
PRI E A (anti-calin) , A 4EEHHE A (adnectin) , 8 & A HE P ¥ (ankyrin
repeat) 25 . Z LW WiHosseZF ,Prot.Sci.15:14 (2006) ;Fiedler M. fliSkerra,A., “Non—
Antibody Scaffolds,” 58467-49971 ,Handbook of Therapeutic Antibodies,Dubel,S.
% ,Wiley—VCH,Weinheim,Germany, 2007,

[0165]  HLCSFIRFUAARIK) 7= 91 P 1

[0166]  fE—2esjijy v, BA iR S M suik LT InMB 454 25 F1 77 (Ko) 45 &
CSF1R, BHWrCSF1AIT/BR 1L-3445 A4 CSFIR, F HL ANl FH CSF1LAN /B 113415 T ¥ CSFIRTEFR AL, o
[0167]  FE—UEs2jif Jy B rh , HLCSFIRFUAAR L5 A CSF LRI 41 g 7145 k4 45 (CSFIR-ECD) o 7F— &
SEJE T R, HLCSFIRPUAXS CSF IR 45 & 25 A1 77 (Ko) /T 1nM, ZNT-0. 50M, /NT-0 . InMB /)
T0.05nM. /E— 252 77 S+, HUCSFIRFUAHIKD/ED . 015 InMZ [A] , ££0. 0150 5nMZ [/ , 7
0.0150. 1nM[8], £60.01 50.05nMZ ], B AE0. 0250 . 05nMZ [H]

[0168]  7F—ULsjfi /7 Erh, JLCSF LRI AABE Wi B A& 45 & CSF IR AE — 2852 il 7 B, 3t
CSF1RFLAARFH BT CSF 1455 CSF IR ££— L850 77 28 1 , JuCSF IR A4 H Wr TL-3445 4 CSF1R. £E
— G S 77 e, HUCSFIRGUARE BT CSF1 5 1L-3470 45 4 CSF1R . 75 — S8 52t 77 22 vh , BE B
BOAR S5 & I A4 45 5 CSF LRI 4 i 471 285 A 8 o A8 FH S 451 7 B ol BT I 5 >4 e A4 58 TR A b
CSF LRI A G I 25 A 1) E PR AR A /D50 % B, AL N TR W AR 45 A CSFIR” o 7E — S8 52t 7
Fep, ff PSR E 17 b BT IR 1 DU 52 L FUAAR A BC A S CSF LRI AT A U 45 A 1 2 PR F 060 % , 22
B70% , 2 /80% BL A /90 % o AE— L FTIA S 7 B, PR PR PUAKRE W Fl i 45 & 2 /050 % ,
£/60% , 2/070% %5,

[0169] 7 — L5t /7 Z2Hh , HLCSFIRFUAR FI | FC A U5 3 (1) CSFIRBERR K. o £ — LE ST 7 2
W, FUCSFIRGUAR A CSF L7 ‘T I CSFIRBE PR A o 7E — LK i 7 2 , HUCSFIRPUAR N 1| TL-34
757 I CSF IR IR A, o £ — 2L 5K /7 S , FUCSF LRI CSF 175 3 I CSFIRBE IR AL 5 TL-

22



CON 106795222 A w Bg B 20/37 Tt

3415 F I CSF LR FAL P & o {588 FH S i 45106 P (D I 5, 4 470440150 P A I BC A4 75 3 (X CSF IR
PR AL Y EFE AR 2 D50 % I B ARy “PI FC A& 75 3 B CSFIRBE IR L™ o 72— B SK i Jy &
Hh, A5 FH ST A5 6 v I () N RE S A4S R A I G AR5 3 A CSF I RBA IR AL 1 &= PR 22 /060 %
£ /D70% , 2 /80 % 5L 90 % o £E— EE iR SEHE 7 b, PR BRI B BC AR 5 S CSFIR
I Z 050% , 22/060% , 22/070% %,

[0170]  7E—2Lsji )7 S8, HUARAECSE LA/ BT L-344F 75 T FI i 5 A% 40 i B4 5 F1 / BRAF
SN o 48 S8 10 H BT IR B0 52 5 24 JUARAECSF AN/ BT L3447 A5 T A8 B AZ 20 At 3450 A / 5%
715 ISR R AR 22 /050 96 I, ARy “HHIT i P AZ 4 I 3 B R/ BRAT G OB o 7 — SE 5L it
Jr &, AT SR 107 BT A9 30 5 L BUARAECSF LR /BT L—-34 4745 T 15 8042 41 o 9 4L A/ B
1730 I L) B PRAR 2 060 % , /070 % , &80 % B 4090 % o 7E— L BT IR SE it 5 Z v, 4%
PRETLAR A 1] 5 A% 240 P G T R/ BRAFE S S 222050 %, 27060 % , 27709 5

01711 REITETUESR GV

[0172]  fE—HesKyiiJy S, PLCSFIRPUALE & TAn i/ B4l Mo 55 14 75 A SCHY FH L A
WA B TR DU AR A/ B B T4 A4 e &5 5 1) 90 B0 38 0 o AR PR il PR s ) PR A
YA FEARANR T U PR F AL R 2O B AR B A o RO, A& (biotin) R AL
PRAF, BES SRR AR TUE AR N G AR 5 i€ B GBS S hrid.

[0173] AT Y 5 240 M0 5 P8 501 e P ALK — i 22 o 40 L ) S BELRE A0 00 388 20 o =4 4 43 4
DR 2 52 A N ) 2B 3 AR T, AN B 0 4 i J) S 40k e wiy 3t R/ AN BE 402, 4 70 S i
AT 2 Mo 355 BE 77 AR A LN, I I 4 M R R B8 R ALK o =l BR8] e e P )
FEAEASIE TR PEF AL 2, B 2 AL I6 97 7)o ARGUREL AR N G2 A AR e B i i &
1 o 5 VR o

[0174]  fE—SCsLti )y & op , AH A SME 22 T A FRac AN/ B2l B 25 P I8 & T Ak - AEFR
) 14 7~ A8 T A 2 B85 DT VR AE AR AT R 2 Y, F BB HE AT B @ Thermo Scientific
Life Science Research Produces (JgHj+&Pierce;Rockford, L) ,Prozyme (Hayward,CA) ,
SACRI Antibody Services (Calgary,Canada) ,AbD Serotec (Raleigh,NC) 2T W3R 151 AR
25 FTIEAN/BAAF o AE—LE ST 7 S, bR e AN/ B M B 4 A2 22 KR, BT b ie A /8K
REMER TS 2D — N HREE— i B [ — R IABUERIB U A SRS T YU sE 0 o
TRFRAT A/ BCAH ML M A 22 IR o AR STUEE AR 2 P M 4 1 B A e 60 A T AR i A/ B
B R S T IR R 72

[0175]1  JRBIPERT T 57

[0176]  Jyffi—2esm i ta A BN E&RIE I, R A IR E A BN T3 78] &5 &
() o AE—BESEHE 7 S, BT PP Ak 2 Al R EE A B RE RT3 7 ZURISEQ 1D NO:3HI4, fE—
BESE 7 ZE T, SR H IR T 7 SR A R RO A S e B A S i RS R T ER T A2
BRI, T 45 Rl 20 IR AT AR FF AN AR o V8 00 e YRI5 PP B P] D RIA I i — B85 1 BT a5 o
[0177]  JEECTR A PR RS 7 20 4 dn ik T EHOBT g [ S oK 2 A 4K 5 &R (Department of
Biochemistry,National University of Singapore)ZEHIFELRHT S 7 E 4R & (Leader
sequence Database) H1,Z .ChooZE ,BMC Bioinformatics,6:249 (2005) ; PA SZPCTAAR =
WO 2006/081430,

[0178]  ZmALHLCSFIRTUARI IR 7T
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[0179]  $RALAL S G HLCSFIRGUA KT — A BLZ N FER) 2 2 H IR I IX TR 70 o £ — LU S
TR, 80+ B 5 g HUCSPIRPUA I E R B R RN 2 % T IR /£ — LS 7y &b, %
B8 75 A% JmbE HLCSF IRTUR Y LR 2 2 5 1R 5 Jn i BUCSFIRPUR I e BE (1) 2 % HF BR
AL EESLE T R, B AT RS ESENE 2R ER, IFHE S ERS A
TR RN 2T

[0180]  7E—ULRTIASEE )y b, EEE R 0 — MEIR o3R8, BLE A % R
Gy FRIENN IR Z K AE— UL T7 S, AU PR & scPvi), B — 22 H IR dn i 7
A BN ERSRENH R — 2K,

[0181]  7E—ULsjifi 7 £, gmhd JrCSF I RATAA [ 5 55 B BEM 2 i IR & g b 72 F0 128
I A7 T B B B AR B N R v R 1323 Z R A% B 7 2 B BT b e, 3 3 2 ] DR R AR EE B
BUREERT S P8, 8O N O — R T T A

[0182] Wi FHAN S b i ML EE ZHDNAR R A S AR 93 1 o 7E — ML SE it R, iR 1
JEIE TAEFT I 18 40 M Fa8 R IB #AE

[0183]  FLCSFIRPUARR LT

[0184]  #ik

[0185] R4 {5 4w A5 LCSF LRE A/ BUALCSF IRFR FEN) 22 2 H IR (1K) 3044 o th 4 (A0 25
B HUCSFIRE #E A /BLATCSF IRFR BE I 2 1% 1 BR (1) 2044 o Pl i A4 A0 F5 AHAS PR -T-DNAZR A4 , Ik
DA AR A, 8 B AR A, SO B SR B R S AR — S T B, BB S R R R — 2
AR 7 5 ML R BE 5 2R 7 71 o /6 — S8 S 5 &b, EERE AR B8 1 3UA RIS
NP B2 R AE— sy b, R AR BER IS N — 2 IR — 3, Bl g M ik
FescFviF .

[0186]  fE—ULLSijif )y S, S — AR & J s B EE 1) 2 A% IR, HF HLAE iR & Y by
B 2R AL Le S0 7 2P, S — SRS A DL LR (ISl R /R = B AR
) G NG EA A AR LS Ty P, BEREE B R L A T5: 1515 Z M I 55— %%,
RFNEE AR G N 18 40 b o AE— L8 STt 7 S b, {8 FH 4 8 BE 10 34 5 w11
BRI T 115152 M FTE L A8 — Lo sTi oy &b, Af FHm 0 B 551 30k 5 dn il 42 5
(R AR T : 20 R L .

[0187]  FE—LLsijifs 7y L , e BREH X 2 K72 CHOZ CHOYR P 441 g Hh B AENSO4H g Hh i 3R 3k
TRCAPEAL ) AR o 7 161 P4 BT iR 38 A 451 1 38 T-Running Deer®$,Biotechnol.Prog. 20:880-
889 (2004) 11,

[0188]  7F—Lbsijifi 7y &b, e H T EAHE AW 3 b 7k N R IA HLCSFIRE & F/ Bt
CSFIRBRHEM Mg o 7E-— L Pk SL i T R, 2 IR R 1A 3245 T LA 2307 e M 77 U /R 1
JABNF - 2SR UL, BRI JA 3 F B R T-PCT A A5 W0 2006/076288H .

[0189] 75 4Ny

[0190]  7& &% FpsLiE 7y S2vh , HUCSF IR HE RN /B P CSF 1 RER B W 75 20 201 T 40 i 1) Ji A% 401 e
w5 BC7E G0 B TR A (RS AN B, B R AT RTIR L B 420 A 1 R A P 3Rk L B
T AR A5 QAR P AR ST P RN R ok AT . n] T RR 2 IR R TR B A A i L AR
ANBRT-Cos# e, FFECOS 741 M ; 29340 il , £0.H5293-6E4H il ; CHOZH A , £3.4% CHO-SHIDG4 4 4H
Hid ;s PER.CO® I (Crucell) ; BA NSO o £F — L 52 5 v, JLCSF 1R E B4 A1/ B 47
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CSFIRFLBE I AE Mg £ rh ik . 2 WA ISR [ A A1 5 US 2006/0270045A1 o £E—LE5LJif T S
FETREE BEAZ G A0 MR 0% %) HUCSF 1R E B A1/ B d CSF I RFE BEFHAT BT 75 0 38 5 A8 sk X &
HEAT IR B8R, AE — BU St 7 S 7R, CHOZH A 7= A5 M VL A R P2 v T~ 29 34 it v 7 A )
NEIEESINES

[0191]  H—DEREZAZBR 5INPT 75 1 40 M m] @ AT A 7 V2R Ik B, Bk 72 48 H
ANBR TR ES 55 Y , DEAE-HI SR B S B g% B e A SR e i fL, 5 5, g
A AR PR e s 40 1k T s 1 H AR T Sambrook®E ,Molecular Cloning,A Laboratory
Manual , 583k Cold Spring Harbor Laboratory Press (2001) H, o] MR IE(EA] &S 7 2AH
IR AT B SR B e e T il 1 - 4u i

[0192]  fE-—esLja Jy E , Al RABAEAE A AT H—MhEl 2 bl 2 IR Z IR 4+
TR B G s AR A 7= A — P 2 M2 iR

[0193]  ZEAVFCSFIRGLIA

[0194] A JE IS ATATE A J7 VL 2B AL HUCSEIRBUAE o Firid 75 V2 B A5 AH AN R T 438 A 28 A1 77 22 o
ol i /K PE AR AR A & A e AR A FECSF IR ECDANSS & Hid 18 2 [X O B A4 - 2501 oKk
Ui, B A A, B G, & A A/ GE TR e MR H T 45 51 e X, 7 Hai L HCSFIRTUE .
B 7K PR A ELAE A8 (T BB AR A Talifh— L 2 Ik 2 4l 2 IR J7 V5 AE
ARSI 2T A

[0195]  Fo4H ™ A I CSFIRFUA

[0196]  7E—HesLii )y S, FETC AN FRGe b 7 AEHUCSFIRGUA o FE R il P75 451 11 o 4 e
G A T Sitaraman®E ,Methods Mol .Biol.498:229-44 (2009) ;Spirin,Trends
Biotechnol.22:538-45 (2004) ;Endo% ,Biotechnol.Adv.21:695-713 (2003) #.

[0197]1  YRITLH STk

[0198] & FFLCSF IR VAT I I 5 1

[0199] AN SCHRft 45 A CSF LRI PRI CSF LA L-34FC AR 45 & I B ia 77 CD 16+ iE i 7
Vo A SCHRIE F4E 4 CSF1RFIFE W CSF 10 TL—-34FC A% 45 4 B AR VA 97 28 R Tt 6 5 R 10 7
o

[0200] 7 —uLszfifi )y E, AR T R RIB ST R 15k, o prid ik asEn A A
& AR M 5% 5 A ) 32 60 3 T 45 & CSFIRJF PRI CSF LM TL-34 A& 45 & B 4k, anik B
huAb1 2 huAb16 [ 44 o £ —LeSL i J7 2, 3RALVE ST KGR P R I i, Hodh ek Ty
EAHE A A SRR PR 58T R 1 52 it Pt huAb 1 o 7E— B850l 77 R, Frik T 5 R
it 2 /b5l id Ak, K f & -T°0. 2mg/ kg f10mg/ kg [A] , WI-T 1mg / kg F110mg/ kg
8 3mg/ kg 10mg/ kg [A] o FE-—LE ST 7 S+, IR FUARAE B 7 Img / kg JG AE L2 J& v, 7E B 7]
3mg/kg G EL6 JH )5 , AR 10mg/ ke T £ £ 128 7 B MGG - it 5 huAb L A H
M5 I B 02 B ok B 3252 AH R = ) B AR b 3 IS 5 b 2018 . 7E — 2L S0
T, BTG RE R RV IUEA KB 252 AE-— S0 Ty R, n] B Ji — IR B A
FEARARZE e T iR oAk o 491 G, £F — SO SRty S vh, Al BRI B — ik, B = Ik BRIV A —
DA H— IR B R — BN E— IR B EE— BRI A— IR B H—IK B
SR DY it F BTk A4

[0201]  £E—LL52jfs )y S P, huAb LAE [A] A 32303 il A S5 iR 3 R T 2K o A2 — LU 5L e
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77 % huAbL7E A N2 it 2 Ja 2 32 IR T 4K o A8 — 2858t 77 S, huAb L7E ] A
AR 2 G IR T 16K A8 — 850 77 2 7, huAb 1 7E [a] A2 % Jit FHZ91 . Omg/
kgl — I G 3 AR T-2K o fE— B850 77 227, huAb 17E [A) A 32038 it FH 293 . Omg / kg
() — 2 S R T AR AE—LL 5L 77 1, huAb L#E [A] A 52303 it FH 21 0mg / kg ) —
FIZ G R HR T 15K o /£ — 252 7 1, huAb L7E [a) A 3238 3 it 144 1 0mg /kg ¥ — 71
AR IR T 18K A — B8 S2 i 7 P, huAb L 76 [ A28 % i AT Img/kg F110mg /
kg Z [ B — ) 2 Ja B2 A T2 R A25 K 2 (0] o £ —LE 5Lt 77 2w, huAb 1 7E 7] A 323k
Jitt A T-3mg / kg 11 0mg / kg 2 [A] (1) — 1.2 J5 2 3 HA A T4 R f25-K 2 (7]

[0202]  fF—ubsfifiJy & ep , $RALIRADCD16+ BUZ LI M 50 B 10 533, Hodb Brid v s 1)
CD 16+ K% 40 B 384 22 (1) 5248 3 e FH 45 4 CSF LR 3F: FEL T CSF 1 A1 TL-34 T A4 45 & 1 344, 013k |
huAb1 ZhuAb16 [ HUAE o 7E—LeSLji 77 S, BTl 32 3 LA SRR 1 58 98 o 75— L S
J7 e, it A 45 & CSFIRIT BT CSF LRI TL-34 B0 A& 45 & I AR A /D CD 16— Az 4 iR 2 B -
76— e S il 5 ey, A8 18] 3250 3 it P 45 4 CSF IR IFFEL W CSF 1 AN T L-34Fe A% 45 & i HiAE I
CD16+5Z A M 2k E yel /DR R EL CD 16— Az A 1) 25 B 2K . 7E— LU S0 /7 S, CD 16+
BAZ AN MR B E AR 2 D — R FT IR Uk, WhuAbl 2 JG /b 2 /20% , & /030% , /0
50% , £/060% , £/70% , £ /080% , B £ /090 % o £E— B8 SL i 5 2 rfr , CD 16— B A% 41 A it %5
B DA J30% , AN J20% , B K 10% o 78— S8s2 iy = vp , 785 A — I ik Fi ik 2 J5
CD16+HAZ 4 B b s 2 /b— &, 2 /0WE, 2/ =/, £/ E, £/ H ], 2/06
Ji 2 B D )\ AR S5 T S, B CD16+ 5 % 4t M A CD16+4h ] I 5 4% 24
Mo £ —SES it T e, FTiACD 16— A 41 iU M CD 164 J&] I 5 A% 40 il

[0203]  7E—LLsijif 7 W, PR (LR 5 98 MR MR 20 28 R I RIS 7 v, He b B
R T7 A ) A 2 RGP DG 2 1 32 53 it 45 & CSFIRFFPE B CSF LI T L-34 e A 45 &
[FIPLAA , Wik F huAbl ZhuAb 164k . 7E— L8 SE 7 R, 3tk 5 R RIEME R T KA
IR BRI T3 i, Horb Bk D7 v A48 ) L AT 28 R PR 90 15 28 1) 32 3 it i huAb 1
FE— S 7 SR, 8 EE R R L U D 57 B 28 R PR DG Y 98 12 28 (1 9% 35 R B AN B 1
#HHE.

[0204]  YE-—SEsii Ty S, EE IR A AT B I 0 5 ok B A2 1 3K A 9 CTx R /B TRAPSb
(R 7K E I BA I &, Forp CTx A/ B TRAPS b ) 7K P i F8 7 52 33 P BB BRI i o ALt 7
—BE St 75 G H, CTx R/ B TRAPS 1) 7K P B AR A 7~ i B R BB A o 75 FE L8 0 T, AT AE I 45
A CSPIRI AR TT Z AR Z J T 52 CTx AN /B TRAPS b7 *F , il /3 ] £ 2 AN 77 1k v 2
S0 5E DA B I YR T A R K 28 2 T T ) A R o AT ASE R AR AU R () AR AT 2 AR AN IR
FELTSA (BLFEFATCEABL B W B o 28 4o Hh2 I 42 900 52 5 2 L 51 2 Quiidel® TRAPS b 52
TECOmedical Group,Sissach,Switzerland) il 5ECTxH /B TRAPSbK - . 76— SE L it /7 &
i, 255 CSFIRI FH WrCSF 1 AN TL—-34BCAR &5 & B PR , WihuAb 1 ) e A AR 22 20— Py BRI UL
PS4, a0 ICTx AN/ B TRAPSD o £E—LE S 77 S 7, B PR WSO A5 ) LV 7K ST I 22 /D
20% , E/30%, £/040% , £/050% , E/60% , £/070% , LA A T75% AE— B T 3
o, BT — AR Bk 2 5 B BSOS S LS A B R sk 2 b — i, 20
/A=, & E, 2T, B0, BB, B E .

[0205] i Zd s A A A
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[0206] & PhaLiti 7 &, HLCSFIRPUAR AT I % Pl 244 P iite FH » BT i i A A A5 (H AR
T2, 5 KW, B Iash, BN RN O, BN, REN &8 28 BN, RN, 3£
[} , 28 57 AN EE N B 5 AN B ISR N BN o 32 2H 5 490 0T T ) ol [ A, 2 [ 44, YRR B SR T
T 50 s AR B T 1 700, B3, B A, UKL, 38 ) VB, A 70, E R 7R 0 S TR
AN 51 o AL CSF IRFUR I AZ IR 43 AR AT T e fslok b, I B STk (2 W4
WTang®s,Nature 356:152-154 (1992)) 1 il () ki~ 25 it ¢ B B LA™ Bz N d83% . Al AR
€70 DA N Ep vk 3 e bl | U RS ol

[0207]  fEXFhRHtE )T b, LA RA 2 2 Mgy BRI RsZ 1) s 1 dil e R A5 i
CSFIRMMERIAEY) (Z W HGennaro,Remington: The Science and Practice of
Pharmacy with Facts and Comparisons:Drugfacts Plus, 220k (2003) ;AnselZE,

Pharmaceutical Dosage Forms and Drug Delivery Systems, 587k ,Lippencott
Williams and Wilkins (2004) ;KibbeZF ,Handbook of Pharmaceutical Excipients, 83
fit ,Pharmaceutical Press (2000)) o BLFEEES -, 4 5 RIRRRE A B0 25 A 24 2 b AT RS2 () 8
A& AT R o BB A, GrpH S RIS phfl L 5K 7R850, B8 08 ), SRV 7S5 1 & R gl 5 a4
2 15 B ot mT AT o SRR il PR s ) Pk A S R K, SR b R K A R K Hl, &
B R HAE

[0208]  7F & PPy 2, AT S HUCSE IRFUAR 1A R , VR BB FLAL T 7K Bk AR 7K e v
7, GnAE i B e, A T R R v TR D R A B, B s O Ho N 5
FRESINFR , Gn3gya ), S 5K 700, a7, FLAL AR, A2 e AR FE 70— e SRk B il T, (06
B2 24 AL & SUCSF IRGUAA I 2 &) o AE &R fi U S vy, l 9 an s A s ml 42652 0 e gk
(I S A, T bE, BUAEE) BOHl TR AL &) A2 Mg it g 22 b, S
A0 A AT e R R A T e R SR ) AT 1 AR SR TR 2 o — SRR A 1R s 18] 1P
A A B S 0 LS R LR - B IR SR A o — AR s A1) e Al A T I A ) A B
H IR D BRI o il 2% P ot i 77 ) S L8 V2 838 TEP 1 125 584 AL,

[0209] R E —DEEANHE EH B FIFICSFIRGUA A 72 &5 1 B2 25 AN
P o AE— LSt U7 R, SR AT R, Hrh Pk B AL R &S TIUE BRI AL S ICSF IR
&, AT —FhEL 2 P BRI AN AE—Le STt Ty 22 vh , ik A s &2 A B T FH T
TE SR ) B A P 78 VA d b o AE R R SENE T S, B R B S A A ST
TR, FERESE s L phR) , QIR #h 55 « M1/ BRAEAS E BA R pHVE R Y G il o B 7 — BB SR ) &
H, 205 W] LART ZE IS IINE A (1 an e 18 7K) e 52 R I R T8 ATE Ut o A2 — 258t
i & HEAE — FELE Rl A BRI B, AR E AR T IE R A 2L . A2 —
Besit Uy e AR RIA G WA E I E (heparin) M/BiEH 2.

[0210]  ZG¥dH &4 & LA ity T BB 64 78 I BLE Y & o Va7 SR B T
10T 32 B B A B B Y B AR B FEIR O, RIS ROIRE T2 R BT VR T 2 R Y
RS o — MR UL , FLCSFIRGUAR P PAAEARE IR T e AR B £ 10ug 45 T oAk B 2 100mg ) V2 [
N ) Bt Y o £E - BESEHETT S 71, SUCSFIRGUAR ] BAAE BRI 3 T 58 L 2950ug B A3 T AR 5
2)5mg ) . FH Y S0 o A2 — SRSt S8, JUCSFLRGTUAA A] LAAEREFIEE T e A& 29 1000g
Z ATy A 2 1 0mg ¥ Y16 P 1) 0t FH o 76— 28823 7 S8, HuCSF IR AT LA AE 45 77 B T
FUAAEE Z11000ng £ 45T 5e A4 H 2 20mg (Y 6 [l N 1 & H o AE— L SK i 7 S8, BTCSFIRFUAR
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A DAAERE BT s AR B 20 . 5mg 2 BT 5e 44 5 2 20mg 1) 8 [F6] 4 1 &=t FH o

[0211]  HLCSFIRBUMRLL A 4]+ 75 218 5233 e F o AT FR AR S RN 52, i F2 v e Il 2
TULR B i P e 2 002 BTV Tk, FniG 7 S22 AR 68, BTy 7 R B0 7™ 1%, Bria
752 1) — Mg BRI S5 o 75— Le S 77 Z2 R, 1) 326035 Jilh FH A RGRI = I HCSF LRI —
IREN 2 IR AL P 7 b, B0 — IR B = — Ik B DY B — ik A H— IR B
— KBS T UGB G BFEA ARG, 8 =AY H— W BT IR, B0 AR A )
AR i A G E R FUCSFIRTUAR « 7] 523838 Jit A 8GR 2 M HLCSFIRFUAR 22 /b — Ik 7
— e Sy b, B £ U A RO E R BTCSF IR , R e = b — A H, BN H
B A /D — IR 3

[0212]  HAHIFIE

[0213]  w] BB e YT A — il F BTCSFIRUAA o B AT AT 72 = e ey B /i, K
b H e R B SR B B e iR T U AR A, Il v T U R AT,
TR R B AR LR, 0 VR P TR 2 RUE ME SS I &, HLCSFIRFUAA AT 55
HEVR T R — A2 e A, Bl v6 97 5049 B RS s HUTNF SR (Remi cade (J2 K FIE H 1) ,
Humira (FTIAAR L) , Simponi (RHIA AT MEnbrel GRABVGE) ) s BE % iz, ik Jein
(prednisone) s RFAKF  WKILERIENS ; JAKSIH 5], 40CP 590690 ; SYK#Ii 57, AIR788: FiIL-
PR s PLIL-6RITAE, FEER 4T (tocilizumab) s HLCD-20H0 44 , Wi R 2 & 541
(rituximab) ; HTCD19HUM s HTGM-CSFHUMA s HUGM-CSF-RIUAR s TL-1 5244454077 , ] K (3 4
# (anakinra) ; CTLA-44E 071, IR B 75 (abatacept) s Sy I, WFF7 R .

S e 51

[0214]  DATR isp il 1) SE A = BB 7R A R BH , FH HLAS BEAR A RLAT AT 77 208 il 4% & B o SE it
A 75 B RN DA SEBR A2 B AT 1 AP BN A SE 50 O 45 3 ORIC T Iy U (B an &, ¥
S5 HIHER T , (R R fE — e s I0R 2 FR 22 PR AE B AMER, B S H &0, » FEAE
=08, BRI E T, I BHIE 72 R REdEE KA.

[0215]  sjadsi1 : NIRALHUCSFIRSTA

[0216]  ZERI R & P AVEALILCSFIRGUAR o 2 WL 45 APCT A AT 5 W02011/140249.

