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L. —Hhy IL-6 Frm &5 & 1 S P, K pridfiia s SEQ ID NO:9 HI SEQ 1D
NO: 10 & 3R 741 o

2. ZRbRURER 1 R R 7515 B TR

3. WIAURIEE K 2 Tk (% IR, HoRe R AE T, Pl %8 &4 SEQ 1D NO:13 F SEQ 1D
NO: 14 WL IR T4 o

4. —Fha s, HRFEAE T, ik a8 & A AU 2K 3 ik (A% TR »

5. — P B 4E M, HURFIEAE T, P 4l i 5 A AR 223K 4 Bk IR 28044

6. —Fh 7 B4R, AR IEAE T, il 40 i R R IA AR EE K 1 Frik i iA

7. —Fh YA G, SORHELE T, TR A &Y S A 1E 252 bl 52 AR AL
FIESR 1 HIPik.

8. Pt —1L6— P AALE Hil 2 v 57 F0 / BLTBE A 1 9% 95 I 2590 b 16 FHa&, 3L b, Pk
Pt -1L6- HiA S 45 SEQ ID NO:9 Fl SEQ ID NO: 10 (K2 =M T4

9. WIRUMIEESK 9 BTk i FH &, SLRPIELE T, P 5 5 OE A / B B & S i A
%, BUHH RAER / B A B R MR K .

10. ARFEACFELSK 9 Prik i &, FRFEAE T, Bk R / 50 B e i 1t H 28
PAEE ST 98 B ST 9%, 0 5, 12 MEBH ZE MR W (COPD)  Zhaf e & MO 4%, R
RGN BEIRA N T I TE 205 « v 2 SR , It i 1 45 o R A sl sk AL 4k

L1, ARIEAURIZESK 10 Brik i H i, HORFAEAE T, BTid 28 0E M0 / 8% B B e R 2 R4
PELLBEARIE B 57 R BRI ST K .

12, ARYEACHEL K 8 Prak it 1 , JAFAEAE T+, Prid %0 5 a0 TL-6 ZK P ksl 3L
1K

13, ARVEBCRE K 8 Pk it ig, HAFAEAE T, ik i 5 LA R Wi A RE 5 K
IV B R P A ME AT 98 A PR NEAS SRR, AR AR, T X, TR, A YRR, 2R/ BE
PESKI, kT, BRAR A, B2t 52 e, AR i B AR B e

14, WRUCMEESK 8 Brid i i, SLRFIEAE T, i % 540 10 By il 7 W TR VA sk
B AH B 5 1 .

15, WIAURIELSK 8 Brads i FH &, SRR IEAE T, AR il N2 4 11 By iR TR VOME
BRI 4 T TR DA

16. WIBCMIEESK 8 Pk iy ag , HRFAEAE T+, 138 2220 90 % I3 = TL-6 # .

17, AR EEK 8 Bk ity ad , JLRpIEAE T, AEREAH 2 2270 90 % 1) TL-6 M FIE T
B S .

18. Pt —IL6— Pt 7K 7E il & ¥6 57 BB A B VAR AE FH B9 254 Hh i L a, JLvp, ik
HL —1L6- Hifk & SEQ ID NO:9 Fl SEQ ID NO: 10 [ LM IFA1 .

19. WIRCRIE SR 18 Pk (it ik, JRFAEAE T, Pk H0AISIE A2 AL FPARIE -

20. WIACMZESK 18 Prik i &, HRFAEAE T, ik Ptk 5Pl 2525 —[F45 7.
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TEAREAF RTINS IL-6 AR EERTHE.BS%
& MR w0 SSRE TR P B R A

[0001] A& B & H) H i f2 [ [ B 5 4 PCT/US2010/022478 . [ fr B i H & 2010 4 1
J1 29 H, @A [ KB B % 504 201080010391, 5, A HR A “ ZEAAR N 32 I A9t
116 Bk S ILAETETT BiRE « B B G0 % M0 FH 98 5 T 99 P (R0 8 A 7 190 R W & ) R 110 4
FEHIE.

[0002] LA H

[0003] A BHEISK 2009 4 1 H 29 HEBAZ I HIIE 58 61/148, 106 [#)35 E HEFT 2009 4
6 H 4 HIBAZ IS4 61/184, 182 3L E HUE I SERL eI AN 28 ik 51 H IEAA
Lo

AR

[0004]  AK IS KAMH] 11-6 LYV 1L-6 HLik 7 7, HRATSEA IR 32 0.
PUIL-6 PUARLEIRTT 55 TL-6 FHRKIw -+ AL Brid i A5 JOE Mo - B 5 etk
P R AT AE o

BEHEA
[0005]  E/vE 6 (IL-6) /& FH 2 Al iU B A 1) 26kDa 22 24l o fie 28 PR 1, A0 5 i)
FSCET AL A0 L SR A% A A P B 4, AT IR R T RN TL-6 1 k. 4B RmI i T 4E . B
S WA O A DTN Bt 4 R R At LR At MR SRS e A TL-60 TL-6 [RIFE R
TE P28 40 o 25 0 iz 40 i rh 08, P adh o geg e B2 49 Gn ke B s A0 4 el | e BE R L B B
HRAEIRE RO RS R IR 40 . (Kishimoto, T., (1989)Blood74:1-10 ;Smith P.C. 2, (2001)
Cytokine and Growth factor Reviews12:33-40). fEAERIESAT T, 1L-6 MBI LR
Ay (Wallenius 2%, (2002)Nat. Med. 8:75) »
[0006] 24 3 Bh 4 M5 5 5, TL-6 LUMKSE MR 5B 52 Kk, IL-6 21k o (BAEFRA
IL-6Ra . IL-6Ra. IL-6R. gp80 B CD126) £ & A “IL-6:1L-6Ra” E4W. %E WS
gpl130 15 52 k454, TL-6Ra 5 gpl130 FL A Ak mr 38 Ik 1L-6 454467 &, 3% S
i IL-6. IL-6Ra 1 gp130 (5% P> = HI KL R i) 7S BB 4 (Somers, W., 25 (1997) 1. 9EMBO
J. 16:989-997) . 1% IL—6Ra X135l FIAH o 5T 45 M AN T 5205 ‘5 4% 5, IR TL-6Ra tAE A —
PRI M 3 WA T SRAFAE (STL-6R B sTL-6Ra) o iZ ] ¥ 52 ARl i TL-6Ra 15 & 1K 22 A1 BT 1) 5k
AR PR 17 " A2 sIL-6R BB 5 TL-6 TR ALK - 2 A B A4« 1L-6:sIL-6Ra”,
ZE AW LU gpl30 fE4 M 454, AIMAE gp130 FHYE4E ML 3 3h 4 jufE 5 5% =, BT
LEa g AN AL TL-6Ra. (R, STL-6R HAW i¥a 564 IL-6 NZ K4 fade 438, e A A 78
IL-6- NS RMETEEE/EH (Jones, S. A %%, (2001) FASEB J. 15:43-58) ,
[0007] & £ [ Bl T A IL-6 it & K &b & 45 & ((Somers, W., Z& (1997) 1. 9EMBO
J. 16:989-997) . . CL & MEAT T A TL—6 M A1 45 A 35 ) S R 45 /) (Varghese 2%, (2002) PNAS
USA99: 15959-15964) F1 1L-6/1L-6R/gp130 & & W) It /N 2B W) 45 ¥ (Boulanger % (2003)
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Science300:2101-2104) o 5142 K& A KB FUAH 45 & BX 2 g 7 CL 28 PR 0 HH E TL-6 SR
R =AML, S 5 58 MR TR AT 1L-6 (IIhREEE. sl 153255 116 5
IL-6Ra Z[MIAHEAEH . A58 2 5532 5 1L-6 5 gp130 40 full v 456 X 2 (R i AH BLAE
o TL-6 BIA7 5 3 PR ZE S 5NEBWE AW RIS = gp130 1 Sz Bk d AL 25 A B AH
HAEH. 75 1L-6 5752 Y) 11.-6/1L-6R/gp130 E5W N TL-6 128 — 4 TAH EAE AL E |
R AR TL-6 F S AT A (Menziani 25 (1997) Proteins: Structure Function
and Genetics29,528) .

[0008] &4y B H T VF 2Pt IL-6 Fl ik 5 s BB BT SR SR BAN S5 & TANF
(G575, W BTk, 78 N 1L-6 [ 1 (Brakenhoff 2%, (1990) J. Immunol. 145:561-568 ;
Wi jdenes Z&, (1991)Mol Immunol. 28:1183-1191 ;Brakenhoff Z&, (1994) JBC269:86 ;Kalai
2. (1996) Eur J Biochem238714-723 ;Kalai 2%, (1997)Blood89:1319-1333)

[0000]  1E2% = E40 MRl (1) IL-6 WM N5 SR RIEA R R . C4R T IL-6 [1I7i
RIKOPAE R 2R R ME ST 4 Castleman 7 « /D AERr & MR 97T 28 050, 2 Bl R 25 90
¥ainT (Nishimoto N, Fl Kishimoto T. (2004)Curr Op in Pharmacology4:386-391) .
Hi% 1L-6 5IRFX L RERME P KR A BCR . thah, DR T TL-6 JUR I &
g S 28, LA 55 R 208 B 4 s L S IRV [ AR L O SR IR R L U | 22 R e G R
MR Keller E.T. 2%, (1996) Front Biosci. 1:340 - 57) . F4k, &7 LA ERE D
IE TGN IL-6 PRI Ao 78— LB E R AE T, 4 G N %) TL-6 7K1 R AR 12350 1 73l
JatRsY o

[0010]  HYF TL-6 7E & F0 8L 1. ik & 10 NP AL B9 F AR 9w i E . &% bt
N TL-6 5 40 i & P A BF & B 76 36 97 J7 3% (L 1 US5856135. W02004/020633
US20060257407A1, US7291721) » % & ¥ #k & B A - Bl $i IL-6 Bt & cCLB8( f&
CNT0328) HH T I B F Z KM BB i 2 (van Zaanen 2%, (1998)Brit. Journal.
Haematology102:783) , MLE 3 K £ 4UEHFH FIIERE o

[0011] S AE FH AVEAL BT TL-6Ra HUARFEVLERER T (HFE hPM-1.MRA Fl Actemra) 1 —
A58 T HAE I RE R S AE B P ] 1L-6 15 5% SIBMRIER « L4 BIGHT TL6Ra Fifk
PM-1 B NYEACRRAS o AT HZDU AN 3 Y67 C USSR IR 2 5 T A ROER , HALFER A
TR ORTT 98 T D AR R DR 98 5 B IR P B Y A M5 | Cast 1 eman i FH R Gt 41
PRI (SLE) Mihara 2%, (2005)Expert Opinion on Biological Therapy.5:683-90) .
[0012]  FEZETHUARIIEIT T35 T B — A 8 i) U , AEJR 3R T B S 2 SR e I ae AT
G35 R A 1V 4% 114 b 230 L 5 i) G 5 K i 1 PR 50 R e o 8 %) ) R ) B A ]
REAESZARWN = AR BIE R v e N7 P o T35 T80 1L-6 JURIIETT 7 iEAE 25 77
[0 ) B B, A A R ELA N A P 2 S S IS A 6 s R B TL-6 Pk

XRAE

[0013] AR KRR AEADL 1L-6 Hrik, HARF A TS & A 11-6 JF BAT I KR A
M. AE S, AR RER DT TL-6 SRR A IR 10 K2 40 Ko £ AR
SR A SRR BT TL-6 UK P32 25 KA 35 Ko AE—SEMlifi . A3
Ht A P TL-6 HTAREES PCT HIE 5 24 W02008/065378 1 & H) FH ik (I Bt 11-6 $1 4k VH

4
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F/ BRVL S5, AE— SR, AR BRI 1L-6 PUE it A TeG 1 E X, HARXFH 4
RN 1gGHE X HA — PR EANEIEREU . E— BARSZHER] F , A% BIIPT 1L-6 Sk
7 BT M252Y.,S254T FlI T256E 2 ZEIREUARII A 1gG 1852 X, A RYE Kabat 1) EU R 5|45
REMREEIATIR T o 765 — L, A HIPT 1L-6 LA di SEQ 1D NO:9 1741
FHEF SEQ ID NO: 10 JF41 (145 .

[0014] AR EHIEW K 4nid A Bt [L-6 PUIRIRLIR , B8 Pk A% IR B 801, A0 46 Pl A 1
a0 DL R iE B KA BB TL-6 BRI 77, A Brid At TL-6 Bk LA gk
DRSS =2

[0015]  7E 55— Jj 1, A R —Fh 40 B A% A7 IR, LA FH R4 A< BH (1) w65 A\ it 1L-6
PUARRIFA, Bl $t 1L-6 Jrik A K 123 81, DLl & B K i B APt 1L-6
PRI T35, AR e — 2 5, AT IR % B2 3R Ak LU= A2 ik APt TL—6 Hi A - d H 75
4,

[0016]  7E 55— J7 1, #8458 T & A Bk AL A & BIAZ R 1 2 40

[0017] AR EHR) o — 2 R4 T A FE AR B IPL 1L-6 DLk 69, RHAEL &
HIF / SRR TL-6 J5vE AR A, RSB L VAT AR BRI I8 ST 71k o 45— SEHE R
AR BB G e B AR ) E— BARSI) h, AR B A 2 /D 100mg/
ml AR BH BT L6 Pk 785 — S tif b, Ak B G TR 78 55— SEiif
Hh, AR B IR ) A2 259 w5 o

[0018] AR AR BB AT H F9697 J7 vk sag W 5 ik, Bl an N kskshd ik (i, £ A
AR ) B BOWARE RYA T T (W RS TB AT ), HALRE X P 8 2 il A A E A
REIIEE G oM. MRPE AR B I RE16 7 HE AR WA SCAE L e s 7 VRGN TR 1) TL-6 4E
Forr R 3R F AT AT RE 2R

[0019] Ak BH[RIFE TR A A 75 B B E G, TR TL-6 35 M1 7 v, A REXT A
KB A E AR K P 1L-6 Pk, ARk BIE AL T PR Ab 3 367 Bk 3% 20T
P9 BORIE « B B S PR BOPRE B AE MR L S TL-6 R IA T/ BE AR e B LI
R AE (998 BOPRAE  BRAL — N R AR 7o BT 5 VA B o 75 B2 1 52 Ak it FH
BURIT A RE R AR NPT L6 Hiik.

[0020] AR BHI— 7 W X o BB DL, H 5 IL-6 Fe Rtk 454, B rid & imi i
FLHE R AR X AN TG fH 2 X, AR FREPA RN 16 H & X HA — Bk N R, I
S S PR ] AR ORI AR RN ToG 18 e X )21 AR BT AAR 19) 2 3 AH bL, P ik B Ay 1
IR SE R TR AR B 3K — 7 T — AN S 0, AR AR 1 1 3 G T B AR B BT AR 1) 2
TR 215 . 2D 3 B A5 B 55 F D 10 58D 20 £, 485 — Lk, &
PRI B TR AE R PUIRI 2521 2 5.3 £i5 4 155 £i5 10 58K 20 fi5. 765 — L)
B BB K TIPSR R = 2 58 352 52 5 f5.2 £ 2 10 £5.3
58 5 5 B 352 10 £, {Eb— 3l b, A HUR R iie 20 10 R 2D 15 R &2
20 KEb 25 R 26 K2 /b 27 Rog/b 28 K20 29 K. 2/b 30 K270 35 K,
2/b 40 K& /D 45 RER /D 50 Ko fEIE— S, BB 2 2 10 K15 R.20
T 25 T 26 T\ 27 T 28 K29 K, 30 K35 K40 K45 K 50 Ko {Eib—SEitif H, &4
PO 22 10 KA 20 K10 KF 30 K10 KFE 40 K10 KFE 50 K20 KE 30 K.

5
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20 KA 40 K20 KE 50 K.25 KE 30 K.25 KE 40 K.25 KZE 50 K.30 KZE 40 K.30
KA 50 KEL 40 KA 50 Ko fEIL— LA, ASHRHUAR IR 322 720 FL3h ) 14 o I 52 1
NgEH, AE S — S, BRI 2 B R AR AE N R K s i 1 . RS —
LA AR BT S B R A AR P e B3 A

[0021] AR B 5 — 5 T Koy & s pu ik, b 1L-6 R 4h &, e imbriha
FEN TG 8 2 X HARR FHEFAER N 16 182 K HA — Nk 2 AN LRI, o 5451
AN TeG 18 2 DX AL R B AR ITE B R AR LL, Brid P ik oA B HITERR R . AR H %
3 TH PR — St ) AR BT PR s B AR T AR TR s R R 2 b 2 £ 2 /b 3 5 2D
45 2D 5 A5 2D 10 5D 20 £ . A8 — S BT RE BR AR T B A Y
FURIITE R 2 453 5.4 £5.5 £5 .10 5B 20 £, 70— SZHEM0) T , BB R I35 1 A5
TEAERIGUAITERR R 2 52 35258 5 5.2 52 10 f5.3 58 5 5.8k 3 fi5 % 10 fi%.
0y — 2 b, B PUARE R R R R 2 InL/kg/ K EZ 2nl/kg/ K. 2% 3ml/kg/ K.
2% 4ml/kg/ R 2% 5ml/kg/ KB % TnL/kg/ K2 % 10mL/kg/ K% 15mL/kg/ Kk
£ 2% 20mL/kg/ Ko 1875 —LHaH 1, B MHUARNE R FIE InL/kg/ K. 2mL/kg/ K. 3mL/kg/
K Aml/kg/ K.bml/kg/ R TmL/kg/ K. 10mL/kg/ K. 15mL/kg/ KB 20mL/kg/ K. {Eib—
SEHE] Y, B HUAR RIS RR R Iml/kg/ K& 2ml/kg/ K. 1mlL/kg/ K% 3ml/kg/ K. 1mL/
kg/ K& bmL/kg/ K. 1mL/kg/ K& 10mL/kg/ K. 1mL/kg/ K& 15mL/kg/ K. 2mL/kg/ K&
5mL/kg/ K~2mL/kg/ KA 10mL/kg/ K.3mL/kg/ K2 5mlL/kg/ K.3mL/kg/ K2 10mL/kg/ K
Bl bmL/kg/ KA 10mL/kg/ Ko FEE— L, AP RIE B 220 FL 3 il e 1KE
bR, L85 S, AR MR LR IS BR R SR AR AR RSl e 1. 78 55— St
Bl AE BTSRRI E o LB —SEHEE] , 2 BRI B :M252Y . M252F .
M252W, M252T., S254T. T256S. T256R. T256Q. T256E. T256D. T256T. L309P. Q311S. H433R.
H433K. H433S. H4331. H433P. H433Q. N434H. N434F , N434 1 N436H, H:-p#R#% Kabat 1 f#] EU
R AR IR IEIAT IS o 76 5 — S, 2 R 2 /b — ik B M252Y.5254T,
T256E . H433K . N434F F1 N436H, H rP AR ¥ Kabat i) EU R 5| AR EMRREF TR S . 1L
— SR, B TeG 1H 52 XA M252Y.S254T Ml T256F Z I EEUAC, H AR Kabat #F (]
BU R 5| A AR AT IR o (R — 3L, 4B 16 152 X 5 EF A 166 18 2 X AH
AT FeRn A S8 m SR FAPE o 78 55— LM, N TgG fEE X A2 A TgG1.1gG2.1gG3 BY 18G4
TEE X FEIE— 5L, TG A& 1eGl,

[0022] AW o — 07 M e R EdiiR, Hrp Rl AR X AL 4E - HAT 5 SEQ ID NO:1—3
(1) FE R 74 B AR T- SEQ 1D NO: 1 A9 1.2 5E 3 M2 Sk JL BRI VH CDRL ; R 5
SEQ 1D NO:2 —E & FEMR P4 sk F AHXE T SEQ 1D NO: 2 45 1.2 ) 3 PN FERKFEIUAR
[¥) VH CDR2 ; B35 SEQ ID NO:3 —E & ZE MR 74 8 AHXT T SEQ ID NO:3 fff 1.2 B¢ 3
ANEEE TR EEURI VH CDR3 ; LA 5 SEQ 1D NO:4 —E & 2L 1% 741 8 #4540 SEQ 1D
NO: 4 AL4E 1.2 8 3 M2 LR PR FEHUR I VI CDR1 s A 5 SEQ 1D NO:5 —EU 2 ZE IR T 41 5k
ZAERT T SEQ 1D NO:5 AFE 1.2 8% 3 AN ZL TR LB LY VL CDR2 ;F1 LA 5 SEQ 1D NO:6
—EUNE B A s & AT SEQ 1D NO:6 5 1.2 8k 3 MR FEm R ILEL S VL CDR3.
PE— S5 A BOREE SR 1 82 26 U E—TUITR s bk, o] 248 X ffE A3 SEQ 1D
NO: 1 [ MR E %)% VH CDR1 ; B SEQ ID NO:2 [ZIERT 4% VH CDR2 ; B3 SEQ 1D

6
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NO:3 [ LR Hf VH CDR3 ; BAG SEQ 1D NO:4 [ L5411 VL CDRL ; A7 SEQ 1D
NO:5 ({2 MR 41K VL CDR2 ; B4 SEQ 1D NO:6 K2 M4 VL CDR3. £ % — Sz
b, W AR DAL E ARG 3 S CDR (1) VH &5 FIRI AL 3 A4 CDR (¥ VL g #3sk, Hodp VH &6 1435k
3 /™ CDR o4& : HAG SEQ ID NO:1 2R 7411 VH CDR1 s 243 SEQ ID NO:2 [T
FI) VH CDR2 s FEA SEQ ID NO:3 2R /74 VH CDR3. 75— Sjfsl b, 47 X A,
FrALEE 34 CDR [ VH 25 /BRI A0 4% 3 4~ CDR [ VL 54438, Horb VL Z54458 3 /> CDR £ 45 -
HA SEQ 1D NO:4 [{E LM 5% VL CDRL ; B A SEQ 1D NO:5 [WE L7411 VL CDR2
B4 SEQ ID NO:6 2 =M /741 VL CDR3. TEib—SEjtif , nf 22 X A dF A5 SEQ 1D
NO: 7 —EU S TR P 5 B AH0T T SEQ ID NO:7 f046 1.2.3.4.5.6.7.8.9 8% 10 MR
VREEEUACHY VH 459 B 5 SEQ 1D NO:8 — e B P 41 s A% T+ SEQ 1D NO:8
A0HE 1.2.3.4.5.6.7.8.9 B 10 N TERRIRIEHAIR) VL 58, 7555 — L b, v AZ X
FLHE SEQ 1D NO:7 ) VH £5R38A1 SEQ 1D NO:8 [#) VL &3k

[0023] AU B 5 — 75 T K dmhd B BT AR 2 SR 5 M IR . E—SEif i,
IR A HERE [ SEQ 1D NO:11-14 %R T4,

[0024] AR 55— J7 ¥ R ALE EIRL IR k.

[0025] AR BH) 55— 75 0 R AL dh H a8 7 28 1 40 e

[0026]  AXRBH 55—y ¥6 R geik IR EMHTIR R4 B 40 .

[0027] AU BHI) 55— 5 T S — Bl s AE A Bk 6 77 v, SLALFETE R LA 2 iR 1) 4544
TR B B4 M I AR TR IR

[0028] AR BEHIF 5 — Jy s R A EIREMBUA R A G .

[0020] AN BH ) 53— 5 [0 S — Mo R i 55 £ ) I3 1K 90 % 1937 25 TL—6 1) 751,
AT A SE N R sk

[0030] AR BH (¥ 55— J5 T #6 B —Fh il fir 7 8 38 B I 1) 90 %6 1) TL-6 A S 15 5 5%
S5, AR AR A S0E R ER R

[0031] AR B 55— 5 0 S — i F0 T 7% A8 VR VR 1 90 % (193 8 LL—6 [ 51,
HALFERT N A 2 1) BB

[0032] AR BH 55— J5 T#6 B —Fh il i 75 S8 8 BT B 90 % 11 IL-6 A M5 5 5%
ST, HAREN AR A S E R BRI R

[0033] AN BH 1) 5 — U7 T S — Pl B AT N A o g i 4t e A 1 7 3, LA ok i 7 FR
67 A S0 1 R Bk

[0034] AR BH ) I — U7 [ S — B AR N A4 v JBE A 0 1) 7 v, LA 48 X P 5 A8 5 it FH
BT A ER LRk,

[0035] AR BH ) 55— 7 T S —Fia 7 A28 B 5 S e P 5 3 SO RE 16 77 323, LA X0 Py
TR BT AR BB

[0036] A BH T 55— 75 I e —Fhif iy NS Igg 6 77 v, LR A 7 R i H vA
7 RN AP,

[0037] AR EBHI) 55— 7 T S — PG o7 A28 J0E S 2 35 IO IE 1Y) 77 12, HAL R XS P 77
B M RTT A S ER R,

[0038] AR BHMISA — 5 W KIGTT AR RS MELL BRI I8 IR I 5T 28 s I RE Tk i 7

7
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%, HALFEX Prife B AT A AR Bl Piik. 78— SEHtif H, IRIE BRI EEK 40 &2 49
AR — TR ) 7732, Hopigsr A RS2 0.1 2 5mg/kg ) 0. 1 2 2mg/kg £ 0. 1
% 1mg/kg 21 0.3 £ 2mg/kg £ 0. 3 & 1mg/kg 21 0.5 & 2mg/kg B4 0. 5 & 1mg/kg [ FRIK
F =B FRFEMDUA. 765 —Selh, 97 BRI R AL 20 £ 500mg 24 20
200mg. 7 20 & 100mg. £ 50 £ 500mg. £ 50 F= 200mg 5 #) 50 &= 100mg 1] E IR F 2= B 70 ) &
PFHEMPUR . FEIE— LR, 1697 A U B A g 29003 9 B — IR VB A — IR
T = — R RV B — Wk R\ — IR R — R I —SEE P, 1R B A E
WRHLAAR AR s 25808 B2 T 45 240 A5 o) — SETf b, 9 AR 22 20— IRYE R R 2 15
WRHLARZ AT, 25 25— IR IR A R 2 KB DA (RIE—SEHEf] T, g B dE2 0. 1 2
5mg/kg #) 0.1 £ 2mg/kg £ 0. 1 & Img/kg £ 0.3 & 2mg/kg 2 0.3 & Img/kg £ 0.5 &
2mg/kg EZ) 0.5 & Img/ke ) HL KT B 73 1) B RS PTAR . AEIE— L], 47 far 771 i
AFEZ) 20 & 500mg £ 20 £ 200mg. £ 20 £ 100mg. 4] 50 £ 500mg. 4] 50 £ 200mg. 54 50
2 100mg ¥ HR YRR B R FHE U . 7RIS — SR, 4EdRe s =42 0. 1 2 5mg/
kg 27 0.1 & 2mg/kg 21 0. 1 & 1mg/kg %] 0.3 & 2mg/kg %] 0. 3 & 1mg/kg %] 0.5 & 2mg/
kg B4y 0.5 2 1mg/kg MBI R B I KB PUIR . TR —SEHE)  , 4ERe 50 = Ak
21 20 % 500mg. £ 20 & 200mg. £ 20 & 100mg. £ 50 & 500mg. £ 50 & 200mg. B £ 50 &
100mg BRI BBl 7 B KB DA . 755 — S &, /e M B 25 252 5, 4EFF &
ROEECR257, 7182 R I 1 N 1 N1 D5 INANY =i et D 4 55 % N9 14 7 S 2R S TN O E
R AEFE ) B HL 437500 5 1 2 29800 B — IR R B — IR = R IR GBI
)\ — IR+ 2 — R AR —SEHE 0, S BT AR IR g 0 2 i ik es 25 808 B2 T 7
W o A8 — SR, ERF RS RIS 25 80 B2 N4 25 A5 5 — SEe e T
R B MDA IE R 2 167 ) — AR5 24

[0039] AU BHIF) Iy — U7 ¥ M A dE BBk e s A oE K R o TERR PR A & B I —
D7 T — AN S, iR Sk B R 78— S, Pk el A E T 55
— S T, PR AT (R B 28 /D 24 Bmg/ml /D% 10mg/ml & /b4 15mg/ml | %5 /b
#] 20mg/ml . & /0%) 50mg/ml . £ /b %) 100mg/ml 2 /b %) 120mg/ml . £ /D %) 150mg/ml . £ /b4
160mg/ml & /b %) 180mg/ml . 2 /b %) 200mg/ml . 2 /># 250mg/m] B 5 /D 4] 300mg/ml . 7F 5
— S R RIS B RS D A — PR R P A Ay o TE T S HE R, SR L 2 > —Ff
WATEFR o AEIE—SEHtif o, S 2053 ik B A 2R TR R 3 H 2 BRI R B — 5K
W R, 22253 U B A 2 ImM 224 200mML 2 ImM 42 4 50mM B4 5mM £ 4 20mM.  7E I8
— S T, GRS BT 2 10mML 2 15mML 24 20mM B4 25mM. 7E 5 — S e b, TR
TEFHNRMESS o TR — S, il e 8l 7EI8—SEHa]H , Fridk — 82 Mg el slORE
Wi AR5 S, RERIRE A 1% 24 40% 20 2% 40 20% B 2% 241 10%
PEIE—SZ R, “HERIIREE WAL 2% A A% B4 8% . EIE—SZili ) b, IR )2 £h
Ko (EIE—SLHF T, Frid st FAE . 75— Sl b, AL IR E 8 2 50mM 24
200mM, £F 5 — S e b, SALAN K o 2 T0mM . 2 75mM. £ 80mM. £ 100mM. %] 120mM. 5%
29 150mMe 7 I — SEJtA) b, W AR R s PR o A8 o — St oh, SR g M)A 2 (L
Bio FEIE— LR, ik 2 L EElE 2 2 L EEEE 20 502 (LEERE 80, FEib—SEjfslHh, ZR1f
TETEFR IR E 2 0. 001 % 240 2% o AE 5 — L 4, R i MR EE A 25 0. 01% .4
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0.02% .2y 0. 04% 8y 0. 08% o {EIL— Lt F, WIEHE 2 MR . ik —SEilifs rh, 2 5%
MRk B H 2R A AR EE 2R« 18— STt rh, U 5 IR W B 0 £ 10mM 224 400mM. 7E
o — S T, SRR R B 2 25mM. 2 50mM. 24 100mM. 24 150mM. 249 200mM. 24 250mM., 24
300mM. £ 350mM. B2y 400mM,  7EIE— S5 0, I pHAE 2 5.5 £49 6.5, fEib—
SEHER A, BTIR HIFI pH AR L) 6. 00 RIS —SEHEE P, iZHIFR SR 10 . 485 — L)
W AZHIFIRATAE 40°C T2 /0 4 4 R RAREN . B —SLHER H, ZHFIRFESC T2
293 HRRGE o 15— Lo 4 % fIFIIRAAAE 5°C R 22y 12 M H 2RE. B3
Jt 5] 7 5 # TR IS RATAE 40°C N 202 4 RS, Hiike k22 20% 1) 1L-6 &5 &k, 16
S, B TR IRIRATAE 5°C R 2% 34 A, Pk k2L 20% 1 1L-6 454
WM. AEIE— S B, TR BIFRAEAE 5°C R DA 124 HIN, Tk A E L 20% K
IL-6 &5 &GP, fEik— S tif b, 2 Tk R fRAFAE 40°C R 2020 4 A, Jiikg ke £
10% [#) TL-6 &5 GGt 785 — sS4, IRIRBCRE sk 64 22 93 HE— I BT ik (¢ il 1), HL
HLE TR IR RAFAE 5°C F 2L 34 AR, FridPiiAe k2 £ 10% 1) 1L-6 454575 . 16
Ty S R AR AR EL K 64 2 93 H AT — AT IR 15, A AE Tl IR 5C R
Y124 HE, IR BUAE R E L 10% 1 TL-6 g5 adth. 765 —SCHaf b, Bk 5 5
LD, 75— SRR, RATAE 40°C R 22 /02 4 B, T8 S oA B HE R ) 2 /> T
2 2% I FTRBUARTE R Btk (65 —SEfl 4, fRAFAE 5°C T 2/04) 3 A4 AN, il &k
FRHERE LI 2 2> T2 2% T IR LA TE SR B AR o 78 53— St h, [RAZE 5 C F 2 /b
2y 12 A H i, il S SRR HE R s e 2> 4 2% TR TR e R Bk . 755 — S
Brh, LRAFAE 40°C F 22 /02y 4 J I, 8 RSP HERH Z A e 2> T2 2% K FriR P ikl . 76
Ty S, ARATAE 5°C R By 3 A A I, i RSFHEBRE BTN 2 > 4 2% 6 ik i
R, B —SEHi] h, ARAFAE 5°C R 202 12 A A, Bk R SFHERLZ Al 2 2> T4
2% T IR DU R . 7 5 — S 9] T, 5002wl 56 B 5o AE S — St b, R0 A
THRIKLE 25, e DR eV G 250 A8 ) — SEHe) o, sl TR 4 25
[0040] A< BH (1) 5y — J7 T3 S — P FH 56 A B8 4125 2 (0 2540 1 s 350 28, JLA0 4
— BT AR P AEAT P IR PRSI 25— ST, B HRIREAT R e 2 BT 4
NP
[0041] AR B 5 — 5 T X —Fhid 3 AAREEAT SR I 4h 25 1 259 ) S0 57 28, I
ALFEAFAT— b EIRPUATI . TEARYE A B — J7 T — AN S v, 8y 25 25 AR i) o
[0042]  AXRBHI) 55— J5 W6 R & BB EIFR AT — b2 P 248 o
[0043] AR BHIF) —J7 0¥ B 5 BRI AT —Fh B TS G 4%
[0044] AR BHI) S — 5 AR EIRHIFIAT— R R 6
[0045]  CREAE T SCGEAS A2 BH PRI &6 Ty 1 RN FL A 7 T3 T FE A R o

R 1 152 AR

[o046] & 1 Hifk 18E, (HAZELHR YTE RALIBLIA 18Fc X o 7RI e e W Bl 52 (ELISA)
b, A8 R HE YTE 335U AL T Fe X FP ) YTE A7 IAEAE . Hoom Y T $idk 18 FIHifk 18E
) ELISA 3 & 1 £k

[0047] A 2 #EPiiAk 18 4541 1L-6, 48 B ELISA ¥: Wik 18E. 1L-6 Hifk A(AB A) Al
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IL-6 Fifk B(AB B) o K5 [ KT EE 2 TL-6 FHVERIZRF . Btk 18 Fidifk 18E /Rt T
FEA FAHFIN IL-6 25505 E. Bl 2150k 18 FIHifA 18E [ ECy, 43 424 6. 1pM Hl 6. 5pM.
[0048] 3 Piik 18 FHLAKR 18E 7EHMH] 1L-6 5 1Y TF-1 40 My b8 Jy 1 HA FE A FAH ]
[ .. e B 18 Pk 18ELIL-6 Ptk A(AB A) FI IL-6 HLik B(AB B) [ 1Cs fHo 7~
T BRI PR B B KA 2R A b RS BT 18 AIHTAK 18E [ 1C,, 4351k 4. 5pM
F1 5. 2pM,

[0049] P& 4 Hifhk 18 FIPiiA 18E FEIMHINIETE 1L-6 755 1) VEGE M AR I il £T 4 41 i
R BOT T A ZE A FAHRI 3 M E Bk 18 Btk 18E. IL-6 Hifk A(AB A) Hl IL-6
LR B(AB B) I ICs, {Ho 7 T BT & B S RPN h 42 5 40 Ee o AT BIFT4A 18 il
Bk 18E (1) ICy 43514 1. 3pM F 1. 2pM.

[0050] 5 YA 18 Mifiik 18E MRS A ik o XIRINE B T 45 25 BRIk E 5 5me/ kg
(R ER TR S PR 18 BRBLR 18E. 78l FH L 7R J5 #5758 R S B AR K1 LA ] R 250 He o
FRKA R 45 255, DUk 18 2B A KAl 8.5 KA1 9. 1 K. KA F4425)5, bt
A 18E (232 /A4 3 K200 28. 4 KA 28,8 Ko

[0051] & 6 Btk 18 FIHLAE 18E ML) Sy E M ATHE IR AE o X BRME K N 45 24 Bmg/ kg
[IPLIR 18 B iR 18E. 78t F B o B R il i 2% AR ACF, DA TR B BUR H o i kR Bz
N2 A, PUIK IS IR B B KA R 8.5 KA 9. 1 Ko BRI N4 25 )5, Pk 18E ()
FgF WA AF BIR L Ky 28. 4 RN 28. 8 Ko FF'5 K SEH (19 PK FI PD U4, i 4 [R] i 3 T
PK 1 PD 045 1¥) PKPD A7, Al vh ik 18 FIHTLAA 18E 232 #4374 9. 1 KA 28. 8 K.
T BIPLAA 18 Fifiik 18E MIIERRA 41 A 13. 1ml/ K /kg 1 2. 8ml/ K /kg.

[0052] T AR BRI ERIPUA 18E Ji5, 7F RA B MK il B L6 7K [
SIS RIS PN AERE 8 Fi j2 N 4524 100mg FIBLAR 18E, BiAE 4 Fi j¢ N 4525 50mg )
HiAk 18E J&, MAZRSIs B 3MH 22/ 90% IL-6 N FHE 5SS, WilG 12 K T4
100mg FIPLIA 18E AReIARIFr LI 2> 90% 1L-6 N FIIE S5 T

[0053] & 8 76 ¢ N 4R ARG S Pk 18E Ji, 76 RA JRE M 2% rhiiF B 1) 1L-6 KF A
PUSZE o IZASAUL S 56 IO 5 it FH Bk 67 A SR 9 200mg IIPTAA 18E, & 8 &l F 4 e = 1
100mg HLA 18E I, MiZREIABIFFELIMHI 2 D 90% IL-6 N FHE ST B SIIE T
A 8 J& Bz T 42 500mg [FIHTIA 18E ANFER B FrELifI 2> 90% 1L-6 N SFHESH S,
[0054] [ 9 7Ef¢ N2 FSRIREMPLIR 18 BidLiA 18E o, 78 RA 38 MK Hhilf B3 i 1L-6
AR SELS o AT SEIR R B, 70 B2 T 25 25 S 67 far SR 1) 100mg IIPiik 18E, #:5
it F 4E 3855 2 50me (T 18E I, WL Re IR BR8] 222> 90% IL-6 N FIE 55
S AT IE TN , B B B R4 25 100mg 1) B APTR 18, A2 B H B N 4525 100mg
FIRBIPUIE 18 BEIA B FPELHHI 22D 90% 1L-6 /- FHIE 57 T

[0055] ] 10 7E 57 T 45 25 AN RIS & B 18 BBk 18E JiT, 75 RA B 2K Thi 1) 1L-6
AL SELS o ZAREFLSEI0 R BT, 7E B2 1 25 25 B 7 far SR 1) 200mg IRIPTAAk 18K, 5 &
4 B 8 JA it FH 4 70 7 1) 100mg BTk L8E B, M i FeIA B el 222> 90 % 1L-6 /¢
SESHS . ZERSLRIC TN 4 s 8 B4 25 100mg [PTIA 18 ANBEIE B FRE)
filZ /b 90% 1IL-6 M FHESH S

[0056] & 11 7xtH T 76/ FCA R 46°C I mAab406 X FAGE e . WA fIE
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H s = p<0. 01, ek = p<0. 001, FEREANINA] 50 BRSO ) t #6058 (TgGlvs mAb406) , FCA
RE 6 /TG ER kS 24 1eGL X IR Bk mAb406

[0057] 12 78 U T £E/N il FCA B AR b mAab406 X LS ) ik i i s . A BIAE
H 3k = p<0. 05, ZEREANET ] s _EAERT T t A28 (TgGlvs mAb406) , FCA 15 6 /N 5
k&5 245 1gG1 X R BE mAb406

[0058] &1 13. 7n T HE/NER FCA24 /MBS A2 i mAab406 X SR g . WA BIVE A
TEVEAKE 0xp<0. 01, *#kp<0. 001, it LR 2 7 25011, #E WAT Holm Sidak HHEH:
55 sFCA 58 6 /NI S HRIKZE 24 1gG1 X BB mAb406, NT Fe 12 “W A A HLH” /M.

[0059] & 14. 7~ tH T 7E/ L FCA48 /By A5 8 H mAb406 A FA sk &0k 1 571 12 A0t 20 s i)
HABEIMER s B2 MEKE ekp<0. 05, sxp<0. 001, Gi it B K & 07 Z 0 #1, #3547 Holm
Sidak F/E K ;FCA K 6 /NN FfIk4T 25 TeG1 X HE Bk mAb406, NT Fig 1) 72 “ B fy Ab P K]
N5

[0060]  [&] 15. 7~ Hi T #FE /B, FCA24 /SRR dh mAb406 Xef AT s el 80 1 ) 2 A i 7Y
S, B BIVE RS BB MK sekp<0. 05, skp<0. 001, it « IR 7 2 0 #r,
E1AT Holm Sidak F 5105 sFCA IR5S 6 /NN EHRIKZE 24 TeG1 X B mAb406, NT F5IF) 2
WA AERR” N

[0061] [ 16. 7~ T /B, FCA48 /NI AL mAb406 X AU Hs o ek 0 1 3] 2 A i 7Y
M, WA RIWER s 5 MEAKF kp<0. 01, #*#kp<0. 001, Gt BRI 28 77 220007, e AT
Holm Sidak ZH/5Hr4 sFCA A 6 /NN EHFAKES 25 TeG1 XT HEBE mAb406, NT F5 12 “ A b
FEI” N

[0062] 17. 7x T AE 48 /NINHAE /N B FCA R AR BY A, /N 431 FAEC 25 AT IR N e A Mk 1)
i, TCRMER ;% = p<0. 05, %% = p<0. 01, %k = p<0. 001, B 2% 77 2 47—l Holm
Sidak ZJEH 5

[0063] & 18. 7t T 7E 48 /NINTAE /N L FCA RASI R A, /N 73— FRAR 28 T B X LA ) et
PRI . JCEMER % = p<0. 05, sk = p<0. 001, PR ZR T Z 53 M — i Holm Sidak
Ja k5 o

BAXHEA R

[0064]  RiF

[0065]  7E ki BH LAy {8 BEAR () A2, ASCh A L “ 0/ 87 2 T BAR A FF A~ Bk
RFAE SR A ) — A, T R BRANE R 5 — A Blin“A F0 / 8% B” N A& (i) A, (ii)B Al
(1i1)A 5 B Z—WEALT, SUE AR R My H—.

[0066] IL-6 fl IL-6 5214

[0067] IL-6 ZEANE 6. IL-6 LA IR A “HiR”.

[0068] A IL-6 f4s KE R SEQ 1D NO: 15, fEARP B ZFF) T LLBR N S il
SR, TP AR R TL-60 BRI TL-6 BAT SEQ 1D NO:16 FJZ T . MATS)
RFARNEER TL-6, HIE QA S BTR (K 9677 R oy 2 I P (K BB R . IR, 78 A S A
HA U, IL-6 FRIF2 EF A IL-6.

[0069]  IL-6 1] LL5— ARk I IR AR, 51 U1 HIS FLAG, {4 4 an A= S i i A 1158
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e i, AFH 5 HIS FLAG P HIMRIBEET TL-6 MIFG 8 H .

[0070]  IL-6 %21k, IL-6Ra & /% 6 W32 4k, IL-6Ra th#Fx K IL-6Ra | IL-6Ra. IL-6R
I CD126, FEARPY TL-6Ra LAES B AR R T AP AE . BRAEASC 557 Ul B, 5 0142 21 1)
IL-6Ra 7] LAZ PS5 TL-6Ra Fl / BRI TL-6Ra.

[0071]  BRAE A U, AT TL-6 2 /R 48 022 IE % BN TIL-6 21k, A ZEn ik
IL-6Ra (sTL-6Ra, sTL-6R) IR IEEREF & SEQ 1D NO: 17, AKESE T1L-6Ra MEIEMRTH
J& SEQ ID NO:18.

[0072]  TIL-6 4% IL-6Ra MIMJEML IL-6 :IL-6Ra E-54 . EE5WA L2l wtEr) (B
sIL-6Ra) , W A] A& SIEEE G 1 (LA IL-6Ra) » 24 IL-6Ra 2R HEHIER, B 501
JE XN TL-6:sTL-6Ra. BRAEASCH 55 Ui, i i) 1L-6: 1L-6Ra 7] Be 0 ff 1L-6 5 i
IL-6Ra 5[ ME IL-6Ra IE A

[0073]  gpl30

[0074]  gp130 J& IL-6:1L-6Ra EAWINS K. 7E Hibi A Cell63:1149-1157(1990)
IE T gpl30 M FLlE SH1E. A gpl30 [¥)74)IllE 4 SEQ 1D NO:19,

[0075] &5 ot

[0076]  BLALHEIA T — X HAHGS G0 11— ool 856X oo/ nT BL A R fir s a
F e G ™ A G AR — BT E LR I B — AN R 80 i, 5 50 A
— N TCAF G I AT LR S R TR R T A 1 B AR o 55 X ) L B4 2 B R — Bidks .
FWE - SERER VR - R AR 2 - BRI - TR AR RBUR - PR RN .
[0077]  #5& Juihds aiE R A YRGS 0 A1 W, 254 ot DU PR 15
BFEDUR 55 S AEPUAR SR 1

[0078] W] LA it CDR 7E U1 N £F 7 & (a4l fe 0 55 B S AE iR 8 B S 48 B i HE 2
(Haan&Maggos (2004) BioCentury, 12(5) :A1-A6 ;Koide %&, (1998) Journal of Molecular
Biology, 284:1141-1151 ;Nygren Z&, (1997) Curr. Op. Structural Biology, 7:463-469),
BT A A7 8 B 2R ) IR ) 2 JE R 2 Bl LAk B33 588, AT SR &5 A i 5 BT 75
RS PESE G Nygren %8 AXTER AU BT 45 607 AT TREALIG B 3R Ve 4l VPl (Nygren 55,
(1997) Curr. Op. Structural Biology, 7:463-469) . fE W0/0034784 B/~ T H T A
W EE S, R T a5 B 20— DRV 11T B4 iE s B i e
U (PUARBEI ) o AT LA He P A — A B2 4> CDR, 91 41— 2 HCDR, How] DL f e Bk iR
PR K e AR AT g A oo/ o & 28 nT Bl NREFE A& A . JEdifkd g
BB AN SAE T 0] DR B 485 W PR g & 67 i, /b T 22 /b — Be5i 4K 3 1 il
/ B — 2 hi Ry 7 2 THiliE . Z5G Tt B/N RS ] DU A A ) AR BEARE 1, 497 G gk A\ 4
ML RE T, 28085 N B AL 2R s B0 IA A7 T FoAh 45 14 Y B AEAR IR §E ), BRAEFESHTIR 1) 81 B B
NG RE T Wess TRIR TEAEHURE B RN INPUR S &40 I IE (Wess, L. (2004)
In:BioCentury, The Bernstein Report on BioBusiness, 12(42), A1-A7) ., LA ETH i
HA—ANFEE R S — A B AN AT AR IR, JL P ER () 2 FE R 7 2R S P sl B AL 5 A LA
PGSR PR S A A . XA S B AER BB R A BRI AR U A 1
IgG g A H e VB R G ED (W H4rEdm 111 BB JREE A DL
N &5 S AT HAD Affilin™ B 42 (Scil A ). HALERG FEEETFHES (BHE0 7
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W BN ) AR “RUR” SEY . (Versabodies™, Amunix) A H A E
1 (DARPins, Molecular Partners) .

[0079] [ T HLARFHIHN / BB IR S5 G A7 i, AR AR B 1) 45 6 o4 mT DA RE L Ath 21 2
R, T R IR B 22 BRI 28 BE R, 491 an 47 8 1, 8B T 45 G PR AT 43 HLA Y Th ARy
Mo ARWIRIESS oA LG — TR AR ad, sn] DL R R iR 2 [ sl (91 dnid it
IRBEEOER T ) K. B, 455 ot T LR ALA L (I anfERg S it ) DLAHLR
e, Hrh, PURE G R S PURE G, IF RIS S PR E o MEALAL AT LA
BRI A 7 D fe, Al il 432

[0080]  EEAR, WIfITi&, CDR REME A ARHU A B Gk, A A WY CDR 88— 2 CDR 4544
T R PUA ERE SRR P 51 B R A B — 8855, Forb CDR 8— 2 CDR £ 7% B 1~ H AR 7™
A2 TR) VH AT VL PR R] A2 XK — AN B, Bk H1 44 ] A2 DX H BT HE e 16 A s BR R 1 2 R G
i, R BR A A AR DX 45 /4 F 2 47 v] PL 2 Kabat 25 (Kabat, E. A. 2%, Sequences of
Proteins of Immunological Interest.4™ Edition.US Department of Health and Human
Services. (1987)) MILF BN BIAE . AT VF 2 2 ARPRG VAL Ze Bt I v] UL 2 iz 88
e, i, 2 0l Martin, A. C. R. (Accessing the Kabat antibody Sequence Database by
Computer PROTEINS:Structure, Function and Genetics, 25(1996), 130-133) FIECE L4k
YR, HarH - RYE B R MR bioinf. org. uk/abs/simkab. html .

