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1. 5N INF-a G54 B gh b Rm g o, b ik 45 14 Sl o A i 2 A 1 2 55 R 7 471
5 SEQ ID No :11 FrRJEHAH A

2. BURIESR 1 (S5 RS A g 44, HL b ok &5 A B A4 i 2 A7 N Hh LA IR B 0% i
M.

3. NERIER Y T, HAESH 5 N INF- o 454 145 M A 2R gy, 2
TR R 41 5 SEQ 1D No <51 Fizn/F A AH A .

4. 2P A, A S SR IR SR 1 & 2 TR — I &5 ISP R d Ak, LR 2
2 bR R B R o

5. BRI SR 1 2 2 AT — 0 45 R 30T A A A 1) 46 F ARSI ARE R N TNF- @
(AR Y FH

6. BURIELSR 5 BT, Horh Bl o AR

7. BRI SR 4 MG TSI 2P &, Prid 99 T1E N2 3 HiaIT e
HEZETF N TNF- a & ME I E -

8. AURIBESK 7 1 34, Horb TR AL AE T N TNF- o 3 PEIRSIE L A 408, R0, ik
BE, B 5 R, TR (1) 98 e O, RS P oe , BEAE I BUrE 0, IR AR K sl 72, &
P A0, Wit E , JEPERA I, CoE e, 70 O o 20k, IV E , JRETE B8, FPAK
FHEE RGERIE, o B AR R GEWIE, HF 8, Bk I B i, 547 , P OET 3003, 155 WIS A0, i
IR TV 1, FHIIR LT 1l o

9. BURIEESR 7 (K, Horb iR EAE T N INF— a 35 PR (99090 28 B MOt AR 7 L Y
BRI T F 22 [ MRS E R P B R 4 5

10. AR SR 7 [ 38, Sorp TR R AEAE T N TNP- a3 P IO E 3 1 28 R E DR 6
SR 28 R R M ME R O B ME 2 S A SR A AL i 27T 98 R AR 1T 4% ik
BOE 2 R PEREAGIE « B B S5 M PR B B F 5 1 A 2 T 58 A I i L R R R DA B i
EEAAE

11, ARV SR 7 19 3, Horb B R AE AR T N INF— a5 T 03 0 1B 2 XA 1 7 265 i
R LR DIR o

12. BURIE SR 7 (T, HoA BT R HEAE T N INF- o 35k FOPEIE B i T gL R
S 4k R R BT 5 RS 1) R AR LG o

13, BURIBESK 7 19 3%, Horb B AR AR T N TNF- o 3 P IO 3 2 Rt AP 2
EGEAAE R S D 8 98 M I 1T i 4T A AL RS il o

14, BURESR 7 (T, FoA BT R e /e T N INF- o §52ERRRERE B 75 2 B A1

LR
15, BUREESR 7 (38, Forh I e A48 T N TNF— o 3 BRE 1k B 45 1 283 AT E 4
Nz ik 28 .

16. BOMZR 7 193, b iR i 48 T AN TNF— o 3 PR R9IE 2 1 BT 7R e 3R o
17. BOMESR 7 /93, b Irid R i Ae T N TNE- o 35 PR RORREIE H A& R FRZE TR o
18. BOMZR 7 BB ER 8 1 3%, Jerh iR i A8 T A TNF— o 3 PR (99 0E DAy i
PE R R IR AE o
19. BUFEESR 18 11 HTag, Forp By idt afn 8 Az oA 9% PR IRPIE DA 47 I AR O Ik e A i o
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L APEE AR ATV

% R i

[0001] AU BIHP B w] T NSRBI IG5 i m idt ik . S BAKT &, AR BT e 5 A
INF-a G546 (R S5 f e A i 44 DL R HEAE VR T RA AR T INF— a 35 PR (R0 hE A 19 FH i
[0002] K] 5t

[0003] YR IRZEIA T a (TNF-a ) J& 2 540 AR 50 M2 i N SS90 R AR g B A 3 2
() —Fer il B BRI ad N S I3 i A0 A5 R e L B e« B B S e P9 491 2 288 RV P O
TR v B B I T 5 W R RN LS e R S rER AR S R HE R DL A BT
16 EWio TNF—a 3B ¥0E I B R MORT T 96 Lt ™ A, (ELAE Sk 2ORE e ik 7 A P
W& T MR AT L A BZ A0 I A BT A AR R T A 4T Y A

[0004]  H1 T ILAERAE HIME A, AEWERE R MERAE R 55 b, INF-a CAE A EE K
AT B2 Hiok . CBSKR T 28004 1500 B I AR T TP TNF- o B7732%,
B RSPV TNF- a 2 AARURE 57 1 INF- o RIFTIR I 3%

[0005]  Z5kIE btk

[0006]  Z5HIBIAR (dAb) SEPUIRKI /NI Ee MRS & #ot, JF HARN THiA R = n] A2 X
(V) BB (V) o S5MEGUARA L 13kDa 17T &, B/ T 58 8EHuik R/ M+ 4>
Z—

[0007]  SHEHBUAEAFE, SABGUATEL B RIS R A RIFRE . S0/
ROF eVF S B BER &/ sa ), MR T30 / 25 i W N . 1Ak, dAb W LA
FIAVER AT, A2 167 7= 190 4n 22 S0 i) R A9 3% dAb 1231, P AN s 24> dAb
456 R BUE Z AR G180, 80F T DLRE dAb A JF N A el R v R
1

[0008] A% % B3 IRAE O e vt H — ol iR A0 5 e e TR R 1 ] A% 4 ) Sl ) 45 ) Sl A A
1A, BT ] AR 6 ) 3% B AR U G CHL S5 R E 2 X . HEAL & 18 2 X B T4
K HA TR RS A1) dAD IR A 3 1

[0000] S R KK Ak

[o010]  EAk bR R R A, ) anFr A R A E, R 2R T N LA BT A BTk
Uik, TIAEAT AT A4 H 8 RACK PR TSI NI, g EA P EDIPUIR S 2 N2
IHARKE (J7ETHE (Platyrrhini)) &F& £/0 53 AN, H@ & 43 1 2 NEF J0E
(Callithricidae) MENREl (Cebidae) o BRAFHIMAMITH Ko BARFHLFERL UG 7515
R  H B B IR B R AE

[0011]  SEETAIB 9T CLRAE T RIS 1K (Callithrix jacchus) W5 Bk A E ik
fi& ¢ (von Budingen H-C 2% A, Characterization of theexpressed immunoglobulin
IGHV repertoire in the New Worldmarmoset Callithrix jacchus. Immunogenetics ;53 :
557-563(2001)) o %58 T 6 A~ IGHV LA, SR 1 5 BATRI A TGHV X A% i) v B 41 AH AR
Mo 25 H AR IE X (CDR) AHELHLI , # Z8KE BE AR 1, FLrb e i A B2 () W] A2 P47 T CDR3
e SN IGHV FE 9122 [ FIARBUE AR B /N T IR RS 5 N2 TR B AR AR

3
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[0012] R HHARE
[0013]  #F—J51fl, AR LA T 5 A INF-a Z54 (1) 45 M s A4 50 34k, Jm ik i) i 4k A,

A~

=

[0014]  (a) 5 A TNF-a SE&H45MEHTA (dAb) ;

[0015]  (b) ZAGAHIIBIHEX T4

[oo16]  (c) ABURIKKEREEX P, HAAAZ T 20 ANk, itk AZ T 10 4
BRIE, EINPLIEAZ T 5 ANERIEFTE N IEHD AR IR IR T Gyl S5 M3,

[0017]  H:rp TR G AB A1 50 B X 20 0, 5 e 2 i 2 b S R Bk 6 11 PR B D R B 40, T i
2 I B I vk R B (L B R PO B R) R B T R

[0018] % 75, AR BHERAL 1 b A< e BH 55 — 7 111 ) G A S B LA A B2 AR R AL TR 741
[0019] % =77, AN K IR T 0 B AL IR 7+, HAE b 5 N TINF-a 455 1 2550 15
PO AR 75, o BTl R 4> 7807 5 SEQ 1DNo :50 8K SEQ 1D No :51 Fin 741 2
b 60 % [A]— 1, PLik i %2 2D 80 %6 [A]—#), AL IEHL %2 2D 9096 .95 %6 .96 %6 .97 % .98 %6 5 99 %
A — IR B 41, AR e A8 2 SEQ ID No :50 5% SEQ ID No :51 FrRiIfES).

[0020]  ZEVY T, A K BIERME T 0 B AL IR 7+, HA S gbd 5 N TNF-a 455 1 2540 15
PO AR 75, Foh BT 8 4> 7617 5 SEQ IDNo :50 B SEQ 1D No :51 i /miZ IR T
FILE R B AT T AT LR T4

[0021] 28 J7 10, AR Bt T 25 A5, HoA & R R AR B — 7 1T 1 45 74 st
IRRIEEAAR, UL R 22 b mT 452 3 R s B 511

[0022] BN 77 I, A SR A0 T R R A e W B — 7 1D K 5 R S e 1A e AR AR A TN
TNF-a [Fs WA i & .

[0023]  Z5-LU7 I, A BHERAL T H TR N2 3R PR IT R AEAE TN INF— a 335 1% R hE
(1) 7515 LA S Pk 52 388 il AR B8 AR & BH AR — 5 i 25860

[0024] [P fifid

[0025] K] 1 R T84 (acceptor) dAb I FEIRI T4 (SEQ 1D No :5) FRZEFIR)TF
(SEQ 1D No :6) o

[0026] & 2 IR T AR BH 1) 5 A6 BT AR S AR IR STl 7 R I 2544, 7R (A) R4
(B) —Z Mk,

[0027] K3 ER T +—A4 (11) BFISA (6) 534 Ve FEF X B R A= R T4 .
[0028] &l 4 SR TR dAb (2 ZEIRIT41 (SEQ ID No :5) FIAZ HER)TH) (4HE)
(SEQ ID No :6 F11 SEQ ID No :68) o EIH 4R~ T Kpnl Fl SanDT [ PR E A7 A0, HoAT) H A
F CDR2 X3k B 219 CDR2 BRIE DL N RIZbroR o

[0020] &5 &7 TAL&4 170(SEQ ID No :11) 7F §25 L929 40 M AE: 77 77l 52 v vh rh
TNF-a 43 (1) 40 e 25 P (1) e

[0030] &6 f7m T, 4LA4 170 (SEQ 1D No :11) PHIE TNF-a 5 A p55 8% p75 TNF 521k
FHEAEM

[0031] &7 Wox T, KB INF-a [ NS027D4 40 Mg ( BB ALk ) 464 170 (SEQ
ID No :11) Jeti B I H LEAFH RS e Pk R A 2 — DU EC X HE (irrelevant specificity
isotype—matched control) ( AKEIETE ) W E IR GIRE

4
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[0032] P& 8 B/R T AR RIERG = AM4LE4 170 (SEQ 1D No :11) {E ELISA H{R#F
5 INF-a 454 .

[0033] & 9 SO T AHXT T HEXT RN TG, 1 &, 454 170 (SEQ IDNo :11) £ TNF 4
SO R P I DR, LLREJE — IR TR B /N BT VR4 (O 4543 ) (A) , FIER
& (B)o

[0034] 10 Z7R T XA 112 (SEQ 1D No :59) Fl4b-&4 170 (SEQ 1DNo :11) 2R H i
FKISHIEM .

[0035] [ 11 BoR TALE4 170 (SEQ 1D No :11) [{FERE A SDS PAGE 4047, Frid i &4
170 K H 4X 10L 5S4 u % (lead cell line) KEFIFLE A A difk. VKkiE 1 =& [
XTHE VKl 2 =2 FREFRMESERY) JKiE 3 =21 1kl 4 =28 A g7 10L R
ID(IEAT 1) LAY 170 (SEQ 1D No :11) ;3kili 5 =Z4 81 A 2iLI7E 10L &EE 1D (is
17 2) FIIAL B 170 59K1E 6 =208 A A iALI07E 100 K 1D (1247 3) &4 170 ;
VKIE 7T =2\ A A AbI7E 10L R ID (GBAT ) P E 170,

[0036] & 12 o TALE4 170 (SEQ ID No :11) 145 ME SDS PAGE 437, BTtk &4 170
KB AXIOLASHMmAR (lead cell line) KBEIFEA A Adifh. vk 1 =2 V2R X HE
VKIE 2 =4y FREIMES Y ;108 3 =71 ;¥KE 4 =258 A difbii7E 10L &8 1D (is
710 HHILEY 170(SEQ 1D No :11) 3kl 5 =28 A A 4i4LIKLE 10L kg 1D (1817 2)
HEAL G 170 53KiE 6 =28 A 2i4LITE 100 &E% 1D (1847 3) FRILAY) 170 s3k1E 7
=2 A A i LIAE 10L K8 1D (JE4T 4) L& 170,

[0037]  REHFIA

[0038]  AKHIECA T GGk, 5N INF-a 456 1 B AR =545
FHIST IR A Sz P o 12 5 A e A A R A 2 A . T A i K e ) B B B ] AR 45 1)
sk CEPES R (dAb) ) 1RI35843 BB DX RIURH Y. 10 AR S 1 52 DX 1R 3 4, (HL L i e
TE X AR Gyl g5

[0039] N4 51 5 X35 43 REHS AN dAb (9944 P 2= 32 3, DU SR AL RN 7 Th g, BT 2
T IHREBE UK BT INF HUARIHT R M LH 2 BB 4 o

[0040]  ZE— 5T, A& BAARME T 5 A TNF-a 454 10 45 /Pt R 22 1k, prid i g ik 4

A~

[0041]  (a) 5 A TNF-a 454 HIGERIEBTIR (dAb) ;

[0042]  (b) AEAEAHIELHE X T 5

[0043]  (c) ABRRKFEFEREEXFH), LEAAZL T 20 NRES, BILEHAZ T 10 4>
W, NP AS 2 T 5 AR IEAN T Lk Hh B AR B AR I Gyl S5 48,

[0044] At TR A6 1 1 B B X P A1) A & B AR B 2 R U BR R e 1) B R L R B e, T
2 I G I B T (e EE RN AR B R) B B T

[0045]  7E—MLIERISLHE &, Gyl S5 FIE4EX S XEPKSZDKTHTCPPCPA (SEQ 1D
No :64) , Hoit X AR IR R IR BT e R, A 7 ANAFAE SO B2 DR R LA AR ) Hofth = 3
M. fLikhh, X NEEIR, Fl 7 N2 R

[0046]  {EAK B — AR IE LTt 7 S b, Prik dAb 08 fe e 2Rk B B el ] AR &5
Fay 3, e iR W] AR 5 R A A /D — A BRI TR A R SR B A0 ) BLAR e X

5
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(CDR) , P TR CDR #% [ AATKLQS (SEQ ID No :1) . EASSLQS(SEQ ID No :2) . EASKLQS (SEQ
ID No :3) F SASNLET (SEQ ID No :4) ,

[0047]  7E 5 —LIERSEHE J7 22, ik CDR 24 CDR2.

[o048]  TE— ML Sit 7y Zerh, dAb HAA 1L B T A7 %) :DIQMTQSPSSLSASVGDRVTITC
RASQSIDSYLHWYQQKPGKAPKLLIYSASNLETGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQVVWRPETFGQ
GTKVEIKR ({44 145 ;SEQ 1D No :7)

[0049]  DIQMTQSPSSLSASVGDRVTITCRASQAIDSYLHWYQQKPGKAPKLLIYSASNLETGVPSRFSGSGSGT
DETLTISSLQPEDFATYYCQQVVWRPFTFGQGTKVEIKR ( 4b44%) 123 ;SEQ 1D No :8)

[0050]  DIQMTQSPSSLSASVGDRVTITCRASQSIDSYLHWYQQKPGKAPKLLIYSASNLETGVPSRFSGSGSGT
DETLTISSLLPEDFATYYCQQVVWRPFTFGQGTKVEIKR ( 4k-44 100 ;SEQ ID No :9)

[0051]  DIQMTQSPSSLSASVGDRVTITCRASQAIDSYLHWYQQKPGKAPKLLIYSASNLETGVPSRFSGSGSGT
DETLTISSLLPEDFATYYCQQVVWRPFTFGQGTKVEIKR ( 444 196 ;SEQ ID No :10)

[0052]  DIQMTQSPSSLSASVGDRVTITCRASQSIDSYLHWYQQKPGKPPKLLIYSASNLETGVPSRFSGSGSGT
DETLTISSLQPEDFATYYCQQVVWRPFTFGQGTKVEIKR ( 4b&4 134 ;SEQ 1D No :52)

[0053]  DIQMTQSPSSISASVGDRVTTTCRASQSIDSYLHWYQQKPGKAPKLLIYSASNLETG

[0054]  VPSRFSGRGSGTDFTLTISSLQPEDFATYYCQQVVWRPFTFGQGTKVEIKR

[0055]  (AL&4 137 ;SEQ 1D No :53)

[0056]  DIQMTQSPSSLSASVGDRVTITCRASQSIDSYLIIWYQQKPGKAPKLLIYSASNLETG

[0057]  VPSRFSGSGSGTDFTLTISSLVPEDFATYYCQQVVWRPFTFGQGTKVEIKR

[0058]  (fL&4 121 ;SEQ 1D No :54) ;N

[0059]  SiXLE/pai)z —2 /b 95%, BARIEHL 22 2 96 96,97 % .98 % B 99 % [Al— /741
[0060]  FEHE—DHIILIE S 7 &, Pridv e e XA G2 F1 C3 g, H— A T4
JFH

[0061]  PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHN

[0062]  AKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKG

[0063]  QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV

[0064]  LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK ;

[0065]  (SEQ ID NO :63)

[ooe6] Bk 5 & /b 60 % [A]— 1, PLith 2 /> 80 % [A— 1, AR EHL 2 /D 90 % .95 %
96% .97 % 98 % B 99 % 7] — K & FE /41 .

[0067]  7E 5 — ML LT E 9, Frid S5 i A 445 5 SEQ 1D No 11 FroRiK]
JEA 22 60 % [R]— 1, Akt 22 2D 80 % [R]— 1y, SEAR I 42 2D 9096 .95 %6 .96 %697 % .98 %
8% 99% [F— M IR 74, M LA SEQ 1D No <11 iRy F4).

[oo68]  ULALFTAHIAE“EH ... ... SE7RIRPUR R E AW AZ X LA 1 u MBI
R BB (K) HEATE54, Wi FI a1 BTAcore™ 3R [HI %% & A ILIR R M BlAcore™ B)) 11 2%
PEASEAE (i, 2. 1 ff) 38k 3R i 56 B8 A3 70 A Bl 1 o e e 1 45 G AH BRIV E
7 B A (K PRIk A 29 500nM B SEAIG, SRR E 2y 300nM B EEAIC, LA & ALk 2 /b
300nM %= 50pM, 200nM %2 50pM, 1AL L 42 /b 100nM 22 50pM, 75nM 4= 50pM, 10nM = 50pM.
AL B IR TE: “ dAb” $e S PR e L 25 DT AR R n] AR g Ry e (v, 80V 20K

6
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[0069]  FEAS A B — A1 — P IARIE SE 7 S8 b, S5 M IR R Ak 5 O — MR A &
A 11 45 Fa) TR A SR AR T B[R] Bl — 2R k. SR AL REME B i JR & & i B, o priR &5
GRS Z A0 RIS G5 B RA K. O TR FRARKITE 1, 45 /it 74
A BV RE X AL B 22 b — A, IRt P A2 e 2 R ik 2k

[0070]  TEAR S B IR — AN A IE 1R S T 7 S8, 45 ) Sole A ) A R — A [ Py 45 )k
PR AR B[R] — 2 Ak

[0071] BRIk, 7E 55— A, A& BERAE T 5 N INF-a 454 10 58 25 M kb A 2
s, Forb BTk — 50 PR AR A R BH 1) 5 R4 St AR A T AR A o

[0072]  PLIERAE, — B AP ARA B AR A [] — ZRA4, IF FLARe ORIk 12, ZE A R) — 2R 4k
() TR S5 M IR M AR5 5 SEQ 1D No 11 FiosFES 220 60% [F]— i, e 55 20
80 % [ — fy, S 2571 90% .95 % .96 % .97 % 98 % 5%, 99 % [\ — I FL 1% 41, Ak
WEHLAL S SEQ IDNo 11 FiianIF41.

[0073] 5 750, AR BHERAL T Ghs A< J BH 58— 7 1 I G AL B LA A B AR R AL TR 741
[0074] 2 =J7 0, A KR T 0 B IR+, HAS S 5 N INF-a 455 14550 15
HURTSEAR R A, Horp BRI 77+ % 5 SEQ IDNo :50 B SEQ ID No :51 iR/ 741) 2
D60 % [F]— 1, ik 42 21> 80 % [F]— Yy, SEALIEHN %2 /1> 9096 .95 % .96 %6 .97 %6 .98 % 5, 99 %
[F]— B IR 71, F A 40 & SEQ 1D No :50 B8 SEQ ID No :51 Fr7nIFES .