[0217]  5og Rk & Puik ] 28 X 1 77 0 A0 N #2252 AR m] AR HEZR (X 1) J3 41 b ) 1) A5 AL B2
AR X AV R BE AT AR X 25 B B 7 5 T 1 (EEED M2 G248 o AR AT AR [X
FEFFHAT N2 AR m] AR HEZR X 7 5 59 AR AL AN 25 7] AR [X 9 25 CDRoR th TN X 45+, 9
HAEInHE %1 | 5 bRid A “CDR” o

[0218] R ER6 N T AhuAbl 2 huAb 16 A YL B 88 A1 A JRAL R B 1 47 51 TR L ik 75
F I A5 R AN A SRR BE () B FRAISEQ 1D NoZm i TR 39,

[0219]  £3:huAbl ZhuAb16[K) A P54k B 4 A ik
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[0220]

ARMIAE | ARIHC | SEQIDNO | ARMALC | SEQIDNO
huAbl h0301-HO 53 h0301-L0O 60
huAb2 h0301-H1 54 h0301-L0 60
huAb3 h0301-H2 55 h0301-L0 60
huAb4 h0301-HO 53 h0301-L1 61
huAbS h0301-HI 54 h0301-L1 61
huAbé h0301-H2 55 h0301-L1 61
huAb7 h0302-H1 56 h0302-1.0 62
huAbg h0302-H1 56 h0302-11 63
huAb9 h0302-H1 56 h0302-1.2 64

[0221]
huAbl10 h0302-H2 57 h0302-1.0 62
huAbl1 h0302-112 57 h0302-L1 63
huAbl12 h0302-H2 57 h0302-L2 64
huAb13 h0311-Hl1 58 h0311-LO 65
huAbl4 h0311-H1 58 h0311-L1 66
huAbl5 h0311-H2 59 h0311-LO 65
huAbl6 h0311-H2 59 h0311-L1 66

[0222]  fn il Ards MR 164 AL 5 N, B BRI AN CSFIR ECDIIZS A 5 WA
WIPCTA A SWO 2011/140249 . K IR LS & ACSFIR ECD5 & BBk MECSFIR ECDF# , HAS
Z545 /N CSFIR ECD.o & IR Y5 AL iR £ PR W CSF1 AT L-34%% & ACSFIR 5 /NS CSFIRT
&, T HAMHIAECHOZH i 2 15 19 A CSF1RAYCSF 1% S AT L3415 S B B2 4k « 2 WL 45 iPCT
AFBW0 2011/140249,

[0223]  ZRiINAE LS & ACSFIR ECDfka, kafilKp, 3 Hom i T4 . & WA WPCT A A 5 W0
2011/140249,

[0224] 4. NFEALTUANT ACSFIRKI 455

29



i BA

CN 106795222 A 27/37
[0225]
huAb k, M's™) K, (s Kp (nM)

huAb 0301-LOHO 3.22 x 106 1.11 x 10-03 0.35
huAb 0301-LOH]1 3.56 x 100 1.22 x 10-03 0.34
huAb 0301-LOH2 2.32x 106 6.60 x 10-04 0.28
huAb 0301-L1HO 3.29 x 106 1.15 x 10-03 0.35
huAb 0301-L1H1 2.87 x 100 9.21 x 10-04 0.32
huAb 0301-L1H2 2.95x 106 7.42 x 10-04 0.25
huAb 0302-LOH1 3.54 x 106 3.69 x 10-03 1.04
huAb 0302-L1H1 3.47 x 106 4.04 x 10-03 1.17
huAb 0302-1.2H1 1.60 x 106 9.14 x 10-04 0.57
huAb 0302-LOH2 3.40 x 106 1.79 x 10-03 0.53
huAb 0302-L1H2 2.71 x 106 1.53 x 10-03 0.56
huAb 0302-L2H2 1.84 x 106 8.40 x 10-04 0.46
huAb 0311-LOH1 1.22 x 106 5.40 x 10-04 0.44
huAb 0311-L1H1 1.32 x 106 6.64 x 10-04 0.50

[0226]
huAb 0311-LOH2 1.34 x 106 4.73 x 10-04 0.35
huAb 0311-L1H2 1.51 x 106 6.09 x 10-04 0.40

[0227]  SEJita 512 : HuAb | 75 £ B8 46 RN 1) 24 5 2

[0228] L2 4E fr BNk b HEAT I 3TUHRIK A (TV) 72 P 2 7 huAb LK) 25 5) % (PK) 7L

F VL A IR 45 25 J5 1 3-150mg / kg AR B2 25 24 J5 1 3-150mg / ke o v [ R 4R (7] 1304
B G 2GR AL 25 2 TR B R — JE IR B R sh sz a3k 450

[0229]  frfE iz A SR 3043 BF TVAREhuAb 1 I PKAE G SR 75 T DR 1) 43 A, 556 2 1S
(112 AR, LhhuAb 1 3 IR I s s o1, S8R 2 B — 5

[0230]  7EEEMIA FITE R A1, PO ()98 D P B8 BE 43 HH T FthuAb L34 SR 11 , B2 57) it
FEABAF) % B PUCSFIRFUARAE LA B F7 R ALADARL LI SCID /N SR HH S s A ALK R I o 6T W 552
BB R ML IR JE (Cuax) » ARG R AL SRS R A, T 150mg/ ke 7= A AE fE 45 R G
0. 5—1/NIF I R AR o IR 2 R T B 2 AT~ 32 3 (t12) JEH N 1-127K o Cuax FHAUCB 771 & 71 15
T FF 157 5 10 Cuax 7E WA BT A 72 KPS 50 & BB 1 FF 81 o AUCFF (1 7 3mg / kg 52 10mg / kg /&
KT SR ERRELHIE , M7E10mg/ kg % 150mg/ ke A& 5 7 & A EL B -

[0231]  DL20mg/ml {3k JEAE & A 20mM L-2HZ R, 142mM L—AE UL , F10. 01 % 5111 34 EE 20
[KIpH 6. 3%% piy h BC filHuAb 1 B 22 R 71 o o B A A B 3 R B 2 il AUk 2R R E 0 A
(B 1843 s 6 NI 29, 2 N3 2 R o R &4 H 55700 . 2mg/ kg, Img/kg »
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3mg/kgH10mg/kg huAbl1 BB . 7E30 43 B B Ak TVH#F i FHHuAb 13322 Bt 571, $2 6 A2 W
S L A0 52 3 e FH AT 72 259 Ja it b AT 120 R0 7 2 /0N DL AT VP A A 7 R M 9 T BRE il T g
MR ZUE B 7T s e a5l .

[0232] %A FF U AR B[] 25 a5 o 75 IS THD PR XS T J e s 40 A T A S T AR ot T30
SEhuAb L) LB «

[0233]  t=0/Af (h) (R] LA E 2452507605 B4 ,

[0234]  t=25 CyE UG5 2558 »

[0235]  t=30%%h GAEL W) ,

[0236] =354 (B ¥k 46355 B, S A T B M 45 iS5 41)

[0237]  t=45 (B ¥k HUAACA55r B, R T A k45 R 1550 4h)

[0238]  t=60 (A %IFEFUEAEL605 1, T [H T B HEL RE304 40 .

[0239] )i, XS T ok A UG 7E 562, 4, 8,24, 36,48, FIT2/Ne} SR G AERIF AL B8, 15, 22,
29, 5TFI85 R IFATIEE -

[0240] 4 N IEILEL TSAM 5 52 1 huAb 1 SAEL I35 MR JE o 76 D0 B R RE 7] (57 1 % 2Rl
LEREE,0.3M NaCl, #10.05% Tween20[KJPBS) 1 & /0 1 1 30F5 B RE i o 5 A CSF1R-Fe (A
CSF15Z MU/ 5 N TGl Fc IR A 82 1) A4 BIELTSARR L o 8 FARHE 723, 452k B AR T
MBS HuAb LA PR B4R 33 AR A A B 28 A 1 /INBR BN TgGABUAR A ) < 1% 53
BT 45 B 5 s T 3o R BA T 7 MLy huAb 1 R JE T F 49 st 8] e 550 B 3B S 7 A R B 1
LR PRI X e AR IR TR huAb L 22 78 13 JE /5 10mg /kg 43 2H v [ 52 8 2 15 6 AE 26 M PKAE vt 5
BT BTG RE — B R W ARhuAb L/E RN RIE R TH RIS B (CL) A3 1 B0 e 4452

F o (RS £ BRI ZE
[0241]  25:huAbL7E A2 A IR (CL) A g0
[0242]
#Z (mg/kg) CL (mL/h/kg) t1/2 (h) t1/2 (d)
0.2 1.62+0.21 125+ 1.3 0.5+0.1
1 0.49 +£0.10 56.8+11.4 24405
3 0.18 £0.01 129.8 £32.7 54+ 1.4
10 0.11 +0.02 490.2 +59.4% 204 +2.5%

[0243] s fIH A AR IERE 2 B — 2R - 5 HA

[0244]  7E AW SR K 2530 2% 5 vk BT BB AN [R) T8 B v S R 25 3002
W 49 Fi , huAb L7E A P IR TE B LU 7R & B P B B B8 £ .

[0245]  SEjifif513: huAb1[A 9ICTx FITRAPSb R FE- MR IS A 24

[0246] L% 7Rt FihuAb 1 5IAECSFIRACAA , CSF1ANTL-34 8 & FF & Al 1% ks 5 iR
B NIRATBERT (Likely) huAbl2r2H FI4R AT BE i 22 B 77 404, 3 A8 FH 7 i ALEL T SA (R&D
Systems,Minneapolis,MN) Jll 5 >k H Frid 52 53 1) M35 HH CSF UM/ BT L-34 19 7K PR 34T o
Z L9 KRR A N EAIRIR AT RER 434 ) , DN = L5 CTx ok U 52 huAb 12 75 75 R PH 411X b
B B AR A o 8 FH R SALELTSA (IDS Serum CrossLaps ELTSA) & HLyE CTx o L5 A
Al AT S AT R o
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[0247]  Z SR 45 B T RIS, EEIBA GECSFIRAZ IR, DR M A2 4R 7] B 1) 22 B 751 43 4)
W, L3 CTx K AEFR 78 B = AN FIE L A GZE P FIn =28 "GN o HH24 5%
F) AEEIBB GECSFLm 327, A M A2 1R Al BEfThuAbl 73 4H) b , ML CTx 7K1 BA 57 & AR i PR
77 A2 BIBAHT , F5 7~huAb 1 AT BRI BRI G B H In=6 R "B H A6 452 o
[0248] i Pl L 775 TRAPS b 7K “F LA & huAb 1 /& 75 47 2 SE AN TRAPS b7k ~F , ‘& 1 2 B FE R Ui
FrEWY) o A8 F T S ALELTSA MicroVue Bone Health Trapbb Assay,REF 8033,Quidel) Jll&
L35 TRAPSb o MfILIF A5 it A2 S6 BV 7R 1 o 1 SE B0 10 45 R 7R T K16 . /E B 6A GECSFUIR 323
DR T A2 1R P BB A 22 B 77434 o, LT TRAPSb7K S AE bRz 1) = Rl il & s B AN GZE
n=2RNENPUF24ZRE) AEK6B GECSFLE 2R, K 1 A2 1R 7] B8 (ThuAb1 43 41)
i, L35 TRAPSbK P& T B A, $&7~huAb L] BE H1 i R kR 4 GZ I In=6R 7R
N EAF6LZRE)

[0249]  sZjifE {514 : huAb1/E A FRFEFICD1 6+ 5 4Z 41 i

[0250] % Hij E B HuAb L 78 £ B8 4 v B #ICD 16+ 52 4% 41 B 7K1~ , [R]IF CD 16— 5 A% 48 g K P&
FFR BUEANAR o 0 28 i QA B AR I 8 B A ) &K I\ AL 32 1 (6 44252 huAb LI 52
WE M2 B2 2 B2 AP RICDI6+ B AL 4 /K 0 & it £ A
Cyto-Chex® ML UEE S (Streck) H7EW 8248/ INIF Py 23 #7 o FHAICDA5 , 371CD 14, $7CD16 (3
K EIBD Biosciences) FIHTHLA-DR (R&D Systems) B va [ 444 6 750 L Ly 4% 2 o ¥ I
AccuCheck® i+ $Zk (Life Technologies) Skl 5 4 M f) 45 5% B . FEFACSCanto™ 1T (BD
Biosciences) FiafTHEM I # FHFlow Jo® Y (Tree Star Inc.) 7 #7 - & AE N CD45+HLA-DR+
SSC™CD14-+4H % 58 1) B K% 40 M 40 2 A 42 it (CD14++CD16-) , H1A] (CD14++CD16+) , Al
AE 2L (CD14+CD16++) %5 1) 3™ B A M AR T R RRRL MLV £

[0251]  ZsRIO R 45 R B oR T K7 AR R 20 21 AAS [R] & 14 Bl 70 0 %52 1) sz Joi M P AR 1 A
£ D16+ R AZ A1 B /K o 750 . 2mg/ kg , 7S AR AT BEThuAb1 5233 H R4 ML CD 16+ FRAZ 41 i
IV FEARAS Bz — JE o £E Img / kg » 75 2 1R 7T B8 (KT huAb 1 324 & Hh B 48 HLCD 16+ B A% 41 g 7 1 F%
K& b — & . fE3mg / kg , 7~ 2R AT BE T huAb 152 5 3 o {E £ ML CD 16+ 5 4% 41 i 7K P AR 2 2>
VY JE o B¢ ) » 76 10mg / kg , 75 4R AT BE [ huAb 1 523 3 Fh = E 28 LCD 16+ B AZ 41 B Ak P 7 & it
T AR o I e 25 AR R A KA E T huAb L 771 & 45 25 1] R 35K AL PEAICD 16+ 8 4% 41 i, . 38
10 B ] CD1 6+ R AZ 4 i A AR 2D B R 2 7R) -

[0252] il 5E £2 HLCD 16— iZ 4 g /K o 2 8 H AT 7w , CD16— 4 AZ 41 i K S AR AL FE BT
FIELA 2K 7S 4R ] BE T huAb1 52 303 AR AT B I 22 RS2 il B IRl A 22 o

[0253]  SEJifif5i]5 - HuAb 1 7F i jE 25 I8 & FIRA B 38 TR I 245 3y 2

[0254]  Dh20mg/ml {3k A & A 20mM L-2HE L, 142mM L-AE &R, F10. 01 % L ALEE 20
[KIpH 6. 3%Z M o BC il HuAb 1 o P9 44 R A {8 e 25 8 2 A = 24 RA J8 35 FHKR 1 AR 252 R 75 3mg /
kg huAbl . ££3043 % 5L 38 1o 5 Jbk PN %607 i FHUAD 1, 43255 2 WUBE A Sy TR A6 A0 9 It 1) 28 5 o
[0255] B [0190] Frik , i3 ELTSAM E it B 5 38 HrhuAb LIS I 75 U B2 o AT AN [ )
A4 745 FH R[] 6 900 52 2 90 B RA 58 3 i huAb L (%) L7 W BF o FH T o I RA R 5 (1 R S I 0
s NCSFIR-Fe & A i, & 5 /MR [gG1F el & 1 A CSF1 32 44 fu M . >k F 8 e 25 8 2 FIRA R
BT R IR T 106 25 O[5 B AN S0 = AT 23 AR R B R G I 38 FIRA R
(R o i 2R AN 52 25 43 ) T B i R % FIRA SR 3 I A3 . tH T N E TR SR ik 4 3
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W B, SR (LLOQ) BAN KR AL A E o X T 3mg / kg AU 43 2H 1 (¥ HuAb LI ¥R &2, £
F—E A 5 R SRS B R KA1 2 F N, MRA B H 28 Hrlsetb 8 I A
AT G T 2 AT 1 R A5

[0256] 5Lt {516 : huAb 198 /RA 3 I CD 16+ B RZ 41 i

[0257] 305 P 42 HHRG 14K FE52 Pi77)3me / kg huAb LA i B 25 R 45 AP (9 CD16+ 4% 41 iy
K I 5E = 4 AHBE 14K 3252 3 713mg /kg huAb1[FIRA R 48 A [ CD 16+ R 41 K °F o
¥ 4= i #E N Cyto-Chex® i il S8 3 tnse it 4 vh Bird 24

[0258]  spiGek FE R TR, A FREEE T, HEF—5huAbl (“FPA00S”) J56
22 B SE R PEREAR A AR L CD 16+ R AZ AN /K o S DL 1 L AERARR 1 , H 2 55— flhuAbl
Jri 2 W 22 3 2 R PERR AR A AR £ ML CD 16+ BAZ 4T 7K P 2 LI 12,

[0259]  J¥FIk

[0260]  OFRALASCITIE I HELL 771 B AR A AME R, T WA 2 IR STk 7 51 # /L TR
ST IR H .

[0261]  ££6: FEA AR

SEQ
[0262] D HE -2
NO
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IPVIERSYPE LYVKPGEATYT LRCYGNGSYE WDGPPSPHNT LYSDGSSSTL STNNATFQNT:
GTYRCTEPGD PLGOSAATHL YVKDPARRWN VLAQEVVVEE DQDALLPCLL TDRVLEAGYS
LYRVRGRPLM RHTNYSFSPY HGETIHRAKE TQSQDYOCSA LMGORKVMST SIRLKVQKVI
PGPPALTLVP AELVRIRGEA AQTVCSASSY DVNEDVFLOH NNTKLAIPQQ SDEHNNRYQK
VETLNLDQVDFQHAGNYSCV: ASNVQOKHST SMEFRVVESA YLNLSSEQNL TQEVTVGEGL
NLEKVMVEAYP GLOGENWTYL GRESDHQPEP KLANATTKDT YRHTFTLSLP RLKPSEAGRY
SELARNPGGW RALTEELTLR YPPEVSVIWT FINGSGTLLCAASGYPQPNY TWLQCSGHTD
REDEAQVLQV WDDPYPEVLS QEPFHKVTYQ SLLTVETLEH NQTYECRAHN SVGSGSWAFI
PISAGAHTHR PDERLFLPVY VACMSIMALL ELLLLELLYK YKQKPKYQVR WKIIESYEGN
SYTRIDPTOL PYNEKWEEPR NNLQEGKTLG AGAEGKVVEA TAFGLUKEDA VLKVAVEMLK
STAHADEKEA LMSELKIMSH LGQHENTYNL LGACTHGGRY LYITEYCCYG DLLNFLRRKA
EAMLGPSLSP GODPEGGYDY. KNTHLEKKYV RRDSGESS06 VDTYVEMREY STSSNDSESE
QDLDKEDGRP LELRDLLEFS SQVAQUMAFL ASKNCIHRDY AARNVLLTING HVAKIGDRGL
ARDTMNDSNY TVEGNARLEY KWMAPES TED CVYTVOSDVW SYCILLWETF SLGLNRYPGT
LYNSKFYELY KDGYQMAQPA FARKNTYSIM QACWALEPTH RPTROOICSE LOEQAQOEDRR
ERDYTNLPSS SRSGESHSSS SELEEESSSE HLTCCEQGDT AQPLLQPNNY QFC
MGPGYLLLLL VATANHGQGL PYIEPSVPEL VVKRGATYTL RCVGNGSVEW DGPPSPHWTL
YSDGSSSILS TNNATRONTG TYRCTERGDP LGGSAATHLY VKDPARPWNY LAQEVVVEED
QDALLPELLT DPVLEAGYSL VRVRGRPLMR HTNYSFSPWI GFTIIRAKET QSQDYQCSAL
MGGREVMSTS TRLKYVQKVIP GPPALTLYPA ELVRIRGEAA QIVCSASSVD YNFDVFLQHY
NTKLATPOOS DEHNNRYQEV LILNLDOVDE QHAGNYSCVA SNVQGKHSTS MFFRVVESAY
LNLSSEQNLI QEVTVGEGLN LEVMVEAYRG LOGFNWTYLG PESDHOPEPK LANATTKDTY
RITFTLSLPR LKPSBAGRYS FLARNPGGWR ALTEELTLRY PPEVSVIWTF INGSGTLLCA
KCSFIR ASGYPOPNVT WLOCSGHTDR CDEAQVLOVY DDPYPEVLSQ EPFHKVIVQS LLTVETLEHY
2 (ks QEYECRAHNS VUSUSWART P TSAGAHTHPP DERLFTPYYV ACMSIMALLL LLLLLLLYKY
FEFF-A5)) KOKPKYQVRW KT TESYEGNS YTEIDPTQLY YNEXWEFPRN NLOFCKTLGA GAFCKVVEAT
AFGLGKEDAV LEVAVKMLKS TAHADEKEAL MSELK IMSHL GOHENIVNLL GACTHGEPYL
VITEYCCYGD LLNFLRRKAE AMLGPSLSPG QDPEGGVDYK NTHLEKKYVR RDSGFSSQGY
DTYVEMRPVS. TSSNDSESEQ DLDKEDGRPL ELRDLLUESS QVAQGMAFLA SKNCTHRDVA
ARNVLLTNGH VAKTGDFGLA RDIMNDSNY I VRGNARLPYK WMAPESTEDC VYTVOSDVWS
YGILLWEIES LGLNPYPGIL VNSKFYKLYK DGYQMAQRAR APKNIYSIMQ ACVALEPTHR
PTFQOICSEL QEQAQEDRRE RDYTNLPSSS RSGGSGSSSS ELEEESSSEH LTCCEQGDIA
QPLLOQPYNY(Q: FC

IPVIEPSVPE LYVKPGATYT LRCVGNGSYE WDGPPSPHWT LYSDGSSSIL STNNATEQNT
GTYRCTEPGD PLGGSAATHL YVKDPARPWY VLAQEVVVEE DODALLPCLL TDPVLEAGYS
LYRVRGRPLM RHTNYSESPW HGET THRAKE 10S0DYOCSA IMGGRKVMST SIRLKYQKVI
PCPPALTIAP AELYRIRGEA AQTVCSASSY DVNEDVELQH NNTKLATPQQ SDEHNNRYQK.
VLTLNLDOVD FQHAGNYSCY ASYVOCKHST SMFFRVVESA YLNLSSEONL IQEVTVGECL:
NLEVMVEAYP GLOGEYWTYL GPESDIQPER KLANATTKDT YRUTFTLSLP RLKPSEAGRY
SELARNPGOW RALTFELTLR YPPEVSVIWT FINGSGTLLC AASGYPQPNY TWLQCSGHTD
RCDEAQYLOY WDDPYPEVLS QEPFHKVTVO SLLTVETLEH NOTYEERAHN SVGSGSWAFT
PISAGAN

hCSFIR
L | ek
KA F55])

[0263]

hCSFIR
ECD.506
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IPYIEPSYPE LVVKPGATYT LRCVGNGSVE WDGPPSPHWT LYSDGSSSTL STNNATEQNT |
GTYRCTEPGD PLGGSAATHL YVKDPARPWN VLAQEVVVFE DQDALLPCLL TDPVLEAGVS
LYRVRGRPLM RHTNYSFSPW HGETTHRAKE 1QSQDYQCSA LMGGRKYMST STRLKVQKVI
PGPPALTLVP AELVRTRGEA AQTVCSASSY DVNFDVFLQH NNTKLATPQQ SDFHNNRYQK
VLTLNLDQVD FQHAGNYSCV ASNVQGKHST SMEFRVVESA YLNLSSEQNL 1QEVTVGEGL
NLKVMVEAYP GLQGENWTYL GPESDHQPEP KLANATTKDT YRHTFTLSLP RLKPSEAGRY

6 | oIS | SFLARNPGGY RALTFELTLR YPPEVSYINT FINGSGTLLC AASGYPQPNY THLQCSGHTD
RCDEAQVLQV WDDPYPEVLS QEPEHKVTVQ SLLTVETLEH NQTYECRAIN SVGSGSWAFT
PISAGAHEPK SSDEKTHTCPP CPAPELLCGP SVELEPPKPK DTLMISRTPE VTCVVVDVSH
EDPEVEKFNWY VDGVEVHNAK TKPREEQYNS TYRVVSYLTV LHODWLNGKE YRCKVSNKAL
PAPTEKTISK AKGQPRERQV YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQRE
NNYKTTPPVL DSDGSFELYS KLTVDKSRW( QONVESCSVM HEALHNHYTQ ESLSLSPGK
MGPGYLLLLL YVTAWHGOGT PYIEPSGPEL VVKPGETVIL REVGNGSVEY DGPI PHWTL
YSDGPSSYLT TINATFONTR TYRCTEPGDP LGGSAATHEY YKDPARPENY LAKEVVYFED
QDALLPCLLT DPVLEAGVSL YRLRGRPLLR HTNYSFSPWH GETTHRAKET QGQDYQCSA[
cynoCSFIR MGSREVMSTS TRLEVOKVIP GPPALTLYPA ELYRTRGEAA QIVCSASNID VDEDVELQHN
7 ECD TTKLATPORS DERDNRYOKY LTLSLGOVDE QHAGNYSCVA SNVQGKHSTS MEFRVVESAY
(HAFA LDLSSEQNLT QEVTVGECLN LEVMVEAYRG LOGFNWTYLG PFSDHOPEPE LANATTKDTY
RHTETLSLPR LKPSEAGRYS FLARNFGOWR ALTFELTLRY PPEVSVIWTS INGSGTLLCA
ASCYPOPNVT WLOCAGHTDR CDEAQVLOVW VDEHPEVLSQ EREQKVTVQS LLTAETLEHN
QTYECRAHNS VGSGSWAPIP ISAGAR
MGPGYLLLLL VVTAWHGOGT PYIEPSGREL VVKPGETVIL RCVGNGSVEW DGPISPHWTL
YSDGPSSVLT TTNATFQNTR TYRCTEPGDP LGGSAATHLY VKDPARPWNY LAKEVVVEED
(DALLPCLLT DPVLEAGYSL VRLRGRPLLR HTNYSFSPWH GFTIHRAKFT QGQDYQCSAL
MGSRKVMSTS IRLKVOKV TR GPPALTLYPA BLYRTRGEAA OTVESASNID YOFDVELQAN
TTKLATPORS DRHDNRYQKY LTLSLGQYDF QHAGNYSEVA SNVQGKHSTS MEFRVVESAY
cynoCSFIR LDLSSEQNLT QEVTVGECLN LRVMVEAYPG LOGENWTYLG PESDHOPEPK LANATTRDTY
8 ECD-F¢ RHTFTLSLPR LKPSEAGRYS FLARNPGGWR ALTFELTLRY PREVSYINTS TNGSGTLLCA
(R A FEA) ASGYPQPNVT WLOCAGHTDR CDEAQVLQVW YDPHPEVLSQ EPEQKVTVOS LLTAETLEHN
QTYECRAHNS VGSGSWAFIP 1SACARGSER KSSDKTHTCP PCPAPELLGG PSYFLFPPKP
KEDTLMISKTP EVICVYVDYS HEDPEVKENW YVDGYEVANA KTKPREEQYN STYRVVSVLT
VLHODWLNGK EYKCKVSNKA LPAPTEKTTS KAKGOPREPQ VYTLPPSRDE LTKNQVSLTC
LYKGEYPSDI AVEWESNGOP ENNYKTTEPY LDSDGSFELY SKLTVDKSRW QOGNVESCSY
MIEALINIYT QKSLSLSPGK
3 B4 549 | METDTLLLWVLLLWVPGSTG
4 FREATFA T MAVLGLLLCLYTEPSCVLS
5 Fab 0301 EVQLOOSGPELYRPGASVKMSCKASGY TRTDNYMIWVKQSHGK SLEWT GDINPYNGGTTENG
- FHTER KFKGKATLTVEKSSSTAYMOLYSLTSEDSAVYYCARESPYFSNLYYMDYWGOGTSYTYSS
00 Fab 0301 NIVLTQSPASLAVSLGORATISCKASOSYDYDGDNIMNFYGOKPCORPRLLTYAASNLESGI
| BRITER PARFSOSGSGTDETLY I HPVEBEDAATY YCHLSNEDLSTEGGGTRLEIK
1 Fab 0302 BI0LOOSGPELVKPGASYRMSCRASGYTESDENTHWYKOR PCOGLEWIGY INPY TDVTVYNE
EFHT R KEKGKATLTSDRSSSTAYMDLSSLTSEDSAVYYCASYEDGTEDYALDYWGOGTSITVSS
s Fab 0302 DYVVTOTPASLAVSLGORATISCRASESYDNYGLS FMNWEQQK PGOPPKLLIYTASNLESGT
' BETER PARESGCGSRTDFTLTIDPYEADDAATYFCOOSKELPWTFGGETRLEIK
i3 Fab 93:1,:;1 EIQ.L»QQSGPDLI\AKPGASYK;\*ISCKASGYIFTDYNMHWVKQNQGKSLEWMGEZI.NPN:NGWV?NQ
FHRTER KEEGTTTLTVDKSSS TAYMDLISL TSEDSAVY YCTRALYHSNEGWYEDSWEKGTTLTVSS
i4 Fab 0311 DIVLTQSPASLAVSLGORATISCKASOSVDYDGDSHMNWYQQK PGOPPKLLIYTASILESGT
‘ 4T AR PARESCSGSGADFTLTIHPYEEEDAATY YCOUCNEDPWIFGEETRLEIK
15 0301F 46CDR1 | GYTETDNYMI
16 0301 F4CDR2 | DINPYNGGTTENQREKG
17 | 0301FEHCDRY | ESPYESNLYVMDY
18 03013245 CDR1 | KASQSVDYDGDNYMY
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19 03014225CDR2 | AASNLES

20 0301424£CDR3 | IILSNEDLST

21 03024 CDR1L | GYTESDENIH

22 0302 4LCDR2 | YINPYTDVIVYNEKFKG

23 0302 F45CDR3 | YEDGTFDYALDY

24 03024245 CDRL. | RASESVDNYGLSEMN

25 03024245 CDR2 | TASNLES

26 03024245CDR3 | QQSKELPWT

27 0311 E4CDR1 | GYIFTDYNMH

28 0311 F%CDR2 | EINPNNGVYVYNOKFKG

29 0311 4£CDR3 | ALYHSNEGWYFDS

30 0311%245CDR1 | KASQSYDYDGDSHMN

31 03114245CDR2 | TASNLES

32 03118245CDR3 | QOGNEDPWT
EYOLOOSGPELVRPGASVEMSCRASGYTETDONYMIWVK QSHOKSLENIGDINPYNGGTTENG
KEKGKATLTVEKS SSTAYMOLNSLTSEDS AVY YCARESPYESNLYYMDYWEQGTSVTUSSAS
TKGPSYRPLAPCSRS TSRS TAALGC LYK DYEPERY TVSWNSCALTSGVHTEPAVLOSSOLYS

n s LSSV TYPSSSLETRTY TCNYDHE PSNTRVDERVESKYGPPEPPCPAPEFLGGPSVFLEPPK

33 cAb 0301 F 4 PEDTLMISRTPEVICYVVDVSQEDPEV)ENYY VDGV EVIINAK TR PREEGENSTYRVYSVLTY
LHODWLNGKEYRCKVS NKGLPSSTEETT SKAKGQPREPQY Y TLPPSOEEMTKNQVSLTCLVE
GFYPSDIAVEWESNGQRENNYKTTPPYLDSDGSFELYSRLTYDKSRWQEGNVESCSVMHEAL
HNHYTORSLSLSLGK
NIVETOSPASEAYSLGURAT ISCKASHS YDYDUDNYMNWYOOK PEOPPKLLI YAASNLESGI

