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L.—FMNEHEE — DB E NGRS 1 B 383 5 45 6 VE (SDAB) 73+ Fil— Pk
Z Phis TR A o B B AE AL BT IR SDAB 4> F I 7 v , AL

Y Bk VR A1) 5 T BH B 28 e R 3R TE 78 VF ik SDAB 23— 45 45 IO B 22 ok 28k 44
[0 2% A T H ik

B —PhE 2 Py G s Fl

T IR TR AR 1 P 1 35 58 i ik SDAB43F

Ho Frid SDABSY F A B AT FAMAEF A n] AR Sk Bl S R B (A Fe[X .

2. BURN BRI J732:, Forp BT i 22 — Pk 22 Fiis Je ) (1) 20 B0 46 75 Firidk SDAB 43 1%
R 5 TR B4 & B NGB TR 45 A B0

3 RURNE SR 1 -2 A — T 1 77 v , He o BT i SDAB 23 12 76 AL 30 1 32 4B M0 A 3% 7E CHO
P A ELAEA .

4 BURNELR -3 AT — T 77, Heh iR B S s e B s — sl 2 MhE o+
EEAREM 5 EANE A EDNA,

5. RN E SR 1A AT — T 7 i, Ho ol Bk SDAB 4+ 44k 2 %2785 % .90 % .95 %
96% .97 % 98% 99 % 5%, 5 = I 41

6 . BRI ZE SR 1 -5 T — T 51, AR BTk ik

¥ B ik 5 A7 SDAB 4y~ il — Fh B 22 Flis Ge TR A1) 5 BH B8 22 3 (CEX) A4 I 42 i, L
H BT IA CEXH i S 7R 22 /0 #4910g /1. 20g /1. 30g /L. 40g/ L 50g/L860g /LI 75 & ;

FOVF BT SDAB 4 F it ik FIr i B 44 5 FH 22 70— o B 185 22 460 775 e 4% 1 375 0 P ok 804
Zill

FH 5 158 2% I JBE BT I8 SDAB 23

T RCRN B SR 1 -6 Hp T — T 7575, Hovp Bk T 28 380k 1) 2620 A 5T (CM) [ L 5 238 R 2

4.1.4.3.9.3.88¢3. 7, BT 8/ F294. 5,

8 UM EL R =T AR — TR J7v2: , Horb BIrad e It 22 bl 5 T B0/ T 295 0mME AL, 7F B
HAY15.5-7. 2(fpH.

9 AR EER -8 AE— TR H) J7v2: , i — D AR BTk IR &1 -5 #2142 ko
MBI 28 T AR A I T 226 PR R e it BT IR SDAB 43 F- .

10 AR ELROM T7i2: , 3t — 0 A48 P-4 22 i i T AL 28 BT iR VR A W0 3 o v Bk 2 T Ak
B IR G Yiad B AR KA T .

L1 AR ZER LORY 732 , Fod 8 Bir ik TR A 400 45 34 T K 0 I T 2 A 1 26 S8R0 By 3k 35 e
AR GETE AL 201 - 20mMI BRI Z)0 . 2-2 . SMEALAN < pHIN 296 . 4-T . 6 [ 2 ph A R 3EAT 11

12 BURZER TOBE L LI 5325, He vp B ads ~F- 485 52 1 v A9 25 249 1-20mM ) B2% B2 4, 290 01—
2. OMEUAL A  £10-200mMkS Z 18 . £10-200mM HEPES, pHA%6.2-8.0.

L3 AR ER -1 2 A — TR 5%, Herp Bk 4 AL SDAB S + 2 A > T 10 % mi &
Rk,

14 BRI ESR -1 3FR AT — TR 77725, Horb Pkt SDAB A 1k H

—SDABA> ¥, iZSDAB ¥ /& 85 2 Ik , HoAL & & /b — /N Sy Bk (A m AR

—SDAB%} F, i%SDABAF AU 7% & /b — ANk B RARA SR B Pk ik 4% Se Bt sh 34k

2
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(1) 4 95 2R 1 A AR I

—SDABZ; ¥, i%SDABZ> & HLA AN B = A 3+

—SDABZ} ¥, i%SDABZ> & B — e e It U AR e PE B = A R

~SDAB4F, iZSDAB A F A0 2 — N 2 N A CORBBAA M - ANJRALHY IS TeJRAL i &
G AR R/ BRCE Ik R TR A J s A A M BRI A K U S

—SDAB%> -, i%SDABA> F 45 & Ak 5 LA I — PPl 2 PhER U - 40 M K AR K IR
MiEEA

~SDAB ¥, 1% SDABZ>F &5 A MR PR FE K Fa (TNFa) 5

~SDAB4 ¥, iZSDABZ>F &5 A AL A &2 1 (HSA) .

—SDAB%}+, % SDAB4} & =M W E e M 70, HoHH PR 45 & INFa i) 4% Je Bl ah P ml
A XA S5 G HAS ) S8 SE R PR AR X 1) B 22 Rl & 0 1

~SDAB43 ¥, 1% SDABZ> P57 SEQ 1D NO: 1 E LR 7 51, 55 H 22 /90 % HH ] Y & 3%
B& 731 5

—SDAB4) ¥, i%SDAB; F AU & & /b — N SDAB S ¥, Ho 45 A TNFadf A0, & HoA T T 24 &
& 7 =NCDR: SEQ 1D NO:2(DYWMY (CDR1)).SEQ ID NO:3(EINTNGLITKYPDSVKG(CDR2))
MISEQ ID NO:4(SPSGFN(CDR3)) , BLHA 5 Fridk CDRZ — Rl T 24Nk 5 2 B e B A m A A
[*JCDR;

~SDAB4> ¥, i%SDAB A T4 & & /b — IR SDABS ¥, Ho 45 A TNFa I F A, 7 B AT R Bl s
BRI R AT AZ [X SR E SEQ 1D NO: 1 £ = FEER 1 - 11510 &AL /7 71 B 5 SEQ 1D NO: 111
IR 73 2 /090 % A IH) I = LR 7 51

~SDAB4> ¥, % SDABZ F-40, & & /b — A1 R SDABAS F , Hi 45 S HSATE HA & R I &
FEW - H I =SCDR: SFGMS(CDR1 ;SEQ 1D NO:5).SISGSGSDTLYADSVKG(CDR2;SEQ ID NO:6)
H1/8(GGSLSR(CDR3 5 SEQ 1D NO:7) , BUE A 5 FriACDRZ — (Al b T 24 (R 1 2 L B B AR A
[ [JCDR ; A

—SDAB%}+, % SDAB4r A0, 7 &2 /b — /N R SDABAr ¥, A A HSATF HA S BHA T IA
S PRI AT AS X SR H SEQ 1D NO: LHY 295 2 #2 125-239 W & 24 1R /7 51 VB SEQ 1D
NO: 1 Z L 5 1) 2 /90 % AR R Z L R 7 51 o

15 BURIEE R 1- 14 AR — TR 32, o PR ECE 2 AN SDAB A+ H i AR A Rl &, Bk
A E R A5.7.8.9. 1012801 5 H 2 B TN 22 B il 2 , fLde s i IR s 42 2L [ B 5
SEQ 1D NO:9f R FERE 74 ((Gly)s+—Ser—(Gly)s—Ser),

16. — PR AL S — AN B2 DGR PR (1 B2 B3k b iR 45 5 7R (SDAB) 4+ 751
oW L2, A

P UL g it BT iA H1 40 SDAB 73 I A% B2 I T L3l 1 = i s

W P i 1 3 4 M OR AR AE R A8 Pk B0 SDAB 7+ 26 4F 1

SR AF IR 5 2H SDAB 4 Fll— P B 2 Py e IR 59 5

8 FH 28T BH S A8 e 6 (3 M IT IR VR A W 240 B8040 25 ik 7 2 SDAB 4,

Horb Bk 440 B 43 5 20 BRAFE NG PR VR & W5 B0 AE Fu 7 Brik SDAB 73 45 & B B
2 Fr iR A4 (1) 2 A T $ il 5

LB —FhE 2 Fhis Gt s Fl
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M FIT IR AR 16 FE 14356 M B ik SDAB 43 ¥+, FH B3R A5-56 M5 1T SDAB 43~ il 2540

R Bk SDABA: ¥ A FLAME SR A AR IR B S e BR & I Fe[X o

L7 ORISR L6 J7 1%, 13— 2 A5 1 Fr ik 6 11 () SDAB 73+ Tl 44 W) 34T F L o A A £
TSR AR A EERE (A | i K A AR U L & R R A B8 DR B s €
R — PR 2

18 BRI SR L6 B LTI J7 14 , i3k — s A48 il £ v ik 55 44 SDAB & 1) il R E N 29 &
.

19 BRI ER 1 =18 T — T J5 12, 13— DAL FE4 Frid 356 0 (19 SDAB 73 - 46 22 il Sl 1k
P B bRt

20 URIE R 19 J7 12, Horp Frid ik 4 20 B0 i AE H Z IR S PR B Tr i s MM BATAE T
AT B IR /B 8D BROR SL i -

21 AR EE SR 120 94— TR 1 75 v, Horp B Bk SDAB S Ik 45 2 & /b 480g /1L & 350/
Lo
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BERES D THENLGE

[0001]  ZKH i & o [ & B 6 R A% (F 4 H 2 2009410 H29H ; HiE 5 : 2009801530695
([ b5 H13E 5 : PCT/US2009/062651) s & B ZFK : LI R 45 A P F I 25 515 [ 43 R
15 o

[0002]  AHICHIIERIAZ X HIH

[0003]  ZCHHEE R 20084E10 H29 HIRAZHIU.S. Serial No.61/109,48 140 5EAL , K H 4
P 7 I B DA AR I NS

[0004] J7FIK

[0005]  AHIE & H O &I EFS-Web g A8 H il $214 LA HBAR I N AL 7513 BT ik
B3 T-20094F10 H 28 H HYASCT 1H5 U1 44 9w223738w. txt, K/ H12,853F 5,

BREAR

[0006]  FEZH & MPUARIEE & H 2 Ml EAE A MO BRI 0 W BRI
F 5T o 3K 2 24 ot R 1) — 28] DU HR 1 AL ) (HCP) \DNAZ ™ W 1 I AR A4 R / B
AT BN M 5 E R A (IMWA) o AEPUAR AR 7 i R IR AAR I T B A in) B, BRI R
AWML 7R 45 29I 5] S A MATE AL B M S 1T 6 7 4 2 4 e 7 AR AR R T o SR SRR T
JSGIA ] B T 3 R D FE ek D Vg AR TE AV PR A 2R 1T 0 B A T2 T gk SR A AN ] 1)
B RT B8 B A T8 2 015 BE AR 2 o BRI 8 1 J% U0 o A PR M 1), 3 TR B2 AN
ANTA] T A AP 3R

[0007] i W (A Al Ak 5 i e T A4k ) 8 1 ORI S B TR AR /0N  FRL far RO e 1 I
(1) 22 SR TR o 22 T IX Lo S H0 1) 7 RAHE AR T, S Rl | B 728 3 a3l AR AR HRRE
4 R 7K A LA €A o SR, X S e T VA I A B R E S 2 R Pk R R 471
F AR M o 51 0, 45 S 28 e A KA FLAE F S S H R T 8 T R e (e lusion) i F v
B BT ) 1 N Bl G VB AN/ B pH AR B 75 B AR T3 B SRR T 1. T4 R 2
P& OL T PUBAE SR S E B R B 22 RN LR T ARl I B A e i it AT e A8 4
B (Tarditi,J.Immunol.Methods 599:13-20(1992)) A&FHHERE (3 # T Z i H S 8O ™
I ™ B R, IR AE R | DA B N Al il 3 T 2 SR ARG o 3 ] B8 R AR M S T £
A E AR 2 , S BUR AR B BE B K5 % (Steindl, J. Immunol . Me thods 235:
61-69(2000)) .

[0008] /& A LAAE #2421 Y 24k R vh Rk LA AS RS R €38 AR D SR 75 2T K
A s D IR B I EABIR A B R E A B A M AEYE R4t T2,

RHRE

[0009] A< WY 7 2 T 3R R B, B B dsRf7 J 45 45 1k (SDAB) 731 5 B I AL D RE PR A2
PRAH AR F L 0 45 4 5 R 457 BT iR SDAB 43 1 (K 2146 v B W A FH R T 88 (I AR S R £
i o £EHL A S T G0 5 T i SDAB 2y - BE W 1 FH HLAh 3 BoR 24, il (il , BH )
AT o TR SDAB -] A5 — D ERE A B FUB S G4, o 5 — R At A (1
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i, e PR BRI A/ BN LTS B 8 ) FHEAE F Bl 45 & o 76 FR L SETif 7 2, Firik SDAB
SF R NEENPUKRIUE S 10 B8 2 K, HAEAR EAS BAMEPUR ISR /B 5 %
BREE FUEE X o BRI, AR BH P R B b B30 H A i AT FH €8 18 5 AR 02 T 2 1 AR 21 A 3 A
B (i, BB 1) L At Al B A S — AN B AR A, — N EE AN
KAk ) ISDABS F 1 1. 2 Mgt

[0010]  [JE: GUKHUAA™ ZAbLynx N.V. [E A7 ]

(00111 PAIgE, 72— A5 I, AR W H3R 1 — AN 35 SDAB 7 - Al — MR 22 Py Be M 1R
E W (FEAR ST FRAE “SDABAr T 44 (preparation)” ) 73 & BRATAL.SDAB 4 (i 1, — AN BR
2RI O TTEE L 2 TR ks L 2B BB A S5 T EE AR
RECE - (Bt , BH B ) A8 e (CEX) A4 AL 70V BT IR SDAB 73—+ &5 A B B 22 BTk 8 A4 11 2%
P B i s 22k — FhER 2 P e, B, sk 5 BT IR SDAB AR B 45 A T BT IR s A 1) 25 A
TIEBRE A TR (B, 2D — R 1 ABCEXIF BE S BB U 45 B B ) s MU TR
AR PR B IR TR SDAB 4+, 91t , ad ek A 42 /b — P i 11 ABRCCE X 358 I 2% 1o 0 35 IO M B 1)
SDAB4F

[0012]  FE—ANsLifi 7 Rh , Frid 935 B 2 AL SDAB 2+ 1) 77 VA L F5 1 BT ik SDAB 43— Fl— Fif
B 2 P B IIR S5 FH S S S i ek

[0013]  7EHAthSZiti 7 b, Frid 935 B 2 AL SDAB 2+ 1K) 77 VAL F5 1 BT i SDAB 43— Fi— Fif
B2 P BeIIR A5 5 T B O AR TR

[0014]  Frik J5vAER T2 m] UL st A A Bl 5 22 /b — Bh HAh 264k D7 v A48 Bt HoAth 46
(67 VAL AE AR T 801 R — R Bk % 36 B8 K (hydroxyapatite) A4 i
(affinity chromatography) AFRHEH {41 (size exclusion chromatography).ii7/KAH
HAEH i (hydrophobic(interaction chromatography). 4@ M (metal
affinity chromatography).iZjyE(diafiltration) #lJE (ultrafiltration) i EEVE
(viral inactivation) (54, F{KpH) A1/ B o 5 1L € 0l an, Frid 5B L& n[ L S
FRELT A U R YR e B R E (194, 3 A H) A/ BUSR s BRI D8 P I — R ER 2 B A
i AR B I ABARI St 7 S b, Ik T s T 2] LU — B G s+ (B0, [H &S+
B E ) A il

[0015]  fEZANSLHETT &, Frid VA T 23— DB rid iR 5905 7 20 A W g
FE RN I BT I 22 B Tk A e I 326 99 4 35 B i 3k SDAB 43~ o 78 H At 3 FH 28 1 AU 1 S it 7
Z TR TNEB L 23— 0 ARG ik IR A 45 FH B A8 i (CEX) Ak, R A i AE 1 8
V35 R T4 SDAB Y-

[0016]  HiIATEN T2 S /7 22 m] LA FE DL R RRE i) — Pl 2 B -

[0017]  FE—ANSEjE )y &, Ik AR B 77 VB T 2543 B8 B A AL 1 SDAB 43 ¥~ A& AR A 4% Pir
IR SDAB )~ AN A o 35 3535 e MR S W b AR D 4l a5 3% (040, 1 == 40 e (45 4n Ve AL 304
SHH, a0, v B G BR RS (CHO) 2l ) ) 1) 40y AR B FLZH B 1 o v A 855 57 ] LA /R
BB RS 77

[0018] 71 Ath S 75 Ze h , Ik AR S B 1) 75 V2 3 B B A AL VR S 1) P 1 e ) B —
HEMEsFEEAREEE EEARED DNAM/BE DA W, BRI EAA
(leached protein A))ofEZASENETT S , K PTIASDAB > F-4i4L £ %2 /18596 .90 %6 .95 %

6
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96% .97 % +98% 99 % BY, 5 = I 41

[0019] 78 5 —Sgifi )y Zevh , ZEA R WY 5 VR B T 2 v A R 258 T 2 19 ARG 3804 0, 4 [ 5
i B A, A B B S A A) B DY REVEARAR R BAA , a0, WIS o 76— A Ky
ZErp, i [ AL ) B 1 A A KR 2T BRTA 2R 1 A(SpA) , L H BA AN 2 it %) & SAE D
A BFICHS FJ 1) 29506 0™ T 2k 1 Bk 25 (1) 1A 45 KA 30 1 o 49 4, i B () A 4 T 4A R il
N SpAR LR 7 51 (SEQ 1D NO:11), B HAR A b AR [A] i4 20 1. 7 21 (4o 4, 5 [ 4A
B ISEQ 1D NO: 11 8 7 51 2 71285 % 90 % 95 % B B %2 AH [F] (1K) S L 18 17 1)) o £E L
fh STt 7 22, Bk [ 2 A0 2 1 AxE SpAR) DR A8 44, oA FE 18 HE DA B /B CIF) 2220
— AN R, BIAB T 2 A 21, SpAR) DhRE PR AR A T DL 2 /B K5 Sp AR 45 MHEB , B 25 F 3
BI AR AR, HL B — B AN BRI R A Bk s , 7E AR SCH R AR S5 M IZ o E — SR T 58
1, SpAIK) T BEME AR AR AU HE 4B B/ ISEQ 1D NO: 12 & R B8 7 71, B 5 A FAH A i
QR T (1, 5B ABHR BT /RIKISEQ 1D NO: 12 2 18 7 71 45 21285 % . 90 % . 95 % B
% AHIF B 2 1R 7 91)) o AT DA FHIR) 2 ALK D 6 M AR A4 1 e Ath 1R 71040, 45 45 A0 4GB , BRAR A4 45
FA3EB , FTLL I 1 —FiEk 2 A« 25 MYBA AT /B5C s 25 MYBRE AR/ B C s B 45 MY BE D AN/ BRC . 1]
PAf# HE DA BRI/ B CBUE IR ZhEe M AR R AT B A, REFT IR A B8 55 SDAB Sy F 45
A o Be s AT T o~ ) ME 2R A AR K B S A9 FEMabSELECT ™AE ,MabSELECT™ SuReft:,
MabSELECT™ Xtra(GE Healthcare Products), flProSep™ Va Ultra Plus(Millipore
Corporation,Billerica MA).

[0020]  #E—ANEA B B 7L B 1 20 48 B2 T8 AR 3R AR I SE it 5 v 5 5 SDAB 3
G BV A YD AE Fu Y T IR SDAB 4~ 45 A B Bt 22 T2 AR 3R 1 26 T 5 ik
FETEE AR B AR A, 5, 258 2 B B T B AR BUAE L o A8 SR S T b, A3 I
B AR R FE A A 5T o T DA B 11 AT VA VROR - 48 B 1 AR, BT ~P- i v v
FELAI10 % £1250mM NaClFNZ) 10 £1100mM Tris, pHit [ £E £16-8; £150 % £7200mM NaClF14
20 4)75mM Tris,pHiEFEAEZ16.5-7.5; Z1100FE £)175mM NaCl FIZJ40 E £)60mM Tris,pHil
FEI7EZ)7-T7.5; 24125 2 £ 160mM NaClF1Z)45 % £955mM Tris, pHyB B AELIT-7.5; 41505 4]
150mM NaClF1Z150mM Tris, pHyts FH AEZ£97.5; B £1150mM NaClAIZ)50mM Tris , pHyts [ /5 4)
6.5.7.0.7.58%8.0,

[0021]  7E X —FEAR KM LS T 2P 2 T S A AR BRI SEE T & B IR AW
() — Pk 2 Fhys e 255, B0, S 7ESDAB Y TR FF 45 & T AR 46 1F R IB 4 A 3k
A (41, A58 FH 22 20— i I ATE BE 22 MR BE 45 B I B ) o AE SRR ST S, iR R A
MR AR 10 £1250mM NaCLAIZ 10 £1100mM Tris, pHyG [H £ £16-8; 4150 £ 4]
200mM NaClA1ZJ20 2 £)75mM Tris, pHyE I 7EZ6.5-7.5; 211002 £)175mM NaCl F1£J40 Z £
60mM Tris,pHVEHEAELIT-7.5; 41125 % £160mM NaCl F1Z)45% £155mM Tris, pHit H 7E 47—
7.5 21502 £ 150mM NaClA1Z)50mM Tris,pHVEHEEL7.5;8£1150mM NaCl F1Z50mM
Tris,pHYEHEZ16.5.7.0.7.58(8.0. 7E— L5 jifi Jy = v, Frid B T o2 pPil A F550mM NaCl
AI50mM Tris,pH 7.5 7E—LESLHE 77 S, Bk i BE 2% #0435 10mM . 25mM - 50mM . 75mM
100mM . 150mM ., 200mM  250mM ., 300mM . 350mM 400mM ., 450mMEZ500mM NaCl . 7£—EE S 5
FIT 3 7 15 22 P VR A0, 4% 10mM L 25mM -, 50mM . 75mM . 100mM « 150mM+ 200mM  250mM  300mM . 350mM
400mM450mMBEL500mM CaCla . £E— e St )7 S w0, BT ik G B gz P A% 4% 10mM. 25mM , 50mM
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75mM+ 100mM 150mM  200mM , 250mM . 300mM . 350mM  400mM  450mMBEL500mM  Tris o 78— L6 SE i 5
R, PR i Y22 A HE 10mM . 25mM L 50mM . 75mM . 100mM . 150mM . 200mM 250mM , 300mM
350mM 400mM  450mM B 50 OmMAT 45 IR £ o 7E — LE 5L it 77 b, BT iR 15 e 22 v VRS 45 1 0mM
25mM ., 50mM . 75mM  L00mM, 1 50mM ., 200mM . 250mM . 300mM . 350mM  400mM  450mMEZ500mM HEPES.,
FE— RS R, IR G B PR CApH 6.0.6.5.7.0.7.5.8.0.8.58¢9.0,