[0075]  ZEVY T, A K IRt T 0 B AL IR 7+, HA S ghd 5 N TNF-a 455 1 4540 15
PO AR I P2, Horp PR % 77 1% 5 SEQ IDNo :50 B SEQ ID No :51 iniZ IR T
FIAE ™ BT N AL IR P51 o

[0076] LA E I 22 K A1 R A0 P& A8 R — 1 1 20 B BR A Y INF, ARSI RN I 23 BR
BT H AN LR B TR A 2 E X o FEIXFE B B BB b X, 22 Rl AE AN AR TR 1) %
FERER TP I, X E R TRk AT HOX L . TEARSCAR T, 42 A BUHE 2 N2 R R
JEA)Z A Ta]— MR b7 B “ARABAE” R A0 R 23 73l Fig BT ik 7 47) 2 TR0 AH [ R B ABA
WRIEIELH a0 P AR AN S O 0 B A AT Ay BE S Bl 5 1) o 4 2, S 2R B2 7 4 1R — 1
SRR T DL GAP F2 e AT o A / 8 PILEUP 2/ (Computer Genetics Group, Inc. ,
UniversityResearch Park, Madison, Wisconsin, United States of America) (Devereaux
2 N, 1984) HEAT HLXT . GAP B2 748l T Needleman il Wunsch (1970) FSEVSRAFAH R / 4H
AR SE 2 B e KA AL AE LU XS R PR A B O 280 H A S /M. i bl s 41,
YR Z T EERRT A, 7] LUE A Thompson 28 A (1994) [ Clustal WHE/F.
[0077]  TEfE DR T H)E B A AEIX L8 H 43 LU PR BE Y I, RS RN B E N
B AHAT A L B E P A 2 LA . FEIRXFERI LL BB L XS b, 22 5 m] AEANAH R 1) 5%
FENE AL A B, X E R T R AT LA I B . TEAR SO, $2 KA BCE 2 MZ IR
JEAN 2Z [ [l —VE 43 Be” B A A R 48 BT 3 7 0 22 TRDAH [R) ) e S5 (R 25 B o FH AR s
AN T N AR AT bRy S5 BT I 52 1. A0 2n, W] BASR A BESTRIT R 7 8l Hoe & 18 1 FE
J¥ (Computer Genetics Group, Inc., University Research Park, Madison, Wisconsin,
United States ofAmerica) (Devereaux 2 A,Nucl. Acids Res. , 12 :387-395, 1984) K 5}#%
TR ANHAT LU v R E AT R —

[0078] W™ KRR M AE 65°C AT 0. 1 X SSC(1XSSC = 0. 15M NaCl, 0. 015M Fr &2 He4h,

7
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pH7. 0) W14 FIIZRAZ .
[0079]  fE—ASEHETT A, ARG T H T4 88t 57 R KR e sk g A R X EE
(R 77 325 A5 L ASE FHOR T B R A i ] A DX R 2 O S () 5 | P T ok 2R 6 Bl X S R, (PCR)
MEZE BT 5 R AR 40 B AL R P AT 3 o B, O¢ T B RE AR BE W] AR 2548
(5 Vy BV 13 55 ST DU T2t PCR 51400, Bk 514 A28 S 1) Bk Bl
FEgmAS FrA b n AR S5 R B, T IR E R SR R A T A e B O S 48 e PR AR &5 A
itk RG, Wy G n AR X R B AN 5 5 — AR B N BUR KR E 2 X 2 K74
(RGP N A 18 IR IE R, BL™ AR AR R B ) S A BT AR R A . A 18 IR IR B AH
SE AR AR N T BN
[0080] ViV FHE G [X 25 A4 3 fih JE 1T LS RARATAE 1) S B 3K A [ 7 9 A P B P P 1 e o
RARAEAE NP P A2 A5 G AR K G o K AR 1 1) 0 B il 25 10 A 2, P I 3R I8 B e BR A 1 1 40 i
MR P RSPk . IRAEEETT LU R (na g ve) , BEAGHT AL 3R L e e Bk i
1 PR 40 P ol 2% » B 2 EEAHR I, BN 0 el RACSS B 4 il 4% o /5 220N, B S A AR X it
JE BT o] i v 5 1 5 BT DR 1) S I St 1 70 - — D IR AT I O, L AR AR B R
HGE IS5 SRR AR A
[0081] BN G Re BR a1 A AR 25 7 S8 () Rl fih 2 2l ok vy 48 S B (1) T AR 2 A srh N T 5
NSRRI 1 o
[0082] W LI ik 4 4 Wik R AR JEE 7 0 P A B ) 45 6 e S R R Dl REAT SR I Ak Vi IV &
R B o P TR I R R B 7S SC RN N WAl 8 4 38 10 ST 8 ) 7 Yo A0 A AR, o 2 Ac BT A
(1o W B AR R R CAEA U P AT 1) 2 H0R, BLRH 7 A I 108 3 A 1) ST LA &%
X EAVRI P EAT S50 ) B T iR A 9 - 7] LAAE] 1 T 21 SCHR 8 31 :Barbas
2N, (1991) PNAS88 :7978-7982 ;Clarkson 28 A . (1991) Nature352 :624-628 ;Dower %5 A,
PCT. 91/17271, £ HER'S 5, 427, 908, ZE[H EH] 5 5,580, 717 M EP 527, 839 ;Fuchs 2 A,
(1991)Bio/Technology9 :1370-1372 ;Garrad Z& A, (1991)Bio/Technology9 :1373-1377 ;
Garrard Z£ A, PCT WO 92/09690 ;Gram %% A, (1992) PNASS9 :3576-3580 ;Griffiths 2§ A,
(1993) EMBOJ12 :725-734 ;Griffiths 28 A\, £ [EH EH)5 5, 885, 793 Fl EP 589, 877 ;Hawkins
2N, (1992) ] Mol Biol226 :889-896 ;Hay & A\, (1992) Hum AutibodHybridomas3 :81-85 ;
Hoogenboom Z& A, (1991)Nuc Acid Res19 :4133-4137 ;Huse Z& A, (1989)Science246 :
1275-1281 ;Knappik 25 A, (2000) J Mol Bio1296 :57-86 ;Knappik 2 A,PCT WO 97/08320 ;
Ladner %8 A, 2 [H % F 5 5, 223, 409, 5, 403, 484, 5, 571, 698, 5, 837, 500 F EP 436, 597 ;
McCafferty 5 A, (1990) Nature348 :552-554 ;McCafferty 28 A,PCT. WO 92/01047, £
[ & F 5 5,969, 108 Fl EP 589, 877 ;Salfeld £ A, PCT WO 97/29131, 3£ [H & F| 1 i% 5
20050004354 ;1 Winter 28 A, PCT WO 92/20791 11 EP368, 684.
[0083]  RIA Vy RV, g Aa s fish e 1) B0 S 1 T CAAE R A= 40 461) P REESCA B 1 3R 10 B 2R AT
Kik (0 PCT A FF W099/36569 Fl 98/49286) .
[0084] A BH ) 4 A Iaht AR s oA mT LUl i S 4 7 vk = A, B MBI R IE R G =
Az, Pk AR K R ARG s BE S SEEY)  B R AR LS A, UL R R RIS RS
s B i I R IE R, an e A P i iy Bl AR sk LN 1
[0085] Ak BH [ 45 I T AR R AR TT LU S DUk gmisi% i ok thl 4%, LAME SR AEEE SL IR FE )
8
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AR FE IR DA (0, AEANBR T, HEERT R COK ), JLAERE A (1) 58 8 3047 Hh B33 78 AL 8%
4B P AR TR A A . AR D AR BRI i 8] 1, 2RI E A HE R A R
Mgk e ) TR R W E A A, o, RS SRS 1 (ZW4040, Cramer %%
N, Curr. Top. Microbol. Immunol. 240 :95-1181999) F1tLrh i 5| (92 2% SCiik. Bh4b, #
FEP FoK A C ] T LAR DA KPR A L3 Wt B 50, L AR 1 S5 0 T A6 oA T
HARG A= EE MR SRIEH itk gz A i (2 WA, Hood %5 A, Adv. Exp. Med.
Biol. 464 :127-1471999 ML A fr 5| FHII 2275 SCHk ) ot OO ZE R Rl (A0 HE A 5
Bl R SR E PR ) o REA ik, B PUA A Bl W BBEHUAR (scFv’ s) (2 W4
1, Conrad 28 A, PlantMol. Biol. 38 :101-109, 1998 M 5| RIS S0k ) » B,
AR B IR 5 A8 I A R T A mT DU L () 07 vk e SR R ok A2 (s 23 WL 43
Fischer 28 A, Biotechnol. Appl. Biochem. 30 :99-1080ctober, 1999 ;Ma & Hein., Trends
Biotechnol. 13 :522-71995 ;Ma Z& A, Plant Physiol. 109 :341-61995 ;Whitelam 2¢ A,
Biochem. Soc. Trans. 22 :940-9441994 ; F1H P 5| K224 SC#k LA B —fm 2% SCERAE
I A S ARG TR AR ) .

[00861 AN Jx W () 45 ey Sol i A4 A4 T AR A0 365 R AR Al AK 1) 7 ) AL 275 i 7 VA I P ) A
W EHAAR NG (R s B w2 Y B i L an i) A
Yo B TAEBEA A 7R PR F TG 5, A I PR R 2 A4 ] DL B FE AL i) el
AEREEEAL B, Horp ULk 2 BEEE AL o IR AR T VA AEVE 2 AR ER) SE 30 = T 0 T oA #iA,
Sambrook Z& A ,Molecular Cloning :A Laboratory Manual, % 2 iz, Cold Spring Harbor,
N. Y. 1989, % 17.37-17. 42 7 ;Ausubel 2§ A, 4% %5, Current Protocols in Molecular
Biology1987-1993, % 10,12,13,16,18 1 20 &= ;Colligan 28 A, Current Protocols
inProtein Science, John Wiley & Sons, NY, N.Y. 1997-2001, ProteinScience, i 12-14
L, JITE SCRRTE UG I8 e 4 S T AR5 T E AR S

[0087]  fE—FPRIERG D, LA L RRREANR / S A FOCE (B W12 0, Roberts,
RW Fll Szostak, J.W. 1997. Proc. Natl. Acad. Sci. USA. 94 :12297-123202 PL & PCT & JF 5
W098/31700) o AL, 73— 55 S DNA SCHEE (40, A1 M2 S e () 48 il 45 1B A4 B
FTEEAD I DNA SCIE ABANPR T ) 197 AR AR SN s, BRSO, NI 788 1 JBUR “ 8
FEIK)” mRNA 52 B AERZRE AR b, SRR e (it 5 RSP 454 ), mRNA 43 &5, S Il il i A1
S (a2 B S N B SRR ) o IR DUAB IR 73 A B R G 0
W, DUR AR A R G 5 N R4 i 5878 Ba ok IR A B i LAt 236 R T e 7k
AT R ) e

[oos8] & — W 12 ENHILIREX ZE4LH AR (emulsioncomparmentalisation
technology) PAF= A B ) S5 BBt A4 o FE SRR X 4, ARSI 5 03 1k 77V S AT
FUPRA TR A B R TR Bt B B R R R G A P A FE X S AR & (S0 PCT
N5 W099/026711 FT WO00/40712) o

[0089]  CDR =51 n] LA B JLAS KU, 4 i B5edhe )2, an X AR fE B A (National
Centre for Biotechnology Information) &% JRFIHZ HERZPEZE (www. ncbi. nlm. nih.
gov) , The Kabat Database ofSequences of Proteins of Immunological Interest (www.

kabatdatabase. com) , B¢ IMGT £{#f /7 (www. imgt. cines. fr) . &30, FJ LA V, F1V, 4544

9
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A FE TN CDR [X. ( = DL 4 Kabat EA F1 Wu TT,Attempts to locate complementarity
determiningresidues in the variable positions of light and heavy chains. Ann. NY
Acad. Sci. 190 :382-393 (1971)) » CDR J¥#In] LIS FE K2 DNA 55 cDNA,

[0000]  fFAEVFZ J7 VAT AU COR S 3 n] A2 X P41, JF HLIKAE 0 D7 VR0 T A s,
BORN G 2 2 2B o AR I EIILE 75 0 K 28 s |y de S A2 R B el &2 X (5K
dAb) T CDR2. %75 V2 B R IR AP BRAL B « A5 4t 7% I 7 528 B0 TR A IR S 4 X IR /K
Hrp e 78 4514 H TG RSN DNA 4 A ;i@ it DNA 28 4 B a1 S A% 17 IR LA 7= AL 57 T 75 5%
AR RIRUEE DNA s MUK AZ 7513 B 0T vo i 35l i RIS Bk .

[0001]  FEAJ B AR SE e 7 22 70, B 7 R AC SR ) CDR e ke BI/E N b R4
PR PERT AT AR X A1

[0002]  R¥E “AR A el itk ” s T 45 M T () @A sl pT R 45 5 88 2 A8 NP AN AR IX A
RIBTARRZ , RIEFITIR G0 1A Y 25 1Y) 5 4 DA D LLIE IR T SRR U A2 8 I [ 342 282 i FH iy
TR S M TR R AR )AL

[0093] ik Hb, L dg e A B it A RS COR W] AR X 241 4 B 1 P “dAb B2 gh ik 7
7 (e A EY) 128) o 1% dAb B KFEF1 H SEQ 1D No =5 7R IR EEIR S 2, -
[0094]  DIQMTQSPSSLSASVGDRVTITCRASQSIDSYLHWYQQKPGKAPKLLIYSASELQSGVPSRFSGSGSGT
DFTLTISSLQPEDFATYYCQQVVWRPFTFGQGTKVEIKR

[0095]  (SEQ ID No :5).

[0096] %741 SEQ 1D No :6 Fi7RHIRZHF IR IT 41 4t -

[0097] GAC ATC CAG ATG ACC CAG TCT CCA TCC TCT CTG TCT GCA TCT GTA GGAGAC CGT
GTC ACC ATC ACT TGC CGG GCA AGT CAG AGC ATT GAT AGT TATTTA CAT TGG TAC CAG CAG
AAA CCA GGC AAA GCC CCT AAG CTC CTG ATCTAT AGT GCA TCC CAG TTG CAA AGT CGG GTC
CCA TCA CCT TTC AGT GGCACT GGA TCT GGG ACA GAT TTC ACT CTC ACC ATC AGC AGT CTG
CAA CCTGAA GAT TTTGCT ACG TAC TAC TGT CAA CAG GTT CTG TGG CGT CCT TTTACG TTC
GGC CAA GGG ACC AAG GTG GAA ATC AAA CGG(SEQ ID No :6) .

[0008] 1 A< B fty — A0 3k 5 il 77 5, o Bt S R K SR CDR J 471) SASNLET (SEQ
ID No :4) B3 NZF] AR X dAb F AR Fe 51 rh, DB A% dAb 340 14 5 51 i¥) CDR2 J %)
(SASELQS ;SEQ ID No :55) , T4 T I dAb (44 Ak G4 145) -

[0099] L&) 145

[0100] DIQMTQSPSSLSASVGDRVTITCRASQSIDSYLHWYQQKPGKAPKLLDSASNLETGVPSRFSGSGSGTD
FTLTISSLQPEDFATYYCQQVVWRPFTFGQGTKVEIKR (SEQ ID No :7) o

[o101] BRIk, 75— MRER S TT R, 5N INF-a 455 I E5 0 i 7R B AR ¥ dAb £,
& SEQ ID No :7 iR EERR P4

[0102]  Z5IRPT R B PRI Al A2 X T3 471 (dAb) W] DLk — 20 28 [ 2 R0 ) il DA g 3 I
RG-SR, EAEA R WHITE 2 W o IX 0] B F7 ZO0 G5 F T AR 2R () CDR1 . CDR3 2%
BRI T F R A S T R TR FE AT 15

[0103] {5 a, 4n “ A4 BRI TV IR i), X SEQ 1D No «7 HEAT SR Ay e, FH 8t TNF- a
S AT . R — PRSI TT =P, 5N TNF- o 255 S5 M BT IR R i ] 22
X (dAb) £3%% SEQ ID No :8 B SEQ ID No :9 HJZZEIRFFF . IXEEH 75l fw 44 A &4 123

10
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MALEY) 100, 3 H AT A0 P

[0104]  fL54) 123

[0105] DIQMTQSPSSLSASVGDRVTITCRASQAIDSYLHWYQQKPGKAPKLLIYSASNLETGVPSRFSGSGSGT
DFTLTISSLQPEDFATYYCQQVVWRPFTFGQGTKVEIKR (SEQ ID No :8)

[o106] L&) 100

[0107]  DIQMTQSPSSLSASYGDRVTITCRASQSIDSYLIWYQQKPGKAPKLLIYSASNLETG

[0108]  VPSRFSGSGSGTDFTLTISSLLPEDFATYYCQQVVWRPFTFGQGTKVEIKR

[0109]  (SEQ ID No :9).

[0110]  7E— MU RIPL LRI SEE 7 S, 5N TNF-a 45 4 I &5 R 38l 0 R A4 2 R 1) ] A [X
(dAb) A% SEQ ID No :10 [z LM 741 X4 a4 &4 196, IF HJP S it e i -
[0111] 454 196

[0112]  DIQMTQSPSSLSASVGDRVTITCRASQAIDSYLHWYQQKPGKAPKLLIYSASNLET

[0113]  GVPSRFSGSGSGTDFTLTISSLLPEDFATYYCQQVVWRPFTFGQGTKVEIKR

[0114]  (SEQ ID No :10).

[0115] AR H AR N S 2 IR B, &5 by 3t R R AR 18 € X e 210 mT BLR U T A B
RKEFH . RKFHA] LU H A R AR SUIH A R, Sl IH A R K
FAUFE AR, s AR 2R O 9 W R s R, AT TS A BB RS R ERID
M b ANAEE X 7L m R R R M. DU b, Prid 8 e R IR T APUAFEA. XA
R 51 B4 - R LLAE R 21 bk 3 - B S AR R R B b a8 ORI B B R I (.
ncbi.nlm. nih. gov), The Kabat Database ofSequences of Proteins of Immunological
Interest (www. kabatdatabase. com) , B¢ IMGT Z(#5 % (www. imgt. cines. 1) »

[0116]  7E Wit A W IR 45 AL ST A AL A by, A I8 R T HEE (Fe) X Gyl 45 4
o PR B T B /INEH IR Gyl G S R DA Ay B0 X BT 1) 35 AL ST R R R AR SR LR I
Peith, DR EA Cyl Gkl 270 20 A C- Rumzd FEIR TR ZE , BEARIEH 2 /0 10 A2 5K, SE
ikt 520 5 NI, oAU A 2 BE R TR AL

[0117]  [RI, ARG R SEJE T 2, S iR i 1A AT B85 T 20 453 1B X :dAb—C
Aty Cyl GERIIIREE — BHEX —C2 5K —C,3 Gk, an el 2 A B s v st A U B 1
[0118]  fENF RIS TT 2P, Sl TR AR AT SEQ 1D No 11 s iz FE IR
Ao XA A ED 170,

[0119] {L&EW) 170

[0120] DIQMTQSPSSLSASVGDRVTITCRASQAIDSYLHWYQQKPGKAPKLLIYSASNLET

[0121]  GVPSRFSGSGSGTDFTLTISSLLPEDFATYYCQQVVWRPFTFGQGTKVEIKRVEPKS

[0122]  SDKTHTCPPCPAPELLGGPSVFFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEN

[0123]  WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALP

[0124]  APIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNG

[0125]  QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEALHNHYTQK

[0126]  SLSLSPGK (SEQ 1D No :11),

[0127]  RARAFAERI A e Bk B AR BE DB 5 2 Db e (O) M, FLAE RE FEBE Gyl Sk
MR BEE E X S5 R 18] OB I e T T Ay s A A 2 B W] AR R 8, AN B

11
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N A AN TR AR N ()2 DR 2 FR A S 5 DRI LK 1221 I 2l R e 2 P BEL b= i B T
(R 2 SRR VRS B o HLAT ARBCA I B2 R 1 AT B S5 S nT DAL HS B 1A A 1 2R SR A %
78 T T BUR BRI 2 B BRIk

[0128] NV AR, SKYE TAEATHUAR I G RAEAT R BE X P Al TE G AEA R P AE o A,
BBE X ULk B PR 186, ILiEh, PriREBE X T ToG, BBEIX I RIRAFIER T 51,
JF HAUE Fe41) EPKSSDKTHTCPPCPA (SEQ 1D No :12) o fEMF A, 1l 5 A7 4E TALE 5 A1 Cys
IR RIZR ) Ser 7RFEAR

[0120] ik, Cyl S5 sIF) C— Rimz FEMRIRFEARYR T 1eGl, SEARIEHN, Gyl FRFE A&
R (V) BRIEBRT 2R B i md iR (L) Bz iR (1) . 7RIS BRI I HA
W) T 38 NS DX B A A A ) R R

[0130]  C,2 Il C3 S5 MK P A IE KU T Swissprot Zd 26 5% 5 PO185T -

[0131]  PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVIIN

[0132]  AKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG

[0133]  QPREPQVYTLPPSRDELTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPV

[0134]  LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

[0135]  (SEQ ID No :63) .

[0136]  JiTiR gt b R fa 2 R m] AT AR A B S — P DhBe 4 734 . flin, S5tk
R AR AT DL I A A ARG ZE R R AR el Hofth )7 205 —Fh el 2 At 7 SE 44
AT Dhie BERe, Prid HAh 43 1 SEAR U o g — gk ml R ) 48 w5 259018
FFL/ BER] DA G IR SR st iA g &8 0 5 5 —Fh oy 7 (BN ESiEMREAZ LK
BE 2RI ) g6 E A ek,

[0137] ST fa AR m] LS 22 A AR 9 F B TR iR B4 2 A 5400 o« 719 P 1)
PECT R IMAF O FE DT R E IR VEOEE BT 6— AL i —1- Z8Ma ik 5 e 4L R
55 o S5 ST AR 2 A3 W] DA R G 00 PR AT i A=A, 48] A i 2 T P g BRAR Tt 41 )
il 2 R AR AR 5 o 2 5 R B (A Ja A FH R RS ) AT AT AR AN, e T S 0 i
T ARSI R SN I S AN SRR A I o S A B AR s AR IR ] LR A S TR AR
b, FE IS RN E DT = P BB DU AR R R A A S TR .