[oos1] il il CDR [X Bl CDR, & Y H [ € T+ 3 W] &l Kabat 55 & X[ % & 3K & A
) % 5 & B 1 & A X (Kabat,E.A. %%, (1991)Sequences of Proteins of
Immunological Interest,bth Edition.US Department of Health and Human
Services, Public Service, NIH, Washington ¢ A5 J5 it 4~ ) Bk Chothia Fil Lesk (J. Mol.
Biol., 196:901-917 (1987) . HuAME ¥ LG 3 A EHE CDR 1 3 ANEE8E CDR. A SCAEH A
T CDR B, CDRs 24 3 B, AR 100, 3K 26 DX 3 A (1) — AN B LA, B 2208 26 X I R 344, iy
R DI AFE K 2 A0 2 ZE R A , H S SR A 5 YU BT R AT 255 PR 5.
[0082]  7E/SNNFHI CDR 40 A, BB SE = CDR (HCDR3) HA 3 KM R ~F284k (55 K1
ZFEME FE R T g LI K HEALE] ) o B AT LR 2 2 R, RE AR K
(IRSE A 26 D2 FEBR . CDR R FE AR P 3 NS o8 SEARE QLK R e . st Th e
& » HCDR3 2 E3 43 Hh e e PRy S ERIVE A (Segal 25, (1974) PNAS, 71:4298-4302 ;Ami t
& (1986) Science, 233:747-753 ;Chothia 2%, (1987) J. Mol. Biol., 196:901-917 ;Chothia
& (1989) Nature, 342:877-883 ;Caton 2% |, (1990) J. Immunol. , 144:1965-1968 ;Sharon
2 (1990) PNAS, 87:4814-4817 ;Sharon %% , (1990) J. Immunol. , 144:4863-4869 ;Kabat
A& (1991) J. Immunol. , 147:1709-1719 ;Hol1iger&Hudson, Nature Biotechnology23(9):1
126-11362005) .

[0083]  HCDRI mJLAsZ 5 PNREEEL K, H Kabat Sk 31-35 41k

[0084]  HCDR2 WILAiE 17 DNEFEIL I, Hi Kabat JkFE 50-65 4.

[0085]  HCDR3 W] LA 11 48 12 P2 R EE K, B Kabat FkJE 95-102 ZH i, JE 00 22 (1AL 45
Kabat %L 100D,

[0086]  LCDRI mILAJE 11 DNEFEIR I, Hi Kabat Jk3Ek 24-34 2.

[0087]  LCDR2 WILL2 7 PNRIERL K, H Kabat S 50-56 41K
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[0088]  LCDR3 H] LLJ2& 8 PNk 9 MR FEMR K, i Kabat J%Fk 89-97 ZH ik, 9F A B )44, 5 Kabat
BRI 95,

[0089]  HLfhksyrF

[0090]  AXHHIR T H AR AR B 4 BLA A B AR R R R . IEARTE I R T
frEEGUAPUR G A0 A Z KR B . T DR AR AW & B AR T
7, Wk 2 UL BRI A R AL T3 B ARFR ST, (H 2 At AT BE 68 45t 7 2 Bl ik 24k A B 2R
R TR R4S, B T IR A RS, B A 2 A AT, B R SOITR, Btk
Al UL EAHE AR EIE IR - HPUAPUR 5 &0 A bk i BLEFE , (EANRIBR T, Wi Fab,
Fab’.Fab’ =SH. scFv.Fv.dAb fll Fd 73 . ZFHAWSFHAS 1, & — k2t
RIPUR E5 547 i, B WALHE Fab2 Fab3 WHTA  =HuiR  DIHLAAIE P LA 7F Holliger
F1 Hudson H#5IA T Hiik 7 7 MM 2 v 548 7775 (Nature Biotechnology23(9) 1112
6-1136(2005)) o

[0091] W] K HL R va FE BT AR L AT AR A3 FH DNA A5 AR A7 ) — B iR Bl & 48 Hi R
(R G PRy o IXFI AR AT REY F 5| NG S S BR 8 (A W] 48 [X [#) DNA, B8 & PR 2 X
[*) CDR, B A [l S e B )1 e X AR 481X . #EDL, 4, EP-A-184187. GB2188638A B
EP-A-239400, LA S B Ji5 (19 K B SCHiR o 2444988 40 O B AR BT A4 1) FL A 4t i mT 52 21 25 PR 5847 B
HAh AR A, 3] DA 5] AAS SO 7= A AR R 45 AR S

[0092]  HHTHLiAW] LLAEVE 2 J7 AT S M, ARG “ DA77 NAFER A BT 455 Joft
s E AR AN/ s S PURKIBUATUR G SAL R Y . B, XA ARTEM R T Piik
F B HAT ), AR B TUARTUR G5-S54 R 20K, A e 2 B AR A sl A E sl 7
G B, BAEPUABUR G G AL s B H 2 IR (sk B i — el T 5 — ik
KBTI BE RS E 77 FRRETEN « 76 EP-A-0120694 Fi EP-A-0125023, DL A B
Ja K= SCRRP 48 T A BRI e BRI R K

[0093]  Hi & T #2 ¥ A m] dF — 2B fF A 114 ] BE X A A0 N U8 b 59 B 4k AT 4%
He B tn, AN 2B % AL 8 W] Ul Kontermann&Dubel (Kontermann, R&Dubel, S, Antibody
Engineering, Springer—Verlag New York, LLC ;2001 4, ISBN :3540413545) 9 At i& i
o WERARER, 5 — A O K LA n R R AR 2 HAR P e 4l A 4,
Kontermann&Dubel (Antibody Engineering, Springer—Verlag New York, LLC ;2001 4F,
ISBN :3540413545) F1W092/01047 ( F3CHE—108 ) , 35 E £ H) US5969108.,US5565332,
US5733743. US5858657. US5871907. US5872215, US5885793. US5962255, US6140471 .
US6172197. US6225447 ., US6291650. US6492160. US6521404

[0094]  AEFLPA/IN R AT 140 8 NSRBI, BTi /s B L v SR P A R PR R R4 N i ik
FE R Dy RE EHBEAR, 1 BT /) B e R AR se B AR A A1/ B (Mendez, M. %% . (1997)
Nature Genet,15(2) :146-156) . A Y546 ¥ L 7K 7] W FH A 808016 2 0 B AR SR A2 7, 49
1 W091,/09967. US5, 585, 089, EP592106., US565, 332 F1 W093/17105 [#] /& JF R 1. It 4h,
W02004/006955 #1255 T M ZFEHT PR PR 126 3 1] A2 IXCHE B8 1) (R N IR AL B AR 1) 7 45,
03 o A AR N B PRI A AZ X CDR JFE AR AR tE CDR &5 428 84 5 N SEHLAA 7 41) JE Hh AH K.
[¥) CDR J3 41 (A CDR S5 46 2R 8, an BT A o bR ZE R Bre AP T 2 A 5
4E AL CDR ZRALLKIFRAE CDR G5 #2288, T s NS HUAA 75 Ko 148, A4 N ZRAE 4L
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FFAl. & eE R R A A SRR A2 COR 74 I @ S BRAR A B AT 3 — D I HEAS - 7
W02004/006955 HH IR 77 ¥2%, e FE f i HE 4 ISR A k& DUIAR TR AERESL 41, A i
SE B TEE T NBHEZRAE ThBE EHUAC AR CDR 41 5 HE A5 CDR 41, It 7 Bf
o2 FH M R S 3 JE P ) N VRAL B AR, FF T 7 BE ST HE N BRI AR PU R IAESL 741 . HiR 4 2 TF
[R5 RIE R G PiE

[0095]  W]3d It B B A% 1 IR IR PR 3R 1K FF AR Gl I AR IR ik A1 et B 5 bk 73+
5401, B Knappik 2% A 3R ) 5 7% (Knappik 2%, (2000) J. Mol. Biol. 296, 57-86) B Krebs
2. (Krebs 2%, (2001) J. Immunological Methods25467 - 84) .

[0096]  CLiE I EE AR BRI Bev] AT & G Pt R I DhRe. &5 & h B+ 22 - (1)
VL, VH, CL M1 CH1 &5 ) 38 41 B 1) Fab Jv Bt 5 (1) VH A1 CHL &5 R4 I8 4 i () FD v B 5 (i)
B — IR DA B VL R VH &5 8 38020 i 1 P4k v B s (iv) dAb iy Be (Ward, E. S. 4%, (1989)
Nature341, 544-546 ;McCafferty Z& (1990)Nature, 348, 552-554 ;Holt Z& (2003) Trends
in Biotechnology2l, 484-490), H f— VH 8% VL g5 # B4 1% s (v) 47 55 18 CDR [X 5 (vi)
F(ab’)2 B, GG AAHIE R Fab J BE M B 5 (vii) BE Fv 20 (scBv), Horpid il
TEBR AT VIR VL g5 /) AR IE , Prid SR RAT P A S5 AR IE T i — PR &5 647 2 (Bird
4k (1988) Science, 242, 423-426 ;Huston %5 , (1988) PNAS USA, 85, 5879-5883) ; (viii) XL
SR REDUA 2k (PCT/US92/09965) J¢ (ix) “Rpifh”, @it ZEHp SR 22
e S T B (W094/13804 ;Holliger, P. 2%, (1993)PNAS USA906444-6448) . Fiik . 45T
RSO HLAR 7 1l I R BB VH AN VL i i # s 2 (Reiter, Y. 5§, (1996) Nature
Biotech, 14, 1239-1245) . T HTIACLFRIERE B CH3 g5 B BRAEDT/R (Hu, S. 5%, (1996)
Cancer Res., 56, 3055-3061) « £ B 73— ANl 1 & Fab”, 5 Fab Jy BeAS[R] ) 52 B i
CH1 &5 Fay Ik If R 28 R v I N /D BRI, L FE — A sl 2 M PUIRSHE X 112 Bt 28R Fl Fab’ —SH,
PRI Fab’ B B, Forp 2 e S e i 22 1 10 e DX AR 28— Nl B SR R 4

[0097] Qui Z%& (Qui Z& (2007 4F )Nat. Biotechnol. 25:921-929) #iik 7 KR & H W il
REHE R X %82 19 COR TR Sr 1o VH B VL g5 M35k 1) CDR3 % 2 B HAth 25 #4358 (1) CDR1 Bk
CDR2 ¥, i if FR X 3, 1%k %2 CDR1 8% CDR2 [#) C ¥ 55 CDR3 [ N o AH % ¥, Qui &5 %k
HA DB KSR B FR X o AP mAE4L A b i@ VH FR2 #%E$% VL CDRL 5 VH
CDR3 (VHCDR1-VHFR2-VLCDR3) . £F 73 - & K4 3kDa, iX S hi ik 7p T3 L ek (41433535 77 T
AL e e Bk iR 1 (24 150kDa 1)) BERBEPiIR (29 28kDa) AHELEL (Qui 5%, (2007)
Nat. Biotechnol. 25:921-929) .

[0098] AR B HLAR Y BOT MR ABUAR S+ BUFTHUA S 71 2.3.4.5.7.8,10.14.16.
17.18.,19.21.22 F1 23 FR1F, i i Wi A 16 7 v, i ok 1 a B B I8 BT / B
TR AL 250 SR AT — i s . O — oy 2 AR BARLERE IB o i BORT DLE i A
AN IS R B A AR B AR IR G B T BT, 0, B3 2 KGR, an b 26 BN H A4
ARG AR, SO IR I G R R IS 3RS

[0099]  ARYE A BH I DhEe BTk Fr BOALRR AT T2 32 id ok Ak 2B e = i Dhge v B, T
HE R Rk, @ FlG B 8 A B BERIEAIR A

[0100]  dAb ( Zifeisbifk ) /MWK PUR Z5-5 LA i B, RIPTAR R BE sl BE R ml A2
Xk (Holt 28 (2003) Trends in Biotechnology2l, 484-490) . VH dAb 7EE&LZvRlzhYm (4
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WaggE LPNGE ) T BARAEAE, Honl il f0ht IR e R A8 S Rt sh 4, 73 B iR e R B 48 1
HE MM B 41 e 7w 5% dAb FE[R 7= dAb AT F g s 5 77 A . dAb R/ RSE AT v
AR RS e MEAT e AR B2 ] B HIE A T IEBERSE R e \ELERT R H 3077
Rl A% Te R 34 VH dAb, LR “9iKbiik ™7, AR B 454 o/ rT BE A2 dAb, A FE 5L
A AnASCHTIR ) VH 8% VL g5 /38, sl 15— 4138 A L an A SC TR 1) CDR 1) VH 2K VL &5 44
18

[0101]  XURf 57 1 SO D BEFUARTE o — AR s BB Ag, A AR ] 22 X &5 G A [R]—
4+ b (Holliger Fl Bohlen (1999) Cancer&Metastasis Rev. 18:411-419) ., CLiEfH H T
AT 78 8T N 49) Dl RE BCAE i Jeg 8 e 2 10 A 1) JLA 23— (R B8 00 BV S PR BROSLZ RE B 4R
Al H T2 W UG T A PUAT FH R BURE S 1 DA, 3 28] A G0 IR 0UR S 1 A4
n 2 Ry A & Holliger, P. F1 Winter G. (1993)Curr. Op. Biotech. 4, 446-449) ,
o 4k 2 i 2% Bk B TR A A2 4898, BT BE A2 AT 1) B R XURe S Bk Bee axX 284
Pk w3 i 4k 2% 75 9% (Glennie M J 2%, (1987) J. Immunol. 139, 2367-2375 ;Repp R. %%,
(1995) J. Hematother. 4:415-21) K A4H i 7571 (Staerz U.D. F1 Bevan M. J. (1986) PNAS
USA83:1453-7 ;Suresh M.R. Z&, (1986)Method Enzymol. 121:210-228) 3% 13, {H 1k 1k Hb
AT L R TR R R SRAT, AV e U FEAAE F TR T R I (e e A 1 Al A
(Merchand %, (1998)Nature Biotech. 16:677-681) . XUKF S5 MBI IK) 9 i 49 £, 45 BiTE™
BB ARLE, Horn] DUASH B AN [FRe 5 P S P ) 45 & BOT @ A ] 3 i 2 Ik E
ks, RS h 2 KRR SRR 2 Ik EAE I PURSE & AR BUAR scFv ANFFE
Fe s, HAT AW AZ X, W AE L FRAS T o R4 R B e R 250R

[0102]  FHERURE S PR BT 2 0 5E 8 TG XURE 57 M Fab’ 2, Fab’ PEG XUHL A BOBURE 7 1t
scFve BRAN, A8 AU O 0 B 7 V2 e A URE S BT LR e DY P o fe

[0103] L5 XURE T P BE AR BT AR AH S BURE S BT A4, 00T BE 2 e A FH 1, R AR 25 5
B R AR R R 3Rk o A8 FH R B 1R R s B2 (W094,/13804) 1] LR 75 &) Mk 658 1 &5
G R BUE (A 2 AR Z IR, hitd B o« iR BRI —ANE IR EEAAL, 5 4,
BA X TL-6 1% 5 2, 2R T A oy — R A R FE B 08 AR R M PR I . v aE
o HAth T AR 7 A U S M SRR, 1 Ridgeway 25k (Ridgeway, J. B. B. 2% (1996)
Protein Eng.,9,616-621) .

[0104] W] DAASE FH 25 A AU RAS BT TL-6 WIPUIRRI TV DUATHT DR B v BEBUAR, e il A2
NN R A BN SR, AT DU I A AR N 53 0 IARUE 77 V3R 15

[0105] R UL, B roRE BRI D a8 Bkl £, JGH SRR, W] Re b AR 2 fiik
FHF PR “HiiR" A (Harlow Fil Lan, antibody: ALaboratory Manual, Cold Spring Harbor
Laboratory, Cold Spring Harbor N.Y., pp. 726, 1988) k¥ & Kohler f1 Milstein $iiR
(1 MZRAT I8 P B ) 25 B ('K ohler and Milstein (1975) Nature, 256:495-497) ,

[0106] 5w [ HTAAT] LG M o (KT TL-6 [IBhAIK) B 40, sl &4 1 T id 86 vo [ Hi ik
WAIRAL B3R . ASCRIIR T A FR I 2L & 15 10 7 BEFUIREZ K, HF T LA
PP LA APt 1L-6 BIPTIR. Frdk 1L-6, 8 Be e —, JUIHHh BEM MR P8 1) AR 77,
T DAL B AEgn S TL-6 B3 BUR) cDNA 41 K% IR e &1 ke 4, i A5 76 TL-6 1/ Bk
SR B IR 91) B 22 2k B e A7) AR 2 ) 2 R EE 2 o
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[0107] B FCREHTART] LUG] Wi e e fiA bk AT alifh, Forb 1L-6 80 051 4 i ik 2 s [
ORI AT 19 B TG 1 2 o SRS b, PR se BB R ] OB I ¢ TR A AR/ (G 1)
R, B N ORIAT BT 1B 7RI PR ik B g 505 44 B DNA FILPS [ T AS #e (i,
ARG T ORIEAT BORBEAT B IR R G B HEBE €203, H ] T 250t T R AR s Ath 2 BB AR A7 4
SEBAE IR . IE— ST, IR Eehl AR n] LA R B sl SF A .

[o108]  Prlsigi &AL s

[0109]  XFHIA T HAEHUR K A EGE 0 &5 6 9F 5 H B AMO 7 71 . fEBuiR s 7
HCARAEDL R DUIR 25 647 5, IF B RS 5 80PTE 1 A8 B 4 45 & JF 5 I B Ay i
5o SUPURIR KIS, FUAA ] LAY &5 G B IRRE 2 3053 (%l o R I R AL . PUiABURES S AL
ML — P EE PR R AR X . JUAPURES & B PURERRERT AZ X (VL) FIfT
RERERAZX (VH) .

[0110]  W02006/072620 #5i& T LE4E#) (4E ~CDR) I H IR HTIR 25 547 A 1 T RE4L , BTk IR AE
T REERER IS5 M3 B 78 2 WA o PR 456 A7 s AT LA T HFE A CDR B 2R XA 43 15 1t
53T B 3, B anAE VH B VL S5 R840 X, Bl E BT AR @ X491 i1 CHL 1 / B8] CH3 .
BT E G P IO B IR 25 50 25 T LAAR A b, sREAR A % VH R VL 45 44 451%) CDR 20 Bt
g G A m P TERUA S T AEE 2 AN PURG S AL, B AT LLgs G AR PR (IL-6) ,
MG NS & et G o UM, Z2DPURE G ] DL S A FERHLR (IL-6 F
— A EAHARBLIR ), HAT DU T 3G vy Thie , GE K 3 B slcE ul R Bk g 1 i
[0111] 4351

[0112]  IX¥E AR B 456 o Bt i 45 & Jo % IR — IS AR R B — BUR AL R
PRI, R R AR A BH (1) 45 4 JC At VH A/ 85 VL a3k DL R G i IR A% IR o~ Nk o mT L L 23 5
[RFn / sRali b i Rt B ank B B ARIAER, B A FIRAlny, s RIVETE A0, B, Wil
PR, FLRUF B 11, BRSO B (R B B SRR 1 B R, i AN A2 gm b BT I 73 Th eI £
JREIFA o 23 B 0 TTAF A 43 B8 B A% B A BRIE AR I B A AH SR 4 L, anfE 3L B AR A 8%
Hh, BRCOE AR S B P St EE A DNA A & I IR o A A EE (ndt e ) rh R IR B
‘B EMNEALIR . TOAFFIAZ IR AT LA RR0RE I B 7 il s, JF L 52 Br B 0] DUTG AR 2 43
B9, i R G 1S TR AR o e AR, Jo A S B IR B e BRR G B)
F Y T2 W AT N oS T B B R B R RNR A o 456 oo nT BLH 2R M BlE
o IR R R S (40 CHO BR NSO (ECACC85110503) ) # BEEEAL, B FmT LUJE AR 2R
[ (A an, an SR A A A e rh R IA AR ) o

[0113]  AFEHT [L-6 HLAI> T B9 A A TR A B T AR BH B0 53 o 491 3k A i) 551) ] LA
e A K ERMELZ C Rima R BN BUARTR G, H B SRR 54k A
/ REARTAER IR, 640 N- Kun S 2 BRI VE T U B A R 5

[0114]  EAIASCATAE I, J i “ 25 A BRI Fe i & A SO Rl (1 45 6 o 4R VH B VL
SERIRIAR DG COR, Hom] LS A S b 271 Y 19 7 40 AR S e DX 3 — 3B mn FE AR ABL . AR S i
R, FEEE R FEARL S — AN B AN AT AR DR IRRE S 1 DX A O, T AEAE CDR F/ B VH R VL 25
Fatkdr, nT DA 1 BIZ) 5, A 1 3 4, B 13 3.8k 18K 2.8k 3.8k 4 MR,
[o115]  REHFIAR
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[o116] AU B Jo ™ Ak B SE KA N - BT TL-6 PiARi Jii%. A A K B T7
Pl IL-6 SEARPUA ] REAAE 1 0 7 A B K A N 3 Bt TL-6 Hifk. 4 7 S8
AR T7%, AT DS AT 5 N TL-6 PR k45 A 1 P0 IL-6 Pifk. fE— i, 78
PCT A F5 4 W02008/065378 ] L 1 23 FF BT TL-6 BT HAS MR B T SLIRA R B 1) Ty
EATH o 75— BARSLHEE] 4, 78 PCT 2524 W02008/065378 H1 B & HIPL A& 18 ( LLUF K
Pk 18 B Ab18) W HHAEMRECA T SEERA & B T iAo

[0117] AU BHRAL T B K IR Y 3 BT TL-6 ifk . 76— SEilfsrh, A3 prf
RIIHT TL-6 Ui B LK ) Py 232 1, HAC T 5 A A [R) 5] 722 DRI A R0 g X 1t
R fE— BARSE G, AR BP0 IL-6 Piik A K THifk 18 FIEK AN
=i,

[o118] AU IR T HA G AR 3 BT 1L-6 Huik. 76— SEitif o, A& 3t
TL—6 PUAR I 32 2 A L34 7R DN 2 13 1o 78 55— SE o), AR B IR $T 1L-6 Bt
REE R AEAE N R KB NI E 232 8 (i, (HANPR T e B slomife ) o 765 — 5K
JiE ) 7, A BT TL-6 HUAR I -2 W2 7R AN 32 TPl i~ 3 40

[0119]  FE—SElfH, AR BHIIHL TL-6 HUAAR -5 B9 B A A [R] ) ] AR X B A 7
fEE X PR R D 25 . 20 35 . 20 45 20 5 5.8 /0 10 5k £ /D 20 £i5.
16 53— S v, AR BT TL-6 HUAR R 32 14 T B AH [F] 0 m] 22 ORI A2 4 fe e X
IPTAR IR A 2 /5.3 £ 4 %5 £ 10 £ 8K 20 fiF . 785 —SEHEf 4, AR BP0 IL-6
FUARTR 2P 32 T HAA AH (R R nT 22 DRI Y AR R 1E D X BT R E R 2 5 2 3 fh 2 1% &
5% 22 10 5.3 f5 2 5 {8 3 f5 2 10 .

[0120]  7E—SKEJtE ], A< A BB TL-6 Ho AR 2 58 4 T 2 A AH [ 1) 7] A% XORT Y AR 2
85 X PR R R 20 2 5. B DA 3 5 204 4 5. B /DZ 5 5. 204 10 f58
FDYY 20 5. A8 — S T, AR BB TL-6 iR i 2 8K T B A A B i A] 28 XA
AR RE 2 X PRI AL 2 £5 .20 345 40 4 5 29 5 540 10 584 20 fi5. 7E—
S, AR B BT TL-6 PR 2 3 S T B AR [R] 1) A] 22 DO AL R 5 X [ He ik
A 2 R A 35 A 2 B RA 5 5. A 2 524 10 5.4 35245 £5.804 3 %
4110 1%,

[0121]  FE—SEJE ] F, AR WIS IL-6 PLiA R =2 20 10 K2 15 Roe 20
RAFE 25 RoFED 26 K.FD 27T RFED 28 K. E/D 29 K.FE/D 30 K.F /D> 35K, F/b
40 R &b 45 Rk e /b 50 Ko 85— SLHEE 4, AR EHT IL-6 PriAR-= M2 10 K.
15 K120 K125 K\ 28 K129 K30 K35 K40 K45 KEK 50 Ko 755 —SLiifs), Ak B
(KT TL-6 FraRA A2 10 KA 20 K10 K 30 K. 10 KFE 40 K10 KFE 50 K.20 K
230 KR.20 KA 40 K20 KA 50 K25 KA 30 K25 KA 40 K25 KE 50 K.30 KFE
40 K30 KA 50 KL 40 KE 50 K.

[0122]  FE—SZjifal, AR HL IL-6 Pri )il 204 10 R 204y 15 R 2/
2520 RF/DZ 25 ROEDZ 26 KRB /DL) 2T R /DL 28 RIF /DY 29 K./ 30
RO 35 R /DZ) 40 K202 45 RELR /D) 50 Ko 785 —SEHHH, A% B 15t
IL-6 HUARRI ML 10 K2 15 R4 20 K4 25 K4 28 K45 29 K45 30 K4 35
R 40 K2y 45 KERZ 50 Ko 187 — L, A% B HT TL-6 Jrik il 2£ 4y 10
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KREL 20 K410 REZ) 30 K2y 10 KREL 40 K10 KREZ 50 K4 20 REZ) 30 K.
2520 REL 40 K4 20 KREL) 50 K4 25 REHA 30 K4 25 REL 40 K. 425 KE
21 50 K 4) 30 KEL] 40 K4 30 REL 50 KA 40 KEL 50 K,

[0123] AUk BHIEFRAI B FRAR TS R Z T 1L-6 Puik. N A B A F R AR B
PR A S MM SR AR, 259, BIT TL-6 BBk B A7 i [A) B A S Bk o 76— SEHERI R, AR
R REA T TL-6 PUARFALL To8A$T TL-6 Pk A AR FERR R . 4 — HARSZiEs 4,
AR HEIPT IL-6 HUAAAMH L T-Hifk 18 A FRAKHITHERR

[0124] AU BHERAL T BA PRCIRITE R F BT IL-6 Btk 76— SEhtif , AR Bt 1L-6
FUARIR 32 2 AR Sl 7R Y I e (1921 32 0o 78 5y —Sfel vh, A B I3t TL-6 Bk
FIE WA AE AN R KBS NI E 2323 (o, (HANBR TR B8 AR sl ) o 78 5y — SEids)
o AR BT TL-6 FUARA 3 2 e A AR e i 22

[0125]  FE—SEHEfol H, A & BT TL-6 PR 35 b FAK T 2 A AH [R] 1 m] A8 [XORH A= 7Y
82 X PRI 20 2 5 20 345 20 4 5. 20 5 5. 20 10 5820 20 £ .
10T — S vh, A B BT TL-6 TR I B 22418 T 2 A AH [R] ] 722 [XORH B A B e g X
BRI T/ 2 5.3 £% .4 155 £5 10 588 20 f5 . A8 5 —SZm b, A% B EHT 1L-6 $i
PRI B 28K T 2 A AH (R ] 22 DXORIEY AR R e X IR HLAR 3 I 2 5 2 3% 2 522 5
2 52 10 5.3 £5 8 5 f5. 80 3 £ 2 10 fif.

[0126]  7E—SEHEfs) b, AR I TL-6 LR KI5 Bk 2 EAA A [R] 0 mT 22 DXOREY A A fe e
X HURR R 202 2 £ 202y 345 22 45 202 5 £ 202 10 e
DYy 20 £ AT — S T, AR R B EHL TL-6 HUAR 0I5 FR 2 B AT AH 1] ) A] AR XA Y A
T8 52 X PRI L) 2 15 20 3 15 20 4 15 40 5 15 20 10 £5 804 20 5. 7B — 5
7, A B BIBT TL-6 HUAR 3 B 2 B AT AH [R] 1w A2 DX AR 200 16 52 X IR T AR 1 2 32 4
A 2 522 3 5 A 2 fF R A5 5 A 2524 10 5.4 35245 5. 84 3524 10
o

[0127]  FE—SEJEf 4, AR P IL-6 PLARERFE L2 £ Inl/kg/ K. 2 Z 2nL/kg/
RBZ 3nL/kg/ RABZ 4nl/kg/ KRB % bnl/kg/ KRB % Tnl/kg/ K. Z2% 10mL/kg/ K-
# % 15mL/kg/ RELE L 20mL/kg/ Ko 1E 55— SLHiH 4, A% HIRPL IL-6 FLikr)iE bR
A& ImL/kg/ K2mL/kg/ K3mL/kg/ K. 4mL/kg/ K.bmL/kg/ K.TmL/kg/ K.10mL/kg/ K-
15mL/kg/ KBk 20mL/kg/ Ko AE 55— SLHEH F, AR EPT IL-6 PLAKITEFREFE 2 1mL/ke/
KZ 2mL/kg/ K.1mL/kg/ K% 3mL/kg/ K.1mL/kg/ K% 5mL/kg/ K. 1mL/kg/ K% 10mL/
kg/ R 1mL/kg/ K & 156mL/kg/ RX.2mL/kg/ K & 5mL/kg/ K.2mL/kg/ K % 10mL/kg/ K.
3mL/kg/ K% 5ml/kg/ F.3mL/kg/ KA 10mL/kg/ KL 5ml/kg/ KA 10mL/kg/ K.

[0128]  FE—SZjifslH, AR BHL IL-6 HLARIERFEZ 224 InL/kg/ R\ 2ZZ 2nL/
kg/ R B Z Y 3mL/kg/ K. B LY 4nL/kg/ R\ 2L %) dnl/kg/ KRB Z 2 TnL/kg/ K. &
Z2) 10mL/kg/ R 224 16mL/kg/ KRR Z Y 20mL/kg/ Ko Fi—SLHEHH, A% BH T
IL-6 FUARITE R F R InL/kg/ K4 2ml/kg/ K2y 3mL/kg/ K] 4mL/kg/ K% bmL/
kg/ K2y TmL/kg/ K2y 10mL/kg/ K2y 15mL/kg/ KELZA) 20mL/kg/ Ko 1E 55— L,
AR AP IL-6 PR FE R F 24 Inl/kg/ K22 2mL/kg/ K2 ImL/kg/ KA 4] 3mL/
kg/ R 2y ImL/kg/ KAL) bnl/kg/ K% ImL/kg/ REZ 10mL/kg/ R 2 ImL/kg/ REH
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156mL/kg/ K2 2mL/kg/ RAEZ) dml/kg/ K %) 2ml/kg/ RKEL) 10mL/kg/ K4 3mL/kg/ K
225 5ml/kg/ K2 3mL/kg/ REZ) 10mL/kg/ Kk dml/kg/ KEZ) 10mL/kg/ Ko

[0120]  FE—SZjifslH, A BHHL IL-6 PR FEAL Ak Fe X o 78 55— S, A B (1)
P IL-6 PUAELFEAR 74K Fe X, HBAX Fe Bl ik dr 8 2880 ) o 78— BAR S b, A%
I HIPT 1L-6 PTAAFEAR K Fe X, H HA X FeRn S0ABRHISER 1) o AE— HAKSZ 5], FeRn
Al LR R ABUR K S (BB ) 1) FeRn 81 .

[0130] 7 SEHtf H, AR I BT TL-6 Frik 281k Fe X, HA AT Fe Bl A 38 hn i
SR I) o AR HARSLER] F1, A B IRPT TL-6 HLARFEAR A Fe X, HA X FeRn BN 55
Fye FE— B ARSI F, FeRn 7] DU R ABR S (B anisE ) 19 FeRn 82 .

[0131]  7E—SEHifsrh, A% BIIHT IL-6 Bk AZ K Fe X, JAF Fe BAfRE B 456 5%
AT pHAE . AE— HARSEHi] 5, AR T IL-6 HURB 52214 Fe X, FAF FeRn [
SEG SRR BT pH AR AE— HARSZHER A, FeRn W] DL B ABCGR KR (B WBssz ) 16
FcRn &5 H -

[0132]  7E—SZiflH , Ak BHIHT TL-6 FLAREREAHXT T-HF2E RN TG H 2 X HA —4
BN E LRI 16 fHEX o FEAFRISLHES)F, A TeG 1H @ X ] LU 1861, 1gG2,
1gG3 Bl 1gG4 fHE X o 7E— BARSLHF, AR ST IL-6 Pk A TR AR N Te6
EE X HA — P2 AN IR TeGL fHE X

[0133]  7E—SZiiflh, A& BHIGHT 1L-6 Lok s A Te6 HE X, HAH A Z 1% H
T AR IERREL M252Y  M252F M252W M252T S254 T T256S T256R T256Q+ T256E T256D.
T256T. L309P. Q311S. H433R. H433K. H433S. H4331. H433P. H433Q. N434H, N434F , N434Y Fll
N436H, He PR 5 Kabat W ¢ EU R 5| 45 2 BE IR IR FEBEAT S "5 o 75 53— S, A< B 1)
Pt IL-6 PriR i N TeG HE X, HEA A EZ A1k B T AR M252Y. S254T,
T256E . H433K . N434F 1 N436H, I 1 #H4f Kabat F1(¢) EU R 5145 R EE T 9 5 . 755
— SR R, A T 1L-6 HUAAAFE N TG H E X, H B — A Z ik A N &I
B HUAR :M252Y . S254T 1 T256E, H A4S Kabat (¥ EU R 5|45 2 BRI ATH 5. 16
— HARSZ R, AR BRI 1L-6 HUAREFE A 1oG 18 & X, HALHE M252Y. S254T Fll T256E
AR, HorPRYE Kabat F1(#) EU R 5|5 AR IESATH T . EA R SLS)H, A
TG H 2 X 7] L& TgGl. 1gG2. TgG3 B TgG4 fH B X » 7E— BARSIH] + , A& BHIPT 1L-6
PSR A TGl 18 E X, HALRE M252Y . S254T il T256F 28 ZEERHUAR, P4 Kabat 1K)
EU R 51452 R AT o T

[0134]  {E—SEjtfsl b, AR BMHT IL-6 FrAFEHifk 18 1y 1 A2 43 44 4>.5 A ER
G4 6 > CDR (2 WA TF5 4 W02008/065378 [ PCT &4 ) o

[0135]  #R¥E Kabat R Piik 18 HEHER4Z [X CDR1. CDR2 A1 CDR3 [ & L /7 41 73 il
4 SEQ ID NO:1. SEQ ID NO:2 i1 SEQ ID NO:3. ¥ Kabat BR5E P 18 HIEREE R AR X
CDR1. CDR2 #1 CDR3 [ LR T4 4 %A SEQ 1D NO:4. SEQ ID NO:5 1 SEQ ID NO:6.
[0136]  Kabat %525+ Kabat 25 ARIFAIME TAE (1991) » % HARERARTH), A5
91-3242, 4 36 [H H 37 DAL, B KBRS BIRS A0 TH =5 (7300 “Kabat”)
Kabat $& 4t T ok B 2 FHi i 0 8 1) e e BREE VBRI 2 P HI XS iR S5 R4
(Kabat 45 24t ) 25 LUXT P AT a5 . M 1991 SE A FF 5, Kabat J741 248 58 81 1 H.
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Al DRI e A e (St N 2R A 1997) o IR¥E Kabat, il il 5 Kabat %7
FNHEAT LEXT I, W] ASR AT S e BRER AT S 5 o AL, Kabat 9 5 R 404 e e 3k 8 1 R4
ST R BRAE A UL, AR SO A I T S ek R B S B IR S A HIR TR
Kabat %5 RAUATH 5 - FIFEHL, ASCEEBIM A 2 R0 BRI Kabat 45 RAEHAT I
o

[0137]  FEFELESZEf]p, A SO P HER [P TL-6 Hoikn] 46 B v A8 X VH, HA 4% 48 /b —
A~ CDR, Jirik CDR HA 1k A T M2 R4 :SEQ ID NO:1,SEQ ID NO:2 1 SEQ ID NO:3.
TE 8 ST, A R I BT TL-6 Prfknl 4 VH 5L, HEA SEQ 1D NO: 7 R IR T4 .

[0138]  7FIELes ], A S0P RR P 1L-6 PiiAn] 482 aE ] A8 X VL, Ak 40—
A~ CDR, frik CDR HA 1k B ML 2 L8 /741 :SEQ ID NO:4,SEQ ID NO:5 1 SEQ ID NO:6.
TENE € S b, AR BT 1L-6 PriAn] fdE VL 3k, L BAT SEQ 1D NO:8 [ 2741 .

[0139]  7E—SEjfslrh, AR BIRPT 1L-6 HrikffiE B SEQ 1D NO:8 [ ZE /R 74111 VL
SERR, IS5 EAT SEQ 1D NO:7 (A IEIRE 41 VH 1K,

[0140] AR E 5 A IL-6 456 1Puik, HALHE VH 258 B AT 44, VHE CDRL.VH CDR2,
VH CDR3, VL £5#4J35, VL CDR1. VL CDR2 8% VL CDR3, H] 5 A IL-6 45i4. AGHFE AN R
AN FRHER AR T LA FEMH R AP 5 I N52A8 (B, SkJcn / siiUAR) , iridiz
HER T A g Bk, CFEH] an, 47 5 52 AR PCR SR, Hete M A 7= 4 &
FERRIUAR e A —SEHfs , AHEC T-Hidk 18 Hi IL-6 HLiRi R s VH A / 8 VL CDR fiT4E4, VH
A/ 8E VL CDR fiTAE), A4S0 T 25 Do BB > T 20 Pad EREUR DT 16 2
FEREUR DT 10 DRI DT 5 A2 BB DT 4 DRI DT 342
FERRIUA DT 2 D a SRR E 1 A2 SRR AR . 5 5 — SE e 7, VH A1/ 8 VL CDR 47
YT E LR ST I 2 R A (i B30, HoRAETE— AN B A T HE 0 22 S R TR
b (g2, fEPUA S A TL-6 K M 4h & b A OCHE S 5 IRV 2% ) « ] LATE VH I
/ B VL CDR #hd 74 43 sl il 2 BEATL 5 | N 9872 , 9 W AL FE AR5 A%, Bl I = AR 11 98745 4k
XA AT i, DL e AR BRI R SR R . 15720 5, RIS GRS BT AR Bl Hi
PRI -

[0141]  ARUEHESE 5N IL-6 455 Kbk, Pri’dbuia s ik Brifs— s 24 CDR,
P ik CDR B4% S5Pi4k 18 I — AP Ei 24> CDR 2 M /79 A 270 45% . 2 /b 50% . 2
b55% . 2 60% . 20 65% 2 T0% . 2 5% /b 80% 20 85% . &b 90% . 22 /b
95 % Y 42 71> 99 %6 AH [F] I 2 HL B 7 41 o WA 2 26 R 7 A1 R A 1R 5 4 B ] DT A S A AT
HI 7 e, AR HA S PR T BLAST SRR %R

[o142] AR AFES N IL-6 455 Piik, frid bk sidt iy Brass VH A/ 8 VL 45
Faylal, Forp ik VH R / B VD S5 i HE S Ptk 18 i— AN e Z A4~ COR /R RTH HA 2
b a5% 2 50% . 20 55% . 20 60% 2 65% b T0% 2> 5% 50 80% /b
85% 2/ 90% 2 /b 95% B A /> 99 % AR R IR T4 . WA ZZEIR) T 4 AR [ B 43 B
AT DL o AU 2N T e, B HA R PR T BLAST SRR R .

[0143]  7E—SZjfsl , AR BT IL-6 Hifkn] 5 N IL-6 &4, AHE THifk 18, HHA SR
FAME

[0144]  FE—SZHEEIH, AR HPT IL-6 Piik S5Hiik 18 —FF, 5 TL-6 1IAH R ZR A7 4F 7 1
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it

[0145]  fE—SZRifl, 5 1L-6 45 &0, §t 1L-6 Prikkr S dE i 5Pk 18 3. Ad ] A4
LRI &5 SR B0 AT T AR, 1 W, (AN R PR T ELTSA 48 SRR S i

[0146] AR BHIESEME Tt gmbd BHA e 1) MR Py 3 BT 1L-6 HUR AL T BT 41 41
M2 TR AKHIEAE 2R, HARAR SR 2 1A% B ™ b 2228 4414 5 g
HASEK RN 2B 1L-6 LRI Z IR AAL

[0147]  7E—SZjtfs] , AR I 22 IR b B e 1) AR N - 22 I BT TL-6 Hiik, 76
AL FERAL I 2 R4 o 76— ARSI b, A % B gm g dt IL-6 HLiR i) VH 2544
BN Z IR, AU HE SEQ 1D NO: 11 BIRZ IR P 4. 76— EARSEHf] , A< BH (1) 4
iS4t IL-6 HLAARR) VL G5B 2 1R, /R0 4% SEQ ID NO: 12 I IR P4 /£—H
PRSI b, AR BH SRt TL-6 HUARI ERE M 2 4% 7R, fEILAL B 4G SEQ 1D NO: 13 %
HIRITH) o 15— BARSHEE] H , A B il 1L-6 PUARI RN 2 IR, 7 AL FE
SEQ ID NO: 14 [ AFER T4 .

[0148] AU B oy — S o) 2 2 0k, AL g b B ZER AR P9 2 32 BRI HE TL-6 Btk
(1 Z AR o

[0149]  7E-—SEJEfs) rh, A< BH ) 23 AR A 6 g b B A R 1 R P 2 B R BT TL-6 HLAR 1
—MEREMEERITY), K Frid L R 2 AL K B R4 75— HARSEts) o, AR
R AR SRS SEQ ID NO: 11-14 I HRRITFA T AR —1. 18— HARSs &, A&
R BB AR RE G i B B KR P 3 BT TL-6 ik — i E ML IR 741, H
W AT IR AZ IR 413 H SEQ 1D NO:11-14.,

[0150] AN BHIEWY K 43 B IR FE 801 1) 40 i, HE b PR 280 16 A0 435 6 LA SR IR A iy 2
TP 1L-6 LR — DB DML IRIT 41 o 75— B ARSI b, A B 1) 73 125 16 41 e £
FE1E B SEQ ID NO:11-14 M Z T IRITHIN Z - TR o

[0151]  AKRBIMPL IL-6 HLAELHE 1eG1. 1862, 1gG3 Bl 1964 AR BLHifA,

[0152]  AKRBILW KDL IL-6 SRR AMAL &, FridHiia 4% SEQ ID NO:1-10 [¥]
AR PR .

[0153]  ACH AR 1L-6 Prif 5N 1L-6 HURER] B GEM ). B, RSP HER
PUATT BAG £ /0 2X10°M s ' 20 5X10°M s ' b 10 s T D 5X10M s T B 10'M s
2 /b 5X10M sy Bl A D 10°M s 1 4 A R Bk k,, 3R (PR (Ab)+ BT R (Ag)
k,, = Ab-Ag) .

[0154] 7€ 5 —SEHEBIH, Bt 1L-6 PLiknl A7 > F 5x10's ' > F 10 's ' > F 5x107°s ™
BT 107 T 5x107°s T T 1070 AT 5x107 s, Bl T 107 s Tk 3R ((Ab-Ag)
koee = HLAE (AD) + FLJR (Ag)) o £ 55 — LB H, A K MW FLAKRA DT 5x10°s " b F
10°s ' b T 5x10 % DT 10 % 2 T 5x10 Ts1 b T 10 s b T 5x10 s b 10787
BF5x107%s DT 107 BT 10708 1K) Kpo

[0155] 75 %) —SZiifi] v, i 1L-6 ikl HAg &0 1001, 20 5X10°M L & /b 10°M ', & /b
5X10M '\ &b 10'M ' &/ 5X10M ' & /b 10°M 'L &b 5X10°M '\ & /b 10°M 'L &/ 5X10°M '\ &
D 10M L FE D 5XI0M L 2D 103 &b 5X103M . &b 10°M L & /b 5X10°M L &2 10'M
F /b 5X10' M, F= /b 10M T /b 5X10M T, F= /b 10PMT, & 2D BX10PM T, & b 1M £ /b
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SXL0™M ™. 2 /b 10"M 'L /b 5X10MM L £/ 100 5 & /b 5X10"°M " (1) 55 Al B ek Ka (k,,/
Koep) o AEIE — S P, BT 1L-6 LR 7] B A b T 5x10°M. 20 F 10°M, b F 5x10°M, /b
T 10°M 2> T 5x10°M. 2> T 107M. 2> T 5x107°M, 2> T 10°M. 2> T 5x10°M. 2> T 10°°M. 2> T
5x10 M. 2> F 107'M. 2> F 5x10°M. 2> F 10°°M. 2> F 5x10 M. 2> F 10°M., 2> F 5x107"M. 2> F
107°M, 2> F 5x107"M 2D F 107"M 2 F 5x10 M 2D F 107°M, 20 F 5x10 M b 1070, > F
5x107 M DT 107 M A>T 5x107°5ML B> T 107°M AR 8 508 Kd (Koee/ Ko o

[o156]  H TR A SCHIAR K 7 iE PR 5 1L-6 s bt 4 & T HA b T
3000pM. /> T+ 2500pM. 2> T+ 2000pM. /B> T+ 1500pM. 2> T+ 1000pM. 7> T 750pM. 2> T 500pM.
/b T 250pM. 2> T+ 200pM. 2> T+ 150pM. 2> T+ 100pM. 2> T+ 7opM 1) fi &5 2, &M% 2 24T
FH A2 B A3 1R 77 32 BCA B AT L0 —Fh 77 7% (4940 BIAcore 13, ELISA) (Biacore
International AB,Uppsala, Sweden) W5, 78— HARSZHEG] 1, H TS A SCHIA 177
EPUATT 5 A TL-6 HUR J 55 S M 45 4 JF nT B 25 2 3400pM. 25 22 3000pM. 25 2
2500pM. 25 % 2000pM.25 % 1500pM.25 &= 1000pM.25 % 750pM.25 % 500pM.25 & 250pM.
25 %2 100pM. 25 % 75pM.25 %2 50pM ¥ fift B3 5 £ (kd) , 12 M 125 55 25048 FH AR ) Bk 19 07
v A AT A AT 2 E0 — B 7 vE (48] 1 BIAcore i 5, ELISA) (Biacore International
AB, Uppsala, Sweden) Jl5E o 75 55— SEHf5] 4, F TARYE A SCHER 9 77 V5190 TL-6 iiA ] 5
TL-6 Gy 5 M 45 5 JF 0] B 500pM. 100pM. 75pM £ 50pM FRIfF 25 5 (kd) , 00 25 H 4L
A5 A e BH A 1) 77 V2 BAR AU AR AT 0 —Fh 7% (640 BIAcore iR, ELISA) M.
[0157] ARGt T g s A K AW 32 BT 1L-6 LA RIZIR P51 4R
ZHHKR . ARKWECE 2L, HARA ST PR IE 77 A% SR 4% 2288441 T S5 9w b H
KA N 22 BT 1L-6 Piik ) 2 TR LA .

[0158] A& ZAT S AU FE, (BN R T, 78 6X kil / ¥l (SSC) Hh, 7645 45°CF,
BB EE A I DNA 2%4T, SR JE 7E 0. 2X SSC/0. 1% SDS /1, 7E41 50-65°C FPEl— IR Z K. &
FEPAG A AT 454 B AN A AE 6X SALET / FTAEEREN (SSC) 1, 7E4 45°C T, 584 45 4 11 DNA
HAT, BRJGAE 0. 2X SSC/0. 1% SDS H1, 7EZ) 60°C NPk —IRELZ IR, 83 AR AR N 5
CLEN AT oAt ™ 4% 2928 254 ( 2 D084 Ausubel, F. M. 2% | eds. 1989Current Protocols
in Molecular Biology, vol. 1, Green Publishing Associates, Inc. fll John Wiley and
Sons, Inc., NY, pages6. 3. 1 £ 6. 3.6 F1 2. 10. 3) ,

[0159]  Hifkn] LR SRAT I, FF Bk A 2 07 508 2 RN T R 741 11
ur, AR PUARRIZ R IT 5 2, A G Z B R 2 1 R 7] LGS G ) S R A% T
TR Z4E (40 Kutmeier 25, BioTechniques17:242(1994) F ik ), i 52, Hb R AuHE
G ZPUIAR BT F 0 10 R IR I & X e S R R 1B ORE 2 DL A E I PCR
WIER BRI IRY Y& T

[0160]  HwhSPiiAm 2 1% IR [FIAETT LUK B A 18 RYE IRZ IR A2 o an RASRE Sl
TR E PR IR, (R U T A0 20, A g e 3R AL IR
A LML 2 B A TE IRYE (1, AT AT R ISR ¥ 20 2R B0t A 73 15 I L 4k ¢DNA 3T
JE VB cDNA SCJE B8 BRIt 2 SR IR 17 IR RNA, JIT I8 2H 2R sl 40 o 91 i 1k 6 R R P fk
AT IE A0 ML ) $RAT, kAT & 5 10347 PCR ™I, rik & 55 |9 5 74011 37 sl
5 Ui A=A, B M I AR S T R KV A8 BRI BRL e 1) ) S R A BRAR AT w2, 491, ok
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H AP cDNA SCPEH K] cDNA b o 2R Ji5 ] LAST A AR AT AR 4508 U &N 1K) 75 v, ¥ a8 i PCR
7R AT S R R IR v B W] S e R A

[0161]  TL-6 S¥FZ M SHREAHIC. IR EE FUpE AL RE , (AN R BR T 20E S A
hE o AR BIIHL IL-6 Lok, PLkBeie, (5 irp i 1L-6, FRARARP TL-6 K%, FEAPL IL-6 15
SRS, DR, AR BIRIPT TL-6 PR, PLIE B AE A V0T 1K LE iE B I 254

[0162] A&k BIEHEME T e A S0 A A2 E W TL-6 WG ME Pk, A K
. AR E AL LR, AR BT 1L-6 FroknT U 5 11L-6 454 ks A
A, AT RHAE IL-6 2 5% T IL-6 A S0 55 S & g e WA EA/EH . fE—
S H AR R B PR BE A PR U 0 (BB EE 590 1L-6 ik 4 A1) IL-6 1
MG R EAEYRAAR (Flanim ) Fi B IL-6 K] LU ok A8 &2 A I e 2t
AT 58, W, (B AS J5 PR T Papadopoulos 28 A iR 1Y) Jurnal of Clinical Laboratory
Analysis9:234-37(1995) WD E o 6 5 2, A0 2 I 2 TL-6 75 3 1RF 8 24 A8 98 41 e
(g, B9 Z<AC R4 ) OBEHE . W] DUE ST IR e vk e e B i 1L-6 WRIE. MiE <,
FE IS H i 16 TL-6 v LABE T 11L-6 J3RPUR iR iz kb 56 = ik 18E i1y
IL-6 FIR[PE TL-6 AR S5 G o A0 AT DT I 3R 1) IL-6, Frid ksl b e A 543t
e 4, B AR FETECHRP brid. TSR AL 2= R B 55 5 IS s ) 1L-6
(RIS B IE B o S5 AR R T S0 s I B 1 16 Bk .