. g PARFSGSGSGTDFTLNIHPVEEEDAATY YCHLSNEDLSTRGCOTKLE IRRTVAAPSVFT PP

34 eAbG30LEREE SDEQLKSGTASVYCLLYNFYBREAK VOWKVDNALQSCNSOESVTEQDSKDSTYSLSSTLILS

[0265] KADYEKHKVYACEVTHOGLSSPVTRSENRGEC v

EIQLOQSGPELYKPCASVKMSCKASGYTESDEN THWVKQKPCOCLENIGY INPYTDVIVYNE
KEKGKATLTSDRSSSTAYMDLSSLTSEDSAVYYCASYFDGTEDYALDYNGQGTS ITVSSAST
KGPSVFPLAPCSRSTSESTAALGCLVK DY EPEPY TYSUNSCALTSGYHTRPAVLOSSGLYSL

- . SSVVTVPSSSLOTKTY TCNVDHKPSNTR VDKRVESK YCPPCPPCPAPEFLGGPSVELEPPKP

3 cAb 0302 % KDTLMISRTPEVTCYYVDVSOEDPEVQENWYYDEVEVIINAK TKPREEQENSTYRVVSVLTVL
HQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGOPREPQVY TLEPSQEEMTRNQVSLTCLYKG
FYPSDIAVEWESNGOPENNYK TTPPVLDSDGSEFLYSRLTVDKSRWQEGNVESCSVMHEALH
NHYTOKSLSLSLGK
DYVVTUTPASLAVSLGURAT ISCRASESVDNYCLSEMNWROQK PGOPPKLLIYTASNLESG

16 b0 kR PARFSGGGSRTDFTLTIDPVEADDAATYFCQQSKELPWTFGGGTRLEIKRTVAAPSVFIFPP

; a SDEQLKSOTASVVELLNNEYPREAK VQWKVDNALQSCNSOESYTEQDSKDSTYSLSSTLTLS
KADYEKHEVYACEYTHOGLSSPYTKSENRGEC
EIOLOQSCPDLMKPGASYKMSCKASGY IFTDY NMHWVKQNQCK SLEWMGE INPNNGVVYYNQ
KFKGTTTLTVDKSSSTAYMDLHSLTSEDSAVY YCTRAL YHSNFGWYFDSWEKCTTLTVSSAS
TRGPSYEPLAPCSRSTSESTAALGCLYK DYRPERY TYSWNSGALTSCYHTRPAVLOSSGLYS

. i LSSYYTYPSSSLETRTY TENVDIKPSNTRYDKRVESK YGPPCPPCPAPEFLGGPSVRLEPPK

37 cAb 0311 PRDTLMISRTPEVTCYVVDYSQEDPEVOENWY VDOYEVIINAR TK PREEQENSTYRVYSVLTV
LHOD¥LNGEEYKCKVSNKGLPSSIEK T ISKAKGOPREPQVY TLPPSOEEMTRNOVSLTCLVE
R PSDIAYEWESNGOPENNYK I TPPYLDSDESERL YSRLTVDRSRNQEGNVESCSYMIRAL
INHYTOKSLSLSLEK
DTYLTOSPASLAVSLGORATISCKASOSVDYDGDSHMNYYOQUK PGOPPKLLTYTASNLESGT

ig b DA PARFSGSGSGADFTLTIHPVEEEDAATYYCQQGNEDPWTFGGGTRLEIKRTVAAPSYEIFPP

' e SDEQLESGTASYVCLLYNFYPREAKVOWKVDNALQSGNSQESYTEQDSKDSTYSLSSTLTLS
KADYEKHK VY ACEVTHOGLSSPYTESENRGEC

39 h0301-HO QVOLVOSGAEVKKPGSSYRVSCRASGY TETDNYMIWVRQAPGQCLEWMGDINPYNGGTTENG

) THRTER KFKGRVTITADKSTSTAYMELSSLRSEDTAVY YCARESPYFSNLYVMDYWGOGTLYTVSS
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40 hO301-H1 - OVOLVOSGAEYRK PGSSYKYSCKASGYTRTDNYMIWVRUAPGUGLEWMGDINPYNGGTTENG
‘ TR KFKGRVTITVDKSTSTAYMELSSLRSEDTAVY YCARESPYFSNLYVMDYWGOGTLYTVSS
A1 h0301-H2 QVQLVQSGAEYKKPGSSVKVSCRASGYTETDNYMI¥VROAPGQGLEW TGD INPYNGGTTENG
‘ TR K KEKGRATLTVDKSTSTAYMELSSLRSEDTAVY VCARESPYFSNLYYMDYWGOGTLYTVSS
45 H0302-H1 QVOLVQSGAEVKKPGSSVKVSCKASGYTESDEN THYVROARGQGLEWMGY INPYTDVTVYNE

‘ FHTER KEKGRVTITSDKSTSTAYMELSSLRSEDTAVY YEASYFDGTEDYALDYWGQGTLYTVSS
i H0302-H2 QVQLYOSGABYKKRGSSYKVECKASGY TESDENTHWYROAPGOGLEW LGY INPYTDVTVYNE
) FRTER KFKGRATLTSDKS TSTAYMEL SSLRSEDTAVY YCASYFDCTEDYALDYWGOGTLYTVSS
Ak HO31I-HL QVQLYQSGAEVKKPGSSYKVSCRASGY IFTDYNMUWVRQAPGQGLENMGETNPNNGVVVYNG
i FHTER KERGRYTITVDKSTSTAYMELSSLRSEDTAVY YOTRALYHSNEGWYFDSWGQGTLVTVSS
a5 HO311-H2 QVOLYOSGAEVKK PGS SYKVSEKASGY TFTDY NMITWVRQARGOGLEWMGE TNPNNGVVYYNG
FTHTER KEKGTTTLTVDKS TSTAYMELSSLRSEDTAVY YCTRALYHSNEGWYEDSWOOG TLYTVSS
” h0301-LO EIVLTQSPATLSLSPGERATLSCKASQSYDYDGDNYMNWYQQKPGOAPRLLIYAASNLESGT
) BETER PARFSGSGSGTDETLTISSLEPEDFAVY YCILSNEDLSTRGGGTRVEIK
- hO301-LI NTVLTQSPATLSLSPLERATLSCRASOS VDY DGDNYMNWYOOKPGOAPRLL TVAASNLESGT
BETER PARFSGSGSGTDFTLTISSLEPEDFAVYVCHLSNEPLS TRGGETKVE LK
15 H0302-L0 EIVLTQSPATLSLSPGERATLSCRASESYDNYGLSEVNWYQQKPGOAPRLL TYTASNLESG
ptTE R PARESGSGSGTDETLT ISSLEPEDEAVY YCOUSKELPRTEGQGTKYEIK
45 HO302-L1 ETVLTQSPATLSLSPGERATLSCRASESYDNYGLSEMNWYHQKPGOAPRLLIYTASNLESGT
) BT R PARFSGSGSRTDFTLTISSLEPEDFAVYYCQQSKELPWTFGQGTRVEIR
50 H0302-1.2 EIVVTOSPATLSLSPGRRATLSCRASESYDNYCLSPMNKEOOKPGOAPRLLIYTASNLESGT
BT ER PARFSGSGSRTDFTLTISSLEPEDNFAVY YCQQSKELPWTFGOGTRVETK
51 HO311-LO EIVLTOSPATLSLSPGERATLSCKASOS VDY DEDSHUNYYQQK PGOAPRLL IVTASNLESGT
| BETAR PARPSGSGSGTDETLTTSSLEPEDFAVYYCQQGNEDPNTRGQGTRVETK
[0266] s HO311-LL DIVLTQSPATLSLSPGERATLSCKASQSVDYDGDSHMNWYQQKPGQAPRLLIYTASNLESGI
- TR PARPSGSGSGADFTLT ISSLEPEDFAVYYCQQGNEDPRTRGQGTRVEIK

QVQLVQSGABVKKPGSSYKVSCKASGYTRTDNYMIWVRQAPGQGLEWMGD INPYNGGTTFNG
KFEGRVTITADKSTS TAYMELS SLRSEDTAVY Y CARESPYESNLYWMDYWGQGTLYTVSSAS
TKGPSVEPLAPCSRSTSES TAALGCLYKDYEPERY TYSWNSGALTSGYHTFPAVLQSSGLYS
LSSYVTYPSSALETKTYTCNYDHK PSNTK VDK RYESKYGPPCPPCPAPEFLGGPS VELFPRK.
PEDTLMISRTPEVICYVVDYSQEDPEVORNKYVDEVEVHNAKTKPREEQFNSTYRVVSVLTY
LHODWLYGKEYKCKVSNKGLPSS IEKTTSKAKGOPREPOYYTLPPSQEEMTENQVSLTCLVK
GRYPSDIAVEWESNGQPENNYKTTPPYLDSDGSFPLYSRLTVDKSRWQEGNVESCSYMHEAL
INHYTQKSLSLSLEK

QUOLVOSCAEVKEPGSSVKVSCRASGYTETDNYMIWVROAPGOSLEWMGDINPYNGGTTENG
KFKGRVTLTVDKSTSTAYMELSSLRSEDTAVY YCARESPYESNLYVMDYWGQGTLYTVSSAS
TKGPSYFPLAPCSRSTSESTAALGELVEDYFPEPYTVSWNSCALTSGVHTEPAVLOSSGLYS
LSSVVTVPSSSLGTKTYTCNYDHK PSNTKVDKRVESK YOPRCPPERAPERLGGPSVELRPRK
PKDTLMISRTPEYTCYYYDVSQEDPEVOFNYYVDGVEVHNAK TKPREEQENS TYRVYSYLTY
LHODWLNGKEYKCKVSNKGLPSS IEK TISKAKGOPREROY Y TLPPSOEEMTKNOVSLTCLYK
GEYPSDIAVEVESNGOPENNYKTTPPYLDSDGSFFLYSRLTYDK SRWOEGYVESCSVMHEAL
HAHYTOKSLSLSLGK

QVQLVQSGAEVKEPGSSVKVSCRASGYTETDNYMIWYRQAPGOGLEWIGDINPYNGGTTEN
KEKGRATLTVDKSTSTAYMELSSLRSEDTAVYYCARESPYRSNL YVMDYWGQGTLYTVSSAS
TKGHSYEPLAPCSRSTSESTAALGEL VKDY FPEPY TV SWNSGALTSGVHTEPAVLOSSGLYS
LSSYYTVPSSSLGTKTYTENY DK PSNTKVDERVESKYGPRCPPCPAPERLGGPSVELFRRE
PEDTEMISRTPEVTCVVYDYSOEDPEVORNNY VIGVEVHNAK TR PREEQFNS TYR WV SVLTY
LHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGOPREPQYYTLPPSQEEMTKNQVSLTCLYK
GRYPSDTAVENESNGORENNY KT TP PYL DS DGS FREY SRET VK SRWOEGNVFSCSYMHEAL
HNHY TQRSLSLSLGK

53 h0301-HOE 4%

54 h0301-HIZ #

55 h0301-H2 & #
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QVQLVQSGAEVKKPGSSYKVSCKASGYTESDRNTHWVRQAPGQGLEWMGY I NPYTDVTVYNE
KFKGRVTITSDKSTSTAYMELSSLRSEDTAVYYCASYFDGTEDYALDYWGQGTLYTVSSAST
KGPSYFPLAPCSRSTSESTAALGCLVKDYEPEPYTVSWNSGALTSGVHTEPAVLOSSGLYSL
SSVVTVPSSSLOTKTY TCNYDHKPSNTEVDKRVESKYGPPCPPCPAPEFLOGPSYFLFRPKP
KDTLMISRTPEVTCYVVDVSQEDPEYQFNWYVDGYEVHNAK TKPREEQENSTYRVVSVLTVL
HODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY TLPPSQEEMTKNQVSLTCLYKG
FYPSDIAVEWESNGOPENNYKTTPPYLDSDGSFFLYSRLTVDKSRVQEGNVESCSVMHUEALH
NHYTOKSLSLSLGK
QVQLVQSGAEVKKPGSSYRVSCKASCYTFSDENTHNVRQAPGQGLEWTGY INPYTDVTVYNE
KPRGRATLTSDRSTSTAYMELSSLRSEDTAVYYCASYFDGTEDYALDYWGQGTLY TVSSAST
KGPSVFPLARCSRSTSESTAALGCLVKDYEPEPYTVSWNSGAL TSGYHTFPAVLQSSGLYSL
SSVVTYPSSSLOTKTY TCNYDHKPSNTKVDKRVESKYGPPCPPCPAPEFLOGPSVELEPPKP
KIVTLYI SRTPEVTCYVYDVSUEDPEVOFNHYNDGVE VINAK TKPREEQFNSTYRY VSVLTVL
HODYLNGKEYKCKYSNKGLPSS TEKTTSKAKGOPREPQVYTLPPSQEEMTKNQVSLTCLYKG
FYPSDIAVEWESNGOPENNYKTTPPYLDSDGSEFLYSRLTYDKSRWQEGNVESCSVMHEALH
NHYTOKSLSLSLGK

(VQLVQSGAEVKKPGSSYKVSCKASGY TFTDYNMHRVRQAPGQGLEWMGE TNPNNGVVYYNG
KPRGRYTITVDKSTSTAYMELSSLRSEDTAVY YCTRALYIISNEGWYFDSWEQGTLYTVSSAS
TKGESVRPLAFCSRSTSES TAALGCLYKDYFPEPYTVSYNSGALTSGYHTEPAVLQSSOLYS
LSSVYTYPSSSLGTRTYTCNY DHKPSNTKY DKRVESKYGPPCPPCPAPEFLGGRSVELFPPK
PRDTLMISRTPEY TCYVYDYSQEDPEYQENKYVDGVEVHNAKTKPREEQENSTYRVVSVLTY
LIQDWLNGKEYRCKVSNKGLPSSTERTTSKAKGQPREPGY Y TLPPSOEEMTKNQVSLTCLVK
GEYPSDIAVENESYGQPENNYKTTPPYLDSDGSFFLYSRLTYDKSRUGEGNVESCSVMHEAL
HYHYTQKSLSLSLUK

QVQLYQSGAEYKKPGSSYKVSCKASGY IFTDYNMIWVROAPGQGLEWMGE T NPNNGVVYING
KFKGTTTLTVDKSTSTAYMEL SSLRSEDTAVY Y CTRALYHSNFGWYEDSWGQGTLYTYSSAS
TKGPSVEPLAPCSRSTSESTAALGCLVKDY EPEPYTYSHNSGALTSHVHTEPAVLOSSGLYS
LSSYVTVPSSSLOTKTYTCNVDHKPSNTKYDKRVESKYGPPCPPCPAPEFLGGPSVFLEPPK
PKDTLMISRTPEYTCYVYDVSQEDPEVQFNKYVDGVEVANAKTKPREEQFNSTYRVVSVLTY
LHQDWLNGKEYKCKVSNKGLPSSTEKTTSKARGQPREPQVY TLPPSQEEMTKNQVSLTCLVK
GRYRSDIAVEVESVGQPENNYKTTPPYLDSDGSFFLYSRLTVOKSRWQEGYVFSCSVMHEAL
HNHYTQKSLSLSLGK
ETVLTQSPATLSLSPGERATLSCKASQSYDYDGDNYMNWYQQKPGQAPRLLIYAASNLESGI
PARFSGSGSGTDFTLTTSSLEPEDFAVY YCHLSNEDLS TRGGGTKVE TKRTVAAPSVRTFPP
SDEQLRSGTASVVCLLNNEYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLS
KADYEKIKVYACEVTHQULSSPYTKSENRGEC

NTVLTQSPATLSLSPGERATUSCK ASQSVDYDGDNYVNVYQQKPGOAPRLL TV AASNLESGT
PARFSGSCSGTDETLTISSLEPEDFAVY YCHLSNEDLSTRGGETKVEIKRTVAAPSVETEPP
SDEQLKSGTASVYCLLNNFYPREAKVOWKVDNALOSGNSQESVTEQDSKDSTYSLSSTLILS
KADYEKHEVYACEVTHQGLSSPYTKSFNRGEC
ETVLTQSPATLSLSPGERATLSCRASESYDNVGLSPVINYYQOKPGQAPRLL TYTASNLESGI

56 HO302-H 1§ 4&

57 HO302-H2# 4%

58 HO311-HI 4%

[0267]

59 HO311-H2 &4

60 h0301-LO% 4&

6l h0301-L1424%

) T0302:1.0%5 44 _ :
62 HOBUEL O SDEQLKSGTASVYCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLS

KADYERHKVYACEVTHQGLSSPYTKSENRGEC
EIVLTQSPATLSLSPGERATLSCRASESYDNYGLSEMNWYQQKPGQAPRLLIYTASNLESGI
PARFSGSGSRTDFTLTISSLEPEDFAVYYCUOSKELPWTFGQGTRVEIKRTVAAPSVFIFPP
SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESYTEQDSKDSTYSLSSTLTLS
KADYEKHEVYACEVTHQGLSSPYVIKSENRGEC

63 HO302-11 5244

PARFSGSGSRTDFTLTISSLEPEDEAVY YCQUSKELPWTEGQETKVEIKRTVAAPSVETFPR
SDEQLKSGTASVVCLLNNRYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLILS
KADYEKHEVYACRVTHOGLSSPYTKSENRGEC

64 HO302-1.2424%

38
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[0268]

EIVLTOSPATLSLSPGERATLSCKASQSYDYDGDSHMNWYQOKPGOAPRLLTYTASNLESGL
PARFSGSGSCTDETLTISSLEPEDFAVYYCOQGNEDPYTEGQGTEVETKRTYAAPSVETRPP

65 | HOSLILOBEE | orr o b6 TASYYCLLNNEY PREAK YRR YDNALSGNSQESYTEQDSKDS TYSLSSTLTLS
KADYEKHR VYACEVTHQGLSSPVTKSFNRGEC
DIVLTOSPATLSLSPGERATLSCKASQSYDYDGDSHMNWYQQKPGOAPRLLI YTASNLESGT

66 o PARFSGSGSGADFTLTISSLEPEDFAYYYCQQGNEDPWTEGQGTKVEIKRTVAAPSVFIFPP

T SDEQLKSGTASYVCLLNNFYPREAKVQWKVDNALQSGNSQESYTEQDSKDSTYSLSSTLTLS
KADYBKHKVYACEVTHQGLSSPYTKSENRGEC
EEVSEYCSHMIGSGHLOSLORLIDSOMETSCOT TFEFVDQEQLKDRYCYLKRAFLLYQDIME

67 ACSF1 DTMRERDNTPNALALVOLOBLSLRLKSCFTKDYERHDKACYRTFYETPLOLLEKVKNVENET
KNLLDKDWNTESKNCNNSFAECSSQGUEROSEGS
NEPLEMWPLTONEECTYTGFLRDKLQYRSRLOYMKHYFP INYK ISVPYEGVFRTANVTRLOR

i At AQVSERELRYLWYLVSLSATESVQDYLLEGHPSWKYLQEVOTLLLNVOOGLTDVEVSPKYES
VLSLLYAPGPNLKLVRPKALLDNCERYMELLYCSCCKQSSVLNWQDCEVPSPOSCSPEPSLO
YAATQLYPPPPWSPSSPPHS TCSVRPYRAQGEGLLP

69 AZARA FR] QVQLYOSGAEVKKPGSSYKVSCRAS

70 AZARN ER2 WYRQAPGOGLEWMG

71 AZARA FR3 RVTITADKSTSTAYMELSSLRSEDTAVYYCAR

72 AR FRA WGOUTLYTYSS

73 AZARB FRL QVOLVOSGAEVEKPGSSVEVSCEAS

7 AL ARB FR2 WYRDAPGQGLEWMG

75 A IRBER3 RVTITADKSTSTAYMELSSLRSEDTAVYYCAR

76 A ARB FR4 WGQLTLYTVSS

77 AALARCFRL QVOLYOSGAEVEKPGSSVEVSCKAS

7% ASARC FR2 WVROAPGOGLEWMG

79 AEARC FR3 RVTITADKSTSTAYMELSSLRSEDTAVYYCAR

80 AZARC FR4 WGOGTLYTVSS

81 IEARD FR U EIVLTQSPATLSLSPGERATLSC

82 A ARD FR2 WYQOKPGQAPRLLIY

83 AZARD FR3 G IPARESGSGSGTDETLTISSLEPEDRAVYYC

84 AZRD FR4 FGGGTRVEIK

85 ANZARE FRI1 BIVLTQSPATLSLSPGERATLSC

86 ASARE FR2 WYQQKPGQAPRLLIY

87 ACTARE FR3 GIPARFSGSGAGTDETLTISSLEPEDFAVYYC

88 AAKE FR4 FGOGTKVEIK

89 AARE FRI EIVLTOSPATLSLSPGERATLSC

90, AARF FR2 WYQQKPGQAPRLLIY

91 AGARE FR3 GIPARFSGSESGIDRTLTISSLEPEDEAVYYC

92 MAZARE FR4 FGOUTKVEIK
APV IEPSGPELVVEPGETYTLRCYSNGSVEWDGP ISPYWTLDPESPGSTLTTRNATEKNTGT
YRCTELEDPMAGSTTIHLYVKDPAHSWNLLAQEVTVYEGQEAVLPCLITDPALKDSVSLMRE
GGROVLRRKTVYERSPWRGE T IRKAKVLDSNT¥VCK TMYNGRESTSTG TWLKVNRVIIPERPQT
KLEPSKLVRIRGEAAQI VCSATNAEVGENVILKRGDTKLEIPLNSDFODNY YRKVRALSLYA
VDFQDAGIYSCVASNDYGTRTATMNEQVVESAYLNLTSEQSLLOEVSYGDSLILTVHADAYP

- mCSFIR STQUYNWTYLGPFFEDQRKLEFTTQRATYRY TFKLFLNRVKASEAGQYFLMAQNKAGWNNLT

ECD-Fe FELTLRYPPEVSVTWMPVNGSDVLECDVSGYPOPSY TWMECRGHTDRCDEAGALQVWNDTHE

BVLSOKPFDKVITQSOLP TG TLKANMTYFCK THRSVGNSSQYFRAVSLGOSKQEPKSSDKTH
TCPPCPAPELLGGPSVFLEPPEPKDTLMISRTPEVTCYVYDVSHEDPEVK ENNY VDG VEVAN
AKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKYSNRALPAPTEKTTSKAKGQPRERQY
YTLPPSRDELTKNQVSLTCLYKGRYPSDTAVEWESNGOPENNYK TTPPVLDSDGSPRLYSKL
TYDKSRWQOGNVRSCSYMHEALHNEYTORSLSLSPGK

39
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[0269]

95

AlgG4 S241P

Adlgx

ASTKGESVEPLAPCSRSTSESTAALGCLYKDYFPERYTVSKNSGALTSGYHTFPAVLOSSGL
YSLSSVVTVPSSSLGTKTY TCNYDHKPSNTK VDKRVESK YCPPCPPCPAPEFLGGPSVFLEP
PXPKDTLMISRTPEVICVYYDYSQEDPEVOFNWYYDGVEVINAK TKPREEQFNSTYRYVSVL
TVLHODWLNGKEYKCKVINKGLPSS IEKTISKAKGQPREPQVY TLPPSQEEMTENQVSLTCL
VKGFYPSDTAVEWESNGQPENNYK TTRPRYLDSDGSFELYSRLTYDRSRWQEGNYESCSYMHE
ALHNHYTQKSLSLSLGK
RTVAAPSVETFPPSDEQLKSGTASYVCLLNNFYPREAKVQWKVDNALQSGNSQESYTEQDSK
DSTYSLSSTLILSKADYEKHKVYACEVTHQOLSSPVTKSENRGEC

40
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<110>
<120>
<130>
<150>
<151>
<160>
<170>
<210>
211>
212>
213>
<400>
Ile Pro Val Ile

1
Ala

Gly
Ile
Cys
65

Tyr
Val
Pro
Leu
Ile
145
Leu

Gln

Leu

Thr

Pro

Leu

50

Thr

Val

Val

Val

Met

130

His

Met

Lys

Val

R4 4

==

01134-0031-00PCT
US 62/015,710
2014-06-23

95

PatentIn version

1
953
PRT

A (Homo sapiens)

1

Val
Pro
35

Ser
Glu
Lys
Phe
Leu
115
Arg
Arg
Gly

Val

Arg

Thr
20

Ser
Thr
Pro
Asp
Glu
100
Glu
His
Ala
Gly
Ile

180
Ile

Glu Pro
5
Leu Arg

Pro His

Asn Asn

Gly Asp
70

Pro Ala

85

Asp Gln

Ala Gly
Thr Asn
Lys Phe

150
Arg Lys
165

Pro Gly

Arg Gly

P AR
RIRIEIT AR A 5] (FIVE PRIME THERAPEUTICS, INC.)

3.5

Ser

Cys

Trp

Ala

95

Pro

Arg

Asp

Val

Tyr

135

Ile

Val

Pro

Glu

Val

Val

Thr

40

Thr

Leu

Pro

Ala

Ser

120

Ser

Gln

Met

Pro

Ala

Pro
Gly
25

Leu
Phe
Gly
Trp
Leu
105
Leu
Phe
Ser
Ser
Ala

185
Ala

41

Glu
10

Asn
Tyr
Gln
Gly
Asn
90

Leu
Val
Ser
Gln
Ile
170

Leu

Gln

Leu

Gly

Ser

Asn

Ser

75

Val

Pro

Arg

Pro

155

Ser

Thr

Ile

Val

Ser

Asp

Thr

60

Ala

Leu

Cys

Val

Trp

140

Tyr

Ile

Leu

Val

Val
Val
Gly
45

Gly
Ala
Ala
Leu
Arg
125
His
Gln

Arg

Val

Lys
Glu
30

Ser
Thr
Ile
Gln
Leu
110

Gly

Gly

Leu

Pro
190

Ser

Heva A 7~ 13244 (CSFIR) oA va 7 o R 512

Pro
15

Trp
Ser
Tyr
His
Glu
95

Thr
Arg
Phe
Ser
Lys
175

Ala

Ala

Gly
Asp
Ser
Arg
Leu
80

Val
Asp
Pro
Thr
Ala
160
Val

Glu

Ser
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Ser
Leu
225
Val
Tyr
Phe
Asn
Met
305
Gly
Thr
Lys
Gly
Val
385
Ala
Gly
Asp
Val
Glu
465

Pro

Thr

Val
210
Ala
Leu
Ser
Phe
Leu
290
Val
Pro
Lys
Pro
Trp
370
Ser
Ala
His
Pro
Gln
450
Cys

Ile

Pro

195
Asp

Ile
Thr
Cys
Arg
275
Ile
Glu
Phe
Asp
Ser
355
Arg
Val
Ser
Thr
Tyr
435
Ser
Arg

Ser

Val

Val

Pro

Leu

Val

260

Val

Gln

Ala

Ser

Thr

340

Glu

Ala

Ile

Gly

Asp

420

Pro

Leu

Ala

Ala

Val
500

Asn
Gln
Asn
245
Ala
Val
Glu
Tyr
Asp
325
Tyr
Ala
Leu
Trp
Tyr
405
Arg
Glu
Leu
His
Gly

485
Val

Phe
Gln
230
Leu
Ser
Glu
Val
Pro
310
His
Arg
Gly
Thr
Thr
390
Pro
Cys
Val
Thr
Asn
470

Ala

Ala

Asp
215
Ser
Asp
Asn
Ser
Thr
295
Gly
Gln
His
Arg
Phe
375
Phe
Gln
Asp
Leu
Val
455
Ser
His

Cys

200
Val

Asp
Gln
Val
Ala
280
Val
Leu
Pro
Thr
Tyr
360
Glu
Ile
Pro
Glu
Ser
440
Glu
Val

Thr

Met

Phe
Phe
Val
Gln
265
Tyr
Gly
Gln
Glu
Phe
345
Ser
Leu
Asn
Asn
Ala
425
Gln
Thr
Gly
His

Ser
505

42

Leu
His
Asp
250
Gly
Leu
Glu
Gly
Pro
330
Thr
Phe
Thr
Gly
Val
410
Gln
Glu
Leu
Ser
Pro

490
Ile

Gln
Asn
235
Phe
Lys
Asn
Gly
Phe
3156
Leu
Leu
Leu
Ser
395
Thr
Val
Pro
Glu
Gly
475

Pro

Met

His
220
Asn
Gln
His
Leu
Leu
300
Asn
Leu
Ser
Ala
Arg
380
Gly
Trp
Leu
Phe
His
460
Ser

Asp

Ala

205

Asn
Arg
His
Ser
Ser
285
Asn
Trp
Ala
Leu
Arg
365
Tyr
Thr
Leu
Gln
His
445
Asn
Trp

Glu

Leu

Asn

Tyr

Ala

Thr

270

Ser

Leu

Thr

Asn

Pro

350

Asn

Pro

Leu

Gln

Val

430

Gln

Ala

Phe

Leu
510

Thr
Gln
Gly
255
Ser
Glu
Lys
Tyr
Ala
335
Arg
Pro
Pro
Leu
Cys
415
Trp
Val
Thr
Phe
Leu

495

Leu

Lys
Lys
240
Asn
Met
Gln
Val
Leu
320
Thr
Leu
Gly
Glu
Cys
400
Ser
Asp
Thr
Tyr
Tle
480

Phe

Leu
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Leu Leu Leu

Val
Ile
545
Asn
Val
Lys
Glu
Glu
625
Leu
Arg
Asp
Tyr
Val
705
Gln
Leu
Lys
Asn
Met
785