[0138] W] LI ARARE AR BH I 45 i S R M i A 5 — Pl 2 F gy 73 82, ik 73 v Be e A7
A P PR AL B I ) 2 2 B AR X PR AR RGBT i e st (B, 255288000 ) k. X285y
AT DUIE o e A i B 2 g A AR R A, T EANIAS T / AR5 R ARG HLR 455
Br o IXLEINE 5 EFE 36 [ LA FHE 20050271663 BTk AT 6 YR 5>+ 1K dAb. 38
B ING 7 72 7R N RARAFAE H HAKHIE th YR AL PR AR B L BRI Z ks Z Tk BL.
B i T LAk 3 R A -

[0139] (&) >k B 40 M AEE IR 2 0, 9 4, B s, R sk 1, BB P R AT IS dR
[o140]  (b) TEIM¥E T AKILHIE AR FleT4it iy, o -2 BEEREH, MIFHEA, d4iHE
HJR A, ST E R B, B E MR E A, BEEkE A (heptaglobin) , BAFL ZHEH, TH
K E (uteroglobulin), B -2 THIREEE, T HG IR, ¥ W I, 1 Bt 2 8 &5 3 B 10 i35 C,
a —1— Higs 1 B IR ok e 1) g T U5

[0141]  (c) HiiE e H, U1 1gE, 1gG, IeM ;

12
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[0142]  (d) FHiEiE A, WU L A8 E, o -1 EREA

[0143] (o) B B Z, flan B - P L3 1, Mg ok 4n fu i 28 1.2 1 3 5

[0144] () £ i fixi i R Ak sl A6 i 22 20 23 b ke IR 1) 4 1 00, 490 2 28 57 0 35 32 AR BB Tl T it
MRS

[0145]  (g) HEERER A2 AR FIERCIA — MR 25 &8 A (20 US5977307) NG
M N AN sz R, B A, R R B 2 A, R 3R, R AR R L (IGFL) 521k, JiR
BB KR T 2 (IGF2) 524k, [0 M 2321k

[o146] (h) @A FHE R &E A a2 #EEE, IVERIE, AVHE 7284k K,
Heymann' s $TJR ;

[0147] (i) sE@Ar TR EU8, B CREMCEUEE, G250 ;

[o148]  (§) #EIMEA T X ;

[0149] (k) a -1 HUEE AR ;

[0150] (1)HNFla ;

[0151]  (m) sEAr T B B3, il dl sy (454 1gA) ;

[0152]  (n) ;&AL o8 A5, 491l HSP27 5

[0153] (o) sEAL T RIS AN, Wlan s A ;

[0154]  (p) BHHRFHEEAN, Hlug EASRKAEERA BMPs) , B4l BUP-2, -4, -5, -6 -7 ({2
RO BCE B (0P-1)) FT-8(0P-2) ;

[0155] () MRS 1 a0, 19 G N R 2B, SR FRYT (herceptin) 244, MEMM 2
&, A2 5 Al 21 2R 88 G B CAERFRI IR R B0 )

[0156]  (r) e 5 1t 2 1 5T, 4] WA AE S ALY T- 40 B B3R IE PR A48 LAG-3 (iff
L4 MR ) 9B SR AL (OPGL) , 2 WL KongYY 48 A, Nature (1999) 402, 304-309 ;
0X40 (TNF 52 78 S5 K 52 ZESE AL T 40 i 38k, UL E407E = A5 N T 40 e A 1995 9
B LAY (HTLV-1) (940 B rbeRe S otk b b 30 (g mfl— L0038 T 40 ff 7 +——2 WL Pankow R %%
N5 J. Immunol. (2000) Jul 1;165(1) :263-70) ;& @& AN (55X R /IEIEMHAR), &
FE CG6512 i, NEMES A, A FtsH, A AFG3L2, 2K ftsH ; 8 A oA K R 7, AL R Pk
FCET A0 M AR 7 (FGP-1) , Bk 4T 4 40 B 2B K R 7 (FGF-2) , IV P B2 AR R 7- /1l
B IEER T (VEGF/VPE) , ALK F —a (T6F- o), MR FEEE + —a (TNF-a ), Ifi
EHERE, ANE -3(L-3), AN F -8 (IL-8) , ML /MRATA W B A K F 7 (PD-ECGF) , fifi %
AR (PIGF) , AR ¥ (midkine) IfL/IMRATA A K -BB (PDGF) , CXXXC #fL 4y ¥
(fractalkine) ;

[0157]  (s) MR AR (ks ) s

[0158]  (t) 25 Fe HizEH .

[0159] AR EHIEY & 2R L AL 2tk g ik, HARX T9E5R £ B ik
EZNITI=E/ = e bR e~ Ik B AN R 1 g s L L I PR i S S DI E (76
[0160] £ RA g A m] LIS ARSI CAn ) a5 AW oy 7 (ARIE PEG) 81, B
REE V) o3 10T 1R B0 0 )~ 3 AR AU M B2 FH o AT AR A A B Hp A 1) 28
AW T DR A I SRR AEAE 1, I HAAFSEAN R T, BB sl S AL I 58 W e 55 58 W 44
SR EMIR R AW, 8 BRI 2 REA N R s 2 8k . w] LAAEAS & I A A H K&
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RS YILIES] AR BRI R (428 ) (PEG) B (N EE) aliR (L4 ) ,
R HATEDSEARKTE R T 5 G b b i A4 1 e iR il A 18 i AR IR 2R S ) A0 6%
HUACHY PEG, A3 AR FE (SR % ) o B& PEG #hw] DUE Y, 80nT AR PEG 4 F R AR
AFAE B B 0 o A HEFURE L ELBEVE R 0 BB B, DL B AR RN 53 A AT 3
gesty/

[o161]  FEA I BHR AT I ZE-EY) (PEG) 43— AT LIS I AR 45k A BT J8 0 18 7 12 45 4 e 3k
PR AR . 78 PEG BUILARER G4 7 5 Ak B 5 f T AR s s R e e o —
R A S OE TR E BE A e PEG BN RER A . R, 4 PEC HEY)
55 G ST AR AR AR B 2 SR AR TP AE )2 Db 2 R SOl 2 IR VR FE I e o FITiR - e 2 B F
TR R IS 1] LR RARAEAE R, BT LA OE B 45 i TR ik v

[o162] W] LA it 2 Ffr 77 V250K 56 1 AR B IR 45 R ST 4R A4 A 1K PEG 4k (2 L4414
Kozlowski—A & Harris—JM(2001) Journal of Controlled Release72 :217)., PEG A] L E.
e o il o AR T e R R S S e AR R, H TR R o S EERR E O
TERARRG O A FHCERF IR :Delgado 25 A (1992), Crit. Rev. Thera. DrugCarrier
Sys. 9 :249-304 ;Francis 2% A, (1998), Intern. J. Hematol. 68 :1-18 ;US 4, 002, 531 ;US
5, 349, 052 ;WO 95/06058 ;Fl1 WO 98/32466, H A &E— s SCHR A TF N Al 42 S & A
AL

[0163]  — i 5 £ W H I 22 B 1 0 1) 2 2 PR A 25k 1T AN A P IRD 4 PRI AR I R 5
KH T =W OERALE) (tresylated) MPEG, H 2l i FH = # O EE A (tresylchloride)
15 Bp AR AR 2 & T (MPEG) 117 AR ) o fEZABEIRIRAE 5 — 3 SRR AL I MPEG [ MY J ,
RO _BERIERDEEDN b P, Ax AR RHMEA RS EA 2,2,2- =
A ORI IR & 1 o ¥ 14T RN = A B R - R R EW)

[0164] &) LIAE FHF 22 AS [F] (1) 1A) 4 2k % 452 R KK 58 & B e 2 i ot 49l at, US
5,612,460 A TH THR L -FIEER2EARNARE TR OMRIERA. EAR-KL
TEZEY (KPR DEEEERAEEREL2E Q) W] R s AR S E it
AT RN =2, Bl Ak & Y an g MPEG— BE ALY i S BE FABR M 1, 1- Bl — Kk me (1,
1’ —carbonyldiimidazole) ¥H4LI MPEGMPEG-2, 4, 5— = &N FE MK B G \MPEG— X i 25 45 1%y
TR IR I A1 - il MPEG— BREAIRIEEAT AL . VT2 H TR £ Rk 2 0 st Hl SR £ — 7
TN AL 2276 W098 /32466 HhiffAT T iR, HoAm 3 a F A B $2 S & R A AR
[0165]  7EAN & B —ANRESILIZE IR St 7 2 7, 48] B A )t ol oo et 2 PR e ok L %
BRI Ol EAR K o — ML TT Zmh, 85 Fa It v A 7 A4 ik~ Dt 2 IR ik
FE ERARER 2 PEG o AR 1) 21 D 28 B ik 3 mT LA SEA7AE T /7 41 oy, thnT DLIE i 76491 G 254
SCHTAR IR AR C- K 8 A\ PR BRI M N . & kHh, PEG 5 &5 M ST AR 1 7R 1)
RN LI TR i — il B 1~ Bt 2 B i 2k 1 49 I 2F , andE US20060210526 1 BT fiiA 1] o
[o166] G Y) o+ W AT AT R A IX AL AT A4, HorAr A7 48 53 A8 43 B W
PEIEIA LA SRV 5 A SCHTIR 10 55 1) ST A A T AR () 2 SR IR R S AH AR SR AT AR 4
N-FREEDRHAME Y i (NHS) v PERE, BE B0 W NG U IR R 58 A4, FISRSE — b £ I W ik 511451
W SR %, ZAGTHABREE . PEG ZREHR] LLg 4t 4+, sn] LU 43 3, Hodr 24> PEG
WA T B RED T .
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[0167]  fevEFE[A (540, MAL. NHS. SPA. VS Bia%i2E ) W] UL E % 5 PEG BEWiER:, 8]
DLZ2 AR5y 755 PEG 4% .

[0168]  7EA K EHR AT FHIZE AW A/ INAT BL Ry 500 Da—60 kDa, 4441, 1000 Da-60 kDa, 10
kDa—60 kDa, 20 kDa-60 kDa,30 kDa—60 kDa,40 kDa—60 kDa, L J% ik 50 kDa—60 kDa.7E
AR A R A, KRR & PEG, W LU HEER AW anT LEA 5 - %

[0169]  {EIE— 20 (¥ St 77 G, R 28 — U7 THD I &6 A kbt R A g A mT LIRS 22 SR ALY, T
ol 4 S B IR) — SRR, S Bl R R AR, S IR DY SR Ak, B ik ) R e R 2 k. 2 AT LA
BmptR g5 A R g, Jorh S5 G 1R 5 2 E0 NS G o5 B K.

[0170] B FLJ7TH, A K B T 292069, HoA & S80I 58 — 77 T i &5 f 3t
IR, UL R 22 b nT 832 I R sl R B 511

[0171]  “Z452% ER B2 AR A0 48 AR B2 AR A AT A RT3 500 o0 BN o L LA 5 Bt
A F AP ELEF) B A IR G . 252 ERT2 3R B 0 6K L Rk (T
B ER G2 b K R0 I SRS T I — R B B R A A . AR 2 LT R R 2
TEA AV EFESBH, Wb, 2 ooREw anH ge i L BRI, sEUb Bl . 25% B2
W5 G/ 2 0 Bl B A ) 0 YRt s AR R < 7 R B v

[0172] PR 240G m] LS &5 i 2, AL RR A  2F [ 4 0 [ A 70 28, 49 g s v (4
AT RN PR RV S PR R R A9 IR ) 20 BB TR, 70, AL3R), R 7, I oA Bl A2 1)
Pt , BTkl &4 2 T e Beph (0T S i 20 A o] DU R IR N S BIIK N B2
RN .

[0173] 8%, 97 AW TE W 0 FF HAEHRE FAE 7 4 F 2. 454U
PC A1) A R P L VR A BR T TAR B AL A IS & T R 25 WD B A T 450 o SV I 4 1
P sl P RT DI b 9 G 5 A AT an SR A/ sl S RSk 4 R o T B ] T SR VR AT LA
LA Ak AR BA Ry i B a0 sy B A S SRR LU R R B
A Y (RS A ) , bl o i 8 K

[0174]  FIrR 21 &4 mT CARC il s F 146 T B v s v ) E o K o

[0175]  {EHE2CSE 77 ZE b, 3 PEAL A 4 mT DL oMk il 2%, BT iR R0 (R 4P 10 & ) A
PRIERE I, 9 U0 52 3 B IR, SRR RN, 32 B WA AU B K8 0% R Gt v LA AH
BIRED, I LG LR LI, ZEBT, 5B CWEER, IR, 28 )R TR G Bl 3R FLIR

[0176]  ATRZL-E4idn] AR HI A F OB « EXAN 2l E b, S5 Ik i g T
DL e At sl i 5 I IR IR e vh, IR 4 B 71, SR BB N2 BN .

[0177]  SOVFNG B I B B P9 HIR PN it P 0 SR 2 AN U RN D 301

[0178] W[ LU RIS A DB AR TR A G . gi Pt g Aknr bS5 —fh
BRZ AR T B WA INF- o SZAREIIHIN INF- a = b 22 A7), BiE 454
A A 48] 48 e KT 5 BR 4 B T o T Bk — L Ee IR/ BL . ASkh, e mT LA
SR A A B 1 AL CL G B L — RS A

[0179]  ARER LLAFRIA T A RE SR A 3R A R B I S s iR i i ik . air A
24 e A R L0675 IR & AT IR () B, 6 T BAR Brf KR T 45 SR S A & . I A e
ST FE LLADA 75 1 500 5 R0 B () B, S - EAS P A BRI T &5 SR i 5 A U = . R A TR ) & AR
R AT BRAT 59 1) - SR Bt , i AT A & m] AL YR T A RE /D
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[o180] /N7 I, A B $& 4L T R 48 A S W58 — 7 1D ) 45 A S e A e AR AR A TN
INF-a [Fs WA i & .

[o181] 3 fur, AR 4 AX % BH B BTN TNF— a &f R 3l A4 A4 s A ] LR 46 00 491 2 ) 4
vt QT IV BRI A RN TNE— a, G e g i 0 ) 3 0 9, A0 il K e 98 WO R 0 52 9
(ELISA) U S il 52 v (RTA) sRZHZR Gy 2 2R 2% o ] DLIE R 5 4 5 R I 2 v A0 AL ) 2
TR I AR e AR BB TNF- o 25 Rl A iy g A, G vbfslt R R A 000420 B b i 1)
AN INF-a FRAENRFR AP TNF-a Hiik.

[o182]  HiR#E A BHIIHLN TNF- o S5 pRAa A v A Ak B B AR BLAR L
f A e AR K2R (LSRRI SRR 0l AR A ) R0 Al A b 45 4 g R B /S B
BT AR INF-a

[0183]  HR¥EA K BN TNF- o S5t A i e ] H T rh Ay B4 INF- o 35 %
(&M s 7= 0

[o184]  Z-LU7 I, AR BIRAL T THENZ RS PG T RAEAE TN INF-a 35 P R 9
(17715, JAFER 25 Pk 52 4R & Tl AR B8 A< & B AR — D7 I 25 A5

[0185]  REAELE T A TNF—a 5 T 1 o3 i A A0 438 I B 19 9 9 R0 L At R, B 7E S
PR FAE 1) 321 T INF- o [RA7AE O 57 D0 57 BBk PR BE 47 57 Bk i 0 () 38 A 3L 2, B
H ORI AR B MR AR TR I A I PR 25 o JUIEHE, REAEAE T N INF- a 35 P
6 B RE, RVEZWT, MREEAE, B FEMCIAE PR AR ba B Z AR e 2 22 IR P ik EE A mh 3
MARTEEREAE s B & S8 M, AR R DT 28 4 T R R R HE R Vi E
PEEHMER AR ERA M i 27T SRR AT DR 28 I BORE 2 R PERBALE L B 5 Sz PEBE
PRIV E B G A 25 M 98 VR S 0 R RIE DL R S IR SR G AR s HIR 1) 98 P 400 » 456 2 B AR
PE T2 5 98 DUBR IR 5 B P, B0 6 b ek AR R 4% i 4 R 1) 3 L P 5 | S )
PR B PunE 0 s A KB, B E M (hematoloic malignancies) ;
IS A 5 45 2R M e N IR W L 25 I PR S I 02 P Mt 8 98 ek 5 9 il 45 5 il 4T 4
AT il 5 98 RE T o » 046 v 50 R Tt 0 T 4 W % 5 Qo BRI IE , 78 T PR 00 0 28 85 5 ifn 7
A, CLFE RS AN (Wegener' s sease) - EAIMIBI K 58 s RIENEE 7 s DA EE RS
iE , 451 A0 FA] SR PR MR 5 FE PR AR R G IE, 1 T AR R AR S IR, BRI AT, e, FRE
U, 78 WSS ALIE, IR Y R, FIR A 2R

[0186]  7E— AN AI Ik I STt 77 S T, PR REAEAE T N INF— a3 P 0 905 91 A2 4 68 AH
KYETEBEAZPE, TNF-a 2 5 ) 3% VEGE 7= A& R 2R AR P 1) 38 1 & 72 i (Oh—H 25 AL, 1999
Investigative Ophthalmology&VisualScienced0 :1891-98), [AlIt:, TNF—a ¥& B30+ 5),
161 4 s Ak B R I 1 5 R B AR A, R VR T S I AR R O R PR E , LR AR WS A
KM BEAR M

[0187]  FEAULHA HIG 2 %%, Hin] “Q8 7 siF e L a7 8057 N B
R TR U R VA EUP IR, B U R B AEOP IR A, (EAHERR AT A o Ath oo 25 L FEAEk
IR, B R A OP IR AL

[o188] AU BH A5 4@ S () A7 HA W i i 4 B & HENAR SC o AU B A5 AL 4 1 SO
AT B ZEE i S AT S A THRAEAR R I S B B EANAA R AN
FEART BT A 3K 8 P A8 IR A B AR BE Al ) — 0 23 B A AR b AN R B A O R A P 1
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WU, B AR A A R R USRI B K I Se B H A A7 A8 TR s A b 7

[0189] 2 T REfE SV FE M SR AR A 2 W IRAS BT, IR AEK 2578 1 IR Al PR ) P 5 it 191 of A ik L
ik K.

[0190] St 1

[o191]  FPRLAIT

[0192]  SErit s R VL PR 40 &

[0193] &k (EBHJE (Callithrix), FiARZ%N) FIEHE (% fE (Aoustrivirgatrs)) FEKI4]
DNA 43 5] L H 5475 85011419 F1 90110510 FK H WM 4l i 55 7E4 (R ys -h 0> (ECACC) » % DNA
SV T4 H 22 B95-8, 1 42 % DNA 3k [ 41 fie 2 OMK637-69.

[o194]  JE T AV §T S JF A MEAFE T )74 RSS) B 3 51 W15 B Walter F
Tomlinson,Antibody Engineering :A Practical Approach (1996) .,JH T-§ HafZVk DNA
IOEE7/E

[0195] 5[4 VKIBL

[0196]  AATCKCAGGTKCCAGATG (SEQ 1D No :13)

[0197] 5|4 VK1BL35a

[0198]  GTTYRGGTKKGTAACACT (SEQ ID No :14)

[0199] 5|4 VKIBL35b

[0200]  ATGMCTTGTWACACTGTG (SEQ ID No :15) .

[0201] KA 5|4%} VKIBL x VKIBL35a B¢ VK1BL x VKIBL35b, {f Fi Taq 28 & B K iE4T
PCR(30 M ) o« FELTIERTFAFPERT 2 B MFEES.

[0202]  4FERIZH PCR =) 5if N Invitrogen ) TOPO TA 7T[%ik5#& ( H3% 5 K4500-01)
3 M3 IE W5 100 pUC )5 AT I o ANIE R 7 IRl 0 e A - T ik . R 1 3k
— PR ) A AR PCR B R, AT 07 I BRIk PCR M se i FE o A% 1T IR (SEQ
ID No :16-26 I SEQ ID No :38-43) Fl2d KR (SEQ ID No :27-37 Fl1 SEQ IDNo :44-49) 7 [&]
3Hgn . WTH) 1.2 F1 3R T HIN. 7 4.5.6.7 F1 8 LAEWIUG PCR R AT T &F .
JEA) 9,10 F1 11 RAEE R (RIS IR )PCR MsefE hifiiT T &5 .