[0022]  7E N —AEA KRB I J7 vE B T2 A 2 T8 VAR BRI SE it 7 &= vb , g Tk
SDAB4>—F M FIT 348 %8 4 328 % 12 3o JB 499, e 3l o R 4 /0 — i i 1 A0t 0 2 v oA 35T R O B 14
SDABAY ¥ o £ —RE St J7 G Hf , BT IR e I 22 Pl B FE 205 2 2950mM. NaC1 1 £95mM %2 £5100mM
HER, fEpH 4. 0BCHEAR o AE— LL 5Lt 7 S vh , BTk 3 0 2% o v B0 45 24 10mM L £ 25mM L £
50mM - £ 75mM £ 100mM , £ 150mM ., £7200mM . 2] 250mM , 2] 300mM., £ 350mM . ZJ400mM  £]450mMi;
£3500mM NaCl; Z710mM. £ 25mM. £750mM . £)75mM . £]100mM ., 2] 150mM . £ 200mMEY £ 250mMH %,
5 o Lo ST 7 22, PR et 22 i ApH 2.0.2.5.3.0.3.5854. 0. fE Fo Ll se iy 22,
Frid & ABE 22 PP B HE 291 0mM NaClFIZ)50mMH 22 , 2JpH 3.0,

[0023]  ZE— sty b, ZE AR W 5 R T 2 g e e F2 L A (138 5 A
i 2H A AT o i B R T K i ] DA AR T B ARG B 2 BT, B 2 A A
PEIX B St )y Rrh , TR 7 VA5 5 TR SDAB S IR &) (9, A8 48 L A AR i 4 55
B Al 2 S IR A YD) 5 5 BT AW TG 2 fish MBIk 1 32 8 2 35 M BT iR SDAB 43 o B,
& LUK BTk VR AW P e ph R TR 38, 98 F5 (i Syt e S A WG o X e T VA R )
FE— ] A2 & f8 DA 2l4k BTk VB A4 o 75— AN S 77 G20 5 it 350 JId A 26 28 2 o R 0, 4
291 2 29 20mM R M A0 . 22 292 SME AL A » o o Bk e It ARG B2 vl LT 296 . 4 8 2
7.6 pH o 7E HARSE 7 S, Fridk P4 52 i AN TE e 28 P A0 291 52 29 20mM B8 B2 494 , 29
0.01F 292 OMEALEY , 2902 £ 200mMkE 2R , F1£90 2 £9200mM HEPES , 2 rf BT P-4 F1iE v
Tz MR 296 . 2228 O pHo 7E— L8 5L 77 2, Fr A3 44k 1 SDABAr & A /> T10% .9%
8% 7% 6% .5% 4% 3% 2% .1 % BT /D = T B R A

[0024]  7E HAth S 77 R, 1 BT IR B A8 #0315 AR SCHTIAR I B 1 A R0 / B2
RAEIEZ —B T F A AR PR B A e 3l 2 B AT Brid S A A A 1 7R B 1 T
VEBUT 248 5 F Bk SDAB 73— F1— FhER 2 P MR R & 105 S A A A B, {15
FTi& SDAB 4 BE % W B 22 v 044, FH 22 20— il 1 AT R 2% 1 35 e P 3 28 A2 AR A (1)
SDABZ ¥, FH 22 /b — PR [ AW I 2 P isC e M W B 1T SDAB 43 » FH LU B SDAB 7 F T4 40
FTid I8 L2 m] Ak — 5 0 55 BT iR SDAB S F TR & 1) 5 18 178 B Ak s o, AH 459 B i
SDABZ ¥ R it Firik #8044 , H 2 /b — PP 7 S B i P G BB We T ik 84 , 1 byl B2 P
B AU ) o AE R SE T R, Firidk T A BT 2 A RN i B A8 B
V)5 52 L K 0 e EE A, [ 453 BT i It A R A W Bt 22 I 5 FH 28 /D — R i L1 A TG
Tz MBI BT IR MG , 1 FH 28 /D — ol Bl A Ay Yot Mo 2 1 VUM P s o i 358 i 4 4K 1) SDAB 73+
o

[0025] 7 HAh S 75 & 9 , 5 5 - (A4, BH B ) A8 € i (CEXD) B F, 8505 0 — i
HE B g () AL RE RN /B B PR AR KA il 2 — B R A BT VA B L AR
B BT IR SDAB 4 Fl— P B 22 P YW TR A4 5 B8 1 28 sk Ak 2 fich , 16545 Firidk SDAB 43 ¥
Refg vt T 44, & b — R (B, BHES ) 28 #e il Ve g2 ph s Ve pr ik 384k o 72— 1>

8
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SEWE TR, B FAS A [ Capto™ S(GE Heathcare) , Fractogel® S03-(M) (EMD
Chemicals), Toyopearl®Gigacap S-650M(Tosoh Bioscience)dX Poros® HS 50(Applied

Biosystems) . fE— NS =, Frid CEXH I8 B R £ /0 Z)10g/L.20g/1..30g/L.40g /L
50g/LE60g/ LI B 77 fEHARSL i 77 b, T2 Bz I 24/ i (condition media)
(CM) B HE SR AE 4 158/15mS/ emZ 8] , 14F16mS/ cm [f] , 1 3418mS/cm [8] , 12F19mS/cm 2. 7] ,
86112 10mS/cm2 6], BLZ)7mS/cm, 8mS/cm,9mS/cm, 10mS/cm, 1 ImS/cm, 12mS/cm, 5% 13mS/cm.
70 HAh SEHE 7 b, W 25 32 A I pHIE 7 2K T 206.5.5.5.4.5.4.4.4.3.4.2.4.1.4.3.9,
3.883. T A LA T b, BT e e 2% v o 29 10OmME AL BB B 2L, £590mM S Ak A Bk
B /b, Z980mME AL AN B B 2L, 29 TOmMSE AL AN B 2L, 296 0mMEE AL BN B EE 2D, 2950mME AL AN ER
B /b, Z540mM S AL BN ER BE 2L, B0 30mM S AL BN B B 2, 20mME AL AN ER B 2L, 291 0mM S AL BN B
/b, 21 5mME AN ECE /b, 2 ImME AL AN B BE /D, B 44588, 415 8.7.5,415.68.7.2, 416
B7.1,8496.5%7,8(£)5.5.5.6.6. 5B T pHo £E HAth SL it 77 22 , CEXH:AR AT LA A T JiE
CHAY- 15 22 IR i o

[0026]  7ERELL s 77 G, BT ad [BH 5 28 it £ 3% & SDABAL Ak o A FH i il — i 5 vk 7
HoAth s 5 2 b B B S 128 et 5 HAth 8 v (o, PR Bl KR it ) 4 A fd L
AT BH B 8 i T 1R s 9 M VA B L A 1G5 IR SDAB 4 Rl — Rk 2 iy e
VIR A -5 FH B A8 0 38044 A B AIC o 26 0% i B SR A T H 3 R 1) 2% A T 42 f
(I, ZE 23158 5mS/cm, 14E6mS/cm, 13%8mS/cm, 1229mS,/cmBL 115 10mS/cm, B £ 7TmS/
cm,8mS/cm,9mS/cm, 10mS/cm, 1 1mS/cm, 12mS/cmBY 1 3mS/cmfi) 46441 ) , /# fFIr ik SDAB T RE %
W B 2 P i 3844 5 FH 22 20— P BH 85— 58 0 375 3 22 1V I 5 P 3 28 A4 AR B 149 SDAB 43, HH
Z2 /b Fligle B 22 R 0 i BT IR B (¥ SDAB 43— » B KR B2 SDAB 4> F TR &« BT i J5 kB T
20 Ak — DA F0K BTiR SDABAY F il 4 W5 o — s AR B e #2 A, 491, Frid 75 VA B 1 2
A LA — A0 R 5 A i 5 R T R B T R A L 5 iR I L R TR B & A
WG 5 FH 28 /D — PhE R R 1B G PRI e I i 5 R0 FH 2 /D — b BTl A ot i
PR BT B I 5 i 4l A ¥ SDAB 43+

[0027]  FEHAhSZHETT =9, Bridk 77 idisk T 2 — D B RE IR 4 IR 1 SDAB 4> F = & 1 B
PRARFL, a0, JE kAT 98 /1B 080 B T IR W 40 TR AR AT DL T 28 e BRI SDAB 43 F 1
22 MV o A0, T LK T IR W AR 1K) e IR I SDAB 4 3k 3 , 9 4, 7E 41 R PR 2 PR B Tr i s
TATAE T IBUE AEAT FHAH UG 22 v ) S T G2 v, BTk G2 o R () 3 88 DR 28 /295, 82 30mM
)7 .5528mM, ZJ10F 20mM, £)125 15mM, LI 10mM, £91 1mM, £)12mM, £713mM, £J14mM , £
15mM, £720mM , £125mM , 21 28mM , pHI L7 , 296 , 295, 234, £33, BUE I /E L1456 .5, 41556, )
5.9,%15.8,415. 7,215 . 6 8L £)5. 5. 71— L85 77 2P, 45 /IMA T I 4a TE il 22 hofll s In &2
eI SR AR SDAB > F (A, B /02.5.8.9.10.11.12.13.14.15.16.17.18.20% v/ vk
AAT 22 1) o 75 2 AN S 77 22, BT IR TR 48 TC i 22 1 o 2910 22 50mMEH 2 18 (19 2T, 24
20mM , 23 30mMZH S 82 , 29104260 %6 4 (451101, B bl , (L AR B g S 0 ) L 491 T, 4950 % EAE , Al
£30.001 2250 1% , B4, £90. 06 %6 [ 2 1 s PR 77 (1, 58 1L BLE80) ) o I -T-SDAB S ¥ 1 7~
B SR C BT 2008410 H29 H PAWye thif) 44 LHRACHIUSSN 12/608,553H , 44 H Py 78 Ji ik
PR IR
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[0028] 7EZANSEHE )7 &=, ¥ iR SDAB S F ik 4 2 £ /b #120g /1L .30g/L.40g/L.80g /L.
90g/L g/L.100g/L.150g/L.200g/L.210g/L.220g/L.230g/L.240g/L.250g/L.260g/L.
270g/L.280g/L.290g/L.300g/L.310g/L.320g/L.330g/L.340g/L+350g/LB% % &

[0029]  FEREuesij Ty SErh , Brid 5 v B L 2RS4l (92, A 0 s = A0/ B ) Bl ik
SDAB Iy 44 5 V3 11 B PR L 2R3N 75 N/ BRET R ) B /b —Fh S0 (TR b)) 1 ik
2/ —MSHES REE, HIGPEABUA PESDAB 7+« FTid bt 55 ] DAL 45 I 52 fr ik 22 /b
—MSHRLSSRERFAULE R RR, B, e H & 5 NS BUE R SR N (5
BCHEH RV I I ) s B ST EUR T Hrid S MUE AR LS 77 B, W R prik 22 20—
PSR G TSCIE B 2R &L B, I NS RME N, I8 A1 FE BT IR SDABS: - o A8 HoAth S 77
ZP R R ITIA 20— S EON S B 2 [R5 1 58 19 9% R I B 58 V2 T VA BB AR
OSREIC TS, 0, T o EAL AT SR BT o 3 2 TIAG U 2 1 9% JR I X B8 77 2 L I e VA BB AR
AT LABAE 7 i 4l 0 MR (il o, 55 [ 245 30 ) BT Ho Al A k) 8 2, mT DA 43 R AR 28, 45t
FT-mlk A g, B8R T A1 38 [ B4 S BRI 3RAC

[0030] 7E—ASEhE R, A ER L Z# — P afnEprid e EHE S B, H
o M P i T2,

[0031]  FE-— AL s R, Brik 7 ikt — 0 A dE 2 D80 o B T Fridk o A OR 7 B ik il i T
2L AE AT B iR Ui — B AR T Bk o A O B i T2

[0032] 7% 5y —ASEht 7 S, Frid i FE VS T2, 9140, SDABAr 1 filik T. 25, #il 4,
T PR T2 K INFYRR AR 3 10 i1 T2, HA s A T AR SR 1) 77 ik 80 i
R TR T2 e AE— AL T 2, Frik 77 ik — D 4E 2 /A8 40 JE T Brik 77
EBU AT AR FF B il T2 DA, £E 53— SRt T 2, A ARG 0 — 7 AN SR A S IR
(RT3 LB B, T AR T 48 SCHIR B 77328 3 A 3R A3 1) 45

[0033] 7% 5y —sLjit 5 & , B 77 v B0 4 A M 42 B il L vk ) AR 40 (1) 7 V2 v LU B Fh B
B2 P IECR T 2 AR HELL B

[0034]  7E N —sLjilJy &, Frik J7 b vl it — A FE A doe DA & /D B T ik e >k
B 28 IR B VB2 BUE STV RECHT R N TR 25 W) 7= i S 1 B e R R AN e L A
Whbn A BT BB RS SR T -

[0035]  7E 55— ANJ7 1, ARG T R/ & M8 ZR T, Bk & LR 6l , WAL
1 AIF DA FEAE 5 BE5R o BIFA 7 A RS H2 A 6F SDABA: I S 5 VA A Se Pk rad
1 G SR AT DUALRE X — PP a2 Fh Lk S0 W& o Brid T3 V50T e BB R D e WS 2
RS H e 53 2 TR IR BRI AR i , 8L ik S50 R AE TR IE B VE I A A, 10 543
M EE B S 3, 85 BT iR N LA VA I8, 4640, e i P B E B S R AL IE 4 iR IS WL
[0036]  7F 55— ANTJ7 i, AR B T N A 5 — UK 22 T 779 « 1] i R oL A B
B PEAETSDAB ¥, B 41, TNFZRK A A4 73— 1) A8 it o 2 BBt (1911 3, FDAZE R ) B 77501
s AN 55— 77 3-SR SDAB 73 T4 Wi & — LE i 58 1 58 1 BRI 8, BUAl S — T e 8 R T
SDABA» Tl 2 MDA S8 o 7 9 VRSO LA B A 77 60 KB URT , 491120, 3 I IDCFRORT , 491 2, O
BUAE , 46140, FDA B iR 77 A LN P IR i — P B2 20 (B A i) « A2 5 — 1, i, S
il 24 A/ BOISDAB 4> £ s A i (1) 2 A — AN SR A iR A B 58— | 2 Ak, ol o, o R IR
B 2 A, 4558 I A BRSSO T IR SDAB 73—~ Tl 2% 40 () 485 A6 1) B34 1T 4 7 B
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T FSCHRE 19 40 55 AR S P TR 45 A R/ B AT DG IR B 4 2, 3 I AR SRR IR — B 2 R
A SR B 5 ] i T R S A BRI T IR R T

[0037]  JE LA K B A B 1 2 4 B BLAAL K SDAB 4, B, 9 KA 4 (3, TNF
AWK S ) A — B R B A IR (B, — DNECE AR i, By
YUK RS 7RI LS, B o, 20K, a0, Bt 2 ik, A& 2 /b — A g sk
A AR (G — A A B = AN B2 X (CDR) ) « SDABA 1 461 A04E KSR AS B B2 B 1) 43
+ (5201, VHH, 4K 3044, 3598 BE R 5h ) (came 1id) SR V5 I Hi44 ) o 1% 6 SDAB 43 7] LAV 1 BY,
HASEH IR 5% 3¢ (came 1) SEPNGE (11ama) FRIEE LY (dromedary ) «ZE ¢
(alpaca) fl 53¢ (guanaco )  fEHAMSL il 77 0, BTk SDAB 7+ 1] LB 45 Frdd 7+, B HEH
AR T HAR R SR AE 1) 38040, a0 e £0 B33 22 JIR (TgNAR) 5 FHER IS B (40, AR FE ER 1 52
) B DLYR &

[0038]  7E—ANSLii /7 &, a4 R B 7 VLB L 2 B B AL SDAB 7 F e L & —
B2 IS IR 2 IR AR 2 AL T B, Irik 4K B AR o 2 SR E 2 ) (46
wr, = EA BT o AE HA SR T T S, IR PR IR 72 B PR E 2 B R
) (o, AR Sk = R e MR B DY LR PR ) S FTIR SDAB 4 F R LA — N E 2 A R
a3 ¥, BT B3 o+ N B ) CORBBAA ) - NVRAL 1 B BEURAL I | 25 S A 1) L Fl /B0 A4 4
A2 ) (A 3 I T A P R IR B ) o B A, BITIR SDAB S F AT DL — AN A g 4
THIHREERL S 2 0K, rid i 0+ 5 — DB DNEEHUR 56 o Ird #8470 )5 38 5 9 A3
(2 5T, it , N8 A BT AR R LSt Ty 22 R, IR SDAB Sy 5 i iE 8 1 45 5, il , 10
H 5 F 2 NI E 8 (HSA) ) VA4 i ) A 4E i O R BB 2R s 1 (1) — PhEk 2 R
NILEEA -

[0039]  FE— AN/l PESC Ty &, Tk A8 R B I 7 V2 43 B8 BR 44K [ SDAB 43+ /& = XU
FRF T, SR (B0, B IR PR Fa (TNFo) ) 45 4 10 4 484 (il o, 7
A& GE BB ] AE X)) A —AS 5 135 S5 A (131, HSA) 45 6 1 sk o3+ (il o, B ge Bk s ]
A5 X)) BB 22 IR RGO R K o BT SDAB 73— 1) B3804 ANty 1) Cog ] LA DA T P HE 71 -
TNFa—45 &1 83843 - HAS 45 & 1k B I 43 - INFa—%5 &V B 0 1 o N R BT i — a2
AR BRI A (A ART U B 2E A 7] DA S SCA PR e i

[0040]  7E—ANSLfE 7 &, I ak A B (1) 7 VLB L 20 B B AL 1) SDAB 4 F 75 A SCRRAE
“ATN-103" , H A& B H A R oK 2 FIoRISEQ 1D NO: 1R IR FE 51, Bk 5 H 3 A B AHTA
(R 3L R 5] (2, AT B 29 BT R SEQ 1D NO: LR BR 7 71 085 % .90 % .95 %
B 2 AH R Z LR T 51)) o B 1A SC R T il 149 8 = A0 S OBUEE e S P K S A o 1)
S 45 A3, H5 TNF24 . TNF25 . TNF26 . TNF27 . TNF28 . INFEOFITNF62 , Fe A FFT-WO 2006/ 12278611 %
291,

[0041]  7E—8Esijii /7 S , Ik A R B (1) 77 V2B L 2043 B8 B4l L ¥ SDAB 43— [ B35k 43+
2 D — AN 5TNFag &, HAHE R A 0 22855 H — A PP BLC=ACDR: DYWMY
(CDR1) \EINTNGLITKYPDSVKG(CDR2) H1/8% SPSGEN(CDR3) , BL A5 5 Frik CDRZ — ¥ [X 5] 2T
3285 1N S L R B (44, A% <1 BUAR ) O CDR o £E HeAth S it 7 by, Beik B I B0, & By
BI29 Fr7nSEQ 1D NO: 1LY Z TR 1 2 1161 2R 7 7)), B HAR AR FAHIA 1) 2 R 1751
(B, AT 29 BT ZnSEQ 1D NO: L) 2 R 7 51 22 71285 % . 90 % . 95 % B 5 22 AH [A] 1 &
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SR I A AR X AR A SEHE T R, FTIA TNFaZh A1 5 id 4y F B A B 2+ BTz SEQ 1D
NO: L) TNFaZh & 1 SIS AR 73 1K — P B 2 B AE W) 520 11 o 4, BIr ok TNFa & & P B 0807
TR HE2FARSEQ 1D NO: 1 TNFagh A P 58 4 Rl I A7 A [R) BOMABL ) 3R 47
(i, DA = RARTE N5 A B INFas 455 BRI TNF 2 AR INFafr i 45 & R A8 —TNF
AR CHAARA) A7 B 88IMGIn A7 B0 Lys A K 35 - TNF HLA& (BLAKB) 147 146 G1ulf)
TNFa = A& b [ R A7 , BLIIWO 06/122786 1 A FFIIRAL) o 72 HA SL i 75 2 b, FTiA TNFaZh
A IR T B A 5W0 06/122786H 2 FF I AT AR TNFa &5 & P B3804~ S ABL ) 7% 14 (A 4
AR SR AR SR INFRIRTE PR ) o

[0042]  7EHAh Sy &, ik TNFagh & PE4 K4k 2 718, 5W02006 /122786 H1 A H- I
YRR I — DB A B, FTIR TNFaZs & PEGER IR 9 F 7T LAWO 2006/122786H:
ANFFHRIEY A = INFadh S PR IR 7 o s B PR TNFa 2 & P oK Sk 5 H A R
TF-TNF1.TNF2.TNF3 . H AJEALTE 20 (514, TNF29 . TNF30 . TNF31 . TNF32. TNF33) , B AN TNFa &%
A PEGUK PR I HARSZ A A FFTWO 2006/122786 113K 8H o /- 61l P Y INFa&h & 4Kt
15 AFEH AR T TNFS5 MITNES6 , Ho A0 25 P AN i IR ek 3 B (1K) INF 30 9 K i dd LA TE 1k
B—RA Z K (A TW02006/122786) « A TNFaZs & PEG K ik 2 1 HAh SE 6
TNF4 . TNF5.TNF6 . TNF7 . TNF8 /A FFT-WO 2006/122786/)FK 19 ,

[0043] 7 HAth SC it 7y 22 , I ik AR i BH I 77 VB8R T 2543 B8 B A AL SDAB 43 - 1) BR Ji 43+
) & D — AN H5HSALS & AR B T 2 B8 7 75— A PN BE=~CDR : SFGMS
(CDR1) .STSGSGSDTLYADSVKG (CDR2) Fi1/BGGSLSR(CDR3) , B H A5 5 BT iR CDRZ — ¥ [X 5] 2T
3. 28 1N I IR ELAC (4 2, 45 55 BUAC) iU CDR o £E HoAth S i 5 =, BT adk B3l 91~ 5 AT A
X, Fridk nf AR X A B 290 Br 7R SEQ 1D NO: LI £ R E R 125 22 239 (W B L IR 7 31) , B 5 L 0
A ARTF R 2R 5 (a0, AE AT B 290 B 2R SEQ 1D NO: 1R &L 1R 7 51 &2 2085 %
90 % 95 % BB 2 HHIFI () IR 7 9) o AE 2 AN S 7 S8 T, FITRHSAZS & 14 38 4y + B A K]
2 BT 7RSEQ 1D NO: 1THSAZE & 1 BI85+ 1 — PhE 22 P AR M PR o 491 0, Bk HSA LS &
PR A F 455 2 5 E 29 BrRSEQ 1D NO: THSALE & M 535 43— 1R 1) (14 3 A7 AH [R) B AH AL
[R)RAT o AEH AL i T R , Ik HSALS & PR B8 2+ B A 5W006 /122786 H A HAEAATHSA
gE AR IATE M (B, Ao D RS E AL S AR ) .

[0044] ¢ HiAths2 it /7 22 b, iR HSAZS & TESDABA 1A, 5 W0 2006/122786 91 A T4k
TR P — AN B A A, PR HSALS & 1 SDAB AT~ 7] BLZEWO 2006/122786 71 /4 FF- ) 24
s W =T HSALE B HEGNK SR 4+ o AR HAR SE T 7 29, Bl HSAZE & PR SDAB 4 7] LA
S H A B EHSAG GG R B — R R B 2 A R+ R B HRHSALS &
PEGPR TR FE AR TALBL  H A Y5462 20 (5117, ALB6 L ALB7 \ALBSALB9 \ALB10) , H: 2>
FFTWO 06/122786.