[0163]  7E—SEJtEfdl o, A% I B PTAR GRS PR A B 1 (Bl & 3H #E 9L IL-6 Piihs &
(%)) TL-6 FIMIE UL o Tl FH A 2800 B A R B IR0 TL-6 HiAm] LUK RIFEK 2 /0 2y 20% 2
W2130% 3202 40% R /02 50% 2 02 60% 20 A T0% R /02 80% 2 /021 90%
ZY95% F DY 97%  F DY) 99 % 5 E DL 100 %6 Ui B TL-6 IS . A 35
& 1] LA S Img.5mg. 10mg. 25mg 50mg. 75mg. 100mg - 150mg . 200mg . 250mg . 300mg400mg ¥
500mg (A& BHIIHT TL-6 HLik. 7RG 1L-6 A PRIBR A Fra 204 1 R 2D 2 K&
VY3 RIS A T BB 5 R B 6 KRB DA T REDL 10 K EDA 15 K,
R DY) 20 Ko ZIRFE LR AR R KLY .

[0164]  7F 55— Sjidsl v, il A 250 &= AR R B BT TL-6 HLiRn] LA BFES2[1 FR L 2
DY 20% B DA 30%  E DA 40%  FE DL 50% B DZ 60% L T0% B DZ180% .
Z2/02190% 202 95% /b2 97 % /b 99% B A /D2 100 %6 UiF BV TL-6 1M iEH
o FE—SEHEW T, 2 T — RS RGN RS R & Pt 1L-6 Juik. ARG ER LLA
}5 1mg.5mg. 10mg. 25mg.50mg. 75mg- 100mg . 150mg . 200mg 250mg+ 300mg . 400mg 5% 500mg 4=
R IL-6 Brike 75— L, PERIUG 0 1) B e it FH AR ) & o R4 90 far 0 =
AT LG 2 T4E R B IHT TL-6 FUAK 24553 £ 4 5.5 158K 10 15 . 75— SZhafe) T, 43 55 5]
e [ ) ) 5 A2 T 5 1 o BT TL—6 HrAsh) i m] CURE R — ok B ] — IR B = — ik R D
— IR\ JE R R IR AT 45 2 AR BARSE A T, B 4 F i — IR 50mg )
AR B EIPT 1L-6 ik, ISBIRFLL PR 2D 90 % i S TL-6 MIySR A . 76— BARSK
i, B 8 JE i FH— K 100mg SR 1A% & B IKIPT TL-6 Pifk, I8 BIFFE PR 22 2D 90 %6 Ui B
[#) TL-6 W MEHR A . 76— BARSEHER , & 12 i —ik 200mg )& Ak B HT 1L-6
Uik, B BIEFS PR 22 2D 90 %6 i 25 1) TL~6 [ MBIk o ] LLIE ok A ATk = 460 R AR 7 v i
APt 1L-6 Hi, Gl WEA R BR T, 38 B TG sl i 5 23R8 mT L2 AREEE A
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REEGHY.

[0165] {5 Sifs] H , A B IS HT AR REAE tho 2 1K IR LG o it A 2800 2 KA B
(1Pt TL-6 HLART] LLE R f1 22020 20% . 2/ 20 30% 2/ 24 40% .2 /0 2 50% /b4
60% /D2 70%  F /0 Z 80% F D4 90% D) 95% B 9T % B0 99 % B AR
D100 % 18] TL-6 ). A 2550 &1 LS Img. 5mg. 10mg. 25mg. 50mg . 75mg 100mg . 150mg |
200mg . 250mg- 300mg . 400mg B 500mg K14 & BIIHL IL-6 Pifk. MiE IL-6 [rh R Ese s
PRGBS 2R FBDA IR EDA 4R BDAN 5 R EDA6R.EDAT RS
D10 ROEDL) 15 RREDA 20 K, 23k E 7] LR AKEAE A R K2KE).

[o166] 75— Skt 4, i 2 T — R s A R B B PE TL-6 Hiigk, i) LA BIRF4: o
2021 20% R 30% 2D 40% . B2 50% 2D Z60% R DA T0% . b Y
80% 2 /bZ190% /02 95%  F /DX 97% B/ Z 99 % B /D) 100 % IfiE 1L-6. {E—
SEHE Y, 22 T UOGR R B AR SR AL R AR R BT 1L-6 Bidk. A S0HE R LU 1mg.
5mg-~ 10mg+ 25mg . 50mg- 75mg~ 100mg- 150mg« 200mg - 250mg~ 300mg . 400mg 5% 500mg [{) 4= % B 1)
Pt IL-6 Hilko 785 — LM b, TEWIUE 0 A R & 2 Ja it FH AERF R 2 . W86 s ) & 0T LA
2 YRR RIPT 1L-6 PUIk 2 453 £l 4 £ 5 58K 10 £ o 7E— S, 23 250 & 1 )
() TR A ] 32 1Ko BT TL-6 BRI P LARE R — IR B Ik B = — IR VBRI A IR
B )\ A — kel B — AT 4 25 o 16— HARSEER B 4 F i — X 50mg )= 1] 4
REHEIPT 1L-6 Jrik, BB RS FI 22 /b 90 % (I 116, fE— H RS, & 8 J& it A
— K 100mg 7] &2 A K BIIPT TL-6 Bk, & BIFFE AR 2270 90 % [ fyE 1L-6. #F—H Ak
SEE ) 5 B 12 JA it K 200mg 51 & AR K B BT TL-6 Bk, & B3 a o 2220 90 % 1
IM3E 1L-6. 7] DU i A0 O A AT 5 v Bt 1L-6 Huik, B anEA /R T, @i 2 F
T BRI ST . 2R AT LR AR BEE N R KB

[0167]  7E—SZiifsl, Ak I PLA BRI HI 2K E W IL-6 M FHIE 5H#H 3. AN
B AR B IHT 1L-6 HUikn] LR BHH| 2204 20% B2 30% B/ 40% . 2 /0 4
50% . E /D21 60% DL T0%  E/DA80%  EDL90% B bH 95% VB 9T % /D
2199% 52 /D2 100% 2R E N 1L-6 - FHME 54 T . AZG =R UIAHE Img.5mg. 10mg.
25mg.50mg. 75mg . 100mg. 150mg . 200mg . 250mg . 300mg . 400mg EY%, 500mg [ 4< & BH )31 IL-6 $i
o ZREWN IL-6 N FHE SHFRIMEIEH SR DA L R 204 2 R 204 3K,
L AR BV S REDL 6 KRBT REDA 10 KBV 15 R E /b4 20
Ko ZRAFE T LR ANEBEHE A RGP

[o168]  7F 55 —sptifslrh, i 2 T — R E A R BTGB TL-6 Huik, n] LA B RS20 )
202 20% B2 30% R 40% R B50% B 60% R0 T0% R DY
80% B /bZ190% /b2 95% \ H /2 97 % 22/ 99 % B A /D4 100 % 2R E N 1L-6 /¢
SHE 55 FAE—LHH T, 2 T UGN E B JGH 2 FEFH F = 50 1IL-6 Jiik. A 38060
&= A7) LA FE 1mg.5mg. 10mg. 25mg.50mg. 75mg- 100mg . 150mg. 200mg 250mg . 300mg . 400mg 5
500mg A& BRI BT TL-6 Pifk. 76— SEHf h, fERIaR PaT Rl 2 S i 4EFF R & . W)
UH G B LA REZ T 4E R B OB IL-6 P 2 153 5.4 155 58k 10 5. F 2
B rh, 23 B3 B PRI )R] B 2 [ 52 1 o B0 TL-6 PoART) & m] DASE R — IR i — IR =
—REEVY R — R B\ — IR R R T e 2y AR — BAR S R, B 4 A
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— K 50mg F) 1A R B T TL-6 HUAA, 18 BIFRp Ll 42 2D 90 %6 (32 38 W TL-6 /3 IS
TG AR HARSIEE] T, B 8 JE il — ik 100mg R & KA K B HT IL-6 Pk, I8 FHr
SAEIZR D 90 % 2 IAE W IL-6 N FIESH S /£ BARSHEE H, & 12 FEH—K
200mg 7| & A K BT TL-6 Pk, ik RSl 2220 90% (132 i & N IL-6 1 FHIE T
B3 o AT DA AR O AR D7 VAT BT TL-6 P, ) an (B A BT, 3 e R v 5
BRHRIRTES o 21 P LU AR EEAE AR K259

[0169]  {&—SEiifs] o, Ak B HIBTAR Be 8 PR 2 1 W IR Al L ) AR I T . i A 2%
B B A R W RIHT TL-6 HUiAmT USRI 22025 20% . 2202 30% 2 /0 4 40% ., 227024
50%2/bZ160% . 2/bZ170% . 2/ 21 80% . 2 /0Z190% . /02 95% . /0 X 97 % /b
2 99% 8 A2 /b2 100 % 21 W IF IR M i AR S o ARG &= 1] DAL HE 1mg . 5mg. 10mg .
25mg+50mg+ 75mg+ 100mg - 150mg . 200mg . 250mg . 300mg 400mg BY, 500mg )4 & BH i3t 1L-6 $t
o S2IRFE P IR0 MR AR B P T R R 2 /b2 | R B ADZ 2 R D3R 2
P4 RS R 6 RRDAT R R2DLA) 10 Ro2/DZ 15 Rosi 2 /02 20
Ko ZRARHTLLEANLEBAEAK R KLY

[0170]  7E 55— SEhEfelh, jiH 2 T— G E R AR B BT TL-6 Hrik, T DAk B R4 FRAIK
2y 20% R D2)30% R DA 40 % R DA 50 % R D 2 60% R ADZT0% . DY
80% F /D2 90% B /DH) 95% BB 97 % R /DEY 99 % B /D2 100 % 2R NI T4
MO AR . 7 — S, 2 T — IR E N B GH 2 A FEAH R E ST IL-6 Hiik. A
5P LS Img.5mg. 10mg. 25mg . 50mg. 75mg- 100mg. 150mg. 200mg 250mg . 300mg . 400mg
2% 500mg HIA & BB TL-6 Pk L8 T — SR b, LERI A6 0 Aar 37 B2 J i FH 4 4 77 o
WG AT ] LU HE 2 T YER IS0 1L-6 Bk 2 5.3 £ .4 155 580 10 f%. 165K
TR A, 43 B P B TR) TR) B A2 [ 5 1 o BT TL-6 HUART & n] LAAE A — R R ] — IR B =
A — R AEPY A — kR )\ — R R AT 4 2. AR BAR S b, & 4 R
FH— % 50mg 1| & A K BT TL-6 Hiik, i8I FpEL AR 22 20 90 % (1523 P s 4t Al 1)
KA. A — HARSEA] S, & 8 A — 1R 100mg 5 1A & BT HIPT TL-6 Hrik, 15 3
FRE PR 222 90 %6 I 52 3 NI 40 M ) AR S o 72— Bk s itedg vh, & 12 A — X
200mg 51| 5 AR B P TL-6 Huids, 18 BIRFSFRAR 22 2 90 %6 1K 52 1K P v T 4 e ) 2B sk
FE o AT DLE i A ATk 250 AT 7 v BT TL-6 HpR, B W EAS oy bR T, T8k 5z R i 5 .
KA o 2R AT LA AR AR NI RS

[0171]  7E—SEHifa) o, A % W TR Be % B AR 52 1l A BT IR 580E it FH A 3000 B AR
RHHIBT TL-6 HUATT LUA B R 2 D4 20% £ /04 30% /D04 40% B /04 50% &
D2 60% R0 Z T0% /02 80% /02 90% 22 /0 2 95% /b4 97 % 202 99%
BU A /D2 100 % 2R PRI T O0E « A 807 7] LA HE Img.5mg. 10mg. 25mg 50mg . 75mg
100mg-+ 150mg- 200mg 250mg . 300mg 400mg 5% 500mg A & B 5T TL-6 Pk, 28 N K
PERIE PR T e 2 /b2y | RBP4 2 R 2DA 3R 2D 4R 2D 5 R 2D
26 RBDAT R BDY 10 R.EDL 15 R FE /D4 20 Ko 2k E& 0] Ll AKkgE
NI RKEZNY)

[0172] 755 —SEhfslh, jiH 2 T— UGRE R AR B IHT TL-6 Hiik, T DAk B R4 FRAIK
D2y 20% B DZY30% B DL 40 % B DA 50 % B DZY 60% . B ADLT0% . B DY
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CON 104119438 A L) I - 25/97 i

80% /01 90%  F2 /02 95% /DX 97 % /0 H) 99 % B /DT 100 % 523K P I TE
RNE o FE—LHEH , 2 T — UG & BN B AR AH R & Pt 1L-6 Sk, ARG &R LA
45 1mg. 5mg. 10mg. 25mg.50mg. 75mg- 100mg . 150mg . 200mg 250mg 300mg . 400mg 5% 500mg ]
AR IL-6 Pk 75— SLHielH, ERIa6 0 ) B o il e e ) & W06 174 51
] DVEEZ T4 BP0 TL-6 PUik 2 153 5.4 £5.5 580 10 5. E—SZilf . 705
1) 2 PR HSF 1) TR oG 2 [ 22 1R o Bt TL—6 PRI & m] DA B — Ik R A — IR B = B — IR B Y
Al — R N — IR IR AT 4 2. AR HARSE I, B 4 B — X 50mg
& AR T TL-6 Jrik, I8 FFaL FRAIL 2 D 90 % W2 iR NI B R IE . 75— B ARSE
i, B 8 JEE FH— 1K 100mg & (1A & BB TL-6 Pk, 15 BIFFEFEK 22D 90 %6 (1) 5%
R W ERAE . A5 — ARSI o, & 12 7 — & 200mg 571 & 1A B K90 1L-6 $i
A, IR B FREE PR 22 2D 90 %6 32 NI RAE o« W] DAIE kAU O A AT J7 V255t FH i
TL-6 Pk, B ATEAS R BR T, 18 J R 3 S B ik 5 5238038 7T LR AREEE A R KR
.

[0173] AUk BHIRHE A FRARUT 2 TL-6 B ML R A S22 N IS TL-6 35287 P
IL-6 /TG 55 3 BRARSZ 3 I 40 i AR A T FF PRS2 13 T TS S0 1K T
[0174]  FE—SZjlfolrh, ARSI Wi (Rt wa 530 IL-6 Jiikg 41 1L-6 [#i
T W B I 7 A Tt AR RO = ) B A K R 3 IR B TL-6 Bk, A BoRE bt
L6 PUAT] LLABIFHE Z D2 20% /DA 30% 2 /0 2 40% /021 50% 2 /04 60%
2/ T70% 2021 80% /DA 90% 2D 2 95 % b2 9T % /b2y 99 % Bk & /b2
100 % 37 25 1L-6 [ IMIyE W . H 250 &0 LR Img.5mg. 10mg. 25mg50mg . 75mg 100mg
150mg- 200mg « 250mg - 300mg . 400mg 5 500mg [KIA K B 1B 1L-6 Hifhk. WEEs 1L-6 /K P&
A FgEE DA 1 R EDA 2R EDVPAI R EDA AR EDA SR EDA6R.FE
YT R BN 10 R B ADL 15 RoBER DA 20 Ko 23R E T LR AR EFE A R KK
. AE— BARSLE] b, FRAKSZ 303 P9 222040 90 % 1 & TL-6 (1) M5 W B 1) 7 AL 6
it A R 2 ) B R L TL-6 Pk, Frid G 850 &4 1ng.5mg. 10mg. 25mg
50mg - 75mg - 100mg . 150mg, 200mg , 250mg \ 300mg , 400mg B, 500mg, Hrh#ra /b4 1 K, £ /D
12 RBDA 3R BV AR BLLAS R BDA6 R BDATR.ZDA 10 K. 2D
25 15 R B2 /b2y 20 KIFL A D 90 %UiF By TL-6 I MiH WL .

[0175]  £E—SEjif A, FRA A2 i 3 NI TL—6 FR I I B 1 7 VA0 R8T 2 T — )
= A KR PT IL-6 Pifk. M2 T— kA EKHT 1L-6 Jrikn] LLRFAK 2 2D
25 20% B /04) 30% DL 40%  F DA 50% B DL 60% DA T0% R DL 80% .
2/0Z190% 202 95% /b2 97 % F /b 99 % B A /D2 100 % 3 TL-6 1M IE
B o AE—SEHER P, 4E RS2 F P AR T B TL-6 [ IyE R S i 7 i RE i H 2 T— k5
B EAEKF PRI IL-6 bifk. HHZ T—UGHERHL IL-6 PLisn] Llgisr 204
20% B/ H 30% R DH 40% DL 50%  F DA 60% DA T0% B0 H 80% /D
21 90% . F /D 95% /DA 97% & /b2 99 % B A /D) 100 % BRAK N ES 1L-6 KM iEHk
B o AE— 5K, 18 BIFR S PRS2 0 P TL-6 ISR E AR 2 T
S B E KR P IL-6 Juik. i 2 T —GRIE Pt 1L-6 HiiAn] DLk 2 4L
PR A /02 20% /04 30% /DA 40%  FE /D) 50% 2 /DZ 60% B 0Z T0% B b
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CON 104119438 A L) I - 26,97 i

2 80% A /D2 90% B /DY 95%  F2 /b 97 % F2 b2 99 % 5 A /D 2 100 %7 B L6 (1)
MIFAREE o AE— L, 2 TG & AR G B A AH R & Bt 1L-6 Hiik. SR ]
45 Img.5mg. 10mg. 25mg.50mg. 75mg . 100mg- 150mg 200mg . 250mg . 300mg 400mg 5% 500mg [
AP TL-6 Pk o 7855 — SEHitg) B, fEWIEh s 7 &2 Ja it 4E e 002 o WIah 1A 1)
A DS Z TR E T 1L-6 Jiik 2 f5.3 £ .4 5.5 58k 10 5. 76— 3L, 43
) B PR IS TR) [ B A2 [ 52 1T o Bt TL—6 FrAAsi) & w] DLARE R — IR VB B — IR B = — IR B
DY J— R B )\ R — IR BB A — IR EAT 45 24 . T DLIE I AR 40 2 0 AR AT D7 v Tt e
TL—6 HLAA, i an HAS 5 FR T, 8 B2 T v 5 s e 5 o 52188 AT LA ARl AR RS
LR

[0176]  7E— HARSLHEG] b, FRARSZ A N 222029 90 % 1ITF & TL-6 1) MG W B2 1 77 4
F54F 4 FiH 50mg ISP IL-6 Bk 68— ARG 3, BRARSZ 1A E N 204 90 % 1)
W TL-6 Mgk /1 7 v FE R 8 Bl A 100mg & BT 1L-6 Jiik. 78— HARSTif%)
W FRAR A2 NI TL-6 B W B 22 /02 90 % 1 7 VA AL FE R 12 JEE A 200mg 51 & 1
Pt IL-6 Hrik. 75— HARSLHH D, i & s 1L-6 IS EE 22 /0 FEAIK 90 %6 1K 77
HEALFERE 4 JEH] 50mg FIE BT IL-6 Pk, 76— HARSLHEE] T, 4EFF 218 W 1L-6
[P TE A B 22 /D FRAIR 90 % 1) 7 v B 6B 8 Fl i 100mg FEHT 1L-6 Pifk. 7o HARSK
A, YEdRES2 iR A TL-6 FOIMIB R A 42 2D BRAIK 90 % 75 VBG4 12 A FH 200mg
FIE B TL-6 Prik. 75— BARSCHER, 1825230 % WU TL-6 15 B R e PR 2
b 90% A AE R 4 B 50mg ISR IHT 1L-6 Hiik. 75— BARSTe) , 183023
PV 25 TL-6 1 IV I BE Fe 2 PRI 22 2 90 %6 1 7 VA AL B 8 JaT it A 100mg 5l & (15t TL-6 $it
A o AE— BARSZHA b, 15 332350 IS TL-6 (AL T o 8 R e PR AIG 22 /0 90 % 1) 77 VA0
B 12 R 200mg FEIPT 1L-6 Bk, wT LR AU 2 A0 ] 7 A BT 1L-6 it
A, B WHEAS R R T, ik fe By B ik 5 o 32 AT L AR EEE NI R KRB .
[0177] 7B HARSZHH] 4, BRARSZ A N 22 /020 90 % IR 5 TL-6 1 I35 W B2 1K 7 VA
5 (a) JiH 100mg 7451 & FIHT 1L-6 HLiAMN (b) & 4 FjEH 50mg FIE 5T IL-6 Fidk. &
— HARSZHE] H, PRS2 2 /0 20 90 % I =5 1L-6 [ ISR B 7 1A (a) MR
200mg A BT IL-6 PLAAM (b) B 8 JiJiiH 100mg FIE P TL-6 Hifk. £E—HARSE
A, PR S AR N 2 /D2 90 % U S TL-6 B IMLTE W B 1) 7 V855 (a) il FH 400mg 4 far
FIE P IL-6 LM (b) & 12 filji ] 200mg FIE DT TL-6 Pk, fE— RARSLHiM 4, 4
R IR WIS T1-6 [R5 AR 220 90 % 197 4% (a) A 100mg 474 5718 5T
IL-6 HLiaM (b) &F 4 J& i 50mg & )HT TL-6 Hrik. 76— HARSEHAT, 472 il E W
UiE 25 TL—6 1 M5 R B2 PR 22 2D 90 %6 I T4 () Tl 200mg 47 a7 771 & BT TL-6 Prikn
(b) %F 8 J&Jiti FH 100mg )& [Pt TL-6 Frik. 7E—BARSLHMI o, 4ER 52188 Wil & 1L-6 11
MIBW L PR 222 90 % 1) 77 1546 () i 400mg 4147 1) & BT TL-6 FrikA (b) &F 12 JA
i 200mg &P TL-6 Hiik. 76— HARSLHH P, I8 302X W IFE 1L-6 KSR
FEPRR D 90 % (T EASE (a) JEFH 100mg HAA R & KL TL-6 HLiaRl (b) & 4 Fi i H
50mg )& [Pt IL-6 Pifh. 7E—HARSLHHI T, 152528 E W IL-6 [ MG B RRaL b
kA2 /b 90 % K77 45 (a) JitiFH 200mg 44 7 = ()BT IL-6 PLiAM (b) &F 8 f i H 100mg
FE AP TL-6 Hiik. 75— HARSCHER] A, 182023838 P IiF S TL-6 1 M5 WK Fr L PR K 2
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CON 104119438 A L) I - 27/97

D90 % I 1S (a) HEH 400mg Gifa 7 & PT 1L-6 PUARFD (b) & 12 filjiti A 200mg 51| &
BBt TL-6 Pk AT LAE I AU O AR AT 7 vt T TL-6 HoA, ) W EA R R T, ik
B RS B KRS . 2 E T LR AR BEE AR R KRB .

[0178]  #F—Szjifs)rh, A2 R 2 IS 1L-6 15 v A0 36 i P A 28055 B LA 48 K
FIEWIRIPT 1L-6 Pidk. WA B HIPT IL-6 Fiik ] LUk B rp Al £ /04 20 % . 2 /04
30% . E/DZ 40%  FEDHA 50%  FE D 60% DL T0%  FEDZ 80%  E /D 90% /D
21 95% 2 /DZ 97% 2/ Z) 99% B /04 100% F IS 11-6. A G & 0] LS Ing.
5mg-+ 10mg+ 25mg . 50mg- 75mg~ 100mg- 150mg . 200mg - 250mg~ 300mg . 400mg 5% 500mg [ 4= & B i
Pr IL-6 Prik. M35 1L-6 KRR ReEE R /b2 1 R B2 DY 2 R EDH 3R B2DL 4K,
L5 R BN 6 R EDATREDL 10 KDL 15 RELE DL 20 K. 2K EHT]
DL NEEEAE NI RN A5 — HARSEH , Ao sz 1838 W 22202 90 % [ IMLYE 1L-6
(1) 75 3260 48 it FH A R0 B 1 B K 1 S B TL-6 Huias, Irid A 250 &4 1mg . 5mg.
10mg. 25mg . 50mg. 75mg 100mg - 150mg . 200mg - 250mg . 300mg 400mg 5 500mg, H: 1 3 4 % /b
21 RBDH 2R BDVAIRBEDALIREDAS R BDLH 6 R BDATR.EAD
Y510 REDY 15 RELE /DY 20 KA FITE /D> 90% [T TL-6.

[0179]  7F—Szjfs)rh, A2 R IS 1L-6 T a2 T—RkA S BAFE
KHE MR IL-6 Bk, A2 T kFIEKHL IL-6 HriknT LLhfi 2025 20% ., 22 /b
Y130% B/ 40%  EDZ50% B DL 60% B T0%  E DY 80% B/ 90% .
/Y 95% B/ 97 % /b Z 99 % B A /D) 100 % [ LT TL-6. 76— SR, 4 e
ZARE WG TL-6 FORI I 77 s B E i H 2 T — 0GR & 1 A SR P 1L-6 $i
o T 2 T—kFIE P IL-6 PUiAn] LI 2029 20% 2 /029 30% /b2y 40% 2
D) 50% DA 60% B DAT0% DA 80% DA 90%  F DA 95%  F DA 97 % .
F /02y 99% Bk A /D2 100 % HIIME TL-6, £F—SEHEH] 4, 2k B FpE A F 23838 P G 11L-6
oA 2 T— X FEN BA EK R IL-6 bk, HHZ T—IRGRER
P IL-6 PUAT] LLE B PR FRAR = D4 20%  E/DZ) 30%  E /DA 40% . F /0% 50% 20
2160% . F/DH T0% /DA 80% B /02 90%  F /b H 95%  F /DY 97% /D) 99% B,
Z /025 100% HIMIE IL-6. {6 SLHif, 2 T— & & RGN 2 AR R 210 IL-6
Piik. PAF)E A HE 1mg.5mg. 10mg. 25mg. 50mg. 75mg. 100mg 150mg. 200mg 250mg . 300mg .
400mg 5% 500mg A & B IIPT IL-6 Pidh. 55— S, 7E4T46 0 e 1) B Jim i 4E 47
& WG DA ) B ] LR 2 T 4E R & B PT IL-6 Piik 2 4.3 f5 .4 5.5 f5 8k 10 fiF.
PE—SEHE) A, 43 88 500 5 1 e ) ) B2 [T 5 1) BT TL-6 HrpRF) & nT DAARE R — IR B i —
R = — IRV — IR )\ R — IR B A — R AT 45 25 . m] DUIE G A sl 0
(AT 5 iR BT 1L-6 uid, ) a(EAS Jey B, 1 ik f7 v i sl ik i A2 T LU 2
NFEEAEAN R R KL

[0180]  7E— H ARSI H, A2 W 202 90 % (1M iE 1L-6 (W 714 R 4 Bk
H 50mg )& [Pt IL-6 Frik. 76— ARSI 3, szl W a2/ 45 90 % g 1L-6 [
J7iEAFERE 8 JEE A 100mg IS HIHL IL-6 Ptk 7E—HARSf o, il w2 by
90 % IIMYE IL-6 7R 466k 12 F i H 200mg FIE K0 IL-6 Frik. 75— HAARSCEf 4,
Yedr 2 /b 90 % P A IR N TS TL-6 17 AR FE S 4 i 50mg 51 & KHt IL-6 Hifk.
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CON 104119438 A L) I - 928/97 Fi

PE— HARSE ] o, 4EFF 422> 90 %6 rh A2 i & N ILTE TL-6 17774 B 46 4% 8 il it FH 100mg 5]
P IL-6 Pk, 78— ARSI, dede 2 /b 90 % rh AIAZ i & P I TL-6 18 7 V2 s
B 12 J i 200mg SRR L IL-6 Hrik. 75— HARSiE]H, 183523838 P 5 1L-6 FFs:
)22 /b 90 %6 Hh R TV A AE B 4 A 50mg &P IL-6 ifk. 76— BARSLHEs h, &
B2 G TL-6 FFEL 2220 90 % rh AR 7 v A 46 45 8 FiT it A 100mg 7= ) $T 1L-6 it
o 78— BARSZH D, X B152R NI 1L-6 FRai 2220 90 % Al 7 s 12 &
Jit ] 200mg FEIHT TL-6 Frik. nT LT AUk AN AT 7 v BT TL-6 Bk, 51 an
AR T, ik 7 Ry slf ik 8. 23 nT DU N RekdE NI R K284

[o181]  7E— H ARSI, sz il N 22 /025 90 % I IfiE TL-6 754 (a) A
100mg 47 47 71| & (¥ Pt IL-6 LAkl (b) &F 4 J& 7t 50mg 7l & [Pt IL-6 Pifk. 75— HAxSE
W, IR N E D) 90 % I INLTE TL-6 177 s (a) M 200mg 71 467 571 & 1t
IL-6 PLiAF (b) &F 8 Filji 1 100mg FIEKIHT IL-6 Pk 76— HARSEH b, shFsZiX# W
£ /025 90% MG 1L-6 [ 71585 () i 400mg Fuar iRl &Pt 1L-6 Prikf (b) & 12
i 200mg 57 & HIPT 1L-6 Prik. 78— ARSI, 4E4F 22D 90 % FIZ i A iiE
IL-6 [} 774 (a) i 100mg 17 4y 71 & KIPT IL-6 HrikAl (b) &F 4 J& it A 50mg 7| & KHL
IL-6 Fifk. 76— BAKSzim) b, 4iE 20 90% rh Iz iR % I iE 1L-6 M7 EaHE (a) 7
F 200mg 97 faf ) & [Pt IL-6 HLiaFl (b) &F 8 A 100mg FIEFHL IL-6 Prik. f£—HAk
S, YRR 0 90 % th AR P I TL-6 [ 7 1EAFE (a) i 400mg 74 57 & 13T
IL-6 HLiaA (b) & 12 JEH 200mg F) & KPt IL-6 Pk, 7E—HARSLHf o, 53521
W ILTE TL-6 FFE 222 90 %6 o 77 A0 dE () Tt 100mg 4 far 1) & (1K) Pt IL-6 PR
(b) &F 4 J&JtH 50mg & HIPT IL-6 Btk 7E—HASHR , L2152 10E W IMIE 1L-6 #F
S 22 /b 90 %6 th A AL SR () A 200mg SRl =L IL-6 HrikAl (b) & 8 Jil it ]
100mg ) & HIHL IL-6 Hrik. 75— HARSHEH] o, 2021838 W I 1L-6 KR4/ 90%
HOIR AR (a) i 400mg B 4GRS BT IL-6 JriaFn (b) & 12 J&Jit A 200mg 71 & K
P IL-6 Prfk. n] LU i A 0 AT 7 i BT TL-6 ik, B A R R T, 8 fz
TS BERIKE ST . 2R T LR AN BEEHE A R

[0182]  fE—SEHEfHrh, Az IR E W TL-6 [ 7 VR A 2GR 1 AR Z KA
WIRIPT IL-6 Piik. A BOHE FIPT IL-6 Frikn] LUA B & /02 20% . 2041 30% . &
P 40% D Z)50% B0 A 60% RV T0% DL 80% R DZ90% 2 D2 95%
AT % TP 99 % B E /D2 100 % 1 1L-6. A 4055 & n] IS Img.5mg. 10mg. 25mg
50mg. 75mg+ 100mg - 150mg - 200mg + 250mg » 300mg, 400mg B, 500mg 1] A< /& B [ Ht 1L-6 Pi 1K,
IL-6 [P AT REae 2 /02 1 RVEBDA 2 ROEDH 3R EDA 4R EDA 5K EDY
6 R B/DA TR EDY 10 R EDA 15 R 8E DL 20 Ko 2R 7] DoE A FKRekFE A
REFEY o 26— BRG], Ao FIs2 13838 222025 90 % 1K TL-6 1) 77 A4 it FH A 2808
=R KPR IL-6 Hiik, PrkA 860 &4 1ng.5mg. 10mg. 25mg. 50mg ., 75mg
100mg . 150mg . 200mg « 250mg . 300mg . 400mg 5 500mg, H 1 iFa: 2 /b4 1 K. EDL 2 K E /D
A3 R BDA AR PDA SR BV 6 R 2DA TR EDL 10 R 2D 15 KRB
/Y 20 R E /> 90% K] IL-6.

[0183]  fE—sjlifh, Azl B I IL-6 [ 7 iE TG £ T — UG &1 B K
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CON 104119438 A L) I - 29/97 i

PP IL-6 ik MM Z T—UGNENHL 1L-6 Jriknl Lirp fi 2 /025 20% . 22/ 2
30% B4 40% B0 Z) 50% DL 60%  F DL T0%  F D4 80 % B0 4 90% L b
21 95% B /DA 9T% F DA 99 % EE DA 100% 1) 1L-6. £F—SZif] 4, 4EFr 52 i & N
1L-6 A AR 2 GRS BA E KR 1L-6 ik, iHZ F—
UGB BT TL-6 PriAn] LRI /b 24y 20% £ /0 4 30% V& /DA 40% /D) 50% /b
2160% F /DL T0%  F /D2 80% /D2 90% /D2 95% A/ 97 % L A /b4 99 % B,
F /025 100 % [ TL-6, 75— SEHif] A, 18 2 e 42 th F 218 N G TL-6 1K 77 i A4 it
L T—RFNE I BA KR 1L-6 Hitk. MHZ T— UG 1L-6 Hiikn]
LLUE BRI 22 /02 20 % /02 30% 2/ 40% 22 /02 50% 22 /0] 60% . 22 /b4
70% . E /021 80%  E /DA 90% E /DL 95% (FDH 97 % L /2 99 % B A /D4 100% ()
IL-6, fE—3CHifh, 2 F— G E ARG & AR R & P 1L-6 Huik. A E ] aHE
Img.5mg- 10mg. 25mg. 50mg. 75mg+ 100mg . 150mg. 200mg 250mg . 300mg 400mg =%, 500mg A k&
BHEIPL TL-6 Hidko 76— L] b, TEWIUE 0 R & Ja it FH YERF R . RI%6 T 7 & ]
IALEZ T-4EREFIR T 1L-6 Pk 2 153 f5.4 5.5 58 10 £ . £E— Sk b, 20 3557 =
(143 0[] % 2 ] 5 9 o B0 TL—6 BT & mT DA — IR B R — Ik B = i — IR DY i —
RSB\ — R B 8 — kAT 45 25 o nT DL ik A8 AN AT 7 V2 FH BT 1L-6 $it
A, B AIAEAS R R T, 8k 5 R v S B R R 5 o 2R AT BLag AR EEE A R KB

[0184]  7E— HAKRSEHE b, A28 N R 2 90 % 1 TL-6 [ 7 LB & 4 F it A
50mg FIE K PL IL-6 Biiko 76— HARSLHEE] T, 2K 8 W 204 90% 11 IL-6 (177154
TG4 8 JilJiti FH 100mg ) EHIHT IL-6 Hiik. fE— BRI b, A2l i 204 90 %
(1) TL-6 1) 7 i E 4R 12 A 200mg F & KH0 1L-6 ik, 76— BARSSHERh, 4E8F 2/
90 % H FNZ ARG N TL-6 77 FERE 4 A 50mg FE MPT 1L-6 Piik. 76— HARSE
B b, dERE A /> 90 % FPAIAZ A E I TL-6 [ 7 VB8R 8 Ji i A 100mg F1) & 1Pt 1L-6 Hiik.,
16— BARSL ] b, 4ERF 42/ 90 % o SZ 1838 ) TL-6 1 7B 6 12 JE Tl 200mg 7 &
[RIHT 1L-6 Bk, 7E—HASTEEH, ISR 23038 W 1L-6 Rrekiy 2 /b 90 % Ffi 1y 7 1AL dE
4 J i H 50mg )& 1Pt 1L-6 Bk, 7&— HARSTiE o, I8 2521808 i IL-6 Fraeiy 2 /b
90 % P A 7 A FE R 8 JE it 100mg 7 & KBt IL-6 Hifk. 78— HARSL i &, ik 3%
R 1L-6 FpE2f 22 /b 90 % th A 7 6 5 12 A 200mg IR HT 1L-6 Bk, w]
ULTE o A AT, L AT 5 vk P BT TL-6 Buak, 9 an{EAS JRy bR 1, 3@k iz 1 v e sl e ik v
Ue 2R AT LR AKBEE A R KB

[0185]  fE—HARSEHEG]H, h A2 W 22 /020 90 % 1 TL-6 [ 58 4% (a) JEH 100mg
SRR P IL-6 JroRF (b) B 4 F i H 50mg ) & K50 IL-6 Pifk. 76— BARSHEH
HAZ IR W R DL 90 % 1 1L-6 (1715 E 58 (a) Ji A 200mg 6 far 71 & I HL 1L-6 HLikFH
(b) 8 Fijii H 100mg )& [Pt IL-6 Fifk. 7E— HARSHE] A, o2k E W 204 90%
1) TL-6 17404 () i 400mg 04 ) & BT TL-6 HriAF (b) & 12 FJE A 200mg 71| &
[T 1L-6 Bk, 7E—HARSTEEH, dike 2D 90 % A2 # N 1L-6 I EETE (a) HE
H 100mg F4a = BT [L-6 HrikFd (b) & 4 Ji A 50mg &Pt 1L-6 Frik. 76— H RS
a5 s i A2 90 % R AZ I Y TL-6 1A EEHE () HEH 200mg S 5= 1 HT 1L-6
Lo (b) & 8 J&Jiti FH 100mg FEHIHL IL-6 Pk, 76— HARSLHEE F, didF 2D 90%
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CON 104119438 A L) I - 30/97 i

MZ R W IL-6 B J77EEH5 (a) JiHH 400mg 54 55 & (Pt IL-6 Frikpl (b) & 12 J&jitE H
200mg F)E BT T1L-6 Hidk. 75— RARSHEE] B, I8 31218 #F A TL-6 FFEL) 422D 90 % Hh il
(175 EAEE () A 100mg 747 1) & 1K Ht TL-6 Hrikfil (b) & 4 A 50mg )& KHt 1L-6
Fifko 76— HARSHEE) S, 532K W IL-6 £ 22 /0 90 % o FI ik 77 i adE (a) i
200mg B faf & FKIHT IL-6 HLAAEM (b) & 8 il H] 100mg FIE Pt 1L-6 Hifk. 7&—H AR
], A N2 IS 1L-6 FRERf) 220 90 % AR v HE (a) i 400mg 71 4e757) &
BT TL-6 FriAM (b) 4 12 A 200mg 7 & HIHT TL-6 Hifk. W] LA AU C A A
P77 BT TL-6 Frik, 1 W HAS 5 BR T, T8 fe B v S sl i i o 32 i mT BLag AR
BAE AN R K LB

[0186]  fE— S, I 28 N TL-6 A FIE 5 5 3 10 5 VAL RS il A 00 = 10
AT G2 3 AR PT TL-6 PiAg o it A A 200 B Pt TL-6 Frakn] LIS Bl 22 /029 20 %
D2 30% B DL 40 % R DL 50% B DL60% B DLT0% R DL80% . E DY
90% . 22/ 95% R/ 4) 97 % R /DY) 99% BRE DA 100% 1 IL-6 N FRIE S F. A
23 E A LU S Img.5mg. 10mg. 25mg . 50mg. 75mg - 100mg. 150mg. 200mg 250mg . 300mg . 400mg
5 500mg FIA K BIHIPL IL-6 Hifk. 1L-6 /1 G 55 FIMEITFrg 204 1 R 208
2R BDL 3R BDL 4R BDY 5 R BDY 6 RBDA TR 2DL 10 R 2DY
16 RBi2/b2) 20 Ko ZIRE LR NRBEENN R K LS. 76— BARSZH6] , 0]
ZARE W2 DZ 90% 1 TL-6 /- FIE 57 R AR A RO R BA K
HHRIPT 1L-6 FLik, Prd A 207 &4 1mg.5mg. 10mg. 25mg. 50mg . 75mg 100mg 150mg . 200mg
250mg 300mg400mg BY 500mg, P EF&L /b4 1 R /0% 2 R 204 3 R 2D 4K,
/A5 RBDA 6 RBDA TR EDL 10 R 2DY 15 R 8B DY) 20 Ko

[0187]  FE—SLjlf, #HI 521 & W 1L-6 N TG 5 #H SR AR A 2 T — k5
R KPP 1L-6 ifk. M2 T—kFIEKHT 1L-6 Jrékn] CLApH] 42 0
2)20% 202 30% 2/ 02 40% /D2 50% R0 2 60% . 2D T0% /D2 80%
/b2y 90% DY) 95% VA /DLY 97 % AR /DYY 99 % B /D2 100% ) TL-6 A P 55
So FE—HEH T, gERENHISZ R E W L6 /- FHE S ST EaRE A 2 T — %G
B HA KR IL-6 Piik. HHZ TG ERPL IL-6 HLikn] il 2 /b 2y
20% /071 30% 2 /0 % 40% . 202 50% . 2021 60% . 202 T0% 2 /0 21 80% . /b
2 90% F /D2 95% DL 97%  EAH) 99 % B E L) 100 % ¥ 1L-6 /1 BIESH# S
TE—SEHEEI D, I8 B FFELINE] 52 F W 1L-6 - FIE S S EERERAH 2 T— %
IR AR TL-6 Pk, M 2 T — KGR E IIP0 TL-6 HriAm] LLIE R 2
D) 20% BB 30% R D L 40% B Z 50%  F ) 60 % F AL T0% 80 %
/b2y 90% B/ 95% (AR /DLY 97 % /DY 99 % B D2 100 % 1) TL-6 A I 55
So FE—SLHEA T, 2 Tk E R R B A RS R E T 1L-6 Jrik. B S
Img.5mg. 10mg. 25mg.50mg. 75mg- 100mg. 150mg. 200mg 250mg . 300mg.400mg 5% 500mg KA &
WL TL-6 HUiRe 7855 — LR b, LEAIAG DA 0 B s i I AERF R B o W46 D er 771 7]
CLELE 2 FAERFFE DT 1L-6 ik 2 f5.3 £ 4 5.5 F58K 10 f5 o 7E— SR, 4 B 5=
183 I T TR B8 A2 [ 5 1T o Bt TL—6 HLAAesrll & w] LR — IR BR8] — Ik B = A — IR B DY i —
REE )\ — R sl ] — IR AT 45 2 . W] DA AU 0 N IAEART 77 2t FH T TL-6 Bt
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A, B WHEAS R R T, i fe Ry B ik 5 o 328 1T LR A RBEE A R K3 .
[o188]  {E— HAKRSZHEE] H, JHISZ K38 W AR 90 % 1) T1L-6 /v 315 S S A
Fa4F 4 FH 50mg IR BT IL-6 Bk 76— B ARSI 4, FH1 211838 W 22040 90 % 11
IL-6 R 55 S5 a5 8 FtH 100mg &ML IL-6 Piik. 7£— B AkSE
i, 0152 R L) 90% 1 1L-6 A FRIE 55 SR AR 12 i 200mg 7
P 1L-6 ik, E—HAMASTEEd, ik 2D 90 % I 2 E N 1L-6 N FE S S
(K7 G 4 R e 50mg FIRIBT 1L-6 Hiik. 76— BARSZER] &, 4Efr 50> 90 % 4]
ZARE W IL-6 N FIE S8 SH A EERESE 8 A 100mg &P 1L-6 Hiik. f£—
HARSZHER] , 4ERE 27D 90 % M2 W 1L-6 N S HIME S # SR TR aREE 12 B
200mg 7| & K50 IL-6 Pk, 7E—HARSIEHI Y, IE2Z R E W IL-6 /M F(E 5% RN
2 /b 90 % i iR A 4 R 50mg ISP 1L-6 Hrik. E— HAARSLiEe 4, k3]
ZIRE N TL-6 N 315 55 SRR Z /D 90 % I 7205545 8 J e 100mg 71 & 119t
1L-6 Jifko 76— BARSZEGIH, KBIZ K E W 1L-6 N SA55 5 SRS 270 90 % #H1)
TR 12 R 200mg FEAIPT 1L-6 Bk, v LUE AL 2 %0 T 5 v5 it F Bt
TL-6 FLik, B ATEA R BR T, 18 v S B ik 5 o 32308 ml LU AR BEE A R KR
LY/

[0189]  {E— HARSZHEHI A, #IHIZ R E W 2D 90% 1 1L-6 /1 FHIE SH S HEA
& (a) i 100mg {8 IPT 1L-6 FLAF (b) & 4 Jiji A 50mg & 1Pt 1L-6 Jrik. 76
— HARSZ ), JHI 2R R 90 % 1 TL-6 /- SIME 57 SR EaE () JEH
200mg 1 far IR BT IL-6 PLiEA (b) B 8 JijiiH 100mg ISR KPT [L-6 Hifk. 76— H AR
T A, FHISZ AR W R D2 90 % 1) TL-6 M IIE S #H ST EAERE () iR 400mg £t
AP 1L-6 PriAF (b) B 12 i 200mg )& PT 1L-6 ik, 7E—HARSLHEH
YeRFHI 2 D 90% 2R F N 1L-6 A FIE 55 SR AR () JEH 100mg 47 £ 71 5 [
Pt 1L-6 FrAAFT (b) 5 4 J i 50mg 7 ERIPT 1L-6 Pidk. 75— HARSLHERI P, 4E Rk 2
b 90% 2 E W 1L-6 A FIE TH S EETE (a) JEH 200mg Fia7 5 2 HHT 1L-6 i
PRF (b) & 8 M 100mg FIEMIHT 1L-6 Fiik. £ — HARSLHEGH, 4Rl 2D 90%
ZRE W IL-6 N FHETHE S EAR () JEH 100mg S 5E KT 1L-6 HLikA (b)
12 JE i 200mg ISR PT L6 Fidk. 7E—HARSHEHI P, KBIZKE W [L-6 N FHE
S SRR F D 90 % IHIH A ER () MEF] 100mg PRI 1L-6 FUAAT (b)
4 J i FH 50mg RIS KIPT IL-6 Pk 76— BARSDEG] 1, 522K #E N 1L-6 /M IG5 H
FREEEI 2/ 90 % AN VA AEE (o) I 200mg £ 7 & P IL-6 HrisFn (b) &F 8 Ji
JtiFH 100mg 7 &Pt 1L-6 Bk, E— BARSLHf b, IABI2E W IL-6 A SE S # S
FREL 22/ 90 % IR J7 AR (a) A 400mg B4 71 2 BIHL IL-6 FLiRFD (b) & 12 Ji it
H 200mg S = 1Pt TL-6 Hiik. AT LUk Ak 2 A0 AR 7 L ST TL-6 ik, 4 e
AJFRF I B RS SE ES . 2R E T LR ARBEEA R R K.