[0203] & S RL IR I o N7 51

[0204] U/ CDR J&41), I3k [ 530551 1 (SEQ 1D No :44) #] AATKLQS (SEQ ID No :1) .3E
B 5% 5 2 (SEQ ID No :45) [ EASSLQS (SEQ ID No :2) 3K A¥/F41) 1 (SEQ ID No :27) [¥]
EASKLQS (SEQ 1D No :3) sk B354 2(SEQ 1D No :28) ] SASNLET (SEQ ID NO :4), % H
Kl 3 TR EIE R . RILSAIEIES) 5, YASSLQS (SEQ 1D No :56) , SF &R (Aotus
nancymaae) Ma’ s #f% ) 1] cDNA J741) G16176295 AH[F], iy Fra Hofth 7 51 2 00K 1)

[0205]  FEiZKIE#EAM Domantis A ERANEAE ) TGN AERTAZX (HL —TNF K145
TR ) P KR Kpnl HT SanDT AT VHAL (25 1 g) , KpnT HI SanDT HJ[R K53 (1) FR2
DL A CDR2, an PRIV AL S (B 4) ERrR. SRS, BERCAE AR LU 25 3 U5 1 HF
A7 FR2 F1 CDR2 341

[0206]  TE L IR T AORBAT HAZ B IR IR K AT HIRA (500 pmol, B T-7EIE 3 F1 5T
RIIES) ) 7E 95°C R IRT 5 208k, 5 7E 65°C TIRT 5 4 8h, RIG1EHAEME (hot blok)
IR R ZE . ARG, 7F ANTP AE7E T 7E Klenow SN HPORNHE B8 3 4% o A4 FHATRVEE J7 V58 1%
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e LT DNA (ORI T S0 PP RRIR KRN % ) 2 T S0 B A B P A B DR
[0207]  ZRAN ) e

[0208] B Id R 14 AN43 FF ST PR XTI 3% T 4 CDR 19 dAb 454 145 (SEQ 1D No :7)
AT SR e, S A SO AR ROBRIE AL L SEQ 1D No o7 KRR SEAL
P % £ 7% B4 T P 5% 7% . DIQMTQSPSSLSASVGDRVTTTCRASQ Bie B WYQQKPOK ¥

PKLLTYSASN 4 e VPSRESG § GSGT % FTLTISSL ﬁ PEDFATYYCQQ %‘Pﬁ' IFGQGIKVEIKR,

[0209] PRI HEIE T CUANFE AN Tg il e 2 A4 ) CDR1 FIT CDR3 HR IRk 3, LA K
MERNFEAH K dAb FhIFATIEAR Jo = A DhRe e 1 M R 2 o X TR Pk ik 25, LA
NKK i F-PE B v EL AN R IE 7] A1 S [7] PCR 5| 90%F , I HLBEAT WS HI46 PCR N, Hrp &4 PCR
RNV FR AR G IR RS Y. RSS2 5, B PCR P2 0B <k, B Ji5 48 1 2 h
PN 35 34T d 1 (JEit PCR [ B 2R 4T B8 sLowman H. L. & Clackson T. (%
%), Phage Display :A practicalapproach, Oxford University Press, Oxford, UK) . f&#
FHIEAH TNF @i ELTSA A va AT W IR 16 , FERTBH M ve B EAT I 7 o MR B 1 S rh 4
b dAb B A, AR ARG A I E HE R 1929 4B stk sE e IO BT VY . R
WAL 100 (SEQ 1D No :9) #1123 (SEQID No :8) HAFAHXIT3EA dAb Bitk-&4 145 (SEQ
ID No :7) 1 & 245K TNF Fr/E A .

[0210]  4L-&4) 100 Fl1 123 (3502 R ) (B B 20574 T IXFERIHL -TNF dAb (&4
196 ;SRQ ID No :10), HAE 1929 4 M il 2 v Rk — B oeE a0 .

[0211] 40k 7%

[0212] % CHOKLSV 4H it (Lonza Biologics, UK), H) CHOKL [ & V%25 Ff, fE4N 754 6 mM
L- B2 B (Invitrogen H %5 10743-029 F1 25030-081) [f] CD CHO 3755 rh 4 #5784
BAEKY. BIEMAE 36.5°C.10% CO, fil T 140 rpm %3 FIRE . (EFYLRT 24 /NI, £E
M40 v H s BB & B i HERR VS (Sigma H 'S 18154) kA @ B H AL f. Bk T
200X g T 5 73 BhRAT 8 X 10° ANE 41 MR SRR YTVE , JF B BIF T 8ml CM25 #5723 (Lonza
Biologics, UK) 1, Frkss g5 84 10 % K IE BTG ZE IS (Invitrogen H
S5 26400-044) Fl6mM L- A2 eI o F 4 e LA 500 v ol 4 T 24 FLERC, IF T 36.5°C
10% CO, P& .

[0218]  FEELYLHT 3 /NI, 2535 7R FE VN 500 w 1 CM25 15 7R BE BT i (1) 55 43 1A, BITad eM25
R FREEAN A 10 % AKIE I EENT IR G A4 M35 1 emM L- 23 2 Bk »

[0214]  KIAHE [k

[0215] St T I a R IEX A4 112 (SEQ 1D No :50) F4b&4 170 (SEQ ID No :
51) [MZERE A AT AL, 3F B AT 5 i

[0216] {L&4 112

[0217]  GACATCCAGATGACCCAGAGCCCCAGCAGCCTGAGCGCCTCTGTGGGCGATAGAGTGACC

[0218]  ATCACCTGCAGAGCCAGCCAGGCCATCGACAGCTACCTGCACTGGTATCAGCAGAAGCCT

[0219]  GGCAAGGCCCCTAAGCTGCTGATCTACAGCGCCAGCAATCTGGAGACCGGCGTGCCTAGC

[0220]  AGATTCAGCGGCAGCGGCTCCGGCACCGACTTCACCCTGACCATCAGCAGCCTGCTGCCT

[0221]  GAGGATTTCGCCACCTACTACTGCCAGCAGGTGGTGTGGAGACCTTTCACCTTCGGCCAG
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[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]
[0250]
[0251]
[0252]
[0253]
[0254]

GGCACCAAGGTGGAGATCAAGCGGGTGGAGCCCAAGAGCTGCGATAAGACCCACACCTGC
CCCCCCTGCCCTGCCCCCGAGCTGCTGGGCGGACCCAGCGTGTTCCTGTTCCCCCCCAAG
CCTAAGGACACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGATGTG
AGCCACGAGGACCCTGAGGTGAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCACAAT
GCCAAGACCAAGCCCAGGGAGGAGCAGTACAACAGCACCTACCGGGTGGTGTCCGTGCTG
ACCGTGCTGCACCAGGATTGGCTGAACGGCAAGGAGTACAAGTGCAAGGTGTCCAACAAG
GCCCTGCCTGCCCCTATCGAGAAAACCATCAGCAAGGCCAAGGGCCAGCCCAGAGAGCCC
CAGCTGTACACCCTGCCCCCTAGCAGAGATGAGCTGACCAAGAACCAGGTGTCCCTGACC
TGCCTGGTGAAGGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGGAGAGCAACGGCCAG
CCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGATGGCAGCTTCTTCCTG
TACAGCAAGCTGACCGTGGACAAGAGCAGATGGCAGCAGGGCAACGTGTTCAGCTGCAGC
GTGATGCACGAGGCCCTGCACAATCACTACACCCAGAAGAGCCTGAGCCTGTCCCCTGGC
AAG (SEQ ID No :50)

&9 170
GACATCCAGATGACCCAGAGCCCCAGCAGCCTGAGCGCCTCTGTGGGCGATAGAGTGACC
ATCACCTGCAGAGCCAGCCAGGCCATCGACAGCTACCTGCACTGGTATCAGCAGAAGCCT
GGCAAGGGCCCTAAGCTGCTGATCTACAGCGCCAGCAATCTGGAGACCGGCGTGCCTAGC
AGATTCAGCGGCAGCGGCTCCGGCACCGACTTCACCCTGACCATCAGCAGCCTGCTGCCT
GAGGATTTCGCCACCTACTACTGCCAGCAGGTGGTGTGGAGACCTTTCACCTTCGGCCAG
GGCACCAAGGTGGAGATCAAGCGGGTGGAGCCCAAGAGCAGCGATAAGACCCACACCTGC
CCCCCCTGCCCTGCCCCCGAGCTGCTGGGCGGACCCAGCGTGTTCCTGTTCCCCCCCAAG
CCTAAGGACACCCTGATGATCAGCAGAACCCCCGAGGTGACCTGCGTGGTGGTGGATGTG
AGCCACGAGGACCCTGAGGTGAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCACAAT
GCCAAGACCAAGCCCAGGGAGGAGCAGTACAACAGCACCTACCGGGTGGTGTCCGTGCTG
ACCGTGCTGCACCAGGATTGGCTGAACGGCAAGGAGTACAAGTGCAAGGTGTCCAACAAG
GCCCTGCCTGCCCCTATCGAGAAAACCATCAGCAAGGCCAAGGGCCAGCCCAGAGAGCCC
CAGGTGTACACCCTGCCCCCTAGCAGAGATGAGCTGACCAAGAACCAGGTGTCCCTGACC
TGCCTGGTGAAGGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGGAGAGCAACGGCCAG
CCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGATGGCAGCTTCTTCCTG
TACAGCAAGCTGACCGTGGACAAGAGCAGATGGCAGCAGGGCAACGTGTTCAGCTGCAGC
GTGATGCACGAGGCCCTGCACAATCACTACACCCAGAAGAGCCTGAGCCTGTCCCCTGGC
AAG (SEQ ID No :51)

BAEHE 5T Kim 2 BAT — 1 Hind 111 47 4. Kozak 741 (GCCACC ;SEQ 1D

No :57) A A IgGx FT S5 (& ILEEF%1) MSVPTQVLGLLLLWLTDARC ;SEQ 1D NO :58) . {E
37 Ky, 25 [T VG I A 21 2505 1 Fl—A> EcoRT Af mo fEA )5, BRI LL g
B N\ pCRScript #i & (Stratagene) 11 J7 A4k, J 75 & & i B il B 22 v v (43 5 A
Roche Diagnostics H%'5 10656313001.10703737001 A1 11417967001) Al i HindI11/
EcoRT JH Ak M B IK. S BUHE, X GS 3Rk 4 14 pEE12. 4 (Lonza Biologics, UK) HEATIHAL,
IJER 2B /N g i ER I (Roche Diagnostics H%'5 10713023001) HEAT iR k. 1 H
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Promega [1J LigaFast Rapid DNA & Z5 %4 ( H 35 M8221) H RN A IE B A\ il 2 1511
pEE12. 4 B4, RJE, KGR AL\ One Shot ToplO R4k 2% )7 V3R 15 (1 32 A5 4
M2 (Invitrogen H 'S C4040-03) 1, JEil i brvfEp AR 4 e FH I e . AE A QIAfi L ter
H AR (QTAgen H 35 12243) , 18 ik ik 42 35 20 0 Hh 1l 28 K il 28 K B 16 i A 28 £
(PEE12. 4-PN0O621 Fl pEE12. 4-PN0521-S114C) o ML £EF 1/10 (KRR IK) 3M ZR4H (pH5. 2) 1)
100% Z.J (Sigma H 354358 S2889 F1 E7023) HyiiiE 20 v g Rl & ik UL T4y, 78
I 70% CEEVES 2 )G, B 3ARLL 0.5 0 g/ n 1 [ T/EWRE FEEIF T 40 u 1T. E. pH8. 0 (Sigma
H'5 19285) 1,

[0255]  #hy:

[0256] % T-HFkEEYs, #4211 Lipofectamine2000 S Z 96 FL AR — ML I 50 1 1
Optimem I ¥:7%3E (Invitrogen H &5 11668-027 11 31985-062) H1. 7E4 2 NFLH,
1601 KL (0.8ug) MAZ 501 10ptimem] ¥EFEIE, 755 oS IRIEE 5, B
2 NFL P BYNRSE I BT 20 AR T . X IR B, B Y
REWINAZ AL T CHOKLSY 4H ) 24 FL-PARIAL . AR E 2720 72 /I IRk Hig
o AT EIEWEAE 4, 000xg T &L b 3B LT 48 M fie v TE SRR e, IR A7 T -20°C E 208
it TNF ELISA SRINEALE4 112 (SEQ ID No :59) FAL44 170 (SEQ ID No :11) [{JFKik.
[02571 4bL&4 112

[0258]  DIQMTQSPSSLSASVGDRVTITCRASQAIDSYLHWYQQKPGKAPKLLIYSASNLET

[0259]  GVPSRFSGSGSGTDFTLTISSLLPEDFATYYCQQVVW NIl FTFGQGTKVEIKRVEPKS

[0260]  CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKPN

[0261]  WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALP

[0262]  APIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNG

[0263]  QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEEALHNHY TQK

[0264]  SLSLSPGK (SEQ ID No :59)

[0265] TNF ELISA

[0266] ¥ W = W &£ MW (] 41 Sarstedt82.9923-148) A lul/mL A = 4
TNF-a (Peprotech Cat#300-01A) {ERRIREL / BRIR SR AR ZE R (pHO. 6) H IS HIEAT
A4, 1000 1/ fl. fE4CHEBET )G, & 0.05% Tween—20 [¥] PBS (0. 01M, pH7. 2) S
SR =K, AR PBS Phigk =K. BASFLHP IO 200 w1 S (5 1% BSAL 4R 1% A
H 1, Sigma Cat#A-9647] [f] PBS), HAE 25°C A 1 /Mo a0 BTl Pese AR, 17 A~
LA 100 1 1 ARFR KB T-HUAR R (2 1% BSA F10. 05% Tween20 [X] PBS) F1f{IF:
B G 170 ARifE. 7E 25°C RIRE 1 /DI 25, W BT Yes-al, FF m &AL inA
100 1 1 AAFARILL 1 :1000 Ak THLARBER P I — 51 (86A 8 rE R L EDTA
BRE M, Zymed, Cat#81-7120) o ¥EHEAR, FF 1 BN FLA A 100 1 1 ARFR ) ABTS &4 (2,
27 — R - X (3 LFIRIFFWEMEI —6- TR ) 4% Eh, Sigma Cat#A-1888,0.5 mg/mL T
0. 03% H,0, FIFFE IR ER R (pHA. 4) H1) o JERWIAE S T W48 30 2380, JFF 405nm (2
7% 620nm) ALZHUEOGRE o AR Thrvi th Se ki 2 2 iR BE, FER7s AR TR IE KL &)
112 P8R T

[0267] Z5R
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[0268] U7 AT Gyl

[0269] G5 R BT A R R PP AL S B 1 Gl S EIUX R 1 7 ] AR 45 A S RN B B 2 (1)

(i, BIAH B T8 DU I Cul HIIERE (83.3% LA 1 I 11 JF 1 4, 4 I AE Vector

NTI (Invitrogen) i Align X vF&H) ), FTIALE ] AR g b e i 2 TR i+ A 38

(955 I 196, Cyl - BEHEIERE I FIVEME (91. 7% ) o 48 iy (1) [R50k ] A A 48 Oy 488 n i) %t 3

A PEERE K21 (RT3, AR 3E RE Sa3iy 52 110 ) IEARAZ I , AT FRAIR T 4 32 )

T

[0270]  JF4 -

[0271]  AbEW) 170 A]AZ X — BT Cyl— BRBEEHE

[0272]  TKVEIKR V EPKS(SEQ ID No :65)

[0278]  1gG, C,l- %R (NCBI B2 AAG00909) : TKVDKRV EPKS (SEQ 1D No :66)

[0274]  AL&4) 170 AIAZIX - BCREIER: (WA ERI Gl) -

[0275]  TKVEIKREPKS (SEQ ID No :67)

[0276]  Cyl JPHILIXUT RIZHR7R.

[0277] 3B NCBI SR A EHE % (http://www. nchi.nlm. nih. gov) fJ Cyl 55 (SEQ 1D

No :60) AAGO0909 :

[0278] 1 STKGPSVFPL APSSKSTSGG TAALGCLVKD YFPEPVTVSW NSGALTSGVH TFPAVLQSSG

[0279] 61 LYSLSSVVTV PSSSLGTQTY ICNVNHKPSN TKVDKRVEPK SCDKTHTCPP CPAPELLGGP

[0280] 121 SVFLEPPKPK DTLMISRTPE VICVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS

[0281] 181 TYRVVSVLTV LHQDWLNGKE YKCKVGNKAL PAPIEKTISK AKGQPREPQV YTLPPSREEM

[0282] 241 TKNQVSLTCL VKCFYPSDIA VEWESNGQPE NNYKTTPPVL USDGSFFLYS KLTVDKSRWQ

[0283] 301 QCNVFSCSVM HEALHNHYTQ KSLSLSPGK

[0284]  Cyl- BXBEERE LT RIZHRR .

[0285]  Hhfll INF-a 75 (K40 i 25k

[02861 i Fl IS L929 40 W A= A7 0y 52 v, % & R IR AR A i AR 4654 170 (SEQ 1D No -

11) HAIINF- a A 40 B s MR BE BT T VPRl o 767K 96 FLAR T, BL 50 1w LAAFR, il %

TALEY 170 765 10% A 24F M35 (1) RPMI K5 725 (RPMI-FBS) H I R SR . X Le FLI

Ll 360 pg/mL BRI 50 1 1 fJEEZH A TNF-a (Strathmann Biotec,Hamburg,

Germany) , b J5 IIAAE 50 u L F1K 2. 5X 10* 4> L929 41 i fll 25 1 L40 1 g/mL ik # 2 D,

7E RPMI-FBS il £ o X RELHRBA TNF (H T 100% 44707 ) IFL o4 (0% 417

71) KIFLASEE A 2pg/mL & 4200pg/mL () TNF-a a2 fL. B5FRHRAE 5% CO, A

WP 3TCHLE 20 /DI ARG AEMIN 25 1 1 1) 3— (4, 5— — FAEMEM: —2- 35 ) —5- (3- A A

FERIL ) —2- (A-WEFE R FE ) —2H- PUMEEs (MTS) / Wy iE 25 R £h (phenazine ethosulfate,

PES) (Promega, CellTiter96 AQ,,.One,Madison USA) JGFHET 3 /M. &% 630 nm f1Z

T KA 492 nm AR E WO R, RS A = kB IR AL B T A4 Sk e A A

JJige. @A A 170 WEERS T4 M B A7 R (1] 6) , KB T A 170 oA

TNF-a [fIfE

[0287] A A INF-a 5 A pb5 Fl p75 TNF 2RI 455

[0288]  ZEBERPTIARMI AL B4 170 (SEQ 1D No :11) 45 TNF-a 5 A p55 Fl p75 TNF
21
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ARG G BE ) I I 2 ARG VR AT VR . DAFE TR R 3R B 2 v (pHO. 2)
K1 0. 1 g/mL, Wit T 4 CHE BT LA, % A p55RnD systems, H 3¢5 372-RI) 8 p75 (RnD
systems, H3%'5 762-R2) f#% £ Maxisorb #it (Nunc) _F . ZEHIAFRES) (PBS pHT. 2,0. 05%
Tween—20, 1% BSA) 145 Y6 [ M 100 w g/mL P& 22 3. 15 ng/mL [KI4L-E4) 170 18 2 512 %F
% (half-log) WY (RITLALEY 170 (<7 X)), IF-5 S AR BU A6 BT oA B 771
[*) 60ng/mL N TNF-a AHIRG . 64 T A PNO621 FHIAE INF-a {7 [ LA & 75 5 45
Ho WLHrERAWERMEZ) T TEEEE EG 1/ . FiZEE RS, 2080 PR
FH PBS, 0. 05% Tween—20 3£k 3 IX, 28 J5 I PBS #E =ik, )G, T3 2001 1/ FL1¥ PBS,
1% BSA 3 PR 45 43 8. FEVESCTAR )G, X FRANIRE 2R G4 170 W = IREEK
FLAH A 100 1 1 14LE4 170/ TNF-a JBEW, UM BT A . R)5, B FRTEET
BE 1PN Ve EAUE , LEDUARBSR T 0. 6 u g/mL, M &AL MAED R
HLN INF-a Fifk (RnD Systems, H 35 BAF210) , I T 200 HE 1 /M. EVRE S, LAEHL
AFRBERIF R 1 :2000, In NEEEDTAEY ZE A -HRP 2454 (Zymed, H 35 43-4323) , 3+ F
I THRE 45 408 AEH ™MB KA (Invitrogen, H x5 00-2023) #ATE 6, 7E 4 7805,
H M HCL b e SRG, AFH 620 nm (1288, 7F 450nm AL &0 e, M ik & =
REF PO RIAT 8. WEEBOGREME PR AR kg5 (J2 INF-a ) 1%
¥E.