[0045] 7 HAth SE T /7 2, ik SDAB 73— 1 B3 380 70— v 1K) P 4 BB 22 1> FH ESOAS FH e i
7] (linking group)fl & kAl (genetic) B2 KRR GA) o i 342 J [ ] DA g 0T AR 45k
FEARN R Zy Wl AT 1 42 2 A o 49, ik e 4 [ m] DA KN LR 100 11 AR
MR R G AL — ST P, frid & R ORI A O R H 2R R 2 2R
R KB AR R A ARBUR N AR, B A S A, rik R H @R BUR 2%
Bk L aRE R DA BSOS A A P A RS SN S AN SR
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ANFIVY AN H UL AN 22 Z R TR B o R W 15 ) 7 9 VR Sk B B G Ly —Ser BT 31, 451 01, LA
— N ENV N B A BN BE ZAE R (Gly )a—Ser R JFF(SEQ 1D NO:
8) AEZ AL, ik ik (Tinker) B LA T FH: (Gly)a—Ser—(Gly)s—Sers
((Gly)a=Ser)n, Hirpin#&4 586 (SEQ ID NO:10).

[0046] Ik AR BH ) 75280 1 24 B B A AL R SDAB 4y 1] DA — bl ik i 422 , 9 an 24y
B AR AN T B2 5 A SRAB A B, BT IR R AR 4 T DA RN B B T Al I 2 FE A ]
B2 RAY, BInS 2 1 (PEG) BUH AT A4 (B i HR 45 2L 5% 2 B BmPEG) « R 2, Ik
[ (pegy lated) 44K ik 2 1 SE B /E N TNF55-PEG40 . TNF55-PEG60 . TNF56—PEG40 Al
TNF56-PEG60 A H-TWO 06/122786,

[0047]  ZE—ASLiEy &b, A iR T & — B AR B+ (i, FH & B B ) A8
Bt R IEE R B R Ml AR REERE A0 L sk A AR B0 &R R i s
JE S FRUEA/ SR R R L SR — RhE 2 M

[0048]  fE—ANSZHET EHP, Frid A s L 2t — 5 A Frid EASDAB ST I HlFI1E A
29 A4S o BT 55 AT LA RE AR K SDAB A F B 5 88 244 A Bt , 55 iR
7 B2 HE 2 PR R, FL 0T TR YT INFadl DG i » 611 40, 28 PRER 1 & S 50 e , A FE (H AR
T, SRR PG 2 (RA) (il , v i 2 1 SRR P OG5 28 ), 5% R PR R (4, 4R JE
KATR, ZRTTYFERF R IERTT 26 (JTA) R EL A HE 28 (AS) R S It g i 7% i B
PR 28 PR i A1/ B 22 R MR A, o 491 T, BT IR 55 25500 AT DL BUINFHUAR B TNF &5 & 1
B, Hod BT IR 5 U INFHUAR 5 AN A T Birad il 71 () INF 45 & MESDAB o F [ R AL 45 & R 5
FT iR TNF 25 4 1 SDAB 23—~ [7) E it 1) 225 771 (1%) FE At A B s 1 S A0 F AHAS R T, 40 B AT 30
11 70) A K DR 0B 510 s 8 400 #1570 370 8 700 AU 00 A 70 B8 400 ) ) < 200 i 7 e ) 0 0 470
il 71 o 7E—ANSEHE T 0, B Bak B 25 712 001 R AR R YT AR R R T, 4R (5 44
LA (NSAID) 5 2 i 5[ B , F.45K JE#A J2 (prednisolone) , & Ja#a (prednisone) , A] (4
(cortisone) FfZ2 Vi (triamcinolone) ;s FIIHR L PE U XIE 2597 (DMARD ) , 2 FP 28 g4
(methotrexate),# &M (hydroxychloroquine)(Plaquenil) A4 5 filf ity wg

(sulfasalazine) , KFA4F(lef lunomide ) (Arava®), i eg TR FE R 1161 751 , FORE 409 7
¥ (etanercept) (Enbrel®), 52 R A& #57 (infliximab) (Remicade®) (£ oA & F &0
14 ), FIRAT 3 K B (adal imumab ) (Humira®), D204 44 (1 1, Rituxan®) , A A 9/

RAR, anl A A i 2 (Kineret®) , 4, K% 35 & (minocycline) (Minocin®) , 75 & fik

(penicillamine), 4l PEA, O FE R IEIENS (azathioprine) , 7 B BE I%
(cyclophosphamide) , M H#E 2 (cyclosporine) o F I, X L 2H 5 A 97 7T DAAE BRI
ST 20097 ), HHIGEE SR 5 2 PP e — YRy 7 AH IR I AT R () BR R B ROAE

[0049]  7F 5y —ANJ5 I, AR B AR 1 I A SC R IR (1) 77 A BT 2 & I SDAB Y o B
T I AR SRR ) 5 VA B L 1 4% B SDAB 2~ B AL &4, B4 , Z5 ) 20 & 1) 0 1| 5] A0, R £
ARG B A, B i 55T A ALRE AR 25 4% b AT 2 I B (1) AR SCRER Y SDAB 5 -
[0050]  FE—ANSKfi /7 S8, Ik A SCHEIA 1 7V B T 251 24 (1) SDAB 4 3 & FH T 1) 52 ik
=, N2 (Ban , A TNFa Al SS iR ¥ A8 35 ) 25 24 BT ak SDAB 43—~ BRCHL il 551 AT LA 18
TS (e, B A A WLIRI P BROIB R P ) BRI N A BTl 52 303 45 24
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[0051]  7E 5 —ANJ7 i, 48K B K T30 97 B 32683 (B, N 5238038 ) 5 AR S A
R SDAB Y AH I o (191 201, TNFaAH IR IE , 191 01, 98 PRI SE B & S % e ik , 48 H A
PR T, R IC 1T 28 (RA) (4840, Hp B 3 JE P SR RGB ME DR 1 48 ) , I 4 28 PRtk (49 4, 4R
PR 9 2 R TG R R MEITT 28 (JTA) VBRE VR FE R (AS) VAR S5 5tz R 46 W 7%
B IR0 28 M e AN /B 2 R PEREAL ) 1 T V2 o BITIR T VA HE DA A TNFa oAl 9% 98 iE ) — Bk
Z PR IR I8 1 B R S AT AT AR SC TR (AT A e T A A A 32l Bl N R 4
HAMAEY) , BTk 23 & V) A SRR 1 77 1A T 20 4 I INF 4 AR SDAB..
[0052]  FE55—ANJ5 T, AR HFEIR T A5 S A I AR SCHEIA B 77 VEB T 2 451X SDABJY
BN ALY 0= A N 0L R 71 g il [

[0053]  ZRSCHE KM 4B AR & R H i & R Ath 225 SCk il i B4 DL LR TT N
[0054] WA —ANBK 2 AN SE i 5 ZE 10 AN P9 28 75 T 1 149 B BR800 it X
S A AP B, I ELIE R BRI ZE R AT, A% K B B9 SLARARAE B (AL 242 2 1f 55 LI o

[0055] P& ik

[0056] P 1H%: T TR ATN-10345 M H A~ = o

[0057] P24 T ATN-103 2 IRBERT Z 1R )7 511 (SEQ 1D NO: 1),

[0058]  [&] 344 T ATN-1034li 4k, T 2 i i FL i

[0059]  WE|4AHGZ: T 4K %) 3R IE B A (SpA) I 2 <R /731 (SEQ 1D NO:11). [&l4BH%: |
SPAREATI 25 A 8B I Z FE 1R 7 51 (SEQ 1D NO:12) o PUKL A4 F B al e [X

[0060] ‘R EH LR

[0061] AU B 2 /D802 T 40 & W, BN SDABZr 60,45 5 25 19 ABY H Th B ME A8 4 A T 1
R, Blng &, 1l — A2 A — a8 (0, — N2 MUK S ) , H I ES T
AR SDAB A F (1 2k Hh B A8 3 LT 82 A ARG S A R A TR, AR IR BT RS T8
AR RIS AL - AR — D E 2 AN B — 45 B (W, — DN GRPUE ST ) A
B EAME PO IR G5 BREE A Pe X LR 45 G R A 2 IR T 2R 7325

[0062] Ry T fSA K BB TN 2 T-38AR , 15 50 8 SRR ARAE o HoAt 5 SAE VR R 38 o oA
[0063] AT AR, el ia] “— A f1“—M” 5 —A/ 2 T — A5 — M/ 2 T — (B, §5
Z DA/ ) 1% A ETE R

[0064]  RiE “B H T A SCREIEATE “F1/80 3 H 5 AKRE “F /80 ol DL #AE A, Bl R
SCH ARl AE AR .

[0065]  RiE“EEH /& A A2 I FEA SCn] LB B fii A

[0066]  “Zy” Fl“ K297 BLjd B HE 5 T & 1 M ST B0 0 S = AR 1 B Dl = e 1 ml 4 32 7
FERT R ZE o 0 PR iR 2R PO NS B BB B 2 =T (20%) 2N, 10% 2
W, IF HLBE I 5% Z N

[0067]  ARIE “SDAB> FFil 24 (SDAB molecule preparation)” 8245 SDAB T Fll /B —
PR 2 M AR L 075 B AR AT 250 o BT iR Tl 28 0 ] LA & 38 4 43 S B AAL I , 8 4, Je ot
A R Tt AN AR S TR R L R 9 20, BT R AR B A B A

[0068] AR5 “Hail” i 0k K5 VR A -5 R B TR Aol BT IR VR B b A4k 2 AT X 43
FAR I FF , o — 85l Wit 25 A T B0 R T Pt 5 B 771 o 49t 8% A 790 s 553 L M B B £
B (1) 40 10 TR L gl B i Z b I B B0 OR B 1 3 AN B RE TS 4% 1F T MBI e B SRR
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[0069]  ARiE “Uitid BN (flow—through mode)” #ESDABZ;F &M A EHIA , Hodh = KM
B &1 b & 16 & /> — P SDAB 43 F Ui ok (% i AR B A , 1 38 /> — Bl 72 140 ¥5 ek
AT Frdk En i T B A o ik A X mT A T an 2 L i A i B g e e
B,

[0070]  “45 G4 FEH P T S A 1 B D — Rk o 7456 2 A W TR e s,
1 28 /b — Py e ol 2% R (K SDAB 4 F T A& 4 o S R o 45 A mT LT, 9, #2 0
T KA R A8 P

[0071]  “V5 el Falbi T AT S0AL TG 8L 1 SRS S P AZAE I AT 2L I B 1 R A0 AT AT 4b
e BAR EE 4511 (objectionable) 73, Rl & A MK 73 GIDNA . RNABRL &5 [ T o V5 44
BHE, Bl , HoAthok 3 AT B SRR AT AL B O BRI 40 iR e R4 A 7R 2 AT 8
e 5 B8 v ] REIR BT BIRE S vh B st R 1 25 2R vh BT BV B 790 — 38 (K 82 A L, e
HA, FELEE A H SRR STk,

[0072]  “f5 =AML & (17 048 B R SRATAE ) 1 2 41 M 2 DR 28 4w A 1Y) 2 11 J5, Tl BT IR 7 = 410
ML PR 2H BN T drhE R Al AT 85 1 FRIDNA G 1 2 40 i 2 1 T B 2 B Ak B 1 RN s e
W, FAKCE ] DA s A AR A% o 7 32 40 i 22 1 mT DLUE AT Al i g vk e, BAR RIS
VKNG B A/ BELTSAIN v, 556 T R A a1 B4, 9 1, (B N B B 1 RIA 1 =47
A A [ B B BF S (CHO) 22 1 (CHOP) .

[0073]  RiE “BiorFE R LML B WA H5 2 DA PR > FI 46 TR &5 & ] gl il
AT 77327 4 AR AR R T A (0 VAR SE A (1) RS BRI S 28 Bk« Bk & /D AN 53
F Al LA S MR SCA R HUR S A

[0074] QAR SCHTIA , RIE “B AN FAHIC R E, (0 “E T EAANHA” B - AR E A A
W, BB B EAA), B IIRE AR A — N SLiE T B, BAAME S KA 4 BRE &
FIACSPA) , HEH DL AN S (69 5 P2 1 © %601 9 E WD WA WBAHICKS M1 £950-6 0 2 i FR ik L 11 T
NEMIF R (Sjodhal Eur J Biochem 78:471-490(1977);Uhlen et
al.J.Biol.Chem.259:1695-1702(1984)) . iX¥L 45 I &1 K LIS RIE , 5% F A 4165 % -
90 % R 7 Al — M A ARPUR Z A &5 S92 B , S SpAR AR A5 R 3 (E
D A\BHIC) 5TgGiliat HFc[X &5 , {H 2 &5 M D ME R B 2 =& M Fab 4 & (L jungberg %%
Mol.Immunol.30(14):1279-1285(1993);RobenZs]. Immunol.154:6437-6445(1995) ;
StarovasnikZProtein Sci 8:1423-1431(1999) ,Z45 M4, — FiB LS A4 1) ThBE 504 i
fe B i /MU A (Nilsson%Protein Eng 1:107-113(1987)) iR A Hifdk af A8 e X H A 7]
ZIWs 454 (Cedergren®EProtein Eng 6(4):441-448(1993) ;L jungbergZE (1993) W F ;s
Starovasnik®E(1999) W - 30) . SR A AT PLALFE K 44T 7= [ SpAR Z 3L BR 7 51 (SEQ 1D
NO:11), B0 HIEAR FAHIR ) & LR 7 7)) o AR HA SE 77 S, SR AR BFEIEHEDAB
A1/ B CIR) F 2 — A 5 g i e AE i T 2 SpA R T8 PR AR 44 o 51 41, SpARK T ik ThRE P AR 4
A L2 A0 45 Sp AR 45 4B , BUAS MBI AR 44, H B A — AN ELE AN B R A B ek 5
FEAS SCHFRAE S5 /IR Z o A — AN S5 R, SpAIK) FT ik Th g M AR 4449, 55 - 4B b BT 78 [#) SEQ
ID NO: 2R 2 FE IR 771, B AR B AH R B 2 L 1R 7 71 o T DAfSE ) 22 AR DR PR AR 44
(1) FC At HE 21 B0, 75 25 A 3B , BSR4 45 A3, FH DA TR 1 — Pl 22 b« 5 M S A T/ BRC 5 45 M BE
AR/ BYC s B 45 A IRE D VAR /B C. 7 LA FHIE DA BRI/ BRCER & AT Bh BE AR A 1) A1 21
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A, REFR A A B0 5 SDABS F45 4

[0075]  “Wi e ELmi A A B “cHA” FR ANVE TR BB IR A , 4l 2 , HAT X[ Ca0(PO4)6(OH)2
2 Ca10(P04)s (OH) 2 ], HAE Ryl T e &b BB - KL B ZE T 2o ARAE “cHA” 5 HANR T, 1
RUFNT T2 B e 2 TR KA o IR AR R IR B, “cHA” F8ATAT R4 « A9 4% H AR F-20 .40 F180um o
[0076]  “4lifk” Z Ik &= a9 b AT BB A7 AL T8 1 JBURE o A0 R B BUAR AR 46 1) hl o 1) &,
AR HE MR 3 W1 ER [ BTEDNA 48K 8 1 B AFAE T DA Sk AT ART 538 10 7 V2 A A v vk
AL a0/ BEL T SAI 52 V22K I 52 o DNAAFAE P LAIE S AT AR5 36 14 777 92 A0, 46 1 e Pl ik R
R0/ BR8N (1) I s v SR U e o AE 2 AN S 7 2P T BT A 2 ik, 491 1, SDAB
A2t F % /085% .90% . 95% 96 % .97 % 98 % 99 % B, B = 41

[0077] M35 82 1 ORI HA 5 e VR A AT A T 2T B bR 2 IRTEFT 13 =4
(R BE i TR AG ) , NITRE 2 IR BT IR IR A0 3 887 (BC“BBBR™ ) o

[0078] AR B U5 i M A& W48 oA 45 8 P 21 805 H A A B AH R SR AL e 271 (1)
Wi, 545 5E 75 42285 % .90 % 95 %6 AH A B i 1 A1) 1 2 1K  AE R IR TP HNE R T,
ARG AR FAHF” T A RIS 2 RR 5 H 2B ENS F AR T+
XS ) B B TR 1) FHIFN ) B 1) AR s BRI S A B e s , T AT BT i 55 — Mg — 2 ik
% e 3 e il BA S G5 i o/ s A DhRe s T o, S A 5 A S IR 2 R IR Y 55
HE 3 B A &2 /D 24985% .90% .91 % .92% . 93% .94 % .95 % .96 % 97 % .98 % B 99 % [F] —
PEo

[0079] AR B 2 RIS B35 AT IA 22 IR B AT A S R ECAR A, A B AT AR 20
BRI F B KT WA A AU AR AR B B ) B R AT AT & R B
TAHRLI AR B 2 IR 1) FE L D R ME B ) 22 K o A R BRI 22 IR B 1 FE AR SC A b 1 i
(R Pidd v Bez Ab i A4E B K B, DL AR B o AN R B 2 IR A8 A s an [
FITIR 59 1 B 3 A 455 DR 2 2 R A e 2 B i N iy 5L A 5 (1) 2 B 7 P 22 K o A8 AT DA
RIRAEAEEE P LA AR RIRAFAER o AE R IR AL I AR A AT LA A A0 A L i 5 A8 e AR ™
A AR 2 IR AT DA B AR S BAR R S 10 205 R AU R 2 BN N AR R B B BRI AT AR 2
3L iR R T R I AN A AFAE T KRR 2 K BRI PR 2 K SEp B R A E Bk 2
IRAE AL AT BRAE “2 IRSRA” a0 T AR SC, 2 K “T AW 2 B A — sz il
Dl PEAT I S ST A 2 i A2 K e B P U 22 K o “RT AR i AR TR e 5 5 — DM AN —
ARG EER N IR AL AR R ATV 2 K 1 0, 452 Il 22 mT DL HRAR 2 s 5%
Hi R AT LA EUA R 2 1 s 3P 2 2 IR m] LA IR A 2418 s iy 2 2R mT LA 22 2 s LA e
AR P LA BACH 2 R

[0080]  RiE “DhgeME A" 28 B A 5 RBAFAER 7B AR FAHR B 2 BBy 1, B At
A FARN A TR 7 5 gnbs 3T H A % BoAT R IRAFAER 7 FU I — Bk 2 Pig PRI 22 1K
(00811  F ) 2 [a) () [A] 5 PR B3 B[R] — 4 (FE AR SR PR A ATE AT B35 F) B9 v 50 12
7

[0082] O 7 PR AR 7 FI I E 2 b R — M, T SR e B o e 31 (9
N T B AT A S — NS R R B IR 7 Y 2 — B - BN O, HARRYRYE 7
FIRT LA T ECE H BT AN INEA % 18 o AEAR L B SEHE 7 229, Wb EEE BIEL AT 2 HE 7 21
KBRS FETKERED30% , ik E40% , BLEE D50% .60% , 3 HEEH Lk
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£/070%.80% .90% 100 % o 98 Ji7 LU B A AH B 28 FE 1R o7 B 1 2 L IR TR At o 9 5 — IR FI )
SN E 58 F oA A7 B A R ) R R R A o PRI, F A BT AT B R A
[ 1 (T A5, LR BUAZ IR “T7)—PE” S5 A T 2 A PR B IR “TRIVR M) o

[0083] PN 7 51 18] () 1 43 bL (Rl — PR IR AE S8 T N T Bl B AN 17 B 1) e A bl %o 1 75 22
FINE B HE AR B O BRI ST 1K L R B B S () AR R A7 B A A
[0084]  F¢ 7y bl e R AN P B1) 2 1) T 9 L R — PR 10 00 5 ] A A FH 20 2 593 5 o TE ARG 32
(S 7 e, PN R R 7 51 2 B 89 H 43 LU [R] — PEA# FINeed leman filWunsch ((1970)
J.Mol.Biol.48:444-453) 5L 5E , ZHIZE L IINCCCH A (R fEhttp: //www. gcg . com
) FIGAPFE o rp , HL /8 FIBlossum 625 FE BPAM250 %R , f116.14.12.10.8 684 B
TR L2 3.4 HE6 [ BN o 75 N — MG R S 7 b, AN IR P A 2 [ B
a3 LU IR — PEAT FHGCGE B (R] fEhttp: //www.gcg . com3R1F) H I GAPFE /77 Il 52 , Ho 43 A
NWSgapdna . CMPH % 1140 . 50,60 . 70EK 80 [ Sl [ IIAURI 1123 <4 5ER6 [ K B o 5 5 8 348
WS HE (W2 R F /MR N BOZAS H R 22805 58 ) &Blossum 624343 450, H8k 1 14
(gap penalty) 12,8k C1REMTT 23 o4, TR A6k 1150 73 5.

[0085] ™2 2 FR B 1 IR 7 1 2 TR 1) 43 LU [R] — P AT LA S FHE . MeyersFIW . Miller
((1989)CABIOS,4: 11-17) M EIEME , iZFIE D LG NALIGNFE 7 (2.0 ) , HAF HIPAM120
HARAR SR O SE T 12 Hsk 0 514 4.

[0086]  ASCHEIARIAZ IR AR 1 B3 F)A] LA HIE “B W07 B o SRR R AT R 2R 191
Wi, LA s HoAth SO A BB AH OGP A o 1X KA R A LAE AL tschul , % (1990)
J.Mol.Biol.215:403-10fINBLASTHIXBLASTHE > (2. O ) SKHE4T - BLASTHZ H A 22 7] LA H
NBLASTHFE T , 1353 =100, K =122 AT ARG 5 AR K BB (SEQ 1D NO: 1) 4[] J5
(K% AT B8 7 %1 . BLAST AR [ B ke % 7] LA FHIXBLASTHRE /7, 184> =50, F K = 3RHAT U 54K
RERIE A F(SEQ 1D NO: 1) & A FiaFRVREMN Z LR IT A 8 T3RAH TR B MR &
BT E 6E, AT AR InA L tschuls, (1997)Nucleic Acids Res.25:3389-3402 Frik [
& BLAST (Gapped BLAST) o241 FIBLAST Fl#k [ BLASTFE 0T , AT BLfS & 72 F 1848 S50
(151201, XBLAST FINBLAST) .