Lys

Ser

Arg
530
Asp
Asn
Val
Val
Ala
610
Asn
Val
Arg
Pro
Val
690
Glu
Asp
His
Asn
Gly
770
Asn

Trp

Asp

515
Trp

Pro
Leu
Glu
Ala
595
Leu
Ile
Ile
Lys
Glu
675
Arg
Met
Leu
Phe
Cys
755
His
Asp

Met

Val

Leu

Lys

Thr

Gln

Ala

580

Val

Met

Val

Thr

Ala

660

Gly

Arg

Arg

Asp

Ser

740

Tle

Val

Ser

Ala

Trp

Leu

Ile

Gln

Phe

565

Thr

Lys

Ser

Asn

Glu

645

Glu

Gly

Asp

Pro

725

Ser

His

Ala

Asn

Pro

805

Ser

Leu
Ile
Leu
550
Gly
Ala
Met
Glu
Leu
030
Tyr
Ala
Val
Ser
Val
710
Glu
Gln
Arg
Lys
Tyr

790
Glu

Tyr
Glu

535
Pro

Phe
Leu
Leu
015
Leu
Cys
Met
Asp
Gly
695
Ser
Asp
Val
Asp
Ile
775
Ile

Ser

Gly

Lys

520

Ser

Tyr

Thr

Gly

Lys

600

Gly

Cys

Leu

Tyr

680

Phe

Thr

Gly

Ala

Val

760

Gly

Val

Ile

Ile

Tyr Lys Gln

Tyr

Asn

Leu

Leu

585

Ser

Ile

Ala

Tyr

665

Lys

Ser

Ser

Gln
745
Ala

Lys

Phe

Leu

43

Glu
Glu
Gly
570
Gly
Thr
Met
Cys
Gly
650
Pro
Asn
Ser
Ser
Pro
730
Gly
Ala
Phe
Gly
Asp

810

Leu

Gly
Lys
555
Ala
Lys
Ala
Ser
Thr
0635
Asp
Ser
Ile
Gln
Asn
715
Leu
Met
Arg
Gly
Asn
795

Cys

Trp

Lys
Asn
540
Trp
Gly
Glu
His
His
620
His
Leu
Leu
His
Gly
700
Asp
Glu
Ala
Asn
Leu
780
Ala

Val

Glu

Pro
525
Ser
Glu
Ala
Asp
Ala
0605
Leu
Gly
Leu
Ser
Leu
685
Val
Ser
Leu
Phe
Val
765
Ala
Arg

Tyr

Ile

Lys

Tyr

Phe

Phe

Ala

590

Asp

Gly

Gly

Asn

Pro

670

Glu

Asp

Phe

Arg

Leu

750

Leu

Arg

Leu

Thr

Phe

Tyr
Thr
Pro
Gly
575
Val
Glu
Gln
Pro
Phe
655
Gly
Lys
Thr
Ser
Asp
735
Ala
Leu
Asp
Pro
Val

815

Ser

Gln
Phe
Arg
560
Lys
Leu
Lys
His
Val
640
Leu
Gln
Lys
Tyr
Glu
720
Leu
Ser
Thr
Ile
Val
800

Gln

Leu
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Gly

Leu

Asn

865

Arg

Glu

Ser

Ser

Leu
945

Leu
Val

850
Ile

Pro

Asp

Gly

Glu

930
Gln

<210>
211>
212>
213>
<400>
Met Gly Pro Gly

1
Gly

Lys

Glu

Ser

65

Thr

Ile

Gln

Leu

Gln

Pro

Trp

50

Ser

Tyr

His

Glu

Thr

Asn
835
Lys

Tyr
Thr
Arg
Gly
915
His
Pro
2

972
PRT

820

Pro

Asp

Ser

Phe

900

Ser

Leu

Asn

Tyr

Gly

Ile

Gln
885

> Glu

Gly

Thr

Asn

Pro
Tyr
Met

870
Gln

Ser

Cys

950

N (Homo sapiens)

2

Gly

35

Asp

Ser

Arg

Leu

Val
115

Tle
20
Ala

Gly

Tle

Tyr
100
Val

Pro

Val

5

Pro

Thr

Pro

Leu

Thr

85

Val

Val

Val

Leu

Val

Val

Pro

Ser

70

Glu

Lys

Phe

Leu

Gly
Gln
855
Gln
Tle
Asp
Ser
Cys

935
Gln

Leu

Tle

Thr

Ser

55

Thr

Pro

Asp

Glu

Glu

Ile
840
Met
Ala
Cys
Tyr
Ser
920

Glu

Phe

Leu
Glu
Leu
40

Pro
Asn
Gly
Pro
Asp

120
Ala

825

Leu

Ala

Cys

Ser

Thr

905

Ser

Gln

Leu

Pro
25

His

Asn

Ala
105
Gln

44

Val
Gln
Trp
Phe
390
Asn

Glu

Gly

Leu
10

Ser

Trp
Ala
Pro
90

Arg

Asp

Val

Asn
Pro
Ala
87hH
Leu
Leu

Leu

Asp

Val

Val

Val

Thr

Thr

75

Leu

Pro

Ala

Ser

Ser
Ala
860
Leu
Gln
Pro

Glu

Ile
940

Ala

Pro

Gly

Leu

60

Phe

Gly

Trp

Leu

Leu

845
Phe

Glu

Glu

Ser

Glu

925
Ala

Thr
Glu
Asn
45

Tyr
Gln
Gly
Asn
Leu

125
Val

830
Phe

Ala

Pro

Gln

Ser

910

Glu

Gln

Ala

Leu

30

Ser

Asn

Ser

Val

110

Pro

Tyr
Pro
Thr
Ala
895
Ser

Ser

Pro

Trp
15

Val
Ser
Asp
Thr
Ala
95

Leu

Cys

Val

Lys
His

880
Gln

Ser

Leu

His

Val

Val

Gly

Gly

80

Ala

Ala

Leu

Arg
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Gly
145
Gly
Cys
Leu
Pro
Ser
225
Asn
Tyr
Ala
Thr
Ser
305
Leu
Thr
Asn
Pro
Asn
385
Pro

Leu

Gln

130
Arg

Phe
Ser
Lys
Ala
210
Ala
Thr
Gln
Gly
Ser
290
Glu
Lys
Tyr
Ala
Arg
370
Pro
Pro

Leu

Cys

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

Cys

Ser
435

Leu
Ile
Leu
180
Gln
Leu
Ser
Leu
Val
260
Tyr
Phe
Asn
Met
Gly

340
Thr

Gly
Val
Ala

420
Gly

Met
His
165
Met
Lys
Val
Val
Ala
245
Leu
Ser
Phe
Leu
Val
325
Pro
Lys
Pro
Trp
Ser
405

Ala

His

Arg
150
Arg
Gly
Val
Arg
Asp
230
Ile
Thr
Cys
Arg
Ile
310
Glu
Phe
Asp
Ser
Arg
390
Val

Ser

Thr

135
His

Ala
Gly
Tle
Ile
215
Val
Pro
Leu
Val
Val
295
Gln
Ala
Ser
Thr
Glu
375
Ala
Ile

Gly

Asp

Thr

Lys

Arg

Pro

200

Arg

Asn

Gln

Asn

Ala

280

Val

Glu

Tyr

Asp

Tyr

360

Ala

Leu

Trp

Tyr

Arg
440

Asn
Phe
Lys

185
Gly

Phe
Gln
Leu
265
Ser
Glu
Val
Pro
His

345
Arg

Thr
Thr
Pro

425
Cys

45

Tyr
Ile
170
Val
Pro
Glu
Asp
Ser
250
Asp
Asn
Ser
Thr
Gly
330
Gln
His
Arg
Phe
Phe
410

Gln

Asp

Ser
155
Gln
Met
Pro
Ala
Val
2356
Asp
Gln
Val
Ala
Val
315
Leu
Pro
Thr
Tyr
Glu
395
Ile

Pro

Glu

140
Phe

Ser
Ser
Ala
Ala
220
Phe
Phe
Val
Gln
Tyr
300
Gly
Gln
Glu
Phe
Ser
380
Leu
Asn

Asn

Ala

Ser
Gln
Tle
Leu
205
Gln
Leu
His
Asp
Gly
285
Leu
Glu
Gly
Pro
Thr
365
Phe
Thr
Gly

Val

Gln
445

Pro
Asp
Ser
190
Thr
Ile
Gln
Asn
Phe
270

Lys

Asn

Phe
Lys
350
Leu
Leu
Leu
Ser
Thr

430
Val

Trp
Tyr
175
Ile
Leu
Val
His
Asn
255
Gln
His
Leu
Leu
Asn
335
Leu
Ser
Ala
Arg
Gly

415

Leu

His
160
Gln

Arg

Val

Asn
240
Arg
His
Ser
Ser
Asn
320
Trp
Ala
Leu
Arg
Tyr
400
Thr

Leu

Gln
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Val

Lys

465

Gln

Ala

Phe

Leu

545

Tyr

Phe

Phe

Ala

Asp

625

Gly

Gly

Asn

Pro

Glu

705

Asp

Phe

Arg

Trp
450
Val
Thr
Phe
Leu
Leu
530
Tyr
Thr
Pro
Gly
Val
610
Glu
Gln
Pro
Phe
Gly
690
Lys
Thr

Ser

Asp

Asp

Thr

Tyr

Ile

Phe

515

Leu

Gln

Phe

Arg

Lys

595

Leu

Lys

His

Val

Leu

675

Gln

Lys

Tyr

Glu

Leu

Asp

Val

Glu

Pro

500

Thr

Leu

Val

Ile

Asn

580

Val

Lys

Glu

Glu

Leu

660

Arg

Asp

Tyr

Val

Gln

740

Leu

Pro
Gln
Cys
485
Tle
Pro
Leu
Arg
Asp
565
Asn
Val
Val
Ala
Asn
645
Val
Arg
Pro
Val
Glu
725

Asp

His

Tyr
Ser
470
Arg
Ser
Val
Leu
Trp
550
Pro
Leu
Glu
Ala
Leu
630
Tle
Tle
Lys
Glu
Arg
710
Met

Leu

Phe

Pro

455

Leu

Ala

Ala

Val

Leu

535

Thr

Gln

Ala

Val

615

Met

Val

Thr

Ala

Gly

695

Arg

Arg

Asp

Ser

Glu

Leu

His

Gly

Val

520

Leu

Ile

Gln

Phe

Thr

600

Lys

Ser

Asn

Glu

Glu

680

Gly

Asp

Pro

Lys

Ser

Val Leu Ser

Thr
Asn
Ala
505
Ala
Leu
Ile
Leu
Gly
585
Ala
Met
Glu
Leu
Tyr
665
Ala
Val
Ser
Val
Glu
745

Gln

46

Val
Ser
490
His
Cys
Tyr
Glu
Pro
570
Lys
Phe
Leu
Leu
Leu
650
Cys
Met
Asp
Gly
Ser
730

Asp

Val

Glu
475
Val
Thr
Met
Lys
Ser
555
Tyr
Thr
Gly
Lys
Lys

635
Gly

Leu
Tyr
Phe
715
Thr

Gly

Ala

Gln
460
Thr
Gly
His
Ser
Tyr
540
Tyr
Asn
Leu
Leu
Ser
620
Tle
Ala
Tyr
Gly
Lys
700
Ser
Ser

Arg

Gln

Glu

Leu

Ser

Pro

Ile

525

Lys

Glu

Glu

Gly

Gly

605

Thr

Met

Cys

Gly

Pro

685

Asn

Ser

Ser

Pro

Gly

Pro

Glu

Gly

Pro

510

Met

Gln

Gly

Lys

Ala

590

Ala

Ser

Thr

Asp

670

Ser

Ile

Gln

Asn

Leu

750
Met

Phe
His
Ser
495
Asp
Ala
Lys
Asn
Trp
575
Gly
Glu
His
His
His
65hH
Leu
Leu
His
Gly
Asp
735

Glu

Ala

His
Asn
480
Trp
Glu
Leu
Pro
Ser
560
Glu
Ala
Asp
Ala
Leu
640
Gly
Leu
Ser
Leu
Val
720
Ser

Leu

Phe
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Leu Ala
770

Leu Leu

785

Arg Asp

Leu Pro

Thr Val

Phe Ser
850

Phe Tyr

865

Ala Pro

Pro Thr

Gln Ala

Ser Ser
930

Glu Ser

945

Gln Pro

<210>
211>
212>
213>
<400>

755

Ser

Thr

Ile

Val

Gln

835

Leu

Lys

His

Gln

915

Ser

Leu

3
20
PRT

Asn
Met
Lys
820
Ser
Gly
Leu
Asn
Arg
900
Glu
Ser

Ser

Leu

/IR, Mus

3

Met Glu Thr Asp

1

Gly Ser Thr Gly

<210>
211>
212>

4
19
PRT

20

Asn
Gly
Asn
805
Trp
Asp
Leu
Val
Ile
885
Pro
Asp
Gly

Glu

Gln
965

Cys
His
790
Asp
Met
Val

Asn

Lys
870
Tyr
Thr
Arg
Gly
His

950

Pro

Ile
775
Val
Ser
Ala
Trp
Pro
855
Asp
Ser
Phe
Arg
Ser
935

Leu

Asn

musculus)

760
His

Ala
Asn
Pro
Ser
840
Tyr
Gly
Ile
Gln
Glu
920
Gly

Thr

Asn

Thr Leu Leu Leu

5

Arg Asp Val

Lys Ile Gly
795
Tyr Ile Val
810
Glu Ser Ile
825
Tyr Gly Ile

Pro Gly Ile

Tyr Gln Met
875
Met Gln Ala
890
Gln Ile Cys
905
Arg Asp Tyr

Ser Ser Ser

Cys Cys Glu

955

Tyr Gln Phe
970

Ala
780
Asp
Lys
Phe
Leu
Leu
860
Ala
Cys
Ser
Thr
Ser
940

Gln

Cys

765
Ala

Phe
Gly
Asp
Leu
845
Val
Gln
Trp
Phe
Asn
925

Glu

Gly

Arg
Gly
Asn
Cys
830
Trp
Asn
Pro
Ala
Leu
910
Leu

Leu

Asp

Asn

Leu

Ala

815

Val

Glu

Ser

Ala

Leu

895

Gln

Pro

Glu

Ile

Val
Ala
800
Arg
Tyr
Tle
Lys
Phe
880
Glu
Glu
Ser

Glu

Ala
960

Trp Val Leu Leu Leu Trp Val Pro

10

47

15
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<213>
<400> 4
Met Ala Val Leu Gly Leu Leu Leu Cys

1

/I, Mus musculus)

Val Leu Ser
<210>
211>
212>
213>
<400>
Ile Pro Val Ile

1
Ala

Gly

Ile

65

Tyr

Val

Pro

Leu

Ile

145

Leu

Gln

Leu

Ser

Leu

Thr

Pro

Leu

50

Thr

Val

Val

Val

Met

130

His

Met

Lys

Val

Val

210
Ala

5
487
PRT

5

A (Homo sapiens)

5

Val
Pro
35

Ser
Glu
Lys
Phe
Leu
115
Arg
Arg
Gly
Val
Arg
195

Asp

Ile

Thr
20

Ser
Thr
Pro
Asp
Glu
100
Glu
His
Ala
Gly
Ile
180
Ile

Val

Pro

Glu
5
Leu
Pro
Asn
Gly
Pro
85
Asp
Ala
Thr
Lys
Arg
165
Pro
Arg

Asn

Gln

Pro

Arg

His

Asn

Asp

70

Ala

Gln

Gly

Asn

Phe

150

Lys

Gly

Gly

Phe

Gln

Ser

Trp
Ala
55

Pro
Arg
Asp
Val
Tyr
135
Ile
Val
Pro
Glu
Asp

215

Ser

Val

Val

Thr

40

Thr

Leu

Pro

Ala

Ser

120

Ser

Gln

Met

Pro

Ala

200
Val

Pro
Gly
25

Leu
Phe
Gly
Trp
Leu
105
Leu
Phe
Ser
Ser
Ala
185
Ala
Phe

Phe

48

Leu Val Thr Phe Pro

10

Glu
10

Asn
Tyr
Gln
Gly
Asn
90

Leu
Val
Ser
Gln
Ile
170
Leu
Gln

Leu

His

Leu

Gly

Ser

Asn

Ser

75

Val

Pro

Arg

Pro

Asp

155

Ser

Thr

Ile

Gln

Asn

Val

Ser

Asp

Thr

60

Ala

Leu

Cys

Val

Trp

140

Tyr

Ile

Leu

Val

His

220

Asn

Val
Val
Gly
45

Gly
Ala
Ala
Leu
Arg
125
His
Gln
Arg
Val
Cys
205

Asn

Arg

Lys
Glu
30

Ser
Thr
Ile
Gln
Leu

110
Gly

Cys
Leu
Pro
190

Ser

Asn

Ser
15

Pro
15

Trp
Ser
Tyr
His
Glu
95

Thr
Arg
Phe
Ser
Lys
175
Ala
Ala

Thr

Gln

Cys

Gly

Asp

Ser

Arg

Leu

80

Val

Asp

Pro

Thr

Ala

160

Val

Glu

Ser

Lys

Lys
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225
Val

Tyr
Phe
Asn
Met
305

Gly

Thr

Gly
Val
385
Ala
Gly
Asp
Val
Glu

465

Pro

Leu

Ser

Phe

Leu

290

Val

Pro

Lys

Pro

Trp

370

Ser

Ala

His

Pro

Gln

450

Cys

Ile

<210>
211>
212>
213>
<400>
Ile Pro Val Ile Glu Pro

6
7
P

Thr

Cys

Arg

275

Tle

Glu

Phe

Asp

Ser

355

Arg

Val

Ser

Thr

Tyr

435

Ser

Arg

Ser

19
RT

Leu
Val
260
Val
Gln
Ala
Ser
Thr
340
Glu
Ala
Ile
Gly
Asp
420
Pro
Leu

Ala

Ala

Asn
245
Ala
Val
Glu
Tyr
Asp
325
Tyr
Ala
Leu
Trp
Tyr
405
Arg
Glu
Leu
His

Gly
485

230

Leu
Ser
Glu
Val
Pro
310
His
Arg
Gly
Thr
Thr
390
Pro
Cys
Val
Thr
Asn

470
Ala

A (Homo sapiens)

6

Asp
Asn
Ser
Thr
295
Gly
Gln
His
Arg
Phe
375
Phe
Gln
Asp
Leu
Val
455

Ser

His

Gln
Val
Ala
280
Val
Leu
Pro
Thr
Tyr
360
Glu
Ile
Pro
Glu
Ser
440

Glu

Val

Val
Gln
265
Tyr
Gly
Gln
Glu
Phe
345
Ser
Leu

Asn

Asn

Ala
425
Gln
Thr

Gly

Asp
250
Gly
Leu
Glu
Gly
Pro
330
Thr
Phe
Thr
Gly
Val
410
Gln
Glu

Leu

Ser

235
Phe

Lys

Asn

Gly

Phe

315

Lys

Leu

Leu

Leu

Ser

395

Thr

Val

Pro

Glu

475

Gln
His
Leu
Leu
300
Asn
Leu
Ser
Ala
Arg
380
Gly
Trp
Leu
Phe
His

460

Ser

His
Ser
Ser
285
Asn
Trp
Ala
Leu
Arg
365
Tyr
Thr
Leu
Gln
His
445

Asn

Trp

Ala
Thr
270
Ser
Leu
Thr
Asn
Pro
350
Asn
Pro
Leu
Gln
Val
430
Lys

Gln

Ala

Gly
255
Ser
Glu
Lys
Tyr
Ala
335
Arg
Pro
Pro
Leu
Cys
415
Trp
Val

Thr

Phe

240

Asn

Met

Gln

Val

Leu

320

Thr

Leu

Gly

Glu

Cys

400

Ser

Asp

Thr

Tyr

Tle
480

Ser Val Pro Glu Leu Val Val Lys Pro Gly

49
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1
Ala

Gly
Ile
Cys
65

Tyr
Val
Pro
Leu
Ile
145
Leu
Gln
Leu
Ser
Leu
225
Val
Tyr
Phe

Asn

Met
305

Thr
Pro
Leu
50

Thr
Val
Val
Val
Met
130
His
Met
Lys
Val
Val
210
Ala
Leu
Ser
Phe
Leu

290
Val

Val
Pro
35

Ser
Glu
Lys
Phe
Leu
115
Arg
Arg
Gly
Val
Arg
195
Asp
Ile
Thr
Cys
Arg
275

Ile

Glu

Thr
20

Ser
Thr
Pro
Asp
Glu
100
Glu
His
Ala
Gly
Ile
180
Ile
Val
Pro
Leu
Val
260
Val

Gln

Ala

Leu
Pro
Asn
Gly
Pro
85

Asp
Ala
Thr
Lys
Arg
165
Pro
Arg
Asn
Gln
Asn
245
Ala
Val

Glu

Tyr

Arg
His
Asn
Asp
70

Ala
Gln
Gly
Asn
Phe
150
Lys
Gly
Gly
Phe
Gln
230
Leu
Ser
Glu

Val

Pro
310

Trp
Ala
55

Pro
Arg
Asp
Val
Tyr
135
Ile
Val
Pro
Glu
Asp
215
Ser
Asp
Asn
Ser
Thr

295
Gly

Val
Thr
40

Thr
Leu
Pro
Ala
Ser
120
Ser
Gln
Met

Pro

Ala
200
Val
Asp
Gln
Val
Ala
280

Val

Leu

Gly
25

Leu
Phe
Gly
Trp
Leu
105
Leu
Phe
Ser
Ser
Ala
185
Ala
Phe
Phe
Val
Gln
265
Tyr

Gly

Gln

50

10

Asn
Tyr
Gln
Gly
Asn
90

Leu
Val
Ser
Gln
Ile
170
Leu
Gln
Leu
His
Asp
250
Gly
Leu

Glu

Gly

Gly
Ser
Asn
Ser
75

Val
Pro
Arg
Pro
Asp
155
Ser
Thr
Ile
Gln
Asn
235
Phe
Lys
Asn

Gly

Phe
315

Ser
Asp
Thr
60

Ala
Leu
Cys
Val
Trp
140
Tyr
Ile
Leu
Val
His
220
Asn
Gln
His
Leu
Leu

300

Asn

Val
Gly
45

Gly
Ala
Ala
Leu
Arg
125
His
Gln
Arg
Val
Cys
205
Asn
Arg
His
Ser
Ser
285

Asn

Trp

Glu
30

Ser
Thr
Ile
Gln
Leu
110
Gly
Gly
Cys
Leu
Pro
190
Ser
Asn
Tyr
Ala
Thr
270
Ser

Leu

Thr

15
Trp

Ser
Tyr
His
Glu
95

Thr
Arg
Phe
Ser
Lys
175
Ala
Ala
Thr
Gln
Gly
255
Ser
Glu

Lys

Tyr

Asp

Ser

Arg

Leu

80

Val

Asp

Pro

Thr

Ala

160

Val

Glu

Ser

Lys

Lys

240

Asn

Met

Gln

Val

Leu
320



CN 106795222 A

.l

3

11/66 7L

Gly Pro Phe

Thr
Lys
Gly
Val
385
Ala
Gly
Asp
Val
Glu
465
Pro
Thr
Phe
Pro
Val
545
Thr
Val
Cys

Ser

Pro

Lys
Pro
Trp
370
Ser
Ala
His
Pro
Gln
450
Cys
Ile
Cys
Leu
Glu
530
Lys
Lys
Leu
Lys
Lys

610

Ser

Asp
Ser
355
Arg
Val
Ser
Thr
Tyr
435
Ser
Arg
Ser
Pro
Phe
515
Val
Phe
Pro
Thr
Val

595
Ala

Ser
Thr
340
Glu
Ala
Tle
Gly
Asp
420
Pro
Leu
Ala
Ala
Pro
500
Pro
Thr
Asn
Arg
Val
580
Ser

Lys

Asp

Asp
325
Tyr
Ala
Leu
Trp
Tyr
405
Arg
Glu
Leu
His
Gly
485

Cys

Pro

Trp
Glu
565
Leu
Asn

Gly

Glu

His

Arg

Gly

Thr

Thr

390

Pro

Cys

Val

Thr

Asn

470

Ala

Pro

Lys

Val

Tyr

550

Glu

His

Lys

Gln

Leu

Gln
His
Arg
Phe
375
Phe
Gln
Asp
Leu
Val
455
Ser
His
Ala
Pro
Val
535
Val
Gln
Gln
Ala
Pro

0615
Thr

Pro
Thr
Tyr
360
Glu
Ile
Pro
Glu
Ser
440
Glu
Val
Glu
Pro
Lys
520
Val
Asp
Tyr
Asp
Leu

600
Arg

Glu
Phe
345
Ser
Leu
Asn
Asn
Ala
425
Gln
Thr
Gly
Pro
Glu
505
Asp
Asp
Gly
Asn
Trp
585
Pro
Glu

Asn

51

Pro
330
Thr
Phe
Thr
Gly
Val
410
Gln
Glu
Leu
Ser
Lys
490
Leu
Thr
Val
Val
Ser
570
Leu
Ala

Pro

Gln

Lys

Leu

Leu

Leu

Ser

395

Thr

Val

Pro

Glu

Gly

475

Ser

Leu

Leu

Ser

Glu

555

Thr

Asn

Pro

Gln

Val

Leu
Ser
Ala
Arg
380
Gly
Trp
Leu
Phe
His
460
Ser
Ser
Gly
Met
His
540
Val
Tyr
Gly
Ile
Val

620

Ser

Ala
Leu
Arg
365
Tyr
Thr
Leu
Gln
His
445
Asn
Trp
Asp
Gly
Ile
525
Glu
His

Arg

Glu
605
Tyr

Leu

Asn
Pro
350
Asn
Pro
Leu
Gln
Val
430
Lys
Gln
Ala
Lys
Pro
510
Ser
Asp
Asn
Val
Glu
590
Lys

Thr

Thr

Ala
335
Arg
Pro
Pro
Leu
Cys
415
Trp
Val
Thr
Phe
Thr
495
Ser
Arg
Pro
Ala
Val
575
Tyr
Thr

Leu

Cys

Thr

Leu

Gly

Glu

Cys

400

Ser

Asp

Thr

Tyr

Ile

480

His

Val

Thr

Glu

Lys

560

Ser

Lys

Ile

Pro

Leu
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625
Val Lys

Gly Gln

Asp Gly

Trp Gln
690
His Asn
705
<210>
211>
212>
213>
<400>

Gly

Pro

Ser

675

Gln

His
7

506
PRT

B4 Macaca cynomolgus)

7

Phe
Glu
660
Phe

Gly

Tyr

Met Gly Pro Gly

1
Gly Gln

Lys Pro

Glu Trp
50

Pro Ser

65

Thr Tyr

Ile His
Lys Glu
Leu Thr

130
Gly Arg
145

Gly Phe

Cys Ser

Gly

Gly

35

Asp

Ser

Arg

Leu

Val

115

Pro

Thr

Ala

Ile
20

Glu
Gly

Val

Tyr
100
Val
Pro
Leu

Ile

Leu

Tyr
645
Asn
Phe

Asn

Thr

630

Pro

Asn

Leu

Val

Gln
710

Ser

Tyr

Tyr

Phe
095

Val Leu Leu

5

Pro

Thr

Pro

Leu

Thr

85

Val

Val

Val

Leu

His

165
Met

Val
Val
Ile
Thr
70

Glu
Lys
Phe
Leu
Arg
150

Arg

Gly

Ile
Thr
Ser
55

Thr
Pro
Asp
Glu
Glu
135
His
Ala

Ser

Asp
Lys
Ser
680

Ser

Ser

Leu
Glu
Leu
40

Pro
Thr
Gly
Pro
Asp
120
Ala
Thr

Lys

Arg

Ile
Thr
665
Lys

Cys

Leu

Leu
Pro
25

Arg

His

Asn

Ala
105
Gln

Asn

Phe

52

Ala
650
Thr
Leu

Ser

Ser

Leu
10

Ser

Cys

Trp

Ala

Pro

90

Arg

Asp

Val

Tyr

Ile

170
Val

0635
Val

Pro

Thr

Val

Leu
715

Val
Gly
Val
Thr
Thr
75

Leu
Pro
Ala
Ser
Ser
155

Gln

Met

Glu

Pro

Val

Met

700

Ser

Val
Pro
Gly
Leu
60

Phe
Gly
Trp
Leu
Leu
140
Phe

Gly

Ser

Trp
Val
Asp
685

His

Pro

Thr
Glu
Asn
45

Tyr
Gln
Gly
Asn
Leu
125
Val
Ser

Gln

Ile

Glu
Leu
670
Lys

Glu

Gly

Ala
Leu
30

Gly
Ser
Asn
Ser
Val
110
Pro
Arg
Pro

Asp

Ser

Ser
655
Asp
Ser

Ala

Lys

Trp
15

Val
Ser
Asp
Thr
Ala
95

Leu
Cys
Leu
Trp
Tyr

175
Ile

640

Asn

Ser

Arg

Leu

His
Val
Val
Gly
Arg
80

Ala
Ala
Leu
Arg
His
160

Gln

Arg
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Leu

Pro

Ser

225

Thr

Tyr

Ala

Thr

Ser

305

Leu

Thr

Asn

Pro

Asn

385

Pro

Leu

Gln

Val

465
Gln

Lys
Ala
210
Ala
Thr
Gln
Gly
Ser
290
Glu
Lys
Tyr
Ala
Arg
370
Pro
Pro
Leu
Cys
Trp
450