[0289] 5 R UK 7 HhR, FF H R, A 170 FHAL TNF-a 5 A p55 Bk p75TNF 52 1A (1)
FHEAEM

[0200]  4IMus; &7 INF-a 456

[0201]  {#H] NSO 4 5% 27D4 X S4lifu s &4 (B50E ) TNF- « W55 1047 4087, Fridk 4i Jiw
ZARH RIS EZ TACE IEIAL s N INF- a 28 A FE RIRZ 2 B G4 1, AT TNF- a {5R7 4 41
MBS 0, R HEANBRRR DI o 2 T 55— FP R BEs8 (SP2/0) BIAHIIAE i 2 th 15 3
WiiA& (Scallon Z& A, (1995)Cytokine7 251-259),

[0202]  ZEREANEESE 5X 10° NG 27D4 4i i L E AT 4 R0 0, Horp Ty BB T 4°C i
1EVK BT . LA 100 v g/mL, ¥4 bR Iiie 5 23R FE 5 (A& 170 5SEQ 1D No :11) 8K
ASAH RS S R AR Y - DERC XTI (Sigma, H &5 :15154) —iREBIF 15 2% FBS 19 PBS
o IFAEVK FIRE 1 /DI BEAT IR AN VRGN, BERELFELL 1000 X g BY L 10 Z3 BRI
A MR PTTE EARTE T PBS/2% FBS o 76 X — R IO P IR G , F 4l kR e a7
T 100 1 =HEAY (PLA Fe FITCH A5, Sigma, HX 'S F9512) o1, FEE 30 7347,
RGBT R SRR, A MORRR I ERTE T 5000 175 51 g/mL AL TN £E
(Sigma, H3%'5 P4864) i PBS/2% FBS H1, 7F BeckmanCoulter Cell Lab Quanta yiz\4H i
S b 40 M IR 2 S Y (AT 2 A7, RS WinMDT SRACFRELHE

[0293] 5 R EIRAERE 8, 3 H &R, FIAEEE TNF- a [ NS027D4 4i il ( BEasesk) ik
E 170 G B BIRH LEASAH OCRE S PR [FIRP 2 - DLFECA AT I (KBS TE ) BRIt
[0204]  EERIXALE) 170 40 i & ) 37

[0205] A FHAE “BPRLFI 753227 &8 43 Hh B ik () R R B A Sk g a2 R 1A A4 170 (SEQ 1D
No :11) [PJASE 1) CHOK1SV 4 f 52 o 711 5 2 » 7E 40 n g M2 AL 1 FUR DNA /2 7E T, 7ERA
D E Bk () CDCHO 6 8% A TR FR R bt 11X 107 AN 4h T 5502 1 0 (X 4 M i3k AT L 28 L o B

22
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J5 24 /NSF, N 50 b M AR Z BRIV i (methionine sulphoximine) (Sigma) HJZEFEE 11,
FALHIHEA A 96 SRR IR o MBIL A0, B R A B VR #4685 2 24 FLAR.T25 AN
WaJE T75 . 15 T75 i — EL &, w40 Mo R 3k BE 2 45 E125 HEJEI P i85 9%, 3F H& s
6 RALAREFRME N T BV, — BIEN T B AR, Bk 41 M R AE 92. 5% CDCHO 157+
F& :7. 5% DMSO [V IFIR G R A i o

[0206]  {E4H My F3d ik AR FLRDE DT R R, SS90 R TN T —r B 2
FPATHEB TR 2 427 3% (productivity) WAl. PRI, 76 24 FLARCRT E125 HETE R BOfAT
T AR RSO, K 14 K, 3 Bk &9 170 7K S i s ) 1
HTREAR Y TNE ELISA J734F FIS BT VPO o 4 4l M JR 3% 28 7= e T HE 7, JF e e
1) 10 />, LA F7E Lonza Biologics WA THRIBUFIANEL — 73 HUA = PP R b AT VPA o
BT 3RA I A2 72 5 4E 700mg/L A1 337 Img/L Z 8] BEFE T A= 500 2724 mg/L G S 41 AR,
DL 75 10L S50 = FUBL ) A B H B AT VAT

[0207] AT VU3 FF Y 101 S50 = MUBE IR R e 16 R, Heh R TR Bty CDCHO 15
I, K56 S 40 M R FPA TR E AR L T2 4 DN RERR TS P32 7 2
F& 4851mg/L, o Fm AL r= %0k 4925mg /L (7E 15 R R, A FAE R4 R, H Lonza
Biologics 5 RTHRE 1 &% =y A= Z K0 3560mg/L) « Beit T ATAF A 101 SE48 = HUBL K
RPE A RUAE S 18 20001 F 5 R FIRE (1) 2 B rh 3T 0L ) R B 2% 11, DRI T 1225 5 40
RIEA TROEUBI AL, #52, 78 2000 REEREh W23 T AL 25K

[0208] I ASEHUZHTXT NRIZALEY) 170 (SEQ ID No :11) 5 FAMLARI 4 X 10L
R SR 1= AT 44k, FF HOB G 7E e JROREE R JF 4% 24 T 1 SDS - PAGE HE4T 73 #r.  4n
K11 R ETZR, AL B 170 FIK N2 90kDa Y BAK . 12 SR F A2 40kDa ) S 2 B
EATER 12 W4 AEIR R 4 R ia4T SDS PAGE I W] WLe H1T SDS PAGE ANid v &
SRR, BT AL S 170 SARAE T 1dE— 0 1050 #r . EST-MS ( ML 25 v s B i ) %
B 170 BAK KK/ E O 78, T39KDa. X5 2 AN IEFE P G 7 1 B (2X38. 058 =
76. 116kDa) J&—E1, RN WIEILEEW —RE&M (biantennary) #0078 EFEREAL 158
B BE S 44 o

[0299]  ZEIE N R KA B M5 - 32 4

[0300] DL 0.5.5 F1 50mg/kg [¥]57 &, 25 BRME B2 T i AL &4 170 (SEQID No :11), Jf7E
0. 5126 F1 24 /NISF, Bl JG7E 1224710 FI1 14 RAFEUMIBFE o A5 FHS2iEfe) 1 prfiiak
[1)5T —TNF ELISA J73%, SAALA Y 170 7K 1) 58 B A 3T 20 M o 38 I 43 BT 284
LAY 170 KK R E T BR . T2 0.5 mg/ke, tHH H 110. 5113, 9 /NI IKTH R
W, T 5mg/kg F1 50mg/kg, tFAH 110.9410. 4 A1 103. 5 11. 5 /NI R 2E 2 1.
[0301] UL 50mg/kg i i #f ik Py ig 2R AL &4 170 B, F 10,30 F1 60 438h, 4 Fil 24 /]
I, 2047310 FT 14 RAMEUMAAE o AL LB 1 FrifR Pt —INF ELISA J7i, g &
Y170 AKFRE BXX SekE AT b, TR Mg sepe b AL &4 170 BIKF SR E
THERAE] . 7E 50mg/ke KA E S, vHEH 109. 6 +10. 7 /NINFRITE B 232 1

[0302]  HA|H MR

[0303]  TEBNA) 2 A PEAEE PRI 5 Hh 0T 42 JE GMP bR A 7= B A4 170 (SEQ 1D No :11) gk
ATV o
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[0304]  HFfIE )

[0305] ik f T BRI N i FH & 4%, BL 0. 5.5 T 50me/kg 45 A~ [R] i f6 it FH B 3 & (A0 &
W 170, EATRER S HAEY 170 AT IR A KRB . EX L5, X — R 518
BET BB A, RSB0,

[0306] 2% A1 T ey 149351 et R A ) (1 2 A ik

[0307] M\ 0. 5mg/kg HIFIEE ( K T alE ki ) UG, B 7 REGBI i FH Z L T = 5]
A 50mg/ kg o B P AE B AT A SEO ST VAL, AL HE L7 2 IR PR AL 2 | PR EE A
BB E DL RIS S 2 E AR A . fEIX LAY B i 24, X FAE AL & 170 BEAT
IR TT RIS A A B RN . LERFFIF G D T mb B S AEE— 20 1 4 J B Ta) iy, X698
UO2R B N2 B L T R A = s — P A 4 4 50mg/ke IR . fES AN SEOTH,
AR MBS 548 LAY 170 BEAT HINETT B 5 BRI 520 .

[0308] MM 1122 4=

[0309] 722 %A Jo 2k W T I M I 2% B PR 50mg/kg (AL G4 170 0 i 5 22 4%
Pho X 481G 2 B B3 A BOABIG S B — RAIPFICRLL M S5 R4 TG
170 J7, RIEA R 5 0I7H RIER W22 45 R

[0310]  4ipRIA

[0311]  TENHFLANARIE R G 7 AL A0 AR S 49 4k &4 170 (SEQ 1D No :11) o iEH]
M KIERG KL IR S 170,

[0312] X9 2 (5 S P AL & 170 F 255 1 7 5 k4T [l 3 FL A GeneOptimizer™ 2k
ITRAC UL T KA (B, coli) RIE, I HAE GeneArt GmbH M k& Hl. ¥ & B 2 (A
it Neol A HindITT PR i 11 47 55 (Roche) WF 55 [ A pBAD gIT1/His— Fpic (3 ik 2 1k
(Invitrogen) Hv, ™ A= ¥E 25 FH T4l B R IA W B0k 8 i PR s v I il 8 PR 4k
TOP10 482 (Invitrogen) , Jf 7™ A= AN ¥ 0 H i R Al o 555 4572 0. 002 % BRI Rl 471 B
(Sigma ;ZUKEE ) A4 /NS S L& 170 25 (1 TR S0 A8 FH 47 pBAD A £k R4 T
W (Invitrogen) W IR IEIE AR s ik =25 . 48 BCA 527k (Pierce) SRl & A 5l ¥
SV R . LRSS 1 TR I ELISA A, 5 INF— a (945 &Rk I i 4 1 % 1A
LA 170,

[0313] ¥ 9 BoR VR4 R A AERALA Y 170 78 ELISA E@yA PR #E S INF-a (P45

I
| o

[0314]  F T4LE4) 170 FI4H TR KA DNA JEHUF -

[0315]  ATGGCGAGCACCGATATTCAGATGACCCAGAGCCCGAGCAGCCTGAGCGCGAGCGTGGGT
[0316]  GATCGTGTGACCATTACCTGCCGTGCGAGCCAGGCGATTGATAGCTATCTGCATTGGTAT
[0317]  CAGCAGAAACCGGGCAAAGCGCCGAAACTGCTGATTTATAGCGCGAGCAACCTGGAAACC
[0318]  GGCGTGCCGAGCCGTTTTAGCGGCAGCGGTAGCGGCACCGATTTTACCCTGACCATTAGC
[0319]  AGCCTGCTGCCGGAAGATTTTGCGACCTATTATTGCCAGCAGGTGGTGTGGCGTCCGTTT
[0320]  ACCTTTGGCCAGGGCACCAAAGTGGAAATTAAACGCGTGGAACCGAAAAGCAGCGATAAA
[0321]  ACCCACACGTGCCCGCCGTGTCCGGCGCCGGAACTGCTGGGTGGCCCGAGCGTGTTTCTG
[0322]  TTTCCGCCGAAACCGAAAGATACCCTGATGATTAGCCGTACCCOGGAAGTGACCTCCCTC
[0323]  GTGGTGGATGTGAGCCATGAAGATCCGGAAGTGAAATTCAACTGGTATGTGGATGGCGTG

24
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[0324]  GAAGTGCATAACGCGAAAACCAAACCGCGTGAAGAACAGTATAACAGCACCTATCGTGTG

[0325]  GTGAGCGTGCTGACCGTGCTGCATCAGGATTGGCTGAACGGCAAAGAATACAAATGCAAA

[0326]  GTGTCTAACAAAGCGCTGCCGGCGCCGATTGAAAAAACCATCAGCAAAGCGAAAGGCCAG

[0327]  CCGCGTGAACCGCAGGTGTATACCCTGCCGCCGAGCCGTGATGAACTGACCAAAAACCAG

[0328]  GTGAGCCTGACCTGCCTGGTGAAAGGCTTTTATCCGAGCGATATTGCGGTGGAATGGGAA

[0329]  AGCAACGGCCAGCCGGAAAACAACTATAAAACCACCCCGCCGGTGCTGGATAGCGATGGC

[0330] AGCTTTTTCCTGTATAGCAAACTGACCGTGGATAAAAGCCGTTGGCAGCAGGGCAACGTG

[0331]  TTTAGCTGCAGCGTGATGCATGAAGCGCTGCATAACCATTATACCCAGAAAAGCCTGAGC

[0332] CTGAGCCCGGGTAAAGCGGCGGCG

[0333]  (SEQ ID No :61).

[0334]  H1 SEQ ID No :61 4G HIZ LR FFHUIT -

[0335] MASTDIQMTQSPSSLSASVGDRVTITCRASQAIDSYLHWYQQKPGKAPKLLIYSASNLET

[0336]  GVPSRFSGSGSGTDFTLTISSLLPEDFATYYCQQVVWRPFTFGQGTKVEIKRVEPKSSDK

[0337]  THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGV

[0338]  EVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ

[0339] PREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG

[0340]  SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGKAAAVDHHHHHH

[0341]  (SEQ ID NO :62).

[0342]  ALAH) 170 7E N TNF A3 1 SR DG RA AL A iy £ py 2%

[0343] A TINF #%FEPE /N (LR Tgl97 R I H 2RV I TNF KAk, I &k e A8 PE & k£ k7
% Keffer, J. 2 A, (1991), Transgenic miceexpressing human tumor necrosis
factor :a predictive geneticmodel of arthritis.EMBO JournallO :4025-31), fEiXxie
AN HAAEY) 170 (SEQ 1D No < 11) BRIt FH BT 1b 17 5675 R BT e LA SAH G A Bz (1]
10A F1B) o 8 HAYG 1 Tgl97 W2 (RRAH A F 4 R 4 JOsEME ) i ik & 8 9 IR IR i
PR BTG A 170 A I S X A TeG, (I ER 29t [ Synagis® ], MedImmune/
Abbott) (7E PBS 1) HHATIRIT, ¥ILL 10mg/kgo ¥EITTE/NER 3 PRSI FF 4. 4% — K IAIRE
XN AT RRE IR T BB AS: (MR TE RSB RERE ) ATV (O R 15
).

[0344]  TEALGY) 112 HPALE 114 4bT Cys B e T EUG N 8 A FiR Ik

[0345]  {L &4 112(SEQ 1D No :59) s2AL5H) 170(SEQ 1D No :11) W& =4, HAEN &
114 A8 52 PRz BR B FE M AN 2 2 s TR ik I, Ja & PR TAL G 170 MIXMrE o Tl
S54EY 170 AT HCESEY T AR 114 B #0042 Z RN T 8 A RIS 2 ik
“EHRLRT T 327385 73 BT AR 4 FH [ AH TN () ELTSA, g8 (A il skt AL &4 112 F1 170 (1)
S BRI A e (K 1 SR Al ) 2 ISR AT R . S5 R BoRAE B 11 1

[0346]  AHHAL AN 23 B IR B, ] DO an BARSE 77 58 BT s A R B AT A 2 24
AR/ BB, AT B0 V2 FR (A A B IR AP el [ o PRI, JX B8 ST 77 SR AR T T
T A A A7 258457 i BF A 1 i S B P 1 o

25



CN 101400703 B

ool %

1/32 71

[0001]

[0002]

<110>

120>

<130>

<140>
141>

{150>
<151>

<160>

<170>

210>

211>

<2127

213>

<4007

DOYLE, Anthony G.
WOOLVEN, Benjamin P.
TOMLINSON, Ian M
LEE, Jennifer A.
JENNINGS, Philip A.

& Ky BN 2 1

529282002500

US 11/670, 261
2007-02-01

US 60/817, 507
2006-06-28

68

FastSEQ for Windows Version 4.0

I

7
PRT
LTS

1

Ala Ala Thr Lys Leu Gln Ser

1

210>
<211
212>
213>

<400>

5

2

7
PRT
B

2

Glu Ala Ser Ser Leu Gln Ser

1

210>
21

5

3
7

26
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[0003]

<212> PRT

Q13> EWRE, M AH

<400> 3

Glu Ala Ser Lys Leu Gln Ser

1

210> 4
211> 7
<212> PRT

5

213> EWRE, FAH

<400> 4

Ser Ala Ser Asn Leu Glu Thr

1

210> 5

<211> 108
<212> PRT
213>

<220>
223>

<400> 5

Asp Tle Gln
1

Asp Arg Val

His Trp

35

Ala

Leu

Tyr Ser

50
Ser Gly Ser
65
Glu Asp Phe

Thr Phe Gly

210> 6

5

N LT3

CIRAIA R

Met Thr Gln
5

Thr Tle Thr

20

Tyr Gln Gln

Ser Glu Leu

Gly Thr Asp
70
Ala Thr Tyr
85
Gln Gly Thr
100

Ser Pro Ser

Cys Arg Ala
25
Lys Pro Gly
40

Gln Ser Gly
55

Phe Thr Leu
Tyr Cys Gln
Glu
105

Lys Val

27

Ser
10

Ser
Lys
Val

Thr

Gln
90
Ile

Leu Ser
Gln Ser
Ala Pro
Pro Ser

60
Ile Ser
75

Val Val

Lys Arg

Ala Ser Val
15
[le Asp Ser
30
Lys Leu Leu
45
Arg Phe Ser

Ser Leu Gln

Trp Arg Pro
95

Gly

Tyr

Ile

Gly

Pro

80
Phe
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211> 324
<212> DNA
213> N L3
220>
<223> ORI
<400> 6
gacatccaga tgacccagte tccatcectet ctgtetgeat clgtaggaga cegtgtcace 60
atcacttgee gggcaagtca gagcattgat agttatttac attggtacca gcagaaacca 120
gggaaagece ctaagetcel gatctatagt geatccgagt tgcaaagtgg ggteccatca 180
cgtttcagtg gcagtggatc tgggacagat ttcactctca ccatcageag tctgeaacct 240
gaagattttg ctacgtacta ctgtcaacag gtigtgtgsc gtccttttac gttcggecaa 300
gggaccaagg tggaaatcaa acgg 324
210> 7
<211> 108
<212> PRT
213> N 13
<220>
223> CRHIRIEE K
<400> 7
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Ile Asp Ser Tyr
20 25 30
Leu His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Tle
35 40 45
Tyr Ser Ala Ser Asn Leu Glu Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ata Thr Tyr Tyr Cys Gln Gln Val Val Trp Arg Pro Phe
85 90 95
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg
100 105
210> 8
211> 108
<212> PRT

[0004]
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213> AN LT

<2207

223> GIRHIEE

<400> 8

Asp Ile Gln Met Thr

1

Asp Arg Val Thr

20

Leu His Trp Tyr

35

Tyr Ser Ala Ser

50

Ser Gly Ser Gly

65

Glu Asp Phe Ala

Thr Phe Gly Gln

<210> 9

211> 108
<212> PRT
213> N4

220>

100

5
Ile

Gln

Asn

Thr

Thr

85
Gly

223> rINKIK R

<400> 9

Asp Ile
1

Asp Arg

Leu His

Tyr Ser
50

Ser Gly

65

Glu Asp

Thr Phe
[0005]

Gln
Val
Trp
35

Ala
Ser
Phe

Gly

Met
Thr
20

Tyr
Ser
Gly

Ala

Gln

Thr

[le

Gln

Asn

Thr

Thr

85
Gly

Gln Ser
Thr Cys
Gln Lys
Leu Glu

55
Asp Phe
70

Tyr Tyr

Thr Lys

Gln Ser
Thr Cys
Gln Lys
Leu Glu

55
Asp Phe
70

Tyr Tyr

Thr Lys

Pro Ser Ser Leu

Arg
Pro
40

Thr
Thr

Cys

Val

Pro
Arg
Pro
40

Thr
Thr

Cys

Val

Ala
25

Gly
Gly
Leu

Gln

Glu
105

Ser
Ala
25

Gly
Gly
l.eu

GIn

Glu

10
Ser Gln

Lys Ala

Val Pro

Thr Tle
75

Gln Val

90

[le Lys

Ser lLecu
10
Ser Gln

Lys Ala
Val Pro
Thr Tle
75
Gln Val

90
Ile Lys

29

Ser
Ala
Pro
Ser
60

Ser

Val

Arg

Ser

Ser

Pro

Ser

60

Ser

Val

Arg

Ala Ser Val Gly
15
Ite Asp Ser Tyr
30
Lys Leu Leu Ile
45
Arg Phe Ser Gly

Ser Leu Gln Pro

80

Trp Arg Pro Phe
95

Ala Ser Val Gly
15
1le Asp Ser Tyr
30
Lys Leu Leu Ile
45
Arg Phe Ser Gly

Ser lLeu Leu Pro

80

Trp Arg Pro Phe
95
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100 105

<210> 10

<211> 108
<212> PRT
Q213> N T4

€220>
€223> SRR

<400> 10
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gin Ala Ile Asp Ser Tyr
20 25 30
Leu His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ser Ala Ser Asn Leu Glu Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Leu Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Val Val Trp Arg Pro Phe
85 90 95
Thr Phe Gly GIn Gly Thr Lys Val Glu Ile Lys Arg
100 105

<210> 11

211> 341
<212> PRT
Q13> N 14

<220>
<223 H KRR

400> 11
Asp Tle Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ala Ile Asp Ser Tyr
20 25 30
Leu His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Ser Ala Ser Asn Leu Glu Thr Gly Val Pro Ser Arg Phe Ser Gly

[0006]

30
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[0007]

50 55

Ser Gly Ser Gly Thr Asp Phe Thr Leu

65 70

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln

85
Thr Phe Gly Gln Gly Thr Lys Val Glu
100 105
Ser Ser Asp Lys Thr His Thr Cys Pro
115 120

Leu Gly Gly Pro Ser Val Phe Leu Phe
130 135

Leu Met Ile Ser Arg Thr Pro Glu Val

145 150

Ser His Glu Asp Pro Glu Val Lys Phe

165
Glu Val His Asn Ala Lys Thr Lys Pro
130 185
Thr Tyr Arg Val Val Ser Val Leu Thr
195 200

Asn Gly Lys Glu Tyr Lys Cys Lys Val

210 219

Pro Ile Glu Lys Thr Ile Ser Lys Ala
225 230
Gln Val Tyr Thr Leu Pro Pro Ser Arg
245
val Ser Leu Thr Cys Leu Val Lys Gly
260 265
Val Glu Trp Glu Ser Asn Gly Gin Pro
275 280
Pro Pro Val Leu Asp Ser Asp Gly Ser
290 295
Thr Val Asp Lys Ser Arg Trp Gln Gln
305 310
val Met His Glu Ala Leu His Asn His
325
Leu Ser Pro Gly Lys
340

210> 12

211> 16
<212> PRT
213> N VT4

31

Thr
Gln
90

Ile
Pro
Pro
Thr
Asn
170
Arg

Val

Ser

Lys
Asp
250
Phe
Glu
Phe

Gly

Tyr
330

Ile
75

Val
Lys
Cys
Pro
Cys
155
Trp
Glu
Leu
Asn
Gly
235
Glu
Tyr
Asn
Phe
Asn

315
Thr

60

Ser

Val

Arg

Pro

Lys

140

Val

Tyr

Glu

His

Lys
220

Gln

Leu

Pro

Asn

Leu

300

Val

Gin

Ser
Trp
Val
Ala
125
Pro
Val
Val
Gln
Gln
205
Ala
Pro
Thr
Ser
Tyr
285
Tyr
Phe

Lys

Leu
Arg
Glu
110
Pro
Lys
Val
Asp
Tyr
190

Asp

Leu

Arg
Lys
Asp
270
Lys
Ser

Ser

Ser

Leu
Pro
95

Pro
Glu
Asp
Asp
Gly
175
Asn

Trp

Pro

Glu
Asn
255
Ile
Thr
Lys

Cys

Leu
335

Pro
80

Phe
Lys

Leu

Thr

Val

160
Val

Ser

Leu

Ala

Pro

240

Gln

Ala

Thr

Leu

Ser

320
Ser
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[0008]

<220>
223> IR

220>

<221> VARIANT

222> 5

(223> fEFITAIE, EH LIALE 5 4bH) Cys B Ser FEH

400> 12
Glu Pro Lys Ser Ser Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala
1 5 10 15