[0087]  “fR~y 2 J iR HUARY S e ooy Sl 1 e e FH EL A7 EACL AT o 1 2 e PR 2 5 AR X
AR o LA AHABUAMI B (1) 2l PR Bk Aok I A& AR AT b 2 8 5 U o 3% 6 e B, i 5L A i ek A
() B (4, A R K R VA 2 R ) » HoAT TR MR M ) 2l B e (9, R AR VB &
%), B g AR P B 1 2 R (o, H 2R R A B i 15 e i L 2 200K TR AR S T
AR PR ) , BAT AR MBS ) 2L B (a0, TR AR AR 2 AR s 2R R &
BE RN 2R R A 2R (2 1R) » HLAT B2 STV BE () 2 25 18 (40, TR AR A A IR St 2
B2 ) A ELA 75 e B ) 2 R (1, R =R R T =R (e 2R VA AR -

[0088] "R3B TEANREIR AR BRI 2 AN TT H

[0089]  Hlddi J5i4h A 1t (SDAB) 43+

[0090]  7EREELSL 7 S, I Ak A R B (1) 77 V2 A4 ) SDAB S+ /& FH — DN B Z N 9K Pk
a3 1 RIS R 2 K 45 5, BT IR SDAB ¥ 1] U AR AL B — AN ER 2 AN K B 4 7 I R
Rl A 20K, 5 M sk, ik ek B0 — A BN RS S

[0091] G FHT AL, “RiltG 2 K7 48 & A AN B 22 AN AT 4545 H OCIE () e 422 ) 19 358 4
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(40, 85 1 BT 3 ) I 88 1 ot o 3, Pk B8 7 A2 LA FE B o Bk B 70 P DA BB RE, Bl
FH [17) B A B Sk e 422 (9, AR SC Rl R e 42 1] ) o Rl 22 JOK T DA Je e v 4 2 ZH DNAE R
P AN, K G A AN [R] 22 IR B DNA - BRR 48 5 B R AT & A i e AR — i, Pirid 4
A, 83 R P A S B ) AR i (s tagger—ended termini ) AEERE , BRI 1L LA
P A3 1 R Ui, A0 75 LSRRI 2R Sy, T P T PR Iy Ak 3 DA S AN AR L) 45 A, RS 4%
TE 7L 7 28, il A R R AT DLk R (B8 B BIDNAG RO & Bl B, FE R A
BRI PCRY 34 ] LAAE F 4l 2 514 3EAT , BT i 8l 2 51T AN S 3L IR B 2 [a) 7= A AR 3R
¥ (overhangs) , HBE 8 4% MR K IF FoH 387 & ik & B K P71 (S W, 440, Ausube 1 55
(eds.)Current Protocols in Molecular Biology,John Wiley&Sons,1992).3t4h, %
p kb AT LSRR B R IE AR RS Al A 4y o AE - SRS T R, Bl 2 IR NS R AR AR AL,
W -— 8 2 KRB AN BUE 2 A TE L) 2 IR — SRAR B = SRk o AE HoAth S 77 &2, Af
DA 1] fib 5 2 (N C A i v A T 1) S B2 e D AR 3R Ak S 2 TR) S P ks IR/ B8040 & B
atifl, .

[0092]  Hdad J5i &5 & M (SDAB) 73 B H AL ke X2 BRI 2 JIK— 30 4 1 43 F - S 91 B,
FAHAIR T, ERE PRI, RS RN G 12+, I8 B AR DAY SR, 48 TR
I () A [R] T35 B 044 () T8 6 (1) 285 A Sl A B35 S B8 SDAB 3] DA A& 405 P (1) 4T 47T SDAB 73
<, BUFART AR SR K B 4807 - SDABZ) AT LAY E AR AT Bl , B FEAHANIR T, /B AN B8 B8 3R
IBE e 2R R R TR HE R 9% SE B (Came 1 i dae ) R 12 AW RO
RAIRFAE) BB IFF AR5+

[0093]  FEAR B —ANJ7 1 , SDABSy ¥ A] LART A B 7 f b R IR F % 3R A ) ] AR X,
bl 91 G, JEAT A B % LT R R IR PR AE B 30 i 52 A4 (NAR) 1) # 3 BR el 1 R R Y o 7= AR
fiTA AENAR( “IgNARs” ) A A8 [X [ B35 53 1 J7 V5 AEW0 03/014161F1Streltsov(2005)
Protein Sci.14:2901-2909 #iiR .

[0094] 4B A& A J3—J7 10, SDAB Sy s FR A o i B 1) A 1) R ARAFAE I SR I J5i 45
E S X K BIRAF AT T H W0 9404678 FHamers—Casterman,C. 25 (1993)Nature
363:446-448. 4 T iH 4 X FIAT A B RAAAS B R BERY ERE 1 T AR A SCRREVHH
B AN K AR LUK L 5 D B A % BREE A A VAR (X 31 o 3% FVHH > —F 7T LR E 3% Se B
40 3% B¢ L 32PN JE | BRI OY L SR DR A 6 o B 3 BERE 2 AR SLAR Rl ] LR AR R AR AN 1 R
) FE 4 5 IX BB VHHAE AR T A VE R Y o

[0095]  7ERLULsLyE T £, BTk SDAB ;T & & /b — Mg sk g A nl AR (BHE— 1]
ANF/ B AN FL AN X (CDR) ) 5 i 2D BRI e A4 ] AR (461 4, s 2D AH 2 1) 42 8 m] AR [X
(VL) S ] AR [X (VH) ) , Fl/ B Sy BREE (A 18 5 X, #1301, Fe X (BRAE W45 4 8 (A AR fE 2 (X
B H A

[0096]  7ERELLSLjiE 7 G, SDAB S+ AN B 45 B A7 B AR P44 v AR S EUEE 1) B g o+ (16
A Kpig) , BOL BAT MR SUAR A BB bR & SV i Be (B4, 78 5 — kg rh BT R R
MEHEATAT X [ Fab F(ab’ ) o F7 B scPv, BY FH i 44 B i i VL AN VIS ZH B I By B

[0097]  FriR SDAB4y~ I LA HE4H (1) . CORFEAA () - NV 3& Je A i 2 e s AL A/
B AR AN T (A0 5 3 1k T A R TR e B 5 J0AE T SRR FEANFEIR T

[0098] R “PUs &A1 & 76K 2 IRIEE 5, 1, AR SCHTA K BRI 5+, HAS T ik
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55 8470 R BOH A7 45 5 ) I ) 8 o a1 ST (B EE B BB AU ) T 5 LR 455 Bl A
WA ANE A (B DA R R B R E ) IF, HE a5 8 R 455 1 3¢
[ S5, 2 KBRS S AL, B a0, B idiiis o5 Ak 2= D — A B ASCDR, B IE H AL
5 2 D= YA A ES N CDR,

(00991  VHANVLIX A] LA 73 BGE AL SRR X, HoRRAE “FLAMIE X (CDR) , % 4% LA S AR AT 1Y)
PRA HEZLIX” (FR) [ IX o HEZR X FICDRI Vi [ £ £33 2 Fh 7245 152 X (2, Kabat,
E.A.,Z(1991)Sequences of Proteins of Immunological Interest,Fifth Edition,
U.S.Department of Health and Human Services,NIH Publication No.91-3242;
Chothia,C.ZE(1987)].Mol.Biol.196:901-917 ; fl0xford Molecular’s AbMFiids AL A
1 FHIIADMSE X o — M 2 W 2, Protein Sequence and Structure Analysis of
Antibody Variable Domains.In:Antibody Engineering Lab Manual(Ed.:Duebel,S.and
Kontermann,R.,Springer—Verlag,Heidelberg) .i85 , B AEEF S, H DL T 8 X EiE
A AZ [ CDRL (KT ADMAE 3L, ATt HoAhCDR K Kabat 5E 3. 7541, &% Kabat BIABM CDRHEIA (1A
R 2 AL 577 S0 A] DU A Cho thia bl AF Rk SEIR o 45 AN VHAN VLI 7 445 =~ CDRAN Y
ANFR , A I I Ak i 4 B DL R U 4R 51 : FR1.CDR1 \FR2.CDR2..FR3.CDR3.FR4.

[0100] AR5 “fo e 3R A] AR 0" 78 A ST A 1 4 B i 09 5 N BN ) ok U5 ) VL BICVHIER A
Al B L A AR o B2 1 A IR B S 5 2R 1 ] AR SR B A2 SE e i (491 2, % 0 R 36 P EE ) Hh
2y AR I R e 51 A ) T N B L S VLB VH . SR 1T , 33X £ 45 A s 3 0 K4
JREE A o ARG “Ho % BRER 1 ] AR I 8 A 45 22D — AN BN CDR , BICSE I8 A 4 52 b = A
CDR,

[0101]  “Fp e R AT 1A fE E 10 B 52 X7 e B A 45 5 AN BB #) ok W5 1# CL . CH1 L CH2 . CH3 B},
CHAZ5 K 33U [R] B E A B 2R AL o BREE 1 45 49 8. 2 WL WiCharles A Hasemann and
J.Donald Capra,Immunoglobulins:Structure and Function,in William E.Paul,ed.,
Fundamental Immunology,Second Edition,209,210-218(1989) . KRi& “FeX” e %
P& BRET ) 45 M CH2 MICHB B 55 1K e B AR B AHALL ) # 2 BR B 1 45 A A 1) S 9% 33K 2 1 g ik
HIFcHl 7.

[0102]  FEJELLSLi Jy &, Frik SDAB 7y 1 B B 2 EE A7 PR 01 (9 o, — e V=B
VUt 735 ) o FE A SETE 7 S8 0 5 I SDAB 73~ B —p e PR B AR e 1k = B e MR
B FRIE D o e N R T B A T I R R R AR A A
Z K52 R FRIRA 5L E - 2 B R 7R 7 1] DA AR SCHER I B bR 2 IR AN R R A7
EE S PERT , B AT LA B AR 22 IR DA AN S R A (e U5 22 IR B A4 ST RF AR ) = e
e

[0103] 4 FHT AL, RAE “br” 55 SDAB 73 v A7 £ 1) ¥ AE 45 60 180, 81 4, 30 5t 45 5 3 ) 2
H B RS A — DR Y SDAB Y T 5 2 T — N4 B igmt , &4 45538 7T BL
Fr e PESE B R RAL, 3T BA A5 S 4 i o4, BN “ A B4 07, BURT R e Itk 45
B ANF AL, X T BA PG5 G I SDAB 7, MO “ A XU AR 77 o SDAB 7>+~ 7] PAag
XU S I HOA TR PivRr e a2 A (FRA SR e VYA 757 ) o U R S P 0 4
+, Al e AR 5 kA T e B & R)5,731,16855,807,70635,821, 3335 IS [H &
R FHIE A FF52003/020734F12002/0155537H , 4 T AT 4350 P 28 385 $R3d N AR 3¢ WU
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e SRV 4 A & AT IR T4 20W0 02/096948FIW0 00/44788 1, #iX i k&
() PN 25 38 3 32 0A 3 AN AR SC o — F M H 2 IMPCT A FFWO 93/17715:W0 92/08802;W0 91/
00360;W0 92/05793; Tutt®s, J. Immunol . 147:60-69(1991) ;3£ [E % F4,474,893:4,714,
681:4,925,648:5,573,920;5,601,8195 ;Kostelny%s, J. Immunol. 148:1547-1553(1992)
[0104]  FERLLLSLET7 ZH, SDABSY & 0 & — AN E 2 AN I8 4r - (B0, Kb dd) 1) 5
HERG Z K, KA 5 — a2 MR 456 09 B a] AR Ik fe % 2Kk 8 1 18 X (40, Fe
X ) o B BT B Ji 45 6 M 22 IR R 30 (140 7 48] 1A S e Do 0, i PR SR BB ] o  TNF o)« 78 52 6 S i
HEP RS SRR F 5 IIEEAS S, rd EEA g, & e EaEA
(AN IILE A & A (HSA)) BB Sk A i —FhE 2 Mg A LiEEA -

[0105] TNFa

[0106]  ASATIS LA B SR BT IR 1 a L5 6 PEIAE 28 IR PE SS9 8 L 7 B G L iz e &5
Wy 96 T 22 R PRI AL AT 9% o TNFafll 3244 (CD120aM1CD120b) 433 7 K & V4RI 7T . AL T
EEPETE I TNFase =Rk . @& T JLRME F$UINFadi A& S5 B TNFafE IR Slg H B
AUAERDIE F 2T LLIR1R 8, 40 Remicade® M Humira® ., £ % TNFa i HiE 43+ 72 O R
TNFagh & P S E 45 A 19+ (130, KB4 ) 1 2 A S2 41 A FF-TW0 2004/041862,
W02004/041865,%W0 2006/122786 , 45 A1) 4= P 25 LA H B AT $2 38 I AN A S B Idid
JR 25 A 43 HoAth 52451 A TR FUS 2006/286066,US2008/0260757,W0 06/003388,US 05/
0271663,US 06/0106203, 5 & AT 45 A 28 DA H B ARl i 3@ 08 N A S0 AR Al St 77 %8
L X TNFa R I3 28 (1 (9 I HSA ) 1) B — O = H N H A 22 o 45 S5 PR s AR A T
XS SRR

[0107]  FEHARMISLHE T &b, il INFa &l & MEGUK IR o FEW02006 /122786 H1 A FF
(R R AR T ) — R B 22 Bl o 91 01, ISR TNFa 2 A ME 4 K F0 4K 91 7] BLAEWO  2006,/122786
HAFFR A A SN INFa s S PRI 7 o R B PR TNFa 25 5 P 4 K S A A (H A
BT TNF1.INF2.TNF3. H A AL JE 28 (53, TNF29 . TNF30. TNF31 . TNF32, TNF33) . H.4/r TNFa
S5 A VRGO BRI AR S2 41 A HF-TWO  2006/122786 1388 78 9l M A INFa&h & M 4K Bt
15 AFEH AR T INFo5 I TNES6 , Ho A0 25 P AN i IR Sk 3 B (1) INF 30 90 K A4 LA TE 1k
B—RA Z K (AHTW02006/122786) « A TNFaZs & PR K ik 2 1 HAh se 6/
TNF4.TNF5.TNF6 . TNF7 . TNF8/ F--T-WO 2006/122786[H1K19.

[0108]  FEH A Sy R, ik HSALE & RGN K Fi AR 4 FHEW0 2006/122786H A FF K
YRS K — FPEL 2 Bl 40, BT RHSAZS & 9K SUE 73 AT LAZWO 2006/122786 1 2
TR ATV 0 ST HSAZS A TR BUAR 5+ o AE HAR SE i 77 2 b, Fr ik HSASS & PRGN KL
woFr g B AR SHSAG A4 AT R R — s 2 5 m o+ .on
B P INFa 2 & PR 4 K S AR L FR (AR T-WO 06/122786 71 A FFRIALBL  H A Y5k 7 2 (1 41,
ALB6.ALB7 \ALBS.ALB9.ALB10) .

[0109]  7EHAth St 77 S, B 4 K Ad 43— (1) B38040 R I A BUORE 24N FEROAS FE % 42
FEFH A AE IR B 2 KAL) o B 32 422 22 [ o] DL ATART N T AR 0 AN 52 S 1
Ty WHEFEIRE A a0, ik 1G4 2 E B AT DU KN T R 1004 5 A A A R A4 . 1E
—ANSLHE TR, IR E R F AR A AR HE R R L AR FHER . FREIR
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i A IREBUR R R, B A G a0, ik R H AR BUR 2 2 Rk mT DA 2 /b
AN A EA N E N SRR A R R N
22 PRk - Be e [ I R 9 P ek B GG Ly —Ser R 51, Bl a, A—AS AN =AW
AVEHA AP BN E LA EE M (Gly)a—Ser EHEFFF(SEQ 1D NO:8) . 7E LML 7 &
W, TR Sk B LU R P31 : (Gly )a=Ser—(Gly)s—Ser(SEQ 1D NO:9)E((Gly)s—Ser)n, HH
nA&4.58(6(SEQ 1D NO:10),

[0110]  FE— A IRBIMESEE T 8, 7E AR SCHR RRAE “ATN-1037 [ HH P A5 S840 S (il Jie
TSR FE A Fa (TNFa) ) 25 4 (1 #idirdk 5 (B, TSN SE e REsh P al 28 [X) fl— A 5 1%
B (1, HSA) &5 A 1 B AR o3+ (9l o, — /NS Se Rk sh i ml A2 X)) 1 585 2 TR 5 4044
LR A A 2 RO & Bon S EEABCH DR MEARR L5 5  ATN-1032 AJEALET =4 3L
R 5 M INFadll il PR Rl A 88 F o X PP 8 [ 5 I It Sl I SR AR R Fa (TNF) o B 13RI T
ATN-103 [ FL I &5 A i 7 B o X PP A 2 I B 98 Ze Rk sh 9t H 5 N S sk A VHIg A
A 1L T B RN A R IR o B — 22 JIREE FH 79I A TNFa ) 45 A 38of— Ak NI A S E
(HSA) [ 25 5 S8URE G , i A 2 e I o8 85 A K P L 2 R BRG—S Bk  ATN- 1031 PRI 2 fit A7
WO 06/122786tH

(01111 MAAH B2 R AE #AR I DNA 7 F T T ATN-103 2 JREER e B E LR 7 5 on T B 2+h
(SEQ ID NO:1) (B4 'S ANHdm BB 461 N 15 k2 ) o FH T IR DNA 7 F1) 4 S 1) e i — A 2 22
B AR AL 9S00 3 HLA A ik 25 [ 5T A COOHI » AR 4E A I ATN-103 (B B PR JG 12405 ) 1Y T
W) 53~E 938434 TDa . ATN-103AN E NI AL LA 17 51] o 8 3t 44 1 Hh 185 55 DU BAF T6AT I 1]
g5 BE BT (nanoelectrospray ionization quadrupole time of flight mass
spectrometry ) MLEE B 32 A 1) 7B 4024 T-38433.9Da, #iA T AAFAERI 151
[0112]  FEE 2+, T AN E X (CDR) AR T RIZE (SEQ 1D NOs:2-7) o TN 43 Py T B
HZ 5 1) D 2 R VR R ) IE 2R U B o INFIV) 45 5 38 DAFRLAR 2 7 HL S HSARY 45 638 LU A
RN o E I A A I R IR IR B Sk N RMA R TR T BT £ IR 45 5 Bk CTMGW- - VHS
1y,

[0113]  SDABA} 1 fill %

[0114]  FriR SDABAY+ 7] AR & — AN B A L 1) . CORBEAE Y L N VRIS 3% BRI L 25
G A B A/ BAR SR A R ) (A 388 3 W T A R s 1 BRI ) BRI 4 (1 T, g oK B A 4y
+) o T A il FISDAB 43+ BA A HE A ABAM ‘EAT TG B 2 A A0 2 N HLAE T SC1R4H
IR

[0115]  ARAUIHRE AR N RO AN 2 B 7150 FT 3R 5044 - 1, 58 v B o dds ] DL I %2
HE L 7 VA R o A8 TR A A SR S AR AR 7325, S IEK S 2 MR B i 5 (ELTSA) AHER 1 =%
B 7 A% (BTACORETM) 43 B 2R i 12 LA F 7 0T i 2458 90, A% 58 — MPE 2 P A2 548
SE DL RS A I AUK IR IR 228 98 o AT LT FH R 2 P s AR AT T X AR S Ja, 191l
HAPUE  RIBAFAERE, EATRARAT AR B B, LA B AT TR S0 1 K

[0116] il & A& AISDAB 7Y (1 — AN 7~ B P 5 2 B0 435 i 34 B 1 A8 ST, 491 4, s B A4 B
IR JE 7 SC P8 W TE AR TR 10 B B Wi Ladner &, S5 5 )5, 223 ,4095 ; Smi th(1985)
Science 228:1315-1317;W0 92/18619;W091/17271 ;W0 92/20791 ;W0 92/15679;W0 93/
01288;W0 92/01047;W092,/09690 ; FIWO 90,/02809
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[0117] B 78 AR 7R 3%, i AT LA R 48 8 DLl ok S AE N shi, il , wh s 20, 44
ANER BB BOR BR o FE— AN SR T S, Frdk JE AN S aFE NI 2 /03 75 o 3k i 1 R 1A .
i an, AT AN T2 DR B [ R B T AR A & 7E /N SR PUAR 77 A A B B 4 /)N BROPR o 150 FH 2%
ACIEHEA, T LA A A FRAT AL B H A R A e PR BE DR 0 B s e M S v B A - 2 UL
541, XENOMOUSE™ | Green®5: (1994 )Nature Genetics 7:13-21,US 2003-0070185,W0 96/
34096 , T 19964E10 H31 H A HF , FIPCTHIiE 5 PCT/US96/05928 , T-19964E4 H29 H #2742 .
[0118] 7 53— SKiti /7 &9 , WAE NS WI3R1F SDAB Sy +, SR 5 A2 , 4 an , NJsAL L 25 fa %
A A BT DA FHAR 08 2 0 ) B DNAFE AR 7= A . CL @ fA o 2 00 H T il & ik & bk
FISDABS T 71 .5 W, , #9401 ,MorrisonZ% ,Proc.Natl.Acad.Sci.U.S.A.81:6851,1985;
TakedaZf Nature 314:452,1985,CabillyZE,EEH £ H4,816,5675 ;BossZE, EEH L H4,
816,397'5 ; Tanaguchi s, B & F /A FFEP171496 ; KR & F) /A 0173494 , 35 [H £ F|GB
21770968 . 7] LA A o 91 21, R IA N BE RN FR BERL R AH TV R N PR/ R S Bk EE (1
AR A R AT P e AL/ BR R A AU AL BT AR FISDAB A - Winter A 1 — Fp7s 45 {4 CDR
FEAE T, Hom DA F T 146 AR SCHER I N VAL 3T iR FISDAB 7+ (R 105, 225,539'5 ) J4F
5E N PRI B A CDRA] LA A HE A CDRIY) 28 /b — 43 B AR, B A T iR COR A 1) — 28] A
4 ANCDREAR - RA D EEBAC A IR FU AR FISDAB S -45 4 21 7 72 Pt S5 BT 75 1Y CDREL

[0119] ANV R LU A BEHZ 5HUE 45 & 1P vR] A28 Fr 51 >k B AFvA] A2
) S R IV AR A Al T AR BN IE A PR BICH: i B 7 91 PR 7 7 FHMorri son (1985)
Science 229:1202-1207;FH01%5(1986)BioTechniquesd:214; L K FHUS 5,585,089;US 5,
693,761;US 5,693,762;US 5,859,205; F1US 6,407, 21 3§21}k X B )5 L0550 58 B AE N
RILIwmhdok B 2 /0 B BEEURFE 2 — 1 AR EGE 4 1) S % BR R I By a] AR I3 AR TR 177 71 o X e
%R AT LA MER R0 1) 48 7 AL GROK BUAR IR 2 A8 I8 3R AT, a0 B ik, DA S AR IR 3R 45 S8
Ji AT LA G i N IR AL SDABSY -, 1 4, 4 K A 44 43— 1) T ZEL DNA bl b 42 650 I R sk
[0120]  fE bS5 AJRALSDAB S, Bl 4, G KA 43 iB 1 5 AR 5 BAR
LA FFFVEUAR S P R ECAAN /B[R] 5 SR AR SR LAk o 3% 80508 (1) B J% BR A 1 43 1] LA I Ik 49 43
WO B EO T A& (180, Teng %5, Proc . Natl.Acad.Sci.U.S.A.,80:7308-
7312,1983;KozborZE , Immunology Today,4:7279,1983;01ssonZE Meth.Enzymol. ,92:3—
16,1982) , 3 H AT LAMEHEPCT A FFW092/06 1938 EP 0239400 25 5 il 4%

[0121] AT AN URALSDABS -, 40, K dd 4 F B H AR A FFAEW006/122786H .