Val

Thr

Val
195
Glu
Ser
Lys
Lys
Asn
275
Met
Gln
Val
Leu
Thr
355
Leu

Gly

Glu

Ala
435
Val
Thr

Tyr

180
Gln

Leu
Asn
Leu
Val
260
Tyr
Phe
Asn
Met
Gly
340
Thr
Lys
Gly
Val
Ala
420
Gly
Asp

Val

Glu

Val

Ile

Ala

245

Leu

Ser

Phe

Leu

Val

325

Pro

Lys

Pro

Trp

Ser

405

Ala

His

Pro

Gln

Cys
485

Val
Arg
Asp
230
Tle
Thr
Cys
Arg
Ile
310
Glu
Phe
Asp
Ser
Arg
390
Val
Ser
Thr
His
Ser

470
Arg

Ile
Ile
215
Val
Pro
Leu
Val
Val
295
Gln
Ala
Ser
Thr
Glu
375
Ala
Ile
Gly
Asp
Pro
455

Leu

Ala

Pro
200
Arg
Asp
Gln
Ser
Ala
280
Val
Glu
Tyr
Asp
Tyr
360
Ala
Leu
Trp
Tyr
Arg
140
Glu

Leu

His

185
Gly

Gly
Phe
Arg
Leu
265
Ser
Glu
Val
Pro
His
345
Arg
Gly
Thr
Thr
Pro
425
Cys
Val

Thr

Asn

53

Pro
Glu
Asp
Ser
250
Gly
Asn
Ser
Thr
Gly
330
Gln
His
Arg
Phe
Ser
410
Gln
Asp
Leu

Ala

Ser
490

Pro
Ala
Val
2356
Asp
Gln
Val
Ala
Val
3156
Leu
Pro
Thr
Tyr
Glu
395
Ile
Pro
Glu
Ser
Glu

475
Val

Ala
Ala
220
Phe
Phe
Val
Gln
Tyr
300
Gly
Gln
Glu
Phe
Ser
380
Leu
Asn
Asn
Ala
Gln
460

Thr

Gly

Leu
205
Gln
Leu
His
Asp
Gly
285
Leu
Glu
Gly
Pro
Thr
365
Phe
Thr
Gly
Val
Gln
445
Glu

Leu

Ser

190
Thr

Ile
Gln
Asp
Phe
270
Lys
Asp
Gly
Phe
Lys
350
Leu
Leu
Leu
Ser
Thr
430
Val
Pro

Glu

Gly

Leu
Val
His
Asn
255
Gln
His
Leu
Leu
Asn
335
Leu
Ser
Ala
Arg
Gly
415
Trp
Leu
Phe
His

Ser
495

Val
Cys
Asn
240
Arg
His
Ser
Ser
Asn
320
Trp
Ala
Leu
Arg
Tyr
400
Thr
Leu
Gln
Gln
Asn

480
Trp
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Ala Phe Ile Pro Ile Ser Ala Gly Ala Arg

<210>
211>
<2125
213>
<400>

8
7
p

B )% Macaca cynomolgus)

8

40
RT

500

Met Gly Pro Gly

1
Gly Gln

Lys Pro

Glu Trp
50

Pro Ser

65

Thr Tyr

Ile His

Lys Glu

Leu Thr
130

Gly Arg

145

Gly Phe

Cys Ser

Leu Lys

Pro Ala
210

Ser Ala

225

Thr Thr

Gly
Gly
35

Asp
Ser
Arg
Leu
Val
115
Asp
Pro
Thr
Ala
Val
195
Glu

Ser

Lys

Tle
20

Glu
Gly
Val
Cys
Tyr
100
Val
Pro
Leu
Tle
Leu
180
Gln
Leu

Asn

Leu

505

Val Leu Leu Leu Leu

5

Pro

Thr

Pro

Leu

Thr

85

Val

Val

Val

Leu

His

165

Met

Lys

Val

Ile

Ala
245

Val
Val
Ile
Thr
70

Glu
Lys
Phe
Leu
Arg
150
Arg
Gly
Val
Arg
Asp

230
Ile

Ile
Thr
Ser
55

Thr
Pro
Asp
Glu
Glu
135
His
Ala
Ser
Ile
Ile
215

Val

Pro

Glu

Leu

40

Pro

Thr

Gly

Pro

120

Ala

Thr

Lys

Pro
200
Arg

Asp

Gln

Pro

25

Arg

His

Asn

Asp

Ala

105

Gln

Gly

Asn

Phe

185

Gly

Gly

Phe

Arg

54

Leu
10

Ser
Cys
Trp
Ala
Pro
90

Arg
Asp
Val
Tyr
Ile
170
Val
Pro
Glu

Asp

Ser
250

Val

Val
Thr
Thr
75

Leu
Pro
Ala
Ser
Ser
155
Gln
Met
Pro
Ala
Val

235
Asp

Val
Pro
Gly
Leu
60

Phe
Gly
Trp
Leu
Leu
140
Phe
Gly
Ser
Ala
Ala
220

Phe

Phe

Thr
Glu
Asn
45

Tyr
Gln
Gly
Asn
Leu
125
Val
Ser
Gln
Ile
Leu
205
Gln

Leu

His

Ala
Leu
30

Gly
Ser
Asn
Ser
Val
110
Pro
Arg
Pro
Asp
Ser
190
Thr
Ile

Gln

Asp

Trp
15

Val
Ser
Asp
Thr
Ala
95

Leu
Cys
Leu
Trp
Tyr
175
Ile
Leu
Val
His

Asn
255

His

Val

Val

Gly

80

Ala

Ala

Leu

Arg

His

160

Gln

Arg

Val

Cys

Asn

240
Arg
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Tyr Gln Lys

Ala

Thr

Ser

305

Leu

Thr

Asn

Pro

Asn

385

Pro

Leu

Gln

Val

465

Gln

Ala

Ser

Gly

Met

545
His

Gly
Ser
290
Glu
Lys
Tyr
Ala
Arg
370
Pro
Pro
Leu
Cys
Trp
450
Val

Thr

Phe

Gly
530
Ile

Glu

Asn
275
Met
Gln
Val
Leu
Thr
355
Leu
Gly
Glu
Cys
Ala
435
Val
Thr
Tyr
Tle
Lys
515
Pro

Ser

Asp

Val
260
Tyr
Phe
Asn
Met
Gly
340
Thr
Lys
Gly
Val
Ala
420
Gly
Asp
Val
Glu
Pro
500
Thr
Ser

Arg

Pro

Leu

Ser

Phe

Leu

Val

325

Pro

Pro

Trp

Ser

405

Ala

His

Pro

Gln

Cys

485

Ile

His

Val

Thr

Glu

Thr

Cys

Tle
310
Glu
Phe
Asp
Ser
Arg
390
Val
Ser
Thr
His
Ser
470
Arg
Ser
Thr
Phe
Pro

550
Val

Leu
Val
Val
295
Gln
Ala
Ser
Thr
Glu
375
Ala
Ile
Gly
Asp
Pro
455
Leu

Ala

Ala

Leu
535
Glu

Ser

Ala

280

Val

Glu

Tyr

Asp

360

Ala

Leu

Trp

Tyr

Arg

440

Glu

Leu

His

Gly

Pro

520

Phe

Val

Phe

Leu Gly Gln

265

Ser

Glu

Val

Pro

His

345

Gly

Thr

Thr

Pro

425

Cys

Val

Thr

Asn

Ala

505

Pro

Pro

Thr

Asn

55

Asn
Ser
Thr
Gly
330
Gln
His
Arg
Phe
Ser
410
Gln
Asp
Leu
Ala
Ser
490
Arg
Cys
Pro

Cys

Trp

Val
Ala
Val
3156
Leu
Pro
Thr
Tyr
Glu
395
Ile
Pro
Glu
Ser
Glu
475
Val
Gly
Pro
Lys
Val

555
Tyr

Val
Gln
Tyr
300
Gly
Gln
Glu
Phe
Ser
380
Leu
Asn
Asn
Ala
Gln
460
Thr
Gly
Ser
Ala
Pro
540

Val

Val

Asp
Gly
285
Leu
Glu
Gly
Pro
Thr
365

Phe

Thr

Val
Gln
445
Glu
Leu
Ser
Glu
Pro
525
Lys

Val

Asp

Phe
270
Lys
Asp
Gly
Phe
Lys
350
Leu
Leu
Leu
Ser
Thr
430
Val
Pro
Glu
Gly
Pro
510
Glu
Asp

Asp

Gly

Gln

His

Leu

Leu

Asn

335

Leu

Ser

Ala

Arg

Gly

415

Trp

Leu

Phe

His

Ser

495

Lys

Leu

Thr

Val

Val

His

Ser

Ser

Asn

320

Trp

Ala

Leu

Arg

Tyr

400

Thr

Leu

Gln

Gln

Asn

480

Trp

Ser

Leu

Leu

Ser

560
Glu
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Val
Tyr
Gly
Ile
625
Val
Ser
Glu
Pro
Val
705

Met

Ser

His
Arg
Lys
610
Glu
Tyr
Leu
Trp
Val
690
Asp
His

Pro

<210>
211>
212>
213>
<400>
Glu Val Gln Leu

1

Ser

Tyr

Gly

Lys

65
Met

Val
Met
Asp
50

Gly

Gln

Asn Ala
580

Val Val

595

Glu Tyr

Lys Thr

Thr Leu

Thr Cys
660

Glu Ser

675

Leu Asp

Lys Ser

Glu Ala

Gly Lys
740

9

122

PRT

/MR (Mus

9

Lys Met
20

Ile Trp

35

Ile Asn

Lys Ala

Leu Asn

265

Ser

Lys

Tle

Pro

645

Leu

Asn

Ser

Arg

Leu
725

Thr
Val
Cys
Ser
0630
Pro

Val

Gly

Trp
710
His

Leu
Lys
615
Lys
Ser
Lys
Gln
Gly
695

Gln

Asn

musculus)

Gln Gln Ser

5

Ser

Val

Pro

Thr

Ser

Cys

Lys

Tyr

Leu

70

Leu

Lys
Gln
Asn
55

Thr

Thr

Pro
Thr
600
Val
Ala
Arg
Gly
Pro
680
Ser

Gln

His

Gly
Ala
Ser
40

Gly

Val

Ser

Arg
585
Val
Ser
Lys
Asp
Phe
665
Glu
Phe

Gly

Tyr

Pro
Ser
25

His
Gly
Glu

Glu

56

570
Glu

Leu

Asn

Gly

Glu

650

Tyr

Asn

Phe

Asn

Thr
730

Glu
10

Gly
Gly
Thr

Lys

Asp

Glu

His

Lys

Gln

635

Leu

Pro

Asn

Leu

Val

715
Gln

Leu

Tyr

Thr

Ser
75

Ser

Gln
Gln
Ala
620
Pro
Thr
Ser
Tyr
Tyr
700

Phe

Lys

Val
Thr
Ser
Phe
60

Ser

Ala

Tyr
Asp
605

Leu

Arg

Asp
Lys
685
Ser

Ser

Ser

Arg
Phe
Leu
45

Asn

Ser

Val

Asn
590
Trp
Pro
Glu
Asn
Ile

670
Thr

Cys

Leu

Pro
Thr
30

Glu
Gln

Thr

Tyr

575

Ser

Leu

Ala

Pro

Gln

655

Ala

Thr

Leu

Ser

Ser
735

Gly
15

Asp
Trp
Lys

Ala

Tyr

Thr

Asn

Pro

Gln

640

Val

Val

Pro

Thr

Val

720

Leu

Ala

Asn

Ile

Phe

Tyr

80
Cys
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Ala Arg Glu Ser
100
Gly Gln Gly Thr
115
10
111
PRT

<210>
211>
212>
<213> /I Mus
<400> 10

Asn Ile Val Leu
1

Gln Arg Ala Thr
20
Asn Tyr
35

Leu

Gly Asp
Leu Ile

50
Arg Phe
65

Pro

Lys

Ser

Val Glu Glu

Glu Ser

100

Asp Leu
<2102
211>
212>
<213> /IR Mus
<400> 11
Glu Ile Gln Leu
1
Ser Val Lys Met
20
Asn Ile His Trp
35
Gly Tyr Ile Asn
50
Lys Gly Lys Ala
65

11
121
PRT

85
Pro Tyr Phe Ser

Ser Val Thr Val
120

musculus)

Thr
5
Ile

Gln Ser Pro

Ser Cys

Met Tyr
40

Ser

Asn Trp

Ala Ala
55

Gly Ser

70

Asp Ala

Tyr

Ser Gly
Glu
85
Thr

Ala

Phe Gly Gly

musculus)

Gln Gln Ser
5
Ser Cys

Gly

Lys Ala

Val Lys Gln Lys
40
Thr Asp
55

Thr

Pro Tyr

Thr Leu
70

Ser

Asn
105
Ser

Ala
Ala
25

Gln
Asn
Thr

Thr

Gly
105

Pro
Ser
25

Pro

Val

Asp

57

90

95

Leu Tyr Val Met Asp Tyr Trp

Ser

Ser
10
Ser

Gln

Leu

Tyr
90
Thr

Glu
10

Gly
Gly

Thr

Arg

Leu

Gln

Lys

Glu

Phe

75

Tyr

Lys

Leu

Tyr

Gln

Val

Ser
75

Ala
Ser
Pro
Ser
60

Thr

Cys

Leu

Val

Thr

Gly

Tyr

60

Ser

Val
Val
Gly
45

Gly
Leu
His

Glu

Phe
Leu
45

Asn

Ser

110

Ser

30

Gln

Ile

Asn

Leu

Ile
110

Pro

Ser

30

Glu

Glu

Thr

Leu
15

Tyr
Pro
Pro
Ile
Ser

95
Lys

Gly
15

Asp
Trp

Lys

Ala

Gly

Asp

Pro

Ala

His

80

Asn

Ala

Phe

Tle

Phe

Tyr
80
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Met Asp Leu Ser

Ala Ser Tyr Phe

100

Gln Gly Thr Ser

<210>
211>
212>
213>
<400>

115
12
111
PRT
/MR Mus
12

Asp Val Val Val

1

Gln Arg Ala Thr

20

Gly Leu Ser Phe

35

Lys Leu Leu Ile

50

Arg Phe Ser Gly

65

Pro Val Glu Ala

Glu Leu Pro Trp

<210>
211>
212>
213>
<400>

100
13
122
PRT
/MR Mus
13

Glu Ile Gln Leu

1

Ser Val Lys Met

20

Asn Met His Trp

35

Gly Glu Ile Asn

50

Lys Gly Thr Thr

Ser Leu Thr
85
Asp Gly Thr

Ile Thr Val

musculus)

Thr Gln Thr
5
Ile Ser Cys

Met Asn Trp

Tyr Thr Ala
55
Gly Gly Ser
70
Asp Asp Ala
85
Thr Phe Gly

musculus)

Gln Gln Ser
5
Ser Cys Lys

Val Lys Gln

Pro Asn Asn
55
Thr Leu Thr

Ser

Phe

Ser
120

Pro
Arg
Phe
40

Ser
Arg

Ala

Gly

Gly
Ala
Asn
40

Gly

Val

Glu Asp Ser Ala Val Tyr Tyr Cys

90

95

Asp Tyr Ala Leu Asp Tyr Trp Gly

105
Ser

Ala
Ala
25

Gln
Asn
Thr

Thr

Gly
105

Pro
Ser
25

Gln

Val

58

Ser

10

Ser

Gln

Leu

Asp

90
Thr

Asp
10

Gly

Val

Leu

Glu

Glu
Phe
75

Phe

Arg

Leu

Lys

Val

Ser

Ala

Ser

Pro

Ser

60

Thr

Cys

Leu

Met

Ile

Ser

Tyr

60

Ser

Val
Val
Gly
45

Gly
Leu

Gln

Glu

Lys
Phe
Leu
45

Asn

Ser

110

Ser
Asp
30

Gln
Ile
Thr

Gln

Ile
110

Pro
Thr
30

Glu

Gln

Thr

Leu
15

Asn
Pro
Pro
Ile
Ser

95
Lys

Gly
15

Asp
Trp

Lys

Ala

Gly

Tyr

Pro

Ala

Asp

80
Lys

Ala

Tyr

Met

Phe

Tyr
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65 70 75 80
Met Asp Leu His Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
Thr Arg Ala Leu Tyr His Ser Asn Phe Gly Trp Tyr Phe Asp Ser Trp
100 105 110
Gly Lys Gly Thr Thr Leu Thr Val Ser Ser
115 120
<210> 14
211> 111
<212> PRT
<213> /B Mus musculus)
<400> 14
Asp Ile Val Leu Thr Gln Ser Pro Ala Ser Leu Ala Val Ser Leu Gly
1 5 10 15
Gln Arg Ala Thr Ile Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30
Gly Asp Ser His Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro
35 40 45
Lys Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60
Arg Phe Ser Gly Ser Gly Ser Gly Ala Asp Phe Thr Leu Thr Ile His
65 70 75 80
Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Gly Asn
85 90 95
Glu Asp Pro Trp Thr Phe Gly Gly Gly Thr Arg Leu Glu Ile Lys
100 105 110
<210> 15
211> 10
<212> PRT
<213> /B Mus musculus)
<400> 15
Gly Tyr Thr Phe Thr Asp Asn Tyr Met Ile
1 5 10
<210> 16
211> 17
<212> PRT
<213> /B Mus musculus)
<400> 16

Asp Ile Asn Pro Tyr Asn Gly Gly Thr Thr Phe Asn Gln Lys Phe Lys

59
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1

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

17
13
PRT
/IR Mus
17

Glu Ser Pro Tyr

1

<210>
211>
212>
213>
<400>

18

15

PRT

/R Mus
18

Lys Ala Ser Gln

1

<210>
211>
212>
213>
<400>

19

7

PRT

/IR (Mus
19

Ala Ala Ser Asn

1

<210>
211>
212>
213>
<400>

20

9

PRT

/MR (Mus
20

His Leu Ser Asn

1

<210>
211>
212>
213>
<400>

21

10

PRT

/R Mus
21

Gly Tyr Thr Phe

1
<210>
211>

22
17

musculus)

Phe Ser Asn Leu Tyr Val Met Asp Tyr
5 10

musculus)

Ser Val Asp Tyr Asp Gly Asp Asn Tyr Met Asn
5 10 15

musculus)

Leu Glu Ser
5

musculus)

Glu Asp Leu Ser Thr
5

musculus)

Ser Asp Phe Asn [le His
5 10

60
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<212> PRT

<213> /B Mus musculus)

<400> 22

Tyr Ile Asn Pro Tyr Thr Asp Val Thr Val Tyr Asn Glu Lys Phe Lys
1 5 10 15
Gly

<210> 23

211> 12

<212> PRT

<213> /B Mus musculus)

<400> 23

Tyr Phe Asp Gly Thr Phe Asp Tyr Ala Leu Asp Tyr

1 5 10

<210> 24

211> 15

<212> PRT

<213> /B Mus musculus)

<400> 24

Arg Ala Ser Glu Ser Val Asp Asn Tyr Gly Leu Ser Phe Met Asn
1 5 10 15
<210> 25

211> 7

<212> PRT

<213> /I, (Mus musculus)

<400> 25

Thr Ala Ser Asn Leu Glu Ser

1 5

<210> 26

211> 9

<212> PRT

<213> /B Mus musculus)

<400> 26

Gln Gln Ser Lys Glu Leu Pro Trp Thr

1 5

210> 27

211> 10

<212> PRT

<213> /B Mus musculus)

<400> 27

61
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Gly Tyr Ile Phe Thr Asp Tyr Asn Met His

1 5 10

<210> 28

211> 17

<212> PRT

<213> /M, Mus musculus)

<400> 28

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

<210> 29

211> 13

<212> PRT

<213> /B Mus musculus)

<400> 29

Ala Leu Tyr His Ser Asn Phe Gly Trp Tyr Phe Asp Ser

1 5 10

<210> 30

211> 15

<212> PRT

<213> /B Mus musculus)

<400> 30

Lys Ala Ser Gln Ser Val Asp Tyr Asp Gly Asp Ser His Met Asn
1 5 10 15
<210> 31

211> 7

<212> PRT

<213> /B Mus musculus)

<400> 31

Thr Ala Ser Asn Leu Glu Ser

1 5

<210> 32

211> 9

<212> PRT

<213> /B Mus musculus)

<400> 32

Gln Gln Gly Asn Glu Asp Pro Trp Thr

1 5

<210> 33

62
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211>
212>
213>
<220>
223>
<400>
Glu Val Gln Leu

1

Ser
Tyr
Gly
Lys
65

Met
Ala
Gly
Ser
Ala
145
Val
Ala
Val
His
Gly
225

Ser

Arg

Val
Met
Asp
50

Gly
Gln
Arg
Gln
Val
130
Ala
Ser
Val
Pro
Lys
210
Pro

Val

Thr

449
PRT

NI

A cAb 0301 HEEE

33

Lys
Tle
35

Tle
Lys
Leu
Glu
Gly
115
Phe
Leu
Trp
Leu
Ser
195
Pro
Pro

Phe

Pro

Met
20

Trp
Asn
Ala
Asn
Ser
100
Thr
Pro
Gly
Asn
Gln
180
Ser
Ser
Cys

Leu

Glu

Gln

5

Ser

Val

Pro

Thr

Ser

85

Pro

Ser

Leu

Cys

Ser

165

Ser

Ser

Asn

Pro

Phe

245
Val

Gln

Cys

Lys

Leu
70

Leu

Val

Ala

Leu

150

Ser

Leu

Thr

Pro

230

Pro

Thr

Ser

Lys

Gln

Asn

55

Thr

Thr

Phe

Thr

Pro

135

Val

Ala

Gly

Gly

215

Cys

Pro

Gly

Ala

Ser

40

Val

Ser

Ser

Val

120

Cys

Lys

Leu

Leu

Thr

200

Val

Pro

Lys

Val

Pro
Ser

25
His

Glu
Glu
Asn
105
Ser
Ser
Asp
Thr
Tyr

185
Lys

Ala

Pro

Val

63

Glu
10

Gly
Gly
Thr
Lys
Asp
90

Leu
Ser
Arg
Tyr
Ser
170

Ser

Thr

Pro

Lys
250
Val

Leu

Tyr

Lys

Thr

Ser

75

Ser

Ala

Ser

Phe

155

Leu

Tyr

Arg

Glu

235
Asp

Val

Thr

Ser

Phe

60

Ser

Ala

Val

Ser

Thr

140

Pro

Val

Ser

Thr

Val

220

Phe

Thr

Val

Arg
Phe
Leu
45

Asn
Ser
Val
Met
Thr
125
Ser
Glu
His
Ser
Cys
205
Glu
Leu

Leu

Ser

Pro

Thr

30

Glu

Gln

Thr

Tyr

110

Lys

Glu

Pro

Thr

Val

190

Asn

Ser

Gly

Met

Gln

Gly
15

Asp
Trp
Lys
Ala
Tyr
95

Tyr
Gly
Ser
Val
Phe
175
Val
Val
Lys
Gly
Ile

255
Glu

Ala
Asn
Tle
Phe
Tyr
80

Cys
Trp
Pro
Thr
Thr
160
Pro
Thr
Asp
Tyr
Pro
240

Ser

Asp
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Pro
Ala
Val
305
Tyr
Thr
Leu
Cys
Ser
385
Asp
Ser

Ala

Lys

Glu
Lys
290
Ser
Lys
Ile
Pro
Leu
370
Asn
Ser

Arg

Leu

<2102
211>
212>
213>
<220>
<223>
<400>
Asn Ile Val Leu Thr Gln

1

Val
275
Thr
Val
Cys
Ser
Pro
355
Val
Gly
Asp

Trp

His
435

34
218
PRT

260
Gln

Lys

Leu

Lys

340

Ser

Lys

Gln

Gly

Gln

420

Asn

ANILF3

Phe
Pro
Thr
Val
325
Ala
Gln
Gly
Pro
Ser
405

Glu

His

Asn
Arg
Val

310

Ser

Glu
Phe
Glu
390

Phe

Gly

AR cAb 0301

34

Gln Arg Ala

Gly Asp Asn

35

5

Thr Tle Ser

20

Tyr Met Asn

Lys Leu Leu Ile Tyr Ala

50

Trp
Glu
295
Leu
Asn
Gly
Glu
Tyr
375
Asn
Phe

Asn

Thr

LESiE

Ser

Cys

Trp

Ala
15%5)

Tyr

280

Glu

His

Lys

Gln

Met

360

Pro

Asn

Leu

Val

Gln
440

Pro

Lys

Tyr

40

Ser

265
Val

Gln

Gln

Gly

Pro

345

Thr

Ser

Tyr

Tyr

Phe

425
Lys

Ala
Ala
25

Gln

Asn

64

Asp
Phe
Asp
Leu
330
Arg

Lys

Asp

Ser
410

Ser

Ser

Ser
10
Ser

Gln

Leu

Gly
Asn
Trp
3156
Pro
Glu
Asn
Ile
Thr
395
Arg

Cys

Leu

Leu

Gln

Glu

Val

Ser

300

Leu

Ser

Pro

Gln

Ala

380

Thr

Leu

Ser

Ser

Ala

Ser

Pro

Ser
60

Glu
285
Thr
Asn
Ser
Gln
Val
365
Val
Pro
Thr

Val

Leu
445

Val
Val
Gly

45
Gly

270
Val

Tyr

Gly

Ile

Val

350

Ser

Glu

Pro

Val

Met

430
Ser

Ser
Asp
30

Gln

Ile

His
Arg
Lys
Glu
335
Tyr
Leu
Trp
Val
Asp
415
His

Leu

Leu
15
Tyr

Pro

Pro

Asn
Val
Glu
320
Lys
Thr
Thr
Glu
Leu
400
Lys

Glu

Gly

Gly

Asp

Pro

Ala
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Arg Phe
65
Pro Val

Glu Asp

Thr Val

Leu Lys
130

Pro Arg

145

Gly Asn

Tyr Ser

His Lys

Val Thr
210
<210>
211>
212>
<213>
220>
223>
<400>
Glu Ile
1
Ser Val

Asn Ile

Gly Tyr
50

Lys Gly

65

Met Asp

Ser Gly Ser Gly
70
Glu Glu Glu Asp
85
Leu Ser Thr Phe
100

Ala Ala Pro Ser
115

Ser Gly Thr Ala

Glu Ala Lys Val
150

Ser GIn Glu Ser

165
Leu Ser Ser Thr
180

Val Tyr Ala Cys

195

Lys Ser Phe Asn

35
448
PRT
NLF3

A cAb 0302
35

Gln Leu Gln Gln

5
Lys Met Ser Cys
20

His Trp Val Lys
35

Ile Asn Pro Tyr

Lys Ala Thr Leu
70
Leu Ser Ser Leu
85

Ser Gly
Ala Ala
Gly Gly
Val Phe
120
Ser Val
135
Gln Trp
Val Thr
Leu Thr
Glu Val
200

Arg Gly
215

HEE
Ser Gly
Lys Ala
Gln Lys

40
Thr Asp
55

Thr Ser

Thr Ser

Thr
Thr
Gly
105
Tle
Val
Lys
Glu
Leu
185

Thr

Glu

Pro
Ser
25

Pro
Val

Asp

Glu

65

Asp Phe
75

Tyr Tyr

90

Thr Lys

Phe Pro

Cys Leu

Val Asp
155

Gln Asp

170

Ser Lys

His Gln

Glu Leu
10
Gly Tyr

Gly Gln

Thr Val

Arg Ser
75

Asp Ser
90

Thr

Cys

Leu

Pro

Leu

140

Asn

Ser

Ala

Gly

Val

Thr

Gly

Tyr

60

Ser

Ala

Leu
His
Glu
Ser
125

Asn

Ala

Asp

Leu
205

Lys
Phe
Leu
45

Asn

Ser

Val

Asn
Leu
Ile
110
Asp
Asn
Leu
Asp
Tyr

190

Ser

Pro
Ser
30

Glu
Glu

Thr

Tyr

Ile
Ser
95

Lys
Glu
Phe
Gln
Ser
175

Glu

Ser

Gly
15

Asp
Trp
Lys

Ala

Tyr
95

His
80

Asn
Arg
Gln
Tyr
Ser
160
Thr

Lys

Pro

Ala

Phe

Tle

Phe

Tyr

80
Cys



CN 106795222 A

.l

3

26/66 BT

Ala Ser Tyr

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Pro

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn

385

Ser

Gly
Phe
130
Leu
Trp
Leu
Ser
Pro
210
Pro
Phe
Pro
Val
Thr
290
Val
Cys
Ser
Pro
Val
370

Gly

Asp

Thr
115
Pro
Gly
Asn
Gln
Ser
195
Ser
Cys
Leu
Glu
Gln
275
Lys
Leu
Lys
Lys
Ser
355
Lys

Gln

Gly

Phe
100

Ser

Leu

Ser
Ser
180
Ser
Asn
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala
340
Gln
Gly

Pro

Ser

Asp

Ile

Ala

Leu

Gly

165

Ser

Leu

Thr

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Glu

Phe

Glu

Phe

Gly
Thr
Pro
Val
150
Ala
Gly
Gly
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn
Gly
Glu
Tyr
Asn

390
Phe

Thr

Val

Cys

135

Leu

Leu

Thr

Val

215

Pro

Val
Tyr
Glu
295
His
Lys
Gln
Met
Pro
375

Asn

Leu

Phe

Ser

120

Ser

Asp

Thr

Tyr

200

Asp

Ala

Pro

Val

Val

280

Gln

Gln

Gly

Pro

Thr

360

Ser

Tyr

Tyr

Asp Tyr Ala

105

Ser

Arg

Tyr

Ser

Ser

185

Thr

Lys

Pro

Lys

Val

265

Asp

Phe

Asp

Leu

Arg

345

Lys

Asp

Lys

Ser

66

Ala
Ser
Phe
Gly
170
Leu
Tyr
Arg
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330
Glu
Asn
Ile