210> 13
211> 18
<212> DNA
Q13> N 1JT41

220>
223> BRI EE

<400> 13
aatckcaggt kccagatg 18

<210> 14

211> 18
<212> DNA
213> NP4

<220>
<223> M E K

<400> 14

gttyrggtkk gtaacact 18

210> 15
211> 18
<212> DNA
213> N 1TT4)

220>

32
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223> BRI EAE

<400> 15
atgmcttgtw

210> 16
211> 267
<212> DNA

acactgtg

Q213> EBIE, AR

<400> 16

gacatccaga
atcacttgcce
gggacagtcc
aggttcagceg
gaagatgctg

210> 17
211> 267
<212> DNA

tgacccagtc
gggegagtcea
ctaagccect
gcagtggatce
caacttatta

213> BWE, MR

<400> 17

gacatccaga
atcacttgct
gggaaagcec
aggttcagtg
gaagatattg

<210> 18
211> 267
<212> DNA

tgatccagtc
gggcaagtca
ctaagctect
gaagtggatc
caacatatta

Q213> EBWE, MA

<400> 18
gacatccaga
atcacttgcc
gggaaagcce
agattcagcg
gaagatattg
[0009]

tgacccagac
gggcaagtca
ctaagctect
gaagtggatc

caacatatta

tccatettece
ggacattaac
gatctatgag
tgggacatat
clgtcag

tceatecetee
gggtattage
gatctatagt
caggacagat
ctgtcaa

tcecatectee
gggtattagc
gatctatggg
tgggacagat
ctgtcaa

ctgactgcat
aagtggttag
gcatccaaat
tttactctca

ctgtctgeat
cactggttag
gcatcaaatt

tttactectlca

ctgtcetgeat
agctggttag
gcatcaaatt
tttactctca

ctgtaggagg
cctggtatca
tgcaaagtgg
ccatcagcag

ctgtaggaga
cctggtatca
tagaaacagg

ccatcagcag

ctgtaggaga
cctggtatca
Lggaaacagsg
ccalcagcag

33

caaagtcacc
gcagaaacca
ggtcecatca
cctgeagect

cagagtcacc
gcagaaacca
ggtcecatca

cctgecagect

cagagtcacc
gcagaaacca
ggtcccatca
tctgecagcect

18

60

120
180
240
267

60

120
180
240
267

60

120
180
240
267
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<210> 19
211> 267
<212> DNA
213> BIRE, FAF

<400> 19

gacatccaga tgatccagtc
atcacttgct gggcaagtca
gggaaagccc ctaagctect
aggttcagtg gaagtggatc
gaagatattg caacatatta

210> 20
Q11> 267
<212> DNA
213> BWE, FAM

400> 20

gacatccaga tgacccagtc
atcacttgcce gggegtgteca
gggacagtcce ctaageccct
aggttcagecg gcagtggate
gaagatgctg caacttatta

210> 21
211> 267

<212> DNA
Q13> BWE, ™A

<400> 21

gacatccaga tgacccagtce
atcacttgece gggegagtea
gggaaaactc ctaggctcct
cggttcageg gcagtggatce
gaagatgttg caatttatta

210> 22
211> 267
<212> DNA

[0010]

tcecatectcece
gggtattage
gatctatagt
caggacagat
ctgtcaa

tccatettee
ggacattaac
gatctatgag
tgggacatat
ctgtcag

tccatectece
gggcattagt
gatctatgct
tgggacagac
ctgtcaa

ctgtctgcat
cactggtitag
gcatcaaatt
tttactctca

ctgactgcat
aagtggttag
gcalccaaat
tttactctea

ctgtctgecat
aattatttag
gcatccagtt

tacactclca

34

ctgtaggaga
cctggtatca
taggaacagg
ccatcagcag

ctgtaggagg
cctggtatca
tgcaaagtgg
ccatcagecag

ctgtaggaga
cctggtatca
tacaaactgg

ccatcagcag

cagagtcacc
gcagaaacca
ggteccatea
cctgecagecet

caaagtcacc
gcagaaacca
ggtcccateca
cctgeagect

cagagttacc
gcagaaacca
gattccctet
cctgeagtcet

60

120
180
240
267

60

120
180
240
267

60

120
180
240
267



CN 101400703 B

o5l

10/32 71

[0011]

213> EWE, MR

<400> 22

gacatccaga tgacccagte
atcacttgec gggegagtica
gggacagtcc ctaageccect
aggctcageg gecagtggatce
gaagatgctg caacttatta

210> 23

211> 267

<212> DNA

213> BIRE, FRA

<400> 23

gacatccaga tgacccagte
atcacttgcc gggegagtca
gggacagtcc ctaagcccect
aggttcageg gecagtggatc
gaagatgctg caacttatta

210> 24

Q211> 267

<212> DNA

213> BIE, WA

<400> 24

gacatccaga tgacccagtce
gtcacttgcce gggcgagtca
gggacagtcc ctaageccct
aggttcageg gcagtggatc
gaagatgctg caacttatta

<210> 25

211> 267

<212> DNA

213> BREE, B AR

<400> 25

tecatcttcee ctgactgeat clgtaggagg

ggacattaac
gatctalgag
tgggacatat
ctgtcag

tcecatettec
ggacattaac
gatctatgag
tgggacatat
ctgtcag

tccatcttee
ggacattaac
gatctatgag
tgggacatat
ctgtcag

aagtggttag
gcatccaaat
ttcactctca

ctgactgcat
aagtggtcag
gcatccaaat
tttactctca

ctgactgcat
aagiggttag
gcatccaaat
tttactctea

cctggtatca
tgcaaagtigg
ccatcagcag

ctgtaggags
cctggtatca
tgcaaagtgg
ccatcagcag

ctgtaggagsg
cctggtatca
tgcaaagtgg

ccatcagcag

caaagtcacc
gcagaaacca
ggtcccatca
cctgeagecet

caaagtcacc
gcagaaacca
ggtcecatea
cctgeagect

caaagtcacc
gcagaaacca
ggtcccateca
cctgeagect

60

120
180
240
267

60

120
180
240
267

60

120
180
240
267

gacatccaga tgacccagtc tccatcttee ctgactgecat ctgtaggags caaagtcacc 60

atcacttgce gggcgagtca ggacattaac aagtggttag cctggtatca gcagaaacca 120

35
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gggacagtce ttaageccct gatctatlgag gcatccaaat tgcaaagtgg ggtcccatca 180

aggttcageg geagtggatc tgggacatat trtactctca ccatcagcag cctgeagect 240

gaagatgctg caacttatta ctgtcag

210> 26
211> 26
<212> DN

7
A

Q13> BWE, AR

<400> 26

gacatccaga tgacccagtc tccatcttee ctgactgeat

atcacttgec gggegagtca ggacattaac aagtggttag
gggacagtcee ctaageccct gatctatgag gcatccaaat

aggttcageg gcagtggatc tgggacatat tttactctca

gaagatgctg caacttatta ctgtcag

210> 27
211> 89
212> PR

T

Q213> BHE, HAM

400> 27

Asp Ile
1

Gly Lys

Leu Ala

Tyr Glu
50

Ser Gly

65

Glu Asp

<210> 28
<211> 89
212> PR

Gln
Val
Trp

35
Ala

T

Met Thr Gln Ser
5

Thr Ile Thr Cys

20

Tyr Gln Gln Lys

Ser Lys Leu Gln
55
Gly Thr Tyr Phe
70
Ala Thr Tyr Tyr
85

213> BIWE, FAL

<400> 28
[0012]

Pro
Arg
Pro
40

Ser

Thr

Cys

Ser Ser Leu
10
Ala Ser Gln

25

Gly Thr Val
Gly Val Pro
Leu Thr Ile

75
Gln

36

267

ctgtaggagg caaagtcacc 60
cctggtatca geagaaacca 120
tgcaaagtgg ggtcccatta 180
ccatcagecag cctgeageet 240

267

Thr Ala Ser Val Gly
15
Asp Ile Asn Lys Trp
30
Pro Lys Pro Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro

80
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[0013]

Asp Ile Gln
1
Asp Arg Val

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

210> 29
211> 89
<212> PRT

Met Ile Gln
5

Thr 1le Thr

20

Tyr Gln Gln

Ser Asn Leu

Arg Thr Asp

70

Ala Thr Tyr
85

213> BWE, A

<400> 29

Asp Ile Gln
1

Asp Arg Val

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

<210> 30
211> 89
<212> PRT

Met Thr Gln
5

Thr Ile

20

Tyr Gln Gln

Thr

Ser Asn Leu

Gly Thr Asp

70

Ala Thr Tyr
85

213> BE, kA

<400> 30

Ser
Cys
Lys
Glu
55

Phe

Tyr

Thr
Cys
Lys
Glu
55

Phe

Tyr

Pro Ser Ser
10

Ala Ser

25

Pro Gly

40

Thr Gly

Trp

Lys

Val

Thr Leu Thr

Cys Gln

Pro Ser Ser
Arg Ala Ser

25
Pro Gly
40

Thr Gly

Lys
Val
Thr

Leu ’

Cys Gln

Leu

Gln

Ala

Pro

Ile
75

Leu

Gln

Ala

Pro

Ile
75

Ser

Gly

Pro

Ser

60
Ser

Ser

Gly

Pro

Ser

60
Ser

Ala
Ile
Lys
45

Arg

Ser

Ala
1le
Lys
45

Arg

Ser

Ser

Ser

30

Leu

Phe

Leu

Ser

Ser

30

Leu

Phe

Leu

Val Gly
15
His Trp

Leu Tle

Ser Gly

Gln Pro

80

Val
15
Ser Trp

Gly

Ile

Leu

Ser Gly

Gln Pro
80

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

1

5

10

15

Asp Arg Val Thr Ile Thr Cys Trp Ala Ser Gln Gly Ile Ser His Trp

20

25

37

30
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Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ser Ala Ser Asn Leu Gly Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln
85
<210> 31
<211> 89
<212> PRT
213> EWE, WARH
<400> 31
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Thr Ala Ser Val Gly
1 5 10 15
Gly Lys Val Thr Ile Thr Cys Arg Ala Cys Gln Asp Ile Asn Lys Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Thr Val Pro Lys Pro Leu Ile
35 40 45
Tyr Glu Ala Ser Lys Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Tyr Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ala Ala Thr Tyr Tyr Cys Gln
85
210> 32
211> 89
212> PRT
Q213> BEE, MR
<400> 32
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly lle Ser Asn Tyr
20 25 30
Leu Ala Trp Tyvr Gln Gln Lys Pro Gly Lys Thr Pro Arg Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Thr Gly lle Pro Ser Arg Phe Ser Gly
50 55 60
[0014]

38
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Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Ser

65 70 75 80
Glu Asp Val Ala Ile Tyr Tyr Cys Gln
85
<210> 33
<211> 89
<212> PRT

213> EBHE, A

<400> 33
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Thr Ala Ser Val Gly
1 5 10 15
Gly Lys Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Ile Asn Lys Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Thr Val Pro Lys Pro Leu Ile
35 40 45
Tyr Glu Ala Ser Lys Leu Gln Ser Gly Val Pro Ser Arg Leu Ser Gly
50 55 60
Ser Gly Ser Gly Thr Tyr Phe Thr Leu Thr [le Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ala Ala Thr Tyr Tyr Cys Gln
85
210> 34
<211> 89
<212> PRT

213> EWE, AL

<400> 34
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Thr Ala Ser Val Gly
1 5 10 15
Gly Lys Val Thr Ilc Thr Cys Arg Ala Ser Gln Asp Ile Asn Lys Trp
20 25 30
Ser Ala Trp Tyr Gln Gln Lys Pro Gly Thr Val Pro Lys Pro Leu Ile
35 40 45
Tyr Glu Ala Ser Lys Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Tyr Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ala Ala Thr Tyr Tyr Cys Gln
85

[0015]

39
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<210> 35
211> 89
<212> PRT
213> ERUE, AR
<400> 35
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Thr Ala Ser Val Gly
1 5 10 15
Gly Lys Val Thr Val Thr Cys Arg Ala Ser Gln Asp Ile Asn Lys Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Thr Val Pro Lys Pro Leu Ile
35 40 45
Tyr Glu Ala Ser Lys Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Tyr Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ala Ala Thr Tyr Tyr Cys Gln
85
210> 36
211> 89
<212> PRT
213> EWE, MR
<400> 36
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Thr Ala Ser Val Gly
1 5 10 15
Gly Lys Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Ile Asn Lys Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Thr Val Leu Lys Pro Leu Ile
35 40 45
Tyr Glu Ala Ser Lys Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Tyr Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ala Ala Thr Tyr Tyr Cys Gln

210> 37
211> 89
[0016]

85

40
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212> PRT
213> EBWE, FAR
<400> 37
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Thr Ala Ser Val Gly
1 5 10 15
Gly Lys Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Ile Asn Lys Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Thr Val Pro Lys Pro Leu Ile
35 40 45
Tyr Glu Ala Ser Lys Leu Gln Ser Gly Val Pro Leu Arg Phe Ser Gly
o0 95 60
Ser Gly Ser Gly Thr Tyr Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ala Ala Thr Tyr Tyr Cys Gln
85
<210> 38
211> 267
<212> DNA
213> B
<400> 38
gacatccaga tgacccagtc tccatcctte clgtctgeat ctgeaggaga cagagtcacc 60
atcacctgee aggtgagtca gggaattage aglgaattac tctggtatca gcagaaacca 120
gggaaagccc ctatgetett gatctatget gcaaccaaat tgcagtcggg aatcccatct 180
cggttcagtg gecatggatce tgggacagat ttcactctca ccatcagcag cctgeagect 240
gatgattttg ctacttatta ctgtcaa 267
<210> 39
211> 267
<212> DNA
213>
<400> 39
gacatccaga tgacccagtc tgeattctce ctgtetgeat ctgtaggaga cagagtcace 60
attacttgec aggecgagtca gggeattace agtgatttag cctggtatca gcaaaagceca 120
gggaacgect ctaagetect gatctatgag geatccagtt tacaaagega ggtcceatcea 180
aggttcagcg gecagtggatc tgggagagat tltactctca ccatcagecag cctgeageet 240
gaagattttg taacttatta ctgtcaa 267

[0017]

41
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<210> 40

211> 267
<212> DNA
213> BHx

<400> 40

gacatccaga
atcacttgece
gggaaaactc
cggttcagtg
gatgattttg

210> 41
<211> 267
<212> DNA
213> BHE

<400> 41

gacatccaga
atcacttgce
gggaaagccce
aggttcagtg
gaagatatcg

<210> 42

211> 267
<212> DNA
213> BUAx

<400> 42

gacatccaga
atcacttgec
gggaaagccce
aggttcageg
gaagattitg

210> 43
211> 267
<212> DNA
Q213> W

tgacccagac
ggecgagtca
ctaggectctt
gcagtggatc

ccacttatta

tgacccagac
gggcaagtca
ctaagctect
gaagtggatc

caacatatta

tgacccagte
gggcaagtca
ctaagccect
gcagtggatc

caacttatta

tccatcectee ctgtetgeat

agacatttac aattatttag
gatctatget gcatccagtt
tgggacagac tacactctca

ctgtcaa

tccatectee ctgectgeat

gggtattage agetggtitag
gatccataag gcatcaaatt
tgggacagatl tttaclctlca

ctgtcaa

tccatcttee ctgactgeat

gggcattage aataatttag
gatctattat gcatccagtt
tggggcagat tacactctca

ctgtcaa

42

ctgtaggaga cagagtcacc

cctggtatca gcagaaacca
tgcaaactgg gattccctct

ccatcagcag cctgcagect

ctgtaggaga caaagtcacc

cctggtatca gcagaaacca
tggaaacagg ggtcccatca

ccatcagcag cctgecagect

ctgtaggaga caaagtcacc

cctggtatca gcagaaacca
tgcaaagcgg ggtceccatca

ccaccagcag cctgeagect

60

120
180
240
267

60

120
180
240
267

60

120
180
240
267
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<400> 43

gacaaccaga tgatccagtc tccatcttcc ctgactgcat

ctgtaggaga cagagtcacc 60

atcacttgcee gagccagtca gagtattage agctggttag cctggtatca geagaaacca 120

gggacagtce ctaagectct gatctatgac geatccaaat

tgctaagtgg gegteecatea 180

aggttcagtg getgtgegatc tgggacagat tttactctca ccatcageag cctgeageet 240
gaagattttg caacttatta ctgtcaa

<210> 44
211> 89
<212> PRT
213> BAE

<400> 44

Asp Ile GIn
1

Asp Arg Val

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

210> 45
211> 89
<212> PRT
Q213> Wt

<400> 45

Asp Ile Gln
1

Asp Arg Val

Leu Ala Trp
35
Tyr Glu Ala
50
Ser Gly Ser
65
[0019]

Met Thr Gln

Thr Tle Thr
20
Tyr GIn Gln

Thr Lys Leu
Gly Thr Asp
70

Ala Thr Tyr
85

Met Thr Gln
Thr Ile Thr
20

Tyr Gin Gln

Ser Ser Leu

Gly Arg Asp
70

Ser
Cys
Lys
Gln
55

Phe

Tyr

Ser

Cys

Lys

Gln

55
Phe

Pro
Gln
Pro
40

Ser

Thr

Cys

Ala
Gln
Pro
40

Ser

Thr

Ser

Val §

25
Gly

Gly

Leu

Gln

Phe
Ala
25

Gly

Glu

Leu

Lys

Ile

Thr

Ser
10

Ser
Asn

Val

Thr

leu Ser
Gln Gly
Ala Pro
Pro Ser
60

Ile Ser
75

Leu Ser
Gln Gly
Ala Ser
Pro Ser

60

Ile Ser
75

43

Ala
Ile
Met
45

Arg

Ser

Ala
Ile
Lys
45

Arg

Ser

Ser

Ser

30

Leu

Phe

Leu

Ser

Thr

30

Leu

Phe

Leu

Ala

15

Ser

Leu

Ser

Gln

Val

15

Ser

Leu

Ser

Gln

Gly

Glu

Ile

Gly

Pro

80

Gly

Asp

Ile

267
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[0020]

Glu Asp Phe Val Thr Tyr Tyr Cys Gin

<210> 46
211> 89
212> PRT
Q213> R

<400> 46

Asp 1le GlIn
1

Asp Arg Val

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

210> 47
211> 89
<212> PRT
213> B

<400> 47

Asp Ile Gln
1

Asp Lys Val

Leu Ala Trp
35
His Lys Ala
50

Ser Gly Ser

65
Glu Asp Ile

Met
Thr
20

Tyr
Ser

Gly

Ala

Met
Thr
20

Tyr
Ser

Gly

Ala

85

Thr

Ile

Gin

Ser

Thr

Thr
85

Thr

Ile

Gln

Asn

Thr

Thr
85

Gln

Thr

Gln

Leu

Asp

70
Tyr

Gln

Thr

Gln

Leu

Asp

70
Tyr

Thr
Cys
Lys
Gln
55

Tyr

Tyr

Thr
Cys
Lys
Glu
55

Phe

Tyr

Pro
Arg
Pro
40

Thr

Thr

Cys

Pro
Arg
Pro
40

Thr

Thr

Cys

44

Ser
Ala
25

Gly
Gly

Leu

Gln

Ser
Ala
25

Gly
Gly

Leu

Gln

Ser
10

Ser
Lys

Ile

Thr

Ser
10

Ser
Lys

Val

Thr

Leu

Gin

Thr

Pro

Ile
75

Leu

Gin

Ala

Pro

Tle
75

Ser

Asp

Pro

Ser

60
Ser

Pro

Gly

Pro

Ser

60

Ser

Ala
Ile
Arg
45

Arg

Ser

Ala
Ile
Lys
45

Arg

Ser

Ser
Tyr
30

Leu

Phe

Leu

Ser
Ser
30

Leu

Phe

Leu

Val

15

Asn

Leu

Ser

Gln

Val

15

Ser

Leu

Ser

Gln

Gly

Tyr

Ile

Gly

Pro
80

Gly

Trp

Ile

Gly

Pro
80
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[0021]

20/32 7T
<210> 48
211> 89
212> PRT
Q13> WA
<400> 48
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Thr Ala Ser Val Gly
1 5 10 15
Asp Lys Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Asn Asn
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Pro Leu Ile
35 40 45
Tyr Tyr Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Ala Asp Tyr Thr Leu Thr Thr Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln
85
<210> 49
Q211> 89
<212> PRT
213> "W
<400> 49
Asp Asn Gln Met Ile Gln Ser Pro Ser Ser Leu Thr Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gin Ser Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Thr Val Pro Lys Pro Leu Tle
35 40 45
Tyr Asp Ala Ser Lys Leu Leu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Cys Gly Ser Gly Thr Asp Phe Thr Leu Thr Tle Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln
85
<210> 50
<211> 1023
<212> DNA

Q213> N LT

45
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[0022]