[0190]  7E—SEjlfs] v, FRAR 5260 2 PN I M i e A KOs B ) g VB FE T A BGR = I B
FER R MM BT 1L-6 Pk, fEHPL 1L-6 HLikh RN & LA 204 20% . 22 /b4
30% . E /DL 40%  F DL 50% B 60%  E DL T0% B DL 80%  E DL 90% | b
Yy 95% B2 /D2) 97%  F /D2 99 % BLE /D) 100 %6 BRAR A1 5 40 i AE Ko i o A %) )
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PLELFE 1mg.5mg. 10mg. 25mg.50mg. 75mg+ 100mg 150mg . 200mg . 250mg + 300mg . 400mg 5% 500mg
[ R BRI IL-6 Frik. TN A KH M PR s 202 1 R 208 2 R 27D
23R BDA AR BDA 5 RV 6 RRDA TR 2DL10 R.2/DZ) 15 REE
b2y 20 Ko ZIRE T LR ANRBEE A R KD . 75— HARSZA] , BRARS2 138 Wi
B 440 o A= A B 22 /D 24 90 %6 T AL EE Tl F A A80R & 1) B R I3 I L 1L-6 Hifk,
TR A G52~ 1mg. bmg. 10mg. 25mg . 50mg . 75mg. 100mg. 150mg. 200mg . 250mg . 300mg 400mg
g 500mg, HHRrei /b2 1 R 2/DZ 2 R 2D 3 RBP4 4 R 2045 R 2DY
6 R.2/bA 7T R 2DZ 10 R.2D2) 15 Rz /b4y 20 Ko

[0191] 7 SEHtfs] o, BRAR 52 3K 3 0 v et AR KOs R () D v s 2 T — IR = 1)
HA KR APt IL-6 Jiik. MEHZ T — UGB IL-6 Hrikn] LL /b2y 20% 2
D2y 30% 202 40% 202 50% 221 60% 2/ DA T0% . 202 80% 2 /021 90% .
D2 95% R DA 9T % /D2 99 % BR A /D2 100 % R FRAR 52 1A A e M 4 e AR IR T
FE— S A, 4E R PRS2 A8 N AN i AR KO I VAR S A 2 T— kA= B
TER IR BT 1L-6 Hifk. WA 2 T—UGHE ST 1L-6 Hrikn] LLMH 22025 20% . 5
D2y 30% 202 40% 202 50% R DA 60% 2/ DA T0% 202 80% 2 /021 90% .
DYy 95% B DL 9T % 2D 99 %6 B D2 100 % PR AR A2 5 A T T 4 i A O
FE o AE— 5K, 128 B4Rk PRAR A2 AR 3 N T 4 M A B i i B AR i 2 T — UGH
B HA KR IL-6 ik, fHZ T —UGHER DL IL-6 Hiisn] LA R 204
20% /0% 30% . 2 /0 % 40% . 202 50% . 2021 60% 202 T0% 202 80% . /b
21 90% /D2 95% ALY 9T % Y 99 % Bk AR /D) 100 % (1 FRAR A2 B P R 41 e
R T AE— KR, 2 T — UGN B R AR OGN B S AE R B T 1L-6 ik,
) & 7] AL FE 1mg.5mg. 10mg. 25mg . 50mg. 75mg . 100mg . 150mg . 200mg « 250mg « 300mg 400mg 5,
500mg A& BB TL-6 Hifke 785 — M b, fERI6 A i & e il H4E R & . H]
U A R B ] A HE 2 TR BP0 1L-6 HUIK 2 5.3 154 155 5k 10 5. fF 3Kt
WA, 43 B30 1 B TR) TR) B A2 [ 2 16 o BT TL-6 HUAART & vT DASRE B — R R B — IR R = A
—IRVBEVY A IR\ IR R R RaEAT 45 24 . ] DL I ARSI N AT
i BT TL-6 Podk, ) B A R IR T, 3@ i j B S ek 5. 2 i T LU AZREEE A
(1) REEENY)

[0192]  7E— H ARSI b, FRARS2 1838 P 40 i i s A AT 22 /D 2 90 % 1) 7 1B FE
4 J& Tt FH 50mg )& Pt IL-6 Piih o 75— ARSI b, FRAR A2 10 P 40 o o A s
22 /02) 90 % I 7 AL HERE 8 JE A 100mg & BT IL-6 Pk, 75— ARSI, FRAK
AR PN TR A0 B R AR R A2 /D 2 90 % 1 VB R R 12 R HEA 200mg FIE BT 1L-6 Bt
o FE— BARSIHEAG b, Y3852 R P 40 B 5 A I B FRAK 22 2D 90 %6 18 7 A6 B 4 J it
H 50mg FIE FIPT 1L-6 Hifk. 78— HARSLHEGI, YEfe 2105 P40 B A B PR 2
b 90% B 7 AT RE 8 JA Tt A 100mg FIEMIPL IL-6 Hifhk. 7E— HARSIHf , 4E 21k
TN G R A R BRI 22 2D 90 %6 KT VA AR A 12 R 200mg = HT TL-6 Frik.
FE— B ARSI, 183523838 9 40 M AR O B R 1 22D 90 %6 PRI VA A 6 4
Jeil i 50mg 7 & () PT TL-6 Pidhe 75— HARS ], 183052308 40 s o A= O FE 7
S A /b 90 % PRAR A T A 554 8 St ] 100mg FH BT TL-6 Pk, £E— HARSER
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I8 3528 9 4l e i AR K B R 2 1 22 /D 90 %6 BRI VA B R4 12 R H 200mg ) &
I TL-6 LR W] DUE I AR L AT 5 A BT TL-6 Bk, Bl anEAN R IR T, it
B RS B KRS . 2 E T LR AR BEE AR R KRB .

[0193]  7E— EL ARSI b, BRAK 52 303 A 1 40 i i 2B A s E 22 /24 90 %6 1) J VAL i
(a) JiFH 100mg B4 7 & HIPL TL-6 PLiaM (b) & 4 A H 50mg 2Pt 1L-6 Pifhk. £
BLARSIT ) 5 BRA A2 138 P IR 40 e T2 A s R 22 /D 2 90 % 1) 77 A4S (a) it 200mg
AT 55 B BT TL-6 PLiAM (b) & 8 JiJiti FH 100mg I & Pt TL-6 Hiik. 75— H AR S5
W BRI A2 N T 40 R B AR B 2 /D2 90 % I VA HE () R 400mg £ 4ur 371 £ 11
Pt IL-6 JrAAF (b) & 12 A H 200mg 7 & HIPT 1L-6 Ptk £E—HARSHERF o, 4id7 52
N T R A R BRI 2 2 90 %6 [ 7 VAR () A 100mg 44 571 & Pt IL-6 Hiik
F(b) B 4 JEH 50mg IR KDL IL-6 Hiik. 78— HARSLHEG), 4R 55 521 F N 40 v T
AR R 2D 90 % 1 5V (a) A 200mg S4B BT 1L-6 FLORRT (b) 5 8 J
Jiti FH 100mg 5| 2 Pt TL-6 Pifko 78— H ARSI b 4ERF 52 5038 P 40 e 1 A 0 B2 A
2/ 90% W7 iEAEE (a) i 400mg B4 55 & BT 1L-6 FrikAl (b) & 12 F i 200mg 71
P IL-6 Pifh. 76— HARSIHHE] h, 2 21 5230 P 4 Bdd e AL Ko BF 81 22 /D 90 %
BEAR I 77 V048 (a) JEH 100mg HAAd R =BT IL-6 LiaF (b) B 4 JEJE A 50mg 5= (1) Hi
IL-6 iffo 78— HARSHE] o, 18310521838 P9 40 M i M AL A FE FR 85210 22 20 90 % FEAIR K 77
FEAHE () T 200mg 57 far 1) & () PL TL-6 HLékAl (b) B 8 A 100mg 7| & KHt IL-6 $i
o AE— HARSZHA] 1535238 8 40 M 5 AR R R 4R B 1) 22 /D 90 %6 FRAR I 77 VAL
(a) JiiFH 400mg H A fIE BT IL-6 HLiaF (b) &F 12 fil i H 200mg 5= (1) $T IL-6 Fifk. A
LI ik ARSI 0 0 ] 7 v T 116 Fodd, 4] nEAS Jg BR 1, il ik B2 v 5 B ik
B o SZRE T LR NRBEE AN R KRB .

[0194]  FE—SEjtafs] v, BRAK 2838 PO TS i A B B 1) g v B 4 i A Rorl = i B
TER IR BT 1L-6 Pifk. FEA BT 1L-6 SiiRA G E K LLE R 2 /b2y 20% . 22 /b2
30% /0% 40% 2 /0 2 50% 2 /0 2 60% 2 /0 2 T0% 202 80% 22 /0 2 90% 2 /b
2] 95%  F /L) 97 % F D) 99 % Bk 2 /D £ 100 % BRI A M A= Kl g . A 3 2]
PLELFE Img.5mg. 10mg. 25mg.50mg. 75mg. 100mg. 150mg. 200mg . 250mg . 300mg . 400mg 5% 500mg
AR IGHT TL-6 Piik. WM A K T Frae 2 b2y 1 R 2byy 2 Roe/b
23R BDA AR BDA SR BDL6 RO TR RS 10 R 2DZ 15 K .82
D2y 20 Ko SZRAE A LA AREGAE NI RS A — H ARSIt b, BRARS2 1l Wi
5 200 A R 22 /D 24 90 6 T A it FH A A0 2 1 A e KK P S BT TL-6 Hudx,
BTk 2524 1mg.5mg. 10mg. 25mg . 50mg . 75mg 100mg 150mg . 200mg . 250mg . 300mg . 400mg
oY 500mg, HrpFrai /b2 1 R 2/DZ 2 R 2D 3 RBP4 R 2D 5 R EDY
6 KB/ TR 2DZ) 10 R 2DZ) 15 Rz /b2 20 Ko

[0195] 7 SEjitfs] H , BRAK 52 307 PO et AR s B (R VA s B i 2 T— IR
I IR KPP 1L-6 Pifk. M2 T— kAR KHl 1L-6 Juikn] L2 /b2y
20% /071 30% . 2 /0 % 40% . 202 50% . 2021 60% . 2 /0 2 T0% . 2 /0 21 80% . /b
21 90% /D% 95% LY 9T % B2 99 % Bk A /D) 100 % (1) FRAR A2 3 P R 41 e
AR . AE— LM T, dERR BRI S2 10 T B A i AR K I B i 2 T — I
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3 B A E A BT IL-6 Jiik. i 2 T —JGRIE Pt 1L-6 HiiknT LA 2 20
2120% /DL 30% B DA 40% B DL 50% B DA 60% B DA T0% DA 80%  F
DY190% DL 95%  F ) 9T % F /D2 99 % 5 AR /D2 100 % HIRRAR A2 AR 2 I R4
Mo AAC TR AT o AE— S rh , 1 B RF SRR 52 03 Py v At B AR R B 1) v e i &2
TR BEA EK RN 1L-6 Jiik. A2 T—FIERdr IL-6 Jrikn] Lk
B2 20% 202 30% 2D 40% 2 DL 50% 2D 60% 202 T0% 2D
80% /D4 90%  F /0 H) 95% /DL 97 % /0 99 % Tk £ /DA 100 % PR A2 B W
TE WA M A KR T K 7 v A SEHE P, 2 T ORI E R G 2 S A [ 2 H0 IL-6
Piik. HFH)E P AFE 1mg.5mg. 10mg. 25mg. 50mg. 75mg. 100mg 150mg. 200mg 250mg . 300mg .
400mg 5% 500mg A K& B IIPT IL-6 Pk 55— S, £E446 0 e 1) B Jim i H 4E 47
& WG DA ) ] DLALHE 2 T 4E R0 & BP0 IL-6 Piik 2 4.3 £5 .4 5.5 £5 8k 10 fiF.
PE—SE A A 5 43 8 50 8 P Bk ) 1) A2 52 () BT TL-6 U & m DARE ] — IR RE 9 A —
R = — IRV A — R g )R — IR B A — IR AT 45 25 . AT LUIE i AR Al )
AT iR BT TL-6 oA, ) aEAS g B, 1 ok f7 Ry o sl ik B . 238 T LL2
NEEAEAN R R KL

[o196]  7E— B ARSI b, FRAKSZ 1838 P I3 5 98 0 22 /D 29 90 % 1M 7 v B 46 & 4 F T
50mg FEKIHL IL-6 Hiik. 78— HARSZHM] o, ARSI E P BT 20 22 /D25 90 % 177
AR 8 A 100mg FE P [L-6 Bk, fE—HARSTHEE], BRARS2 3838 Py T I 2
iE 2 /2 90 % 177 VA FERE 12 Fjit A 200mg F & P 1L-6 Pifk. £ — HARSLiEf] +, 4E
FE2 A T I RORE R 22 2D 90 % (W 5 vE A a4 4 JE A 50mg & 1Pt 1L-6 Pifk. 76—
BRI T, YERF 5287 NI 980E FRAK 222 90 % I 7 A 465 8 JE it 100mg & (1)
Pt IL-6 Piike 76— B ARSI, 457523 NI IR 2 PR 22 2D 90 % I 7 VAl 46 12
Jl it ] 200mg SRR T IL-6 Pidk. 75— BARSHI b, 15 25238 I B RAERF S 42/
90 % BFAR I A 1A ARG RE 4 JE i 50mg FI & (1HT 1L-6 Piik. ££—HARSLHEG + , ISR 52 K &
P R SE R R 1 22 /D 90 % BRI I 7 VA B R 8 JlEH 100mg =BT 1L-6 ifk. 76—
FARSEHEW] B 52 3 N T S E RS 1) 22 /D 90 % PR 1 7 VA B 12 FiE A 200mg
FIERRIH IL-6 Bk nT LU A 2 AT 75 Pt TL-6 Bk, Bl aHA /R T,
T fe NS IR A . S2 R T DU AN REEE A R

[0197]  7E— HLARSZHES] , FRAK 23038 N 103 T 900E 22 20 2 90 % K 77 AL (a) A
100mg A I T IL-6 rAaF (b) & 4 JiljtiH 50mg 7 E P IL-6 Hiik. 76— HARSL
R, FRAR A2 AR PN I3 5 980 22 /D 24 90 % 1) v B dE (o) HiEH 200mg 67 Aar 1) & BT 1L-6
LA (b) £ 8 J i 100mg & KT 1L-6 Hilk. £E— HAKSZHEf] , RSS2 R4 W KT
JBE JRE 22 /25 90 % I 71204 (@) A 400mg Haig Rl =BT IL-6 HLiaF (b) & 12 Fi i
200mg FIE WL IL-6 Ptk 75— HARSTG] S, didr 21838 Wi IR IE R 222D 90% 177
EAEE (a) i 100mg 74751 & 1L TL-6 LA (b) & 4 JAEH 50mg 7l & (KL IL-6 $i
o AE— HARSLHEH] B, 4R 218 W B R AEFRAC A 2> 90% (177154 (a) HEH 200mg
PR E P IL-6 FLAEA (b) & 8 FljiH 100mg & Pt IL-6 Hifk. 7&—H ARt
YefE sz i IE IR S PR 22 2D 90 % I 7 VB 46 () A 400mg S 7 & 1Pt 1L-6 Pk
A (b) & 12 Jij A 200mg F &P 1L-6 Frik. 75— HARSTHE], 183023838 P9 i I 40
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SR 2D 90 % BRAK I 5 dE (a) i 100mg g & KT IL-6 Hiikfl (b) & 4 J i
H 50mg FIEHIPT 1L-6 Piik. 7E—HARSHMI N, 18352308 I I RAERF S 222 90 %
BEAR I 75 AdE (a) JEH 200mg 47 4y 1) S HT 1L-6 PR (b) & 8 J& it 100mg 7 & [
Pt IL-6 Priko 76— HARSHEG] H, 18305238 NI I RAERF 8211 22 20 90 % BRI T7 5
& (a) JitiA 400mg B far ) & () PL IL-6 HLakM (b) B 12 F i H 200mg )& KL IL-6 Hiik.
A] DU e A AT %0 O ATATT 7 V2 BT TL-6 FoAk, ) E A 5 SR T, T8 je R S s ik
HHe RE T LU NREEHEA MR KK .

[0198] A EHIH) ) —Le7 et T AR AR WS G oA a9 & T-45 6 3R
/ BARL TL-6 1777, B AR v T NS BB AR 67 T i

[0199]  HRHE A W () 45 & oot w] LLH 19897 82 7 i, Blin Nsiash i (i A 3K &
) R BURE IRV TT i (LR RLRE T ) , JLALREZG B i £ 2 il A R ) AR B
(&G IotE e RYE A K BT TT 2 (A0 46 Wi AR SO Ath 5 PR 18 IR AT TL-6 7RI
PEF B854

[0200]  #F—SEHtifs] 1, YA IT BT e BB 0 7 VR i F A G B oA I K2 s B
IL-6 Hifk. B3B3 AR RO R AEME T R 2 G EFExX
W5, MIE MRS RS s Al MM 98 L 2 BB G 2RISR AR [ ) 2F
J gl SLE I 77 A ds it G 97 A 2OR 2 A KRRl 1L-6 ditk. £—H
PRSI R Y6897 AR P 28 AR PR DT 4 1 7 V2 B Tt FH A 8GRI = 9 oA K 1 2 S B
Pt IL-6 Hilko 76— HARSLHEH] T, 1697 N AP JERE 1 W 593 8% SLE 1R 77 2 B 45 Tl P A &%
& RA E KRR P IL-6 Pifk. &Sl 3, w97 ERAEROHE AR 1ng,
5mg. 10mg. 25mg.50mg . 75mg~ 100mg . 150mg- 200mg . 250mg+ 300mg . 400mg 5 500mg {4 A B 1]
PUIL-6 Bk, LE—SLHEHIH, 077 ERAZGE T ARG 0. 1 £ 5mg/kg 2 0. 1 £ 2mg/kg.
270.1 & Img/kg £ 0.3 & 2mg/kg 21 0. 3 & 1mg/kg %1 0.5 & 2mg/kg 5L Z) 0. 5 & 1mg/kg
Pt IL-6 Friko 87— St 3, 3677 A RGN E ] 440 20 22 500mg. 2 20 42 200mg .\ £
20 22 100mg. £ 50 2 500mg. %] 50 £ 200mg. B %) 50 2 100mg Pt 1L 2 6 Hpfk., v LMEHA
AU A AT 7 i P BT TL-6 Huik, Gl anE A R R T, @ B2 B 5t s ik . 7E—
HARSZHEA R, 697 AR 2RI M DT 46 L 2 E T g 1 s B SLE (9 5 VA BLFE A 1mg
5mg. 10mg. 25mg.50mg. 75mg 100mg . 150mg. 200mg . 250mg . 300mg . 400mg 5 500mg [ H A ZE K
(R HL IL-6 Hidk. 75— HARSEHR] o, 1697 AN A4 A S8 KRR 5CTT R  JORE I 1 9k
i BX SLE F VA FEE 29 0. 1 2 5mg/kg 29 0. 1 £ 2mg/kg £ 0. 1 & Img/kg %) 0.3 &
2mg/kg 2] 0. 3 & 1mg/kg £ 0.5 & 2mg/kg 5{#) 0.5 & Img/kg I HA EK K M HIHT
IL 22 6 Hifko 76— BARSHEH] A, 1657 N PR P 28 REME OGS 48 L 2E Ml 18 i B SLE 1) 7
VERLREEHZ) 20 3 500mg 2] 20 & 200mg. %7 20 & 100mg. %) 50 £ 500mg. %) 50 & 200mg.
B2y 50 & 100mg HAEKFEEMRIPL IL 2 6 Pk

[0201]  #F—SEiifs] 4, 697 T B E AT £ T— X F 2N A E K18
[RPL IL-6 Pifk. 5L, 67 AR SRR RV AE R R 2 a5
AR R, MG W RS ST s bl P A A AT 28 L 28 B o0 R R /R G
W) A Bt El SLE 77 RS i 2 T — ORI 2 1 2 A K= P 1L-6 Hifk. 18
— ARSI R, 1697 AR S R DG R KT A A 2 T — N B B A K
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PRI IL-6 DLk, £ SLHEE T, 2 T — & E K A0 B 5 R 2 1 $HT 1L-6 BT
Ko AE—SHE) P, B E R LIRS 1mg.5mg. 10mg. 25mg . 50mg . 75mg 100mg . 150mg 200mg
250mg- 300mg400mg Y 500mg [ 4% & B IKIPT 1L-6 Pifk. 76— L+, F55) & n] LLaREZ
0.1 % bmg/kg 27 0.1 & 2mg/kg £ 0. 1 & 1mg/kg %y 0.3 & 2mg/kg % 0.3 & 1mg/kg. 4
0.5 % 2mg/kg B4 0.5 & 1mg/kg MIPT IL 22 6 Puik. 705 —SLhEflrh, 7 & n] LA RE
21 20 & 500mg. £ 20 & 200mg. £ 20 & 100mg. £ 50 & 500mg. £ 50 & 200mg. 8.4 50 &
100mg 9L IL &2 6 ik, fE—SLHf 4, 2 T— G & M RGN B FEAH R 2 15T 1L-6
itk 85— L b, FERIaE TR 2 Ja i H4E R = . YIts el E ] LLARE 2 T
YeRFR R BT TL-6 Uik 2 5.3 £ 4 £ 5 f5 8K 10 {5 o 75— SEhfe) b, g sf & n] LA TS
Img.5mg. 10mg. 25mg.50mg. 75mg. 100mg 150mg. 200mg 250mg 300mg400mg 5% 500mg 4= &
B PL TL-6 Hrik. 7E—SEHE A, 01755 & ] DL FEZ) 0. 1 2 5mg/kg £ 0. 1 & 2mg/kg.
250.1 2 1lmg/kg £ 0. 3 £ 2mg/kg £ 0. 3 & 1mg/kg £ 0.5 & 2mg/kg 8% 0.5 & Img/kg
PL IL &2 6 Puik. 785 — S, S il & ] DU FEZ) 20 22 500mg. 29 20 £ 200mg £
20 2 100mg. Y 50 £ 500mg.Z] 50 & 200mg. B Z) 50 2 100mg Pt 1L £ 6 ik, £l
R o B B 2 2 A st TR) TR B S T 22 1 o BT TL-6 AR En] DLAE R — IR R B — IR R =
Jil— R EREVY A IR B\ JE IR B A IR S IR ERE S A H IR T 45 25
A] DU A 45 O (KA 5 20 T TL-6 Pk, 0 an(B A R 1, 38 ok Je o S el e bk
T o

[0202]  FE—SEHaf H, 097 B 5 AN IR 7 A6 B 4 8 i 50mg 1l & BT TL-6 Hiik. 7E
— S YT B R N T iR RE R 8 T 100mg F BT IL-6 Bk, 78— SLiif)
o VBT BT T AR T AR 12 JEEH 200me F & KT 1L-6 Pifk. 78— HARS a4,
BIT TR A TS (a) i 100mg 56 ) & Pt IL-6 JriRFn (b) & 4 J&JitEH 50mg
FE BT IL-6 Hifk. 75— BARSTEH, a7 BT i AR 5 iEAsE () A 200mg 44 571
P IL-6 LA (b) B 8 JEJEAH 100mg F) & MHL IL-6 Hiik. 7E—HARSLHEH H, 1677
P N EAERE () i 400mg 4457 & FPt TL-6 FrikAl (b) & 12 A 200mg 7
=Pl IL-6 Hiik,

[0203] 7 SEHtf] s ¥ 7 AN AR N 2 R DG 28 4R R P OCTTT R L B A ST
%, MIGBTERH O CRLFE IS s b 5 HEAT 28 A0 ROt o< R MR K IR ) A 2
JeE B SLE (1) 77045 4 JA it 50mg & (1HT IL-6 Frik. 78— SEhEf 4, i AN
PR R R BN PR OGRS T AF O 2 IMUTE PR AR S (R G 587 o
TSl A A 28 24 S8 DT 2 R SRR R B ) < 2F Rt EX SLE 1 5 v B kG &5 8 ATt A 100mg
FEIPL IL-6 Friko 7E— S rh, 377 AR SRR DG R B g Moy £ .2 5
PEFAE T 8, MG AT CRLRE DT ARl otk A6 AT 98 4 B8R 0 1T 98 R SRR /R
PO ) 2F Bzt el SLE ()7 A AFE 5 12 A 200mg )& KIPt 1L-6 Pk, 75— L,
19T NARPZE RR IHEDCTT R B ap A Moy 2 A B PR A 0GR s PR A ST
CALFE DY i bl P MEATE 28 | A B2 D0 RANSERE /R [0 ) 4 B2 e sk SLE (1) 7744 (a)
i 100mg $far &= BT IL-6 HLAAFL (b) & 4 J& i 50mg F &L IL-6 Hilk. 765K
JEA T YT N AR P 2 R P Y 98\ S aE M DG R A B T AR O R ITE B R
FERT W CRLFE T SR i MG AT 2 L 28 Bt o1y RS /R IO ) 28 B2kl SLE (17772
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BFE (a) i 200mg Ffar 71 & (5T IL-6 HLAAM (b) & 8 Ji i H 100mg 57 & K1 HT 1L-6 $i
o AE—SEHE YR T N AR IS R PE T R AIEEB G R A B HEEFE RN R,
MBI W CRLAE ST R A PG AT 2 L 28 BB 01T R N SERE /R O ) 4 B g
SLE [} 75144 (a) JiiH 400mg AR (14T 1L-6 HLiaFl (b) & 12 FjiEH 200mg )& K
Pt IL-6 Pifk.

[0204]  7E—SZHEW] T, 697 NP PSS AR P 50T & L 98 M i 08 59 B SLE 18 77 VA BL RS
4 JA i H 50mg F & KBt TL-6 Hilko 7o SEHifHh, 697 AR 2R RIR I G R L RAETE
Y18 P B SLE 177 A0 45 &5 8 A 100mg | & Pt IL-6 Pk, 76— SLhfl 4, 197 A
A A 28 PRI 14 D71 48 9 Tl 1 < 9 BX SLE 1 5 A 46 B 12 JE Tt 200mg 1) & 15T 1L-6
ik FE—HARSZHEGI A, 077 AR 28 R 5T 4 JRE PR I 5w B SLE 1) 77 VAL 4
(a) HEF 100mg A7) & K PT 1L-6 HUAR (b) & 4 Fi i 50mg 7 & [KIPT 1L-6 Piik. 7F
— FLARSZEAG YT AR N SRR T 8 L AOE MR 38 9 B SLE 1 714 (a) i
200mg AR L IL-6 HLikAl (b) & 8 A 100mg F&EKPL IL-6 Jrik. 76— HARSE
JER Y ¥ AR N R T DT 48 L JORE I I TE s B SLE 17 A HE () it 400mg 71
far ) BT IL-6 HUARF (b) & 12 i 200mg )& KIHT 1L-6 Hik.

[0205] T 11.-6 Bidk

[0206]  HR#E Ak I 455 ToA CL AR B REAS s AL e 1) AT TL-6 . o AR FH ek s Pl
IL-6 DG TE . RIEAR RS G oot r] Lo — a2 A 1L-6 gt sl 44
TR A IL-6 5 ek NG GRAL G Fln, SR Ega el LUg 1L-6 55
JEFD / BRI TL-6R a &G o aXm] LATE LU N8 Fh A UE B, I AL AT T 21, 3 B R 3¢
VRG4S TF-1 350 R BRI A R B M 455 o) TL-6 S IL-6Ra 454, BKI2A TF-1
PA= AR TIL-6Ra. B, AR B 456 T F i) 1L-6 SIS AA 454 o 1Rl 4T
Y41 B SEB MRS AN R B 1 45 G T IL-6 5%k IL-6Ra 454, T sIL-6Ra 75 %
HOMANBRZSL 8 b R IEER - 35 1L-18 SENIEME 1L-6 (7742, T HA4k A< &% 81 1K)
SEAUFIHIE L VEGE 774

[0207]  HR#EAK W, ABBEAEARRKIY) (FnEifE) 1) IL-6 5 IL-6Ra 4557 6
B, B, 254 oI IHI R TL-6 5 TL-6Ra [M45iG.

[0208]  AEAVE M IHDEI AT LR HEBR A8 . 56k Z 254 ot iE AR L, 456 ot
AL/ 100% B A2 95% . 32220 90% 2220 85% F2 20 80% 2 /b T5% 2D T0% 22 /b
60 % B2 /D> 50 % [0 1L-6 1A T

[0209] & 25 G oI TR AR o O IE T RIS R 1Cs, {8, FRAE A Ui B, A nM KR .
FEINREIMT R, 1Cs, J2 254 DY 2 BRSO 5t KAE 50 % B 1 45 & Je K B« AERCAARSE S P97
H, 1Cs, AERLAR — 52654 il 35 B A 31 s RRE 5 45 G 7K P11 50 %6 I RIS 1G5 1T LASE
i il i KAV NG H 3 B 8 vk 55, AR A 456 Jo R IR R I Log B EAEAE, AT A K
HFE55, B 1 Prism (GraphPad) B¢ Origin (Origin Labs) LAIE& S B RENEE , Mi1SH
ICso {E o P LMEH — AN BLE A AMIEE AN I AR/ B & B R B 210 R 58 1
SE B E T o

[0210]  FEA KB FEIAR T E— 50 h @ik 454 o h A 1L-6 351, Prid il 44 4 TF-1
SRR B T SCHEIA B LAREE T4 M g, IR R W 55 G e 455 JFh il IL-6. A LA
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A8 At 19 7 R0 e 45 A o iE S TL-6 45 G, ARG ELTSA. S BNy S Ui vk SR Al
AR A 2R

[0211] AR 45 G Tt D pE B BE &5 & A I IR TE N TL-6, IEn7ERR 3R P
PEN IL-6, VEGF M ST M i 2T 4 40 i rb iRy RE TR 0 il 38 v B s, A% R BH K St fg] 1. 7
2.7 X BEAT T UK . AR T, 2k B 2 KR DC T A0 N IR TR 4T 4 4 i B
IL-1 B IR ¥ME TL-6Ra B 4= 11.-6, S3 11.-6 i 51 VEGF 70 k. Ak H A e i
FRET A L AR 1 TL-6 1838 T INURTE N TL-6. NURTE AN TL-6 42 AP 223697 1 145 73
B, BT LA IETEN TL-6 PR E56 o Ha 7 i i — DN EE s . T RE 2k H
8 R 1 57 28 N RIS ET A 40 W h kAT 1), 65 2R 5 455 Jo a7 R PR R R I
FEFERIAE G 75 VEGE B GRS H ik LAk i 4k 43 7 i sh A 8O e il 2 4n i Hi 1L-6
LAk ONTO-328 [P 1%k )y

[0212]  MRAEA K IS5 G oo, fEH 0. 6pM A TL-1 B 1 2. 4nM R[5 N TL-6R a il ,
TE NN TR M R T 44 48 o R T80 VEGE B0 a5 b, w] BLEAT 2D T 50nM ¥ 1C;, {5, 441 421>
T 5nM, 41/ 1nM,

[0213] AN YEPE TL-6 SRS R R BEEE AL R B 750 IR AT 441 o v
CVIEI T AR B &5 & o5 IR TE 1L-6 (9454, BTz IR T 5k B A8 R et 4
Y 1L-6, BI Py 1L-6.,

[0214]  ARBAMEE Ao n] APIH] 1L-6 75 50 TF-1 40 A 345E . TF-1 B IEEA L Al
IR P premyeloid 40 & (Kitamura 55 1989) » TF-1 4l R 75 EAFEH T47
AT R AR R o MR TR-1 41 e BE 9% X TL-6.GM—-CSF FHHI8 22 M AT N2 .
TEXT T2 20pM A TL-1 8 ¥ TF-1 40 Ja iy M TEFD RS, A% R B 455 ook ] LLRA /D
T 100nM ) 1Cy, {8 9 20170 F 20nM. 10nM 5 1nM, 41 41 2> F 100pM. 70pM. 50pM. 40pM. 30pM.
20pM 8K 10pMo IEWIASCATIA (2 ILSEHER) 1. 5) , 384X 1gG7CANO22D10” & on tH7E TF-1 14

%1 (1Cs, EEF /N T 100pM) , W0 fo] 2. 2.2. 5 F1 2.6 Fion (73K 3,4 F15) o R
Hb, W8 A IR T R IR — 28 TC, 5 2 5pM BCEAR, WAL 58 3R TeG Pk 7.5k 17 FlT
7 18, A LE TR HA R = i AU

[0215] A B &5 G oot ml LA 1L-6 53 BO 4 M A S 5E . B 40 i il B 40 a2 <
A N AR K 50 I, B13. 29, HALTXJ 1L-6 HOHE S o BY 40 M 38 75 2] A7 AN S e
(K] TL-6 FEXFARFARMK LN TL-6 AT . [AIG, fEAFLE 11-6 HUIRRY, BEWS PP AL IX 2L 4h i
RIBETE I HINE DUARRISERIE . AR BT SR 2. 10 75t TPtk 18 i) BO 40 i K45, LA
Wi 3 T1.-6, HAEZ g 2o T e A

[0216]  SEMIRIERTT 2 B B HUARIIE K252 TeM K. SKW6. 4 ZALR T 1M, 7l
HAZRME R4 B 4R . — H ] TL-6 I X L840 o 70 TeM, AL EIZ AR B ol 5528
RIS RAH K o« SKW6. 4 4HJim] LU T A TL-6 FRI455 S iI80 i  FE@ il e
XY IL-6 N, TeM 7p ARSI I E o £EXS TR 100pM A TL-6 ) TeM 73 WA 1 i
SKW6. 4 4i o ik, AR W45 G oo F ] LR D1 10pM [ 1C, {6, Bl >+ 5pMo £Ei%
WA, YUK 18 7t T 1L-6 fyh AER], 2 W] 2. 11 (R 9) .

[0217]  AJBIERAL T X TN 1L-6 w2 ML S & oot MRFEIER] 7 HXS T
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TL-6 [ s fE . AR B EE & otEnl LS N TL-6 F1 / slBpsE 1L-6 454, Hor &K
INASFB L InM, 5] 20 AS 8 i 100pM. 50pM. 30pM B% 10pM. 7] LA 18 ik 38 i 25 B8 1A L 4% 4] 4
BIAcore®, &4 8. 7ESLiEm 2.9 rhxt s i i BlAcore® i) & ST ik . B3

H, RIFUR 7 018 KSR MR A ) BIAcore®-{3 2% ity B il £ 78 [, 2 B H KD (4K T
10pM.

[0218]  [EWIASCH A 77 ik, 2 55 & 7 LR R AR RUAAE T A8 3 A i o e e A4
(RS, FIE AT S BECAR I 256 o R TS5 & 7 LR AT DU WX #E AT, Hrh FERUAAH
L IL-6 Jiti iE B 45 G oo I SCIEY) . 2RI 55 25 SRR mT CUBE JBON S 2 i 25
AU, SR E Kd ] DU T3 5 H0R SO LU AE kd/ka 15, 40 5040 0 B BSR4 R 1
T 5 B 1AL AR 5

[0219]  WIREFEM, X T IL-6 (455 o F 2L APk v LA Schild RS v 5, i W T B
N TL=6 3 BEAR AL IR TE—1 40 i B4 58 (0 3 iR 56 o A & B 16 45 S o AR IR i i T LA 1 10pM,
47> 1pM, 41 Schild B3 Fr vk 5. anA kB (sl 2. 10 Frald, 44 H Schild 8ot
PR 18 XFF A TL-6 [FZERIPES 0. 4pM.

[0220] AR BHIES G oofFn] CLAE A 5 — Bk 2 AN SR ZI Tk A2 A8 SRR
N EI R - (LIF) SRR E TR T (CNTF) | IL-11 B39 2 M.

[0221] ARG G o DEAEDE#A L KR TL-6./NR [L-6 F1 / B0 1L-6 KAEAT
NN o

[0222] I F&54HALE A REEE AN 1L-6 (455 oM A8 O N AT L 5 , 4 78
IS 18] 23 39 Y640 B, TR 20 0 P T N 1L-6 5 [ 2 78 S0 13 BRI 254 etk 454, 11
i, SR 1.6 T IEA B DELFIA® #4772 4R 50 . 0, T4 8314 K LIF, CNTF,
TL=11 F0988 38 My KR TL-6 Fi/N R TL-6 W] LU s HE AP0 2D T 50 % F] sl 78 i ) 43 5%
Jeor i, T BE A KT 0. 6mM 8K ImM (1) 1C, {8, BTk 2 #r - HDHI A [L-6 518 e
TESCHEY) B G e &G o 1, AT el fr A 1 LIF, CNTF IL-11 998 2= M. KR, IL-6 i
N TL-6 T] LA 7R A0, B7E T AR A O R 9 I 8] 43 B9 6 o i b, nT R 2
/b 10 8¢ 100 5 KFRIFICHIN [L-6 19 1Cy (5o E 1M, FEH 555G 0 NI Kd 1
SR B A AE AR IC BT AE R RN 116

[0223] AR EHIISE STt m] LLSBRGR 1L-6 KA RN . 18 B3R BN 73 3852 56 20 #
A8 SO NP AT DA 52 AR IE I N 116 5 8 e 70 SC 35 b 4 G oot 45 A i ankivE e
B4, 78 8] 2 5 6 43 M b, BiAE 116 ] LLEA /DT 5nM [ 1Cs, {8, 9 Wiz T 2. 5nM. 41
WL T4 InMe 7R, SRFRICHIA IL-6 AHEE, Bk TL-6 7] LLEA /DT 10 £%19 1C,,
{5, BT 5 %,

[0224]  {fE—SZjlifdl, i [L-6 Bk [L-6 BIRALE &, Pk R AL /E N SBRIE R IL-6 J7
FI R RS B, AH BT N0, 76/ B K SRR T1L-6 1975 R AR

[0225]  fE—SEHERHIH, 854 JC/FE A TL-6 [“hr s 17X I, 1Z X Ik TL-6Ra AHEA/ER .
BRI, A B I 255 o AF ] Lsa 5 PE s i) IL-6 5 IL-6Ra 454, i i IL-6Ra

N TL-6 FIAEDF RN .

[0226] A BHIN 4 & o nl LAAE Phel102 i1 / B Ser204 5 N TL-6 456 ARG
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JCFRT LLTE Arg207 5 N TL-6 456G . dEBiHh, [ T 454 Phel02 Fi1 / B Ser204, 455 Juff
AT LAGE G TL-6 91 H B0 3e 5k FE Bl M M IR AH A e 2 o 22 BB, % T4 A TL—6 (SEQ
ID NO:15) 45%%FEgm 5 . SR, vl LA A R N TL-6 JE 455 . FIA A BRI 1L-6 7%
SIS G, WNETIR .

[0227] & [ 5 I) BR B0 1) 2 D IR N IX BB K SR A 2 O 1 B ELA I R ) 5 R A O BE, JX N
TARGBHEARN G2 R, B H T X535 dErE&Ea i B (Lu 55, (2005)
Biochemistry44:11106-14) , AN TL-6 H&E-&H0 / 80 F1m] LLA T PPAL &5 5 ot 2
15454 Phel02, Ser204 F1 / 8L Arg207, 4537 R! TL-6 58 A AUAH LL & A 454 8 i, 8
W PRI 5 G B, IR B S5 & o 46 RAR I ik

[0228]  AJ LIAH FHAE B R IKIARIE - SABI TL-6 JE 7 TL-6 T RIAR LRI 454, ik i 211
Wedk b SABLEIN (8] 23 HF 2 6/ A h bR d R EFAE RN TL-6 55 [ e 70 S B ghi& ot
&G, A bRid AR N TL-6 Ab 29K B, A Y T 5 454 oA BAE R Y Kde 3L
W, RAR TL-6 FF A EIbR B A5 TL-6 554 ocibg &, sl PRk 116 A
KFRFFICHIEF AR 116 1 1C, {8 (Fl, K+ 10 f583 100 fiF ) , XK BHRAZ [ FR L4
sgags.

[0220] A KB4 & ool LAAE B HL AN &5 A 0/ s SR [ N TL-6, JLAE AR 2
Phel02, Ser204 F1 / B¢ Arg207 b BA AR, il 4n57% Phe102G1u, Ser204G1u, Ser204Tyr
/ 8% Arg207Glu.

[0230] A B G oo n] LSS HLE S 7, Bl N Bk sr . g6 ol Baadiik
VH A/ 8% VL S5 R38. 454 e VAT / 8 VL S5 RYBAE A R BG40k . B A psg
X (“CDR”) MIFGZEIX (“FRs”) AFAE T R4 VH A VL g5 f 80 . VH 458 556045 — 21 HCDR,
H VL g5 055 —41 LCDR.  HiiARr T rl LB FEPLIA VH g5 R 3k, HoA S VH CDRI. CDR2 Fil
CDR3 e #E) 5% . mI k£ b sk [FI A Hb A0 FE B f& VL &5 #5k, JLA9 55 VLCDR1. CDR2 FT CDR3 J 14
M, VH B VL S5 IR 284046 4 N FIZBRIX, FR1.FR2.FR3 1 FR4, 5 CDR ZE4H7ELL T 454
FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4,

[0231]  RHE A BIRIBTAA VH A VL £5 K88 LK CDR EFE #1341, T p T Ak B Y
H 5T . HARE) CDR 7E PCT A FF5 24 W02008/065378 [ HiEHH AT AA ) VH A VL J¥
41) .CDR F£41).CDR £H A1 HCDR £H LA }% LCDR 4HAE PCT 23 15k W02008,/065378 H i 23 T,
HARER T AR W B HLAR 7 TR HAR SE ] o AR SCHTIR, “ CDR 2H 4945 CDR1.CDR2 A1 CDR3.
ER] . HCDR ZH 45142 HCDR1.HCDR2 F HCDR3, LCDR ZH #5142 LCDR1.LCDR2 F1 LCDR3. FRAEY
A UL, “CDR 41” A3 5E HCDR Fl LCDR. A& B #1784 [y 4 25 Jo A A2 e ve B P ik

[0232] A BHII &G oot nl LRSS THEPUA 20+ W IS BUR 25647 5, FEE s RS
IRER A FUE 2L 1 — A2 A COR $243L, 40 CDR 21, '~ SCfdtk— D itig.

[0233]  fn ERTIR, iR AR B S5 A o R T HEnT LA ol TL-6 I Aia . (IE QA SC BT
A, AR B TL-6- 256 o] DO RO BEAT A o 38 1, O AT R 1 45
GIutFRE A R ZBURIA R R JEA) ) 5848 UL A 856 o F S, SR 5 Ho R 138000
JE FFE H A U S5 G oo fh o R, AN T MOCEE R P AR I 455 oA, BB “ RO Ak i)
G oot T RA R AR, MRk BESS G oo T AASIE AR SRS, 40, =l ie
Sh U R A E B N BT I I SRS, ol an A=A 2 RS . “ ORI g5 G oAt TR
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f) 2 HA DAL TL-6 FEERTE PR B I D RE A TR IR g o A T B ) JFG At s 77 e R 45
JJHAT EVRA KRR o AR BT RIS it T RO AR AT HE DR AR K 45 & oo, BLACH Tk 4%
(25 G T RO 71 o PRI A R BAE AR SIS AR N 52 e 88 A6 7 HoAT = A Be I 45 6 e
.

[0234] {5 —J7 1, AR B T 345 —Mel LM EE 88 25 & 5 R 45 & oo 7,
TR TT R FEAT AR AR B 456 o S i Pl e fi, JF ke £ — A el L e 5 Frid Hi)s
S WIS g ot

[0235]  SCPEW] LAAERIURL B & ey T B-a Wb Wos, B 4nn] 5 i i s 4% 205 %, 45 an vk
BECA B BCE R B AR (1 T7) RORL 0 55 40 MR s 0 Robl R sl A AR 4 BoR R4, &
A G Pi Ak VH 722 X IZ IR K ROR B A W B0y 5 2549, ik VH a2 X AR 3L B RBoR, &
A, W R AFAE R LU R VL S8, 75 W092/01047 /1 A1 43¢ [E &) US5969108.
US5565332. USH733743. USH858657, USH871907. USH872215, USH885793. USH962255,
US6140471. US6172197. US6225447, US6291650, US6492160 Fll US6521404 iR T W #1742
> BT AN AR T HIFAARIC.

[0236]  NIRBEE 45 G PRI U/ B £E, I B8 7 78 MR B 14 s H At ST e Rk 525
W ¥ 525, R IR AT B W TR A s A s IR 2B 4 1) 45 G e HIRRIORL B 5 ) 53
TREY. XTI UL Tl R & 45 G o st iA VH 5 VL A] 22 X bl
Ja BRI A% B 1 B R B A W iR e PR S S o i R B & ey 1 R
Gr/E

[0237] AU BHI¥) VH AT VL &5 k458 K CDR HIAR A, GLFR A SO BT R o i & 26 1, I ] F 4
R4 & oo, et 1 e 40 B0 B R AR 1 75 18304, I e B P R AR BT R 45 &
JefFe PR R R EA R IR T

[0238]  « HHXS T CLANRAE 5 T PR RIPUMA, HAT S Bt = e/

[0230] <A T CANAIRE = T HURBIPUA CUn BTS2 CAn ) » BA s is it
HIRE

[0240]  « L ANGiIASBCIR S HUR S & HIRe E BEIK LG, RS e 1t B 5e 4 e )

[0241]  « G EUTIE R SHIHIRE

[0242] < ZiERe RN RE

[0243] o ZeMERAL, 9 1A FH 0 AR SCHT I B0 Ik &5 542 4 %5 72 B IR PR 1), 490 A P e e/
3G R ) 5 22 DB o

[0244] o MJGFRAT, HHARTEZL K FRHE A B

[0245] < T TL-6 BN UE 18 AV TE I g

[0246]  fEA B b [FIRESR AL T IXFER 71

[0247] AT AITHI PR I; THIZRAAT LA I T AR Y. HENFAEZ
JCHUYE o T BRI N S TS M/ R R - WS R G R (Wold, %%, Multivariate
data analysis in chemistry.Chemometrics —Mathematics and Statistics in
Chemistry (Ed. :B. Kowalski), D. Reidel Publishing Company, Dordrecht, Holland, 1984 (
ISBN90-277-1846-6)) o 1] LU H] C AN B APARIRAG U I 2 BIITETE - PEBURE, Bl

et AlAF G 4325 (Norman 2%, Applied Regression Analysis. Wiley—Interscience ;
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3rd edition(Aprill998)ISBN:0471170828 ;Kandel, Abraham&Backer, Eric.
Computer—Assisted Reasoning in Cluster Analysis.Prentice Hall PTR, Mayll, 19
95), ISBN:0133418847 ;Krzanowski, Wojtek. Principles of Multivariate Analysis:A
User’ s Perspective(Oxford Statistical Science Series,No22(Paper)). %
HOR % W R ; (December2000), ISBN: 0198507089 ;Witten, Ian H. &Frank, Eibe.
Data Mining:Practical Machine Learning Tools and Techniques with Java
Implementations. Morgan Kaufmann ; (Octoberll, 1999), ISBN: 1558605525 ;Denison
David G.T. (Editor), Christopher C.Holmes,Bani K.Mallick, Adrian F.M. Smith.
Bayesian Methods for Nonlinear Classification and Regression(Wiley Series
in Probability and Statistics).John Wiley&Sons ; (July2002), ISBN:0471490369 ;
Ghose, Arup K. &Viswanadhan, Vellarkad N..Combinatorial Library Design and
Evaluation Principles, Software, Tools,and Applications in Drug Discovery.
ISBN:0-8247-0487-8) o FLAHI B AT LLATT AP 51 i) 20 A 20 el 2 PRI A R o 545 ()
LR] Be B AR EE 1 73 A R E S LR AL 1 5T ) 5 D BB = Yk i) L S 8 it Jm] DA
FEWM AT LI A% E,

[0248]  Hy VH &5 KRN VL G5 A4 020 B B PR BT R &5 & A7 R /S M IR B - = A
KAREAAZX (VL) R=EARBEREAARX (VH) o CA1E 7 85 BT R 70 8 O
T UK G AL RUE P AR = YEZ5 /) 2 A S &R (Chothia C. %%, (1992) J. Molecular
Biology227, 799-817 ;Al-Lazikani, Z&, (1997)J.Molecular Biology273(4),927-948) .
XHE I AT 7R, B T VH S5 A 5 = AN X (3R ) 246, S5 & 6 M B D B |
TG CIEWG ) 22— CA7n T AR PRI T I W) 45 4 b H /N8 P A 34
DA HE B [X 3 P 7 5K B A7 s e 08 B BE A7 AE ¢ 5 (Chothia C. 4%, (1992) J. Molecular
Biology227, 799-817 ;Al-Lazikani, 2%, (1997) J.Molecular Biology273(4), 927-948) .
[0249] P41 — G5H4 K FREIA T AT LA T AN AR L8 O 50 e S0 B ik P I 2k, (HAS BE TR0
ARHN =YL, FOXS T 4ERF COR A =445 1 2 AU, T A7 &5 & ke s M o i A A
AT D A T30 ) 5 SR LN P SCRRZ TG o £E S50 2 T, AT UASE FATART G B i sl p Ik A 2
{51l 41 WAM (Whi telegg, N. R. u. &Rees, A. R(2000). Prot. Eng. , 12, 815-824) Kk 6] @ Hi 14 /) 1
[FIFEAY (Chothia, %%, (1986)Science, 223, 755-758) » #RJ& 0] LA 2% (1 5 nl MRAL AN 23 Bt
WAL, 4 Insight 11 (Accelrys, Inc.) B Deep View (Guex, N. and Peitsch, M. C. (1997)
Electrophoresisl8, 2714-2723) vEAl7E COR AN B Hml BEEAR . AR X5 BT LA
THUFEIAE B /)N I B0 i FR 3 R 520

[0250]  1ZH AREIKAE CDR W2 MR 51 W IEAT B, Hidd VH B VL G I DL & 45 & oo
e AR E WL o A2 R 1R LA REAE T BA B F0I R B fe /0> R BSCAT 2 PR 2 52 e
AT, RIS &R/ 8P TL-6 F1 /sl A T 5 R 5

[0251] LA VH A1 VL G548 i 7] A2 X 2 B R 7 41 A (A RT AR 95 4% A W34 FL P 904 A
SCPREE A TR, IEWPT B I — .