Thr

Arg

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Phe

235

Thr

Val

Val

Ser

Leu

315

Ser

Pro

Gln

Ala

Thr

395

Leu

Leu

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Ser

Gln

Val

Val

380

Pro

Thr

Asp
Lys
125
Glu
Pro
Thr
Val
Asn
205
Ser
Gly
Met
Gln
Val
285
Tyr
Gly
Ile
Val
Ser
365
Glu

Pro

Val

Tyr
110
Gly
Ser
Val
Phe
Val
190
Val
Lys
Gly
Ile
Glu
270
His

Arg

Glu
Tyr
350
Leu
Trp

Val

Asp

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Tyr

Pro

Ser

255

Asp

Asn

Val

Glu

Lys

335

Thr

Thr

Glu

Leu

Lys

Gly
Ser
Ala
Val
160
Ala
Val
His
Gly
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp

400

Ser
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Arg Trp

Leu His

<210>
211>
212>
213>
<220>
223>
<400>
Asp Val
1

Gln Arg

Gly Leu

Lys Leu
50

Arg Phe

65

Pro Val

Glu Leu
Thr Val
Leu Lys
130
Pro Arg
145
Gly Asn
Tyr Ser

His Lys

Val Thr

405
Gln Glu Gly Asn
420

Asn His Tyr Thr
435

36

218

PRT

NILF5

AR . cAb 0302
36

Val Val Thr Gln

5
Ala Thr Ile Ser
20

Ser Phe Met Asn
35

Leu Ile Tyr Thr

Ser Gly Gly Gly
70
Glu Ala Asp Asp
85
Pro Trp Thr Phe
100

Ala Ala Pro Ser
115

Ser Gly Thr Ala

Glu Ala Lys Val
150

Ser GIn Glu Ser

165
Leu Ser Ser Thr
180

Val Tyr Ala Cys

195

Lys Ser Phe Asn

Val Phe

Gln Lys
440

LESiE

Thr Pro

Cys Arg

Trp Phe
40

Ala Ser

55

Ser Arg

Ala Ala

Gly Gly

Val Phe
120

Ser Val

135

Gln Trp

Val Thr
Leu Thr
Glu Val

200
Arg Gly

410

415

Ser Cys Ser Val Met His Glu Ala

425

430

Ser Leu Ser Leu Ser Leu Gly Lys

Ala
Ala
25

Gln
Asn
Thr
Thr
Gly
105
Ile
Val
Lys
Glu
Leu
185
Thr

Glu

67

Ser
10

Ser
Gln
Leu
Asp
Tyr
90

Thr
Phe
Cys
Val
Gln
170

Ser

His

Leu

Glu

Lys

Glu

Phe

75

Phe

Arg

Pro

Leu

Asp

155

Asp

Lys

Gln

Ala
Ser
Pro
Ser
60

Thr
Cys
Leu
Pro
Leu
140
Asn
Ser

Ala

Gly

445

Val
Val
Gly
45

Gly
Leu
Gln
Glu
Ser
125

Asn

Ala

Asp

Leu
205

Ser

Asp

30

Gln

Ile

Thr

Gln

Ile

110

Asn

Leu

Asp

Tyr

190

Ser

Leu
15

Asn
Pro
Pro
Ile
Ser
95

Lys
Glu
Phe
Gln
Ser
175

Glu

Ser

Gly
Tyr
Pro
Ala
Asp
80

Lys
Arg
Gln
Tyr
Ser
160
Thr

Lys

Pro



CON 106795222 A F % 3R 28/66 T

210 215
<210> 37
211> 449
<212> PRT
213> NTLFF3
<220>
<223> AEUF: cAb 0311 HEiE
<400> 37
Glu Ile Gln Leu Gln Gln Ser Gly Pro Asp Leu Met Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Ile Phe Thr Asp Tyr
20 25 30
Asn Met His Trp Val Lys Gln Asn Gln Gly Lys Ser Leu Glu Trp Met
35 40 45
Gly Glu Ile Asn Pro Asn Asn Gly Val Val Val Tyr Asn Gln Lys Phe
50 55 60
Lys Gly Thr Thr Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80
Met Asp Leu His Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
Thr Arg Ala Leu Tyr His Ser Asn Phe Gly Trp Tyr Phe Asp Ser Trp
100 105 110
Gly Lys Gly Thr Thr Leu Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
115 120 125
Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr
130 135 140
Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
145 150 155 160
Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
165 170 175
Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
180 185 190
Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp
195 200 205
His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr
210 215 220
Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro
225 230 235 240
Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser

68
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.l
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Arg

Pro

Ala

Val

305

Tyr

Thr

Leu

Cys

Ser

385

Asp

Ser

Ala

Lys

Thr
Glu
Lys
290
Ser
Lys
Tle
Pro
Leu
370
Asn
Ser

Arg

Leu

<210>
211>
212>
213>
<220>
223>
<400>
Asp Ile Val Leu Thr Gln Ser Pro Ala

1

Pro
Val
275
Thr
Val
Cys
Ser
Pro
355
Val
Gly
Asp

Trp

His
435

38
218
PRT

Glu
260
Gln

Lys

Leu

Lys
340

Ser

Gln
Gly
Gln

420

Asn

ANILF3

EH: cAb 0311 3%

38

245
Val

Phe
Pro
Thr
Val
325
Ala
Gln
Gly
Pro
Ser
405

Glu

His

5

Thr
Asn
Arg
Val
310
Ser
Lys
Glu
Phe
Glu
390
Phe

Gly

Tyr

Trp
Glu
295
Leu
Asn
Gly
Glu
Tyr
375
Asn
Phe

Asn

Thr

Val
Tyr
280
Glu

His

Gln
Met
360
Pro
Asn
Leu

Val

Gln
440

Val
265
Val
Gln
Gln
Gly
Pro
345
Thr
Ser
Tyr
Tyr
Phe

425
Lys

Gln Arg Ala Thr Ile Ser Cys Lys Ala

20

25

Gly Asp Ser His Met Asn Trp Tyr Gln

35

40

69

250
Val Asp

Asp Gly

Phe Asn

Asp Trp
315

Leu Pro

330

Arg Glu

Lys Asn
Asp lle
Lys Thr

395
Ser Arg
410

Ser Cys

Ser Leu

Ser Leu
10
Ser Gln

Gln Lys

Val

Val

Ser

300

Leu

Ser

Pro

Gln

Ala

380

Thr

Leu

Ser

Ser

Ala

Ser

Pro

Ser
Glu
285
Thr
Asn
Ser
Gln
Val
365
Val
Pro
Thr

Val

Leu
445

Val

Val

Gly
45

Gln
270
Val

Tyr

Gly

Ile

Val

350

Ser

Glu

Pro

Val

Met

430
Ser

Ser

Asp
30
Gln

255
Glu

His
Arg
Lys
Glu
335
Tyr
Leu
Trp
Val
Asp
415
His

Leu

Leu
15
Tyr

Pro

Asp

Asn

Val

Glu

320

Thr

Thr

Glu

Leu

400

Lys

Glu

Gly

Gly

Asp

Pro



CON 106795222 A F % 3R 30/66 T

Lys Leu Leu Ile Tyr Thr Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60
Arg Phe Ser Gly Ser Gly Ser Gly Ala Asp Phe Thr Leu Thr Ile His
65 70 75 80
Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Gly Asn
85 90 95
Glu Asp Pro Trp Thr Phe Gly Gly Gly Thr Arg Leu Glu Ile Lys Arg
100 105 110
Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
115 120 125
Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140
Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
145 150 155 160
Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
165 170 175
Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190
His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
195 200 205
Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215
<210> 39
211> 122
<212> PRT
213> ANLFP3|
<220>
<223> A h0301-H0 EHE AAFX
<400> 39
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
20 25 30
Tyr Met Ile Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Asp Ile Asn Pro Tyr Asn Gly Gly Thr Thr Phe Asn Gln Lys Phe
50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

70



F 3

3

CN 106795222 A 31/66 01
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Glu Ser Pro Tyr Phe Ser Asn Leu Tyr Val Met Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 40
211> 122
<212> PRT
213> ANTLF3
<220>
<223>  ARf: h0301-HI ERE A[AFX
<400> 40
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
20 25 30
Tyr Met Ile Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Asp Ile Asn Pro Tyr Asn Gly Gly Thr Thr Phe Asn Gln Lys Phe
50 55 60
Lys Gly Arg Val Thr Ile Thr Val Asp Lys 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 Ser Pro Tyr Phe Ser Asn Leu Tyr Val Met Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 41
211> 122
<212> PRT
213> ANLFPF
<220>
<223> A Rf: h0301-H2 EEE AIAFX
<400> 41
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn

71
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Tyr
Gly
Lys
65

Met

Ala

Gly

Met
Asp
50

Gly
Glu

Arg

Gln

<210>
211>
212>
213>
<220>
223>
<400>
Gln Val Gln Leu

1
Ser

Asn
Gly
Lys
65

Met

Ala

Gln

Val
Ile
Tyr
50

Gly
Glu

Ser

Gly

20
Ile Trp
35
Ile Asn

Arg Ala

Leu Ser

Glu Ser
100
Gly Thr
115
42
121
PRT

ANTLF3

Val

Pro

Thr

Ser

85

Pro

Leu

Arg
Tyr
Leu
70

Leu

Tyr

Val

A R . HO302-H1

42

Lys Val
20

His Trp

35

Ile Asn

Arg Val

Leu Ser

Tyr Phe

100
Thr Leu
115

<210> 43
211>
<212> PRT

121

Val
5
Ser

Val
Pro
Thr
Ser
85

Asp

Val

Gln

Cys

Arg

Tyr

Ile

70

Leu

Gly

Thr

Gln Ala
40

Asn Gly

55

Thr Val

Arg Ser

Phe Ser

Thr Val
120

25

Pro Gly Gln

Gly

Asp

Glu

Asn

105

Ser

HEE AKX

Ser Gly

Lys Ala

Gln Ala
40

Thr Asp

55

Thr Ser

Arg Ser

Thr Phe

Val Ser
120

Ala

Ser

25

Pro

Val

Asp

Glu

105

Ser

72

Thr
Lys
Asp
90

Leu

Ser

Glu
10

Gly
Gly
Thr
Lys
Asp

90
Tyr

Thr
Ser
75

Thr

Tyr

Val
Tyr
Gln
Val
Ser
75

Thr

Ala

Gly
Phe
60

Thr

Ala

Val

Lys
Thr
Gly
Tyr
60

Thr

Ala

Leu

Leu
45

Asn
Ser

Val

Met

Lys
Phe
Leu
45

Asn
Ser

Val

Asp

30
Glu

Gln

Thr

Tyr

Asp
110

Pro
Ser
30

Glu
Glu
Thr

Tyr

Tyr
110

Trp

Lys

Ala

Tyr

95
Tyr

Gly
15

Asp
Trp
Lys

Ala

Tyr
95
Trp

Ile
Phe
Tyr
80

Cys

Trp

Ser
Phe
Met
Phe
Tyr
80

Cys

Gly
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213>
<220>
223>
<400> 43

Gln Val Gln Leu
1

Ser

ANIF3I

Val Val
20

Trp

Lys
Ile His
35
Tle

Asn

Gly Tyr Asn

50
Gly Arg Ala
65
Met Glu

Leu Ser

Ala Phe
100

Leu

Ser Tyr

Gln Thr
115
44
122
PRT
NTF3

Gly

<210>
211>
212>
213>
220>
223>
<400> 44
Gln Val Gln Leu
1
Ser Val Lys Val
20
Met His Trp
35
Glu Ile Asn
50

Gly Arg Val

Asn

Gly

65

Met Glu Leu Ser

A R . H0302-H2

Val Gln
)
Ser Cys

Val Arg

Pro Tyr

Thr Leu
70
Ser Leu
85
Asp Gly

Val Thr

AR s HO311-H1

Val Gln
5
Ser Cys

Val Arg

Pro Asn

Thr Ile

70
Ser Leu
85

HHE AKX

Ser Gly Ala

Ala Ser
25

Pro

Lys
Gln Ala
40
Thr Asp
55

Thr

Val

Ser

Arg Ser Glu

Thr Phe Asp
105
Ser

Val Ser

120

HHE AR

Ser Gly Ala

Lys Ala Ser
25
Gln Ala Pro
40
Asn Gly Val
55
Thr Val Asp

Arg Ser Glu

73

Glu
10
Gly

Gly

Thr

Asp
90
Tyr

Glu
10
Gly

Gly

Val

Asp
90

Val

Tyr

Gln

Val

Ser

75

Thr

Ala

Val

Tyr

Gln

Val

Ser

75
Thr

Lys
Thr
Gly
Tyr
60

Thr

Ala

Leu

Lys
Ile
Gly
Tyr
60

Thr

Ala

Lys
Phe
Leu
45

Asn
Ser

Val

Asp

Lys
Phe
Leu
45

Asn

Ser

Val

Pro

Ser

30

Glu

Glu

Thr

Tyr

Tyr
110

Pro
Thr
30

Glu
Gln

Thr

Tyr

Gly
15

Asp
Trp
Lys
Ala
Tyr

95
Trp

Gly
15

Asp
Trp
Lys

Ala

Tyr
95

Ser
Phe
Ile
Phe
Tyr
80

Cys

Gly

Ser

Tyr

Met

Phe

Tyr

80
Cys
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Thr Arg

Gly Gln

<210>
211>
212>
213>
<220>
223>
<400>
Gln Val
1
Ser Val

Asn Met
Glu
50
Gly

Gly

Lys
65
Met Glu

Thr Arg

Gly Gln
<210>
211>
212>
213>
<220>
223>
<400>
Glu Ile
1

Glu Arg

Gly Asp

Ala Leu Tyr His
100
Gly Thr Leu Val
115
45
122
PRT

NI

AR HO311-H2
45

Gln Leu Val Gln
5

Val Ser
20

Trp

Lys Cys

His Val

35

Ile Asn Pro Asn

Thr Thr Thr Leu

70
Ser Leu
85

Tyr

Leu Ser

Ala Leu His
100
Gly Thr Val
115
46
111

PRT
NP3

Leu

AR h0301-L0
46
Val Leu Thr Gln
5
Ala Thr Leu Ser
20
Asn Tyr Met Asn

Ser Asn Phe Gly Trp Tyr Phe Asp Ser Trp

105
Thr Val Ser
120

HE AKX

Ser Gly Ala

Ala Ser
25

Pro

Lys
Gln Ala
40
Asn Gly Val
55
Thr

Val Asp

Arg Ser Glu
Phe
105

Ser

Ser Asn

Thr Val

120

gk AKX

Ser Pro Ala

Cys Lys Ala
25
Trp Tyr Gln

74

Ser

Glu
10
Gly

Val Lys Lys

Tyr Ile Phe

Gly Gln Leu

45

Val Val Tyr Asn

60
Ser Thr Ser
75

Thr

Lys

Asp Ala Val
90
Gly Phe

Trp Tyr

Ser

Thr Leu Ser Leu
10
Ser Gln Ser Val

Gln Lys Pro Gly

110

Pro
Thr
30

Glu

Gln

Thr

Asp
110

Ser

Asp
30
Gln

Gly
15
Asp

Trp

Lys

Ala

Tyr

95
Ser

Pro
15
Tyr

Ala

Ser
Tyr
Met
Phe
Tyr
80

Cys

Trp

Gly

Asp

Pro
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Arg Leu
50

Arg Phe

65

Ser Leu

Glu Asp

<210>
211>
212>
213>
<220>
223>
<400>
Asn Tle
1

Glu Arg

Gly Asp

Arg Leu

50
Arg Phe
65

Ser Leu

Glu Asp

<210>
AN
212>
213>
220>
223>
<400>
Glu Tle
1

35
Leu Ile Tyr Ala

Ser Gly Ser Gly
70
Glu Pro Glu Asp
85
Leu Ser Thr Phe
100
47
111
PRT

NILF3

AR h0301-L1
A7
Val Leu Thr Gln
5
Ala Thr Leu Ser
20
Asn Tyr Met Asn
35
Leu Ile Tyr Ala

Ser Gly Ser Gly
70
Glu Pro Glu Asp
85
Leu Ser Thr Phe
100
48
111
PRT

ANIF3

A R . H0302-L0
48
Val Leu Thr Gln
5

40

Ala Ser Asn Leu Glu Ser

55
Ser Gly

Phe Ala

Gly Gly

Thr

Val

Gly
105

gk AKX

Ser Pro

Cys Lys

Trp Tyr
40

Ala Ser

55

Ser Gly

Phe Ala

Gly Gly

Ala
Ala
25

Gln
Asn
Thr

Val

Gly
105

gk AKX

Ser Pro

Ala

75

60
Asp Phe Thr
75
Tyr Tyr Cys
90
Thr Lys Val

Thr Leu Ser
10
Ser Gln Ser

Gln Lys Pro

Leu Glu Ser
60
Asp Phe Thr
75
Tyr Tyr Cys
90
Thr Lys Val

45
Gly

Leu

His

Glu

Leu
Val
Gly
45

Gly
Leu
His

Glu

Ile

Thr

Leu

Ile
110

Ser
Asp
30

Gln
Ile
Thr

Leu

Ile
110

Pro Ala

Ile Ser
80

Ser Asn

95

Lys

Pro Gly
15
Tyr Asp

Ala Pro

Pro Ala

Ile Ser
80

Ser Asn

95

Lys

Thr Leu Ser Leu Ser Pro Gly

10

15
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Glu Arg

Gly Leu

Arg Leu

50
Arg Phe
65

Ser Leu

Glu Leu

<210>
211>
212>
213>
<220>
223>
<400>
Glu Tle
1

Glu Arg

Gly Leu

Arg Leu

50
Arg Phe
65

Ser Leu

Glu Leu

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

Ala Thr
20

Ser Phe

35

Leu Ile

Ser Gly

Glu Pro

Pro Trp
100

49

111

PRT

ANIF3

Leu

Met

Tyr

Ser

Glu

85
Thr

Ser
Asn
Thr
Gly
70

Asp

Phe

A R . HO302-L1

49
Val Leu

Ala Thr
20

Ser Phe

35

Leu Ile

Ser Gly

Glu Pro

Pro Trp
100

50

111

PRT

ANIF3I

Thr
5

Leu

Met

Tyr

Ser

Glu

85
Thr

Gln
Ser
Asn
Thr
Gly
70

Asp

Phe

Cys Arg

Trp Tyr
40

Ala Ser

5H

Ser Gly

Phe Ala

Gly Gln

Ala Ser Glu

25
Gln

Asn

Thr

Val

Gly
105

FgE AKX

Ser Pro
Cys Arg
Trp Tyr
40
Ala Ser

55
Ser Arg

Phe Ala

Gly Gln

Ala
Ala
25

Gln
Asn
Thr

Val

Gly
105

AR s H0302-12 HEE A AR X

76

Gln

Leu

Asp

Tyr

90
Thr

Thr
10

Ser

Gln

Leu

Asp

Tyr

90
Thr

Lys
Glu
Phe
75

Tyr

Lys

Leu

Glu

Lys

Glu

Phe

75

Tyr

Lys

Ser
Pro
Ser
60

Thr

Cys

Val

Ser

Ser

Pro

Ser

60

Thr

Cys

Val

Val
Gly
45

Gly
Leu

Gln

Glu

Leu
Val
Gly
45

Gly
Leu

Gln

Glu

Asp
30

Gln
Ile
Thr

Gln

Ile
110

Ser
Asp
30

Gln
Ile
Thr

Gln

Ile
110

Asn

Ala

Pro

Ile

Ser
95
Lys

Pro
15

Asn

Ala

Pro

Ile

Ser

95
Lys

Tyr

Pro

Ala

Ser

80
Lys

Gly

Tyr

Pro

Ala

Ser
80
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<400>
Glu Tle
1

Glu Arg

Gly Leu

Arg Leu

50
Arg Phe
65

Ser Leu

Glu Leu

<210>
211>
212>
213>
<220>
223>
<400>
Glu Tle
1

Glu Arg

Gly Asp

Arg Leu

50
Arg Phe
65

Ser Leu
Glu Asp
<2102

211>
212>

50
Val Val

Ala Thr
20

Ser Phe

35

Leu Ile

Ser Gly

Glu Pro

Pro Trp
100

51

111

PRT

N3

Thr Gln
5
Leu Ser

Met Asn

Tyr Thr

Ser Gly
70

Glu Asp

85

Thr Phe

A R . HO311-L0

51
Val Leu

Ala Thr
20

Ser His

35

Leu Ile

Ser Gly

Glu Pro

Pro Trp
100

b2

111

PRT

Thr Gln
5

Leu Ser

Met Asn

Tyr Thr

Ser Gly
70

Glu Asp

85

Thr Phe

Ser
Cys
Trp
Ala
55

Ser

Phe

Gly

Pro
Arg
Phe
40

Ser
Arg

Ala

Gln

Ala
Ala
25

Gln
Asn
Thr

Val

Gly
105

gk AKX

Ser Pro Ala

Cys
Trp
Ala
55

Ser

Phe

Gly

Lys
Tyr
40

Ser
Gly

Ala

Gln

Ala
25

Gln
Asn
Thr

Val

Gly
105

77

Thr
10

Ser
Gln
Leu
Asp
Tyr

90
Thr

Thr
10

Ser

Gln

Leu

Asp

Tyr

90
Thr

Leu

Glu

Lys

Glu

Phe

75

Tyr

Lys

Leu

Gln

Glu
Phe
75

Tyr

Lys

Ser

Ser

Pro

Ser

60

Thr

Cys

Val

Ser

Ser

Pro

Ser

60

Thr

Cys

Val

Leu
Val
Gly
45

Gly
Leu

Gln

Glu

Leu
Val
Gly
45

Gly
Leu

Gln

Glu

Ser
Asp
30

Gln
Ile
Thr

Gln

Ile
110

Ser
Asp
30

Gln
Ile
Thr

Gln

Ile
110

Pro
15

Asn

Ala

Pro

Ile

Ser
95
Lys

Pro
15
Tyr

Ala

Pro

Ile

Gly

95
Lys

Gly

Tyr

Pro

Ala

Ser

80
Lys

Gly

Asp

Pro

Ala

Ser

80

Asn
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213>
<220>
223>
<400>
Asp Ile Val Leu

1
Glu

Gly
Arg
Arg
65

Ser

Glu

Arg
Asp
Leu
50

Phe

Leu

Asp

<210>
ARD
212>
<213>
<220>
223>
<400>
Gln Val Gln Leu

1

Ser
Tyr
Gly
Lys
65

Met

Ala

Val
Met
Asp
50

Gly

Glu

Arg

ANIF3I

AR HO311-L1 B8E A8 [X

52

Ala

Ser

35

Leu

Ser

Glu

Pro

53

449
PRT

Thr
20

His

Tle

Pro

Trp
100

NI

Thr Gln
5

Leu Ser

Met Asn

Tyr Thr

Ser Gly
70

Glu Asp

85

Thr Phe

AR : h0301-HO

53

Lys
Ile
35

Ile
Arg

Leu

Glu

Val
20

Trp
Asn
Val

Ser

Ser
100

Val Gln
5
Ser Cys

Val Arg

Pro Tyr

Thr Ile
70

Ser Leu

85

Pro Tyr

Ser Pro

Cys Lys

Trp Tyr
40

Ala Ser

55

Ser Gly

Phe Ala

Gly Gln

A
Ser Gly
Lys Ala
Gln Ala
40

Asn Gly
55

Thr Ala

Arg Ser

Phe Ser

Ala
Ala
25

Gln
Asn
Ala

Val

Gly
105

Ala
Ser
25

Pro
Gly
Asp

Glu

Asn
105

78

Thr
10

Ser
Gln
Leu
Asp
Tyr

90
Thr

Glu
10

Gly
Gly
Thr
Lys
Asp

90

Leu

Leu

Gln

Lys

Glu

Phe

75

Tyr

Lys

Val

Tyr

Gln

Thr

Ser

75

Thr

Tyr

Ser
Ser
Pro
Ser
60

Thr

Cys

Val

Lys
Thr
Gly
Phe
60

Thr

Ala

Val

Leu
Val
Gly
45

Gly
Leu

Gln

Glu

Lys
Phe
Leu
45

Asn
Ser

Val

Met

Ser
Asp
30

Gln
Ile
Thr

Gln

Ile
110

Pro

Thr

30

Glu

Gln

Thr

Tyr

Asp
110

Pro
15
Tyr

Ala

Pro

Ile

Gly

95
Lys

Gly
15

Asp
Trp
Lys

Ala

Tyr
95
Tyr

Gly

Asp

Pro

Ala

Ser

80

Asn

Ser
Asn
Met
Phe
Tyr
80

Cys

Trp
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Gly Gln Gly

Ser
Ala
145
Val
Ala
Val
His
Gly
225
Ser
Arg
Pro
Ala
Val
305
Tyr

Thr

Leu

Ser
385
Asp

Ser

Val
130
Ala
Ser
Val
Pro
Lys
210
Pro
Val
Thr
Glu
Lys
290
Ser
Lys
Ile
Pro
Leu
370
Asn

Ser

Arg

115
Phe

Leu
Trp
Leu
Ser
195
Pro
Pro
Phe
Pro
Val
275
Thr
Val
Cys
Ser
Pro
355
Val
Gly

Asp

Trp

Thr
Pro
Gly
Asn
Gln
180
Ser
Ser
Cys
Leu
Glu
260
Gln

Lys

Leu

Lys
340

Ser

Gln

Gly

Gln

Leu
Leu
Cys
Ser
165
Ser
Ser
Asn
Pro
Phe
245
Val
Phe
Pro
Thr
Val
325
Ala
Gln
Gly
Pro
Ser

405
Glu

Val
Ala
Leu
150
Gly
Ser
Leu
Thr
Pro
230
Pro
Thr
Asn
Arg
Val
310
Ser
Lys
Glu
Phe
Glu

390
Phe

Thr

Pro

135

Val

Ala

Gly

Gly

215

Cys

Pro

Trp
Glu
295
Leu
Asn
Gly
Glu
Tyr
375
Asn

Phe

Asn

Val
120
Cys
Lys
Leu
Leu
Thr
200
Val
Pro
Lys
Val
Tyr
280

Glu

His

Gln
Met
360
Pro
Asn

Leu

Val

Ser Ser Ala

Ser

Asp

Thr

Tyr

185

Lys

Asp

Ala

Pro

Val

265

Val

Gln

Gln

Gly

Pro

345

Thr

Ser

Tyr

Tyr

Phe

79

Arg
Tyr
Ser
170

Ser

Thr

Pro
Lys
250
Val
Asp
Phe
Asp
Leu
330
Arg
Lys
Asp
Lys
Ser

410

Ser

Ser
Phe
155
Gly
Leu
Tyr
Arg
Glu
235
Asp
Asp
Gly
Asn
Trp
3156
Pro
Glu
Asn
Ile
Thr

395
Arg

Ser

Thr

140

Pro

Val

Ser

Thr

Val

220

Phe

Thr

Val

Val

Ser

300

Leu

Ser

Pro

Gln

Ala

380

Thr

Leu

Ser

Thr

125

Ser

Glu

His

Ser

Cys

205

Glu

Leu

Leu

Ser

Glu

285

Thr

Asn

Ser

Gln

Val

365

Val

Pro

Thr

Val

Lys

Glu

Pro

Thr

Val

190

Asn

Ser

Gly

Met

Gln

270

Val

Tyr

Gly

Ile

Val

350

Ser

Glu

Pro

Val

Met

Gly
Ser
Val
Phe
175
Val
Val
Lys
Gly
Ile
255
Glu
His
Arg
Lys
Glu
335
Tyr
Leu
Trp
Val
Asp

415
His

Pro

Thr

Thr

160

Pro

Thr

Asp

Tyr

Pro

240

Ser

Asp

Asn

Val

Glu

320

Thr

Thr

Glu

Leu

400

Lys

Glu
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420

425

430

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

Lys

<210>
211>
212>
213>
<220>
223>
<400>
Gln Val Gln Leu

1

Ser
Tyr
Gly
Lys
65

Met
Ala
Gly
Ser
Ala
145
Val
Ala

Val

His

Val
Met
Asp
50

Gly
Glu
Arg
Gln
Val
130
Ala
Ser
Val

Pro

Lys
210

435

54
449
PRT

NI

LRI h0301-H1 HHEE

54

Lys
Ile
35

Ile
Arg
Leu
Glu
Gly
115
Phe
Leu
Trp
Leu
Ser

195

Pro

Val
20

Trp
Asn
Val
Ser
Ser
100
Thr
Pro
Gly
Asn
Gln
180

Ser

Ser

Val

5

Ser

Val

Pro

Thr

Ser

85

Pro

Leu

Leu

Ser
165
Ser

Ser

Asn

Gln

Cys

Tyr
Ile
70

Leu
Tyr
Val
Ala
Leu
150
Gly
Ser

Leu

Thr

Ser

Lys

Gln

Asn

I5%5)
Thr

Phe
Thr
Pro
135
Val

Ala

Gly

Lys
215

440

Gly
Ala
Ala
40

Gly
Val
Ser
Ser
Val
120
Cys
Lys
Leu
Leu
Thr

200
Val

Ala

Ser

25

Pro

Gly

Asp

Glu

Asn

105

Ser

Ser

Asp

Thr

Tyr

185

Asp

80

Glu
10

Gly
Gly
Thr
Lys
Asp
90

Leu
Ser
Arg
Tyr
Ser
170
Ser

Thr

Lys

Val
Tyr
Gln
Thr
Ser
75

Thr
Tyr
Ala
Ser
Phe
155

Gly

Leu

Arg

Lys

Thr

Gly

Phe

60

Thr

Ala

Val

Ser

Thr

140

Pro

Val

Ser

Thr

Val
220

445

Lys

Phe

Leu

45

Asn

Ser

Val

Met

Thr

125

Ser

Glu

His

Ser

205
Glu

Pro
Thr
30

Glu

Gln

Thr

Asp
110
Lys
Glu
Pro

Thr

Val
190

Asn

Ser

Gly
15
Asp

Lys
Ala
Tyr
95

Tyr
Gly
Ser
Val
Phe
175
Val

Val

Lys

Ser

Asn

Met

Phe

Tyr

80

Cys

Trp

Pro

Thr

Thr

160

Pro

Thr

Asp

Tyr
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Gly Pro Pro

225

Ser

Arg

Pro

Ala

Val

305

Tyr

Thr

Leu

Cys

Ser

385

Asp

Ser

Ala

Lys

Val

Thr

Glu

Lys

290

Ser

Lys

Ile

Pro

Leu

370

Asn

Ser

Arg

Leu

<210>
211>
212>
213>
<220>
223>
<400>
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1