[0122]  SDAB%y—, 1, 4 Ko dds o3, 0 ] DU i 45 e M 6 20 N T4 e R Aor BCd ok 2 FF
FEWO 98/52976 WO 00/34317H [ 774 “F e ” KAZM - 81 F 2 AT LA #fr S BE A
AT AR (a0, R PUAR IR ) 1 25 A TTSRMHCTR K 5 1 5 R AR 3R 78 72 (1 T4 J 3R A2 (nwo - 98/
52976 HIWO 00/34317H1 58 S ) o % T3 7E T B 2 A7 B A 0, ] LUK FHRR R IR 2 4t 51 42
(peptide threading)” Bt SEHLEEAR J5 72, BbAN AT RAXE AT TSEMHCES & 1 ik i B4 E 4G R
FEAETVeAIVLE I (L 7, W0 98/52976 FIWO 00/34317 1 ik o iX Be FL F 45 & £ 180 32
ZLTTZEMHC DRIF] A 5 8, FF H b AA) R8s 76 T 2 A o G DU HH 10 385 76 T 400 a2 7 T DA 3o 3k B
AT AR S (1) /D & S L PR B i , BRI AL 8 Tk B S B PR B ARK 22 B o I, JEAT R <1 HUAX -
W AHASHERR HA A O, TR X T A RR R Buidk 7 20 5947 B i 5 5 WL 2R AP R
A, 0, A FFAEToml inson5(1992) . Mol .Biol.227:776-798;Cook ,G.P. %5 (1995)
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Immunol.Today Vol.16(5):237-242;Chothia,D.%£(1992)J.Mol.Biol.227:799-817;
Tomlinson(1995)EMBO J.14:4628-4638 1 .V BASE &4t T A s sk & [ A 4Z [X 7 7))
B4 4% (FHTomlinson, . A.ZEMRC Centre for Protein Engineering,Cambridge,UK
G ) X EE A AT LA FAE N P B 0 SRR, 51 4, 6 T AE B IX FICDR .t AT BAE AN I 3 A
BRI, I, 11U S. 6,300,064 ik

[0123]  SDABS:—F, B, 4 KBudd 2+, AT DA | 48k 84 T RE Ak oieadt i 7= AF B 2 1 R i)
T TE A0 M T AR L B AR R O AN B DL PR AR R B T R AR AR AT A N . 2 W
AusabelZ%,eds. (1990),Current Protocols in Molecular Biology(Wiley,New York).
KL E AR gD BT A B 1 B UV T & A BERA AL R 5INTE 5 A o 1K e 1
41 B AT DA AR 7R AR K I A0 B AN M | T A BRI A2 S AN B - 41 TR T 2 40 i LR (R
ANBE T 2K B i B 40 L < A 3 K DK B A T T R 1 S 45 60 4 : HB1 01\ DH5a . GM2929 , JM109,
KW251 \NM538.NM539 , FIAEART e A7) I A I DNAFR) K B i B B ke » B AT FH I 5. T 1 = i
FEAHAPR T ARV R £E (Saccharomyces cerevisiae) [ B e /R RE(Pichia pastoris)
Aigh 25 )& (Aspergillus) 4 . BeAF FH Y LA 2h W0 40 fw & (1) S 4] & CHO . VERO . BHK \HeLa |
Cos MDCK. 293 3T3FIWI38. AJ LA St F A S AN 5124 01 ) 75 325 8 S () sh W 4 . & (46
W Ak R R I R BUR R ) AR R, BT B 1 5RT DA ER IO 1 32 40 o vk R R R
Hedp,

[0124] &) SDABZ ¥

[0125]  fifi A BRI 5 L 24k () SDABA: -, 6l 4, 4K Bk 73+, i LR 5 RARAFAER)
SE R, 9 0, VISR SR IR P BIAE — AN HEBE X P 1) & 2D — AN S B IR A B AL AN [ 1) S L 1R
JF 51

[0126] N7 iZ B fift A % BH 1) — L SDAB 3 ({3 1 A5 AL.SDAB 4y ) (1) & JE IR 7 3 AT LA 5K
SRAT AR S5 M3, 1 7, RARATAE B VHT - ) AL B2 7 P A 38 /D — M HEBRIX rp ) & /b — A
AR BAEAFH .

[0127] R B I E0 45 264k BT IR SDAB 73 B AT AE W) (1) 77 1% o 3K L i AR 4 3 ] DAJE el 4%
i, 3¢ H B AR 5 i 22 R0/ BAE ) (9 BG4 ) A& 1 SDAB 43— Fl / BUE A ST A FF (7 SDAB
AT —ANEE N AR KRG .

[0128] X ELABAH ) S8, DA K Rt LLIX FERY 7 sUAB AT I SDAB 4317 71 P Y 2 S IR Wk L 1)
S (B, B AR R A e 2R b Bk e M sE ), B8 T 5N IX BB 1 i 7 i e
A, Ph R OX BAR I AT G AL A R H AR N RE 2R

(01291 4, iX RERYAE T LA 214 il ik SDAB 4~ o B ik SDAB | 51\ (1] G 1 L7y
BB A HA A& 7 20 — AN 2 AN B REE] R EGE  (moiety ) , I H AR & — Nk
Z AT BT iR SDAB 43— Fhak 22 P 22 16 M BT RE I B e 4] W BRE B0 4 o IX B B RE 4]
(Rt 2 BN R FTIE R

[0130] 4, X A& m] LA 51 N (1 i b He 4 &5 A B DM A oAt A 1 77 20) — 4
BB e IR B G NIk SDAB 73~ 2 5 HH L 5 it A/ B i, B AIS ik SDAB
G F ) G 8 R R AN/ B AR 5 25 B I 95 IR SDAB 2T AT AT A A HE 2R A &I A, A0/ st
T Fr i SDAB 73— H At A R 12 SR/ B0k 2D A B 3 B 1 A 5 5 BRI IA 1 T B 22 T AT
B A XL E R AT 51 AMBATR R B S22 28R N SUTIs #1019, 9 BLid s ] LA
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B8 A AR SCAE B S I — 0B SR i A 23 E se B AR, LA B 2/ T
BiZiE A, It B e Tk sduts i B (B FEScPv s 148 Bl Hiik ) 1 B e
F FH A, ¥l S % WiRemington’s Pharmaceutical Sciences,16th ed.,Mack
Publishing Co.,Easton,PA(1980) .iX PE & W] LAt B e 4 2 (9, L b ) A%
B ) gk idds , BUAE 0 b 8 et 5 0 1) 22 Sk BRR) B A (spacer ) 7422 , M THR A 22
11 2 DL o

(01311 —Ffi) vz {8 FH B G N2 4 g (1 1) ~F- 52 HA AN/ BB AR A I M i H R L s B 2 50
(2GR B 2 R AW, W3R 2 1 (PEG) B AT AR 4 (B R A8 2 5 20 B BlimPEG ) o i
W, AT LA AR AT &l T s 3R & R AL AR S5 F T S g g v B (AR AR T
(B PR MScFV s ) 5K 2 —BEAL s Z % | WiChapman ,Nat . Biotechnol. ,54,531-545
(2002) ;VeronesefllHarris,Adv.Drug Deliv.Rev.54,453-456(2003) ,HarrisAfiChess,
Nat.Rev.Drug.Discov.,2,(2003)FIW0 04/060965.% F FH T & 1 A5 2 B
FERDIE E 2 AT PAZRISI . 491701, MNektar Therapeutics,USAZRTS .

[0132] Ak b, fif I 5E i 58 & A, R0 s il I PR IR VR 5 (= WLl i Yang 55 |
Protein Engineering,16,10,761-770(2003)) .0, N T X4 H K, PEGH] P 4% T KR
FELET SDABA: F H I It 2 BR 5k 5L , SDAB 4> 1] DAZAZ M A Tl A i b 5 A— DB AT
B REPEGH 1 B 2 B bk A= , B3 AT LA AL — N B 2 A T B B2PEGIR 2 I 20 IR e 1) 2
W8y F Bl 28 AR IR ) R oK AR R N 1/ B30 C , e 4 3 FH B R N AR B A 82 3
THEHA

[0133]  flttdeth , T SDABS ¥, 1 FIIIPEGE A K TF-5000/ 4=, #1141k F 10000 H/NF
200000 , 151411 /15T-100000 ; 11 41£E 20000-80000 ] JE ] P4 -

[0134]  RTR L ZEAL, BAZIERIEEAS LT , AR WG 55 AT £ — D B2 A 2 LR
Fr B4 I 4 AL SDAB S, e LUR B — B o7 20, BRI IR 5 £ B AR (1) 34 Indde oy - 52
s ()RR S 1 s (3) RS TR & R AR 5 TR — Ph 2 A A 38 1% 1 (4)
SR AN I SDAB 43141 55 A1 7 (491 1, e 3ok 3 P 00 5 V2, R S AR TS S S it A5 o
FEIR W0 B VE D 52 , ANE T IA 55 A0 1B AR 90 % , A3 AN 50 % , FIASER I 10 % ) 5 Fi/
B (4) A 520 BT IR SDAB 23— (AT AR) Fo A HHEE [ M 5 o A& I PEGEE A A A T4 S Mk SR 4 57
PR EE AR TEN TR f 222 Wi & WK

[0135] AT aX AR & R A 3d lom & AR mT LA 5l fiNek tar (CA, USA) 3R 15
[0136] b — il & B AN L (1) A2 4 AL FENIC B O M S 4L , ol 1 N 5 R PR R D (co-
translational ) /BRI PR FEAZ M) — &85 , W T FH T 3R 3& Frid SDAB 73 1¥) 15 - 4
[0137] T &

[0138] 4t M LZAa T HFELN PR, M PRFE BN H#H— PRI AT E
HAR i & 2 Pl AR 2 — il B T AN AIE AT & O Faith n] AR &
A I 8 AR 2 ARG AR B FE: o #EAT CER R 78 B R TR 040 R T 2R ) B B T W B 1 i ek
BRI AL, BT e s b B A HH 88 1 ABCIL D Re PR AT AR MDA i IR B 7)) o i i s FH
IR FER 22 pP BT, F O AE AR R AR PR ShiA i A B A RS (B, N B
V5 G PR A B WORE S N 2 AT L B S B VR A I i SRR A A B A Y R B
) RV AR &5 A 00 Jeiniad 48 5 PR AR R SRl B 45 A 10 B2 1 JOMAE e It 3 i, mT BA
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AL A IZE T B A ek AR A58 P2 L P ) R PS8 3 Pt Aok [ ST B B 1, i /24T T 22 P 5
R E AR Fr e sh IR PORPEMERBOIT IR 8 A, R IR = (discreet) S HBIZRTT
AT S INAEAL I B A B 4 o JE I AL AN IE 2K I (R BEN BRI 4 03 BT A AT
SE B A B AR B B 45 B AT (R S VTS i ) i) T2, il Al s F AR
AT SR ZRAN T T KW B 1ok 25 5 Y BRI 81 1 o, IX B B 1 R SR AEAT AT P ik 2R 11 o
R E S

[0139] AU T2 mI LA -5 HAth s 3 i U i A0 AL b b R AT R L i K
At B VU T3 T 5 S e il B AT A I B2 ) A BOR AR i, U A K
YA 2 2 T R B 25 b xe HeAh 4l A L BRI 75 2

[0140] A B RO AEATT BT A €03 20 B AT LI T AR T LA T BUEAT o il i m] DLAEAT:
HHBEAT o AR AR e ECA T3 H A B T 4 JU 38 B A 22 T A AT o A P SRR Bl ) 7 1]
FECE T2 A LA SRS o (0 R ] DLAE T i T 23047, o i Ak B 5 A T2 s ot
AN A it B VAR S T AT 5 3E 1) T BT, P T BUEAE 5 77 B Lo BT 8 o 8 3t n] A
AR R A 5 G PR B ER: B A i v 227 B At 2 B i ZUIY 8 SRR AR AT o AE LA TR A
TR, AR B 2 R SE TS SRAE R AL R BEAT 1 B T S A L SR, B AT 0 A A
U] LA A 22 Bt T i — i 0 P 0 A 5 B 1 - B AN R A i B 1 I PR A i A
i, RUONAS U EAR N 5 0] LLFE 5 Mok B 205 R R L A 2 e fh 5 v, i it 22
BRIE AR K AL T o

(01411 &I A A T LR AEART Al AT BASRAS B0 BOR i At ) BAT SR 2R AR 37 1 7
IR PR RFAE A RE, IF B AT PR TR AT & B AT AL BOR PR 5 A il B
AR PR A AR INA 4E 2 R LM BUIERE (agarose) BT MEEEIL (sepharose ) |
SR I i B PR R AR PR T SR MRS L AL B, R (charcoal ) s 4L RiE
(BIEERECHD ) RIFE BT} o B IE I [ AR B4 A FFAE Bt Zaborsky “ Tmmobi lized Enzymes”
CRC Press,1973,Table IVA]28-46T1H

[0142]  ZE P Al 2 B, P LACKE 513 A o (BAARTBR T 28048 AR R BRY 570D 72 L8 6 ¥ ¥4 VL
ol ek A/ B R B P ST o T4 7 24 A T AR R/ B e A7 3 A B A L)
BE o A STUHE AN S VTR BT A VAR 1l R Tk A3 O T i s i (R A R
Ja o PRI 3 (8 - VA n] AR 5 T AT (A [ ) 2 pP R B AR et , DA
T HIT AT vl Bk LA - R HI T (il ) G2 o BRI S AE R SCRHE - Bl , S Tt AT
T (A VAT LA 20 S IR SR 5 TR R VS, T4 ] AR A5 B ve IR BT IR B P VB P AT o A
NRFIEI 7R B], QR T AT T PR S A T 400 . 52 BE /R M50 22 R IR 2 [8) H) B R
B IS 2 F50T- T AAEAS S5 IR AT 200 . 2BE IR A0 . 5 BE IR I T IR BN P 0 L T BE AT, SEAIL
IR IR A T 290 . 3EE IR N0 . 4JBE IR 2 18], B A S L

(01431 FERFAE At INRE 22 A I, AT DORF iR AR 22 T T (53 B 3 B0 G b i B v 1
7o a0 R SCHr IR I, il O3 Al AL X B2 1 5) ] A 2 P f py sk Pk o o L BR
R A AN SR ER BEIRER AN/ BT R Eh AN/ BT 1 s SR MR 2 Rt
BEAT o AT AR IR £8. 5 PP RUM! i 52 AR U 57t T A P 16 5 5 i (IR 226 P o 3K M8 2% VR B ER
Al LARAT 2025 51 pHo £ 852 7 G0, P AT LAAE L T s BRUBE IR BN S 40 VBRI VA T
HBEAT o AR , T IR TR R AN S MR R FE A T 400 . 52 BE IR L)50 22 BE/R 18], ALK
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JENT 21522 BE IR M35 22 BE IR L [B) AR 3de L, ~F- 41 5 22 /D295 . 51 pH I #EAT o 145 7T LAZE AT
T296. 08 6 L7 fIpH T BEAT , LI AES T 296 . 5T . 5 Z [A] (I pH T o SEALE I , Pk ¥ ¥
Pk g N2 252 BE IR HpHN 216 . SHI T BR NS 1R »
[0144] &1 22 MRS AE AN T B R 8. 22 1B Tri sZ2 MR . £ TR 6 22 MiBUR /BT AR
W2 6 2% PP AT LA SZ 1) 6 AT LA AEAS B T A 0 A B SR L SR L L IR VTR
P2 A T B e T PR AT AR TR A L TR TR A0 R e AT DI 8 5 L R, DL S e R ) 40
G o AEH AL T 2, Bk Eh AR TR IR AN AT S AN - AT A2 G F T (3 R Ehilk &2
Y0 FELE 5 7E IO 22 2 2MAT B A , 0 22 £ AMSAL AN, 0 28 29 VTR PR 2 , 0 22 24 LM PR B A0 2 44
M PR BN () Y T o R R P 1) Y ) AT DAL G O &2 20 IMFTAR B A1 , 0 22 29 2ME AL B, 0 22 29 1 . 5MAR
BE %, 0% 29 IMBRER SN A0 2 249 1 . SM PR o 19 7] DAATE FH AL 22 i Fn 6  AE 6 32 5 AT LA
FH 5 22 1A [ VA TR e P iR W Bt 7 DAt i 4 2 1 (COR 25 28 BT I WR o 700 640 ) dt et e s M
7SR JE R BTk i) B B SR AE Tk i 2 -l T4 A i e, I Bl s A AN S A 2%
PE AT DA AR U AN G fT B OI0 Ak o AR ST U0 () SR P A2 7 B 1 ST i B At 5 A0 R vk S
AT LI 3 5 AR I 3o T S AR I o 1) 2 A A 2 e R
[0145] I B 4% A1 AR 5T BT A Rl 5 28 B R T A2 4K o 6 T K 2 BB BRI 2 1 o
pHYE FH AT A T 496 . ORI 8. 6 L 17, B E A T 2416 . S RILIT . 5.2 1) SR T, L N i 2 Busd
R BE pHATHUPE 5 T T8 1) Y ] P e A2 T AT 1 o L8 S5 A1 465 57 () p Y ) A7 B AN P2 3
FEAE0 A 20 . SM( 010 . SMFT A R4 , pH 6.0) .
[0146]  ARATUHEL AN 53 AE Lk 5 W M2 ph B #h T & T BEAT 204 O € 81 1 i 32 1)
SUEITRITHE T o JLAh R N R BR IS 25 5 Hb e 5 e F3 A5 FH I G2 R B SR 1) B 0K 2 it
BB TS G &5 & AL I B BRIK) B 1 ST ARV AL 4% 20 Hh i i R A s 22 R el R 2 A
AT ASCER RV H P ) 4% 93 I N A 2 A LA DU S8 2 13 A B0t M ) 2 R SR IR . S
IR A AT AL A4, FH R T 2R3 G 5 AR ot R P A B2 ) N L Wk BREL T SA 5 2% (Il
SEFE i B ) B A ) A L SR DN o AT, BT DA A SE 2 5 A A 1 SRR A A [
VB HEAT T HAR AT DU BRI MG B Is O T S i A & 91
[0147]  fEUCER A& BEAT 2L I B2 ) U IR AR IR I e th W L 5 FT BB AR FR 45 & T 4%
(18 A p AT A AR A T g 0 22 PR BRI RS 3 18 A BT R T8, (H LA RAIR
B o O DUR RO B B B 5L SR, AT RUS 2 M (3 o) BURETEOK 22 Bl 4
At B 5 B D B R AT AT AT BEAFAE T ik € 1% o o B I A 0 G ) RROR B R
G AE AN SE T FE Y, IR BT TR AT DA B S A A o AT DU A R o SR L T
PURHZ AT BRI il A7 22 B8 W PRSI AE AR K B o XA VA VR T LA B A AN, 1
HoA a0 Al BB 2 A I K o
[0148]  AFArT A ALBY B AR it 1 8 1 50 2 AT LR AR AT 53 ) 5 VR E o IR e T VA AR
Atk A Fni 3 HARHE - D e Bk Wi Lowry P 58 7 S Brad ford Y 52 v  Smi thill 52 v 1 e 44 4
SEVE 2) M FHEE 1 5 A UVIR AL PR I 3% s A3 ) 3 Tt i 8 e (i) 58 1 45 15 O AL B 1T
fiti , HoAMOBUT 5 AEAH R e B O A &1 82 B Bids AR EL B 2 WA IS toschek (1990)
Quantitation of Protein, T Guide to Protein Purification,Methods in
Enzymol .182:50-68.,
[0149]  BREE Y, DA AR REATAE TRt 5 Je PR 0T, R A% i AR AT A& i i T B
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Dottty , Frik 5o AR Nz BUR S 2 DUk VS FE v T 298 73 0 2 — (ppm) (FZ BRGH 5o ff 22 50 34T
AL B A R THR.) 2 500ppm L 8] H¥5 G o 1 20, B IBK G S5 W B U 58 725 (ELISA) , — FfAs
QN J7 i AT DL T A R — A B B BE A BTG G o 2 L AReen (1994)
Enzyme-Linked Immunosorbent Assay(ELISA), T Basic Protein and Peptide
Protocols,Methods Mol.Biol.32:461-466 % Hoid i $#2ib DL H AR I AR SCAE— AT
[, 3X 8 A 25 1 J5ons B ik £ 1 TS B ] DAAEAR SCRR 1K) 5 vk 2 a2l AR el /b %2 &2
DL/ 2, ARk 2 A D21 /3, AR D & A A1 /5, AR D & A /21 /10, B
DL D B F L1/ 20, BRI B 2 ADLY1/30, EALGE D 2 2 2)1/40, BARGE kD>
2 & /DL /50, AL % 2D 2)1/60, EARIE D 2 2021 /70, BRI 2 5 /2
1/80, AL/ 2 22/ 291/90 , 3 H Atk j b 22 43 /b 451/100.

[0150] 7 5y —J7 I , 7E AR SCHEIR I 71k 2 fa X 8 HAth 2 1 J50n BT ik £ (1 s e ANl
£310,000ppm , L A EEIE 29 2500ppm , AR 1E A EE 1S £9400ppm , 5 LG AN L £9360ppm , B
ik AN T £9320ppm , SEAR 126 AN B I 29280 ppm , B A8 A F it 29240 ppm , B0 06 AN i 1 £
200ppm , BRI AN 1k 29160 ppm , BE AL A Fd it £9140ppm , B A3 AN B 291 20ppm, AR 1%
AT 29 100ppm , AL AN E L £180ppm, B LA L L160ppm , B ARIEA 1L £940ppm, B
P A i £930ppm, ARG AN B IS 29 20ppm, EALLEANE L L) 10ppm, I H ARG A B 4
Bppm o X A5 GG ] 7] LA T A6 A 7K 22 £ 10ppmBER A 29 10ppm 2 £ 10, 000ppm. 41
B H e 1 2 A& T AT AR, AR SUEE AR e AR B3 R B A A K
S R] DL T RO R A 2 i s B i) Sl R &, DA R AN e 2 i e BTG G
MR A B o R, an SR ek 8 1 S B R I R RS A AT BRGNS Rl B A B
159K o

[0151] W] RRAFAE T #EAT 2040 I 28 1 BTG A it v B DNA S 7] DL S AR ART 538 1) 77 V5 DU e
g, T LA R SR A B B QSN 1) I 5 V5 AT 3, TR R BE A AG I 10 7 e fp 2 i 2R
1 TR 731 KT I DNAYS 2 o DNAZK P ] LUE S HT COR gD, AT e Ml A 2 2491/ 2, AR e ek > & 24
1/5, AL D B L11/10, EAE R A 291 /15, BRI £ 4)1/20 AT L, 2 5L K
i 01 2 JEIDNAZK /DT 2920 K¢ v Bk 22 v 85 1 o, ik /> T 15 5 b 22wt (1 o, B A%
DT 10 w2 v B A BT, Bz /b T5 % s 22 e B A o

[0152]  EETHEAAK A

[0153]  AE—sEH )y b, &4 PUE T M EINGR A ] B i 82 3 A G 24k, o 3 & 5K
B £ F A(SpA) J&42kDal) 82 F J5 , B NS S 5 B AR YE DA BAICHY 1A JLF A U5 25
sk A4 Al (Sjodhal Eur J Biochem 78:471-490(1977):;Uhlen%:].Biol.Chem.259:1695-
1702(1984) ) o IX BEZE IR E A K LI58 Mk A , 15 5247 4165 % -90 % 2 HE IR 7 71 [A] — 1 . 55 A
ARTAR Z T8 ) 45 B AL o, S8 SpARI T AN 45 380 (E DA BATC) 5 TeGili it HiFclX
GEA  AH S G5 M IRDRIE R 12 2 [ Fab4h 4 (L jungberg®Mol . Tmmunol.30(14):1279-1285
(1993) ;Roben%J . Immunol . 154:6437-6445(1995) ; StarovasnikZEProtein Sci 8:1423-
1431(1999) o Z&5 K, /B ABES F I — > DhREME R AU A B8 & B /MERRA (Ni1sson %
Protein Eng 1:107-113(1987)), .7~ HAG 7] LL 2 1 6 4k n] AZ X [ 45 A (Cedergren
ZEProtein Eng6(4):441-448(1993) ;L jungbergZE(1993) W, |3 ;StarovasnikZE(1999) I,
30,
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[0154]  E g, milk B AT EAZRAF 09 8 A AR 58 AR FSpA (718 H 408 (3 & BRE BN
A R AE R H 8 5 A EC A o AT IR 28, NPT Ry 1 A AR A0 AR AT B M 254 15
TR 6 A AE S ) AR 1 At £ 3 A BT ) I8 A (Ghose§Biotechnology and
Bioengineering Vol.92(6)(2005)).C.& & T HiH g (MabSELECT™ SuRe ) 3k 47 B 0t
()78 P 2% 4 (Ghose S8 (2005) WL 1 30) oA AR A i TREE AR, & T S AR 245 M3 i 7
% R AT bk e FF HAIE T 1E R VU AN AH [RIMAZ 0 1 Z 25 740 38 DY 5844 1 8T 24 BC A& (Ghose 5§
(2005) WL E32).