[0252] AU BHI VL S5 Rt A A M 25 & o M sl B BT Bk 70 1, B045 VL S5k, Hrp
{F: Kabat 75t 108 AMALEFGZAIR, o Kabat 7EE 108 JE AR Ak R s M w451, it
531, W Z 16 5 X I PR S 1, B scPv, B A B VL 25 R38R £1) sl 3 o A S
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TR AR VL G5 R380, H P A5 Kabat JR 5L 108 A2 G Z e sl B B

[0253] AU BH IR I3 — 5 T A4S VH g5 /38 PL iR 4+, Bk VH 255438505 76 B i) e 41|
ZH R PR 18 1) VH g5l 25 22 /D 60.70.80.85.90.95.98 5% 99 % 2 FE 1% - 41)— 3N
P, T/ BOELHE VL S5 A5, 5 TE M B s R s i 18 1) VL g5 B 60,70,
80.85.90.95.98 5K 99 % @I 74 —E . EuxS Al DL T b B A & SRR 41— SO
H 4 B, A F5 45 0 BLAST (Altschul 28, (1990) J. Mol. Biol. 215:405-410), FASTA (Pearson
and Lipman (1988) PNAS USA85:2444-2448), BX Smith-Waterman Et X (Smith and
Waterman (1981) J. Mol Biol. 147:195-197) , U137 FH ERIA 40

[0254]  REERIFAZ AR AT DAALHE — D2 A2 B R 7 510038 (2 R FR VR FE I 1 I ik 2k L HY
A/ BAEAN ) o

[0255] W] DAAE— B MRS IEAT / 8i— a2 A COR AT . 1B e A
SETh R R, P AR R OB 2 R 45 G TR T S5 AR/ Boh o TL-6 11
REJ. SEAHUCRINS GO, B IR 8 TAHRIERE S/ 8ehr IL-6 1687, Filan,
WIHEA ST IR RS0 TP I 45 R BLREXFE U I 2 R T A M 45 A ok BAa ol 1 45
A/ SR AT TL-6 FIRE

[0256] D5 m] LAELFEHHE B AR AR BRARbRE ) 2 R B AR — P B 2 AN SR RVR IS,
— AR IR RS RGE B AR A EEERRHER R A B R A PR E A
AIEIRRFE M AR B AR A BEEPRE R IR « A )75 (R SO 1 9 5 AL B
[R5 AE A SCH A 77 BEAT R . B AR AR 2 IR S 20 M FrvER) L 2250, AR
B RS N GO AV L T M P F WL S TNV Q.Y C.K.R.H.D E. AFbrvEZ REB A 5T m]
DLBE N2 2 B QAR B SO Z B IRIE A I 45 3 o AEpRvEZ IR v DL B 28 BB EE B
SR o JLARR B AR AR I BTV S S5 R AT A ST AR F JE A, 461 40 4 FR IR U BR 5 R 2 IR
3- ARA L N- L4 R% (Voet&Voet, Biochemistry, 2nd Edition, (Wiley) 1995) o
IR B IR R FEAE L N-a frfT2E, AL T2 BT A0 N S o 185 Hb, AR BH ) 2 5 1R
s LA RMR, (HH P LR D- 2R . IR v LS L- & ZE MR, 8UH D- 2R
AR, SRR 24k, TR/ s IR AL TE 20t 2 LN, AR I R R ] LA ik ix
B4R

[0257] AR BHIHLAR RS & oo 2 BSR4 T DALEE FiRHE BRI sk bri 2 5%
Mo T2 IERITHNE R, AEbrvEZ ISR () D- 22518 ) W LUl I 2 R P06 s
“IRER” bRiE 2 IR S B NSRS .

[0258]  FEARHAEFN / BUAE AR/ A I 2 ZE B I AT 3 0 1 &5 A RN Zh e 2 A1, AN T 1S A
RUGEE TSP 1L-6 55180 Forp Rks k. S48, SFruEs FEmAH B, D- S5 &
R O B BA AR ) =R AE, T BA L- 2 BRI 2 I T304
(BN ) Ja RN B, RS D- 2 R ERAE AR iy 3 A .

[0259] A A< K B CDR Y8 741 (58 28 VH B VL &5 R4 m] DU i B AL 2R 7 A, ki
AR A — A ANEFER) VAT / B8 VL FE PR35 AR DIAEREAS W AR X N 7 A R o X PR U
Gram 25 AHER (Gram 25, (1992) PNAS USA, 89:3576-3580) , fthfdi F T 5y 4t PCR., 751 6 5 jii
], ZEREAS T AR X 8% CDR LA — A s N2 R R EUAR

[0260] 3 —ANnAE A 7 A ELEAT VR / B8R VL ZEERI I CDR R 5AF o IX L6 R4 Barbas
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2= N (Barbas 2% , (1994)PNAS USA, 91:3809-3813) Al Schier 2& A (Schier %, (1996)
J.Mol. Biol. 263:551-567) A FF.

[0261] L3RBT HAHR A& AN A0 1 FF H AU B AR 2 BEE A1 A X He R A, i A
AU B AR AR R B 456 oot

[0262] AR BHI 5 — 5 IR — R34S TL-6 MIPTIARPTIR &5 &4 20 I vk, 1207 AR
I AEA LA H ) VH 5 R0 2 R 7 0 38 n R L AR Bi A — D e A2 2R
MTHEEE VH 254058, 02 VH S5 1) 2 ZE R 7 1) A8 44, AR Bl 5 VH G54 &, AT 2
fE—A A VL GERsR, JER I VI 45 Ry iR m VI VL 414 8% 2 BT 1L-6 145 & oot elidn
EHUR G GAL S A G, AE Bk, S HA — A2 AN 75 15, 4 40 o TL-6 35 7 i
Re 1. Bl VL iy ln] LEAEEAR FAEASCH A R 75 B TR B,
HP AR AT —ADEREA VL G5 IR 7k 5 — A ek 2 4> VH g5l IR 55 & .

[0263] 1 b Tk, ASCHT A1 H ) CDR 2825 1% 3 41 2 A4 B m] DA g AARBT AR m] 22 X 1) CDR
B4y o ARSI A ) HCDR3 J7 A1 AR AR A B 1) B ARSIt ), FLrp g — AN mT AE
i NEBE AT AR X ) HCDR3 5457 o

[0264] ] ] T A< J BH 1) A] 2% X AT DL A AT A 28 B30 0 HE 7 19 N S8R AR X 3R A5 BRR
Az, BT DL T 2R NS W] ZE X S5 e A BSE e A B & e m] A2 [X . ] AR X AT
PLMAE A HTAR A IR A= ] LA 8540 DNA 5 R¥s A & B — A CDR /741 ( Eb 21 CDR3)
IR Z CDR( EL A CDR3) W] A2 X (KR 423K H . #ln, Marks &5, (Marks 55 (1992)Bio/
Technology10:779-783) Hfiid T Hl3&HUAAT] A2 X (145 2 3R 1) 7745, Horpfdig e BRI 48 ] A7
XI5 i AL P20 51 5 N3 VH ZE R 28 = AN 3R X A Fe o) 5 1 456, LBtk
Z CDR3 [ VH A A2 X [{1F8 23K Marks S5 3E— DR T EFEW DL ZFE AR 5 — MR DUk
[¥) CDR3 454 o Ad R HA, W] LUK A& B IK CDR3 YR AE (1)) 41) 58k = CDR3 [ VH B8R VL
CERIBR e A VRS, T HAZIR-A 1 523 (1) VH 8%, VL 25 #4358 55 [F]J5 VL BE VH S5 M0 454 LA 4R
ARRHR LG TotE RIET LIRS RS IE TG £ RGP R, Hln W092/01047 [
s T R 7R 2R e, Al Al i 5| FFAARSC, BT 542 large body of literature,
,  §5 Kay, Winter&cCafferty (Kay, B. K. , Winter, J.,and McCafferty, J. (1996)Phage
Display of Peptides and Proteins:A Laboratory Manual, San Diego:Academic Press)
DL DA 518 455 oo iF. 182K LLHSR B 104 MATofFBL BT AR VA2 5, 451 40
F/0 105,80 106,570 107. %70 108, /> 109 sk /D 1010 jofFekFE L . HAbLA &K 15
FRGAHE, EARETEE R AR ER 17 SR i EE N 402 7R R R B R &
HALM BoR.

[0265] AU BHERML T4 F T 1L-6 FURMLSE & oot i, &7 I -

[0266]  (a) $&ft—Nguhd VH 45 M BN L BR AL 4R 1R 23R, AT UK CDR3 B =
Y [X L) CDR3 5

[0267]  (b) K PTihTe A% 59Dz T A ML R A L85G, WA SOk A T Ve
CDR3, LAXG BT R4 AN H5-2 3 N I CDR3 XIS, AT S 45 VH 2546 SR AZ IR 1 7 ) ¥
L3R

[0268]  (c) KILFTIR=WIa4RINZIE ;

[0260]  (d) Wiiiik IL-6 1455 oft s 3f A
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[0270] (o) KB ik 454G soh st Hgmid A% IR -

[0271]  FF—I&, T LA SRR 7 v, e A R B ) VL CDR3 5 4hidh VL S5 1) % R
[F¥e 43RG, 1% Fe 2 R AFEM P CDR3 Bt = 4ih5 X 5] CDR3.

[0272]  [AFEHE, AT DI —ANEEZ A, BT A =~ COR B4 A VH 8¢ VL 5 il i &K,
SRJG T 45 A e ek 11-6 455 ootk

[0273]  [RIFEH, BT LAY A A S0 e 23 1 oAt VH 1T VL 454435, CDR 45711 HCDR 4H F1 / 5 LCDR
2.

[0274] G BRER 10T A8 DX IR SE 0 43 ] DLALEE 2270 — A~ CDR XI5k, DL R BT T3 pe 42
X o 1ZH oI ] LLELTE 22 /0 24 50 %6 (1958 — FEE DA ZRIX (1 — AN BRI A, 12 50 % J2 5 —Fe 42
DX ) 50 % C i FH AR DU A SR DX 1K) 50 % N iige £F 1% 7] A% DX SE TS 40 16 N i gk C i (R RS Mk
Al AR LR 5 AR AR W AR X IE 5 45 G B o 49, i B4 DNA H R TE it Ak
W45 4 0 R EE W] B S TN LR AT G N s R C sk, 51N iZ8ek DLT (E 3T
o, [ B A R D IR . HA A D R RR T N3k, DIAEAS & B ] AR XN 55 S ) R A
FUF A, ARSI 2 X AT AR X (B e BRI HlIE ) skl A8/ ShRgtEbs
25, SR VRGN N B AE AR SO AL I8

[0275]  RUEFFEASCI—LE77 T, &5 A o HE—X] VH AR VL g5 i3k, 25+ VH 8k VL 583
FPA BN g A B T AR IR A T T . 0, BN S SR BR AR (1 4 M B, R ) VH &5
T, Betl LIRR RN 7 S A 8B . #lan, 2 W Bk dAb B ig

[0276]  FEANZEA I — B, AT DRI 26 25 3 A 10 1k BE 8 T e % 5 1L-6
GE G R G I g & oo F ) BoAME. AT DU A W092/01047 ( HAE A Al il 51 IR AR
3C) A TR T B BIAUZ A T 2 G0 B AR TS O R 1 R S, S AL H B L
BT I IO R RV T T g LA e (L B H) ) 5 BE 1 o e ik TR 2 5 A 9 Wl B 1 s
AR A3 B 0UBE 45 A oo F s BE e SOk P il AR 2L ek Z R A Marks %%,
ibid. Marks 2§ (1992)Bio/Technology10:779-783) /2,

[0277] AR BHII&S G oo B R DT ARE 2 DX B2 18 e X, 4 i A B AR e e X sl 418
SEX . a0, VH g5 ] AAEH: C in SR A Cx ok CA BEMIPUARREE 2 X iR . AR
Hh, BT VH g5 IR &5 G oot nT DAAE S C i 55 43 1 B AT B ik [R] 24 13 S e sk £ o A Y 4
ey () CHI 3% ) 8z, ik [R5 W 1gG TgA TgE Al TgM, L RAT— R ZL 2R 1y,
S 1gG1 Al 1gG4. 1gGl RPLIER, B T HANY e K b THilig. ETE e HAb
FEIK O AR X AR A DL R AR e )R A8 AT AR AR B

[0278] AU B4 G oot nT LU T RSN () B D) REPEAR 2R EAT bR id . [RIG, 255 Joftslbt
P4y 0] DA AT IR ) T sRAZAE, DASRAF nT A Fn / o] BRI . s ]
DL HE AR B B AR 2 7, Fo 5 nT RS Y s 2h e AR A B B o AR ] LIRAT AR 7= AR B R
Wi 3 G5 T AR EAN R BR T 98 638 E R0 RO T R 245 00 B AL 22 ¢ 67
BOGCHGN . PRI, 38 RS 5 56 R TR T B M SO IR IBCRAS AN / B E &5 G
[0279]  AIEMIFRZEAEE, 1, HA SRR T,

[0280]  — PGS, 18] e P 1o R NEE T 25 B —6— WA PR MG SURE ( “G6PDH”) « a —D— P FLAE T
A R R P T 2 B ) T Tk T T IS TR ok R 0 5 v R 7 SR IR M S AN I Ak
WIHAR A
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[0281] - ekl ;

[0282] - % JEHRIL BRI G B An 5t 7= S AT ED 5 G kL B P S AT
Y. GFP (GFP $g {2 “Lr a5t | A" ) FHABE DT BELL B ) R 2R 1 AR R WS 2R
BN R RN M 59 6 PG IR - ARG, WG5S (Perkin Elmer and Cis
Biointernational) ;

[0283] - fb2: R AR ic B A 6, i S s S5 OR TRk SR R B — R O T
2N

[0284]  — BT HRIC, I 4078 6 B BRI 98 6 5

[0285]  — &AL ;

[0286] - HfiH ;

[0287] - BIKA)

[0288]  — JACS M [RIA7 2 bR il B AEH A R PR TR 77 B 144 %h 57 9 8. 8% 67, 8% 68, &
SCAM ) AA 11144 113M, i 123M. fif 125, 7 126, fft 131, 1 133, 7k 107. 7k 203, % 32. &k
99M. Bk 101 5K 10547 95 47 97 47 10347 10541 47 Hli 75 %% 35,45 99,45 99M. fifi 121M,
it 122M i 125M 4 165 % 167 4F 16847 199 FHIAth A% & B 42 21 (e st Tk R A7 R0
[0289]  — Uk, 441 4 L RS URE SRS IURE s xS s s B s T B s Al i &, I mT 1 — 2Dl e
Kbo BT AR R I 3 A bR

[0200] - Jr Tl 5%, MR B 5 IR AR R T

[0201] - FEZ M, B, & B AN RN S Rm 5 A R B s E R (PE AR
BRI TRARAA ) | MR 2R B A w3 Bl LR A L N FE M B EE SR AL B CL DL E Bk
FUEME R R ARFTR BN ERSR AL E SR LA RER B B EER
B A MR 2 A B R R UR B R R B A MR = A B R RIS B R O 1 B R R
F B,

[0292] &4 IR 4H ARG I Litman 2%, US4275149 Fl Boguslaski %%, US4318980 A FF, Hiif
WG 54 IE AT, Litman 28, US4275149 I A TF T 4038 B 58 67 FIAL 22 &6, JE it
FIASERFHF AR FRBEEARE WY 2 A2 5, o] a5 6 31— AR e[RRI
ARSI S B A ARSI, 9 bR G SR SR BT A SR B R . IR bR S R LLdE o £
G T A B AR b

[0203]  m] LATE i 0 0 R 7 V2 ol 4% S B AC IR s L D e v B ARATT AT DA BB A IEE 21
B SRS FECE 18 R R B E A T (RN, W B, I, & DY 418
(EDTA) , — 4% =Nz . &8 (DPTA) , BRAFAEARIRTAIN, an b prak (3697 35508, SH 75063
TUBRAE LT DL S B R e S R il 46 o

[0204] AR JIT J& 400, IRA (B AR T v ] DL B BRI 0 M R 3% S PR R &, sld
LA EDTA, i DTPA v H T2 Wi i Moo 5. & RIFE ] DLPAT & T 1%
(Hunter W.M.and Greenwood F.C. (1962)Naturel94:495) 8% H fih 5 Crockford Z& + &K
(US4424200, 4 A A technetium99m br257E HIRAL 5 sodiuml25 ¥4k ) sk DTPA 1B N
Hnatowich i (US4479930, 1% Le7E H HiF BRI tp 354 FTADL ) .

[0205] 12 J5 i m] LAAT bR 28 8EAT M5 SR 0, 48 2, Ja ik 5 A0S £ LR O L A A2 R
o ARZEATT LG A B 5 — G ook b oo ] L& Ak BB
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[0206]  FREET] LAEF A5 5, R, FRA T ESAM AN 5T . TFE2ANS T,
W 6, BeAE WS ER A S AT DO, DR I ) it 5 4 B8 303K 26 53 1 FF 4 T L P ORIV RE
Do IXPHIRICHIRE B DL R B AR S 2o o 208 IR RS, B RE R B —
AEARICHI 2> L BRI 52 R4y PR G 25 Blnge b LiRRER R (FRET) » HAtbr
25, B A AR U P R S G RE N IS S o

[0207] 54, A28 ] B T B AN 7 = A5 5, I R FME 5 E R A e B FE TR 2~
AR EAE S AT 44, HoAhnT BE LTS IR 0 A 1G] A R S B A HAE
(I 5 AT S5 AT 5l B R BRI S R &R B TR S 5 P AR RS A
(4 BT B T B M 45 A ) . Ul lman 2% US5185243, 1] LR B — S ME S 7L R %, 313
17T eIl il g H e e AR

[0208] AR EHERME T AIFEA SRS G Telt S TL-6 S5 G 1. W EPTiR, IXFh4h
A RILER N R A, B, B2 R 45 G o Bigm S 45 A e AL IR s AT AR AR SN K
Az, B ELTSA 75, 5 EVIE, Sl 4 MoAL 27 L G B Ui « s A2 W JE T A4k s e 1) 4 A7,
R TF—1 48 3 GE A I

[0200] AN & BHIAR AL T B4 I E B S5 KT R U 2%, a0 SR AR AN & B 1 45 & T
i, BANFEAE AR AR R G o 9, Ak B AL FERT IR / sl & 5 1L-6 £54, B (1) ¥
PRl & o2 g2 T 1L-6 (L1) KR Mg 6ot S 10-6 (456, Jorpml LLRATA 77 72
SRS IR BT RS ARSI AT RSN o R A S A A 1 T A 55 A RS 1) T R T
M BT VRN B RS, B, T8 IR I al R (I RRZE . 3 41, SO T ik (X Bl 7
V2 BT FCA (RS 732, AT RE AR BEUN B SR TE AR O U T B4 i
0 M AR R 5« BT | PR 3R A 2 1 25 O B2 BAL I, B Ay At A i Bl 3
WaRPRIDESE S P

[0300]  WIUNSELE G ouiE S 1L-6 4G &, &'l SEIEES PR G EAH S, o]
REJE HIMiZWr. Jidexs IL -6 g56f / sdlw e a A S R BGEE E iaa. filn,
B 1B 8 B IE R R 2 R P I TL-6 S KA/ BOE PR A ST R/ BT At

SR o
[0301] AR —MZW ik nl e dE - (1) Ak W SRIC—A AR BGR AR, (1)
B Pk A SRR i B T N B AR G oot s ke (111) SXS 4L, £

M5 TL-6 {415, Xt 11L-6 455 1B IN AT AR s Y TL-6 RIESCE G TR S5 o BTkl i
N 2R ST by B P ISR PRV T A R TR PR 8 25 57T 1Y TL—6 AT BT AT
ML AR T1-6 KPSl sl 2 FHE, w]RE A R T IR S5 BEAL IR T 7 1%
[0302]  HR¥GA K] I TT i, A E AN SR H AL IE AR IR, BE 8 1 3 548 1
AE S oot S itagi &

[0303]  AEAT3E = K 5 VAHR ] LU EAE dt B S 5 oo AR SRt o JBUR e (RTA) 4R 4
TRFE MR BUN A PR SRR ICPUR CIAFER ) B G, IF RS 46
TRAFARG G o B G PUR SR ENRE SR &, IFINE 5 45 G oot 4 G REU bR
TFE S DU R, 555 G oS & RO PRt D> o se P& & Sede i ml g
AR BUR PRI A SR E 0 PAHE DU R LR o 55 707 1] DU 9 SR
W AR BEHO AR, LR M R R SO SRR I . BIER ORI R 9Ot R B
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L AR A S PR C SN AN L EST - Sen/ LI WAC N Ay /IR St T A SR S S K e =)
SEE RN o

[0304]  HAth (4R 45 43 AL HE K 43— I PR Uk 3 2 Uk A Rs), 491 G R € G P s I
(ISR EK, FNAE P slAb 2 vE M), 20T DL B B2 sl ) B A A 15 5 plo W 82 3], Fi 7R ) sk DA L
7 Al e XL ST r] DU, AL SO, BT B2 R S 37 B e B, B4 g |
HUREE I AR o BT ] DR 2 BT, DS RS 2 (R v A5 38 5 BURFAE i R i sl ok
5o eI LSS T AW B E B A0k . W LICRAAEM R / B R &
/BT SR B A M RS U R R

[0305] ML G TOiF - WS TR R B RE ST U THES SRS (IEF
[RIFIXT RIS ) BIAH DS A o R o 2 0 48 00 BRAE RHE

[0306] AR B —AJ5 1, AR A B IR PR A T — iR &, 0 A R AR A8 & B 1) LA
Jy ek HAth B ARAL SE BB 10 45 4 JetE o EZARF G, 45 G oo EnT RAgbRic LLRE S RS0 £L
FERE S B SONIEPE (B, W R AT ) o S AN EE A IR A AT LA RT AAS B AE — AN AL
Y b o AR B4 0 R T B O B e M s A g . BRFRE T LU 2 W
SR CHAR S G oo A R 7. — MRS T e S Lo 7E 7 (R 5 4% B 1
i) WA U . Ph BB R PAAT I PR 77 v B B A Rl n] DLELFEZE A Ak BRI AT &
SO EMLRE S AR E G oo, 58— 44 o454 I BLAABCT R brid (4
WG bR B PE R 22 8k ) o 25 FHu R iR St T A6 A T 0T S B e SO, (1) R
o WAEM BN EE AT HAENALSET . B, X8l i s afEEH 5
NG TR 2888 o BEAh, WA v] DA FE A AT BB A ke 1 A il i iR 50
SAF AR 1 7 VA B

[0307]  AREHFEIFELRAL T FIREE G u e 5 rh T S B Rk R ag, a2
YLAETE AR, SR AR IR AE I 25 & oD AL S R PR AR o 3 ] DAAS 75 B4 &5
A SN EGRIPUREATY R B . RS TEERG Aot B DRSS A R AR B
SO R R A AT RE o RS 2 1] DL B B R K AR RN 5 S, SO DU e = . )
F 0y TR ] DL R H Bk (R B, 49 i ok R B sl s AR e . ik R Y B R T
RES1E AL & 2 RS P AR S 2 F R EARIESE R .

[0308]  7EAN[R] 1) 75 T FHA [ 1Ry 5 Jti 9] A 5 B e A A 458 5 A0 4] 45 SC PR e 1 5 5 e 1
(Elnsiik 18, bk 1g61 JEXAFAE ) g &5G IL-6 4G oolt. 456 olhm g n]
DL 2 M AEAR SR I, 491 an 25 — AN 656 o W e S R 45 43, JEmT DAAE A7 A SLAh A
PRI 256 TOAAFAE B A I HE ke, DLRERS %5 52 HH 5 5 A (Rl R A7 sk BB & R AL &5 A ool
A] DL A9 40 BLTSA 352 54, Horh 116 #i [ 2 76— AN TAR b, 7824 B inss — B br
R BARIL I Z A T UL R — AR A R AR R ECR bR 45 G oot @ik R pRes
(114556 Toh ik IS 5 kss, 7T OIS 2 A FRB I 256 ot 5 A B AR 456 oot 5
Fr,

[0309] {51, A& I ALFE— PP e TL-6 S5 54 &7 vk, Ak () A£—S &Y L
E IL-6, (11) A2PrdlE e i) 1L-6 [F] 80E D 2 /b — A B AR i br 1d MR IR 4 %
5 G oo, LR — 2 AN A B A RSO bRId IR g GG, Uk (ii) did
M BA BRI G55 To RSB K R Bk e B 1 IL-6 gi 5 &4, XFhJ7im] LA
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DI 22 FLER 2 [ 40 T 20— mn a1 7 AT o XAl th vl 7E i kAT - 2 0, 1
U, £ L) U.S. 5, 814, 468, 2 (A HE N A L 5| H H AN AT an BT, 854 Rk eI A
W BIBRAT T V5 0 A, 490 2, e sk H D008 nl RS R i i, B p i i (1 PRA . mT e,
AR B &E A ke DAL= AR U B B o B T 2 F T B X A s
A= W <D 3 A W B [ WG S g b S 11 B W 1 e 1 7 W S O R A
bR BT 77 v 25 B X

[0310]  Se5r 4y MTIRIAE T LU TRAAER . £ — 91, A AE B W LU T/ 2 # 116
GE5 TGS A R, TR 254 oA AR b B ] LR AL B TR RTRT / B R E . IR
[RRAL T LR M S % 10 . SR AT AFE 2 /DN AFI TL-6 5B Hodr, 24 106
DL =25 45 6 B DY 2 45 R 1T B T it TL—6 Bl (4l TL-6 &5 oot ) RO %R AT 2,
Bk i BRI AT BN ST . ] DS R BT IR IR B S e R S, U R R B A
H R A AR KB RAL AN E— B AN TAEA AT LA 1 om () 2 5 1R . 1R
WA KR I 45 G oo L S HUR 256 8 B Bl 45w e 20 R 6l .

[0311] AR BHIGHRAL S B (M gmhd A B A oA A% IR o K% mT LS HE DNA T/ B8 RNA,
FE— S, Ak BRI FH T 4w BS dn A e BH B34 2 Ui CDR 8K CDR 2081 VH 25 #4383k VL
SER BB PR &5 S A B UA 7+, 1A scFv BE 161 IR 4r o

[0312] AU BHIAHR A TR B B RAE SR IAHE A 2, ARG 2 /b —Fhan BTk £
AR o

[0313] AR E A M R, AR — P a2 BRI, wIBEmanAk
HF b3k 52 ¥ CDR 2}, CDR 2 8% VH £5 f ek VL 25 I sk Bkt JR 45 &7 s sk ik 4 7, 191
Ul scFv 8¢ 1gGl LR 73 ¥, HoAG R T AR & B — J7 T, An b= b i A2 7= T i —#, Pk
TFEAREGRE IR RIS . RIEEF ] OB RS Y4 R R IR & SR 241 340
M 5E Al o T LAAE FIATAT 38 F B AR 43 B R0/ BREGAL VH 51 VL S5 F Il 45 & oo IR IS4
RGBT

[0314] M4 AR B A% % T LA FE DNA B, RNA, 3 H RT A3 B0 44 i B30 16 A e oy
A IAZ R 7 A1) AL 55 B HE P41 1K) DNA 231+, 3588 B W 5 41018 RNA 43 1, 2o,
BrAE BRSO AU, UBEUR T,

[0315] A B IE— 5 T2 4L T Bk VH al 48 X (A2 7= 51k, 1% 5 LA 55 5 R gn g 10 4%
BRI o XN iE T DAL RELE A2 Bk PifA VH I AR X 4510 T, 35 9508 34t

[0316] AR B 7 — e &AL T VL Al AR X RIS HE VH AT/ 8 VL 25 M1 45 5 oo 1
AN A7 T 1 o

[0317]  AE7= 5 iE ] LLALE =40y B AN/ sRAiAb i B . A7 D v a] LA RN 7= 4 e il
WAL A, HAas & b —Fi A 20 0y, dn2y2s bl 832 IR .

[0318]  7E & i A [R5 3= 4H Jia o 22 JIK 1) 5 B R 3R I8 R G2 A F A . &0 17 =
0 0, 55 0 T RS L B0 0 A0 I R 4 L 2R L I R FEIR S R A B R
FBNH o AR AL Al B rh U P AR v B R IA R R ). AT ERIR, 2 WA
Pliuckthun (Pluckthun, A. (1991)Bio/Technology9:545-551) . ‘i UL [f1 41 B 155 3= 52 K #F
T o

[0319]  AAIHEL AN 53 m] R 85 77 19 FAZ 20 W b 1) R IR AR O A2 7= 45 G oo R i) — A I 4%
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(Chadd HE F1Chamow SM(2001)Current Opinion in Biotechnologyl12:188-194 ;Andersen
DC A1 Krummen L (2002)Current Opinion in Biotechnologyl13:117 ;Larrick JW#H Thomas
DW(2001) Current Opinion in Biotechnologyl12:411-418) ., AA&iskrhn] H TR 2 k&
I LB 4 FR S b G L OPEL (CHO) 40 HeLa 40 . 465 BB 40 i . NSO /s B R
OFIR AL YB2/0 5B R 40 M L NSRG4 . ARG PR 9 4 i R 1/ 22 HC At 40 Y.
[0320] W] LA G4 B S ) A A, HLA 3 IR 45 e 41, B 1R 45 e A1) AL S B
FEO LT e 2 B RRE BT A), 91 P 91, Anicd 2R R ABLARIE A 781 B mT e
AT JTURE, TS B R B30 B, SR I 2, ] LRI B A (Sambrook A1 Russell, Molecular
Cloning:a Laboratory Manual:3rd edition, 2001, Cold Spring Harbor Laboratory
Press) . Ausubel Z& (Ausubel %%, eds., Short Protocols in Molecular Biology:A
Compendium of Methods from Current Protocols in Molecular Biology, John
Wiley&Sons, 4" edition1999) F 4R 717 2 CUAN LR AE R R RIHLE , B W A% IR
PRI £ 7578 I DNA S N 40 i b AR PR 3Rk e s e s AT o

(03211 AR o — J7 R AL T A A R W I A T RZ R K118 - 40 M. Firidk 1 = 40 i
AT LATEARSME TR . PTidgg F40n] DR N o (R N AEAE I E 40 jomT Be R viAE R “ i i
7 AR WS G o F N R s . MATUATT T 2EBETT

[0322] 5 —J7 MR T EFRR AR W AL IR NS A 757 . A RER AT AT
BOR o X T HAZ ML, 438 B R T] B AR IRAS Fe 4y . — LR SFEH M A o7 AL g ik
13 R B G RS FH 100 7 o Bl 73 s LA B (R0 8 3, 9 2, ) T B2 e i i, A58 AR
TR o RHAZIR T NG 40, TR EAZ 4N, ] g st 5 TR B ORI R Gt IOk R 4T
AT BE A Ok B BRSO 2018 40 M ek N T (b & 10T DL BEALHLECE B P
TE—NEEAN RN A — AN AT H . X T4 w40 M, & B AR Re L 48 H
MR TR R PR SR B A H 2 LRI

[0323] S AJER] GBI IR R, 4, 7EFE IR A I 4040 T B9 fa R4 . vl
AR AR N 51 O 7V 58 R IS P R 24K

[0324] A BHIRAZ IR W AR5 B7E R M GE A Cngetatg ) o Jea &l LUE
UERE S, JORAE AR R AR IR I A 4

[0325] AR HIERML T AFEERIE R G s ) E IR A AR i 7 vk BLR Ik A0 b ik i &5
PR ES

[0326] X2 A HoAt b 75 B il i & A B8 TL-6 BRI AR B 456 T
PR T 5 TL-6 AH G IR0 2 Wi BR TT 1 771 o BT i 1] Be A2 28 0E R RN / B H & Ho e
A0 11 TS RGP DT 28 B DY 28 S L 18 M BH S MR (COPD) 75 D4R R %
TR RN RAVELLBEIRIAE  RAEVE I | v B R FOR B KRR AL . AR B &5 A oo
IERTREH TR IT M/ BURAE. AL, AR I ES& Jofeml BEH TR 7 A/ s
AL P AN ES (R R 45 A 5 R B DR IR IR « AR BH I 45 & oo ie vl B T2 W slf o7
WA 7 B LR sl g 20— A TL-6 AH S 1 77 v, B EA R IR+ AR5 18
PEBH ZE PRl (COPD) ) WA 208 BH 26 11 00 5 128 Wi, 200 S ik e P ERT I L A R 1 A
AR R M, I L AR 3 e o e P Wty 0 R PP Mt AR PR MRy S Y. 5 S U 48 s ki
B E g S R &R, BT RS R EEME R AR SR TR R
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Wk G S JEEIE S5 5%, A0 HEAS B A M £ 4 2 PR VBRI P 5 58 bk L 45 454 (scrofoulous)
SR NS R, AR S R (R BT ) R A2 67 46 1k 55 R L 52 98 VIRE R PR il 4T Ak
(IPF) s &5 795 » B ARl K AH I8 « N W 28 38 25 A ok P M 28 T o e i Ry o
() J PR M 98 5288 Rk D15 % B B R DG 46 L A B PR R VR T /D40 2T & iy B 1
FERTWE (LR B A ATE 28 L 4 B o0 1T SR SRR 7R EGAE ) ~ DU PG BT R RS A PG 4R
AR ZR G0 P AT I A STUBRAARE FH B OG5 4 528 Bt S Pk iz 98 ek e 8 L
A2 B2 PR Tt R e i 2 A% IR R B2 98 T A R R O SR R
o KIE I AR RIS, R R I 98 L I8 58 L 20 B 2 Ok g IR 1 4 At 4 2 e 48 i %
S B i % i Ak S S 2 2E (vernalvemal) G54 (H miE ) By EEER . H
W 5 W R 98 O OK 4t M3 220 | JRE P s - oo B VIR B TR A5 T R DU IR 45
i 5B A DGR I AR LI g 3 e AR R AT A SR S R FIVR I SR T 2 R
A B REREAL, RIS ME S e B FALZESE (ATDS)  ZR I A P B /N ER B 8 I S BhE
RVENERE R 2 ThEe R OB R R B AR R RE R G AL B
o~ R TR 2 B VK B R AR R b EEE L s 1 08 PR B 2R B b 2 MR R i
SRR M 3 T IR AR 5/ R AT R/ PARER 58 B R GRE WG TR P 4 R Y 22 i
% H 1gE ZRAE RG MM A 58 / MESRAEME IR 28 s« S2 0L 8/ ks B 45 4L 10 B i 72
TR JER A0  JEDRG PR 28 FEFL BL 45 B RE Ry i M I /S sk /D PR R 98 s RS AR & B e 2 5
NE S VSR AE S WUMAE 25 A 22 R BH Pk MO ITIEE 5 22 R B P DU ITRE 355 7% 99 e DM i
L WU ITILRE PR 8 il 2D s M TR R 98 PRIV EG 9 L 4 B T « B o KW A PL IR A 2
(R B EE e T1T Bk U R . POEMS ZR-A0E (22 R MR 20 AR I K P 20 WA  BR e [
AP EK 2 199 AR STk R R A ) TR 45 A 2 2 S TR R BT K R B B PR 1 T T
RT3 JRR TR IERT R AL « A O LEEE S (O IFAR ) SRA0E, TV R 80 v
J P LA 5 RS 16 PR 2 B s /R AR ERE, MR PTEE . o —1- FURER BB = H PR 05 41
P J 9 VK EL R0 Tk FRDR R A S R e — SRR - B R BRI ORI 2% A A B AR LIE
P 50 8 % T Wk 1 40 P oA (2L L 2R 4l P A E B A U R (B, R E AR T =
7B B S ) 2 KA R A A HEEAR 53 JEE IR | /0 ) 35 vl A I 8 9% BR 1 IMUJEE
SRR PRI, 490 G, N O R TR S N R R R AR R s R g
MR PUE 0 5 M SR A (s (ALL) 2k s, T 40K B 40 5k
FAB ALL.E&RE 40 M 1 if s (CML) S PEfE &R i (AML) P2 MEubk L 40 i B if s (CLL) B4
J P L 5 G A S R A E (MDS) AT vk BB B AT OO AR A A IR B AT
AP VR EL R A R ECUOR BB 2 R R R R RO U S PR L A s S K A A IR
il J e« S PR O MR 2L 2 40 P PR R B SR A /AT ok 2 S R L S AR L B L A
TR S R R IR RS TR WRMSORE DR i B TR A JRIE SRR RS B
T B TR S S FEAR AT R AR T« X 3 i < D PR 25 A Y 28 B T REVE 34 s bt B4 /
HA I HE ARG AR Ik B SR s AR TR AR B CAnEEON . A SRR N R AL L TR AT
(pre—eclamp sia) 15 WEFALIE ) 5@ ME S8 M 4 B ke L SOPE RIS I B AE H sl sk
LR, L REGH R g R A B B B, SO R B/ SCUE R AR, B R (R SBUA
B A BRI R 55 ), PRI DT 98, MR, I 2%, 25 IR 28, KIHT B 0157 (H7 &L, s if ik
PREFIESRGE / (AR P I /NS SR, FE %, 6 AR R I, A B, R KU , Hh 8 MR
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SLEREIE, REBRE LA, SOMEINIE, G54% 0 BOAE B, MO S5 02 0 R AF B, S I3 i 4%, 238
W98, SBRR / M=%, ZE A B, SR, AR R0 Ik, BB 93 55, B B AH D% () afi 7 W 40 25500
TREETEM R/ e IR A, FARIE S . PR, AR SRR TR YT TL-6 AH ORI I i,
A58 B B S AT AN B SO A I HA A 25 UL B v T 7 AT TR E A
it A SR I — Pel 2 R A Rk B &5 5 TR

[0327]  7E—SEife) H , TL-6 AH IR A2 ARAE , A s B AL FDARIE . BFEHAARE (X
PR B AT e i RINAIE ™ S AT  FRAR DAL BRI B0 ) 2 —FlokG ehe i, FURE
fEAE T, e T ARV, FEBEAE MR8 BRI 2 T ) B BLIF R B 0B eUR iR . 3R “ &
F5 HARARE” H 5 [ RS A 2 P 2 JE B LAAE 1980 SE IR RS Mg i2 W S 4 ik F i (DSM-T11)
SRR IX IR B TR 2 A TG 480G, B25 ) 2 N H o ZRRIPARAETE 5 H R R X e
i AFLERL R 03 F T A S 28 g FELFIRISORE , SERS 1 PR A T DI 326 Ay 7 1 PR A 58 A5 FH 1)
IR o BT HDAIE & — P BRI, XN NS BE L TAE B2 A B AR RN IR £ )
BB A HER L= A AR5

[0328]  HIAISAE 5675 4 B Pk RORE (R i FEAEAT o FEVE 2 VARIE B8 35 M8 31| 4 5 RE
SN, HL 2 IR 38 TN I JRE I 2R AE bR B LA, A6 FIARAE £ 3 11 Iy AN CSF (I8 )
HORT I B EAL A M R 15 S R Il . i EL, 1R T (TFN-a, 1L-2) R[5 3B E ok ff
T SR R AR 7 AL R AR (RPRER o PRI, AR e B BRI — 7 SDARIE K 5 v, HRL HE ok
i BY 5 ARG A i HA A 38 259 LA A 1R T 7 O TR B A A S i — ek 2
Fh AR S B &5 S A, oAt 5@ 259 an P Al 25, Wik #6175 21 A S il (SSRIs) ,
s AR CHAEE B L 3PE YT VI 2 PG VT R VY IR =2 s A SR IR Y

[0320] AR BHIISE & otbie RA 1 RebE. BRI, 456 ofhid & AR (R A 167
/BRI 55 A SCHT A28 5908 AH O R AR K bR B 9 R W PR S A5 B 5 A P A 5¢
(RN PR S e . A, S5 oI VR - EAR G I bR 2 o 254 ot 1 T
VAT BCIRBT H i LR AR A S MR S U AR O AR L AT YEIU SRR R AR R
B8 A 22 Hs 28 255 e N S M B AR  SE i DT AR A DT R T hE A 1 | RS 1)
BUAH SRR, LA S i P ST R O S IR » e i A8 i 9 PR o

[0330] AR EIIES & oAk v] e H 1697 5 L0 AH G IR i 30 Jik s i A 9, 4] 4, 3
ASJRIBE T COPD A Bz 5 « 2 48 PE LT BEARIE . POEMs TR & PRGBS bk mi i e« 4R 4RIE, 76 B
53K G A O () I B ik v il H E 9 N TL-6 KT r (Savale, L. %5 Respir. Res.
(2009) 10, 6 } HZ% 0k ;Steiner, M. K. 2% Circ. Res. (2009) 104 (2) 236-244 F H: 52
R ) o 2 ERAEGRAECARAT T I TL-6- SR FA T/ B B AR B /N BRAH EE , A O Wi e o o B
LVEE KW/ (Savale, L. 25 Respir. Res. (2009) 10, 6 M 2%k ) « Lok, RS A
T, TL-6— 3 R IA [ 4% FE DR/ B 5 B3 285 R /DS BRURH BE, D s B DR BG 58 0F H A 0 3 e 4
JEXEHN (Steiner, M. K. 2% Circ. Res. (2009) 104 (2) 236-244 & H:Z:2 30k ) , HARSME 25K
IL-6 T 2 FaAe12 M A T /0 BRI B ik v e (1) R 8 (Golembeski, S. M. 4%
Chest (2005) 128 (6Suppl) 5725-573S)

[0331] [k 4k, & W %% 3 & A F205E 1) COPD (12 1 BH 28 M Bl ) O AR TL-6 1) 4 6E
T o i B X B 40 (Yanbaeva, D. G. %% BMC Med Genet (2009) 10, 23 ;Savale, L. %%
Am. J. Respir. Crit Care Med. (2009) 179 (7), 566-571 ;Eickhoff, P. %% Am. J.Respir.
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Crit Care Med. (2008)178(12)1211-1218) . £F COPD i # o 34 9 i) 1L-6 /K “F 5 fifi o
Bt % 1 & (R.E. % Chest (2008) 133 (1) 19-25 ;Thorleifesson, S. J. %% Respir. Med.
(2009) 103 (10) 1548-1553) » — LR FLHHRIE L, COPD SHALK MR A / s iEH 116 5
ALk 55 BN B 1Y T1-6 SiAe e COPD i Rl & 1Y 1L-6 AH LG, K88 (Valipour, A.
& Clinical Science(2008)115(7), 225-232 ;Groenewegen, K. H. %5 Respir. Med.
(2007) 101 (11) 2409-2415 ;Perera, W. R. %5 Eur. Respir. J. (2007) 29 (3), 527-534) , H45®[H]
1L-6 K5 AR %A A 5% (Bhowmik, A. 25 Thorax (2000) 55 (2) 114-120) » BAHi IL-6
LRI /N BB Z TL-6 1)/ BB YA T 7R SELe gl P A rh 7= tY 7 ek 59 100 I 38 98 9 , 491 4 52
S5 I I 0 S E RN TSR 2 25 I I SO AT 4R T (Saito, B %% Am. J. Respir.
Cell Mol.Biol. (2008)38(5)566-571 ;Lang, J. E. 2§ Am. J.Physiol. Lung Cell Mol.
Physiol. (2008) 294 (5)L1013-L1020 ; Johnston, R. A. %% Am. J. Physiol. Lung Cell Mol.
Physiol. (2005) 288 (2) L390-1.397) . %) 1L-6 7K F-5 COPD J: 463 K iEAH %, 41 Wi fitizh
Jik B L AE (Chaouat, A. 2% Chest (2009) 136 (3) 678-687 ;Eddahibi, S. 2% Proceedings of
the American Thoracic Society (2006)3(6),475-476) .

[0332] T ub H fih K B & H IL-6 B AE 4 ) g e o FE . A SCHIPCT A TF 5 N
W02008/065378 [ H1IE HH 42 Hh R 1 — 2 R B, AR B I 45 & o v H TR 97 IX 28950,
48 TR 167 AR P R R A . PRI, A BRI T VR B> A SR PR R A T A
PR 1) 22 /0 — PR (47 B R P 1R U v, LA b sk 5 AR A L AN 1 AR SC P AR 1
HoAh A& 25 LA G077 O 75 B N A e 1 — R ek R AR R B 0 455 IR A
DALY LA b2 50 11 22 2D — P fR i P SRR A

[0333] I, Ak 454 ot VR TR 7 A48 TL-6 il / 5 TL-6Ra 3R AT / 803 T 50
[FI36 97 259, JUH A TL-6 Fil / 5 1L-6Ra {5 Rk / wabE. 1697 kv Re a0 A o 2
(3995 N FH A 280 R A o B R 45 4 T A, Herb TL-6 it/ B IL-6Ra [ 575 R IA 0 / 80 1
Bepkss . I IIERTASE (1) fE RILH R E I IL - 6 :IL-6Ra ZK-FBUE KA, 51 41,
i BB W s, & (L1 X il A S E AR R B 456 oo, Hoh 1L-6 F1 / BX
TL-6Ra IR RIS / Bg MERL gk g5 o ARIE AR B (1K) 2502 2 e k2D TL-6 F1 / B¢ IL-6Ra
1) 57 AR/ B PR I, DA BRI BRI LE E ¥R T7 IR i 50 IO RE (1) 22 /D — Ptk
(7 B AR AHA— VA B BV E o

[0334] AR BIEIRHE T AEH T 20 —Ph 116 200 i 7 3, A0 5 1% ok ot FH 5 2 i
(A R B —Fhak 2 Fhgh & ook CURPE R T2 /0 —F 1L-6 208 . nlal b AR B (1) 7575 %
VEFH T 1L-6 0%, HoALHE 1L-6 55 gp130 AHZS & KOXFh a4 o1 E iR IR0 «

[0335] [k, A< & BH HoAth 7 3 7 ¥R vk, SO A AR R 45 A ou R L
A& T 0 25 AL G W F DA R AE s e A 1) 2450 R IR Rl A ot i O 9 an /e
AP B A AR T, ARRBLHISS G oot 5 240% BT MIRE R 25% b
AR IR AT LU — Rk stk A 54, HREW N 29 A 5 HASS [ R
JN, T 3L AV A R0 AL A 1 P L 358 00 A A BN/ sl T A, ST T s
i PE BRSO AR AT o X B2 2% AT HE 2 (3R LN, ARG AN 52 3K 28 2 A A
hy VT BR BOR I i () PEAL S I 25 25K

[0336] AR B4 G oo/l LG A GG 25, bk T 454 o T ie s 2
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DT 4y o BRI, AR A B I 25 A0 54 SRR A R BHAT I 25 A5, T 1 s T4
SRRk i = R NN P I a1 N % 5 NN R A S TSR (2 5T B e S 7 B VATE
SELF N EA TS A 3 (07 20 B sl LA L B RA U It P e 45 251847, HonT g
SRR VTS B RN S P R R S N 7K 9 B 5

[0337] AR BH¥S R AR A R BHPLAR R TC R A e I 250 il 571 o

[0338] Ak BHERMEAS AR BIPUIA I 771

[0339] AR BHIGHS J AR = A 46 AR R BHBUAR I T B L e B il ) i 2

[0340] B3 A SCHRHEIR I “ A% 5 B B0 A BH B IR0 7 A BR 1) ik B A e
AR A B (AT ARV TRIRI ™ AR B 1 T 2 98 R )57 B AR BH IS B il3m)” 42
PR A AR B IR 1 a5 o

[0341]  ARSCHP AR AT 1 “ 25 2% ERTRES2 1 Fis eHIDE O U & BENLAG fEHE sl AE 36
2 ML\ RN 24 BB LA S 3 23 AR 25 b 41028, T T3 SERE 2 F T SR

[0342]  {ERAFEAK HPLIA (BREGUARILR B B AR B S ARE “4
SEPE” FNCRRE B 2 R EIFRI P P CRFRPUA B ) FE45 2 IHIIE 4% IS SR AT
FAF N X A RARSW R B PUE . Ak B AR 17 GRS 2 I G A s s A A7
AN ORFFEDIEE . PR Pk CRAEHUAR &I B ) BAE e th n i R A | a2
(R B Al o, 8 o iR AR B €5 3% (HPSEC) « S [ (i vE R A G B (SLS) 48 FL 45 i
ZraM ot (FTIR) ([ Pk (CD) R F= MR RN Az R 50 Z A i &L /
B ANS A H AN E, 52 HIRIM A . B, 25§70 R RTE —T0°CIZH btk
FEh, 2o pH R 6. 0-6. 5 (1) 10mg/ml ZH S BRPLIA (RLIASHUAR I B ) TRl R — el )L
PRI 225 150018 ik HPSEC A MlAtHh /s 5 (i, = 97 % TR ) » AFEHik
CELREDUAR S AL A B ) (IR G S ASe M mT T8 ok 5 G 138 24 A I A5 1, 4900 41, TRRIEG e 3 W Bt
e (ELISA) FAE 43 B HLIE 43 7 180 S5 0 8 1 o

[0343]  ASCHE A IS “ KA RIARKTFRE” RIS AAELL 5% At
4% AHIE 2y 3% A 2% AL 1% KAL) 0. 5% EARERB A,
AL B F AR HE B (23 (HPSEC) FI&EAOGHUST (SLS) BRI E .