<2202

223> H KRR

<400> 50

gacatccaga
atcacctgca
ggcaaggecee
agattcagcg
gaggatttcg
ggcaccaagg
cceeecetgee
cctaaggaca
agccacgagg
gccaagaccea
accgtgetge
gceetgeetg
caggtgtaca
tgectggtga
cccgagaaca
tacagcaagce
gtgatgcacg

aag

<210> 51

<211> 1023
<212> DNA
213>

220>
223>

<400> 51

gacatccaga
atcacctgca
ggcaaggcce
agattcagcg
gaggattteg
ggcaccaagg
ceceeeetgee
ccltaaggaca
agccacgagsg

gccaagacca

tgacccagag
gagccageca
ctaagctget
gcagcggcetce
ccacctacta
tggagatcaa
ctgeececeega
ccctgatgat
accctgaggt
agcccaggga
accaggattg
ccecetatega
ccectgececece
agggcttcta
actacaagac
tgaccgtgga
aggccctgea

N2l

LI R A

tgacccagag
gagccagcecea
ctaagectget
gcagceggete
ccacctacta
tggagatcaa
ctgeeecega
ccetgatgat
accctgaggt
ageccaggsa

cccecageage
ggcecatcgac
gatctacagc
cggcaccgac
ctgccageag
gcgggtgeag
getgetggge
cagcagaacc
gaagttcaac
ggagcagtac
gctgaacggce
gaaaaccatc
tagcagagat
ccecagegac
caccccecct
caagagcaga
caatcactac

cceccageage
ggccatcgac
gatctacagc
cggcaccgac
ctgccagcag
gegegtggag
getgetggge
cagcagaacc
gaagttcaac
ggagcagtac

clgagcegecet
agctacctge
gccageaatce
ttcaccctga
gtggtgtgga
cccaagagcet
ggacccageg
cccgaggtga
tggtacgtgg
aacagcacct
aaggagtaca
agcaaggeca
gagctgacca
atcgecgtgg
gtgctggaca
tggcagcagg
acccagaaga

ctgagcgect
agctacctge
gccagcaatc
ttcaccctga
gtggtgtgga
cccaagagea
ggacccageg
cccgaggtlga
tggtacgtgsg
aacagcacct

46

ctgtgggcga
actggtatca
tggagaccgsg
ccatcagcag
gacctttcac
gcgataagac
tgttectgtt
cctgegtggt
acggegtlgga
accgggtget
agtgcaaggt
agggceagece
agaaccaggt
agtgggagag
gcgatggceag
gcaacgtgtt
gcetgagect

ctgtgggcega
actggtatca
tggagaccgg
ccatcagcag
gacctttcac
gcgataagac
tgtteectgtt
cclgegtggt
acggegtgga
accgggtggt

tagagtgacc
gcagaagcect
cgtgectage
cctgetgeet
ctteggeeag
ccacacctge
cceececaag
ggtggatgtyg
ggtgcacaat
gtccgtgetg
gtccaacaag
cagagagcecec
gtcectgace
caacggccag
cttctteetg
cagctgcage
gtceeetgge

tagagtgacc
gcagaagcct
cgtgcetage
cetgetgeet
cttcggecag
ccacacctge
ceeececcaag
ggtggatgtg
ggtgcacaat
gtccgtgetg

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1023

120
180
240
300
360
420
480
540
600
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accgtgetge accaggattg gctgaacggce aaggagtaca agtgcaaggt gtccaacaag
gceetgectg ccectatcga gaaaaccatc agcaaggeca agggecagee cagagageec
caggtgtaca ccctgeecee tageagagat gagetgacca agaaccaggt gtccctgacce
tgectggtga agggetteta ccccagegac atcgecgtgg aglgggagag caacggecag
cccgagaaca actacaagac caccccccct gtgetggaca gegatggeag cttetteetg
tacagcaagc tgaccgtgga caagagcaga tggcagcagg gcaacgtglt cagetgeage
gtgatgcacg aggccctgea caatcactac acccagaaga gectgagect gteceectgge
aag
210> 52
<211> 108
<212> PRT
213> AN 175
220>
223> ErRIIAE &
<400> 52
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Ile Asp Ser Tyr
20 25 30
Leu His Trp Tyr GIn Gln Lys Pro Gly Lys Pro Pro Lys Leu Leu lle
35 40 45
Tyr Ser Ala Ser Asn Leu Glu Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Val Val Trp Arg Pro Phe
85 90 95
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg
100 105
<210> 53
<211> 108
<212> PRT
213> AN U4
220>
<223> TR IE
<400> 53

[0023]

47

660
720
780
840
900
960
1020
1023
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Asp 1le Gln

1
Asp

Arg Val

His Trp
35
Ala

Leu
Ser
50

Gly

Tyr
Arg Ser
65
Glu

Asp Phe

Thr Phe Gly

<2107
AN
212>
213>

54
108
PRT

220>
223>

<400> 54

Asp Ile Gln
1

Asp Arg Val

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

Thr Phe Gly

<210> 55
Q1> 7
<212> PRT
[0024]

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

5
Thr Ile
20
Tyr Gln

Ser Asn
Gly Thr
Ala Thr

85

Gln Gly
100

N U4

LA AR

Met Thr
Thr
20
Tyr

Ile
Gln
Ser Asn
Gly Thr

Thr
85
Gly

Ala

Gln
100

Thr
Gln
Leu
Asp
70

Tyr

Thr

Gln

Thr

Gln

Asp
70
Tyr

Thr

Cys
Lys
Glu
55

Phe

Tyr

Lys

Ser
Cys
Lys
Glu
55

Phe

Tyr

Lys

Arg
Pro
40

Thr
Thr

Cys

Val

Pro
Arg
Pro
40

Thr
Thr

Cys

Val

Ala
25

Gly
Gly
L.eu

Gln

Glu
105

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

48

10

Ser

Lys

Val

Thr

Gln

90
Ile

Ser
10

Ser
Lys
Val
Thr
GlIn

90
Ile

Gln
Ala
Pro
Ile
75

Val

Lys

Leu

Gln

Ala

Pro

Ile

75

Val

Lys

Ser
Pro
Ser
60

Ser

Val

Arg

Ser

Ser

Pro

Ser

60

Ser

Val

Arg

15
Ile Asp Ser Tyr
30
Lys Leu Leu Ile
45
Arg Phe Ser Gly

Ser Leu Gln Pro
80
Trp Arg Pro Phe
95

Ala Ser Val Gly
15

Asp Ser Tyr

30

Leu Leu Ile

Ile

Lys
45
Arg Phe Ser Gly

Leu Val Pro
80
Arg Pro Phe

95

Ser

Trp
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[0025]

213> N T4

220>
223> EIRKIHER

400> 55
Ser Ala Ser Glu Leu Gln Ser
1 5

<210> 56
Q211> 7
<212> PRT
213> BHE

<400> 56
Tyr Ala Ser Ser Leu Gln Ser

1 3

<210> 57

211> 6

<212> PRT
213> N 1UJT4)

<220>
223> LR AIMEAK

<400> 57
Gly Cys Cys Ala Cys Cys
| 5

<210> 58

211> 20

<212> PRT
213> N T4

220>
223> TRk

<400> 58

Met Ser Val Pro Thr Gln Val Leu Gly Leu Leu Leu Leu Trp Leu Thr

1 5 10

49
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[0026]

Asp Ala Arg Cys

210> 59
211> 34
212> PR

1
T

20

213> NP4

<220>

223> ErRRIREA

<400> 59

Asp Ile Gln Met Thr

1
Asp Arg

Leu His

Tyr Ser
50

Ser Gly

65

Glu Asp

Thr Phe

Ser Cys

Leu Gly
130

Leu Met

145

Ser His

Glu Val

Thr Tyr

Asn Gly
210

Pro Ile

225

Gln Val

Val
Trp
35

Ala
Ser
Phe
Gly
Asp
115
Gly
[le
Glu
His
Arg
195
Lys

Glu

Tyr

Thr
20

Tyr
Ser
Gly
Ala
Gln
100

Lys

Fro

ASp
Asn
180
Val
Glu

Lys

Thr

5
Tle

Glin

Asn

Thr

Thr

85

Gly

Thr

Ser

Arg

Pro

165

Ala

Val

Tyr

Thr

Leu

Gln

Thr

Gln

Leu

Asp

70

Tyr

Thr

His

Val

Thr

150

Glu

Lys

Ser

Lys

Ile

230

Pro

Ser

Cys

Lys

Glu

55

Phe

Tyr

Lys

Thr

Phe

135

Pro

Val

Thr

Val

Cys

215

Ser

Pro

Pro
Arg
Pro
40

Thr
Thr
Cys
Val
Cys
120
Leu
Glu
Lys
Lys
l.eu
200
Lys

Lys

Ser

50

Ser
Ala
25

Gly
Gly
Leu
Gln
Glu
105
Pro
Phe
Val
Phe
Pro
185
Thr
Val

Ala

Arg

Ser
10

Ser
Lys
Val
Thr
Gln
90

Ile
Pro
Pro
Thr
Asn
170
Arg
Val
Ser

Lys

Asp

Leu
Gln
Ala
Pro
Ile
75

Val
Lys
Cys
Pro
Cys
155
Trp
Glu
Leu
Asn
Gly

235
Glu

Ser
Ala
Pro
Ser
60

Ser
Val
Arg
Pro
Lys
140
Val
Tyr
Glu
His
Lys
220
Gln

l.eu

Ala
Ile
Lys
45

Arg
Ser
Trp
Val
Ala
125
Pro
Val
Val
Gln
Gln
205
Ala

Pro

Thr

Ser
Asp
30

Leu
Phe
Leu
Arg
Glu
110
Pro
Lys
Val
Asp
Tyr
190
Asp
Lecu

Arg

Lys

Val
15

Ser
Leu
Ser
Leu
Pro
95

Pro
Glu
Asp
Asp
Gly
175
Asn
Trp
Pro
Glu

Asn

Gly
Tyr
lle
Gly
Pro
80

Phe
Lys
Leu
Thr
Val
160
Val
Ser
Leu
Ala
Pro

240
Gln
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[0027]

Val Ser Leu Thr

260

Val Glu Trp Glu
275

Pro Pro Val Leu

290

Thr Val
305

Val Met His Glu

Asp Lys

Leu Ser Pro Gly
340

<210> 60

211> 329
<212> PRT
213> N 4

220>

245

Cys Leu Val Lys Gly
265

Ser Asn Gly Gln Pro

280
Asp Ser Asp Gly Ser
295
Ser Arg Trp Gln Gln
310

Ala Leu His Asn His

325

Lys

223> GIRMIE

<400> 60
Ser Thr Lys Gly
1
Thr Ser Gly Gly
20
Pro Glu Pro Val
35
Val His Thr Phe
50
Ser Ser Val Val
65
Ile Cys Asn Yal
Val Glu Pro Lys
100
Ala Pro Glu Leu
115
Pro Lys Asp Thr
130
Val Val
145

Asp Val

Pro Ser Val Phe Pro L

5
Thr Ala Ala Leu Gly
25
Thr Val Ser Trp Asn
40
Pro Ala Val Leu Gln
55
Thr Val Pro Ser Ser
70
Asn His Lys Pro Ser
85
Ser Cys Asp Lys Thr
105
Leu Gly Gly Pro Ser
120
Ile Ser Arg
135
Ser His Glu Asp Pro
150

Leu Met

ol

250
Phe

Tyr
330

10
Cys

Ser

Ser

Ser

Asn

90

His

Val

Thr

Glu

Tyr Pro Ser

Asn Asn Tyr

285

Phe Leu Tyr

300

Asn Val Phe

315

Thr Gln Lys

Leu

Gly

Ser

Leu

75

Thr

Thr

Phe

Pro

Val
155

Pro
Val
Ala
Gly
60

Gly
Lys
Cys
Leu
Glu

140
Lys

Ser
Lys
Leu
45

Leu
Thr
Val
Pro
Phe
125

Val

Phe

Asp
270
Lys
Ser

Ser

Ser

Ser
Asp
30

Thr
Tyr
Gln
Asp
Pro
110
Pro

Thr

Asn

255
Ilc Ala

Thr Thr

Lys Leu

Cys Ser

320
Leu Ser
335

Lys Ser
15
Tyr Phe

Ser Gly
Ser Leu
Thr Tyr
80

Lys Arg
95

Cys Pro
Pro Lys

Cys Val

Trp Tyr
160
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Val Asp Gly Val Glu Val His

Gln Tyr Asn

Gln Trp
195
Pro

Asp
Ala Leu
210
Pro Arg Glu
225
Thr

Lys Asn

Ser Asp Ile
Thr
275

Lys

Tyr Lys

Ser
290
Ser

Tyr

Phe
305
Lys

Cys

Ser Lecu

<210> 61

<211> 1044
<212> DNA
213>

220>
223>

<400> 61

atggcgagea
gatcgtgtga
cagcagaaac
ggcgtgcecega
agcectgetge
acctttggece
acccacacgt
tttccgecega
gtggtggatg
gaagtgcata
gtgageglgc

[0028]

165

Ser Thr Tyr

180
Leu
Ala

Pro

Pro Gln

Asn Gly

Ile

Val

Asn

Arg Val

Glu
200
Lys

Lys

Glu
215
Tyr

230

Gln Val

245
Ala Val
260
Thr Pro

Leu Thr

Ser Val

Ser

Glu

Pro

Val

Met

Leu Thr

Trp Glu

Val Leu
280
Asp Lys
295

His Glu

310

Leu
325

Ser

N 1IF5)

pdaridfe 2o

ccgatattca
ccattacctg
cgggceaaage
gcegttttag
cggaagattt
agggcaccaa
gecegeegtg
aaccgaaaga
tgagccatga
acgcgaaaac

tgaccgtget

Ser

Pro Gly

gatgacccag
ccgtgegage
gccegaaactg
cggcageggt
tgcgacctat
agtggaaatt
tceggegecesg
taccctgatg
agatccggaa
caaaccgcgt

gcatcaggal

Thr L

Ala Lys Thr
170

Val Ser

185

Tyr

Val

Lys Cys

Thr Tle Ser
Pro
235

Val

Pro

Leu
250
Asn Gly

Cys

Ser
265

Asp Ser Asp

Ser Arg Trp

Ala His

315

Leu

Lys

agcecgagea
caggcgattg
ctgatttata
ageggeaccg
tattgeccage
aaacgegtgg
gaactgetgg
attagccgta
gtgaaattca
gaagaacagt

tggectgaacsg

52

Lys Pro Arg

Thr Val
190
Ser

Leu

Val
205
Ala

Lys
Lys Lys
220
Ser Arg Glu

Lys Gly Phe

GIn Pro Glu
270

Gly Ser Phe
285

Gln Gln Gly

300

Asn

His Tyr

gcetgagege
atagctatct
gcgegageaa
attttaccct
aggtgglglg
aaccgaaaag
gtggecegag
cceeggaagt
actggtatgt
ataacagcac

gcaaagaata

Glu Glu
175
Leu His

Asn Lys

Gly Gln

Glu Met
240
Tyr Pro
255
Asn Asn

Phe Leu

Asn Val

Thr Gln
320

gagcgtggat
gcattggtat
cctggaaacc
gaccattagc
gecgteegttt
cagcgalaaa
cgtgtitetg
gacctgegtg
ggatggegtg
ctatcgtgtg

caaatgcaaa

60

120
180
240
300
360
420
480
540
600
660
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[0029]

gtgtctaaca
ccgeglgaac
glgagcectga
agcaacggcc
agctttttce
tttagctgca
ctgagccecegsg

<210> 62
211> 356
212> PRT

aagcgetgece
cgcaggtgta
cctgeetggt
agccggaaaa
tgtatagcaa
gegtgatgea
gtaaagcggce

213> N4

<220>

223> IR AR

<400> 62
Met Ala Ser
1
Ala Ser Val
Ser
35

Leu

Ile Asp
l.eu
50
Phe

Lys

Arg Ser

65
Ser

Leu Leu

Trp Arg Pro

Val Glu Pro
115
Pro Glu
130

Lys

Ala

Pro Asp

145

Val Val Asp

Val Asp Gly

Gln Tyr

195

Asn S

Thr Asp

Gly
20
Tyr

Asp
Leu
Tyr
Gly Ser
Glu

85
Thr

Pro

Phe
100

Lys Ser

l.eu

l.eu

Leu

Ile Gin

Arg

His

Ser

Gly

70

Asp

Phe

Ser

Gly

Met

ggcgeegatt
taccctgeeg
gaaaggcttt
caactataaa
actgaccgtg
tgaagecgetg
g8c8

Met

Val Thr

Tyr
40

Ser

Trp

Ala
55
Ser Gly

Phe Ala

Gly Gln

Lys
120

Pro

Asp

Gly
135

I1le Ser

150

Ser
165
Glu

Thr

His

Val

Tyr

Glu Asp

His Asn

Val
200

Arg

gaaaaaacca
ccgagecgtg
tatccgagceg
accaccccege
gataaaagcc
cataaccatt

Thr Gln
10

Thr

Ser

Ile
25
Gln

Cys

Gln Lys

Asn Leu Glu
Phe
75

Tyr

Thr Asp

Thr Tyr
90
Gly Thr
105

Thr

Lys

His

Ser Val Phe

Thr Pro
155
Val

Arg

Glu
170
Lys

Pro
Ala Thr
185
Val

Ser Val

53

Thr C

tcagcaaage gaaaggcecag
atgaactgac caaaaaccag
atattgcggt ggaatgggaa
cggtgetgga tagegatgge
gttggcagca gggecaacgtg
atacccagaa aagcctgage

Pro
Arg
Pro
Thr
60

Thr
Cys

Val

Leu
140
Glu
Lys

Lys

Leu

Ser

Ala

Gly

45

Gly

Leu

Gln

Glu

Pro

125

Phe

Val

Phe

Pro

Thr
205

Ser

Ser

30

Lys

Val

Thr

Gln

Ile

110

Pro

Pro

Thr

Asn

Arg

190
Val

Leu
15

Gin
Ala
Pro
Ile
Val
95

Lys
Cys
Pro
Cys
Trp
175

Glu

Leu

Ser

Ala

Pro

Ser

Ser

80

Val

Arg

Pro

Lys

Val

160

Tyr

Glu

His

720
780
840
900
960
1020
1044
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[0030]

Gln Asp Trp Leu Asn
210
Ala Leu Pro Ala Pro
225
Pro Arg Glu Pro Gln
245
Thr Lys Asn Gln Val
2560
Ser Asp [le Ala Val
275
Tyr Lys Thr Thr Pro
290
Tyr Ser Lys Leu Thr
305
Phe Ser Cys Ser Val
325
Lys Ser Leu Ser Leu
340
His His His His
355

<210> 63
211> 216

<212> PRT

Gly
Ile
230

Val

Ser

Glu ’

Pro
Val
310

Met

Ser

Lys Glu Tyr

215
Glu

Tyr
Leu
Trp
Val
295
Asp
His

Pro

Lys
Thr
Thr
Glu
280
Leu
Lys

Glu

Gly

Thr

Leu

Cys

265

Ser

Asp

Ser

Ala

Lys
345

Lys
Ile
Pro
250
Leu
Asn
Ser
Arg
Leu

330
Ala

Cys
Ser
235
Pro
Val
Gly
Asp
Trp
315
His

Ala

Lys
220
Lys
Ser
Lys
Gln
Gly
300
Gln

Asn

Ala

<213> 3¢ Swissprot INSERT f] CH2/CH3 & #1874

<400> 63
Pro Glu Leu Leu Gly
1 5

Lys Asp Thr Leu Met
20

Val Asp Val Ser His

35
Asp Gly Val Glu Val
50

Tyr Asn Ser Thr Tyr

65

Asp Trp Leu Asn Gly

85

Leu Pro Ala Pro Ile
100

Arg Glu Pro Gln Val

Gly
[le
Glu
His
Arg
70

Lys

Glu

Tyr

Asp
Asn
55

Val
Glu

Lys

Thr

Ser

Arg

Pro

40

Ala

Val

Tyr

Thr

Leu

Val
Thr
25

Glu
Lys
Ser
Lys
Ile

105
Pro

54

Phe
10

Pro
Val
Thr
Val
Cys
90

Ser

Pro

Leu

Glu

Lys

Lys

Leu

5

Lys

Lys

Ser

Phe

Val

Phe

Pro

60

Thr

Val

Ala

Arg

Val

Ala

Arg

Gly

Pro

285

Ser

Gln

His

Val

Pro
Thr
Asn
45

Arg

Val

Ser
Lys
Asp
Phe
270
Glu
Phe
Gly
Tyr

Asp
350

Pro

Cys
30
Trp

Leu
Asn
Gly

110
Glu

Asn
Gly
Glu
255
Tyr
Asn
Phe
Asn
Thr

335
His

Lys
15

Val
Tyr
Glu
His
Lys
95

Gln

Leu

Lys
Gln
240
Leu
Pro
Asn
LLeu
Val
320

GIn

His

Pro

Val

Val

Gln

Gln

80

Ala

Pro

Thr



CN 101400703 B F 3 *x

30/32 11

[0031]

115 120 125
Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
130 135 140
Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
145 150 155 160
Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
165 170 175
Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
180 185 190
Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
195 200 205
Ser Leu Ser Leu Ser Pro Gly Lys
210 215

<210> 64
211> 17

<212> PRT
213> N 1%

<220>
223> GIRHIRIEE

220>

<221> VARIANT

222> 1

223> Xaa = X NHEMK. SERUFT LB, Nk, X YHERK.

220>

<221> VARIANT

222> 6

223> Xaa = X AEA N IERR LMD EERR . Ui, X VATR.