Phe
Pro
Val
275
Thr
Val
Cys
Ser
Pro
355
Val
Gly
Asp

Trp

His
435

55
449
PRT

Cys
Leu
Glu
260
Gln

Lys

Leu

Lys
340

Ser

Gln
Gly
Gln

420

Asn

NILF3

AR h0301-H2 HEE

55

Pro
Phe
245
Val
Phe
Pro
Thr
Val
325
Ala
Gln
Gly
Pro
Ser
405

Glu

His

5

Pro
230
Pro
Thr
Asn
Arg
Val
310
Ser
Lys
Glu
Phe
Glu
390
Phe

Gly

Tyr

Cys

Pro

Cys

Trp

Glu

295

Leu

Asn

Gly

Glu

Tyr

375

Asn

Phe

Asn

Thr

Pro
Lys
Val
Tyr
280

Glu

His

Gln

Met

360

Pro

Asn

Leu

Val

Gln
440

Ala Pro Glu

Pro
Val
265
Val
Gln
Gln
Gly
Pro
345
Thr
Ser
Tyr
Tyr
Phe

425
Lys

Lys
250
Val
Asp
Phe
Asp
Leu
330
Arg
Lys
Asp
Lys
Ser
410

Ser

Ser

10

235
Asp

Asn
Trp
3156
Pro
Glu
Asn
Ile
Thr
395
Arg

Cys

Leu

Phe

Thr

Val

Val

Ser

300

Leu

Ser

Pro

Gln

Ala

380

Thr

Leu

Ser

Ser

Leu

Leu

Ser

Glu

285

Thr

Asn

Ser

Gln

Val

365

Val

Pro

Thr

Val

Leu
445

Gly
Met
Gln
270
Val
Tyr
Gly
Ile
Val
350
Ser
Glu
Pro
Val
Met

430

Ser

Gly
Ile
255
Glu
His
Arg
Lys
Glu
335
Tyr
Leu
Trp
Val
Asp
415
His

Leu

15

Pro
240
Ser
Asp
Asn
Val
Glu
320
Lys
Thr
Thr
Glu
Leu
400
Lys

Glu

Gly

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

81
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Tyr
Gly
Lys
65

Met
Ala
Gly
Ser
Ala
145
Val
Ala
Val
His
Gly
225
Ser
Arg
Pro
Ala
Val

305
Tyr

Met
Asp
50

Gly
Glu
Arg
Gln
Val
130
Ala
Ser
Val
Pro
Lys
210
Pro
Val
Thr
Glu
Lys
290

Ser

Lys

Ile
35

Ile
Arg
Leu
Glu
Gly
115
Phe
Leu
Trp
Leu
Ser
195
Pro
Pro
Phe
Pro
Val
275
Thr

Val

Cys

20
Trp

Asn
Ala
Ser
Ser
100
Thr
Pro
Gly
Asn
Gln
180
Ser
Ser
Cys
Leu
Glu
260
Gln
Lys

Leu

Lys

Val

Pro

Thr

Ser

85

Pro

Leu

Leu

Ser

165

Ser

Ser

Asn

Pro

Phe

245

Val

Phe

Pro

Thr

Val
325

Arg
Tyr
Leu
70

Leu
Tyr
Val
Ala
Leu
150
Gly
Ser
Leu
Thr
Pro
230
Pro
Thr
Asn
Arg
Val

310

Ser

Gln
Asn
55

Thr
Arg
Phe
Thr
Pro
135
Val
Ala
Gly
Gly
Lys
215

Cys

Pro

Trp

Glu
295

Leu

Asn

Ala
40

Gly
Val
Ser
Ser
Val

120
Cys

Leu
Leu
Thr
200
Val
Pro
Lys
Val
Tyr
280
Glu
His

Lys

25

Pro Gly Gln

Gly
Asp
Glu
Asn
105
Ser
Ser
Asp
Thr
Tyr
185
Lys
Asp
Ala
Pro
Val
265
Val
Gln

Gln

Gly

82

Thr

Lys

Asp

90

Leu

Ser

Arg

Tyr

Ser

170

Ser

Thr

Lys

Pro

Lys

250

Val

Asp

Phe

Asp

Leu
330

Thr
Ser
75

Thr
Tyr
Ala
Ser
Phe
155
Gly
Leu
Tyr
Arg
Glu
235
Asp
Asp
Gly
Asn
Trp

315

Pro

Gly
Phe
60

Thr
Ala
Val
Ser
Thr
140
Pro
Val
Ser
Thr
Val
220
Phe
Thr
Val
Val
Ser
300

Leu

Ser

Leu
45

Asn
Ser
Val
Met
Thr
125
Ser
Glu
His
Ser
Cys
205
Glu
Leu
Leu
Ser
Glu
285
Thr

Asn

Ser

30
Glu

Gln
Thr
Tyr
Asp
110
Lys
Glu
Pro
Thr
Val
190
Asn
Ser
Gly
Met
Gln
270
Val
Tyr

Gly

Ile

Trp
Lys
Ala
Tyr
95

Tyr
Gly
Ser
Val
Phe
175
Val
Val
Lys
Gly
Ile
255
Glu
His
Arg

Lys

Glu
335

Ile
Phe
Tyr
80

Cys
Trp
Pro
Thr
Thr
160
Pro
Thr
Asp
Tyr
Pro
240
Ser
Asp
Asn
Val
Glu

320
Lys
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Thr Ile Ser

Leu
Cys
Ser
385
Asp
Ser

Ala

Lys

Pro
Leu
370
Asn
Ser

Arg

Leu

<210>
211>
212>
213>
<220>
223>
<400>
Gln Val Gln Leu

1

Ser

Asn

Gly

Lys

65

Met

Ala

Gln

Val

Val

Tle

Tyr

50

Gly

Glu

Ser

Gly

Phe

Pro
355
Val
Gly
Asp

Trp

His
435

56
448
PRT

Lys
340

Ser

Lys

Gln

Gly

Gln

420

Asn

ANTF3

Ala
Gln
Gly
Pro
Ser
405

Glu

His

Lys
Glu
Phe
Glu
390
Phe

Gly

Tyr

A R . HO302-H1

56

Lys
His

35
Ile

Arg

Leu

Tyr

Thr

115

Pro

Val
20
Trp

Asn

Val

Ser

Phe

100

Leu

Leu

Val
5

Ser

Val

Pro

Thr

Ser

85

Asp

Val

Ala

Gln

Cys

Arg

Tyr

Ile

70

Leu

Gly

Thr

Pro

Gly
Glu
Tyr
375
Asn
Phe

Asn

Thr

Gln

Met

360

Pro

Asn

Leu

Val

Gln
440

HE

Ser

Lys

Gln

Thr

55

Thr

Arg

Thr

Val

Gly
Ala
Ala
40

Asp
Ser
Ser
Phe
Ser

120

Ser

Pro
345
Thr
Ser
Tyr
Tyr
Phe

425
Lys

Ala
Ser
25

Pro
Val
Asp
Glu
Asp

105

Ser

83

Arg Glu
Lys Asn
Asp Ile
Lys Thr

395
Ser Arg
410

Ser Cys

Ser Leu

Glu Val
10
Gly Tyr

Gly Gln

Thr Val

Lys Ser
75

Asp Thr

90

Tyr Ala

Ala Ser

Ser Thr

Pro
Gln
Ala
380
Thr
Leu

Ser

Ser

Lys

Thr

Gly

Tyr

60

Thr

Ala

Leu

Thr

Ser

Gln
Val
365
Val
Pro
Thr

Val

Leu
445

Lys
Phe
Leu
45

Asn
Ser
Val
Asp
Lys

125
Glu

Val
350
Ser
Glu
Pro
Val
Met

430

Ser

Pro
Ser
30

Glu
Glu
Thr
Tyr
Tyr
110

Gly

Ser

Tyr
Leu
Trp
Val
Asp
415
His

Leu

Gly
15

Asp
Trp
Lys
Ala
Tyr
95

Trp

Pro

Thr

Thr
Thr
Glu
Leu
400
Lys

Glu

Gly

Ser

Phe

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala
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Ala
145
Ser

Val

Pro

Pro
225
Val
Thr
Glu
Lys
Ser
305
Lys
Ile
Pro
Leu
Asn
385
Ser

Arg

Leu

130

Leu
Trp
Leu
Ser
Pro
210
Pro
Phe
Pro
Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Gly
Asn
Gln
Ser
195
Ser
Cys
Leu
Glu
Gln
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Asn
435

Ser
Ser
180
Ser
Asn
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala
340
Gln
Gly
Pro
Ser
Glu

420
His

Leu
Gly
165
Ser
Leu
Thr
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Val
150
Ala
Gly
Gly
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
310
Asn
Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

135

Leu

Leu

Thr

Val

215

Pro

Lys

Val

Tyr

Glu

295

His

Lys

Gln

Met

Pro

375

Asn

Leu

Val

Gln

Asp
Thr
Tyr
Lys
200
Asp
Ala
Pro
Val
Val
280
Gln
Gln
Gly
Pro
Thr
360
Ser
Tyr
Tyr

Phe

Lys
440

Tyr
Ser
Ser
185
Thr
Lys
Pro
Lys
Val
265
Asp
Phe
Asp
Leu
Arg
345
Lys
Asp
Lys
Ser
Ser

425

Ser

84

Phe
Gly
170
Leu
Tyr
Arg
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330
Glu
Asn
Ile
Thr
Arg

410

Leu

Pro

155

Val

Ser

Thr

Val

Phe

235

Thr

Val

Val

Ser

Leu

315

Ser

Pro

Gln

Ala

Thr

395

Leu

Ser

Ser

140
Glu

His

Ser

Cys

Glu

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Ser

Gln

Val

Val

380

Pro

Thr

Val

Leu

Pro
Thr
Val
Asn
205
Ser
Gly
Met
Gln
Val
285
Tyr
Gly
Ile
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Val
Phe
Val

190
Val

Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr
350
Leu
Trp
Val
Asp
His

430

Leu

Thr
Pro
175
Thr
Asp
Tyr
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
3356
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Val
160
Ala
Val
His
Gly
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp
400
Ser

Ala

Lys
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<210>
ARD
212>
<213>
<220>
223>
<400>
Gln Val Gln Leu

1

Ser

Asn

Gly

65

Met

Ala

Gln

Val

Ala

145

Ser

Val

Pro

Lys

Pro

225
Val

Val
Tle
Tyr
50

Gly
Glu
Ser
Gly
Phe
130
Leu
Trp
Leu
Ser
Pro
210

Pro

Phe

57
448
PRT

NI

AR HO302-H2 HHEE

b7

Lys
His
35

Ile
Arg
Leu
Tyr
Thr
115
Pro
Gly
Asn
Gln
Ser

195

Ser

Leu

Val
20

Trp
Asn
Ala
Ser
Phe
100
Leu
Leu
Cys
Ser
Ser
180
Ser
Asn

Pro

Phe

Val
5
Ser
Val
Pro
Thr
Ser
85
Asp
Val
Ala
Leu
Gly
165
Ser
Leu
Thr

Pro

Pro
245

Gln
Cys
Arg
Tyr
Leu
70

Leu
Gly
Thr
Pro
Val
150
Ala
Gly
Gly
Lys
Cys

230

Pro

Ser
Lys
Gln
Thr
55

Thr
Arg
Thr
Val
Cys
135
Lys
Leu
Leu
Thr
Val
215

Pro

Lys

Gly
Ala
Ala
40

Asp
Ser
Ser
Phe
Ser
120
Ser
Asp
Thr
Tyr
Lys
200
Asp

Ala

Pro

Ala
Ser
25

Pro

Val

Glu
Asp
105
Ser
Arg
Tyr
Ser
Ser
185
Thr
Lys

Pro

Lys

85

Glu
10
Gly

Gly

Thr

Asp
90

Tyr
Ala
Ser
Phe
Gly
170
Leu
Tyr
Arg

Glu

Asp
250

Val

Tyr

Gln

Val

Ser

75

Thr

Ala

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Phe

235
Thr

Lys
Thr
Gly
Tyr
60

Thr
Ala
Leu
Thr
Ser
140
Glu
His
Ser
Cys
Glu
220

Leu

Leu

Lys
Phe
Leu
45

Asn
Ser
Val
Asp
Lys
125
Glu
Pro
Thr
Val
Asn
205
Ser

Gly

Met

Pro
Ser
30

Glu
Glu
Thr
Tyr
Tyr
110
Gly
Ser
Val
Phe
Val
190
Val
Lys

Gly

Ile

Gly
15

Asp
Trp
Lys
Ala
Tyr
95

Trp
Pro
Thr
Thr
Pro
175
Thr
Asp
Tyr

Pro

Ser
255

Ser
Phe
Ile
Phe
Tyr
80

Cys
Gly
Ser
Ala
Val
160
Ala
Val
His
Gly
Ser

240
Arg
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Thr Pro Glu

Glu
Lys
Ser
305
Lys
Ile
Pro
Leu
Asn
385
Ser

Arg

Leu

Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

<2102
211>
212>
213>
<220>
<223>
<400>
Gln Val Gln Leu Val Gln

1

Gln
275
Lys

Leu
Lys
Lys
Ser
355
Lys
Gln
Gly
Gln
Asn
435
58

449
PRT

Val
260
Phe
Pro
Thr
Val
Ala
340
Gln
Gly
Pro
Ser
Glu

420
His

ANILF3

Thr
Asn
Arg
Val
Ser
325
Lys
Glu
Phe
Glu
Phe
405

Gly

Tyr

Cys
Trp
Glu
Leu
310
Asn
Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

AR . HO311-Hl

58

5

Ser Val Lys Val Ser Cys

20

Asn Met His Trp Val Arg

35

Gly Glu Ile Asn Pro Asn

50

Val Val

Tyr Val
280

Glu Gln

295

His Gln

Lys Gly
Gln Pro
Met Thr
360
Pro Ser
375
Asn Tyr
Leu Tyr

Val Phe

Gln Lys
440

HEE
Ser Gly
Lys Ala
Gln Ala
40

Asn Gly
55

Val
265
Asp
Phe
Asp
Leu
Arg
345
Lys
Asp
Lys
Ser
Ser

425
Ser

Ala
Ser
25

Pro

Val

86

Asp
Gly
Asn
Trp
Pro
330
Glu
Asn
Ile
Thr
Arg
410

Cys

Leu

Glu
10
Gly

Gly

Val

Val

Val

Ser

Leu

315

Ser

Pro

Gln

Ala

Thr

395

Leu

Ser

Ser

Val

Tyr

Gln

Val

Ser
Glu
Thr
300
Asn
Ser
Gln
Val
Val
380
Pro
Thr

Val

Leu

Lys

Ile

Gly

Tyr
60

Gln
Val
285
Tyr
Gly
Ile
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Lys

Phe

Leu
45

Asn

Glu
270
His

Arg

Glu

Tyr
350

Leu

Trp

Val

Asp

His

430

Leu

Pro
Thr
30

Glu

Gln

Asp
Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415

Glu

Gly

Gly
15
Asp

Trp

Lys

Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp
400
Ser

Ala

Lys

Ser

Tyr

Met

Phe



CN 106795222 A

.l

3

47/66 51

Lys Gly Arg Val

65
Met

Thr
Gly
Ser
Ala
145
Val
Ala
Val
His
Gly
225
Ser
Arg
Pro
Ala
Val
305
Tyr

Thr

Leu

Glu
Arg
Gln
Val
130
Ala
Ser
Val
Pro
Lys
210
Pro
Val
Thr
Glu
Lys

290

Ser

Ile

Pro

Leu

Leu

Ala

115

Phe

Leu

Leu

Ser

195

Pro

Pro

Phe

Pro

Val

275

Thr

Val

Ser

Pro
355
Val

Ser
Leu
100
Thr
Pro
Gly
Asn
Gln
180
Ser
Ser
Cys
Leu
Glu
260
Gln

Lys

Leu

Lys
340

Ser

Thr
Ser
85

Tyr
Leu
Leu
Cys
Ser
165
Ser
Ser
Asn
Pro
Phe
245
Val
Phe
Pro
Thr
Val
325
Ala

Gln

Gly

Ile

70

Leu

His

Val

Ala

Leu

150

Ser

Leu

Thr

Pro

230

Pro

Thr

Asn

Arg

Val

310

Ser

Lys

Glu

Phe

Thr

Arg

Ser

Thr

Pro

135

Val

Ala

Gly

Gly

215

Cys

Pro

Cys

Glu
295
Leu
Asn
Gly

Glu

Tyr

Val
Ser
Asn
Val
120
Cys
Lys
Leu
Leu
Thr
200
Val
Pro
Lys
Val
Tyr
280

Glu

His

Gln

Met
360

Pro

Asp Lys Ser Thr

Glu
Phe
105
Ser
Ser
Asp
Thr
Tyr
185
Lys
Asp
Ala
Pro
Val
265
Val
Gln
Gln
Gly
Pro
345
Thr

Ser

87

Asp
90

Gly
Ser
Arg
Tyr
Ser
170

Ser

Thr

Pro
Lys
250
Val
Asp
Phe
Asp
Leu
330
Arg

Lys

Asp

75
Thr

Trp
Ala
Ser
Phe
155
Gly
Leu
Tyr
Arg
Glu
235
Asp
Asp
Gly
Asn
Trp
315
Pro
Glu

Asn

Ile

Ala

Tyr

Ser

Thr

140

Pro

Val

Ser

Thr

Val

220

Phe

Thr

Val

Val

Ser

300

Leu

Ser

Pro

Gln

Ala

Ser

Val

Phe

Thr

125

Ser

Glu

His

Ser

Cys

205

Glu

Leu

Leu

Ser

Glu

285

Thr

Asn

Ser

Gln

Val

365
Val

Thr

Tyr

Asp

110

Glu

Pro

Thr

Val

190

Asn

Ser

Gly

Met

Gln

270

Val

Tyr

Gly

Ile

Val

350

Ser

Glu

Ala
Tyr
95

Ser
Gly
Ser
Val
Phe
175
Val
Val
Lys
Gly
Ile
255
Glu
His
Arg
Lys
Glu
335
Tyr

Leu

Trp

Tyr
80

Cys
Trp
Pro
Thr
Thr
160
Pro
Thr
Asp
Tyr
Pro
240
Ser
Asp
Asn
Val
Glu
320
Lys
Thr

Thr

Glu
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370
Ser Asn Gly Gln
385
Asp Ser Asp Gly

Ser Arg Trp Gln
420

Ala Leu His Asn
435

Lys

<210> 59

211> 449

212> PRT

213> ANILFF3

220>

Pro Glu
390

Ser Phe

405

Glu Gly

His Tyr

<223> & RH): HO311-H2

<400> 59

Gln Val Gln Leu

1

Ser Val Lys Val

20

Asn Met His Trp
35

Gly Glu Ile Asn

50

Lys Gly Thr Thr

65

Met Glu Leu Ser

Thr Arg Ala Leu
100

Gly Gln Gly Thr

115
Ser Val Phe Pro
130

Ala Ala Leu Gly

145

Val Ser Trp Asn

Val Gln
5
Ser Cys

Val Arg

Pro Asn

Thr Leu
70

Ser Leu

85

Tyr His

Leu Val

Leu Ala

Cys Leu

150
Ser Gly
165

375

Asn Asn

Phe Leu

Asn Val

Thr Gln
440

HE

Ser Gly

Lys Ala

Gln Ala
40

Asn Gly

55

Thr Val

Arg Ser

Ser Asn

Thr Val
120

Pro Cys

135

Val Lys

Ala Leu

Tyr
Tyr
Phe

425
Lys

Ala
Ser
25

Pro
Val
Asp
Glu
Phe
105
Ser
Ser

Asp

Thr

88

Lys
Ser
410

Ser

Ser

Glu
10

Gly
Gly
Val
Lys
Asp
90

Gly
Ser
Arg

Tyr

Ser
170

Thr
395
Arg

Cys

Leu

Val

Tyr

Gln

Val

Ser

75

Thr

Trp

Ala

Ser

Phe

155
Gly

380
Thr

Leu

Ser

Ser

Lys
Ile
Gly
Tyr
60

Thr
Ala
Tyr
Ser
Thr
140

Pro

Val

Pro

Thr

Val

Leu
445

Lys

Phe

Leu

45

Asn

Ser

Val

Phe

Thr

125

Ser

Glu

His

Pro
Val
Met

430

Ser

Pro
Thr
30

Glu
Gln
Thr
Tyr
Asp
110
Lys
Glu

Pro

Thr

Val
Asp
415
His

Leu

Gly
15

Asp
Trp
Lys
Ala
Tyr
95

Ser
Gly
Ser

Val

Phe
175

Leu
400
Lys

Glu

Gly

Ser

Tyr

Met

Phe

Tyr

80

Cys

Trp

Pro

Thr

Thr

160

Pro
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Ala Val Leu

Val
His
Gly
225
Ser
Arg
Pro
Ala
Val
305
Tyr
Thr
Leu
Cys
Ser
385
Asp
Ser

Ala

Lys

Pro
Lys
210
Pro
Val
Thr
Glu
Lys
290
Ser
Lys
Ile
Pro
Leu
370
Asn
Ser

Arg

Leu

<210>
211>
212>
213>

Ser
195
Pro
Pro
Phe
Pro
Val
275
Thr
Val
Cys
Ser
Pro
355
Val
Gly
Asp

Trp

His
435

60
218
PRT

Gln
180

Ser

Ser

Leu
Glu
260
Gln

Lys

Leu

Lys
340
Ser
Lys
Gln

Gly

Gln
420

Asn

NI

Ser
Ser
Asn
Pro
Phe
245
Val
Phe
Pro
Thr
Val
325
Ala
Gln
Gly
Pro
Ser
405

Glu

His

Ser
Leu
Thr
Pro
230
Pro
Thr
Asn
Arg
Val
310
Ser
Lys
Glu
Phe
Glu
390

Phe

Gly

Gly

Gly

Lys

215

Pro

Cys

Trp

Glu

295

Leu

Asn

Gly

Glu

Tyr

375

Asn

Phe

Asn

Thr

Leu
Thr
200
Val
Pro
Lys
Val
Tyr
280

Glu

His

Gln

Met

360

Pro

Asn

Leu

Val

Gln
440

Tyr Ser Leu

185
Lys

Asp
Ala
Pro
Val
265
Val
Gln
Gln
Gly
Pro
345
Thr
Ser
Tyr
Tyr
Phe

4125
Lys

89

Thr

Lys

Pro

Lys

250
Val

Phe
Asp
Leu
330
Arg

Lys

Asp

Ser
410

Ser

Ser

Tyr
Arg
Glu
235
Asp
Asp
Gly
Asn
Trp
315
Pro
Glu
Asn
Ile
Thr
395
Arg

Cys

Leu

Ser

Thr

Val

220

Phe

Thr

Val

Val

Ser

300

Leu

Ser

Pro

Gln

Ala

380

Thr

Leu

Ser

Ser

Ser

Cys

205

Glu

Leu

Leu

Ser

Glu

285

Thr

Asn

Ser

Gln

Val

365

Val

Pro

Thr

Val

Leu
445

Val
190
Asn
Ser
Gly
Met
Gln
270
Val
Tyr
Gly
Ile
Val
350
Ser
Glu
Pro
Val
Met

430

Ser

Val
Val
Lys
Gly
Ile
255
Glu
His
Arg
Lys
Glu
335
Tyr
Leu
Trp
Val
Asp
415
His

Leu

Thr
Asp
Tyr
Pro
240
Ser
Asp
Asn
Val
Glu
320
Lys
Thr
Thr
Glu
Leu
400
Lys

Glu

Gly
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<220>
<223> AR h0301-L0 34k
<400> 60
Glu Ile Val Leu

1
Glu

Gly
Arg
Arg
65

Ser
Glu
Thr
Leu
Pro
145
Gly
Tyr
His

Val

Arg
Asp
Leu
50

Phe

Leu

Val
Lys
130
Arg
Asn
Ser

Lys

Thr
210

<210>
211>
212>
213>
<220>
223>
<400>
Asn Tle Val Leu Thr Gln

Ala

Asn
35

Leu

Ser

Glu

Leu

Ala
115

Ser

Glu

Ser

Leu

Val
195
Lys

61
218
PRT

Thr
20

Tyr
Tle
Gly
Pro
Ser
100
Ala
Gly
Ala
Gln
Ser
180

Tyr

Ser

ANIF3

Thr
5

Leu

Met

Tyr

Ser

Glu

85

Thr

Pro

Thr

Lys

Glu

165

Ser

Ala

Phe

Gln

Ser

Asn

Ala

Gly

70

Asp

Phe

Ser

Ala

Val

150

Ser

Thr

Cys

Asn

AR . h0301-L1

61

Ser
Cys
Trp
Ala
55

Ser

Phe

Val
Ser
135
Gln
Val
Leu

Glu

Arg
215

kB

Pro
Lys
Tyr
40

Ser

Gly

Ala

Phe
120
Val

Thr

Thr

Val
200

Ala
Ala
25

Gln
Asn
Thr
Val
Gly
105
Ile
Val
Lys
Glu
Leu
185

Thr

Glu

Thr
10

Ser
Gln
Leu
Asp
Tyr
90

Thr
Phe
Cys
Val
Gln
170

Ser

His

Leu

Gln

Lys

Glu

Phe

75

Tyr

Lys

Pro

Leu

155

Asp

Lys

Gln

Ser
Ser
Pro
Ser
60

Thr
Cys
Val
Pro
Leu
140
Asn
Ser

Ala

Gly

Leu
Val
Gly
45

Gly
Leu
His
Glu
Ser
125
Asn
Ala
Lys

Asp

Leu
205

Ser
Asp
30

Gln
Ile
Thr
Leu
Ile
110
Asp
Asn
Leu
Asp
Tyr

190

Ser

Pro
15

Tyr
Ala
Pro
Ile
Ser
95

Lys
Glu
Phe
Gln
Ser
175

Glu

Ser

Gly
Asp
Pro
Ala
Ser
80

Asn
Arg
Gln
Tyr
Ser
160
Thr

Lys

Pro

Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

90
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1
Glu

Gly
Arg
Arg
65

Ser
Glu
Thr
Leu
Pro
145
Gly
Tyr
His

Val

Arg

Asp

Leu

50

Phe

Leu

Asp

Val

130

Arg

Asn

Ser

Lys

Thr
210

<210>
211>
212>
213>
<220>
223>
<400>
Glu Ile Val Leu Thr Gln

1

Ala

Asn
35

Leu

Ser

Glu

Leu

Ala
115

Ser

Glu

Ser

Leu

Val
195
Lys

62
218
PRT

Thr
20

Tyr
Ile
Gly
Pro
Ser

100
Ala

Ala
Gln
Ser
180

Tyr

Ser

ANILFF

Leu

Met

Tyr

Ser

Glu

85

Thr

Pro

Thr

Lys

Glu

165

Ser

Ala

Phe

Ser

Asn

Ala

Gly

70

Phe

Ser

Ala

Val

150

Ser

Thr

Cys

Asn

A R . H0302-10

62

5

Glu Arg Ala Thr Leu Ser

20

Gly Leu Ser Phe Met Asn

Trp
Ala
55

Ser
Phe
Gly
Val
Ser
135
Gln
Val
Leu

Glu

Arg
215

LS

Ser

Cys

Tyr
40

Ser
Gly
Ala
Gly
Phe
120
Val
Trp
Thr
Thr
Val

200
Gly

Pro

Arg

Ala
25

Gln
Asn
Thr
Val
Gly
105
Ile
Val
Lys
Glu
Leu
185

Thr

Glu

Ala

Ala
25

Trp Tyr Gln

91

10
Ser Gln Ser

Gln Lys Pro

Leu Glu Ser
60
Asp Phe Thr
75
Tyr Tyr Cys
90
Thr Lys Val

Phe Pro Pro

Cys Leu Leu
140
Val Asp Asn
155
Gln Asp Ser
170
Ser Lys Ala

His Gln Gly

Cys

Thr Leu Ser
10
Ser Glu Ser

Val
Gly
45

Gly
Leu
His
Glu
Ser
125
Asn
Ala
Lys

Asp

Leu
205

Leu

Val

Asp
30

Gln
Ile
Thr
Leu
Ile
110
Asp
Asn
Leu
Asp
Tyr

190
Ser

Ser

15
Tyr

Ala

Pro

Ile

Ser

95

Lys

Glu

Phe

Gln

Ser

175

Glu

Ser

Pro
15

Asp
Pro
Ala
Ser
80

Asn
Arg
Gln
Tyr
Ser
160
Thr

Lys

Pro

Gly

Asp Asn Tyr

30

Gln Lys Pro Gly Gln Ala Pro



CN 106795222 A

.l

x

52/66 T

35
Arg Leu Leu Ile
50
Arg Phe Ser Gly
65
Ser Leu Glu Pro

Glu Leu Pro Trp
100

Thr Val Ala Ala

115
Leu Lys Ser Gly
130

Pro Arg Glu Ala

145

Gly Asn Ser Gln

Tyr Ser Leu Ser
180

His Lys Val Tyr
195

Val Thr Lys Ser

210

<210> 63

211> 218

<212> PRT

213> ANTLF3

220>

Tyr

Ser

Glu

85

Thr

Pro

Thr

Lys

Glu

165

Ser

Ala

Phe

Thr
Gly
70

Asp
Phe
Ser
Ala
Val
150
Ser
Thr

Cys

Asn

223> G R HO302-L1

<400> 63
Glu Ile Val Leu
1
Glu Arg Ala Thr
20
Gly Leu Ser Phe
35
Arg Leu Leu Ile
50
Arg Phe Ser Gly