[0344] A SCH I FH I J 08 <A TN AS B AR AP TR 2B A S TRKT480%.4
85% 29 90 % £ 95 % £ 98 % BLZY 99 %6 o B [ AL i, 481 nid i HPSEC B [ €438 325
SE [ BRI, B I A R B B L vk (rCGE) 5 (U ( G A R AR B ) (B0 5 Y 3
A ) , RonFERE AR PR sk AR B fr B, HANE A AR 2 5% i 24 4% it
3% L 2% IS 2 1 % G 2 0. 5% ST I BRE . AR H OARTE “4A 041
B LUK SR FRAEAR RS T 9P i B I B 0 R FLK

[0345] AR BH¥S R AR E Rk B AR R BH BRI o 26— SR, A B 1 il ) 2 v
T o 76 55— SR, A BRI R T 050 . 76 55— SERE b, Ak B I i) 2
AR

[0346]  7E—SZjfs) Ak B HIFR 2 AR e AR I o 76— SEife) Ak B A
FZAPERIF o 75— B ARSI, AR BH B0 Rl 702 7K PR R0, R ok A B 2808 K
[0347]  {E—SEjife] . A% % BH () 5502 TG Y o

[0348] 75— SEif] . A% BH () 5502 2 T
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[0349]  fE—SEjifs rh, A< J BH R R 2 SR 11 o

[0350] A% BH A6 A IR R w50, LA HE SN 1) B PR (RS BUR S R B,
ul, 5 1L-6 e g5 A fdifk. Ak B E FEF8 0w B ), AR A2 A1 B 1
Pk CRFEDUA LI R B, Blan, 5 TL-6 2 KR 545 A bk

[0351]  7E— St fol vh, A & BH R il 37 B 46 22 /0 29 Img/ml . 22202 bmg/ml | 22/ 2 10mg/
ml\ 2 /bZ) 20mg/ml . 22/02) 30mg/ml /0% 40mg/ml . 22 /D %) 50mg/ml . /D% 60mg/ml .
/D%y 70mg/ml  F /%) 80mg/ml « & /D4 90mg/ml £ /%) 100mg/ml « £ /D% 110mg/ml . /D4
120mg/ml . 2 /0%) 130mg/ml . £ /0% 140mg/ml . /0% 150mg/ml . /0% 160mg/ml . /> %)
170mg/ml . 2 /0%) 180mg/ml . 22/0%) 190mg/ml . £ /0%) 200mg/ml . 2 /D) 250mg/ml . 8 2 /D>
23 300mg/m1 (1A 5 B IHT TL-6 Pk o 75— HAR S o, A< A B 1) il 1) .45 42 22 100mg/
ml [RIA A B PT IL-6 Fidk. 75— HARSE) A% & B 57 (.45 22 /02 125mg/ml 4
RN IL-6 ik o 76— ARSI 5, A% = B R 550 6045 42202 130mg/m1 R A % B )9t
IL-6 Hifko 75— HARSHE]H, Ak B () 6l s 222025 150me/ml (1A% BHIGIHT IL-6 Bt
o FE— FARSZHEM] 5 A B 155 46 22 20 25 90mg/ml (AR BH BT TL-6 Fifk. 755
— SR, AR B I FE ) Img/ml 224 25mg/m] 4] Img/ml A2 £ 200mg/m1 \ £ 25mg/
ml %) 200mg/ml Z) 50mg/ml 2% 200mg/ml 2] 75mg/ml %) 200mg/ml %] 100mg/ml £
200mg/m1 £ 125mg/ml %2 %] 200mg/m1 £ 150mg/ml £ 200mg/m1 £ 25mg/ml £ 150mg/
ml. %) 50mg/ml %) 150mg/ml %] 75mg/ml £ %] 150mg/ml. %] 100mg/ml £ %] 150mg/ml . %]
125mg/ml £ % 150mg/ml. %] 25mg/ml 2 %] 125mg/ml . %) 50mg/ml £ %) 125mg/ml . %] 75mg/
ml %) 125mg/ml. %) 100mg/ml £ 2y 125mg/ml %) 25mg/ml £ % 100mg/ml . % 50mg/ml 2
#5 100mg/ml %] 75mg/ml %) 100mg/ml %) 25mg/ml £ %) 75mg/ml %] 50mg/ml % %) 75mg/
ml B2y 25mg/ml =2y 50mg/ml FIA K I HIPT TL-6 Pidko 75— HARSEHEG]F, A% B
FLFEZ) 90mg/ml A2 110mg/ml KA A& B KIPL IL-6 Pifh. 76— BARSHEe, A% B
il 52 100mg/ml 2229 210mg/ml AR BHRHL IL-6 Frik. 785 —SLhtif b, A4
RN FEZ 20mg/ml 2 30mg/ml %] 40mg/ml %) 50mg/ml . %] 60mg/ml %] 70mg/ml . %]
80mg/ml.%J 90mg/ml %) 100mg/ml % 110mg/ml %] 120mg/ml. %) 130mg/ml %] 140mg/ml %
150mg/ml %] 160mg/ml. %] 170mg/ml %] 180mg/ml % 190mg/ml %} 200mg/ml . £} 250mg/ml
B2y 300mg/ml FRIAKR BT IL-6 Hifk. 75— H ARSI H, Ak B HlHA 54 100mg/
ml (R B PT TL-6 Hifk. 75— HARSe) b, A& B 6157 5520 125mg/ml 4<% B
[RIPL IL-6 Pk e 76— HARSLHERE o, A% B H5 20 130mg/ml (AR BIIHT IL-6 $i
Ko FE—HARSZHEA] A, A & B I 520 150mg/ml A & B BT 1L-6 Piik. E—H
RS A & B I FEZ 200mg/ml (A K BT 1L-6 Piik.

[0352] 7S5 b, AR BH I ) 500 AL 45 22 2> Img/ml\ %2 /D Smg/ml. & /b 10mg/ml. &
/b 20mg/ml . £ /> 30mg/ml . £ /> 40mg/ml . %= /> 50mg/ml . &= /> 60mg/ml . % /> 70mg/ml | & /b
80mg/ml. £ /> 90mg/ml. £ /> 100mg/ml. £ /> 110mg/ml ., 2 /> 120mg/ml . £ /> 130mg/ml . 2
/b 140mg/ml « £ /> 150mg/ml . £ /> 160mg/ml . £ /> 170mg/ml. 2 /> 180mg/ml . £ /> 190mg/
ml % /b 200mg/ml £ /b 250mg/ml 5% /D> 300mg/ml 1A K BHIHT 1L-6 Hiik., 7E—H ks
5 5 A S B R )AL 6 22 2D 100me/ml AR & B IKIT TL-6 Hidk o 76— HARSLHE ], A
R BRI AL RS 222 126mg/ml (AR A BB TL-6 Hitke 76— HARSLHEEH, A% B 1) il
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FELHE /D 150me/ml HIASKR I RIHT TL-6 Pidk. 75— H ARSI T, 4<% BT E il 0] . ds &
b 175mg/ml IIAS R IHT TL-6 Pk 76— ARG 5, A5 I 75045 4220 200mg/
ml FRIA K B IIPT TL-6 Pk 787 — SEHife] 3, AR B Hl5) 655 Img/ml 4% 25mg/ml | Img/
ml & 200mg/ml.25mg/ml £ 200mg/ml.50mg/ml £ 200mg/ml.75mg/ml % 200mg/ml.100mg/
ml £ 200mg/ml.125mg/ml £ 200mg/ml.150mg/ml & 200mg/ml.25mg/ml % 150mg/ml.50mg/
ml % 150mg/ml.75mg/m £ 150mg/ml.100mg/ml £ 150mg/ml.125mg/ml % 150mg/ml.25mg/
ml % 125mg/ml.50mg/ml & 125mg/ml.75mg/ml & 125mg/ml.100mg/ml % 125mg/ml.25mg/
ml % 100mg/ml.50mg/ml £ 100mg/ml.75mg/ml £ 100mg/ml.25mg/ml % 75mg/ml.50mg/ml
% 75mg/ml B 25mg/ml £ 50mg/ml FIAK BIHIPT 1L-6 Ptk £E— HARSLHH S, A% I
Hil )AL HE 90mg/ml 2 110mg/ml HIA & BIIPT TL-6 Pk, fE— BARSEHERE] T+, 4K B i i
FELHE 100mg/ml %2 210mg/ml FIA K BIHIBT 1L-6 Hidk. 55— SLHtifl , A ik i il
) A 45 20mg/ml30mg/ml.40mg/ml .50mg/ml.60mg/ml.70mg/ml.80mg/ml.90mg/ml . 100mg/
ml.110mg/ml.120mg/ml.130mg/ml.140mg/ml.150mg/ml.160mg/ml.170mg/ml.180mg/ml .
190mg/m1.200mg/m1.250mg/ml 5% 300mg/ml FIA K BIHIHT IL-6 Fifk. 15— HARSHERF]
A I B I L RE 100mg/ml (AR BT TL-6 Fidk. 78— BARSZHf b, 45 & B i 5)
045 125mg/ml AR BIRIPT TL-6 Hifle 78— HARSEE] B, A& B 65745 150mg/ml
AR BT TL-6 Buike 18— HARSEHiE 0, Ak IR HE 175meg/ml AR 5T
IL-6 Hifke 15— HARSHERF] o, A B0 E 4% 200mg/m1 1A & B IHT TL-6 Fifk,
[0353]  EAELIR, AR WK il 50) R 3dE — A0S DR AT/ B8 n 7] 2% ) A Ak
7N Y TR | I o0 4 Y T vk = A - A N 0 L | T B s A Kt AU W S RN
IR, 450, AEAS JR BT, B R)B RER) VRS R AR E R BRI R IR PR AR IR VB S
U g

[0354]  FEMFE SEA , G2k B 428 T R IR h L H  BR R BE IR . 7B ) — 5K
it B SR TR 18 B o BB L H R 2 AP AR R . AR LA S b, SR
PRI B 2 L ALEE 20 SR A AE 40 58 L ALME 80 FHIERE F68. i Athsiitif 4, £h38ik A
NaCl . KC1.MgCl, F1 CaCl,.

[0355]  HEAELIR, AR BTl 5R) AT 0F — A oAt WL AR B 4L 73, bedn, (HAN R BR T,
A1 RITE A 2 R EEAEW) HEVE 0 FRORE ) Rl 5 70 e 1) SR I P 0 B 5 300 BT TS
5 o

[0356] A< B ) il 0 A0 45 22 p ) & pH 1 7 57 LSRR SE 47 %) pH 4%l 5 — SS9, A
K IIHIHIFN pHAE N2 3.0 BL4 9. 0.9 4.0 2241 8.0, 41 5.0 B4 8.0.415.0 BL 7.0,
295.0 B4 6.5.495.56 R4 8. 0.4 5.5 RA 7.0 8L 5.5 L) 6.5, 16— L+, A&
RIIHIF pHAE A2 3. 0049 3.5 20 4. 0.4 4. 5.49 5. 0.2 5. 1.4 5. 2.4 5. 3.4 5. 4,
215.5.205.6. 4 5. 7. 4)5.8.45.9.276.0.276. 1.276.2.296.3.276.4.276.5.4]6.6.
Z16. T 216.8.216. 94 7.0. 4 7. 5.4 8. 0.4 8. 5. 8049 9. 0, 7E—H ARSIt , Ak B
57 ) pH A2 4 6. 0,

[0357] A< BH () il 0 56 22 i) 2 pH 38 7 50 LABR AL SH 47 %) pH #5875 — SEHEfe A
KEHFIHIFHE pH A 3.0 2 9.0.4.0 £ 8.0.5.0 % 8.0.5.0 £ 7.0.5.0 £ 6.5.5.5 £ 8.0,
5.5 & 7. 085,52 6.5, £E TSI+, AA IRl pHAEN 3. 0.3, 5.4. 0.4. 5.5. 04
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5. 1.5.2.5. 3.5. 4.5. 5.5. 6.5. 7.5. 8.5. 9.6. 0.6. 1 .6. 2.6. 3.6.4.6.5.6.6.6.7.6.8.6.9.
7.0.7.5.8.0.8.5 8¢ 9. 0o 7E— HARSJEHI P, A BRI pH 8 6. 00 ARSGUIHARA
70 PR AR PR 2 U5 FE) pH 08 5 AN AR S [F) Tl A P ik (R FEDLiR L B ) S8
o

[0358]  IE G OL T, G2t HHA HLER BOCAHLIR B 25 1 #6258 . ARR M SR (45,
EHARR T AR RIS WAL £ HUIR MR 2L M AR IR 26 IR R 2h W A R 1 BRI IR &
LIRS R PR L Tris ( Z2 P HEERIR M ) EhIR 2 T — I Bl IR Eh 82 bl Utk
Gb, IR A 5y v Rt A b e ) o AT R T A R )50 PR AR A B2 b R AR R 1 2 2k 1R
Moy s, HART, HARMAZAIR. 155 E SKHH 5, 221k A 41208 ST R IR
HHZBRAER . £E— HARSLHE G T, 2 F S AR . 85— HAR S e 4, 227
FrEIR . SRph R4l N %A /b 98% Bk /b 99% Bk /0 99. 5% » A SCHEH TEA
AR 50 N IARTE “ Al B 72 Fia A BE A 1R 20 28 R 1) AL 22 402, W1 The Merck Index, 13th
ed., 0’ Neil Z&, ed. Merck&Co. , 2001) FHEART .

[0359]  ZEPp3fiil B AR Wk B A 2 LM 28 24 200mM B AT{rT 3 [ sk i qi 9 48, SLE vk T
(BS9SRI T 77 (22 P RE T o TS TR R AR G G el Ko WK BE W] R BT < 24 )
RTEST 2, O 13, R 2 ARG 5 5 25, 5 194 1T, De Luca il Boylan, “ /75 B33 56 517,
5 “CH TS SR AE— ST R, RS B BN 2T TmML 24 5mML £ 10mM
2] 15mM. 2 20mM. £ 25mM. 2] 30mM. 2 35mM. 24 40mM., £ 45mM. £ 50mM. £ 60mM. 24 70mM. £
80mM. £ 90mM B4 100mMo 75— SE 5] o, 23R 24 1mM. 5mM. 10mM. 15mM, 20mM. 25mM
30mM . 35mM . 40mM . 45mM 50mM ., 60mM . 70mM  SOmM, 90mM E¥ 100mMs 7F— B A4 St 151 o, 28 v 571
WRE A2y buM 22 50mMe 7 55— HAR S 1], B2k 2R 5mM &2 20mM

[0360] 75 %) — St fe) T, ZE s B Sk 1M B85, 5mM. B 10mM. B85, 15mM. 5 20mM . 5§ 25mM. 5%
30mM. 5% 35mM. 5 40mM. 5 45mM. B¢ 50mM. 5 60mM. B 70mM. 5, SOmM. 5, 90mM 5§ 100mM. 7F—
SR, 2R T A 1mM B 5mM. B 10mM. 5k 15mM. 5% 20mM. 5%, 25mM. 5§ 30mM. 5 35mM.
% 40mM., B 45mM. 5 50mM., B¥, 60mM., B 70mM., 5% 80mM. 5 90mM 5K 100mM, 7E— B4R SZ o] 4,
B PRI B R 5mM 22 50mMe 7E 53— HAR S 1, G2 iRk B2 R HmM 2 20mM

[0361]  7E4FE S, AR BH R AR g2 il o 75— SEidslvh, ik 22 b ik B 42
B ATRR R B IR 2h  H 2B IR R o A8 — FL ARSI 5 A< S B () ) 70) 5 20 2 PR AR A %
Ml

[0362]  7E— S jlidsl Hh, A B )l ) AL HE A2 /D 2 1mM 22 /D 2 BmM. 22 /2 10mM, 22 /b 2
20mM 52/ Z) 30mM., £2 /02 40mM A2 /D% 50mM £/ %) 75mM. £ /b2 100mM. 52/ %) 150mM B,
2025 200mM ZHZ IR . 7E 55— SR, A B I ARG 2 1M 222 200mML 25 1mM 2224
150mM, 2 1mM £ 25 100mM £ 1mM 222 75mM £ 10mM %2 2 200mM 2 10mM %224 150mM. £ 10mM
2] 100mM. £ 10mM 5= 2] 75mM. £ 10mM 5= 2 50mM. 2 10mM 5= 2 40mM. £ 10mM %= £ 30mM.
25 20mM £ 4 75mM. £ 20mM &= £ 50mM. £ 20mM 2 £ 40mM 5% 20mM £ £ 30mM H & R, A
B IR 5 — SEEAALAE £ LML 24 BmM. 24 10mM. 2 20mM. 24 25mM. 2 30mM. 2 35mM. £ 40mM .
21 45mM £ 50mM. £ 60mM £ 70mM., £ 80mM- £ 90mM ., £ 100mM. £ 150mM B 200mM ZH 2 1R -
PE— HAR S T, A IR R5 2 10mM 2H 24 7%

[0363]  #F— St 4, Ak B 5B HE A2 2D 1mM, 2220 5mM. 22 /D 10mM, 2220 20mM, %2/
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30mM. £ /D 40mM. £ /b 50mM. £ /b 75mM. /b 100mM. %= /b 150mM B8] & 2 200mM 42 R . {85
— S, A K BRI FARE TmM 22 200mM. 1mM 42 150mM. 1mM %= 100mM. ImM %= 75mM. 10mM
% 200mM. 10mM %= 150mM. 10mM % 100mM. 10mM % 75mM. 10mM %5 50mM. 10mM %= 40mM. 10mM %=
30mM. 20mM 2= 75mM. 20mM %= 50mM. 20mM £ 40mM B 20mM £ 30mM 212 e . A4S % BH 1) 5 — 5
i 451 £, FE 1mM. 5mM. 10mM. 20mM - 25mM ., 30mM « 35mM., 40mM . 45mM 50mM ., 60mM ., 70mM ., 80mM , 90mM
100mM. 150mM 2%, 200mM 2 ZA1R » 7F— H AR 7, A< % B IR il 50 B0 5 10mM 20 220
[0364]  7EHF 2 S B A, AR BH PR B RSB AK AL S R RS PIR T I RE 1R
A5 A5 TR B SR e R S R R R SR o KA A R R LU BN 4
1% B2 9%AFAE. 16— LB, TR A WIRTEFILLL) 0. 1% B4 20% (716, 575K
WA, TR KA SR IEFI LA 0. 1% B4 15 % 4510 16— HARS 6] b, B KAk & IR
TEFILLZ) 0. 1% B4 5% 2 1% R4 20% 2 5% BL) 15% A 8% 241 10% .4 10% 24
15% 29 15% 229 20 % AFAE o 7555 — B AR T, B KA A PIRIE I LL 0. 1% 52 20% .5%
£ 15% 8% % 10%.10% % 15%15% & 20% (74 165 — BARSZ 5] &, iRk A& I
TEFNLALT 0. 1% 220 5% AFAE . 18— BARSLH b, Sk A& PIIE R LLZ) 5% ~ 10 % 17
TEo 1 — BARS G, B /KA PIIE R UL 15% 22 20 % AFAE. 55— HARSZE )
o, BRKAL SR TEFILL 1% 8 1. 5% 8% 2% 8% 2. 5% .5k 3% . BX 4% 5% 5% . 8% 10% 5%
15% 8%, 20 % 1Z1F

[0365]  7EHF 2 S A, AR BH (5 L RS B K AL S PR . SR KAL S PR TSR e A
Ry s A TR R B RS 0 R T AR R SRR S . ik /K AL S BT 3R 18 R DL B AR 1)
196 5 9% AFAE o AE— S 3, B KA S PR TEFILL 0. 196 22 20 %6 47 4E o 5 53— SEHtifs
WK AADIEFILL 0. 1% 2 16 %716 & HARSEZHEE] , ik KA S PERILL 0. 1%
5% 1%% 20% 5% % 15%.8% & 10%.10% % 15%.15% & 20% {7 {F. {E% — A1k
S, B AK AL S IRIEFRILL 0. 1% & 20% 5% & 15%.8% % 10%.10% % 15%.15%
B 20% AFAE. 165 — HARSZHEE) H, Bk AL S PRIEFRILL 0. 1% 2 5% (F7E. £ — Rk
S, B KA A PIRIE R L 5% &2 10 % A7 {E . {EIE— BARSHEE] 31, B KA S R TE )
DL 15% 22 20 % (776 75— B ARSEHE e F, KA G RIEFILL 1% .88 1. 5% 8K 2% . 5k
2.5% 1 3% 1K 4% 3 5% 1K 10% 1K 15% 3K 20 %171

[0366]  FH T A< B il 3 1) A 1 I K AL S W50 B35, 4, 8%, an 5E8% 22 25 0 L oF
FUBE AT Z0 . D- HEEBE (LAY SE s 0, angLpE  RO0E e Rl L AT 4E SR 20, Wik
B KA = BE 22 2PN A ERE I VSR 5 5 SRR, G0 H SR ACHE I | 22 2P RE I L SUBE I R
B LA (LAY ) 5o A0SR, AR B BB KA A PI 016 B RSB L i 50
FUBE H 2 BERIAR 7 BE . AE— HARSZHB SR SR IE TS g ierE . 76 o — HARSE ik
Bk, Sk S IRTE A H BRI . 7RI — B ARSI 5] 3, B KA PR A2 RERE o 765
— FARSHER]  , SRS DRI 10 - B KAk B R A A 20 B I 1% 4270 T 98 %
s E /0% 99% B E DK 99. 5%,

[0367]  7E—SEHEWH, AR HPHIFIEER DA 1% 204 2% R0 A 4% 2 /bY
8% F/DH) 20% /D H) 30 % ER DAY 40 Y6 EEE . £E Y — SR P, A B G AL
ZI1% R 40% A 1% 22 30% A 1% R4 20% 2 2% 24 40% 4 2% 22 30% 4
2% EL 20% A 4% B L) 40% 2 4% EL) 30% ERA) 4% B LY 20 % HFERE . AE Y — 52

60



CON 104119438 A L) I - 59/97 T

o, AR BRI HIFEREL 1% 2 2% 20 4% 2 8% 2 20% 4 30 % BR LT 40 % i b . AF
— HLARSZi A B R AR £ 4 %0 i iR .

[0368]  7E—SEil i, AR HHIFIEERD 1% 2D 2% 2D 4% . 20 8% /b
20% 2 /b 30 %6 B A/ 40 %o Mg o A D — S R, AR R B I EE 1% 2 40%.1%
£30% 1% % 20%.2% % 40%.2% % 30%.2% & 20% 4% & 40% 4% £ 30% 4% &
20 % g BEERE . AT Ty — S, AR B HIF RS 1%6.2%.4%.8%20% .30 % B 40 % ifF
[0369]  7E—SEjdslrh, A< BH R ISR B RE R o 78— BARSE 5], 4% % B i) A dE
2D PR, FEE B BE RIS RIS M) 2R IR L 2 RGBS LA
5o AE—SEHf AR B IR ARG Eh 2K . A8 —SEE e, A%k B R AR R 2,
1% H NaCl.KC1. CaCl, F1 MgCl,o E—HARSLEH] H, A< 5 BT il 57 20 45 NaCl.

[0370]  {E-—SZHER], A< BH K IR ELRR 2 /020 10mM. 22702 25mM, 42 /2 50mM. 42 />4
75mM. = /b2y 80mM. = /b4 100mM. & /b4 126mM. & /b4 150mM. &= /D4 175mM. 2 /D4 200mM
B A2 /b 29 300mM S AL o 76 55— S b, A SO IR H5R AL 46 £ 10mM 22 25 300mM £ 10mM 52
27 200mM. £ 10mM =2 175mM. 2 10mM 222 150mM. £ 25mM £ %] 300mM. £ 25mM £ %] 200mM .
24y 25mM 4 175mM. 2 25mM F 2 150mM. 2 50mM 2= 24 300mM. 2 50mM 2% 200mM. £ 50mM %=
2y 175mM. 2 50mM F 25 50mM. 2 75mM F £ 300mM. % 75mM %) 200mM. 2 75mM F £ 175mM.
24 75mM 222 150mM. £ 100mM F2 24 300mM. £ 100mM F2 24 200mM. £ 100mM 5= £ 175mM 5% 24
100mM #2 2 150mM SUALH o 75 ) — ST 1, A< & B ) )57 B 45 29 10mML £ 25mM, £ 50mM |
2 75mM. £ 80mM. £ 100mM. % 125mM. % 150mM. £ 175mM. £ 200mM 5K 2] 300mM SAL5HN .
[0371]  FE—SEjlfgrh, A B ) A0 s 2220 10mM, 2270 25mM, 22 /b 50mM. 22 /b 75mM, &2
/b 80mM. & /b 100mM. & /b 125mM. %= /b 150mM. %=/ 175mM. %= 7> 200mM &% %2 /b 300mM &4k,
o 705 — S, AR SCHTIA HIFAAEE 10mM 2 300mM. 10mM 2 200mM. 10mM £ 175mM. 10mM
£ 150mM. 25mM % 300mM. 25mM %= 200mM. 25mM %= 175mM. 25mM %= 150mM. 50mM &= 300mM., 50mM
4 200mM.50mM % 175mM.50mM % 150mM. 75mM %= 300mM. 75mM %= 200mM. 75mM &= 175mM. 75mM
2 150mM. 100mM = 300mM. 100mM %= 200mM. 100mM %= 175mM 5% 100mM & 150mM S4bdh. 755
— SEAF) T, A S B TR A 4R 10mM. 25mM. 50mM. 75mM ., 80mM . 100mM. 125mM. 150mM- 175mM.
200mM 8% 300mM S Ak4H .

[0372]  7E—SEjifsrh, A< B R ISR B RE 2 R BR o A8 — S, AR B I i A R 2
MREhIS o AE—SKHf , A R ARGz BE iR, ok B R RS R A A 2R . 7E—
S A Y A R B SR LG 2 2D 2 25mM IR S R IR 2 /D2 H0mM [ Z BE IR 22 /b 4 100mM
(KR . 2 /D2 150mM 2 FE8 « & /D 45 200mM 28 FE 188« &2 /b 2 250mM [ 2 FE 1R | &2 /b
£ 300mM 12 IR 22 /D 2 350mM ¥ 2 R IR B 22 /D2 400mM [ 2R R o« 7E 55— S, A
K EIHIFAREL 25mM £ 4 250mM. £ 25mM =45 300mM. £ 25mM £ £ 350mM. £ 25mM £ 4
400mM. £ 50mM %22 250mM. £ 50mM & £ 300mM. £ 50mM %= 424 350mM. £ 50mM 22 £ 400mM. £
100mM %= % 250mM. £ 100mM 3= 24 300mM. 2 100mM %= 2 400mM. £ 150mM 5= £ 250mM. £ 150mM
22 300mM 54 150mM 2225 400mM [ 2B 1R o 7 55— SEREE H , A% B I AR5 2 25mM .
£ 50mM. £ 100mM. £ 150mM. £ 200mM. £ 250mM. £ 300mM. £ 350mM BX £ 400mM f) 2 1R -
16— BARSZ ], 25 & B 05 AL 46 20 25mM (B /R . 78— BRSO b, 45 A BH () )
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FFEL) 50mM ()28 S5 IR o AF— HARSEHA) b, A% I il A5 20 75mM (2 E IR . 7 —
ARSI, AR B ) 500 B 8 £ 100mM 28R R o 76— HARSI ] A, A BH 1 il 57106
FE2 200mM ) 2 FE 1

[0373] 75— S e A A i BH 1 o) 30 45 e A R 2 S IR o A0 — SIETtAG v, A R B () ) 51
ARSI BB I E IR L M 29 0. 1.9 0. 5.4 0. 75 41 1. 41 5. 49 10,4 20,4 30. 4
40,2 502 602 70,27 80,21 90,4 100,47 200 5kZ 300, £F—SZjlfslH, A& B 1 51
AN B S LR I R AR ) 1.5 2 1T 29 1.8 240 1. 9.4 2.4 2. 1.4 2. 2.2 2. 3,
2) 2. 4.2 2.5 40 2. 6.2 2. T4 2. 8. 249 2. 9.4 3. 249 3. 1.4 3. 2.4 3. 3.4 3. 4.4 3.5 B
2 4o AE— B ARSI b, A< B R 50 L RE i e 2 SR R N PR LA 2 2. 1. fE— HAK
SE ) 5 AR B R a5 FE e R AN S R R K R IR EE R 2 2. 20 A — BARSEE ] T, Ak
Y 4 T 7510 5 VA VA M A S R R 1 B R B 4 2. 4 A — HAKRSIZRE ) A, A % B 1 37 A 5 v
BN BRI R R L R 2 2. 50 AE— FLARSE ] H , A% 7 BH IR 1551 A0 58 g p A s 5 1R
[FIEIREE A 2 2. 60 76— ELARSZI] b, 2R S B (1) o) 570 B, i g T A FH 2 R R 1) R 7R L A &Y
2.7,

[0374]  AJ B ISR AT E— B G R MG R . AT AT A SR TS “ v PR 577 FR 1)
S AW SEMEZ AN BY, B AT H B gt 25k ] 38 R s T S B S M 1
FE L Ao ] 3 PR TR AR 2 1 3 1 25 AT 1) R AR 23 oA B S 8 R Al g 3 1 s 12
T o 2R THIIE P 5030 5 FHAE 5l 25 28 A5 W RV 06 1 ) 2% 9 771) < LA 3R 35 5510 43 L
o 22 b AT SZ B R T R PR 2L AR (SR AL 20 B8 80) spolyoxamers (4
W, YAV I 188) 5 — Al I8 A A s e iU s+ b 56 — DY e - ELRE TG 2 - Al i
o — TS — R S s e g - P PU e - ELRE A 2 — B IR - LSRR s E B
Wik - PUBEE - s oNesE - =G NS s T eSS R IR TN S — BB e I i T 2
B FE R IR NI — T DU BE R R FE A 2L — palmidopropy |- B R M IREE R FE A 2 - =
P LW EE (N R 233 ) 5T Y bR 2 BE N 2 - palmidopropy1—. Bl JI5 it
FIENIE — i 5 PSSR B SEE — sl 25 P A — S0 A TEIR 2L 5 K MONAQUA™ R %)
(Mona Industries, Inc.,Paterson,N. J.) R4 B BHG L . R OIEEL B
FINREL 2 —TERIIL B (10 Pluronics, PR6S 25 ), T B 2 Huvs i 2 A< %& BH 351 DL,
DIEEAER o a0 F it FH R A 2 B AR, SRS MR R A . 255 BT
2 V)3 T PR 50 R A7 A5 ] G2 a1 1 DU B B r) o A8 — FLARSIETtiAA) o, A% % B Ay ol 5514 4%
B BB, HOR BE T R 2 0. 001 % 240 1% B2 0. 001 % 227 0. 1% EXZ) 0. 01 % &4
0. 1% o 75— FARSZHAG A< BH #5500 46 58 L AL R I, 2LV FE A 0. 001 % . 85 0. 002%
8 0. 003 % . 5% 0. 004 % . 5% 0. 005 % . 8¢ 0. 006 % . 5 0. 007 % . 5 0. 008 % . 5, 0. 009 % . Bk,
0.01% 8% 0.015% 8% 0. 02% . 75— HARSLHG], 28 L AL 2 58 L AL AR 80, 7E—
BLARSI) H, AS R B il 50 B 4 B (L AL I, VR EEVE A 0.001% 22 1%, 85 0. 001 %
£0.1%800.01% %2 0. 1% 57— FHARSLHEE] A, A% B il 351060 45 28 L AL A, ook 2
30.001% .85 0.002% .8 0.003% .5 0.004% .8 0.005% .5 0.006% .5 0.007 % . 5%
0.008% 1K 0. 009% 1% 0. 01 % .5 0. 015% 1K 0. 02% » {E57— HARSZ 6] o, 28 10 L8 g
e AR 80,

[0375] £S5l b, A< B FR) TR0 A G T TR 5 o £ — S A I ) Al A 5
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ZE AL S 20, 28 (L ALEE IS 40 58 I ALEE NS 60 B8 (LAY RE NG 80, 78— HAKSEiifst, Ak
B 4 ) 5] 8 2 L L AL I 80

[0376]  7F— SE o), A % B R0 HE 2R /D 29 0,001 %6 B2 250,002 % 2 D 4
0.005% /0% 0.01% .2 /DZ)0.02% . 2/0270.05% . 2/0210. 1% 202 0. 2% &2
270, 5% R WALEENS 800 11 5 — S 4, A W IR 4540 0. 001 %6 225 0. 5% 4
0.001% 2290.2%270.001 % 22J0. 1 %27 0. 001 % £2) 0. 05% 2] 0. 002% £ 0. 5%+
270.002% £270.2%.410.002% 241 0. 1% 25 0.002% £ 25 0.05% 4] 0.005% £ 2
0.5%.270.005% 22 0.2% .27 0. 005% 22) 0. 1%£J 0. 005% 227 0. 05% 2] 0. 01 % &
270.5%270.01% 227 0.2%.210. 01 % 227 0. 1% 52 0. 01 % 227 0. 05% 5 1L AL EE iE
80, 7F Y —SEitife] . A BT HIFIALHE L) 0. 001 % 249 0. 002% £ 0. 005% 21 0. 01 % 4
0.02% .27 0.05% 25 0. 1% 2 0. 2% F12) 0. 5% S5 1L BLELRE 80, 78— HAKSZHif T, A%k
BH () 57 B FE 29 0. 02 % Z8 1L BLBERE 800 76— HARSL I, A & B IR AL FE2Y 0. 04% 5
I ALEERE 80, 75— HARSZH] H, A B (R il A 25 0. 05 % 2 L AL B 1S 80,

[0377]  7E—SEjitife] rh, A< % BH R ) 5 A 36 2220 0. 001 %4 322 0. 002 % 2 /b 0. 005 % +
F£/00.01%.200.02% .20 0.05% 2D 0. 1% 20 0. 2% 802 /D 0. 5% 511 BLEE IR
80, 1F % — S, A< k2 B KIS 0. 001 % & 0. 5%.0. 001 % % 0. 2% .0. 001 % &
0.1%.0.001% % 0. 05%.0. 002% % 0. 5% .0. 002% % 0. 2% .0. 002% & 0. 1%.0. 002% &
0. 05%.0. 005% % 0. 5% .0. 005% % 0. 2% .0. 005% & 0. 1%.0. 005% & 0. 05%.0. 01 % &
0.5%.0.01% % 0.2%.0.01% % 0. 1% 5 0. 01% & 0. 05% & 1L ZLEEHE 80, 77— L s
i, AR B R RIS 0. 001 9% ,0. 002% ,0. 005 % .0. 01%.0. 02%.0. 05%.0. 1% .0. 2%+
0. 5% R ILIALEENS 800 £F— HARSEHEE] 51, A< BT ELHE 0. 02% 1L ALEENE 80, 7E—
BARSE ] AR B I AL 0. 04 % B (L AL EERE 80, 7E— HARSL ] b, A< & B 11 il
FELEE 0. 05 % 5 (L AL IS 80.

[0378]  E B[, A& B 50 n] 2k — DA R AR R WL E IR/ saas nsfl, S,
THANER T, BB Rl G 70 A2 0 SR MR TV 1) B B ) AR 5 o 202 b mT e 52 [T 3
/ BN ISR T AR A B R TR /AN 0GR, WA ERT B sz ifEE G ) (1
1, (HABR T, EDTA\DTPA 8% EGTA) 1] B 5= Hu s I 21 A< s BH () 50 Lok D S AR o SR it
FHAHFA) N A 22 BOPE R 2548, IX 2e s InFr 2 R el A H .

[0379]  FEeEEHh, W7 R LAE B A 18 U B 40 29 0. 001 % 222 5 % BAEAR 1 [ 82K
R RS IR A 2 B 500 = 5 B B 163 3000 <y  [R) B 1y ) FR Mgy« 406 PP Iy 50 P Py o PP L
FEPAHIR B RS COBE T RUT B SRR (B, (AARIR T, /S/KEW ) e EER R 2R
FEREE (R, 36 T ZE T o455 ) (L Al I S s RN AN £ 28 R A /K M R sl L VR
G AT BRI AT (R B BRI B A2 T 2 DL AR A E R P B RS o SRk B L ke
TIEFERIT B, HR G AR N I E

[0380] Mo At m] B F T A< A B 500 B KT 300 /s 0 R 8 465 , 461 2, 1 R R Bt g ) R
T BT DUEE FR IR IR S i T IR D TR IS ] G R e R 1 SR TR R v
wE (ANMFEEA HAS) EAHANMEHSEE HA)) BB & A S8 i &+
WS . 38 A T 2% B A 550 AR 3 2 0 G by 26 00 1 25 W R R0/ BRGS0 ) 78 A 4 3
& CENHT, W “Remington: The Science&Practice of Pharmacy”, 21st ed., Lippincott
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Williams&Wilkins, (2005) F1“Physician’s Desk Reference”,60th ed.,Medical
Economics, Montvale, N. J. (2005) Fr#25 1), 2% b nl 45252 (1480 O I B & T A 41k
AR B BAS SO AR 1 Fe S8 1 25 25 07 S Rt/ BRe e Tk

[0381] A4 1) H2 AN 528 4 BEAR 1K) 2 A 2 BH I i 500 mT 5 N A I v A S8 1, BE A R
B ) ISR B 08 R 5 AR M B B R AR EARE . X RPEE3 HI55 K2 & el 5 o 2y
250m0Sm 2224 350m0Sm.  Z5y5 Pt w4 5 , 48] 2, e A A 27RO ) Bk B e vk il
A5 P B B R R T R B K AL . “YB TR R R R 2 T B2 (K M R T
s o 2500 DR AL SIFIN S8 B G T AR B Bk R 8 75 5, (A R R T,
PESR | Eh R R -

[0382] 757 i &t T, A S B R AR 92 0F Hs O 29 100mOSm 42 2 1200mOSM. 8% 2
200mOSm % £ 1000mOSM. B 29 200m0Sm % £ 800mOSM. BY £ 200m0Sm 4= £J 600mOSM., BY, £
250m0Sm A2 £ 500mOSM. B2 250m0Sm %2 ) 400mOSM. %2 250m0Sm £ £ 350mOSm.

[0383]  7F ' 5 St 49 b, A S BH 1R 5 1948 5F s S 100m0Sm & 1200mOSM. 8¢ 200m0Sm
% 1000mOSM. B¢ 200m0Sm F= 800mOSM. B 200mOSm % 600mOSM. B¢ 250m0Sm &= 500mOSM. B,
250m0Sm 42 400mOSM. B¢ 250m0Sm %2 350m0Sm.

[0384] 15 A< & BH (1) il 371) 14 2% ol 4 0 RO AR ART — A BRAT AT 406400 (R0 B DA IR 381 o 2%+ 571
P BB KRR . 90 40, T AR R AR A0k 2 A0 1R T v T R K AR A R T ) S P A 5 B A
(41 & B L4 No. 6, 685, 940) o 7EHF & L, Ak K AL G DI 5 BRI BE R LE ] g
M1 100 229 1000 FER (KB KA S E A L LT 1 BER BT, BRZ) 200 2245 6000 /K
Ik KA A PIRTEFILL 2 1 BEIRIPTAA, BRET 100 225 510 FE/R Mk KA G TE ) LL 2y
1 EEIRIIHLAR, BRZ) 100 2249 600 FE/R BB KA G RIERILL L) 1 BERIPLiA.

[0385] i 15 A< & BH (1) il 371) 14 4% o 2 9 RO AT ART — AN BRAT T 20540 1009 B DK 381 e 24841 571
Py 5 BB TR B 49 40, TR R AR 0k 0 16 v T i K AR A R T 5 S B AR 1 B A
(& B L H1) No. 6, 685, 940) o 7EHF & L], SR A A PR TE T -5 TR R /R LE AT R
100 £ 1000 IR Bt KA SR IE I L 1 BER BIPTAA, 5 200 42 6000 /R (IR KL &
PITEFILL 1 BERIIPTAE, 8¢ 100 22 510 BRI K AL S TEFILL 1 EE/RIHTiE, 8¢ 100
£ 600 FER /KA S PIRIEFI LG 1 BRIk

[0386] i W] AF It /8] 1 iR 1 Btk R DLk 1) e 28 )5 o 75 EE R VB BT o 18 A T A R B I
KBk BE TR 255 BT I Eh RS, (HAS R R T, S AN BEEH IR 4 A R A =LAk
PR SR VB PR B AN AL o A8 HAKR ST b, AR % W I il 7). 45 NaC 1 \MgC1, #i1 / 8% CaCl,.
PE— S5 , NaCl e Ay S22 75mM 24 150mM. 76 55— St , MgCl, W M 4 ImM %2
29 100mMo &5 T AR BH VR B R TR R K 252 F ] 82 i s BRI AL, (HA R IR T,
FHZ IR N Z R  L- M &R - R AT L- RARR - H &R 2 2R A R A AR -
[0387]  7E— S5 o, A% S B R SR e A ), A E A W R ISR / Bk K
HHW . WERFOFERE AN B RA A R SE TN A 3R &SR
A T I A Al R AN A AR A R G T i SRR (BRI ) o W A I L)
JUt T NS, EATE R T R R AR MR . i T AR F g, B R E K &=
RN F KIS 25 A P R, REERSAWERER (“FDA”) @ T
K S5 250 B/ BT sOAA R & B R 5 AN NEER AL (EU) (The United States
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Pharmacopeial Convention, Pharmacopeial Forum26 (1) :223(2000)) . 47477 85 A i LA
BT e AR E L E 8L T = MRS 25, HRe S U VE L, RIS A S5 A B 1) Y
BRULIBR. fERee BAARSEs b, 269 RERm EEWIK-E /T 10EU/mg B/h T
5EU/mg. 8% /T 1EU/mg. 8¢ /DT 0. 1EU/mg.8/> T 0. 01EU/mg. 8¢/M T 0. 001EU/mg.