<400> 64

Xaa Glu Pro Lys Ser Xaa Asp Lys Thr His Thr Cys Pro Pro Cys Pro
1 5 10 15

Ala

<210> 65
Q211> 12

<212> PRT
213> A ITT4

55
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220>
223> EHIEE

<400> 65
Thr Lys Val Glu Ile Lys Arg Val Glu Pro Lys Ser
1 5 10

<210> 66
211> 11
<212> PRT
213> BA

<400> 66
Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser
1 5 10

210> 67

211> 11

<212> PRT
Q13> A4

220>
223> IRAIK B IR

400> 67
Thr Lys Val Glu Ile Lys Arg Glu Pro Lys Ser
1 5 10

<210> 68

211> 324
<212> DNA
Q213> AN 1LY

<2207
223> GIkHIHEE

<400> 68

ctgtaggtct actgggtcag aggtaggaga gacagacgta gacatcctct ggcacagtgg 60
tagtgaacgg cccgttcagt ctcgtaacta tcaataaatg taaccatggt cgtetttggt 120
ccctttcggg gattcgagga ctagatatca cgtaggelca acgttitcacce ccagggtagt 180
gcaaagtcac cgtcacctag accctgtcta aaglgagagt ggtagtcegte agacgtigga 240
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Cltctaaaac gatgcatgat gacagttgtc Caacacaccg caggaaaatg caagccggtt 300
ccectggttee acctttagtt tgee 324
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1 ONAGC ATC CAC ATC ACC CAG TCT CCA TCC TCT CTG TC'P GCA TCT GTA 45
1 Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val 15
46 GGA GAC CGT GTC ACC ATC ACT TGC CGG GCA AGT CAU AGC lel‘ Gart 90
16 GCly Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Sexr Ile Asp 30
91 AGT TAT TTA CAT TGG TAC CAG CIAG AAA ‘CCA GGG AAR GCC COT AAG 13%
31 Ser Tyr Leu His Trp Tyr Gla Glan Lys Pro Gly Lys Ala Pro Lys 45
‘136 CTC CTG ATC TAT AGT GCA TCC GAG TTG CAM AGT CGG GTC (CA TCA 180
13 Leu Leu Ile Tyr Ser Ala Sor Glu Leu Gln Ser Gly va) Pro Sex 60
141 CGT 'f¥C AGT GGU AGT GGA TCYP GGG ACA GAT TTC ACT CTCQ 2ACC ATC 225
61 Arg Phe Ser Gly Ser Gly Ser Qly Thr asp Phe Thr fieu Thr Ile i)
226  AGC AGT CTG CAA CCY' GAR GAT T t'.'c"r ACG TAC TAC TGT CAA CAG 270
76 Ser Ser Leu Gln Pra Glu Asp Phe Ala Thr yr Tyr Cys Glo GIn 99
271 GTT CIG TGG CGT .CC’I' ™M ACC TTC OGC CAA GGG ACC BAG G’I‘G_ GAA 315
91 Val val Trp Arg Pro Fhe Thr Phe Gly Gln Gly Thr Lys Val Glu 10
ils ATC AAA CGG 324
108 Ile Lys Arg

¥ C1 SMREL
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W SerB4X &4Cys

A C #EMIBAEL

K 2B
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éﬁfi;ﬂ
RAZFEAF 5 1 (SEQ ID No:16)

GACATCCAGATGACCCAGTCTCCATCTTCCCTGACTGCATCTGTAGGAGGCAAAGTCACCATC
" ACTTGCCGGGCGAGTCAGGACATTARCAAGTGGTTAGCCTGETATCAGCAGAAACCAGGGACA
GTCCCTAAGCCCCTGATCTATGAGGCATCCAAATTGCAAAGTGCGGTCCCATCAACGTTCAGE
GGCAGTGGATCTGGGACATATTTTACTCTCACCATCAGCAGCCTGCAGCCTCAAGATGCTGCA
ACTTATTACTGTCAG

WAL B A5 2 (SEQ ID No: 17)
GACATCCAGATGATCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACRGAQTCACCATC
ACTTGCTGEGCCAAGTCAGGCTATTAGCCACTGGTTAGCCTGGTATCAGCAGAAACCAGGGAAA
GCCCCTAAGCTCCTGATCTATAGTGCATCARATTTAGAAAC AGCGGTCCCATCAACCTTCAGT
GOAAGTGGATCCAGGACAGATTTTACTCTCACCATCAGCAGCCTGCAGCCTGAAGATATTGCA
ACATATTACTGTCAA

RAZTEA 7] 3 (SEQ ID No: 18)
GRCATCCAGATGACCCAGACTCCATCCTCCCTATCTGCATCTGTAGGAGACAGAGTCACCATC
ACTTGCCGGGCAAGTCAGGGTATTAGCAGCTGGTTAGCCTGGTATCAGCAGAAACCAGGCAAA
GCCCCTAAGCTCCTGATCTATGGGGCATCAAATTTGGAAACAGGGGTCCCATCAAGATTCAGC
GGAAGTGGATCTGGGACAGATTTTACTCTCACCATCAGCAGTCTGCAGCCTCAAGATATTGCA
ACATATTACTGTCAA

PAZEH BT ) 4 (SEQ ID No: 19)
GACATCCAGATGATCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATC
ACTTGCTGGGCAAGTCAGGGTATTAGCCACTGGTTAGCCTGGTATCAGCAGAAACCAGGGAAR
GCCCCTAAGCTCCTGATCTATAGTGCATCAAATTTAGGAACAGGGGTCCCATCAAGGTTCAGT
GGAAGTGGATCCAGGACAGATTTTACTCTCACCATCAGCAGCCTGCAGCCTGAAGATATTGCA
ACATATTACTGTCAA

R HBA 5 5 (SEQ ID No: 20)

" GACATCCAGATGACCCAGTCTCCATCTTCCCTGACTGCATCTCTAGGAGGCAAAGTCACCATC
ACTTGCCOGGCGTGTCAGGACATTAACAAGTGGTTAGCCTGGTATCAGCAGAAACCAGGGALA
GTCCCTAAGCCCCTGATCTATCAGGCATCCAAATTGCAAAGTEEEGTCCCATCAAGGTTCAGC
GGCAGTGAATCTGGGACATATTTTACTCTCACCATCAGCAGCCTGCAGCCTGAAGATGCTGCA
ACTTATTACTGTCAG
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PAZF A %) 6 (SEQ ID No:21)

CGACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTTACCATC
ACTTGCCGGGCCAGTCAGGGCATTAGTAATTATT TAGCCTGGTATCAGCAGAAACCAGGGAAA
ACTCCTAGGCTCCTGATCTATGCTGCATCCAGTTTACAAACTGGGATTCCCTCTCGGTTCAGC
GACAGTGGATCTCCGACAGACTACACTCTCACCATCAGCAGCCTGCAGTCTCGAAGATGTTGCA
ATTTATTACTGTCAA

BAHBAF) T (SEQ ID No: 22)
GACATCCAGATGACCCAGTCTCCATCTTCCCTGACTGCATCTGTAGGAGGCARAGTCACCATC
ACTTGCCGGGCGAGTCAGGACATTAACAAGTGGTTAGCCTGGTATCAGCAGAAACCAGGGACA
GTCCCTAAGCCCCTGATCTATGAGGCATCCAAATTGCAAAGTGOGETCCCATCAAGGCTCAGC
GGCAGTGGATCTGGEGACATATTTCACTCTCACCATCAGCAGCCTGCAGCCTCAAGATGCTGCA
ACTTATTACTGTCAG

RMFBF5) 8 (SEQ ID No:23)
GACATCCAGATGACCCAGTCTCCATCTTCCCTGACTGCATCTGTAGGAGGCAAAGTCACCATC
ACTTGCCGRGRCGAGTCAGCGACATTAACAAGTGGTCAGCCTGGTATCAGCAGAAACCAGGGACA
GTCCCTAAGCCCCTGATCTATGAGGCATCCAAATTGCAAAGTGGGGTCCCATCAAGGTTCAGC‘
GGCAGTGGATCTGGGACATATTTTACTCTCACCATCAGCAGCCTGCAGCCTGAAGATGCTGCA
ACTTATTACTGTCAG

WAL B A5 9 (SEQ ID No: 24)
GACATCCAGATGACCCAGTCTCCATCTTCCCTGACTGCATCTGCTAGGAGGCAAAGTCACCGETC
ACTTGCCGGGCGAGTCAGGACATTAACAAGTCGTTAGCCTGGTATCAGCAGAAACCAGGGACA
GT'CCCTAAGCCCCTGATCTATGAGGCATCCAAATTGCAAAGTECGGTCCCATCAAGGTTCAGC
GGCAGTGGATCTEGGACATATTTTACTCTCACCATCAGCAGCCTGCAGCCTGAAGATGCTGCA
ACTTATTACTGTCAG

AL B3] 10 (SEQ ID No: 25)
GACATCCAGATGACCCAGTCTCCATCTTCCCTCACTGCATCTGTAGGAGGCAAAGTCACCATC
ACTTGCCGGGCOAGTCAGGACATTAACAAGTGOTTACGCCTOGTATCAGCAGAAACCAGGGACA
GTCCTTARGCCCCTGATCTATGAGGCATCCAAATTGCAMAGTGGGGTCCCATCAAGGTTCAGC
GGCAGTGOATCTGCGACATATTTTACTCTCACCATCAGCAGCCTGCAGCCTGAAGATGCTGCA
ACTTATTACTGTCAG

WAz IFBF 5 11 (SEQ ID No:26)

GACATCCAGATGACCCAGTCTCCATCTTCCCTGACTGCATCTOTAGCAGGCAAAGTCACCATC
ACTTGCCGGGCGAGTCAGGACATTAACAAGTGGTTAGCCTGECTATCAGCAGARAACCAGGGACA
GTCCCTAAGCCCCTGATCTATGAGGCATCCAAATTGCAAAGTGGGGTCCCATTAAGGTTCAGE
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GGCAGTGGATCTGGGACATATTTTACTCTCACCATCAGCAGCCTGCAGCCTGAAGATGCTGCA
ACTTATTACTGTCAG '

BELBAFF) 1 (SEQ ID No:27)

DIQOMTQS PYSLTASVGGKVTITCRASQDINKWLAWYQQK PGTVPKPL, I YEASKLQSGVPSRFS
GSGSGTYFTLTISSLOPEDAATYYCQ

WRELBAFF 2 (SEQ ID No:28)

DIQMIQSPSSLSASVGDRVTITCWASQGISHWLAWYQQKPGKAPKLLIYSASNLETGVPSRFS
GSGSRTDFTLTISSLQPEDIATYYCQ

A BT 5 3 (SEQ ID No:29)

DIOMTQTPSSLEASVCDRVTITCRASQGISSWLAWYQQKPGRAFPKLLIYGASNLETGVPSRFS
GSGSGTDFTLTISSLOPEDIATYYCQ

WELBAFF) 4 (SEQ ID No: 30)

DIQMIQSPSSLSASVGDRVTITCWASQGCI SHWLAWYQQRPGKAPKLLIYSASNLGTGVPSRFS
GSGSRTDFTLTISSLQPEDIATYYCQ

WAEILBAF) 5 (SEQ ID No: 31) |

DIQMTQSPSSLTASVGGKVTITCRACODINKWLAWYQOKPGTVPKPLIYEASKLOSGVRSRFS
GEGSGTYFTLTISSLQPEDAATYYCQ

WEABF5) 6 (SEQ ID No: 32)
DIQMTQSPSSLSASVGDRVTITCRASQGISNYLAWYQQKPGKTPRLLIYAASSLQTGIPSRFS
 GSGSGTDYTLTISSLQSEDVAIYYCQ

WRELBFF 7 (SEQ ID No: 33)
DIQMTQSPSSLTASVGGKVTITCRASQDINKWLAWYQQKPGTVPKPLIYEASKLQSGVPSRLS
GSGSGTYFTLTISSLQPEDAATYYCQ

WRAMA5) 8 (SEQ ID No: 34) |

DIQMTQSPSSLTASVGGKVTITCRASQODINKWSAWYQQOK PGTVPKPLIYEASKLOSGVPSRFS
GSGSGTYFTLTISSLQPEDAATYYCQ

RERLBAFF] 9 (SEQ ID No: 35)

DIQMTQSPSSLTASVCGKVTVTCRASQDINKWLAWY QQKPGTVPKPLIYEASKLQSGVESRFS
GSGSGTYFTLTISSLQPEDAATYYCQ
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HRAELBAFF) 10 (SEQ ID No: 36)
DIQMTQSPSSLTASVGGKVTITCRASQDINKWLAWYQORKPGTVLKPLIYEASKLQSGVPSRES
GSGSGTYFTLTISSLOPEDAATYYCO

RELBAF) 11 (SEQ ID No: 37)
. DIQMTQSPSSLTASVGGKVTITCRASODINKWLAWYQQK PGTVPKPLIYEASKLOSGVPLRFS
GSGSCTYFTLTISSLQOPEDAATYYCQ

ggzgfi;ﬂ
%A E A5 7)1(SEQ ID No: 38)

GACATCCAGATGACCCAGTCTCCATCCTTCCTGTCTGCATCTOCAGGAGACAGAGTCACCATC
ACCTGCCAGGTGACTCAGGGAATTAGCAGTGAATTACTCTGGTATCAGCAGABACCAGGGAAA
GCCCCTATGCTCTTGATCTATGCTGCAACCAAATTGCAGTCGGGAATCCCATCTCGGTTCAGT
GGCCATGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCAGCCTGATGATTTTGCT
ACTTATTACTGTCAA

S FE 5 5) 2 (SEQ ID No: 39)
GACAICCAGATGACCCAGTCTGCATTCTCQCTGTCTGCATCTGTAGGAGACAGAGTCACCATT
ACTTGCCAGGCGAGTCAGGGCATTACCAGTGATTTAGCCTGGTATCAGCAAAAGCCAGGQAAC
GCCTCTAAGCTCCTGA?CTATGAGGCATCCAGTTTACAARGCGAGGTCCCATCAAGGTTCAGC
GGCAGTGGATCTGGCAGACGATTTTACTCTCACCATCACCAGCCTGCAGCCTGAAGATTTTGTA
ACTTATTACTGTCAA

LA B B4 5) 3 (SBQ ID No: 40)

GACATCCAGATGACCCAGACTCCATCCTCCCTGTCTGCATCTCTAGGAGACACAGTCACCATC
ACTTGCCGCGCGAGTCAAGACATTTACAATTATTTAGCCTGGTATCAGCAGAAACCAGGGAAA
ACTCCTAGGCTCTTGATCTATGCTGCATCCAGTTTGCAAACTCGGATTCCCTCTCGGTTCAGT
CGGCAGTGGATCTGGGACAGACTACACTCTCACCATCAGCAGCCTGCAGCTCTGATGATTTTGCC
ACTTATTACTGTCAA

5EAZ S B4 5) 4 (SEQ ID No: 41)

GACATCCAGATGACCCAGACTCCATCCTCCCTGCCTGCATCTGTAGGAGACAARGTCACCATC.
ACTTGCCGGGCAAGTCAGGGTATTAGCAGCTGECTTACCCTCGTATCAGCAGAAACCAGGGAAA
GCCCCTAAGCTCCTGATCCATAAGGCATCAAATTTGCAAACACGGGCTCCCATCARGGTTCALL
GGAAGTGGATCTCGGACAGATTTTACTCTCACCATCAGCAGCCTGCAGCCTGARGATATCGCA
ACATATTACTGTCAA
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SBAZF A ) S (SEQ ID No; 42)
GACATCCAGATGACCCAGTCTCCATCTTCCCTGACTGCATCTGTAGGAGACAAAGTCACCATC
ACTTGCCGGGCAAGTCAGGGCATTAGCAATAATTTAGCCTGGTATCAGCAGAAACCAGGGAAA
GCCCCTAAGCCCCTGATCTATTATGCATCCAGTITACAAAGCCGGETCCCATCAAGGTTCAGE
GGCAGTGGATCTGGEGCAGATTACACTCTCACCACCAGCAGCCTCGCAGCCTCGAACATTITGCA
ACTTATTACTETCAA

LB 5) 6 (SEQ ID No: 43)
GACAACCAGATGATCCAGTCTCCATCTTCCCTGACTGCATCTGTAGGAGACAGAGTCACCATC
ACTTGCCGAGCCAGTCAGAGTATTAGCAGCTGGTTAGCCTGGTATCAGCAGAAACCAGGGACA
GTCCCTAAGCCTCTGATCTATGACGCATCCAAATTGCTAAGTGGGGTCCCATCAAGGTTCAGT
GGCTGTGGATCTCGEGACAGAT T TTACTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTRCA
ACTTATTACTGTCAA

RBRLBAEF) 1 (SEQ ID No:44)

DIQMTQSPSFLSASAGDRVTITCQVIQGISSELLWYQQKPGKAPMLLIYAATKLOSGIPSRFS
GHGSGTDFTLTISSLQPDPFATYYCQ

%aﬁﬁz&&}%ﬂ 2 (SEQ ID No:45)

DIQMTQOSAFSLSASVGDRVTITCQASQGCITSDLAWYQOXK PCNASKLLIYEASSLOSEVPSRES
GSGSGRDFTLTISSLOPEDFVTYYCQ

5B ERBRAEF) 3 (SEQ ID No: 46)

DIQMTQTPSSLSASVGDRVTITCRASQDIYNYLAWYQQKPGKTPRLLIYAASSDQTGIPSRFS
GSGSGTDYTLTISSLQPDOFATYYCQ

SR EABAF) 4 (SEQ ID No: 47)

DIOMTQTPSSLPASVGDKVTITCRASQGI SSWLAWYQQKPGKAPKLLIHKASNLETGVPSRES
GSGSGTDFTLTISSLQPEDIATYYCQ

SBRABAEF) 5 (SEQ ID No:48)
DIQMTQSPSSLTASVGDRVTITCRASQGI SNNLAWYQOKPGKAPKPLIYYASSLQSGVPSRFS
GSGSGADYTLITSSLOPEDFATYYCQ

RERLBFF) 6 (SEQ ID No:49)

DNOMIQSPSSLTASVGDRVTITCRASQSISSWLAWYQQKPGTVPKPLIYDASKLLSGVPRSRFS
GCGSGTNFTLTISSLQPEDFATYYCQ

K 3
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a1

161

161

1N}

29

321

321

D1 QM TR 9P S S8 L S A S VEDARVTITCRAHGSEDOQ
GACATCCACATGACCCAGTCICCATCOTCTC TG ICTGEATCTGTAUGAOANCE TCTCACCATCACT FACCREGCAAGTCA

CTGTAGRTCLACTGUECTCAGRGUTAGRAGACACAGACCTAGACATC CICTCGCACACTGITAGTONNCGCCC AR T SCART

§ I'D S ¥Y L U W VY Q QX P G KA P KILUWI VY _ 8 A 8 F

CAGCATTGAYAUTTATITACATIGCC TN CAGCAGAAACCAGRGAAAGCCCCTANGUTCCTRAVCTATAG I GCATC CGACT
CTCGLUAACTATCARTARATCTARC CATCHTOGTC T TG G TCOCT I TCAGUUATTORAGCACTAGATATCACGTAGACICA

Kopnt

Lo 8 GV P E R FS G S ESE&TNHFT LT IS EL QR
TRCAAACTRIGSCTI T ATCACH T I CAQTGGCAGTGUATCTRRGACAGAT ITCACTCICACCATLACCAGT T TCCAACCT

’ AC(?)'!“J’CRC(:’C(IQGW.F LACTGCAAACTCACCCTCACCLACATCU DS TOTAARCTGAGACTGGTAUTCGTCAGACGTTGUA

Sunpi

O F AT Y Y CQ QV VHAdRLF Y PF G QW T K VE I K
GAAGATPTIGCTACELACTACTETCARCAGE PTRTGCLCCCGTCCTTMTACCTTCGECCARGGEACCA MY IGCAANTCAA

CTTCTAANACGATGCALCATGACAGTTATCCAACACAL COCAGLAAANTUCAAGCOLGTTCCUTOGTTCCACCTITAGTT

R
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B 4

65

8a

¥0

160

160

2490

240

320

320



CN 101400703 B W BB B M 9/13 ¥

110+
1001
90+
80+
R 70+
A 604
+| 50-
= 404
30+ =
. 20+
10+
C ) | | | 3 [ ] ’
-4 -3 -2 -1 0 1 2
44170 [LOG(pg/mL)]
Kl 5
1.00+
= A p55
33 ke A D75
Y
LY
[ ] [ ]  { [ Lq_ R/
-3 -2 -1 0 1 2 3
144 170 [LOG(pg/mL)]

Kl 6

66



10/13 7T

4

FR B

3

CN 101400703 B

FL13% %

Kl 7

o O

b

175

105.°J
1.25+4

1
0.504
0,25+

k-

k]
Q.7

¥ ¥

144 170 (LOGT ng/mi})

Kl 8

67



i

R B

B

CN 101400703 B 11/13 7
20
—o- XM 1g
) ~— 444170
gg 16— — — — — = = e
“‘K -
ool o --ff-"y —_—
£ S e
®
oo — — A
’p’ - - ‘,____"J_‘_,__..'-—.
0.0 -./ . ' . .
2 a 4 3 -] 7 8 9 10
£ (A)
K] 9A
24.0
e~ 3t MBIg
wol  — AW

FEHHRE

68




CN 101400703 B

in M B M

12/13 1T

kDa

200

.18
97

L b N e T

g TSR

o
Yl

R R L T T G N A P s P Lo

s

T ¥t 112k34

500%
A

450%d —  ——— ——— —
400% — — — —_— P
350% +— — — — — —
3003 +——— — — — —_— —
250% 1- —_— —_— —_— — —
200% — — —_— — —_—

'S ‘A
150% — — —— —_— —_—

t
100% '--;t. — — — —_—
507 — — v — —
0%

o112 Ha-#170

Kl 10

'
)

]
ey
P

5 & 7

K11

69

4%



CN 101400703 B W BB B M 13/13 7

KDa |

200 L&

Kl 12

70