Thr
5

Leu
Met

Tyr

Ser

Gln

Ser

Asn

Thr

Gly

40
Ala Ser
55
Ser Gly

Phe Ala

Gly Gln

Val Phe
120

Ser Val

135

Gln Trp

Val Thr
Leu Thr
Glu Val

200

Arg Gly
215

LESiE

Ser Pro

Cys Arg

Trp Tyr
40

Ala Ser

55

Ser Arg

Asn
Thr
Val
Gly
105
Ile
Val
Lys
Glu
Leu
185

Thr

Glu

Ala
Ala
25

Gln
Asn

Thr

92

Leu
Asp
Tyr
90

Thr
Phe
Cys
Val
Gln
170
Ser
His

Cys

Thr
10

Ser
Gln

Leu

Asp

Glu
Phe
75

Tyr
Lys
Pro
Leu
Asp
155
Asp

Lys

Gln

Leu

Glu

Lys

Glu

Phe

Ser
60

Thr
Cys
Val
Pro
Leu
140
Asn
Ser

Ala

Gly

Ser

Ser

Pro

Ser

60
Thr

45
Gly

Leu
Gln
Glu
Ser
125

Asn

Ala

Asp

Leu
205

Leu
Val
Gly
45

Gly

Leu

Ile

Thr

Gln

Ile

110

Asp

Asn

Leu

Asp

Tyr

190

Ser

Ser
Asp
30

Gln

Ile

Thr

Pro
Ile
Ser
95

Lys
Glu
Phe
Gln
Ser
175

Glu

Ser

Pro
15

Asn
Ala

Pro

Ile

Ala
Ser
80

Lys
Arg
Gln
Tyr
Ser
160
Thr

Lys

Pro

Gly

Tyr

Pro

Ala

Ser
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65

Ser

Glu

Thr

Leu

Pro

145

Gly

Tyr

His

Val

Leu

Leu

Val

Lys

130

Arg

Asn

Ser

Lys

Thr
210

<210>
ARD
212>
<213>
<220>
223>
<400>
Glu Ile Val Val Thr Gln

1
Glu

Gly
Arg
Arg
65

Ser

Glu

Arg
Leu
Leu
50

Phe

Leu

Leu

Glu Pro

Pro Trp
100

Ala Ala

115

Ser Gly

Glu Ala

Ser Gln

Leu Ser
180

Val Tyr

195

Lys Ser

64
218
PRT
NLF3

70
Glu Asp
85
Thr Phe

Pro Ser

Thr Ala

Lys Val
150

Glu Ser

165

Ser Thr

Ala Cys

Phe Asn

A R . H0302-1.2

64

Ala Thr
20

Ser Phe

35

Leu Ile

Ser Gly

Glu Pro

Pro Trp

5

Leu Ser

Met Asn

Tyr Thr

Ser Gly
70

Glu Asp

85

Thr Phe

Phe

Gly

Val

Ser

135

Gln

Val

Leu

Glu

Arg
215

FHE

Ser
Cys
Trp
Ala
55

Ser

Phe

Gly

Ala
Gln
Phe

120
Val

Thr
Thr
Val

200
Gly

Pro
Arg
Phe
40

Ser
Arg

Ala

Gln

Val
Gly
105
Ile
Val
Lys
Glu
Leu
185

Thr

Glu

Ala

Ala

25

Gln

Asn

Thr

Val

Gly

93

Tyr
90

Thr
Phe
Cys
Val
Gln
170
Ser

His

Cys

Thr
10

Ser

Gln

Leu

Asp

Tyr

90
Thr

75
Tyr

Lys

Pro

Leu

155

Asp

Lys

Gln

Leu

Glu

Lys

Glu

Phe

75

Tyr

Lys

Val
Pro
Leu
140
Asn

Ser

Ala

Ser

Ser

Pro

Ser

60

Thr

Cys

Val

Gln

Glu

Ser

125

Asn

Ala

Lys

Asp

Leu
205

Leu

Val

Gly

45

Leu

Gln

Glu

Gln
Ile
110
Asp
Asn
Leu
Asp
Tyr

190

Ser

Ser
Asp
30

Gln
Ile
Thr

Gln

Ile

Ser
95
Lys

Glu
Phe
Gln
Ser
175

Glu

Ser

Pro
15

Asn

Ala

Pro

Ile

Ser

95
Lys

80

Arg
Gln
Tyr
Ser
160
Thr

Lys

Pro

Gly
Tyr
Pro
Ala
Ser
80

Lys

Arg
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Thr Val

Leu Lys
130

Pro Arg

145

Gly Asn

Tyr Ser

His Lys

Val Thr
210
<210>
211>
212>
213>
<220>
223>
<400>
Glu Tle
1
Glu Arg

Gly Asp

Arg Leu
50

Arg Phe

65

Ser Leu

Glu Asp

Thr Val

Leu Lys

100
Ala Ala Pro Ser
115
Ser Gly Thr Ala

Glu Ala Lys Val
150

Ser GIn Glu Ser

165
Leu Ser Ser Thr
180

Val Tyr Ala Cys

195

Lys Ser Phe Asn

65
218
PRT
NP3

AR HO311-L0
65

Val Leu Thr Gln

5
Ala Thr Leu Ser
20

Ser His Met Asn
35

Leu Ile Tyr Thr

Ser Gly Ser Gly
70
Glu Pro Glu Asp
85
Pro Trp Thr Phe
100

Ala Ala Pro Ser
115

Ser Gly Thr Ala

Val Phe
120

Ser Val

135

Gln Trp

Val Thr
Leu Thr
Glu Val

200

Arg Gly
215

BHE
Ser Pro
Cys Lys
Trp Tyr
40

Ala Ser
55

Ser Gly
Phe Ala
Gly Gln
Val Phe

120
Ser Val

105
Ile

Val
Lys
Glu
Leu
185

Thr

Glu

Ala
Ala
25

Gln
Asn
Thr
Val
Gly
105
Ile

Val

94

Phe
Cys
Val
Gln
170
Ser
His

Cys

Thr
10

Ser
Gln
Leu
Asp
Tyr
90

Thr

Phe

Pro
Leu
Asp

155
Asp

Gln

Leu

Gln

Lys

Glu

Phe

75

Tyr

Lys

Pro

Leu

Pro
Leu
140
Asn
Ser

Ala

Gly

Ser

Ser

Pro

Ser

60
Thr

Val

Pro

Leu

Ser
125

Asn

Ala

Lys

Asp

Leu
205

Leu
Val
Gly
45

Gly
Leu
Gln
Glu
Ser

125

Asn

110
Asp

Asn

Leu

Asp

Tyr

190

Ser

Ser
Asp
30

Gln
Ile
Thr
Gln
Ile
110

Asp

Asn

Glu
Phe
Gln
Ser
175

Glu

Ser

Pro
15

Tyr
Ala
Pro

Ile

Gly
95
Lys

Glu

Phe

Gln
Tyr
Ser

160
Thr

Pro

Gly

Asp

Pro

Ala

Ser

80

Asn

Arg

Gln

Tyr
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130
Pro Arg
145
Gly Asn

Tyr Ser

His Lys

Val Thr
210
<210>
211>
212>
213>
<220>
223>
<400>
Asp Ile
1
Glu Arg

Gly Asp

Arg Leu

50
Arg Phe
65

Ser Leu

Glu Asp

Thr Val

Leu Lys
130

Pro Arg

145

Gly Asn

Glu Ala Lys Val
150

Ser GIn Glu Ser

165
Leu Ser Ser Thr
180

Val Tyr Ala Cys

195

Lys Ser Phe Asn

66
218
PRT

ANIF3

AR HO311-L1
66

Val Leu Thr Gln

5
Ala Thr Leu Ser
20

Ser His Met Asn
35

Leu Ile Tyr Thr

Ser Gly Ser Gly
70
Glu Pro Glu Asp
85
Pro Trp Thr Phe
100

Ala Ala Pro Ser
115

Ser Gly Thr Ala

Glu Ala Lys Val
150
Ser Gln Glu Ser

135
Gln Trp

Val Thr
Leu Thr
Glu Val

200

Arg Gly
215

kB

Ser Pro

Cys Lys

Trp Tyr
40

Ala Ser

55

Ser Gly

Phe Ala
Gly Gln
Val Phe

120
Ser Val
135

Gln Trp

Val Thr

Lys
Glu
Leu
185

Thr

Glu

Ala
Ala
25

Gln
Asn
Ala
Val
Gly
105
Ile
Val
Lys

Glu

95

Val
Gln
170

Ser

His

Thr
10

Ser
Gln
Leu
Asp
Tyr
90

Thr
Phe
Cys

Val

Gln

Asp
155
Asp

Lys

Gln

Leu

Gln

Lys

Glu

Phe

75

Tyr

Lys

Pro

Leu

Asp

155
Asp

140

Asn

Ser

Ala

Gly

Ser
Ser
Pro
Ser
60

Thr
Cys
Val
Pro
Leu
140

Asn

Ser

Ala

Lys

Asp

Leu
205

Leu
Val
Gly
45

Gly
Leu
Gln
Glu
Ser
125

Asn

Ala

Leu
Asp
Tyr

190

Ser

Ser
Asp
30

Gln
Ile
Thr
Gln
Ile
110
Asp
Asn

Leu

Asp

Gln
Ser
175
Glu

Ser

Pro
15

Tyr
Ala
Pro
Ile
Gly
95

Lys
Glu
Phe

Gln

Ser

Ser
160
Thr

Lys

Pro

Gly

Asp

Pro

Ala

Ser

80

Asn

Arg

Gln

Tyr

Ser

160
Thr
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165

Tyr Ser Leu Ser Ser Thr

180

His Lys Val Tyr Ala Cys

195

Val Thr Lys Ser Phe Asn

210
<210>
211>
212>
213>
<400>

67
158
PRT

A (Homo sapiens)

67

Glu Glu Val Ser

1
Gln Ser

Ile Thr

Tyr Leu
50

Met Arg

65

Gln Glu

Glu His

Leu Leu

Asp Lys
130
Glu Cys
145
<210>
Q211>
212>
213>
<400>

Leu

Phe
35
Lys

Phe

Leu

Asp

Glu
115
Asp

Ser
68

222
PRT

Gln

20

Glu

Lys

Arg

Ser

Lys

100

Trp

Ser

Glu
5
Arg
Phe
Ala
Asp
Leu
85
Ala
Val

Asn

Gln

Tyr

Leu

Val

Phe

Asn

70

Arg

Cys

Lys

Ile

Gly
150

A (Homo sapiens)

68

Asn Glu Pro Leu Glu Met

1

5

Leu Thr

Glu Val

200
Arg Gly
215

Cys Ser

Ile Asp

Asp Gln
40

Leu Leu

55

Thr Pro

Leu Lys
Val Arg
Asn Val

120
Phe Ser

135
His Glu

Trp Pro

Leu
185
Thr

Glu

His
Ser
25

Glu
Val
Asn
Ser
Thr
105
Phe

Lys

Arg

Leu

96

170

175

Ser Lys Ala Asp Tyr Glu Lys

190

His Gln Gly Leu Ser Ser Pro

205
Cys

Met Ile Gly Ser
10
Gln Met Glu Thr

Gln Leu Lys Asp
45
Gln Asp Ile Met
60
Ala Ile Ala Ile
75

Cys Phe Thr Lys
90

Phe Tyr Glu Thr

Asn Glu Thr Lys
125
Asn Cys Asn Asn
140
Gln Ser Glu Gly
155

Thr Gln Asn Glu
10

Ser
30

Pro
Glu
Val
Asp
Pro
110
Asn

Ser

Ser

His
15

Cys
Val
Asp

Gln

Tyr
95
Leu

Leu

Phe

Leu

Gln

Cys

Thr

Leu

80

Glu

Gln

Leu

Ala

Glu Cys Thr

15
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Val Thr Gly

Tyr

Glu

Val

65

Ala

Lys

Leu

Leu

Leu

145

Gln

Tyr

Ser

Met
Gly
50

Ser
Thr
Tyr
Thr
Asn
130
Asp
Gln
Ser

Pro

Val
210

<210>
211>
212>
213>
<400>
Gln Val Gln Leu Val Gln

1

Lys
35

Val
Glu
Glu
Leu
115
Ala
Asn
Ser
Cys
Pro
195
Arg

69

25
PRT

Phe
20

His
Phe
Arg
Ser
Gln
100
Val
Pro
Cys
Ser
Ser
180

Pro

Pro

Leu
Tyr
Arg
Glu
Val
85

Glu
Glu
Gly
Phe
Val
165
Pro

Pro

Val

Arg

Phe

Ile

Leu

70

Gln

Val

Val

Pro

Arg

150

Leu

Glu

Trp

Arg

A (Homo sapiens)

69

5

Ser Val Lys Val Ser Cys

<210>
211>
212>
213>

70
14
PRT

20

A (Homo sapiens)

Asp

Pro

Ala

55

Asp

Gln

Ser

Asn

135

Val

Asn

Pro

Ser

Ala
215

Ser

Lys

Lys
Ile

40
Asn

Val
Thr
Pro
120

Leu

Met

Ser
Pro

200
Gln

Gly

Ala

Leu Gln Tyr

25

Asn

Val

Leu

Leu

Leu

105

Lys

Glu

Gln

Leu

185

Ser

Gly

Ala

Ser
25

97

Tyr
Thr
Trp
Leu
90

Leu
Val
Leu
Leu
Asp
170
Gln

Ser

Glu

Glu
10

Lys

Arg

Val

75

Glu

Leu

Glu

Val

Leu

155

Tyr

Pro

Gly

Val

Arg
Ile
Leu
60

Leu
Gly
Asn
Ser
Arg
140
Tyr
Glu
Ala

Pro

Leu
220

Lys

Ser

Ser

45

Gln

Val

His

Val

Val

125

Pro

Cys

Val

Ala

His

205

Leu

Arg
30

Val
Arg
Ser
Pro
Gln
110
Leu
Lys
Ser
Pro
Thr
190

Ser

Pro

Leu

Pro

Ala

Leu

Ser

95

Gln

Ser

Ala

Cys

Ser

175

Gln

Thr

Gln
Tyr
Gln
Ser
80

Trp
Gly
Leu
Leu
Cys
160
Pro

Leu

Gly

Lys Pro Gly Ser

15
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<400> 70

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

1 5 10

<210> 71

211> 32

<212> PRT

<213> A (Homo sapiens)

<400> 71

Arg Val Thr Ile Thr Ala Asp Lys 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 Ala Arg
20 25 30

<210> 72

211> 11

<212> PRT

<213> A (Homo sapiens)

<400> 72

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

1 5 10

<210> 73

211> 25

<212> PRT

<213> A (Homo sapiens)

<400> 73

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

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser
20 25

<210> 74

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 74

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

1 5 10

<210> 75

211> 32

<212> PRT

<213> A (Homo sapiens)

98
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<400> 75

Arg Val Thr Ile Thr Ala Asp Lys 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 Ala Arg
20 25 30

<210> 76

211> 11

<212> PRT

<213> A (Homo sapiens)

<400> 76

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

1 5 10

210> 77

211> 25

<212> PRT

<213> A (Homo sapiens)

<400> 77

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

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser
20 25

<210> 78

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 78

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

1 5 10

<210> 79

211> 32

<212> PRT

<213> A (Homo sapiens)

<400> 79

Arg Val Thr Ile Thr Ala Asp Lys 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 Ala Arg
20 25 30

<210> 80

211> 11

99
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<212> PRT

<213> A (Homo sapiens)

<400> 80

Trp Gly Gln Gly Thr Leu

1 5

<210> 81

211> 23

<212> PRT

<213> A (Homo sapiens)

<400> 81

Glu Ile Val Leu Thr Gln

1 5

Glu Arg Ala Thr Leu Ser
20

82

15

PRT

<210>

211>

212>

<213> A (Homo sapiens)

<400> 82

Trp Tyr Gln Gln Lys Pro

1 5)

<210> 83

211> 32

<212> PRT

<213> A (Homo sapiens)

<400> 83

Gly Ile Pro Ala Arg Phe

1 )

Leu Thr Ile Ser Ser Leu
20

84

10

PRT

<210>
211>
212>
<213> A (Homo sapiens)
<400> 84

Phe Gly Gly Gly Thr Lys
1 5)

<210> 85

211> 23

Val Thr Val

Ser Pro Ala

Cys

Gly Gln Ala

Ser Gly Ser

Glu Pro Glu
25

Val Glu Ile

100

Ser Ser
10

Thr Leu Ser Leu Ser Pro Gly
10 15

Pro Arg Leu Leu Ile Tyr
10 15

Gly Ser Gly Thr Asp Phe Thr

10 15

Asp Phe Ala Val Tyr Tyr Cys
30

10
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<212> PRT
<213> A (Homo sapiens)
<400> 85
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> 86
211> 15
<212> PRT
<213> A (Homo sapiens)
<400> 86
Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu lle Tyr
1 5 10 15
<210> 87
211> 32
<212> PRT
<213> A (Homo sapiens)
<400> 87
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> 88
211> 10
<212> PRT
<213> A (Homo sapiens)
<400> 88
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
1 5 10
<210> 89
211> 23
<212> PRT
<213> A (Homo sapiens)
<400> 89
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

101
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<210> 90
211> 15
<212> PRT
<213> A (Homo sapiens)
<400> 90
Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
1 5 10 15
<210> 91
211> 32
<212> PRT
<213> A (Homo sapiens)
<400> 91
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> 92
211> 10
<212> PRT
<213> A (Homo sapiens)
<400> 92
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
1 5 10
<210> 93
211> 719
<212> PRT
<213> /B Mus musculus)
<400> 93
Ala Pro Val Ile Glu Pro Ser Gly Pro Glu Leu Val Val Glu Pro Gly
1 5 10 15
Glu Thr Val Thr Leu Arg Cys Val Ser Asn Gly Ser Val Glu Trp Asp
20 25 30
Gly Pro Ile Ser Pro Tyr Trp Thr Leu Asp Pro Glu Ser Pro Gly Ser
35 40 45
Thr Leu Thr Thr Arg Asn Ala Thr Phe Lys Asn Thr Gly Thr Tyr Arg
50 55 60
Cys Thr Glu Leu Glu Asp Pro Met Ala Gly Ser Thr Thr Ile His Leu
65 70 75 80
Tyr Val Lys Asp Pro Ala His Ser Trp Asn Leu Leu Ala Gln Glu Val
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Thr
Pro
Val
Ile
145
Met
Asn
Leu
Asn
Leu
225
Val
Tyr
Asn
Ser
His
305
Gly
Ala
Ser

Asn

Val
385

Val
Ala
Leu
130
Arg
Val
Arg
Val
Ala
210
Glu
Arg
Ser
Phe
Leu
290
Ala
Pro
Ile
Glu
Asn

370
Thr

Val
Leu
115
Arg
Lys
Asn
Val
Arg
195
Glu
Ile
Ala
Cys
Gln
275
Leu
Asp
Phe
Tyr
Ala
355

Leu

Trp

Glu
100
Lys
Lys
Ala
Gly
His
180
Ile
Val
Pro
Leu
Val
260
Val
Gln
Ala
Phe
Arg
340
Gly

Thr

Met

85
Gly

Asp
Thr
Lys
Arg
165
Pro
Arg
Gly
Leu
Ser
245
Ala
Val
Glu
Tyr
Glu
325
Tyr
Gln

Phe

Pro

Gln
Ser
Val
Val
150
Glu
Glu
Gly
Phe
Asn
230
Leu
Ser
Glu
Val
Pro
310
Asp
Thr
Tyr

Glu

Val
390

Glu

Val

Tyr

135

Leu

Ser

Pro

Glu

Asn

215

Ser

Asn

Asn

Ser

Ser

295

Ser

Gln

Phe

Phe

Leu

375

Asn

Ala
Ser
120
Phe
Asp
Thr
Pro
Ala
200
Val
Asp
Ala
Asp
Ala
280
Val
Tle
Arg
Lys
Leu
360

Thr

Gly

Val
105
Leu
Phe
Ser
Ser
Gln
185
Ala
Ile
Phe
Val
Val
265
Tyr
Gly
Gln
Lys
Leu
345
Met

Leu

Ser

103

90

Leu
Met
Ser
Asn
Thr
170
Ile
Gln
Leu
Gln
Asp
250
Gly
Leu
Asp
His
Leu
330
Phe
Ala

Arg

Asp

Pro
Arg
Pro
Thr
155
Gly

Lys

Ile

Asp
235
Phe
Thr
Asn
Ser
Tyr
3156
Glu
Leu
Gln

Tyr

Val
395

Cys
Glu
Trp
140
Tyr
Ile
Leu
Val
Arg
220
Asn
Gln
Arg
Leu
Leu
300
Asn
Phe
Asn
Asn
Pro

380

Leu

Leu
Gly
125
Arg
Val
Trp
Glu
Cys
205
Gly
Tyr
Asp
Thr
Thr
285
Ile
Trp
Ile
Arg
Lys
365

Pro

Phe

Ile
110
Gly
Gly
Cys
Leu
Pro
190
Ser
Asp
Tyr
Ala
Ala
270
Ser
Leu
Thr
Thr
Val
350
Ala

Glu

Cys

95
Thr

Arg
Phe
Lys
Lys
175
Ser
Ala
Thr
Lys
Gly
255
Thr
Glu
Thr
Tyr
Gln
335
Lys
Gly

Val

Asp

Asp

Gln

Ile

Thr

160

Val

Lys

Thr

Lys

Lys

240

Ile

Met

Gln

Val

Leu

320

Arg

Ala

Trp

Ser

Val
400
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Ser Gly Tyr

Thr
His
Ser
Lys
465
Ser
Thr
Phe
Pro
Val
545
Thr
Val
Cys
Ser
Pro
625
Val
Gly
Asp

Trp

His

Asp
Pro
Gln
450
Thr
Leu
Cys
Leu
Glu
530
Lys
Lys
Leu
Lys
Lys
610
Ser
Lys
Gln
Gly
Gln

690

Asn

Arg
Glu
435
Leu
His
Gly
Pro
Phe
515
Val
Phe
Pro
Thr
Val
595
Ala
Arg
Gly
Pro
Ser
675

Gln

His

Pro
Cys
420
Val
Pro
Asn
Gln
Pro
500
Pro
Thr
Asn
Arg
Val

580

Ser

Asp
Phe
Glu
660
Phe

Gly

Tyr

Gln

405

Asp

Leu

Tle

Ser

Ser

485

Pro

Cys

Trp

Glu

565

Leu

Asn

Gly

Glu

Tyr

645

Asn

Phe

Asn

Thr

Pro

Glu

Ser

Gly

Val

470

Lys

Pro

Lys

Val

Tyr

950

Glu

His

Lys

Gln

Leu

630

Pro

Asn

Leu

Val

Gln

Ser
Ala
Gln
Thr
455
Gly
Gln
Ala
Pro
Val
535
Val
Gln
Gln
Ala
Pro
615
Thr
Ser
Tyr

Tyr

Phe
095

Val
Gln
Lys
440
Leu
Asn
Glu
Pro
Lys
520
Val
Asp
Tyr
Asp
Leu
600
Arg

Lys

Asp

Ser
680

Ser

Ser

Thr
Ala
425
Pro
Lys
Ser
Pro
Glu
505
Asp
Asp
Gly
Asn
Trp
585
Pro
Glu
Asn
Ile
Thr
0665
Lys
Cys

Leu

104

Trp

410

Leu

Phe

His

Ser

Lys

490

Leu

Thr

Val

Val

Ser

570

Leu

Ala

Pro

Gln

Ala

650

Thr

Leu

Ser

Ser

Met

Gln

Asp

Asn

Gln

475

Ser

Leu

Leu

Ser

Glu

555

Thr

Asn

Pro

Gln

Val

635

Val

Pro

Thr

Val

Leu

Glu
Val
Lys
Met
460
Tyr
Ser
Gly
Met
His
540
Val
Tyr
Gly
Ile
Val
620
Ser
Glu
Pro
Val
Met

700

Ser

Cys
Trp
Val
445
Thr
Phe
Asp
Gly
Ile
525
Glu
His
Arg
Lys
Glu
605
Tyr
Leu
Trp
Val
Asp
685
His

Pro

Arg
Asn
430
Ile
Tyr
Arg
Lys
Pro
510
Ser
Asp
Asn
Val
Glu
590
Lys
Thr
Thr
Glu
Leu
670
Lys

Glu

Gly

Gly
415
Asp
Ile
Phe
Ala
Thr
495
Ser
Arg
Pro
Ala
Val
575
Tyr
Thr
Leu
Cys
Ser
655
Asp
Ser

Ala

Lys

His

Thr

Gln

Cys

Val

480

His

Val

Thr

Glu

Lys

560

Ser

Lys

Ile

Pro

Leu

640

Asn

Ser

Arg

Leu
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705

<210>
211>
212>
<213>
<220>
223>
<400>
Ala Ser Thr Lys

1

Ser
Phe
Gly
Leu
65

Tyr
Arg
Glu
Asp
Asp
145
Gly
Asn
Trp
Pro
Glu

225

Asn

Thr

Pro

Val

50

Ser

Thr

Val

Phe

Thr

130

Val

Val

Ser

Leu

Ser

210

Pro

Gln

94
327
PRT

NI

AR N TgG4 S241P

94

Ser
Glu
35

His
Ser
Cys
Glu
Leu
115
Leu
Ser
Glu
Thr
Asn
195
Ser

Gln

Val

Glu

20

Pro

Thr

Val

Asn

Ser

100

Gly

Met

Gln

Val

Tyr

180

Ile

Val

Ser

710

Gly Pro Ser Val

5

Ser

Val

Phe

Val

Val

85

Lys

Gly

Tle

Glu

His

165

Arg

Lys

Glu

Tyr

Leu

Thr

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

Asp

150

Asn

Val

Glu

Lys

Thr

230
Thr

Ala
Val
Ala
55

Val
His
Gly
Ser
Arg
135
Pro
Ala
Val
Tyr
Thr

215

Leu

Ala
Ser
40

Val

Pro

Pro

Val

120

Thr

Glu

Lys

Ser

200

Ile

Pro

Leu

Phe

Leu

25

Leu

Ser

Pro

Pro

105

Phe

Pro

Val

Thr

Val

185

Ser

Pro

Val

105

Pro
10

Gly
Asn
Gln
Ser
Ser
90

Cys
Leu
Glu
Gln
Lys

170

Leu

Lys

Ser

Leu
Cys
Ser
Ser
Ser
75

Asn
Pro
Phe
Val
Phe
155
Pro
Thr
Val
Ala
Gln

235
Gly

Ala

Leu

Ser
60

Leu
Thr
Pro
Pro
Thr
140
Asn
Arg
Val
Ser
Lys
220

Glu

Phe

Pro
Val
Ala
45

Gly

Gly

Cys
Pro

125
Cys

Glu
Leu
Asn
205
Gly

Glu

Tyr

Cys

Lys

30

Leu

Leu

Thr

Val

Pro

110

Lys

Val

Tyr

Glu

His

190

Gln

Met

Pro

Ser
15

Asp
Thr
Tyr
Lys
Asp
95

Ala
Pro
Val
Val
Gln
175
Gln
Gly
Pro

Thr

Ser

Arg

Tyr

Ser

Ser

Thr

80

Lys

Pro

Lys

Val

Asp

160

Phe

Asp

Leu

Arg

Lys

240
Asp



CN 106795222 A

.l

x

66/66 1T

Ile

Thr

Arg

Cys

305

Leu

Ala

Thr

Leu

290

Ser

Ser

<210>
211>
212>
213>
<400>
Arg Thr Val Ala

1
Gln

Tyr
Ser
Thr
65

Lys

Pro

Leu
Pro
Gly
50

Tyr
His

Val

Val Glu
260

Pro Pro

275

Thr Val

Val Met

Leu Ser

95

107
PRT

245
Trp Glu

Val Leu

Asp Lys

His Glu

310
Leu Gly
325

A (Homo sapiens)

95

Lys Ser
20

Arg Glu

35

Asn Ser

Ser Leu

Lys Val

Thr Lys
100

Ala Pro
5
Gly Thr

Ala Lys

Gln Glu

Ser Ser
70

Tyr Ala

85

Ser Phe

Ser
Asp
Ser

295
Ala

Ser

Ala

Val

Ser

55
Thr

Asn

Asn
Ser
280

Arg

Leu

Val
Ser
Gln
40

Val
Leu

Glu

Arg

Gly
265
Asp

Trp

His

Phe
Val
25

Trp
Thr
Thr

Val

Gly
105

106

250
Gln

Gly

Gln

Asn

Ile
10
Val

Lys

Glu

Leu

Thr

90
Glu

Pro

Ser

Glu

His
3156

Phe

Val
Gln
Ser
75

His

Cys

Glu
Phe
Gly

300
Tyr

Pro
Leu
Asp
Asp
60

Lys

Gln

Asn
Phe
285

Asn

Thr

Pro
Leu
Asn
45

Ser

Ala

Gly

Asn
270
Leu

Val

Gln

Ser
Asn
30

Ala
Lys

Asp

Leu

255
Tyr

Tyr

Phe

Lys

Asp
15

Asn
Leu
Asp

Tyr

Ser
95

Lys

Ser

Ser

Ser
320

Glu

Phe

Gln

Ser

Glu

80

Ser
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