[0155]  [Klitk, mT RAfSE A oIk b AT DASRAS I 8 1 AR AR 9 il 1 7 () 1 A s it 4 Ak 77 v .
FIT B B 451 - b B i, AT LA FIMabSELECT ™A BiMabSELECT™ SuReft: (GE Healthcare
Products) .MabSELECT™ & &4 # 4 SpAfE Jy HL [ 52 AL Be A4 i i Ml _b ] AFRAS A g o 13
T AE 78 PR A3 A KA B SR IAR 4 T i Mab SELECT ™) 41 25 [ AT AR T FL LA R T 25
AR AR EL ], H 58 0 TeG4s & RE 77 SR AFCAR X TGS & X I RE R 2R UL T RAREE HA.
MabSELECT™ SuRett: B A 5MabSELECT™HIT FI LA o o A2 B I W 2 0, 7 A TR 4k 2 I
M HHFEME R 245 IR VY 5844 (GE Healthcare Products) . HAh i ERT ARG SR EA
FEARVEAFEH AP TPROSEP-ATM(Mi1lipore,U.K.) , i 5[ 2 AL LM A &2 A
AZH R, 7T LA FIH R F o A A T 251 Al R (045 Protein A Sepharose FAST FLOW™
(Amersham Biosciences,Piscataway,NJ), FITOYOPEARL™ 650M Protein A(TosoHaas
Co.,Philadelphia,PA),

[0156]  ¥& JELm% K A1 M i

[0157]  Z i L ACH B i I 7E s Mk b2 nT BAZRAZ 1, FF H AT DA AE A K BH 1 s i A
FIBT R A4 B AEART AT T 20 o X038 FH T8 T A A E i (1) 25 AR B PR 4 U8 BHAEWO 05/044856
R A, R L PN 25l I AR DA LR I N A

[0158]  FEA B — NSt 7 &b, AR A 2 dn R T X T AR R I B e i K
A DA A2 25 B B0 ANAE i pe 45 RSRs E 1) 22 LB B S I o S B Tl K (1) ke A2 T A
AR KA , (H 2 i 70 R 428 90 BB AE ELA2 A Tum & 1, 000mm, 3 HL AT B 10um % 100um . £E 4
R — AL T 2R, BiAR N 20mm o 7EAS R B I 5 — A SERf 7 22, R 4 0um. 7E AR K
B ) S — NS 77 28T, R AR 2 80um

[0159]  FECHAKER il % b Al LLR H 22 Fh (i s 4k, e 32 {5 P A S DR RD T 178 S8 R 7y A
L IMEA mEALS G /I BRI E A BRI R 75 AR, TTH BRI & A 45
A REST AR HA AT H AR IR AN B B K o B T TR LG B HEE KR 0 B &
HHIE A 73 BRI IE T Al b e Bk E A I 2 D Fh S BER N R BE 08 U 1 38 e 2 0t
o KA R

[0160] A& BH ] LA FHAA B R SR AEAE R B IE S AT 438 (2 continuous annual
chromatograph) " I 8 FL il A AT I o 7E AN A W 58 — AN SE it 7 B8 b, g ) s 40 R Tk A A it
HESENFE P AR N REEME v 2 FE N (dimension) (& PR £E AR B 19— AL )ity = h
TN Aifk n] PAAE 22 /00 . Sem ) A BELAR AN Z)20em i PR &

[0161]  FEAR & B Y HA SE it 77 22w, AT BAfSE A 2 em % 296 0emP) A BLAR o 754K B X
— LT Z R, AT LT A A 60cmZE 85em ) A BLAE o 7E AR R BH 1) HE L8 SE it 77 2 , AT RAfSE A
FEpH 9.0[f1200mM NazHPOAE VR 11 ) 5 ¥ 3 1 4K W B 1) 29 A 29 4.em/m i n [ 1 5 033
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B DA A .

[0162]  FH-T-2 FE M A A A IR I 22 I AR 2 il AR 26 5% A

[0163] ¥ Firidk F ST A A W TG 5 o AA T o8 W 2 fish 2 1T , 7T B A 06 2 8 S 40 ipH L 59
5 5 AL A — AR 50 R AN [R) B 24 o 1A R o o BR1 I, T 2 (1) 0 5Ol o A AR 3
VTR P24k BT 06 250 1 PR T3 (9 2, T 1 B pHL 2 08 J2 5 Bl T 51N B34 I K 22
TR T Ve FR LT R L PR e

[0164]  fE4ES /it A AR LB K 0 (it , FVE VO 35 TS e B S Ik 1 3L 5, i
BEP= A BT AR TR 48 i Ak it 06 75 R M o 76 A R BH ) — AN S 7 e b, T A AR Ll
YRR R pHA 70, 01522 . OM NaCl ¥ ¥4 -1 BT i 5k Jo3 o 461, v 3 P 4 2% gl vl LA
A 1R 20mMBE RN , E 3 — ANty o, T DAE A 128 LomMBE FR AN , 75 55— AN SEil 7 &
R DA B A 228 SmMB FR B, 75 o5 — AN St 7 58 HL AT DA 2mM B R, F HLAE 7 — AN sE
Jiti 77 G AT DL A SmMBE FR 0 o IR P A 2 ol T A& 0,01 %.2.0M NaCl , /E— AL 7
21,0.025%0.5M NaCl, 76— i 5 &9 ,0.05M NaCl, 3F HAE H—Asei &,
0.1M NaCl .23 S i I pHm] LLAEG . 288 0K JE [l o £ — DSt /7 b, pHA] BLAG .6 5
7.7, HAE S — AL T R pH R N T . 30 BT P28 v R] A A 0 28 200mMFS &L » 75 55
— AN 7 S AT DA 1 20mMAE R » HF ELAE 5 — N SE i 7 28 AR AT DL A 100mMKE &
P& o T 3R P47 22 PR AT DA & A 0 £ 200mM HEPES, 78 5 — AN s2 it 5 2 b Hal DL & 45 20mM
HEPES, JF HAE 75—kt /7 22 HrT BA &4 100mM HEPES.

(01651 £ il £ Yt it 452 2 2 I A A €1 v, 19 m] LIRS BT ik SDAB Ay T 44 0 22 ML A8
o 2 A& B G2 R B B PR AEAR R B ) — AR T B, n] L R SR T
2 PR AC e A LR Pk 2 A EL B E pHAG 5450 228 2. 5M NaCl [ 3 35 22 phig b o 4 , ik
BEREMRT DA 1 2 20mM B R A » 78 Iy — AN St 77 28 v L AT DA A 2 22 SmM R4 , 1
— AN 7 v T LA A 3 T BR AN , I LR S — AN U7 S mT DA A SmM R Y .
B 3 82 v T LA 5450, 2222, 5M NaCl, fE— AL/ & H,0. 28 1.5M NaCl,7E 55—
SEHEJT 1 ,0.3%221.0M NaCl, 3f HAE 53— AL 77 28, 350mM NaCT o I ik 26 #04% il (1)
pHA] LAE NG . 4227 6 TEE o 7E— AN SEHt 7 229, FrikpHA] A6 .5227. 0, FF HAE 5 — sk
Jiti 77 o BT i pHA] 6. 8.

[0166]  SDABS:F #4415 ¥4 ALl AR 0 b i DA 45 A B i A s B L A B BT DA
A ] A 22 SO T JE 70 PRAE S I R/ I I R AT h E AT, /B DA ] B - e AR 13047, Hoo ik
FHZEE 5T 5 B V5 R A — 5 I )

[0167]  {ENGFRILTE A MR S5 PR T WA 2 )5 A1 M BT IE BRI A « SR, fE— 48
G Y BR B 1 AR o 0 AN A SCER BOAS 7R B AR IR I TR S BT, AT LB RIS R, B
Z— AL 2B IR SIE B R PR T BE 28 P2 MO T 2 B 18l K 18 I 1 e Jot SR H
()R L A A E T B AR, DR e AT DA FH AR AUl R AR TSR Ve o A B ORI 4
WA AR, T DU AT MO AR 2 R RIS A AL buikimid ¥ 5 Hoeh 2 24k
IOEARESE ]

[0168]  fE&hAAaXrp , W] LAAEAT 3 I B P Ui R 2 J5 4 BTk SDAB 4 MAE W M o N 77 MR
Ve , A 2 A Ad RS L R v 28 R EL A e pHIK) 545 290 . 2252, 5M NaClIK) vy B 1 i T R 15
Hh 2 W o M 2, TR B P 4 R AT DA S A L 20mMBE R AN, 7E S — ANy b HAT LA
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A 22 SmMBE RN , 4E F3— ALt Uy S vh HmT LS 2 = 6mMBE IR BN , £ 5 — A SEHE 5 &b ]
DA A SmMBE RN , T HLAE 55— > SEHE 7 5 v m) LA 7 bmMB B o i ik e IR 2 il ] B 55
F0.2%2.5M NaCl,fE—ASEjifi /7 £ H,0.2%1.5M NaCl,7E 55— AL 7 &9 ,0. 3% 1. 1M
NaCl,7E 53— NSEHE /5 %, 1.0M NaCl, 3 HAE 53— ANS2i /5 &4, 0. 35M NaCl. frid et
MR pHA] LAFE NG L4287 L 6H I o £E— A SEHE T, Tk pHA] LA 6 527 .3, 7E 55—
ANSE 7 ZH FrRpHAT AT . 2, 3F HAE 55— NS 7 &2 Bk pHAT 6. 8. 04 7 MAEBE B 47t
PRI LA AT 22 (1 B2 A (A J D508 e IR 2 11

[0169]  fELEGAREA R X =3 LB A G, AETUE S IR B8ORS 2 5 7T BLAE
b7 v ] A 2 5T, B (stripped ) AR AR o e R e 5 420 3R 47 DA fa ] A SR 10 L 1 2%
JRAR 2R e DA R/ B 2 S o T LA 38 S Bl A ok P D T G

[0170] AT LAMR P AR SUEE AN SR S0 TR B pfBL s 7

(01711 Atk 0 g%

[0172]  JAEC &R IFR R A i ml LA SR AT Aok A SR Ak 7 B A4 ToG, an B TR
{H A A R W ) AR 77 V2 AT B 5 HAm 2 B BT 24 AR AL 6 A FH o AE AR I B — S SE Tt 7 %6
Hh, FEFRBE R AR O A BR AT — AN B AN B T R AT e B o i) A7 38 v A B e 2
TR AERK I 7y — AN SER T & rh fER B A P IR e — A B A2 2 5o T
BRI TS BBk R BE e EARY

[0173]  HIR ) cHAZEAL IR AR AT DU v b 55 HoAth 2644 20 SR &, Prid HoAm 2640 20 SR 5 4H
AR T A A O RS | KO B A A | ] e Ak < R o Al AR R HERE 13 32
DI R R R DR AN/ B A e

[0174]  AE— AL T7 S, 78 cHAZEAL A0 BRZHiT , WOIR A o m] DA i i it 25 (1 AR 20
BRI AAL B, B 5 52 45 2 FLBE LB IR R 82 3 AZL I PROSEP-ATM(Mi 1 1ipore,
U.K.) AT LAA FI R o oAt A A &5 A AR 57 45 Protein A Sepharose FAST FLOW™
(Amersham Biosciences,Piscataway,NJ).TOYOPEARL™ 650M Protein A(TosoHaas Co.,
Philadelphia,PA) FIMABSELECT™fE (Amersham Biosciences,Piscataway,NJ).

[0175]  fEJycHAZIAL Z B AEIE A2 3R, AT DACSR L 22 B (03l o AEIX U 1, 7T RASG 2 A
1 B OH 1 A R B 2 3 Joa DA TR Rl B ¥ 5 B - 2 A DA AR 8 o 88 7 2 A U
AFE 2B R ¢ FE (DEAR ) = FF B U 5E 2 BE T I 9 e (TMAE ) 2R 20 B 2 B (QAE ) Al 7R fi
(Q) A=A o FH 5 2 e BRI AL FE 2 Y 6 (CM) T 2, 3 (sul Foe thy 1) (SE) (TE P 2 (SP) (B 12
(phosphate) (P) FITEMR (sulfonate) (S) £ 4E K & 1A M IF AIDE23 . DE32.DE5 2 CM-23
CM—32F1CM-527] LA MWhatman Ltd.Maidstone,Kent,U.K3k15 .4 T Sephadex fIAZ BERY &+
A2 W I TN o 45 0, DEAE- L QAE— . CM—. FISP  Sephadex . fIDEAE-.Q—.CM-FIS-
Sepharose . flSepharose4 & 7] LA M\Amersham Biosciences,Piscataway,NJ3k7S. H4b,
DEAEFICM — 3 47 A2 1) £ — I — 2 TR 0 B 6 3L SR ) 4 TOYOPEARL™ DEAE-650 SEMAN
TOYOPEARL™ CM-650SERMA] M Toso Haas Co. ,Philadelphia,PAR{E .

[0176]  FEAR N —AsEHtE 7 S, Al DLAESS A A Qa5 rh A B 7 as e (3
[0177]  FEFRLLCSLHE T B, B e AT A A ACIE D IR, 5 AT Tk B 722 b
BR M 58 =747 ik cHASE 3R

[0178]  HAth R Fift 2255
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(01791 B THMWA S B 2 51, L0 SRR cHA i T T AT 10 2 oAt 4% 7% - 7T LA il
3ot 24 % WD 0 HIA 2 vk 3 R 11 4 Al 2% BB 5 AELS B T-DNA 7 41 85 11 S o 7 A
[ e H A BRI E NS R

(01801 AR g — A2ty e, AR W) B g LU T4 0 5k B 1 A o FE AR T ) —
e ST S B TR A R AT A I 2R AT SR 5 235 /D, 0 300 ppmiRk A F AT
1ppmo

[o181] 2525 ANGYT ik

[0182] 5 1 il3et A% A FF (09 77 HR 4K SDAB A9 il 71 T b B SR 15 55— 24 5044 45 1)
SR (B0, N2, Pk 5 25 B IRy T SRZER UG PEA , LAY T
(1001, W/ BR B R — N 22 FIA AR ) TNE R S0 , 101, 6 VEBK 11 B S i o A
EITRARLA GV R B A U AR ST LU DI R A A R IR R
5K ) 2 AL L PR (1 8 Oy R/ B4 T T A R s
P T2 AN IF I LT LA A2 1K 5 5

(01831 BT 10 S FBETAE 10 PR ek 5k ) (0 (AN IR T 11 S 9 88 i, 64 48 (82
32 R 6 5 28 L 4074 2 MU I DA 58 515 28 VIR I B D 3 48 BB AR 6 49 A B
BV R IR RGP TEIVE AR SR A TE T 5 2R IEREAL L 1 B S e e P
IR B ¢ CELRRAS B PR B AR PR B 6 ) REILIE 77 P s (TBD) 52 BB R s
Sl 9 PR (TR 5 SRR 30, BB (O S 08 ) 5 B R PEIRAR (Al 353
MILSGE RS AU 395 » v 252 5 50 A A i ) 5 RS AL PR 25 B £ — ST
S, TNFO AR AL 56 45 48 R » W01, 356 19 LA v 50 — Ao 2 o ) « 288 U 16
3 9 I RIS 5 9 (RA) (0, v 1 %8 T8 1 SR RO PR S 4 ) B 5 4 2 AR I 6
 J R B R A 2 AR R MESRAT A8 (JTA) s SRAR T SR ME A 2 L 5 BRI
993 A PR/ B R REAL.

[0184] SRSy S L BT BV AL A 35 37 790 0, 3 T INFAKS L i, ki 55—
27T DR INPH A B L TN 26 45 P B, JUrh A 55— INFH LI 15 BT A TNR 25 251k
SDABY - LA /N [7) ) 3 14 5 o B 495 5 TNR 45 4 SDABH: 70 R 110 28 700 JH A e B s
S ALF 301, AR FB ) A DA ) S 2 9 A8 5 AR ) 9
70 40 5 75 4 0 1 750 o £ — A5 BT e A A 28 7002 T 5% R bt
7 HARLFEAEANHR T 8 R S8 70 (NSATD) 5 S PRI B , 4% S SR RATE 1 B s, AT IO kA A
2 D « A e PRI 250 (DMARD ), 401 20, B2 400 (Plaquen i 1) ALk
I L SRR AT (Arava®), [ 57 58 A F 3006770, 4045 67 41 7 3% (Enbrel®), 9% 5 Bl & 26470
(Remicade®) (7 B A & F G WEW ) , TR i A 8 4 (Humira®), 37 CD20 470 4 (531,
Rituxan®) , i A PE A3 124 b 1 2 (Kineret®), 4, ki 7 % (Minocin®),
T I, RN VA, (R BRI NG, PRI , FIPF 8 K A I L X e 45Ty AT L
A7 T PSRG90 ) T 25 (3790 D308 90 5 22 Bl Y7 AR 7T B 1 73 MmO
RIAE

(01851 FT ik 1 31 T LA YA VA VL % 2 (O T Se e PP v 180 S RE R AL
aT LA S (T I SUNLPY P ) BB RN 24 0 i < E M 4
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U T A SCEARR 1 My AT R B 45 24 2 AN 25 2R, 3 B R VRS, IR BT B
WU N, DL REIK A SR JHE A Do B IR 2SR VR BT VBN (IR T
HE P R TR NS R o 75— SR SR, AN SCHER I B2 S N 45 2519
(01861 25 il 5| /L il & ANl A7 26 1 2 ot HASRE B - 2904 &t ) LA MR A i R
JE A2 45 24 1A B RN Tk AR o o

(01871 24y il 0] Al LA C ey VL~ sl 770 s 2o BB I o R B G At 35 i B ) B PEE Y
A7 P25 1 o FTE R S O] DUE DR A SCRBA M 25 RV 75 28 5 LSO P i 1l 2 — B
Al (LR 2 NN B I& R, S8 m BEAT 1L DERR T R il 26 o I, 73 B IE R K A St
A AN AT SR 73 O BRI S B e 2 A 1 P HL At jale s (10 T T 28 Ak v ok
il 2 o VROE = I B PR T A il A HI 3R 57 (coating ) WG BEHE R AR 1F , ££ 73 HIGRI
15 00N I DR il 5 A2 R DR FF 5 AR oL 5 P 28 I i PR AR OR AR o VRS 2L 5 W F) A IS 1) TR
iz ) A e AR 2 A e A A R R A R A PRI SE B, 4, AR g R e A o

SCHE 1)

[0188] DAt fol N f i T Ui H 1 o

[0189]  SLjfhi1 : HFATN-103%5 A5 5 51) (K] Hh ik

[0190]  ATN-1037& — Pl #E ] TNFa MIHSAK) =4 K Judk 4+ 49K P44 i wo 06/
122786 1 Fr iR 1% R TNFaBLHSA 73125 Y5 H 38 P58 (1 1ama ) (1445 T8 A4 ST oA I 4 K A0 A4 14 45
S PRSI BETNE LAE S N INFa i) GRS AR 5 ATALBLAE 9 N STHSAGR K Hidd FH T 5%
HHSE K B TNFLATALBLIH ik CORFE AR 21 S 3 19 AHEZE (DP51/DP53) F 2k N YK  FETNF LI A
PR AR T 2N IR B B sh iR FE (PSAAIR103) F-45 IX AR A iy 42 N TNF30 . ZEALB1 )
N R AR B T T IR BERI SR Ik (N16 NT3.T76.P84.T93 . 194 81S103) 341X il
A A 4 N ALBS K AN TNF 30 40 K B4 %% B E i 94 R L R 1) H & R — 22 & 1R % 2 5t
(GlysSerGlysSer(SEQ ID NO:9) )% % v S ALBSYN K F K 4G B 7E A SCFR A “ATN-103" [ =
Mo+ ATN-103[) 2 B 1R 7 51 s T3, A L N MR -TNF30-(H 28 — 22 S TR e e L ) -
ALBS-(H &R -2 T IR EHE ) - TNF30 . /EE 27, B4R 52 [X (CDR) A+ K kIl 2k (SEQ 1D
NOs: 2-7) o TN ) 43 N B g BH 5 5 01 e R TR R 1 ek U B o TNFI 25 A 38 AR 1
2o H G HSA 45 A 5 DAL RMA SR o E R IR B 45 A R L BR e e 3 N ARMA i s on T B
A2 RS 5 I CPMG---VHS ™)

[0191]  SLjfEfs2: ATN-1034E 4L T2

[0192]  ATN-10344k T 2 B AN (23 25 SRR = A s v b SR 2 Bl (3 LIS o BT A A0 R A
FIEBAT  BREE BTN

[0193]  FANalifh B IR JEHE . H AL AR R SO 3R

[0194]  MabSelect £ A ASE Al {43 AR I T35 3%

[0195]  MabSelectTM&R A TE 0 BRIV 3= 2L B 1645 M IS I TC 4B 26 A A1 i 2k 7= 40
AAEATN-1035 T ZATAR 2% 5 (B4, 15 3= 40 BUDNARIER (A 5T, A 5l 0 AR R 435
[0196]  MabSelec t& [ AJE: FH = 5 A IR (%) B R ARl 68 T A) s P S RV I 5 ok 266 o e e 7 Tk
b A 8 KA (B col i) R BERY B 20 8 A AL AT A4k