[0388] =4 HI T~ 14 N 45 24 IF, A S B 1R il 1) BE A2 o i ) AR g TR il 5] A ik 5 A
KB TR HEAT KB, AR I B bR R B S AR S8, B i R0 T K B )
0.22um ot yE2S L U8 K . WRIEAE G 27525 U “Remington: The Science&Practice of
Pharmacy”, 21st ed., Lippincott Williams&Wilkins, (2005) =BT, w] Ee il H T8 5 10
TG . HIF RS WA ST Pk (I8 et A, H0ad LR T XA R (7. Tl
AREPUA R C M A G WHCE T B Jew i NFLIASS, a0, BoAA 858 v s som , #%
B ARVFHIF BT R, Wik B2 RS A 2 LR o AE— SR, AR B 4L S PR R T
FETES 5 o

[0389]  7E—SEifslH, A B HIF R AT HIF . ARE 7 R0 7 8RR TR AL R
I TERIER (A FRTEE) WeREs, £ 50 % R E

[0390]  JEiH “IH AT B AE 2 B R RIS N 2R 12 AL G4 . AT AN ) 3H
FRFANELHE, 9 4, BE 2, A, ] B0 2 e 25 B AR L SRR S5 M I o T ER UL A LAY
B, R AL FE M AR RERFLRE, FAR RS W vE Ry A BERE I L SE SR R R L R
WA RCALMYE A& ) B R S R AR RS

[0391]  “UETLRYH” 2 — ¥, K5 BHINEBE G, B3P ks b /20T b6 5
PRAFIN R A A2/ B B ASRR B Ve o IR T ORIV HE, (BRI BR T, BB R ILAH R 1Y)
PERE s R FE R AR S Z R 5 B = SR 5 B B Wi IR E: s 2 I &)
W = AR SO B, 000, H SRR AR BRI R ARORE I L R,
I B H B 5N I s 3R O & sPluronics™. s KA GY). B IEHE B 758,
{EAS R PR T, 12600 22 20 LB L 22 ZE W S 22 2 WA A FUE R . R SR ) 1
AFE, (HAR R T, 2 2GR ARG R 128, 16 A BERE A A B 2 oo lg . BEEE 1+
AAE HA R IR T, S 8 e i B RIS AL BP0 W LN 22 2B SRR 22 2R B . B
T2 T DL A B T BObE 71 o Bl I i A 04, (B R PR T, (L BLRE 22 2RI LB
B 5y e 22 2 AR o A0 H ARSI T, W R R R AR VR T DR

[0392] KRR ORAPFI LA “ VR T DR P 200R s 0 B P S 14k B 500 o IX SR R AR AR VR T IR
R WE TR AN A E TR E A I R A RS R R TR R F A FORE T B A
b2 Rd e M S e R

[0393]  {E— St , VR DRdon) (Uit ) S5A R MHIRIKIPT IL-6 Sk s+ /R
bbb 2202 10, 222045 50, 222045 100, 22 /0% 200 BL A2 /02 300, 7E 55— S HEHH , TR
P (Ui EERE ) S AR UIHIRII BT IL-6 itk IR AL 1.4 2.4 5.4 10,4
5024 100,24 200 3£ 300,

(03941  “EEZH ) il 7120 I K 4T U A i) TR At T A R ) i i) 2%, LM HTAR 73 e B 4
HilF . ARG S T4 H B EaET EEA (B2, fEAR K R E
L Y, R BEIE A TR KA 2

[0395] A H K “MEN” 2 2hse EnlHese iy (b ANge 2224 Hoos: ) B Tk
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i) o) 2% (AR RE SR, A B4 e B EE 2 5 o B — LU S b, BRI AL, (A R PR T
TR TS AR K (BWEL) pH Z2iayl (an, SRR Eh 22 Ml ) « Jo B AR 38 #h /K ChRAs
POV BRI 2 MV o E 53— S8, A R R Pl A0 4% SR A/ Bz iR K A R o

[0396]  7E— St fal o, A% & B ) SR 2 4 R, ARG A A B ) TL-6 $ifk, LA AE o8
PR 400 IR IRTIR B 38 58 T IR 257K 4 /NI, L BTl 25 KR — 2B AR Pk 70, o
221 90% R /DY 95% /b2 97 % R /b2 98 % B A /D 4 99 % I BTl Bt AR mT M 25 7K
W, 75— SR, AR B TR R T IS BTl I 3 AR/ SRIRTE L
HAFEAR KN 1L-6 Jrik, Fod e 25 K5 — 2R ik ol 5], Hoh 22 /b 25 90 %
202 95% R4 97 % R DY) 98% B A /4 99 % BT BT 2K A [l 7E 5
— S AR R BH SRR R ) SRR AR B TL-6 ik, o 22 90% 2 /b
2195% 5 /D21 97 % 5/ 2 98 % 5 F /D2 99 % (1) AT IR Pt Al ik B 2H BT IR S AR VAR T
JE ] NG 7K R

[0397]  7E—SKJtafa o, A% BH ) iR 2 4 il 5R), SLALRE A A BH I TL-6 Hiik, LA o8
PR 400 IR FRTIR B 38 58 T IR 257K 4 /NI, L rb Tl 25 KO — 2R Pk 70, S
221 90% R0 95% /b2 97 % R /b 98 % B A /D 4 99 % I BTl Bt AR mT M 24 7K
Rl 78 ) — ST o, AR A BH )R A R ) LR AR B ) TL-6 Hiik, Brid i)
20t 3 ARG /BRI, Horh ik 25 /K0 e — PR Tt il ), Horp 2025 90% . 2
D#y95% T DL 9T % D) 98 % B /D) 99 % K TR P AR T M2 A R R, AR —
SE it 5 AR B PR R R TSR, FEELRE A R B TL-6 Bk, b 22 /b 25 90 % 22 /b4
95% /D2y 97 % A /4 98 % B A /D4 99 % i TR BT A4 1ok B 4H Tt AR T 2
Al N Z A A R

[0398]  7E— S 9 A, AN & BH IR VR T T ) L S AR R B BT 1L-6 Biik 4y 1, 24
90%  F2 /D% 95%  F /DX 97 % /D) 98% B F /D4 99 % TR BURRAFAEL 40°C R 2
YL RLEDL 2 LB 3 RVEDA AR E Y5 REE DY 6 F E i B
VR HIF A R AE— S, Ak B R TS BLRE A R BB TL-6 Piiksr 7, I
g /b2 90% E /02 95% /b2 97 % L /b2 98 % A /D2 99 % K TR BRI AFEL
LOCTFEDAINH EDLA2DH EDASAH EDLNANH EDL 54 HEE DY
6 M H J 18 e B2 B R T R R

[0399]  7E— Sl 49, A% BH IR il 5 B 46 AR R BH BB TL-6 Bk oy 7, b 24
90% 22 /02195% /DA 9T% /04 98 % 5 F /2 99 % I TR LR AP (EL 5°C F 2 /b
AN HBLA2 A BPAINABVAANARPLASNH B4 6 NH. 2D
ATNHABLASAHHEDLAINH EZLA104MH Z20A 11 ADMHHEDA 124 H
Ji 1k A FTIR R H R A AE— SR b, AR B BT I A A R B BT 1L-6
Ptk 1, Hp 2 /02590% 2 /02 95% /D297 % B /b2 98 % B 2 /D2 99 % I BTk Bt
AL S C TR DA 1 FE R DA 2 F B 3 2/DA 4 FE /DA 5 Ff5E &
ZH BT IR 1R R [P o

[0400]  7E— Sl 49, A BH IR T i 500 B S A R B BT 1L-6 Bk gy 7, o 24
90%  F2/b2 95% 22 /D) 97% /02 98% B F /b4 99 % HI TR BUIREAFAEL 40°C T4
1202 JA 2 3 B2 4 Ji .2 5 JE k2 6 J o il ik S A iR vk T Rt Rl e, AR — S
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e, A% BT RS A R B I PT TL-6 Buik oy 1, Hh £/02490% . E /041 95% &
21 97% 202 98 % B DAY 99 % TR IAREAFELA 40C T A 1AM H A2 M H.Y
3SAAL AN H A5 A A 6 A A Ja ik B4 Pl kT 50k R

[0401]  7E— S5 b, AR BH IR 5 T 300 0 46 A R BRI 1L-6 itk o 7, Hh 204
90% 22 /0%1 95% B /D A 97 % 2 /D) 98 % B 22 /D4 99 % I T IR LA FAEL 5°C T4 1
M2 AP A4 AN AT ATHH AN A9
2010 ™M H 24 1A HB 12 A H GBS TR G T HRpE R, £ S2iEp 4, Ak
I R R T TR RS A R B T TL-6 Buik sy 1, Hh 202990 % /025 95% /02 97% .
Y1 98% B DA 99 % M PTRTUAMEAAAEL 5°C N | 4F. 4 2 5520 3 5 A 4 F i
5 4 Jig 18 ot EE A T A R R R

[0402]  {E— St , A% B A IR EE AL IR o LRy S A, AR R BH 1) EE 4 R A )
VI8 o AN SCHE IR R T ) 1 4 o

[0403] 75— SEifF] H , A S B IR B ZE VB R FE AR R IR TL-6 Pk, Hk T 5 ik
TRV ) o P AR TR o

[0404] {5 SEifF]  , A< S W AR B ZH B AA R F5 AR R R T TL-6 Pk, ok i v 19
TR TIFR BRIA BT o A8 FLAR S8 o, A S Y P B 2H 0 T R B 5 A i I Bt TL-6
PRI B L P T HOVBUAAR IO B 2 2 15 2 315 ) A 5 A 5 15 2 6 15 ) 7 1%
Y 85 2419 15 20 10 £5 240 15 152 20 5.2 30 154 40 £,

[0405] {5 SEifF]  , A< S B AR B ZH A iR AL F5 AR R I R T TL-6 Pk, Lk BRI 19
T R TRIFR BRA RE o A8 ARSI o, A S BT FR) B ZH V0T TR B 8 O A i I B TL-6
ORI L T T ORI FEAR L) 2 15 2 3 15 A A 15 A 5 15 240 6 15 4 7 1%
21 8 5219 F5 2 10 5.2 15 £i5. 20 20 £i5 2 30 5.2 40 £iF,

[0406] 75— St 31 7, A% W ) B AV A R AK PR il o A — FLAR S Ttfg o, A B
L ZH IR TR A ], Her KA R 281K

[0407] {5 St T, A% W 1) 2 20 ) 5 A TR T o

[0408] {5 SEiti 1] T, A A W ) B A i) 5 A A BT o

[0400] {5 SEJiti ] T, A% W Y B A T 50 A S0 R o A — SR o, A B R B 2 ol )
B A5 SR, A B A1 500 2 B e

[0410] 7R E SRt b, AR B B A HIR SRS (sl S B ) DT 3. 4E+5 il
Fi/ml IEARR 2 2 4w m BEPURL 2D T2 4. 0B+4 ki /ml I EAE N 4 210 v m FRIP0RL 2>
T4 4. 2B+3 ki /ml (I EAEA 10 2 20 um FIFORL 2D T2 5. 0E+2 JUkL /ml I EAE A 20
£ 30w m (PR D F ) 7. 5E+1 Uk /ml I E AR 30 A2 40 FIRURL > T4 9. 4 JiokL /ml
[FE#22 40 32 60 um [K5I0RE, FLRORE B4 T8 b J0k: V1000 52 o ARS8 SEHE ], A% & B
() L AR R AR K T 40 wm BUOK T 30 wm A9 AS AT R0 Tk

[0411]  TERF & SElfo) T, TERATA) 1 /N2 2 /NI V2 3 /NI 2 4 /NI L2 5 /NI 24 6
INIF VLT T /NI VT 8 NIE LY 9 /NI LY 12 /NI V2 15 /NI 2 18 /NI RS 24 /NN, AR
AR A U s (BRPE N BEdds) 2> T4 3. 4E+5 JikE /ml IJEAEN 2 & 4w m [0
Fi DTy 4. OB+4 OkE /ml FIEARA 4 2 10 wm (TR D> T4 4. 28+3 ki /ml KBS N
10 22 20 um FPR0RE L 2> T2 5. OE+2 ki /ml B4R 20 22 30 um 0K, 2> T4 7. 5E+1
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WKL /ml B B4R 30 2 40 Uk L D T4 9.4 ok /ml I EARA 40 £ 60 um [R0R, 3
IURL AR G ORE T RSO 72 o 7R R SR AR R B IR AR A FE R AR K T 40 b m
KT 30 1 m AN A ISR o

[oa12]  FE HARSCH, 29405, BEARRE T

[0413]  (a) JC R ¥ 1R 5, AL FE 100mg/ml Hi A 25mM 20 & IR 1. 6mM H & iR, pH {E N
6.0 ;

[0414]  (b) JCRVEARHIF, HALKE 100mg/ml HLAAF 25mM 212K, pH {E 4 6. 0 ;

[0415]  (c) LBy Al ), HALHE dmg/ml Pifg . 20mM FrAREL . 100mM NACL. 1. 5% H #&EL.
501 DTPA 1 0. 02% PS80, pH{H 4 6. 0 ;

[0416]  (d) Jo B ¥ A4 i) 571), H AL K5 100mg/ml $ 4 25mM 41 28 R\ 8 % ¥ T2 B 1 0. 02 %
PS80, pH{E 4 6.0 ;

[0417]  (e) TCWAAHIF, HALKE 20mg/ml Pifk. 10mM LR 2. 35% (w/v) B IR -HC1
F10.02% PS—80 (w/v) , pH{E A 6.0 ;

[o418] () T ARG, HALHE Smg/ml Hrik . LOmM 4745 BR B 2% v \NaCl (0. 15M) Flrt:
J5.80(0.02% ), pH{E 4 6.0 ;

[0419]  (g) Jo il v A il 571, He A 4% 100mg/ml HT A 10mM 4 2 R A1 150mM NaCl, pH {H A
6.0,

[0420]  7E—SEjlfol b, A% B ISRAE AR & BHIG BT TL-6 Buiktass . fE—sciif o, Ak
R IR 1A R B BT TL-6 FUIRI SRR o« 485 —SEREBI , AR B IRIBG 1B A &
BT 1L-6 FUIRIBIZER

(04211 {E—SEjifsl, A& IHIRIGEAEEL) 40°CF 2040 1 B 2048 2 i /04 3
Jil B A2 4 FRARE W . 7B SEHEE] AR B IFIE A AEL 40C TR R4 14 H
EHOH2ANAELASAAELA AN EDASANAREDL 6 A HRIRER.
— HARSIZ A, A B 0 50 A7 AE TR S s R R AR I

[0422]  {E—Sjlifsl, Ak BHIHIFIEEEL) 25°C R 204 1 B R0 2 i R4 3
JAE R DY) A4 R E R 15— SR, AR IR FAE L 26 C R RPN 1A 2
M2 ANHEDAIAAELA AN ELLA S PHREDL 6 HERER. £
FARSEHE ] 5 AR B IR R A7 E TS i 5 2% o2 AR e 1

[0423]  TE—SZifsl o, AR BHHIFIEFEL 5 C T RLHINMH RDZ 24 H 208
SMHEDLAANH EVASHPH EDLANH EDVATIH EDASNH E DY
INAEDA 10N B 1A ASREDL 124 FRRRGEM. £S5 d, A%
IFIFIEAFAEL) 5C R DA 1 FE B DA 2F DA SE BDL 4 FE DA 5FE 2D
Y6 4E EDA THEEDASEEDAIE FEDA 10 E EDA 11 FRE DL 12 4F 2
R g 1o AE— EARSHEB A B IR 500 s A7 AE TR T 5 2% PR AR 11

[0424]  {E—SZjifs] b, AR B HIFRIGEFAEL) 40°C N LY 1 .40 2 8.4 3 JRE4 4 2
R g 1o FE— LM, AR I HIFIEAAE L 40C A LM A A2 M H A3 H A4
NHL 5 A HEE) 6 A H R I 75— BARSHEG Hh, A BH IR 50 A7 A8 TS v 5 2
HEFRE 1

[0425]  {E—SZHtf] , A B HIFIEAEAEL) 25°C 2 1 2 2 JA.\ 40 3 Rl ER& 4 Ji
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FRE I o AE—SEH) T, AR RIS R 25 C T 1T AN A2 A 43D H 44
N5 A HE) 6 A H R 1o 75— FARSEH b, A A B IR 50 A7 72 TS v 5 48
HE R

[0426]  FE—SEjfiflrh, AR I HIFEFAAEL B CTA L AMH Y2 MH A3 NMH. A4
MAASANA AN AATNALSPTHLINHLI0MNA A 1L DASZ 124
HRARER » fE— ST, AR HIIHIFIEAFEL 5°C T LA 2 2 4F 2 34F 2 4 4F,
Y5 AF L) 6 AE VA TAE VY 8 AF V) 9 A 10 4F VA 1L AR R 12 4F R FRREI . fE—HAE
St 5 AR B T IR A7 A TR T S AR R AR 1

[0427] AR EHIRMLEFE AR BB 1L-6 HUARRIAR 2 15 FriR Pk ifis e ko] il g R 4
AR P < WA A PR R0 b 2244 T A R BEE DA, 5 HPSEC 2 1) €6 389k L 0 O BUS (SLS) (L
AR B LT Ao 68 (FTIR) [ = (CD) R FAMREEIAR RN 2 IR 22 /n I i A
AR/ BUANS G EH AN E, 5SS RN S SR L. B, 225 51500 fe 2
AVRTE —T0°CHIZ % Frdite i, HAFE 1omM HZ 8 (pH6. 0) Wi 10mg/ml ZHEHilk (AU
ik K H B ) (i in, (B PR T, 435 1604 A (X IR Fe IR i1k, H B4 2 2441
N- BEEF - R W B, TR0 B A A 5k R oK 1) N- SRR A A REAE S A ), A= IR
A4S 75mMNaCl 4 %6 g e, 1 rh 2225 578 ik HPSEC A A b il /s B (i dn, = 97 %
FITHAR ) o ERE & S, 225 1500 5 R AR e M B ISRIAR [ 5 2525 500 78 R D AR e
TR AT BEORATVRRAE —T0°C LARAF S HR KR AR AS o a0, T VRS AT i 477 40°C
FRIEIFI R TL-6 Prik s G iE IR R S PR IR R e S5 AFAE -T0°CTR 30 KI¥HIFAH
Ao ALFEPUIA CREEHUAR IR B MR S A e M mT I8 & i e 5 22 A A o1, 4
ELTSA ( B IBE S e W Bl s ) AASE FH 43 S B 20 1 IR SO S e e v bk, R RGBT il
I RS P AT B S B T 00 B A D) Re R A R B A T, 400, TN e S i
JI RS ADCC 35 T AR P VS FEAE FH 7R 4h CDC 5 1 SRS | 40 e 38 TE R A0 25

[0428]  7E—SZifs) A, A< B A0S Ak BH BT TL-6 Hidk, Pk Bk IL-6 4547
MBS ZHRR TL-6 5N 2D 50% .20 60% . 2/070% .20 80%  £/090% . &
b 95% u A > 99%, HrP TR RIFMEAFAEL 40°C FEDL 1 B4 2 JH B4 3
BB /DL AT RS, AR B IR IR R AR BB 1L-6 Buik, ik PRy [L-6
SR NS PR 1L-6 Z5 53820 50% . 20 60% . £/ 70% . 22/ 80% . £/
90% 22 /b 95% B 2 /b 99%, Hh IR HIFIEFAELN 10°C R RADL I DM H 2L 24 H,
B2HAIANARLHANH BDOL 5 NHERDA 6 ANH . 15— BARSif b, Ak 8
(R I ATAE PR E S 2 b o 78— FARSEE)  , A B 50 s B K AR 3
WA R ISP TL-6 Hiik.

[0420]  7E—SEifs) A< B ) AL S Ak BT TL-6 Hudk, Pk Bk 1L-6 4547
YRS B BRI TL-6 g5 A5 3E T2/ 50% . 2 /0 60% . 2 /0 70% . 22/0 80% . 2270 90% . &
D 95% akE > 99%, HrP TR RIFMEAFAEL 25°C FEDL 1 0% 2 JH B4 3
BB /DL) AT E— SR, AR B RIGR R AR IR TL-6 Buik, Prik Py [L-6
SR NS PUAN 1L-6 £ 5 3E MR/ 50% .20 60% . £/ 70% . 22/ 80% . /b
90% 2 /b 95% B 2 /b 99 %, P IR IR IFIEAFAEL) 25°C R RDL 1 M RDZ 2 4 H
B2HAIANA RO ANH RDLA 5 NHERDLA 6 N H B BARSHEH T, A%
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(R SR A7 A PSS s T o 78— B S A B i) 50 B 48 B SR AR N o 2
WA R BB TL-6 Pifk

[0430]  7E—SEjifs) A BH I AL 6 A A BRI BT TL-6 Buik, Pk Bk IL-6 4557
YA ZEHERR IL-6 53RN ED50% . 20 60% . 2/ 70% .2 /0 80% . 270 90% .
/0 95% i F /> 99% , HA TR HIFIEFEL 5CFERDA 1 MABRDA 24N 2DY
SAMHEDAANAELASNA VA6 M EDATANH ELA8ANH. 20
IMH 2L 10N H 204 11 AMHBERADL 1240 He 7852, A% B 1 il 57
A BT TL-6 Huik, JrilHiikr) 1L-6 455058 S iR 1L-6 g6 HEr 20
50% %0 60% 2> 70%  F 0 80% . & /b 90 % £ /D 95% B A 2 99 %, Horh B IR 5 i
{FEL 5°C R RDY L 4E RV 2 4 R /DY) 3 R/DY A 4E R/ 5 4 /DY) 6 4F,
RATIERDLSE RDA 9 F RO 10F,. 20Y 11 FHE DL 129, fE—H
PRSI b, A BH R SR EL R B R I R Y 2 S A R B BT TL-6 Hifk.

[0431]  7E—SZifs) A< B I il 46 A< BRIV BT TL-6 Budk, Pk Bk IL-6 45457
YRS HUR TL-6 g5 3G T2 /0 50% . 20 60% . 2/0 70% . 2/0 80% . 2270 90% . &
/> 95% B A/ 99 % , Hoh BT iR I EAE L 40°C ) L R 2 VA 3 sy 4 . 46—
S, A% & B 50 ARG AS & BT TL-6 Pk, ATl Fifkny 1L-6 45 4351 h % hiik
1) TL-6 255 iE 220 50 % 2220 60 % 220 70% . 2220 80% . 2270 90 % . /b 95 % B &2
b 99% I ZZ PRI IL-6 &5 GG 1, P PR dilRIE A2 40C T A 1 M H A 2 4D H.
A3NHAANH A5 ANHEE 6 A~Ho 75— B ARSI, A% B 657 B 55 B A 8
KRN 2 A & BT TL-6 Bk

[0432] 75— St b, A% B RS A R B IS TL-6 Bk, FridHiiA 1L-6 45695
YE NS DR TL-6 S5 539G TE 20 50% . 270 60% . 20 T0% . £ /080% . £/ 90% . &
/> 95% B A/ 99 % , Hih iR G AEAE L 25°C R4 1 JR 29 2 A 3 sy 4 . 46—
SR, A & B R 3R AL RS AS & B KT TL-6 Pk, ATl iRy 1L-6 45 4951 h % Hiik
1) TL-6 25 A iE 22D 50 % . 220 60 % 220 70% 2220 80% . 2270 90 % . /D 95 % B &2
b 99%, Horb TR HIFIEFEL 255 CTFA TN H A2 MR A3 NMALAMA L5 H
B2y 6 M H o A8 HARSHA] o, A% B IS 550 A0S B G IR N -3 ) AR e B e
IL-6 Hifk.,

[0433]  7E—SEifd] A< B RS A A BB TL-6 HLik, Prid Bk IL-6 45575
YA S EHUAR 1L-6 45 5 iaTER 20 50% 20 60% . 20 70% . 22 /0 80% £ /0 90% &
b 95% sk 2/ 99%, i BTk KA AL SCTA LM H A2 MA L3 ANH L4144
H A5 MH A6 MHATAMHASHHAHLINALI0MNA A ILADHSHL 120 H,
TE— SR 5 A BH ) il 570) 60 46 A BH KBt TL-6 s, Bk ik 1L-6 45 & A 2%
FUAKI) IL-6 G5 VG T 20 50% .57 60% 2 /0 70% 5 /b 80% . 22/ 90% . & /1> 95%
LA/ 99% B H PR IL-6 &G ia T, Hrh il §IFE/A e 5C T4 L4E 4 2 4. 2
SHEAAFEASFELACFEATEASELIFELI0FE L 1 FHL 124, f£—H
PRSI A% % B I I A7 A0 TR S s v o 78— BLAR SRt 5 AR BH 1) il 57 A 46 B
AR RPN A R B P IL-6 Piik.

[0434]  7E—SEHifa) o, A% S W IR IR0 HG A R B BT TL-6 HiA, I Bk Ho A7 il 551 it
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MFEA0C T RD2 1 . 2% 2 i 202y 3 e /b2y 4 R, 3 TL-6 &5 G 9E 2k
F2EL0%EL 0% FL 0% EL 20% . FL 0% . EL5%KEL 1%. £ L
Hh AR BH IR AL S A R B IR T TL-6 Pik, b BriR TR /e $lFME A7 4E 40°C R 24 1
M BEDA2NAEDAINDAEDLL AN EDL 5 A HEE D% 6 A HE, H
IL-6 A5 TEHI R R Z 50% .22 10%. 22 30% . 2% 20% .22 10% . 22 5% L%
1% o fE—BARSE] b, A B B B AP AE T 7S v S 28 o 78— ARSI, 4% % B
YR L HE B A R AR Y 23 I A & B BT TL-6 Pifk. AR SCH TR IARTE“ 227 I
“AE” A MRS X

[0435]  E—SEHida) o, A% S B AR IR0 HG A R B KT TL-6 HiAA, o Bk oA 1 il 351 it
MFIEA0C T R/DZ 1 . 20 2 ] 202y 3 ez /b2y 4 IR, 3 TL-6 &5 G aE 2k
F2EL50% EL 0% FL 0% L 20% . FL 0% . EL5%KEL 1%. £ Liif
Hh 2 R BH IR SRR AR A B T TL-6 Hik, Hrh BT iR PR Efil FIE /742 40C R 204 1
MHBEDA2NH EDAI DA EDL AN EDY 5 A HEE 0% 6 A HIE, H
IL-6 55 TEHIM R R Z 50% .22 10%. 22 30% . 2% 20% .22 10% . 22 5% L%
1% o fE—BARSLE b, A B BB A7 AR T 78 v e S 28 o 76— BRSS9, 4% B4
1) TR B R B A ZE R IR R P P S I AR R BH I BT TL-6 Pifk.

[0436]  7E—SEifa) o, A% S B IRl SRS G A< R B )0 TL-6 HidA, o Bk B 78 il 1) it
FLE25C R RDL 1 . 2% 2 B 2 /02y 3 e Z /D% 4 FIEA, 2 TL-6 &5 G 9E ik
2L0%EL V% 2L 0% 2L 0% 22 0% . 2L 5%KEL 1%, £ LHEW
o AR R B R R RS HE AR BT TL-6 Bk, Horp Brid Sria e /7 45 25°C R 204 1
MNH BV 2NAEDAINAEDL AN DL 5 A HlkF 0% 6 4 FH AN, H
IL-6 £ GiE AR Z 50% 22 0% 22 30% 2% 20% . 2% 10% . 22 5% HEZ
1% o 15— B AR 1 , A< A BH R )50 i A7 E TSy S e o 78— BARSE ] 5 A< B
(1) HUFR B R B A B I PR P S B A R BH I BT TL-6 Pifak.

[0437]  7E—SEHiAs) o, A S B IR sl SR 6 A< R B 9T TL-6 LA, o Bk B R 78 il 551 it
FESCTFRLAINAZLA2MH . 2PA3NH 2LA 440 H. 204540 H. 20
A6 MMABLATAHAEBPLASNTHZLAINAERLA10MA 2P0 114 8K
/Y12 A, H IL-6 55 EHI A ELZ 50% . 22 40% 2% 30% 2% 20% . &
Z10% BRZ NP ZL 1% . {E—SLHfl, A B Bl A48 AR % BH 9T 1L-6 Pifh, H
HHRTIRPUARLE FIFEAFAE 5C R RV 1 2 /DY) 2 . . 2 /DL 3 BDA 4 F .2/
SR/ 6 FE RN TR DL 8IE R 9E R DY 10 4F B DY 1 FER R D
)12 0), HIL-6 S5 5VEMEMAREL 0% 22 0% 2L 0% 22 20% . 2% 10%.
RESUMEE 1% (B HARSIHG] A< B ()60 A0 B e i 4 e 2 I i Ak
FHEIPL IL-6 Hifk.

[0438]  7E—SEiAe) o, A S B AR sl SR 6 A< R B )T TL-6 LA, o Bk B 78 il 1) it
1EAEA0°C N 1 JA. 20 2 JH. 2 3 a2y 4 IR, H TL-6 56 WmMEMRAR 2 50% .. 22
0% BZ30% 2% 20% . 2% 10% . 2L 5%WMEL 1%, 1E—Shiflrh, 2<% B 65
AFEA R BT TL-6 ik, K Prid SiiafEdiREFE 40°C T A 1 M H A2 H 434
H 2344 .20 5 A H k% 6 A, H IL-6 53k 2 £ 50% . 22 40% .. 2%
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30% B 20% EL 0% EL5%WMEZL 1% . 16— BARSZHF b, 25 B 1 #5045 B
A IER R P I A R BB TL-6 Pifk.

[0430]  7E—SEids rh, A i BH IR sl 35040 46 A< BH BT TL-6 Bk, b Bk B R 78 il 551 it
{FE 25°C N 1 B 2 2 Ji. 29 3 B 4 AN, 1 1L-6 85 57 Ik £ 50% . 2%
0% B 30% 2% 20% 2% 10% . BL 5%WMEL 1%, 16— L), 4<% B 7
AFEA R BT IL-6 ik, K PridSiiafEdREEE 25 C A 1 M H A2 H 434
H A A H. 45 4 HBE) 6 A AL, H IL-6 455 HMAR L 50%. 22 0% . 2%
30% B 20% B 0% BL5UMEL 1% . 16— BARSZHR b, 245 B 5 #5645 B
A REK B P A R BB L6 Bk

[0440]  7E—SEHifa) o, A% W AR RS A R B BT TL-6 HiAA, I Bk o A1 il 551 it
TFESCTIFALNH A2 A LA HASANAH A6 NH AT H L8
H\Z9MH 10 MH 29 11 AHBEG 12 4> IR, 5 TL-6 8622 50% . &2
Z A% BL 0% 2L 20% 2L 10% 2L 5% WEL 1% £ SLHlif, A& B (1)
FEFEA K H P IL-6 Pk, KA Frid PUATEHIFIEAAAE 5°C N 1 44 2 45 4 3 4F,
YI4FE A S5E L 6E L TE A SELIFE L 104FE L 11 Fky 12 F 48], H 1L-6
GETEMRAEL 0% . 2L 0% 2L 0% 2L 20% .22 10% . 2L 5%HEL 1%,
TE— ELARSE ] b, A0 B I R A7 A0 TR S A b o 75— BRI v, Ak B 1 il 571
ALHE AT SE R AR P P2 BRI A & BRI BT TL-6 Pk

[0441]  {E—SZHif] . A% B R EL G AR R BB TL-6 Pk, A7 AEL 40°C T 204
1 E/0% 2 &Y 3 e E /0% 4 L @Rk HPSEC e Kb b F 1% b F 2% b F
3% DT 4% DT 5% DT 7% BT 10% TR BUARTE B Gk . 75— Sl h, A%
BH (A 50 L5 A 2 BH T TL-6 BUik, i EZ A0 C R 2L 1 ANH B4 2 H 204
SAHEDLAANH 2L 5 NHBEDL 6 4 H, Bl HPSEC g b T 1% b F
2% /0T 3% DF 4% D F 5% DT 7% T 10% TR BUAIE R A k. fE—HAK
SR, 2 S B R B A7 A TS VST g b o 28— BRSS9 A, A< % B 0 30 55 B
JER PR N 23 BB AR R BH R $T TL-6 Pifk

[0442]  {E—SZjifs] b, A% R B IR EL AR AR Rk BRI BT TL-6 P, A7 AEL) 25°C F 204
VL Z2DZ 2 B B2 3 B s e b2 4 ], Bl HPSEC Il E Hp /b F 1% DT 2% b F
3% F 4% DT 5% T T% 8T 10% TR PRI 3 Gk . A8 —SEiflH, Ak
BRI AL RE AR B BT TL-6 BUiAR, fEAFAEL 25 C 2D A 1L AN 20K 24N H 204
SMNABRDA AN BDL 5 A H kB 6 A H, it HPSEC e b+ 1% bF
2% /0T 3% DT 4% > F 5% DT T% T 10% TR BUATE R A k. fE—HAK
SR, 2 B I B A A TS VST e b o A8 — BRSS9 Fh, A< % B IR ) 55 B
JER PR N 23 BB AR R BH I HT TL-6 Piik

[0443]  7E—SEJtf] H, A B IR AR R IO BL IL-6 Bk, P AEL) 5°C T 2 /b 4
I DMHEDA2ANAEDVPASIAHAEDLAANAEDLASANHAEDLA6NH. . 2OY
TANHELASANAH ELAINH ELH 10 MH EDAILADNHASBEDSLA 1240H,18
i HPSEC M E Hrh /b T 1% DT 2% b T 3% b T 4% D T 5% b T 7% 80 T 10% 11
FTRTUARTE R G . A5 — STt oh , A BTl RS A R B B9 PT TL-6 PiAk, /7 EL)
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SCIREDAVEBDA 2 DA SEFDAAEFDASEBDAEZDAT
SEVRDA BN 9 E R0 FE B DL 1L F B FE DL 12 5, @ T HPSEC I 2
HhbF 1% DT 2% T 3% DT 4% DF 5% DT 7% 8T 10 % TR BT IR TE B
TR E— BRI, AR I A7 e TR S s b o B — BRseiifl, Ak
HH ) I 5 A ZE K R P 2 S A R AR B 9T 116 Bk

[0444] 75— St b, A% % BH A R0 EL RG4S BRI BT TL-6 BUAA, (7 AE 20 40°C 49 1 .
292 Ji. 29 3 ek 4 J, it HPSEC Mg H P/ T 1% b T 2% b T 3% b T 4% b T
5% /0T T% 8T 10 % T IRPUATE I8 G 7K . 76— S b, A% BH (1) 1 )6 46 AR %
W03 TL-6 ik, AL 0 CTAH 1ML 2 DMH A3 H A 4DNH L5 H 8
Zre A H, il HPSECTlEHh b F 1% b F 2% > F 3% b F 4% D F 5% D F 7%k
DT 10 % BT IR PUIATE SR A 1 o 75— BLARSE ] v, A B IR R0 i A7 A2 TR S A o o
FE— FARSE ], A B R B8 HL AT ZE 0 R N 23 BRI A R BRI T 1L-6 Piik
[0445]  FE—Sjlds b, AR & BH ) HFR) B RE AR e BH IR PT TL-6 BUid, i /7 AEL) 25°C R 40 1 A
292 Ji. 29 3 ek 4 J, it HPSEC Mg Hrp /b T 1% b T 2% b T 3% b T 4% b T
5% /0T T% 8T 10 % T IRPUIATE I G 7K. 76— S b, A% BH (9 1 A 46 AR %
BB TL-6 B, FEL 55 CTA 1 MH A2 MHASAHH L4 H L5 H 8
Zre A H, il HPSECTE Hdp /b F 1% b+ 2% > F 3% b T 4% b F 5% D F 7%k
DT 10% B TR PUIATE SR A o 75— BLARSEHE B, A8 B I il R0 i A7 A2 TR S 2 o
FE— FARSE B A, A% % B 0 550 A 46 A ZE K 0 Rk 2 3 BRI A R B 9T 116 Pifk.
[0446] 75— SKJtifs rhr, A% % BH I R0 HE AR R BBt TL-6 Pk, iFEL 5 C R4 1A
HA2AMAA3AALANAASPH A6 M ATDIALSNALINHY
10 AN A2 1A 804 12 A H, i HPSEC Wz b b F 1% b F 2% b F 3% b F
1% >F 5% F T% U T 10 % T IR B IE U & . 76— SRt b, Ak B It il 551
BFEA K AT 1L-6 UK, EAFAEL 5°C R LA 2 A 3FE N 4 A5 E L 64,
Z)THE A8 A9 LA 10 4 11 B 12 4, @i HPSEC g b F 1% b F
2% 0F 3% T 4% DT 5% DF T%E T 10% AT PUATE BUGRA R, E— AR
SEH R, A BRI B A A PR S VRS e b o A8 — BARSZE] Ah, A< % B 0 30 35 B
JER R N 2 3 ) AR R BH R $ TL-6 Ptk

[0447]  {E—SEHf] , A% R B R EL G AR R BB TL-6 P, A7 AEL 40°C T 204
1 JE 22 i 20 3 ez /bY 4 J, it RP-HPLC 8% SEC il Hp /b F 1% /0T
2% b F 3% 0T 4% T 5% T 1% B80T 10 % I FTIAPLIART R . fE— Sk,
AR B R I RS A R B 3T TL-6 ik, fAFAEL 40 C FEDA 1 MH BDLH 2 40H.
L INHBDLA AN BDL 5 A A 8 E DY 6 A H L ik RP-HPLC 5] SEC il 5z H
HAF 1% DF 2% D F 3% DT 4% D F 5% b T%E AT 10 % I TR BT AW R
TE— ELAR S b, A B I R i A7 AE TR S 38 b o 70— BARSIHAs) h , A% BH 1) il 57
A5G HA KR 2 = B ACR B $T 11.-6 Bk

[0448]  TE—SZiifl T, A% BH IR AL AR ARk BRI BT [L-6 P, A7 AEL) 25°C F 208
L 2% 2 i 20y 3 ez /b2 4 J, il RP-HPLC 8k SEC il g Hp b+ 1% /b
2% b F 3% 0T 4% D F 5% T 1% E8UD T 10% M BTIA PRI . E—SZHE R,
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A BRI AL S A R BT IL-6 PiAk, AP e 26 C R RDA 1A H 208 240 H.
2L INHABDAANH B2OA5AH BiR DA 6 A4 H, il RP-HPLC 8Y SEC Il & H:
HAF 1% bF 2% b F 3% DT 4% DT 5% DT T%EUD T 10 % R FTRBUARKIZL
TE— FLAR S, A9 BRI R i A7 AE TR S 2% P o 78— BARSI ), AR % BH 1) il 57
ALHE A SE KR P 23 B AR BB 1L-6 Piik.
[0449] 75— St o, A% B R EL AR A R B IIPT TL-6 Huik, /P 5 C R R4 1
MNABDL2NABOAIAA B AANH BDOLNSAH B 6 NH EDLT
MNHBDA SN H BLLIANH B 104N 2L 11 MHBE DA 124 H, it
RP-HPLC B, SEC 2 HA/bF 1% >F 2% DF 3% b F 4% b F 5% b F 7% 80 F
10% W Tk LA R . 76— S b, A% % BH ) )AL 48 A & BBt TL-6 Bk, 7 7E L)
5CTFRDL1FERDA 24 R/ 3F BDL 4 2 /DY) 54 %M@ 6 F. 2 /DY
THEVEDA BE EDL 9 F DL 10 .2 DY 1 B E DY 12 4, il RP-HPLC 5
SEC M Kb T 1% DT 2% A>T 3% DT 4% A>T 5% DT 7% 8D T 10 % KTk
PUARWI R . 7E— ARSI, AR B B HIF A7 E Pe v 2 P o 76— BARSEHE ], A
R BH SR B4 AR S K R N S B A R BT TL-6 Pifk.
[0450]  {F—SEjifs] 7, ZIKEHEEG%J?‘J@?EZIKEHEEG# IL-6 HUik, A7 /EL1 40°C R 40 1 .
2y 2 J5. 4 3 R a4 J8, Bk RP-HPLC 5 SEC Mg b+ 1% D F 2% b F 3% b F
4% /> F 5% DT 7/,&//'\% L0% W TR Bk & o 76— SEHife] 4, A< B il A 6% A
REAIHL IL-6 Jiig, A F L A0CTALMH A2 MH A3 H A4 H L5 HER
256 A~ H, @it RP-HPLC 8% SEC Ml A /bF 1% T 2% > F 3% b T 4% /b F 5%.
DT 7% T 10% PR BURNET R . 75— ELAR SR ] , A% 5 BH ) 50 A7 A5 T 7E v 5
Ao AE— HARSEHE ], A B R R BB HL AT A A 2 3 A R A R B T TL-6 BT
s
[0451]  7E—SEjfs) s ZIKEHEEI@%J?‘JE%ZIKEHEE@#IL 6 PUiA, A7 IEL) 25°C R4 1 1]
2y 2 J5. 4 3 JE ek 4 ], Bk RP-HPLC 5 SEC Mg Hh b+ 1% D F 2% b F 3% b F
4%/ 0>F 5% T 7/3&//'\% 10% W Tk Bk & o 76— SEHife] 4, A< B I il A 4% A
REAIHL IL-6 JiAk, A FEL 255 C TFTA LM H A2 NMH A3 A A4 H L5 HEL
256 >, Bt RP-HPLC 5 SEC JlZ2 Hh DT 1% D F 2% b F 3% 0T 4% DT 5%.
DT 1% BT 10% RIBFTIRBUARET R . 76— FLARSEe) o, A% A B IR R0t A7 78 T80 S
Ao 7E— HARSE ] b, A B R B B A R N 2 3 S B AR % B )T TL-6 it
.
[0452]  {E—Sitafsl v, A% BH IR ELHE A R B BT TL-6 Pk, iEFEL 5C R4 1 A
H 244310, 2’34/\)% Q’J5/\FJ L6 MNHATAHNAABANAAINHA10
ANAL LA BB 124 B, i RP-HPLC gk SEC g Hh b+ 1% b+ 2% /D F 3%.
DT 4% DT 5% DT 7/3&//'\% 10 % W Tk Bkl o 75— STtifg) b, A< % B ISy il )
FEA R BIPL IL-6 PUik, fBEAFAEL 5°CRLY 1 4F 4 2 4F 4 3 4F (Y 4 4. 4 5 4F . 4 6 4F,
YITAE 2 8AFE A 9 4FE 2 10 4F 4 11 4F B4 12 4F, i ik RP-HPLC B SEC il 2 Hop /b F
1% 0T 2% b F 3% DT 4% T 5% DT 7% 800 T 10% M Tk bk, £—H
PRSI A v, A% BH B U5 i A7 AE PR v S 3 v o 76— BARSEHE ] 5 AR & B 1 il 500 4 B
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A IER R P B A R BT 116 Pifk.

[0453]  FE—SEjfiflrh, AR B HIFIEAFAEL 40°C TR ADZ 1 JH 202y 2 {2024 3
JaE b2y 4 J, JE H A B e PR SRR TS RO B o 7R S, AR B IS 5
EAFEEL A0C T ELA 1L NH BV A2NH 2O A 3N A BZPA4NH 204540 H
Bi /b2y 6 AN H, 18 B AR S 8 Tk R B RO B . 75— BARSEHR T, A% B
HF AT AE T TR ST 2% T o 76— B ARSI v, A B P ol 300 E 1 EL A K ) Py 2 2 14
AR BT TL-6 Pk

[0454]  {E—Sjlifolh, AR BHIHIFIEAEIEL) 26°C R 2040 1 B R0 2 i /b4 3
Jalg g /b2y 4 ], Ji e H AR B E B SR iE RO B o 7R SR, AR B I 5D
EAFEL 25 C T RPDA 1L NMH BV A 2N BOA3ANABPAANA 2P A 54 H
B2 6 AN, Tk H AR B A E Bk fRR S EOC B o A5 — ARSI, AR B )
T i A7 AE TR AR S o 75— BARSE ] 5 A< B B 500 B 4 B A S 1) A P 2 3
(A & B PT TL-6 Pifk.

[0455]  {E—SZjifs] T, AR B HIFRIEFIEL 5 C FRDN I A B2 H 208
SMAELAANAELASNHH BZLANH ELATHIH ELA SN EDY
9N BDL 10 MNH 2L 11 ADHEER DL 124 H, il i B RS A e Bl 552 i
BOCEN . fE—SLHEH T, AR HRHIRIGEFEEL 5 C NRDL 1 BDY 247 202 3
EVRDL A FE BN SERDL 6 F DA TE RS E R DL 9 E Y10
ELRDL 1 R 124, IS B AR A E PR dIF RS ROC B . 7E— BRI
I eh, A% R B R R A7 A PR 5 A o A8 — ARSI b, AR B I R A 5 2T e K
(R4 PN 2 3 S R AR R BH R 90 TL-6 PifA

[0456]  {E—SZiif] T, AR B HIFIGEFAEL) 40°C R4 1 29 2 ] 29 3 JE &y 4 J, i
ik A B TR SRR B RO R . AR S, AR B B HI A AELY 40°C TR 4
IMHA2ANMAA3NALANAL S5 DA 6 A H it B PR A 2 B i 5]
SETEWOCEI o 7R — ARSI E] T, A I R H ) A7 AR s S A o 75— BAR St ]
Hh AR BH ) SR AL A B AR P 2 3 B A R B BT 116 Bk

[0457]  7E—SEHEfol b, AR B HIFRIEAFEL) 26°C R A 1 {20 2 Ji. 29 3 A B 4 4,
I H A i TR SRS ROC B . FE— S Ak B IR B AFAEL) 25°C R
AIANMAL2MHAIDAH A AN A5 ADHEL 6 D H, Wi B e Bk 6l
FETE RO R o A8 — H ARSI b, A IR A7 AL P e v S # T o A8 — HAR St
b, A BH U5 AL B R IR Y S T AR R BT TL-6 Hifk.

[0458]  7E—SEHtfs h, AR EIFIEAEL S CTFA I NMH A2 MH A3 MH 44
MHASANHANMHATNIHANTHAINHA10MH L 1L ADHEG 124
H, B B AR A 2 TR FIF R E R . fE— 2l 4, AR B HIFIGEFEL 5°C
TATE L 2FELAIFELIFENSELN6FELATELSELIFELNI0FEL 11
SEEEY 12 4F, 18 ik B RS A 6 e BT R SR WOC B . 7E— BARSTHE S . Ak B
S AFAE PR S A o 75— ARSI T, A< B () ) 50) A AT S R A Y 2 2 S )
AL IL-6 HLik.

[0459] 75 SETtAG o, A% B R R i A7 o AR R DG IR 2R A R M, s iR Bl 4°C TR I RE
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KR CEeam, BARER T LR AH 6 H L2 43 4805 4F ) simiiin 38 CH
42°C KR (Een, BARB T 1IA2A3 A0 2MH 3 MNHE6 M) . 18
R 2 S P, 2 IR SRR R A (CBFE, (HAN R R T I8 10% Bk 20 % <8Ik
30 % B ik 40 % B RIS 50 % B 60 % (B RTIA 70% B 80 % (B RIS 90% B
1 100% ) R ER TS N BB AFAE R i, oA A7 G YRR G M R AR . AR B
IR R AR B B ETRIRIE L0 20°C, MR E R 10% 2 60%, JFZEE1E
HET . BIHL, B N2 2°C A 8°C, AR /N T 10%, BN “4CT” B “5C7, IHEN
21 23°CH 27TC, HAEE L) 60%, GeHR A “23°C7 iR ENZ 38°CE 42°C, FHXHEE A
75%, GiFRA “40°C 7y AE— HARSEHEB Ak BRI i A7 AE TR v S g o

[0460]  TEAF & SEHlids) , i A7AE AC R 2D — A HIGE, AR HPHIFIEFE (BUER B4k
YLEk ) /D T2 3. 4B+5 ki /ml [ EAE N 2 2 4 um 0K D T4 4. 0B+4 Fiks /ml (¥ H4%
4 % 10w m TR D T2 4. 2B+3 BORE /ml (A4 10 28 20 um (150K 2D T2 5. OE+2
Wk /ml B EAEA 20 ~ 30 wm FR0RE A>T 7. 5B+1 FORL /ml (AR 30 32 40 1 m 15
Fi > T209. 4 Bk /ml B EAR A 40 260 wom FRIPURE, JLE0RE A% 3 ok v B E . £F
R 52 SR R, AR B AR IRV FE R A2 KT 40 wm KT 30 um (AN TAS ISR . 7
— BLRS A, AR B BB AR A TR v SR

[o461]  FI Tz SREEAEHIFE RSN / B8R BB IGR (o, AR ISR ) T2 e ) 2R
AR RIS / BRI 2 5 AR AR U 2 AN, Pk 7 A B 4E, B IR T, 4R
HEBH (895 (SEC) « m AR HEBR (2,38 (HPSEC) BRI (SLS) {3 HLIM- AR He 21 413 e 4
(FTIR) @ — Pk (CD) JRFMERA MW ORIR T i EHGEN 1- KL -8- %
WML (ANS) A RS S HAR. B, ARRHEBL 1%y (SEC) AI 3 T4 F K/NEEAT 4 5 4%
T WAy FAEIH R T A EMARIIAE, KT (REMR) BAENTT (k) 2
AYENG . 23— IR 280nm (¥R AN I, FRUCEE ] Tk — P 5 . R VA (L A
W T SEC 2081 (HP-SEC) »  HAK[¥) SEC J5EAE LR 4 4 “sEpa i) ” (=1 k4. w]
TEHE, AT A A3 B IR L (AUC) o AUC 2 IEAZ A, L e v R A it Hh K 2 IO P 2R 4K
(Svedberg, S 11T ) o WIIF] SEC, AUC BEME 73 & FFAS I 2 R b I d 4k v B / SR &1, IR
B DR IR ME B o w500 A 2 1 SR AR I W E o A P R R R U R I RORE o)
A7 BCIE A P R T PR e R SRR A o R R R 1 R R A, VR D Bk U, HLERL
PRI S A RN A FRAR . SO, FERE IR P B T AR I B H vk (PAGE) 8RB 41 I
HLYK (CGE) W LA R RAEAS A B i3 o P AR B v B SR AR A/ B 2R

[0462]  {E— St , AR B IR A T H AMeR 245 o A0 — St b, A B I i) 2
SRR AE ELAR S B] 5 A% & BH ) H05005E A T ek LA P S SR P S S P B P L HE P O
WA BZ 2RI AR B L A B R VR R I T VBT (1 Ik W R 1
A P RS 4/ R A P S A . AE— SR TR, AR R B R A TR K B R EUULA
o2y, fE— HARSZHEG] . AR BRI RS A R BT TL-6 Hik, A Ak s H F 5
YRS A HARSEHEG] A, AR BRI S A R BT 1L-6 Pk, Hodr ik s A
FR KR B o AE— HARSERE B, AR B IR A7 A TR i B o #E— RSt , A&
R IR AL G B R R P 2 BA I A R B PT TL-6 Hifk.

[0463]  7E— S jlifg) b, A< BH IR ol 0 T ik g 24, b il R AL 46 29 1mg/ml 2244
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60mg/ml %] Img/ml £ 4J 50mg/ml. 2y Img/ml £ %] 40mg/ml. 2] 10mg/ml 2 2 60mg/ml . £
10mg/ml 2% 50mg/ml. %] 10mg/ml £ 4] 40mg/ml %) 20mg/ml £ 4] 60mg/ml %) 20mg/ml &
#1 50mg/ml %] 20mg/ml %) 40mg/ml %) 30mg/ml 2% 60mg/ml %] 30mg/ml £ %] 50mg/ml
B2 30mg/ml 2% 40mg/ml (KA BB TL-6 Hifk . 75— HARSTAG]H, A8 BH 1) il 57 £
15 HA A KA N A R B T TL-6 Hiik,

[0464]  7F— St 5] T, A BH BRI 550 FH T # 2 JBT 1) BR P 25 24, b BT D ) AL R 2
0.01g/ml £ 50g/ml. %] 0. 05g/ml FZ] 45mg/ml £ 0. 1g/ml £ 30g/ml. £ 0. 15g/ml £
2] 25g/ml £ 0. 2g/ml B£Z) 20g/ml 4] 0. 25g/ml F £ 17. 5g/ml#) 0. 5g/ml £ 4 15g/ml .
29 0. 75g/ml £y 12. 5¢/ml 4 0. 6g/ml %) 10g/ml 2 1. 0g/ml £ 8g/ml %y 1. 25g/ml
Y 7.5g/ml Bl 1. 5g/ml 4y 6g/ml FIAK P IL-6 Hrik. fE— HARSHE+, Ak
P ) ) ) 5 LA S R AR N 3 I AN R W T TL-6 Pid .

[0465]  7E— St H, AN A B 550 A T B T 25 25, b il il ) A HE 29 1mg/ml 22 24
100mg/ml % 1mg/ml %) 150mg/ml %] Img/ml 2] 200mg/ml %] 25mg/ml £ %7 100mg/ml
#1 25mg/ml % 150mg/ml 4] 25mg/ml %) 200mg/ml %] 50mg/ml %] 100mg/ml %] 50mg/
ml £ %) 150mg/ml % 50mg/ml £ 2 00mg/ml . %] 75mg/ml £ ZJ 100mg/ml . %] 75mg/ml &
150mg/ml 52 75mg/ml 224 200mg/ml HIA K WL 1L-6 ik, fE— HARSLHif+, Ak
B R SR i T P s S s P o 78— B ARSI o, A< % BH B w500 A 45 B A I i A
TEHIRIA K BT TL-6 Hifk.