[0197]  #EMabSelect& [ A FHTri sZ% i I &AL BN A CT 40 1 28 3080 19 T A L 46 A
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5T (M) o BT 22 M LA 300 em/ hr s 47 o BIrad ~F- 1 22 5 45 150mM NaC1A150mM Tris, pH
7.5,ATN-10345 & FEMabSelec t ™8 (1 AR i 1 2% SR Ik 124 o K 5300 g I Tri s b K L
AAATE A (150mM NaClAI50mM Tirs,pH 7.5)75 ¥ LAt — D B AR 44 Bk 1 , B AARIRE Tris
2 PPV 5 o TR IR FE T i ST PR 2 PS5 A 10mM NaCl AT 10mM Tris,pH 7.5 045 517"
Py R pHH 28R 22 PR AT B B o BT R Al p HH 22 R I 22 VK 2543 10mM. NaC1 N5 0mM H 28
B2, pH 3.0, Frid i g F S B AL VA AN 55, SR G A AE S 16 % LRI IER
ZAMEAMabSelect F AL AT UL AL — R IEE

[0198] =ML EMFFAE18°CE24°CTpH< 3.8 F1.50.5/N i} . L & ¥ MabSelect™
A ARE 2 5 B AR p I 36 5 T AT 598 555 3% o S8 5 IR 4 [P HEPES 22 i (2mM. HEPES,
pH 9. 0) A1 e it Y B4 AT FHIARJZ 00 . 2umid g8kt 3

[0199]  Macro—Prepl & S K A i

[0200] Macro-PrepMl & HEM KA (cHA) S BN FEEHNE LB E S TERENK
(HMWA ) 325 40 2 3 AT = 248 {1 2% 5T, DA 2 4 i g (1 (HCP)

[0201]  Macro—Prep % £ H M KA A2 HH 7S A df A% A4 B AS BT R a1 225 5T - 45 L Bl 1 £ 0
SEAI TR RTIR F 5T, Ak 221 5 5N (Cas (P0O4) 3 (OH) ) 2. FITIA cHARK JiE A2 A W5 42 3E B
BB B A B 4 JE O A AH TLAE FHIR) 22 A R o o &5 5 1 B B AR I e B A
Eh B R SR VR P ) 3 ST

[0202] {5 St cHAME FH 7 A7 e iR P LA AP I 22 1l ~F- 4, B FH 75 A (IR B A B R 22 ol
A o 1) cCHARE [ 25 300 R 2 b Rl [FMabSe lec t M (I ATC M) 3538 2 5 , 41 R £ P
S MRS, I ELAT 3 A e shvk FE R 22 P IR S ATN-103 o ZEBEIRATN-103 2 )i » AR 15
2 1) SR AR I 2 AR PR A\ AZ A 2 o EMWARIT AR 2% 5 o A AR, SR A7 AE S A AT TR
[0203] Planova 20NJF &% BE 1L €

[0204]  Planova 20NJRE:1% B 1t i€ (VRF) D ER$RAL T B2 /KPR 2275 B DA B o 2 m]
REARERIETE AN R B0 Y RN SR B R P2 ) 2 4

[0205] g —kMPlanova 20N VRF3E'E FH cHAVE IR 22 th ik 1 , 5 5 8iMacro-Prep & #2
SR AICEE W) G P AT IS R P AT S BRI 2 J 48 P 2% 1h g it (e A B
T2 R4 1) HoAd = 4) o

[0206] &/ VB PERREC A

[0207] i HIREYE /75 80 SR (10kDa MWEREE {E (cut of ) ) SRIRAAVRE M35 H 2 il =2
e 2 gz i

[0208]  7F - B 20 1 (module) Z J , B 5K 2% BUA MUK 48 = U B brig AR, 2R 5 H
14mME Z R pH 5. 8 MRS IE AR 3 — IR A 2 K 4)110g/L 2 Ja , A A RS2 ML A %
RA YLLK 29908/ LIV B 24 85 11 5T B AR IS B /IMEFR (11 1% v/ v) Bk 4a it
VR (10mMEZEL 22 % 50 % EEMEAN0. 1% B LU BLEES0) W INE VLA 74 « SR s X 25 W 5 (DS)
J910mMZL Z BepH 6.0.5% FERE.0.01 % 5 1L BLEE T 1180g/L ATN-103.

[0209] &t ik

[0210] {4 e il (1) 25 ¥ S i — PR . 2umyE 28 DL 22 B A ART VB 76 (1K) A0 SR A A= 103 G A
BRI T o

[0211]  SEZjifafs3: & 1 AT R EL 3%
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[0212]  PPAHLL R 3ETF & A AR L B FRATN-103 [ 8 77 :MabSelect™(GE Healthcare).
MabSelect Xtra™(GE Healthcare).ProSep® va Ultra Plus(Millipore)fiMabSelect

SuRe™(GE Healthcare).MabSelect ™l FI &4 245 M)k i) 25 (9 ABCAA , 31 ELR g B 20 DRI 22 BBk
1M S NER 7K MabSelect Xtra™f Fi5MabSelec AR (IFC 4 HL2% B 330 % , 3F LA
NI BRI K LR . ProSep®vVa Ultra PlusE A 5T 38 B 22 AR SR & 1 ATOAE . 3
Vet FH T8 B A 0 T 1) B i 2 MabSelect SuRe™&5 & &7 Felf) 4 (ATN-103% 47 Fe
X ) LB B Y e A 50 7 B8 ORI B iR e P (caustic stability)o

[0213] 4 L itMabSel ect ™Sl & (I AVE VL AEMVE MBS R (pH="T7.0, FlE £ 1g/
LTRG24 A K E) ) Bf , ProSep® Va Ultra PlusiEin | @45 46877 (16g/L 1)
ifiMabSe lec t™{{145 288 775 2 BIIE A ) 45 6 R8 F7AHEL SR 120 % X380

[0214] G E T IO B AL AR 71 (DBC) IR X FMabSe lect™, 45 & 88 /14£600cm/hr
NT.4g/L v, ML Z F7E60cm/hr A8.0g/L r.7EliKMabSelect Xtra™HIProSep® va
Ultra PlusB 08238 7 AR S o R, 76 P 45 0 T A DBCH S MA 2 /) o

[0215] Sk 25 7 el M RIA B I AZE B BE I RO o 25 SR RN N0 . 5M Na 2S04 58 i i 3
S % 7K PR A LA A INDBC. 101, MabSe Lec t ™ (£ OM) ) 45 4 BE /738 N EAE 150em/hr i s i
N12.5g/L 1o ARG AL A BB I BUAS B NaoSOa R ¥ W o 7E £ Nan S0y CM A A 1 2]
T REMDIE. 4k MabSelect Xtra™(DBC=16g/L r)flProSep®Va Ultra Plus(DBC

=17.5g/L 1) WEER] 1 IR

[0216] 7 K A PEGKT 28 [1ALE A A8 J7 1K A0, K16 %6 PEG (4000Da ) i A CM o 84 5 4 . Ath 45
B B B i 22 AN B PEGIK 22 il h o Tk 45 R LR T AESS 5 B 7 it A &3 gt Hasefy
Ao DU BN UTE o

[0217]  sZjafs4: ATN-103MabSelect SuRe™FA

[0218]  7EFf KMabSelectH BRIILFE , FE45 AL 56 8 il TMabSelect Sure™PAZRAS X
ATN-103[1 & FIALE A AL SE LT T A B AEAS B K & , ATN-10345 & ©MabSe lect Sure ™Jf:
HAEEpH 4. 5B LS AR 7Y MabSelect SureZ¥it N R A& HECX KT
A E AR IR ATN-103R & Fe X o 7EFH 5 K FF & s I 5E T MabSelect Sure ™EEH5LA
RIEHIGRIRE 10 % 456 =188 /LM IR HIATN-103,

(02191 St 515 : ATN-103H B5 542 # (CEX) S BRVFAify

[0220] £ty T~ BH & 28 # (CEX) Bl 3R A2 JR AU T3 INATN=- 1032640 T 2 rh i 3R AT
(K75 5 oK 26 1 A 5 (CM) [ H 5 BB AR A2 12 8 9mS/ em Z [H) FF K5 pHif 52 45<4. 3, L5 5
T40g/L rf7 & ATN-103%F CEXA™ B (1 45 5 AR5 85 , IR A 7E X 28 pH7K P T (1 H e / BE R 3
Ko KX R G545 6, BEASIGATN- 103 N CEXHH I 5% M 22 AR rlL 32 3B VR o e IR 2% 110 8 <
50mM NaCl,pH 6.5%7.0, FJriR CEXH: 4 A] LA F T I cHAP 47 22 M e i

[0221]  CEXfE A7fivk

[0222] WS T VY Ff PH 2 58 e fCapto™ S(GE Heathcare) . Fractogel®s03-(M) (EMD

Chemicals)\ToyOpearlGigacap S-650M(Tosoh Bioscience)f1Poros®HS 50(Applied
Biosystems)XTATN-103 ] &5 5 88 77 AES L P8 H 770.75mL CM TS2AN10uL M fiE ( H $r758/
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LA IR ) o 4 13 FH 5 A 50mM 2 BRAA I 22 il AE 5 2 8 AR B pH MBI B A A &
IM NaClFI 2% i (pH 5.5) ¥e i . B AEA280F 43 e VAN & T & AR ARG &
IM NaClHIJR 2 B G2 M e fe it o FEA280 & (1) 43 66 FEvE o R FE B iR Ja I R & W) i
(45 4 o THIFFE (0 B AT AR IS L B2 3B 1 s 2925 /L i 45 468 F1.Capto™ SHI Toyopearl®
Gigacap S—650M{E7~ T HIX B 51454, ifi Fractogel® s03-(M) MPoros® HS 50 &7~ T
HREME A Mt 7 R WS AR AR 3 3 S5 Rl pHI) e A2 P AT Y

[0223]  CEXZ5&RE

[0224] ¥ CMiF 2 B pH4 . 03 HIRodi 7K 3 1R BE (34 CMAN AN 143 Rod i) E0 . 755 76 BE & (8mS/
em2EEY)) Capto™ S, Toyopearl®Gigacap S-650M.Poros® HS 5041 Fractogel® S03-
(M) 454 B8 7718018 A1 2mLAE (0. 5em x 10cm) W= #81E 40 /LI EELE 568 7. 7E4.0%4.3
(K p HYG B P 1 2 Rl 4k Tk — 2l sECapto™ S, Toyopearl® Gigacap S-650MAl
Fractogel® s03-(M) ({1 45 588 77 4, Capto™ SIFIZ5 4 A8 F70043 5 51 M fEpH 4.3,9mS/
cm;pH 4.0,11mS/cm,pH 4.0,9mS/cmFIpH 4.1,8mS/cm. Toyopearl® Gigacap S-650MfK) &k
£rBE 70484 N AEPH 4.3,9mS/cmHlipH 4. 1,8mS/cm. Fractogel® S03-(M) (1) 45 4 58 779
B9 B NAEPH 4.3,12mS/cm;pH 4.3,9mS/cm;pH 4.0,12mS/cm,pH 4.1,9mS/cm, flpH 4.0,
ImS/cm. 45 F g 78 Fractogel® So3— (M) Al BA7E AR F K # B CM 4% 4 T 8 T o AN A B A
Fractogel® S03-(M) 7EpH 4.0M14.3 2 M B~ T R 41 i 454 Bt 77 (DBCYE FH : 25 % >40g/L

) o 7E23 % FiBeR , Fractogel®S03—-(M) ZEpH 4.0814. 32 [A] s T SHARIK &E 77 (DBCYEH -
40%>50g/L 1)

[0225]  CEX¥GfiJriZ:

[0226]  4NCEX4S 5 RE F3 L5 Fradk BEAT 16 B BEIR o M3 FHAT AR TR ER.22 MU T pHise IR o It
T Capto™ S. Toyopearl®Gigacap S-650M. Fractogel® S03-(M) fl Poros®HS 50. {4

HERE 238 (SEC) Yol B R 1 s &l S ATN=10 3R ACT MW AT LMW R4 5 . 4l I FE 5 /0
B ABE R S B Al A Y o n] LS I3RS B B R e i 15 B THHT SR I%

(02271 SEJEH6 - =ik 2 AR IE /15 38 AL ]

[0228]  SLja 56 . 1 - ik B R YE /35 U8 AT il

[0229] i FHiEBJE /15380 B8 (10kDa MWL B8 {H ) SR I 48 VRHF™= 1) 1 JL 2% v A8 0 22 T il
SR .

[0230] 7R VLM 2 ), B SEH B BE R 4 2 TR I B AR AR, S8 5 FH 28mMZH 24 1R
pH 5.8 MRIB IE . EBE— IR Y & K £9200g/L2 i » FHALZUR 22 MR M 1% R 4 Bl iE
SEMIVLSEIN K 29150 /LI 5 28 55 11 0T ARV B o/ IMATR (176 % v /v ) KT e 4 fids v ( 20mMEZEL
AR50 % JEREFN0.0667 % 5 11 FLHER80) Us N2 VAL 724180 o SR1F I B 24 DS A 1 omMZH Z g pH
6.0.5% FEEME.0.01%PS80F1[#180g/L. ATN-103 . FR1F B & DSHy20mMAL Z fepH 6.0.7.5%
JEREL0.01 % Z 1L B4R 19125g/1 ATN-103.

[0231]  SEZJf6. 2. & B IE/ 1B Uk
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[0232]  fifi F;EB 98/ 1598 D BR (10kDa MWL B8 ) K IR 48 VRH ™ 4 -8 L 52 1 i A #8022 T
G

[0233]  7E~P L F 2 i, 1 0 3 B WOk 48 2 K £940g /L, S8 )5 H 30mM4H Z iR pH
5.8,8.5% MG MBI IE AL — DIRY 2 K 213008/ L2 5 » B IES MM Z R Gl
TSP L SEIN K291 75g /LI A& B A T B AR % .

[0234]  SZa66 . 3 /51 iR RE YE/ V5 kRN I 1

[0235]  fifi F;ER3E /1298 0 B8 (10kDa MWA B8 {H ) SR IR 4 VRH ™ 4 - L 2% 1 2 #8022 T
P

[0236]  7E~PH B4l fF 2 J5 » B Sohs 2 3VE Mk 46 22 K £940g /L, %8 )5 FH 30mMZH & 12 , pH
5. 8RB IR AL — B IR G 2 K 21320g /L2 )i , FlIB IR R PR 1% R G IRl 4R LA SE
IR Z1210g/LIF B4 B 5 H FRiRE

[0237]  GARDSEH A5 A>=200g/L, SRt f516 . 2K 516 . 340 &2 a0 #EAT - T LAAT ATk
U8/ B IR (10kDa MWAER B3 {EL) AU G VRE 7™ W) 3 45 L B2 Ml =2 #ee Z2 J5 1) 22 i o o 514
FELH AR 2 05, B SO 2 BV R AR 22 40g /L, S8 5 A RIR IE MR ph B 08 AR — D ik 4
2 RL1320g/L Ja , B IESE MR Z R G ORI LA SE IR 29> = 200 /LI B 4 82
Jor B AR L, Hod BBl O A7 AE R TT FTIR B 5 (spike ) K N1.01 % v/ v, B LAUFIL 4R
WA 32 B B E MR, I H B ZDSHE> =200g/L.

[0238] S

[0239]  ASCHIHBIFTA 275 SCkif i $2 148 DAL BAR I N, 3F H 5 %55 SRR tH e &
B A R FR U B AR I B b e B e B DA R A S N F T 25 R B A R R T 5 b
ENRP

[0240] A BHANPR T A% SCHEIA 1) HAR S 77 RG] o F58 b B T AR SCREA KB iz
AR 4 A A U8 BH R R G AR B ) 22 BB AT A AT AR A 5242 S i 2 W A
X ELAB YA N TR BOR EE R G 1

[0241] A& AW KL T 51

[0242] 1. —MMNEHAET DB DK TUE 5+ 10 BI85 455 7 (SDAB) 4+ Fl—
PR 2 Fhis VIR A 40 o B B A A BT IR SDAB 2 F 1 7712 , L4 «

[0243] EFrRIEA Y EET EAANBEE T B F A B BARLE RV TR SDAB T F45 5
B B 3 BT AR T 25 T Bl

[0244] el —FhER Z Pl ety s Al

[0245] M Ffrad s 4A i B 1 e I BT IR SDAB 7%

[0246]  Hrp BriASDABSr F AN A B AME AT A EL S E BREE H FelX o

[0247] 2. 1075, b Brid £Br — Pk 2 Fiis Wi 0 R 45 72 Pk SDAB 7> R 1 5
P IR SRS A K S5 N IF T Ik 45 & B 3A .

[0248] 3. 1ER2HYJ7V%, ol AR &5 5 T B AR Bk el

[0249] 4. 1-3HAE—TRAW T 15, Hod Bk Bk — PPk 2 Fhis GV i) 40 SR 45 FH 28 /b — Pl
HEAATG GRS B PR 45 G 1 38U , b Bk 88 B AT BE 22 ph R & 29100 22 291 75mM
NaCl fIZj40F £160mM Tris,pHiuFEAELI7-7.5,

[0250] 5. 1-4MRfE—TARJ5i% , Hod BT IR 38044 e 158 14 e I SDAB 43~ 1) 20 A0, 4% FH &2 />
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— PhER 1 A I 22 PR IR R B () SDAB 43, e o BT I 2 1 A B % 1 A0, 75 25 32 £950mM
NaC1F12)5mM%E 29 100mMH 2 5 , pH 4 . 0B B A .

[0251] 6. 1-5HE—IH 715, B — 0 AFELL R (0 —FhE 2 Bl FR AR (0 P+
AP SR AT ARFEERE (3 5 KO ELAE A 4 R S A B U8 R IR R RS
T BRI P

[0252] 7. 1-6HfE—IREI i, 33— 0 ARG B VR A 5 52 S K 0 W 22 A A By
R FR T IR B e PR PR Ve i BT IR SDAB A -

[0253] 8. 675k, #— DK TR IR 595 FH B 28 i B AN 2 A e e e iR
T ik SDAB4Y

[0254] 9. 1-8HP T —T 7515 , o rp ik SDAB S TS 760 SLAN ) 1 3240 Mo rp 7= AR ) B 41
B

[0255]  10. 975, Herp BT iy L0 1 3= 40 i & CHOZH Y.

[0256]  11. 1-8HE—TUH 7, b i B A s e & — M2 ME s 2
B R R E O DNABR AT & (1A

[0257] 12, 111 AE—THE 52, HodeR iR SDAB 7 F4i Ak 2 %8 /90 % LA B 2E T
[0258]  13. 1-129E—T0[¥ 75 v , Hovb B 25T 85 1 AR 3 i 60, 55 1 s AL B 2 B4 5 1
S KA & BRI B A A(SpA) B H IhEE PE AR AR I B IR

[0259]  14. 1375k, Hoh Brik &K SpA & & 4AH B 7R ISEQ 1D NO: 112 RT3,
B 5 5 22 /D90 % AR I = LR T 5 -

[0260]  15. 13[7J5%, Horb BT ik SpARK D e 14 A8 A4 22 /D40, 5 Sp A K] 45 HE 3B , BR 45 44 5B
AR, HBA — AN B A BRI R A& B ik 4

[0261]  16. 15157k, Horh il SpAR TR PE AR I 4B BT 2R (FISEQ 1D NO: 1211
WPy, 85 H A /90 % AR (2 B T 5 o

[0262]  17. 182007515, Horb g Brid iR 5905 36 T FH 3 A8 e i 3 A e i

[0263] 18. 17MI5iE, Hoh BTk vk e

[0264] & FTiA &4 SDABZ; F Fl— Fh B £ Bl Y IR A 10 5 [H B 128 #e (CEX) B flg 122
figk, FLrp BT IR CEXAM JIE 7R 22 /0 29408/ LIK 25 5 5

[0265]  fo ¥R BT IA SDAB A I ik Fir ik 344 , FH 22 /b — b BH 25 58 375 e 9% PR Ve ik 3%
A4 5 K1

[0266]  FH et 22 PR R T IR SDAB Y F

[0267]  19. 178187732, Herp BTk T2 B B9 240 B (OM) I L 3 36 9 291 2-9mS/
emFF HKG 23S B A FIpHIE 15 B /N TESE T 2045,

[0268]  20. 17-19HF—TRE) J7i5 , o BT ol e e 22 il 56 T B/ T 295 0mME AL 8, I B
HAHY)5.5-7. 20 pH,

[0269]  21. 17-20FfT— T 715, 3 — D AFE PR TR &9 5 2 520 2 0 4 IR B2 fil gt
M IA 32 B0 R A0 A I e M5 BTk SDAB 3 ¥

[0270]  22. 21/77¥%, V- 2% vyl FRAL B8 BT b Ve A W 9 7o VF BT i 48 T A B2 1) VR & 0
IR ARG o

[0271]  23. 2209775, Hodolg Brid iR &1 -5 52 T K A0 R 422 A i) 25 BB AR Bk ke e A5 4%
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SELEAL B 21 -20mMER BR BN ANZ)0 . 2-2 . BMEALAN  pHON 26 . 4-T 6 I G i i AT 1Y o
[0272]  24. 22097532, Hor Bk -4 22 ph i A9, 2 29 1-20mM IR B B 40, 290 . 01-2. OMEUAL
. £10-200mMFE Z R  £10-200mM HEPES , pH A £76.2-8.0,

[0273]  25. 1-249AF—TREI 7%, Horp BT 24k (1) SDABAY & A /> T 10 % i oy F = K 4
o

[0274]  26. —Fh M H B S — B YUK BUE 5 BR80T 5 45 6V (SDAB) 43+ fil—
FhE 2 Phys e WTR &V B B AL Bk SDAB 7 - 7714 , L4 -

[0275] g FrkIRA W55 T & A AR BUELE SUVT AT IASDAB S 45 A B B R Frid T2
AR BRI S5 AF T i

[0276]  Z:fg—FhERZ P54

(02771 MFT IR EAR L Bk e BT IR SDAB 4 1+, B I 3R 4535 I (9 SDAB T~ FR &40

[0278] 4534 /Bt 1) SDAB 73 T3 - 4455 40 Tk A o i e 5 A1

[0279] M Fridk F2 BT K M T 16 5 VR W Il P iR SDAB 43+,

[0280]  H:oh BT iASDABAr 1% A EAME LA ] AR I f & Bk A Fe X

[0281]  27. —FiMEH AT B2 MUK TUE 5 1 B ISR 455 1 (SDAB) 73 Fl—
PSR 2 Ppis B PIIR &) o B B AEAL Bk SDAB 4 i 7 1% Ao dik -

[0282] IGFrikiR &M 5T EE AN RVFFTRSDABY F45 G BB rid BT HEHA
(R AR 1 2R i 5

[0283]  Z:ff—FhER Z P54

(02841 M TR #4416 Bk 350 I T 348 SDABAY F- , B I 3R 45 35 5 1 SDAB S F T 4 40 5

[0285] P~ 48 % i 1 Aak BE2 iy ok 35 M5t ) SDAB 43 - Tl 4 420 s A

[0286]  F VT IAZE TAL PR (VR A Wim il ¥4 JE 1 K 1R

[0287]  Hrp BT iASDABAr 3% A TLAME U AA A] AR I E e )% 2R & A Fe X

[0288]  28.—Fi & H AT — B2 MK I B IRIUR LS5 14 (SDAB) 73+ Fl— FhEk
Z M5 IR ) - B B A AL BT IR SDAB 4> 18 5 vk, A0 4

[0289] I Pk & SDAB 4>+ F1— Pk 2 s e IR A 05 FH B 28 B B AR £ fi , 7o vF
FIr iR SDAB 43 ¥tk Frid a4k , 22 /b — P fH & 52 e 75 U G2 i B0 BE BT iR 84

[0290]  Z:fi—FhER Z P54

[0291]1 M FTIR EAR e Bk 35 I BT iR SDAB 4 1+, FH I 3R 4535 I () SDAB 1~ TR 440

[0292] 53 /B 1) SDAB 73 T3 4 44 -5 40 2 Tk Ao o g e 5 A1

[0293] M Fridk F2 BT K A M I 16 56 MR W Il Bl iR SDAB 43+,

[0294]  Hop BriASDABAY 1% A BLAME S LA P I EL f & Bk A Fe X

[0295]  29. 1-28"fF—T[K J5i% , b iR SDAB 7y e S 2 Ik, oA & & /b —
BREE A m] AR

[0296]  30. 29775, Hor Frik SDAB S A0 7% & /b — AR B RIAA S B TR I S
BREE A A AR

[0297]  31. 30My773%, Horp Brid Siid & B6 Je Bl s ik .

[0298]  32. 29[777%, Horp ik SDABSF ¥ B4l . MM B =M 53+

[0299]  33. 29[777%, Horp Birik SDABSY ¥ B — e itk U A e PR B = 1 40 o
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[0300]  34. 1-28"AF—TH 7%, o iR SDABSr F A& — M EL 2 > HA N .COREE
(1) NJEAR I S B GE PEAL IR 25 Sy A 1) L i/ B3 ol s T A e o AR A M IR BRI 9 oK AR o0 F o

[0301]  35. 1-34vpfE—I0 7k, Hodh iR SDABSY F-45 A 1% 1 PA R I — Fhik £ Fhif i
Ji AR R AR KR P AL 2R .

[0302]  36. 35[J7i%, Horh ik SDABSY 45 & MR ¥R FE K F-a (TNFa) o

[0303]  37. 35f7J5vk, Horb B SDABSY ¥4 & A ILIE A & A (HSA)

[0304]  38. 1-34HfF—IEIJ7i%, Hrh BTk SDABS & =M W EFF R0, HH A
#h4 TNFo i 5% ge B 3h ] 28 [X il — 45 S HASHI 36 Se B 3 vl 42 X 1) 5t 2 kRl & 01
o

[0305]  39. 38(¥) 752 , HiH ik SDAB S AN 21| o 42 LA T i ¥ 4E 71) « i TNFaSDAB 73—
HLHSA SDAB4yF—H1TNFaSDAB4 F .

[0306]  40. 1-34H4F—TUH) 732, Hrh ik SDAB S 45 % SEQ 1D NO: 1) 28 B R ¥ 71 , B
5% /90 % 1A 1AL L 771 .

[0307]  41. 1-3494F—T T, b FriA SDAB 7y A 2 /b — N T SDAB 7+, He &5
A TINFadf A 2 A 10T 2 B 7 51 = ANCDR: SEQ ID NO:2(DYWMY(CDR1)).SEQ ID NO:3
(EINTNGLITKYPDSVKG (CDR2)) MISEQ ID NO:4(SPSGFN(CDR3)), 8% H A 5 FrikCDR — A /b
T2 R AF A AR B B AN I CDR .

[0308]  42. 1-34HfF—T[ )i, Horh FriA SDAB 7y % 2 /b — W T SDAB 7+, He 45
A INFaFRA 5 BA TPV 7 7R AT AR X ok H B 2B 7~ BISEQ 1D NO: 1 2 2 LR 1-
1AM E R T B 5B 29 BT RSEQ 1D NO: 1IR3 2 290 % AH A I 2 W 771
[0309]  43. 41751k, Horb ik SDAB A .5 22 /b — AN 'R SDAB ¥, Ho 45 G HSAJ HAS
A I 2R E A =/NCDR: SFGMS(CDR1 s SEQ 1D NO:5).SISGSGSDTLYADSVKG(CDR2
SEQ ID NO:6)Fl1/8%GGSLSR(CDR3;SEQ ID NO:7),8i H A 5FrikCDRZ —H DT 2R &
HE I HUAR T AN (Y CDR

[0310]  44. 43751, Horb BTk SDAB 43 & & /b — W1 N SDAB 4+, H &5 A HSAH: H A&,
T HA T EER AR AT AZX >k B B 2B R KISEQ 1D NO: 1) 292 B2 125239 1) 2
SR IT A B B 29 B R SEQ 1D NO: LR LR 7 51 22 /090 %6 AH A I = 24 1R /7 771

[0311]  46. 1-449AF—TIJ5i% ,, oo PRANECE 21 SDAB Sy + 5 1B L A Rl &, Pirid i
PR 5 2 /05.7.8.9. 10, 1280 1 5N H 2 R A 22 28 FR iR i o

[0312]  47. 4610755, et PN BCSE 2 4-SDAB A+ S B L A il &, vk i e L A 0
SEQ 1D NO:9f R FERE 7% ((Gly)s—Ser—(Gly)s—Ser),

[0313]  48. — PR AAL & — B2 A GOK TR 73+ 1) H 4 Sl de )5 45 5 M2 (SDAB) 43+ I
TEE L, A

[0314]  FR{LAD, 25 b T ik 5 2H SDAB Sy -1 A% R TR RS L 5h 4 1 = 4

[0315] 5 Firadk 4 3= 4 Mo CRFF A2 R IA Fir ik 520 SDAB 73 I 5% A1 1

[0316]  ZRAFPIrik B4 SDAB S Hl—FPER 2 By YL VIR &0 5

[0317] it AL T~ B2 1 ABRCIE T BH 88 A2 # 1) 243 M BT i VG 5 ) A0 B8 93 8 Pk B 4 SDAB
aF,

[0318]  Horp Bk 44k B 43 5 20 R F5 1 Fr ik VR A5 0 -5 AR AE F0 VT BT i SDAB 93— 45 45 B

y
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W B 2 IR AR I 250 T B

(03191 LBr—Fhk 2 Fiys Y4 s Fl

[0320] MR A e B P 0 B T ik SDAB 43—~ , EH I 3545 5 3 111 SDAB 43 F T 4440 »

[0321] .o BT IR SDABAr F0 AT FLAMEHUAR ] AR IR B S e BREE (AP [X

[0322]  49. 48[ 51k, i — D AFRN BT il BE L (1) SDAB 4> 7 Tl 45 W EAT F2 SE B AR At 4%
SN0 AR FRHERE (3 i KR ELAE i L 4 @ SR A it B GRS B b
—PhE 2 Bl o

[0323]  50. 48Tk49MKI 77 V%, 3t — D ALHE i & Fir ik H 4 SDAB > 1 il FIVE N WA A1) o
[0324]  51. 1-507F T Jr ik, i — B AFE A Frid He Bt i SDAB T 4 2 TG e B 1
ERIRLN AN

[0325]  52. 51fJ5%, Horb Bk ik 46 0 B L 70 41 ZURR 22 PV ER T i s % phLAFAE N BT
HRUE /1B UE D R S .

[0326]  53. 1-51HE—IKJ5iZ:, Hor g BTk SDAB 4 ik 4 42 %2 /0 #4180 /L %2350 /Lo
[0327]  54.—Fpidid 1 -53 & — T 7 VA4 ALK SDAB > F o

[0328]  55. —Fp 51 HISDABS: FHIZ W 54 -

[0329]  56.—FiE T BLTHBH 2338 1 B 1K 77 7%, A A 1a) Tk 3238 2 DL 2087 BT
B T I I 1 B 45 23 541K SDAB 4 -«
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[0001]

<1160%
120>
130>

<1405
<141>

<150
151>

<160>
<170

2105
11>
<212>
<213>

L2207
221>
223>

£220>
221>
€2223

{2202
{2212
222>

<400>

Met Gly Trp Ser Gys Ile Ile Leu Phe Leu Val Ala Thr
Val His Ser Glu Val Gln Leu Val Glu Ser Gly Gly Gly
Pro Gly Gly Ser Leu Arg Leu Ser Cys Al

15

Ser Asp Tyr Tip Met Tyr Trp Val Arg Gln-Ala Pro 6ly

30

Glu Trp Val Ser Glu Ile Asn Thr Asn Gly Leu Ile Thr

Asp Ser Val Lys Gly Arg Phe Thr Tle Ser Arg Asp Asn

Thr Leu Tyr Leu Gln Met. Asn Ser Leu Arg Pra Glu Asp

Tyr Tyt Cys Ala Arg Ser Pro Ser (ly Phe Asn Arg Gly
95 100 105

PRI
AR S
IR B P T (AR
W2023-7038W0

61/109,481
2608-10-29

12

PatentIn version 3.5

1

382

PRT
NI

K s s
Vi SN T

K (mat, peptide)
(20}, .(382)

1
~15 ~10

-1 1 5

jar

20 25

35 40

50 55

85 70

80 85

41

10

Ala.ng Gly

90

Ala Thr Gly

__5'

Leut Val Gln

Phe Thr Phe

Lys Gly Leu
45

Lys Tyr Pro
60

Ala Lys Asn

Thr Ala Val

Gln Gly Thr
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[0002]

Leu

110

Val

Leu

Vet

Ser

Gly

190

Gln

1le

Ser

Glu

Cys
270

Arg

Val

Gln

Arg

Ser

Tle

175

Arg

Met

Gly

Ser

Ser

255

Ala

Gin

Ile Se

Gly
390

i Arg

335

Phe

2103 2
<211y 5
<2125 PRT
€213> AT %Y

Thr

Leu

Leu

Tep

160

Ser

Phe

Asn

Gly

Gly

240

Gly

Ala S

Ala

; Leu

Arg

320

Pro

Asn

Val
Val
Ser
145
Val
Gly
Thr
Ser
Ser
225

Gly

Gly

Pro
Tle
305
Asp

Glu

Arg

Ser

Glu
1:30

Cys

Arg

Ser

Tle

Ser

115

Ser

Ala

Gln

Gly

Ser
1495

Leu Arg

210

Leu

Glv

Gly

Gly

290

Th

Asn

Asp

Gly

Ser 4

Gly

Leu

v Phe

275

Lys

Lys

Ala

Thi

GIn
355

GLly

Gly

Ala

Ala
Ser

150

Arg

Ser

Val
260

Thr

Gly

Ty

Lysg

Ala

340

Gly

Gly 6ly Gly

Gly Gly Leu
135

Ser Gly Phe
150

Ser
120
Val

Thr

Pro Gly Lys Gly

Asp. Thr Leu
Agp Asn Ala

Glu Asp Thr
215

Ser Ser Gln
230

Gly Gly Gly
245

Gln Pro Gly
Phe Ser Asp

Leu Glu Trp
295

Pro Asp Ser
31

Asn Thr Leu
325

Val Tyr Tyr

Thr: Leu ¥al

42

Tyr
Lys

200

Ala

Ser

Tyr

280

Val

Val

Tyr

Cys

Thr
360

Cly Gly Gly

Phe Ser Ser
155

Lea Glu Trp
170

Ala Asp Ser
185

Thr Thr Léu

Val Tyr Tyr

v Thit Led Val

238

Glu Val Gln
250

v Ser Leu Arg

265

Tep Met Tyr

Ser Glu Ile

Lys Gly Arg
315

Leu Gln Met
330

Ala Arg Ser
345

Val Ser Ser

Ser

Agi S

140

Val

Val

Tyr

Cys

220

Thr

Leu

Leu

Trp

Asn

300

Phe

Asn

Pro

Glu

125

Gly

Ser

Lys

Leu

205

Thr

Val

Val

Ser

Val

285

Thr

Thr

Ser

Ser
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[0003]

g
<z,2-x/ /fﬁx CN LRI ARk

400> 2
Asp Tyr Trp Met Tyr
1 5

910> 3

G117

<919 PRT

13 AT FEw

2205

4901 R

228> SR N TIFSIRGE: & RL”

<400> 3

Glu Tle Asn Thr Asn Gly Lew Ile Thr Lys Tyr Pro Asp Ser Val Lys

1 )

Gly

<2107 4

2115 6

<2125 PRT
213> AT

2205
921> SfE _
€223> /UER=" KNTIRAEE: &Rk

400> 4 ‘
Ser Pro Ser Gly Phe Asn
1 5

<2107 5

115 5

<2125 PRT
Q213> AT

2205
221> RIE R i
228> /EREET ARSI Slik

460> 5
Ser Phe Gly Met Sev
1 5

@105 6
O 17

£212> PRT

213> NI

220>

<2215 RUR v
<228 /R NI AIE: & Rik”

400> 6

ser Ile Ser Gly Ser Gly Ser Asp Thr Leu Tyr Ala-Asp Ser Val Lys
1 10 15

5.

10
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[0004]

Gly

<2105 7
211> 6

<212> PRT
<213y A THH|

<220
D21y K
D93> R AT FEBIAIA

100> 7
Gly Gly Ser Leu Ser Arg
1 5

10> 8
2113 35
<219y PRT
2137 AL

@2y
<221 K
223y [EER=

> ARk
(6) o)
s 1t_// 7

220>

<221> mise feature
<2225 (6), . N o ; o
<%&/Eﬁ“fﬂ¢ﬁ%W%E%ﬁf%ﬁﬁﬁ%@%¢%%%m%&ﬁﬁ%”

<220

221> ABik
22> (11), . (15)
208> /BT

<9205
<221% misc. feature
<222> (11).. (15)

@23 SRR RGP AR E T

L2200

21y Ak
2227 (16) (207
2935 Tﬁ‘” i

€220>
221> mise feature
£2225 £16). . (20)

<&$/F%”ﬁ%*%%%%%%WTﬁﬁﬁ%%ﬁ%$%ﬂ%ﬁ%&ﬁ%ﬁ”

2220
£a01> ARk
€99 (2 Yo

<223y JEARe”

(25)

<2205
<2217 mise featu;e
222y (21)..

(25
<mwfﬁﬁ”&w¢é%%%%Mﬁ%%ﬁﬁ?%@%¢mm£

<220>

Fr iR

EREIL

44
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[0005]

221>
<2225
223>

220>
221>
L2225
283>

<0205
221>
<222y
<223y

220>
221>

2935
<4005

/f\

(26) (30)
/tjft" )

mise feature

(26). .

A
i), . (38)
R

misc qutur

(31).. (35

(30} - . .
J TR T D s VB RE R T BT 7 8 (e A T 595 (R

,rﬁ«%"’f%ﬁ TG e B R B T T R B R R R AR LT 5 IR

8

Gly-Gly Gly Gly Ser Gly Gly &ly Gly Ser: Gly Gly Gly Gly Ser Gly
1 5 10

15

Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
30

20 25

Gly Gly Ser

L210%
<2113
212>
<2132

220>

221>

223>
<400

35

9
9

PRI
NP3

cﬁ
STERE=T N TIRAE 2k
9

Gly Gly Gly Gly Ser Gly Gly Gly Sex
1 5

L1
L
<212
<2135

<220>

L2205
221>
{2227
223>

<2207
<21y
222>
223>

2205
2915
222>
223>

10
30

PRT
AT

> K
8o /LR AT RN 2 RE K"

AR

(21). . (25)
SRR

misc_fedture
(217 . . (25)

SRR TP 4 e B R AR T HE

ZINAAS

(26). . (30)

i

(B AR O T S B e
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[0006]

220>

221> misc feature

€
<

<4007 10

Gly Gly Gly Gly Eér Gly Gly Gly Gly
1 )

2> (26) ..
223> [ERES" R AR AR ISR O T BT (v B B T B R TR

(30)

Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly

910> 11
<9113 441
<912» PRT

20

23

<213 miE sk B (Staphylococeal sp.)

460> 11
Ala Gln His
1

Met Pro Asn

Lys:-Asp Asp

35

Leu Asn Asp
H0

Asn Lys Asp

65

Leu Asn Glu

Pro-Ser Gln

Ser Gln Ala

Ala Phe Tyr
130

Asit Gly Phe
145
Leu Let Ala

Asp Asi Lys

His Lew Pro

Asp
Lcu

20

Pro

Gln

Glu

Ser

100

Pro

Glu

Tle

Glu

Phe

180

Asn

Glu Ala Gln Gln
5

Asn. Ala Asp Gln

Ser- Gln Ser Ala
40

GIn Ala Pro Lys
55

Gl ;ﬁr Ald Phe

0

Gln Arg Asn. Gly
85

Thy Asn Val Leu

Lys Ala Asp Asn

120

1le Leu Asn Mct
135

Gln Ser Leu Lys
150

Ala Lys Lys Leu
165

Asn: Lys Glu Gln

Leu Asn Glu Glu

Asn Ala
10

Arg Asn
Asn Yal
Ala Asp
Ty Glu
Phe Ile
90

Gly-Glu
105

Asn Phe
Pro Asn

Asp:Asp

Asn Glu S

170

Gln Asn
185

Gln Arg

46

Sgr»Gly Gly Gly Gly S
10 [

Gly

Phe

Gly

Leu

Ala

Tle

75

Gln

Ala

Asn

Leu

Pro

155

Ala

Asn

15

Gly Gly Ser
30

Tyr Gla Val Leu
i5

Phe Ile Gln Ser
30

Gly Clu Ala Gln

45

Gln Gln-Asn Lys
60

Leu Asn Met: Pro

Ser Leu Lys Asp
95

Lys Lys Leu Asn
110

Lys Glu Gln 61n
125

Astoblu 6Ly Gin
140

Ser Gln Ser Ala

v Gln Ala Pro Lys

175

Phe Tye Glu Tle
190

Gly Phe Tle Glun

er

Gly

Agrn

Leu

Lys

Phe

Asti

80

Asp

Glu

Asn

Arg

Asn

160

Ala

Leu

Ser
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[0007]

Leu Lys

210

Lys Leu
225

Glu GIn

Glu Glu

Val Ser

Ala Pro
290

Lys Pro

Lys Pre

Lys: Pro

Lys Pro
370

Asp Thr
385
He Ala

Gln Glu

Asn Lys

195

Asp Asp

Asn Asp

Gln Asn

Gln. Arg

260

Lys Glu
275
Lvs Glu

Gly Lys

Gly Lys

» Gly Lys

340

Gly Lys
355

Gly Lys

Val Asn

Ala Asp

Leu Val

420

Ala Gln
435

<2103 12

911> 58

212> PRT
213> A TIEH

220>

Priy Ser Gln
215

Ala Gln Ala

Ala Phe Tyv
245

Asn ‘Gly Phe

Tle Leu Ala

Glu Asp Asn
295

Glu Asp Gly
310

Glu Asp Gly
325

Gl Asp Gly

Glu Asp Gly

Glu Asp Gly
375

Asp Ile Ala
390

Asn Lys Leu
405

Val Asp Lys

Ala Lew Pro

200

Ser Ala Asn

Pro Lys Ala

Glu Ile Leu
250

[le Gln Ser
265

Glu Ala Lys
280

Asn Lys Pro

Asn Lys Pro
330

Asn. Lys Pro
345

Asn Lys Pro
360

Asn Gly Val

Lys Ala Asn

Ala Asp Lvs
410

Lys Gln Pro

425

Glu Thr
440

47

Leu

Asp

235

His

Leu

Lys

Asn Lys Pro-Gls

Gly
315

Gly

Gly

Gly

s

Gly

395

Asn

Ala

205

Leu Ala Glu
220

Asn Lys Phe

Lea Pro Asn

Lys Asp Asp
270

Leu Asn Asp
285

Lys Glu Asp
300

Lys Glu Asp

Lys Glu Asp

Lys Glu Asp
350

Lys Glu Asp
363

Val Yal Lys
380

Tht Thr Ala

Met Ile Lys

Asn His Ala
430

Ala

Asni

Leu

Pro

Ala

Gly

Asn

Asn
335

Lys

Lys

240

Thr:

Ser

Gin

Asn

Lys

320

Lys

1y Asn

Gly

Pro

Asp

Pro

415

Asp

Asn
Gly
Lys
400
Gly

Ala
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[0008]

221> K N v
€223 AERETANTIRANE : Al iR

<400> 12 , . .
Val Asp Asn Lys: Phe Asn Lys Glu Gln Gln Asn Ala Phe Tyr Glu lle
1 5 10 15

Leu His Leu Pro Asn Leu Asn Glu Glu Gln Arg Asn Ala Phe Ile Gln
20 25 30

Ser Leu Lys Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys: Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 35

48
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=19 HOWSCIILPLVATATGVHS 1

1 BVOLVESGGRLVQPGGSLALSCAASGFTIFSDYHMINVROAPGKCGLENVSEINTNGLITRY 60
i

61 PDSVKGRFTISRDNARKNTLYLOMNSLRPEDTAVYYCARSPEGFPNRGOGTLVTVESSEGES 120

131 GEGSEVQLVESGOGLVOPONSLRLECAASCFIFSSFCMENVROAPORGLENVSSISESES 180
i

181 PILYADSVRGRFIISRDNARTILYLOMNSLRPEDTAVEIYOTIGGRLIRSSOOTLVIVASE 240

241 GUGEGGGSEVOLVESGRGLVUPGGSLRLSCAABGPIFSDYNNEHVROAPCORGLEWVEREIR 300
t

§
301 IRGLITRYPDSVEGRFTISRDEARNTLYLOMNSLRPEDTAVEIYCARSPSGFRRGOGTLVY 360

361 VBS (SEQ ID BO:l)

K2

49
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RN LSRR

Ry
by
Ry
N
?

MabSelect & A 58

¥
'{ﬁr ?i’i 3@ u‘%‘ %)\’%’
¥

Macro-Prep R ER LS A sE 8

]
{

3
é

Planova 208 S35 EER

b 4

BIAR

i
3
3
i

ATN-103 &35

K3
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1 aghdeaguna fygvinmpnl nadgrogfiq sliddpsgss nvigsagkln dsgapkadag
81 gnkinkdgqgs afyeilnmpn Ineegrngfi gslkddpsgs tovigeakkl nesqapkadn
121 ninkeggnaf vellnmpuln esqrogfiqs lkddpsysan llasakkine sgapkadnif
181 nkeggnafys ilhlpnlnee grogfigsly ddpsgsanil seakkindag apkadnkink
241 eganafyeil hipnlteeqr ngfigslkdd psvskeilae akkindagap keednnkpgk
301 edonkpgked gnkpgkednk kpgkedgnkp gredakhkpok edgnkpgked gnkpgkedgn
361 kpokedgnkp gkedgngvhy vkpgdivndli akangttadk iaadnkladk nmikpggely
421 vdkkgpanhs dankagaipe t {8EQ ID ND:11}

K4A

1 vdnkfokegq nafyeilhlp nlneeqrnaf igslkddpsg sanllasakk Indagapk
{SEQ ID RO:12}

K48
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Abstract

Processes and methods of purifying or separating single domain antigen binding
(SDAB) molecules that include one or more single binding domains (e.g., one or more
nanobody molecules), substantially devoid of a complementary antibody domain and
an immunoglobulin constant region, using Protein A-based affinity chromatography,

are disclosed.