[0466] S il , A BT HilGH A T4 24

[0467] AU BHIGERAL T &l H it H T N R0 B s m) Y, HAE — A idE A2
FLAEA R BT TL-6 USR] 75— S , A B I 25900 1) A7 ) B FE ik J
BV IR 35 15 AR & B A5 I PT TL-6 Piik e 78— St b, 4<% B I 25 16 B 67 77 6 /<
WS IE AR R BT TL-6 Pk 76— B ARSI E] 0, A< B ) 259 1 B 5] A i 2
T IBIE A IR BT TL-6 Buik. 75 57— S 4, A< s B I 25 P 1 B A 57) B 6 U I
B IE AR BHHIFI BT TL-6 Pifk. 755 —SEif] h, A% B R 25 B 5 G S 25 24
AR BHHIF P TL-6 Fidk . 76— Sl rh, 518 K A4 2 s S48« 72— B AR STt o,
A RS B A A P 3 A I A R B R T TL-6 Bk

[0468]  7E—Sjfslrh, A BH IR ISR AL T35 B s vh o 78— B SElds) b, A< B () il
FFRAE TPl Ry S A o AR — ARSI T, A B R A A S AR P A
AR AP TL-6 HLik,

[0469] AR BHIAHR AL T RS A B IR I A & B PE TL-6 FUARI AR . AR et T
A G EGAF &, RS — AN B A REH A R AR HIR B TR A ds o B 5K
T 1 5 2B AN R BB PR IR 24 2 T8 v i o B — ELAR S0, A B 1) ) ) A 4
55— R EARM A BB PUE (BRELTUER B, B A EEEREEA SRR
T R A R IR 2K R IEIE R TN bRl R A 2 T ECRT IR A T P AT
I R R R B U R R . A ELAR S b, AN R B R R 2 RO
PVRATE BRI/ M o AR BRI ] et it 5 H B4R 1. 2ml 1) 3ce USP T ZUAIAESE
FH{E /ML (West Pharmaceutical Serices—Part No.6800-0675) . FELAZEF] 5 iX PP 225 AH
IR LR 24 it A P ) o 38 A8 B B T BUR HLOCRIE 19T 08 0, 238 A RO T

7



CON 104119438 A L) I - 76,/97 i

38 A B B T I T NG AT o 78 5 — St b, A% BH g SR mT SR A T I
VESIE LA

[0470]  7E— S , 2 AR S BH VB o500 ) 5 A A TS v S ot e AR R A R 2
IR AT AR Y0 70 3 S5 e T B T AR R B VR U B 45 6o AT BRASE 1R T 78 v S s 72 R 41
HH 385 T g 3t R, 4 o, ABAR R BR T, PCT 2 I 5 24 W005032627 . W008094984 . W09945985 .
W003077976 (1] Hii , 3£ L H) US6792743. US5607400. US5893842, US7T081107. US7041087 .
US5989227. US6807797. US6142976. US5899889. £ [H & H] 2 JF 5 4 US20070161961A1 .
US20050075611A1, US20070092487A1 . US20040267194A1, US20060129108A1 £ H1if. i 4
VESE-TE D=2 Ry v 3l 5 A ey 0914 7 U 1 o e 52 Dk Nl S G Rl 99 R
TR 5 5 2 SRR SR A o ARSTIREE AN 52 B 1 PR AR 1R 2 FH T I S B A R 1 SR
/ BTUE R BESE Wi i A7 ARV 5 A% T I B B SR AR E It i an, AU, DTRRAETESS =
10T PR A 3 R AT e ) A 1 B R P R RORL T B 7E— S A9 Y, TS T S s A R A
e A5 — S A, PUIETE: SRS AS & iR 7)o ASSTUIER B AR N 53 FHAR (1) & M 5 2%
T AR AR AL ZE B FE R NI D Sy Gl pl o ] R s IR AR E k. BT, A
FH UL, ZEHIE R 5 TN RS R] BEX IR AR e MR = AR AR 52 o 75— Sptifs] b, T 7y o
AT ReELEE S T 500ppb M85 765 SEHEI Y, T e v O we RARAS v S A8 o 7 53— St
H, T AR TR SRR ] BE AL H5 2 500ppb A4 10ppb. 2 400ppb F= 45 10ppb+ 2 300ppb £ 4] 10ppb.
£ 200ppb 2% 10ppb £y 100ppb 224 10ppb.#) 50ppb %] 10ppb. £y 25ppb 224 10ppb [
i,

[0471]  ThI3E&E ™ b

[0472] %R BRI AU 4 50 AL BERAURR AR B 25 707 it o SXPase ™ B 466 608 1) 3 48 B A
(a5 BT/ N FUFS TR S 2 B LA AT ) A ad A s A . A — ST, S )
RUFRAIL S AR I R ORE, AL RIS & T B A5 2500t TL-6 Pifk. 65— Lt ,
BTSRRI R o R TR R, AR IE A T EAHMBL 1L-6 Bk,

[0473]  ZE—SEifo), BRI BE A TR K VLA S DR AN B ik R, A&
KPEFEES T &S AR RN T EER . AR GRS ST EHNTEE G TR A,
[0474]  XoF T AFART 25 50) 7 it , B2 ) 00 25 38 A0k 6 o A DR 47 7 it DR A7 R 32 i U TR 1RO A2
PEo AR, AR B )7 i A4 AT U B B s AR B A B U6 B, JLE i e AR VB R N T Bk
BB RIS M PR BT BT IR 0 BORE . 05 2, R T SRR RE v, HL kR g
W27 &, 4G, BARBR T, SR E IR e A H A 15 R

[0475]  HEAHh, A B4R AL T s 5, JLELRR R AR, g i B N A A T
FEVES A S A IR 2R ER K (1. v. ) RCEESE SR — NS TR T IR R R
HH R 2R 3R SR SR 2R, JHL b B 2L AR S DU R ) o AR RS DB U7V, HFR
H Al s BT IR B AR LLTRBT I 7 R0/ BRAL 5 50 SO E AH DS I — AN B AMIE R

[0476] T D RG L IZMAEY), WPk 1 (e gk ™) SHMmEAKk
R YA KR IR RIS AT e R B HE W R VAR AT 2. 3 e A4 ] 44
C= N2 WY R N2 7 A R ) B GE N S B Y = A N G Iy = 7 I T M 3
e AR AT DAL HE AL PR R K L 2 B B A S T e R, L R VA SRR O
[
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(04771 Xf TR Ak N VRS, BAESR v AR W I R R LA 1 AR AT 4 52 1 K v O X
FAAE, O oA IF AT 608 1) pH S8 MRS E T o A SIS KT AH R AR N 51 B A% A H 4 5%
B T £ T8 IS VB BB O A SRR BARS D SV LR AR TGV 56 W
7 JE3 300 A ) G2 1 LA AR R/ AN 0 R mT AR AR R AT, B A G ) e R
AT IR ABA LR sHUEAT), iPTIR i iR A TR 2R B R (Ui gk —
RPN T NRE S ORI R R R AL RNy T B EOR PEERT e R oK
P I, T R 2R BT FE R R IR R IR 5 LR My (A8 Wy s SN T o3 — S AN gy ) ARy
TEZIK EAR, WMEAEA P RSARERED 5K RS, W5 LRk i
REER, H AR A ER RN H 2R K2R SO 2 R 58 i s ikt &
Wy, B FEAR Z0E  H BR R EORIRS  BCA  EDTA JBE, W R | H SRR o R E L AR
GRS 7, gl e EECAY (NMEEE AR AW ) o/ 8RR 1 AR A, a0
TWEEN™. PLURONICS™ (5 & % (PEG) .

[0478] AR BH 45 G JoAF nTHRHE 43 7 I A Ak 27 P 0 R 3o 125 D4 A28 A o) R A 2 [l Ak
[ AT HIF AT AR R, sRRTERIALE ), R 2 ZERR AN R [V PEF o B A5
A] BEALEE BRI BE AN pHo 5] A il 57 W] B8 8 A s 14 025 Wi 2 T BRI SR i A B R
TR o G5 G TTHIRIRRE B T U s 28 s A2, 49 2, T s s 228 1 o550 mT e
HA YR RRURLZH 1, AR UIEI I A2 0% B IR R AL 4R R (. B 336974
I, A B ATIE ) AT BE ARG BEAS A ), FEE A 25 AL T4 PR A RN ) o ] ol 28 A 8004
I &55 TeAt s I ik B BHL1E 45 & oo fh DR ORI, T m) 458 R 7, B35 R ) L 48 R R I 77
MR FE R IL R G WAE AT DB VAR B G, W CAR G TR O R E BRI 2E
B OTFIR IR 2 IEFRIRANEE LR o X T AT AN G A i i) 28 3 b il 771 1) 7 22 5 72
LA (Robinson, J. R. ed., (1978)Sustained and Controlled Release Drug Delivery
Systems, Marcel Dekker, Inc., New York) .

[0479] W] 1t (92, BRI Sr 7 CHn“HeRpitk ™)) @5 (B, f2 Rk
AR R Y B BOULIA Y ) B RN RUE Y, B S A IR B
), SRS CEIAnIR N SN B 5 N BER D) BT VR . RTIEI ke v i v
7, TR I TS5 G AR T BRI & . 25 2540 n] Va7 i B AL 2R P 3 I 09 FR Ry
RS BB AT A B A B MU B E . — PiRrE 48 258 A0 FR I 4
T MA R B A S 2 25 AR e B TS o SR VAR, 1R AN BRI AR IR AR AR H o
U, A F AT B a8 1 B2 R TSR R U Y

[0480]  ZH &4y B SRt il I A VAR 5 A Bt T (RIS e P s I e P B e T 280
T I o

[o481] ARG G o rIAE N A G R — 5, B 512 s A & . BREA
7 AT TR A 2 W P (R RO, e ) A R B 4 & oo fh B — R el LR A 25 I A &
AJ BB &5 T AT (RIS b sl U 3 B 5 — MR R & 45 24, T a7 — A LA
AP DL o

[0482] AU BRI & & Juft ] FIEAL =i O6 ), L RER8 9 In4n M 35 ME 25 W) B3R 7 Th A, H
PR A B (3t O by — T el 2 i o 25 1 2400 ()il b e L P 20 5 25 24 0 456 oo ml AR
JRURT 26 B 7], FLBE BSGE TEUN S 97 R0, DR 3 A3k DAy b5 I8 St 48 AT (] Wt b sl 422 ot b 2
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HHH

[0483] MR AR BH I 45 & JoA P BRAR HR A 0 55 — B sl LM CLTT wi5RIAH 25 & slas In— F
LA LU 7

[0484]  — 41 Jfw b+ B84t e Rl Dh RE sl R B s (lan, AEFH T 715 55 %
WIEAIZE5), 41 S0CS REERIATIH ) , in a—. B- A1/ 8L v— T E ;1 AURSEAEKH
+ (IGF-1) , 2 A MAH R i A8 s B/ =98 (L), #ln, — ek 2 ff IL-1 & 1L-33
A/ B =TS DU AN ST, an B R s 3R S R S AR P B 2 52 A
(R IR, — IR ERFEE 7 (INF—a ) 315, dndt TNF 8or EHik (4] i 5k
FE BBH BTIE A BHTAT / 5 CDP-870) 1 / B TNF SZARFEHH, ol , Bk E [ 4y F (W
WABTEE ) F/ SRS F = 25500, 40 i m Rl A s

[0485]  —B 4fi il 15 5], 1 4L ) B bk LA e ( 4n CD20 ( R ) Bk MRA-alL16R) B T ik
B4 (lh, CTLA4-1g. HuMax T1-15 Bk Abatacept) T8 DA ;

[0486]  — PIGHIAR B 40 M vi% T K0 1R 55 570, 201 RANKL Bk ;

[0487] - &tk IRl 7 ol L Rl 7 52 AR T RE F R 15 551, 40 CCR1. CCR2. CCR2A. CCR2B. CCR3.
CCR4. CCR5. CCR6+ CCR7. CCR8. CCR9. CCRI0 Fl CCR11 Fy5HTH ( HI T C-C K%K ) ;CXCRI,
CXCR2+ CXCR3.CXCR4. CXCR5 11 CXCR6 #5511 (FHT C-X-C %% ) sH T C-X,—C KK CX,CR1
FEHIH] 5

[o488] - &)@ iR NG (MMPs) HIHIR, BE—FhE 2 Pl i) BT fif 25 - s i IS 0 B e 1
KR E A 2R, UL R -1 (MWMP-1) B SR B -2 (MMP-8) I JE i —3 (MMP—-13) 25
Wa -1 OMP-3) VLT 2 -2 (MMP-10) A/ B oo 25 -3 (MMP-11) A / Bk MMP-9 F1 / 8%
MMP-12, %4, 25574058 1 52

[0489]  — [ =& AEM& ISR 5 IR S A/ (5-L0) HMHIFIEL 5 IR A & Bvd 1 i
1 (FLAP) 5907, anARBEER sABT-761 ;55 B Wl s B VP AR sAbbott-79175 ;Abbott-85761 ;
N=(5— HUAR ) — WEWy —2— R SRR R i 2 52, 6— U T 2RI IR 5 AP 48035 DY Stk g 3k e &
ZD-2138 ;4k5 4 SB-210661 ;MERE HLAR 2- 25 FIEAL-& 4, 1 L-739, 010 ;2- FIEME kAL &
V), L-746, 530 M|/ BRI AL 5, 4 MK-591, MK-886 1 / B BAY x1005 ;

[0490] - [ = % (LT)B4. LTC4.LTD4 FlI LTE4 32 1& F& $i 57, & BH Wy B E -3-1s,
m 1L-651,392; Bf = 4k & 4, U0 CGS-25019c ;benzoxalamines, #1 & M &) %F;
benzenecarboximidamides, %1 BITL284/260 ; FIAL A4, WiFL & =) 45 | B £ ) 45 . B ) o
e TR YEE TR (MK-679) \RG-12525.Ro—245913 f 4 7 4F (CGP45715A) 1 BAY x7195 ;
[0491]  — IR —PisiE (PDE) FPl5RI, 4n Y FE ScWgengd , 9, S halFn / BRE 0 s F / Bk
P PDE [A] TN HIF, 414, PDE4 HPI571FN / 57 T PDE4AD $RHIFIFN / 8% PDES Fifi5 5
[0492]  —1 BYLH % 52 ARFE U, 0GB r g S b e b EUE At (T Rk £ 28 K
25) VAERARIN & BT AT SRR 0 | BT K s T L AR RNV T VRUHKRE B
W K R AN/ SRRy T O IR R b sk iz e sMEH ) s

[0493] - T2 (B SEhrme ) 8% 2 BRI B 1 (gastroprotective) dHZAZ A4,
LA 5

[0494]  —4 ML FE 52 ARFEHIH 5

[0495]  —a 1/ a2 B EJRE 682 PRSI L A8 TR FUAZ Sk 22551, 175 S A R B4 Al
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AN RREE RTAT IR R S B BLIBR BT 195 2 PAR ik 1R PR A 2 2 DY S 2 K Wb
FRIR TR | R 2R M MR AT ER R TR AR

[0496]  — HTAHAHBEF, ) U0 B AR AZ AR (M1 M2 F10M3) HEPUH, QBTG A B i 4 b
¥ R IR B WEFT IR R R ATIR AR RS PR ST

[0497] -8B -'B EIREBERAESF (B B - AW H 1-4), W7 IS EARE i
TR B PSR B TR T B R A RS AR OO R S R R R AT/
SR AR 2 T I SR A A

[0498]  — (i, B AN SRANAT / B 2 KN

[0499]  — W N2 Feisias , g JE Giiis o it S B S I T M A & 400« — TAT R AR UK A A3
AR TR RAR TN R £ PR BRAERT /SO R SR AR

[0500]  — T RLHE 2 ARIKI 2557, Wi PPAR

[0501] - ffeBke A (1g) K Tg MBI Tg ZHREMIFEDI BT, WiHt TeE (Hilkn, 5
SR

[0502] - FAth 28 G sl Jmy AR AR T R T SRE 25511, 49 4, KR DR e I el HCAT 2B 40, 2R 4R 32 AL
B/ BRI =

[0503] - GHL/K A% IR Eh AR HE M WE (KA 50 » W17k 3 R AV BB AL E \5— R ALK IR B2
MERAEEUKER ; X PR, 4 thiopurines ; B JEJFES 2, A HI4aks

[0504] - HLwH, B0, FHERA AW VUMK AEEY) . B - WEBLEZ . S Vi A
WA / SO NGRS s A/ BT 200, B0, Bl 5985 2 96 L B s 4 5
BT 2R SR EE =I5 e Bt SN e AT/ s A T Sl 1)
F, I8 VT R IR E I A LG A L B BRI 5 ARAZ T 10 SR B 50, s
P HIET B

[0505]  — oML B, AP IE R AT ) B — S2ARBH A ) A8 S K B e el (ACE) 77
I8 B IKAK -2 S ARSE TR s B 25, admifil e / sl v DRy s i MR a2 ), e
WP AT S A AR AN/ BT IR, 490 /AR IR

[0506]  —CNS 2537, anHeAaRsR (s mAk) SPiin ek (v R, 22 0.2
P JENE L 5E AR sMAOB ST, A m) R AR VDT 22 scomP ST, FER AT A-2
7 2 B A B A5 sNMDA F5H057) Je o T HEDUR 2 EREREDURIAN / sippze B —5 4L
FETBEINHITR ) AGUE A AE 1 258, W12 Z8WRFF RN B B e AR COX-2 i)
A IR T e 5K i f AR

[0507] - Al T-ifayy S MER I M TR IR 2550, 8 4, w8 R4 T FRBRUTR 511, G SR 3K
LAY AT A=) IR M K 1 | 22 0 AT SRR A R A R st LA T A 771« 4D P R AR B
PRBLIAELF 5

[0508] - fi B APERIERAE AT CRLFERN ) IR R BRIE T, k) 22 - DAl s SR AL

[0509]  — HUE FCGUAR I, 191401, SR 25 i i 25 L BOBUR IR IR » 0 — IR

[o510] - (i) SRBREEABEMEG ; (1) M/PBEEIET (PAF) F55T5H) 5 (111) Az
(ICE) #MHF 5 (iv) IMPDH FHI5 5 (v) Kz 705Dl 5% VLA-4 35551 5 (vi) 428
IR 5 (vid) JOlEMEFR], i BRI 0] (4 Btk Ttk Jak3MAP $0 057 ] A 55 75 4R 8%
Je P e IR AL ) , 222K / Sl IR (4, MAP B HI57, 401 p38. INK. # F¥k
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BiE AVB C R TKK) , BCAH o J) S 4 v b R it (40 a4 o B ) 3 A ) 5 (vii i)
AR -6 WEMR i ZUBEI ) 5 (1) WK -B, A1/ 81 B,— S2ARFEHUR + (0 UM, 11,
FRAANER 5 (xi) TENERA S AL BN 0], 450 401, VR | 5 (xi i) { JRIR PR, 9 i, 2 2R T A
fiie AT MR RN/ BORIR A S 5 (xiil) AERKBERR W E  xiv) HALETH T (T6FB)
(xv) IM/MRFETAEAKEF (PDGF) 5 (xvi) BREF4E4n M A BB, 0, B i £ 4 4 i A K
K17 (bFGF) 5 (xvii) Fi4H fu o 4 Mo S vk RS Rl (GM-CSF) 5 (xviii) BRAEAE 5 (xix) &
PR NK, AT/ B NK, B2 AR5 P07, W1 NKP-608C. SB-233412 (fihZ33H ) 1 / B D-4418 ; (xx) i
PEHE ARG, 44, UT-77 1/ B ZD-0892 ; (xxi) TNF-a %4 fiilsn] (TACE) ; (xxii)
7 G —E AL B A U (INOS) HIHIFIER (xxiii) TH2 40 M3 IA B a4k R 752 1A [R5 4% T
(41 CRTH2 F53057 ) 5 (xxiv) P38 #il5H] 5 (xxv) Toll #5244 (TLR) Zheg i I (xxvi)
NS S AR PR I 2], W1 P2XT 5 (xxvii) B PR OE NI, 40 NFRBLAPT i1/ 8 STATS.
(05111 FPHIFRIRT LA RS 5 I BRS04 an, 8 w24 BR324y (s
) BT R DI

[0512]  Z54 o Fid m] A 5477 570 s JH Al % e R ik IR 97 #1371 &5 5 B 45 2 B DAL B 3% 14
YL ARAFAE . FTIRTUARR B B v] 38 ik 55 LML) 3 A= A0 /8 A 315 1 XURs S Bt
M, ARG AL F R B R e M 5 A BT R R S PR A DG BB, LA A e 8 R ) At K
IL-6 FHCHE TR 40 1

[0513]  H F¥A77 RAETEE WG, AR B B 45 G oo vl LLS —Frak 2 R 254 &, indk 14
PR Z5Y) (1 309 4 NSAID) , HoALFEARIE MR N4l (COX) —1/COX-2 i3], 7] Ja) &l M 5k
2 S AT A, JInte 20 e OBUSR KR T IR » 1 AP AR 28 T IR TR R TR IR« 2R A8 2R TAT TR 2Kl
RN T 2R IR « K ER TGS, W1 A KR« o3 PRSI < 0T L A I e v ], a2 25T S0l 7K
MR L, W UCAR 538k COX—2 PR (38 H Rl JE k% & B A & i % & . %
EHA (lumarocoxib) A5 R LFEH ) TR INAE BRI — S A ZUE 4 (CINOD) sHE 57
s GRS R DR VLA BRI N BT NI 1225 25) 5 AR 2SR UK s 7240
S D H R G A e Aty B R R G T S EER T s U B IR 5 ST N IR, Wi
B SRR AT AR s FHE 374 870 e b i

[0514]  ARBAMEE G oofdn] 5 FRIERT VA RIT MG . H AN E
TE 2 FIELHE

[0515] (i) HI T PIRMIE =BG T / B 25 A5, W Gleevee ( FTEPR {7545
Je ) BEATR) CHAn R s 40 ERBE IR I L BT RN 2 R BT AR T IR AT T & R Ai
SEWR ) PR (Bl B, W AR MERE , LA 5— G PR Mg TR e 7 R il 2E L A
WRERA | BADRE M RN VEAIE RS ) sPUMR BIAR R (AR, a8 2 1R
HRVHHER ERHER RFUWE PR IECER LR ER CIEME D FDLMER) ;
LA 2257 3450 (WAL AEYIL, W FF B KAERIEI. 25 CBEK R T AR I i,
FERALE D, LU R BBy R R ) s KA T ARG IR (4 ansk i 5 2, Lo
7 TR 3 2% 0L A 8 R R EE Ry BE 1 L Y BE FEV R R S M AT A )

[o516]  (ii) 4 Hu AT, WM =2y (B S5 25 S FE0K 255 R V% 5 55 ik
H 25 iodoxyfene) , MEE SZAR I F] (HIWSRAE R B ) , DrdEi sy )m (it <&
J R A KR | JE K FUER TR UM 22 W ), LHRH (2 A B 2% — BORUSE ) #5978 LHRH
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PEhF) () e BrbR S T B bRORH SRS BEN ) » 23R 28 (0 LB e PR M 2 ) ) , 5 A ALl
FPIFR) A5 LTSy 2 FE e ke e AR MR P R4 ) Je 5 o — IB SR I I5R), andETS =] 42
[0517]  (iii) POGHIEE S0 AR Ge it 25550 (0 42 8 &R e 570, bE G 5 5 =) At i PR 3k
WA AT I SIS ) S AR Dh e S IR )

[0518]  (iv) AEKEEIT-Zhae s, ) anse b i 5 s 4 K B 7 Huik B KB T2 bt
A (BIUHt erbb2 Huik il Z BHFAPL erbbl FUARTHZ & B0 [C225]) i JE B B B
1) 5% 2 R B Tl TR PN 22 IR/ o 2 R S o) 31 A1) a5 B2 A BB - SR e 3 il 351 (Al
EGFR 5% i i 28 BRI B4 571, 4 N-(3— & —4— RSk ) -7- 4 —6- (3— MBIk A 3 )
W EIRR —4— % ( HFAREE B, AZD1839)  N-(3— LI FEL ) -6, 7- = (2- FHELAE ) em:
Wk —4- iz (JeIg e, 0SI-774) Fl 6— MG IENEHE —N- (3— G —4— ARHE ) —7- (3— IR
SR ) WE MR —4~ i (CT1033) ), 491 i ifit /AT A2 A K TR S I 000 i) 530 R 487 a4 A= < PR
T FIEAEIF] 5

[0519]  (v) LI/ AE Bl i), an S Le i afn 2 Py 57 2B KPR AR R 2450 (8 e i 3 iz
0 i 2B K BB 7 P A DA BR i, 40 [ B & R R W097/22596, W097/30035, W097/32856 Al
W098/13354 T A FFALA W), EATRIA T W @ 51 ANARSC ) Fr g i AL A 1)
EH (BInAR)E G EEBER A a v B 3 THREFIHIFIR LR E ) 5

[0520]  (vi) IfL%5 450455 51, 1 2% A fih 7T A4 A1 E & F) H1 3% W099,/02166. W000,/40529
W000,/41669.W001/92224,W002/04434 F1 W002/08213 s A FFHIALEW CEATTRI4AEE AN 2830
HBIHIFAART) ;

[0521]  (vii) Jx 97k, 0l an B8 AE A 1 b 20 25 S0 Ar i HS £, 40 1ST1S2503. Pt ras X
X s

[0522]  (viii) ZEPRIVAYT J7v2s, CLFR ] W e S5 JE DR ) 53, n S pb3 BT 5 BRCAL B,
BRCA2. GDEPT ( 2[R & W] IR 259897 ) T34, Gn st FH A e i J3t 2 0 60 Jodc I 4 o i 225
I R IR T34 B MG I B8 AT SOOI 52 0 B v, W2 2 2R R T 5

[0523]  (ix) Sz iz, 19 W i A 8 TP Ie 40 Ji S 3 D ok () P AP P 75 4, G 4 i [R5
L QA2 2 FA 3R 4 BRI AL A0 i S5 V& RS ER 1, 9 T- 4 TS s PR T
A8t FH 7 % S92 40 W I 5 3%, T 40 MR RT3 — A G R SO0k 0 I, A58 FH 40 B R - 4% e 4
PRI 7 FH LA R I8 A BB AR 1 7

[0524] AR ZEG o R — sk 2 A DL HAm 25 R4y n] T 2300 A2 7 o 2700 m] e S
MBI A bt AN A, BRI T DU 46 45 -G To A R0 LAt mle 20V S 416 B SR BRI T ) 71
3] o FRNT IR TT T2 2k R R R G (1) BR RTINS 1R 25 24, I Ao o 1B i AN Rl AR 25 24,
ol 4 1 IR i A 2

[0525] R A K, AL A G LU T FLaiy. 85 LB EAE )
H X 2 DL B A A X assb m] L2 o 2 b — PR, SEFRa i as 2y
TR e b ) Jeb R B TR I IR e T T R SRR B VA T B RE E T LB A A AR R
& IR PG5 W00 0 RS ] L B I A I A B L 5 A U E 2R B 5 2 7 VR A 25 I R
= 0 2 T PR LA ERL 250 VR AR T, AN SR B A TR e, R AR R AR R A R AR 4 SR, HLEK
YT VRIT I FUER RN / sk F (7 SRR T . 38 2450 & 1 P A AR A AT 2 A T B 4
i) (Ledermann J.A. 2§ . (1991) Int. J. Cancer47:659-664 ;Bagshawe K.D. %% . (1991)
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Antibody, Immunocon jugates and Radiopharmaceuticalsd:915-922) . i n]{sf FH % Tt F
IR G A AP R H I EE Physician’ s Desk Reference (2003) H1HJH ARG &, 18
it E A B AL ARSI PR A IS PR 0 A R W 45 G e R TT B S E A SR &
T8 sk /)N SR A RS B A0 AR R B N S R ROR 1 VR DA . RS R
Wk TV 2 R 2=, B AU T2 W, 3B 800G 7 iR BRI B RN B s (g,
HEAPUE S BEBOSURE SR PuAR ) A U1 0 AT T mT A s i S LA B A B AR 16 5 i 1
Jie BN ) LA BRI 100 0 g 2 g, Rt It s L R B AR FI B 1u g
2 Imgo A FHATAG ) i s ), S5 T — s MR o G0, S 2 A Bk, 4
U, TgGl [A A 3 e AF AR A 067 &, T LE sl ) LI a] Rl B9 i %, Hadw]
ULy m L iR B LA BT A . R B AR v, 16 7 v A H B B VB R IR B R B
H—We Iyl UJERE 2 2 4 JE B2 PR 25 ME 4 &2 8 JFRIIGES 2524 . 167 ] LU M
WITER, Hgn 25 FIRZ g 2 R eI a), 4 a2y 3 & sl SEAG I TR) L £ 4 J BRI (] L B2
—NH—R WITAIEAMRNFEARZ AT/ B2 JGAT, F /) BUE AR AN BT ARG T 50
(DRZEEZ NPT

[0526] 15 sTL-6Ra PUAAH LLES, AR BI 1L-6 45 & e bt Rl MG 2 Tk 5l fe A
et A SR HAb L 5 BT, 5 P 1L-6 AIERR /K B AKX T sTL-6Ra FITEHA K.
I, TL-6 455 o BIAEH, 590 IL-6R 455 sl o, HAr A i 2 77 i B W 2 AL
o H T EFEWFIER] BEEK. w1 HanRHr 1L6 ya97 750 & 8K, HAEEF =8 5L FiE
S5 R o S 7 T I A AR AR N T AR T R AR A, B2 N e 2] 2 R T 455 T
g, mPTiksr ¥, T BN RRIGN R « IX A2 T B RS A2 PR T RE e AN Rk — M )
o MM NS EN 1o 2ml B Dl TR RESE D s A TR R S R AR T
50mg/ml [RIZ5 A ToAF HIAE R, I IX AP IR AR I K T 100mg 1571 18 0 75 22 2 IRE N G
1) 2 IRANIE K

[0527] AT EBL IL-6 VA7 W] Rl 75 BERAIK “ fhfar 7 ) & (P 4k LI I BT A 4 5 1)
IL-6 FH L TR Rk FE A B I sTL-6Ra.

[0528]  SiAMWL AR S H bR IL-6 A2 IL-6 SZARAHC, BRI Ak NS & RS
F T IL-6Ra [ 45 & o AH LAt ) oAl pn s o

[0520] {3 40, 4 3C WK 4R 18 7x & B IL-6 () 95 26 K °F 3] B AKX T sIL-6Ra i
5 ¥ /K “F (Desgeorges 2%, (1997) J. Rheumatol124:1510 ;Yokota 2, (2005)
Arth&Rheum52 (3) :818-25) o I sTL-6R RI/KF- B & i T+ TL-6 (7K1, AHEL B T A TL-6
TR BB 1L-6 4545 oS R, T BB 75 2 50 2 I HT sTL-6R 45 & el Al sTL-6Ra.
I, W RS P2 AR AL A oo, W RE R BRI & PR AR 4L & oot

[0530]  #f[n] TL-6 BCARTTAN & TL-6 S2ARRT 9/ D TL-6 HIZKF, ABATIAR S v ik e S ]
B0 1L-6 1I7KF, Horr 1L-6 R RN e A 1) —3 4% o

[0531] Kawano Z& (Nature (1988)332:83) /R T 1L-6 2 A M AEKE I m T M &
R BB B A AR TL - 6 R ILZ AR i B, Pt TL-6 BT i B e 4 e ) A
MK XA B WEMEH T N 8898 175 R MR TE s EREIEYE . fEIX 9T )5, Van
Zaanen 2% (J. Clin. Invest. (1996)98:1441-1448) 1F B4 FHT 1L-6 EAAHUARITIN, £ K
PEdER B IL-6 K74 E R R
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[0532]  KEMUE— LR T 1L-6 A& T HAh 40 e 2R A (1 B 43 W B, an
Y8 L 40 i (SMC) (Klouche 2%, (1999) J. Immunol. 163 (8) 4583-9) . U373-MG 2 & # £ iX it
B 40 i (Oh 25, (2001) J. Immunol. 166:2695-704) 313 g Jii 4l fi2 (Fasshauer 2%, (2003)
Horm. Metab. Res. 35(3) 147-52) . f £ 4 g (Marz £ , (1998)Proc. Natl. Acad. Sci
USA95 (6) 3251-6) PN Fz 41 i (Modur 2%, (1997) J. Clin. Invest. 100 (1) 2752-6) FIH 75 [X
PRI 4N L (Murakami-Mor] 25, (1996) Cell Growth Differ.7(12)1697-703) o [k, 7E5 5
A BT 1L6 454 201 TL-6 FHIE A T 230 1L - 6 AERmlsm b i) AL & F %

[0533]  h4h, i IL-6 GG o EBIEH T 5 IL-6 456, iS5 & ot 5 1L-6 21k 4;
Hry 1L-6 2R TE 27 B A ZA LIS 52 AL T 40 SR T, 240 Bl OB R 97 5w 1) s 2L

[0534]  TL-6 &5 A b n] AAEARIEIA P 5 TL-6 JE 0 P, Bl b (9 Wi i ) 51 ph
RN, He B WAL L BRTETE IL - 6 JF 545G o AR S B AW RN . BRI, 45
LA T IL-6R 254 Jofh, 1L-6 455 o nl e P 4, Heh 25 75 Enl ge AN A 3 58 5 T
b

[0535]  IL-6f Tt 1L-6 5 IL-6R &SI, HiZE &Y 5 ep130 455, ZER| 1.6 5
[L-6Ra & G J2 N R IR IR FE AR AT (20 5nM) , 1L6: TL6R B-E54)5 gpl30 454 A& B R IR IR E
(RS FNE, ¥ ) IL-6 45 G oot MK R T 1L-6 854 15544, It DUnT S IEOK te
[ TL-6 5 55 T BRI ] N T-48 [r W fg It TL-6Ra I 45 & ol IFB 1L TL-6: TL-6Ra
REWIE A (B 1L-6Ra 5S4, T2 BRI, FnT e F A 5 HT 1L-6Ra 454 0
{FET I B [L-6Ra.

[0536] AR BHERML T FBG AT AN/ BAR BRI ) 5 6, BN, 55 11-6 S &Ik A / 8
PEAH S 5993 B LA R REAE 5005, 5 116 32K 5 RIS / 5is PEAR S, H 5 %
P2 PTG « JE I 38 AR T s B ROl o ) 2 A A S E AR A A —
AMEPR . FPBIE RS T AN ELREYE H Tt FH A% & B (9 20 & W sl T 0 sl va e R it
AR A EWEEETT R (i, P RIEGaTT R ) KOS, (AR R T E s (n
B2 P9 LA Y IS P B Bk R R A e R B2 T ) R REE AR 25 L i b 2 R 25 25 (g, (H
AT, SN OREG2) o 75— BARSEA, AR B A Y2 LA FRIKE R N 45 24
(o FE—SEHEH) 1, AR A AV B T 4824510 HIF ] @ AT 77 (8 iR 225 25,
RIS BT SR, 18 b R ORI (504, 1Rk L R R A ), HoRT LA
A AE D IEER R . AT R A S M BURER I .

[0537] AR BHIGHR AL TG AR B A G W) B e — A3 BT S A A o, Wbros Bk
(AFEHLR R H Y B ) SR 2 il sachette, 65— SZHf H, Ak B [ 41-& 7EFR R BT
I CEFEPUA R LR B ) Bl O B (2 B 1 P 2 R o A6 — Sl A9 H 8 2 14 A %
PR AR A S, FHAH52) 10mg/ml .2 15mg/ml . %] 20mg/m1 . %] 30mg/m1 . %] 40mg/
ml. %] 50mg/ml %) 60mg/ml % 70mg/ml %) 80mg/m1 %] 90mg/ml %) 100mg/ml %) 150mg/ml .
2y 175mg/ml %] 200mg/ml £ 250mg/ml B2 300mg/ml B (BFEHARLILABL) &bt
5 TL-6 Fr Mg &, a3 N2 Iml 2 2m1 .2 3ml 2] 4m] %) 5ml, 6 Zyml %) Tml .2 Sml .
239m1. %y 10m1 .2y 15ml 82 20ml o 75 A B — FLAR St o, 785 ) (1) 5% T 284 th e iR
KIS, 5202 15mg/ml 22/02) 20mg/ml . £2/0 2 25mg/ml . £ /0% 50mg/ml
2 /b%5 100mg/ml . £ /0% 150mg/ml .\ /D% 175mg/ml . £ /b %) 200mg/ml . 2 /> %) 250mg/m1
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B /02 300mg/ml LA CRLFEDUIA R IR B ik 5 H T ke S iy TL-6 (464, 5
AR T, PR 18E) K k4 &, F1 2 /b4y 15mg/ml & /042 20mg/ml « 2 /0 %) 50mg/ml | & /b
#Z5180mg/ml .\ £ /0% 100mg/ml . £ /0%) 150mg/ml /D %) 175mg/ml . £ /0 %) 200mg/m1 . 2 /D%
250mg/ml B %2 /b2 300mg/ml B (BIEDIA LI B &bk S T EE K T 4241
IL-6 (40, (HANF IR T, Bifk 18E) e m kg4

[0538] A& B -SWIAETR RIT A/ BALIE 5 T1L-6 S RIS / B PEAH IS5 9 Bk
DLHA RFAE IR0 < 55 TL—6 2 AR B — AN AN IR 1) S AR M/ B A G B LA A
FEAE B~ B S oz e i A HE S AR PG 0 B — R B IR A 28
o 18 ok AR AR I T RN BA S R R PR AE IR R B AR € o AT AL S R RS i 77 ik
H ke 125 2538 A% RAESI 8L B B G2 MR () 7 SRR T, 1 FLAE A AZRR 4 B A= 1 A B A
A EE O ROE o« A 00 E A IR TS sl P A0 R G50 - SO th e
Mo

[0539]  PRA A& BHALFE DAL G4, it FH T B3 R E v A8 FH B3 7R (ke) R LI i
HEFE (ng/kg) vHE . AJGE TR IFIE (ng) Bk LABUAR T 1IH B 6 2 it 75 14k
R () o 28 e X6 T P v St Ot FH A o B R B A 551 06 B2 10 2 AN /NI 3 590 6 IR 3R 1 0
LT R AR RN AL S ST i KRR 2. oml AR . A BLR AT
HAE (nl) & L) = [ EEFARE ] (ke) x[ 5 Img/kg+ 100mg/mL FiiAHIFH]. 4K
B HUAARTE N AR B R 3 . PR, AIGR) 2 1 A % BH BT A AT R 25 24538 5 A2 ]
Reft)o HbAh, n DL ok 3G 204 P b R R B S Bt AR i S8 R PR / Bl do i 14 i PAAIG
AR A B YT E 2 2 RRRRNZE 25

[0540]  7E— H RS b, i A T 2 50 e R AR (k) e LUt FH 1155 &=
(mg/kg) T4 AEEEHTHHFE (mg) BRULHIFIH (100mg/mL) Fifk (HLHEDLIA M I
Jr B R EER E I g BIARRR (ml) o 38 1K X T FH v S 28 i 259 0 BE ) 2 A /NI N 25
WG IR B A E R T T AR AR o IAERRANAL s 3 S B R AR AR g 2. om1 ) #i)5) h i) e 1k
(RFEPLR LB o

[0541]  7E— B ARSZHf b, AR A G5 H TL-6 (fan, (EA R T, 1 Jifk 18E) &
TL—6 i SEPESEA 18 0. 1 ~ 20mg/kg/ Ji .1 ~ 15mg/kg/ .2 ~ 8mg/ J&.3 ~ Tmg/kg/ J& B
4 ~ 6mg/kg/ FPiAAE CRIEDUA A B JiEH T B RESR B E 5 P S5 i 1) 2R
o AETT—SEHE T, 5 B A B AR K A -G Leahayr B EAH T
B, Hrp iy Eeinyy B RER TR E AN F R

[0542]  7E—SEjtafs] , AR B A G W LA UL N85 2507 S A, P 25 25 77 S48 TL-6 i 7
P A ) 252 9% P 4 o £E AR KT (2, 290, 1~ 100 0 g/ml) , HoZszFHWT 1L-6 35 M. £F
— HARSZHER P, BRI e R AR 0. 20 g/mL 2 0.5 n g/ml 2y Lug/ml 420 g/
ml 230 g/mlZj4ng/mlZ50g/mlZj6ug/ml 2 70g/mZ)8ug/mlZ9ug/ml .4
10 g/ml 2150 g/ml 220 g/ml 22510 g/ml £ 301 g/ml 4351 g/ml 2401 g/ml.
27451 g/ml BLZ) 50 v g/ml. AR AN SRR B RR 1T 2 R 224k, BAREA SRR T,
Y5 BCIPTE 1R T B < 5 8 BRI E 1) R B AT R A R o IX P25 245 7 S5 T2 PR i B
FRE I T~ ¥R I7 A/ BRAL PR A2 A 2 )

[0543]  7E HARSZEH, At R = T TL-6 HAaREILPubiik (BEIUA LI FB) 1
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KRKNAEY . ASCPATH P “FPEpi i sgis v B 248 5 5 — A F3E e sl @t & 14t
i (SR LI B, 5 — AN EABFHEA R R T, FUIE 20K 5 — ik (s
ISR B SBRId R A 2 Wi R A R A R

[0544] £ 5 —SEta ), ¥ — A B 2 A5 R E N PUAR R TR EBUGTT FASE A T A
KEE, ZPR SR KHAEGYH 1L-6 (Flan, HARRT, bifk 18E) KR HEgi 4, Hrb
M ik 838 AR A G- h IR s EB0GTT ER RGN EAE G R 28
IO, W45 0.01 0 g/kg 21 0.0210 g/kg 2 0. 041 g/kg 2 0.051 g/kg %) 0. 06 1 g/kg. %
0.080g/kg 2 0. 11 g/kg 2y 0.20g/kg 2 0.2510 g/kg 2 0.5 g/kg 2 0. 751 g/kg &)
lug/kg#y 1.5ug/kg 2y 20 g/kg # 4u g/ke 4y b g/kg 29 100 g/kg 4y 151 g/kg &
201 g/kg #1251 g/kg #1301 g/kg %) 351 g/kg %) 40 1 g/kg #) 451 g/kg 2] 50 1 g/kg.
21551 g/kg #1601 g/kg 2651 g/kg #4701 g/kg 2 Tou g/kg 41 801 g/kg 2 851 g/
kg 290 1 g/kg 21 95 1 g/kg#J 100 1 g/kg BXZ) 125 1 g/kg.

[0545] 75— S, ¥ — A B 2 AE R E I PUAR R TR EBUETY ERASE R T 52
K (IR, &R AR AW 1L-6 (B, BA R T, Hidk 18E) ¥ FiEgi4,
o T ik s 2 A g HA-E Y AR IR EEasT B RGN ARG T2
B, 102 0. 01 1 g/kg 2 0. 021 g/kg 2 0. 04 1 g/kg 2 0. 051 g/kg £ 0. 06 1 g/
kg Z0.08 1 g/kg 2 0. 1ug/kg 20.210 g/kg £ 0.251 g/kg %) 0.5 g/kg £ 0. 751 g/
kg #y lug/kg Ay 15w g/kg #1210 g/kg #) 41 g/kg Z) b1 g/kg Z) 10 g/kg & 151 g/
kg 27 201 g/kg. £ 251 g/kg 2 301 g/kgs 2 351 g/kgs 4 401 g/kg. 4] 451 g/kg. 4
501 g/kg #1551 g/kg #1601 g/kg #1651 g/kg #4701 g/kg #) 751 g/kg %) 80 1 g/kg.
218510 g/kg 21901 g/kg 2y 951 g/kg %) 100 1 g/kg BRZ) 125 1 g/kg.

[0546]  PrikfaE

[0547]  FEMF & S, AR AR ER L IL-6 HUikrE i 204y 10 K. 18
U 5 SR T, AR BH LA AT IR BT TL-6 BUARF I 4 /04 20 & 40 K25 &
40 726 £ 40 K20 & 30 K25 F 30 K26 & 30 KEL 26 & 29 K. fEY— A SLHEE T,
KRS DHITIERIBL 1COS Hrik 3 Reis 212y 50 Ko TR L), AR B4l
AR T IO R 5 B B I AT 2L AN VA K IX P E K BE R T o D PRl A
LI/ BREL. GER N I R P U R AT T AR S B A S 6, 277, 375
K R 15 W098/23289 1 W097/3461 [ HiEH A T .

[0548] IS AETEEREWH+ (WEnFREE L (PEG)) FEmzHA A A 2 1)
REERE T 1PifA b, i PEG SHUAIY N- A al C— AR for sy e Pk AL 50, B0 o /7 76 Tt
MR EIEE, W LUER AR NPT TL-6 DUARRIMIBETEIR o Fe A8 F 5 [ AL ok e A 40 %
) B A B B RS AT B . W] B i SDS-PAGE Fl 5 1 v W W SL e R B LIARAIE PEG 70 1 5
FUARRIE 4 (L H0 . AT IE RST HERH A A8 e Z 474 R S NS PEG Bt i —PEG HL5E4)
Har . AT ARSI AR N S AR TV (AR SR 1 S B e ) , W E PEG- AT
AU R S G T AR T RL

[0540] LAk, A A G Y AT =R PLAR ] 5 A B a4, DA 2 B A E B K ) 1
W BU A . KBS AR AR AR S A BT A Zn T, 491 4, 2 L B 23 5 W093/15199
W093/15200 1 WO01/77137 ; S WK & |5 EP413, 622 i HIE, BTN AL 5 H I
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AL,
[0550] 5} &b, AL B Fe X BB 7 Bt 44 € K 19 AR 2 32 3 O g ik (L 56 [/ & 0] 5
US2003/0190311A1) o TeARAE H HAT LER 144 P 21 32 8511 Fe X35 AR B (1 40 -& 0 R0 7 32
MG 15— H, AR HEPL IL-6 PriA G A K14 2 320 Fe X, 78
S A, AR BT TL-6 PUARLEE Fe Xk, HALHE £/ — N IE R FEBUR, frid
AR ILIE AVRHE 252,254 1 256, H A S FLER R IL G4 EMRYE EU B e . £ HAk
S, AR B P TL-6 LR RS Fe XL, HARE 2 /b — AN BRI, Prid a5
RE kL ik B M252Y.S254T Hil T256E, H i 2 SERRVRIEA EAR YR EU WA E « 75 57— Lt
o, AR BB TL-6 JUiRfdE Fe XL, AR 2 /b — MR IR RR I, LRk I 1L B 252
RrAb1) Y254 740 T F1 256 A ALK B, H A 2 S vk I A B AR YR EU 5167 5E
[0551]  Fc AB{k
[0552] AUk BRI IEAR A Fe K HT 1L-6 Hitk. BIRAE AR AR Fe K, )0,
FE— A Z AN AE BRI FERREE N Fe K. AR BIAR{R Fe X840 45 AR S6 40 45 51
FER GRS AN IR/ BUEIR R Fe X3
[0553] Y ERAFR 2, A SCHPAE A Fe Xt 46 2 IR, A R BT AR ) 8 2 DX B H HERR AR
—EE I ERE A 5. R, Fe 248 TgATeD Ml ToG [R5 ia W 2 X I f 2 2K
A G, TgE F TgM 155 fa —AMEE XIS 5 2Rk a1 G fa Ik, B 6 46 Ay o i 2 PR B
N- Ko X T Igh Fl 1gM, Fe Al REAUHE J BE. X T 186, Fe ALFH 5 e BR BT A 45 /4 1 Cgamma2
Fl Cgamma3 (C y 2and Cy 3) K Cgammal (Cy 1) Fll Cgamma2 (Cy 2) 2[RI K455 . B4R Fe XI5
(132 57 A B, AH NS TG Bk Fe X I8l i o8 A FL AR R um A0 4% €226 BY P230 kL,
HAr g5 S KPS EU R 51 Kabat 25 (1991, NIH Publication91-3242, National Technical
Information Service, Springfield, VA) » “Kabat H 41| 1] EU & 5|7 s&$511 3 Kabat 25
HRREIA G AN TeGLEU PURIIFR LG 5 o Fe mI R BRI HIIX AN X I8, sRAEPTAR . Piik Bk Fe
BGE AT s PR, Fe ZARE AW LLEPUE. Fe @& Bitdh Fe IKIKETE A
SR (A S5 R, RS, (EA R R T, SRR Fe IR & A, HobAE B4R 7= 4210 Fe 221k,
(VE AE KRB Fc AL BB 2 ZING, 1247 BAFHE, (HA /R T Kabat270.272.312.315.356
1358, BRIEAE 4 A 741 5 22 A s 1R 74 2 TR AT BEAEAE AN E 7o )
[0554] A BHALEE Fe AR A, AHA TRl e sy 7 (A MR £ R Py EA RA B R
M Fe REIEE ) , B KT Fe Bifk (B, Fe 521K, Cla) MBS G, 456
FU ) AFE, BA RIR T, 85 G5 kP AR B 2L (K) BRI EE 5 2 (25 Y Koge
k) » EASFPER / BEEPUR M. 8H A BAKK, Mg &5+ (B, Fe A& H
WAk ) ATREIRIERA = K G50 o AR, TEREEIE LT, K, B kg (HRTBELL K, {E 5
R o ARBE AN T BEW 2 X T-45 2 HUIRRAN 8 ) 22 S AU i N o
[0555]  Fec &5 eSOt T B AR IR o8 A RN 45 6 a8 1tk ] el i VT 22 7R AR s L A0 1 FH T
%€ Fe—Fe ¥ R RV IRAERSMAE 73 (CHEPAL A sl Sz 2 5 ) e, i, Fe XI5 Fe vy R
R S eSS G, BRREA R R T, 4 753 (0 4, eI 5 e W BRHALS: (ELTSA) BYUSUR iz
% RIA)) (83 )14 (4 an BIACORE® 43 #7 ) FlH At 77 v () 82 45 A 560 5w 4 PR
HISE 5 o CHEIRRE B AL (FRET) eI LUK A2 (BB lksid g ) o i S b 1)
JrEAAE AR IC— N B AR B 2 23 A/ B4 22 BRI g v R EAS R R,
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B 9O ROGBFIAL AR Id . &5 A8 RSN ) 28 VR4 08 v 7E S5 Al e % 22 (Paul, W.
E., ed., Fundamental Immunology,4th Ed.,Lippincott—Raven, Philadelphia(1999)) HH
B, M E TPk - s A EAER .

[0556]  7E— S b, AN Tl 4y, Fe R ER AR 75— A £ Fe IR 45
Hro FES— L H . Fe AR A5 Fe BUARIZEFIME KT Fe 1A [ 50l L7y TS
Mg b 2 5 s E D 35 A5 M5 A T AE UL E D 10 5.8 D 20 £i5.8F 0 30
H o E D 40 fiF B /D 50 5 B E > 60 5 B E D 70 £ B2 /D 80 £ B & /> 90 £, 5k
2/b 100 fFEk 2/ 200 £ E— RS H, Fe AR 5 T 5 Fe 224K FeRn 9454
[0557]  W]i@IEHE N Fe X35 FeRn [ 45 G o9 RV i 38 s 48 Fe X3k 8 (35 13
T AE—SEHEE R, ARG TR LE Ay, Fe AR ER L B SR K I 2 5 8

[0558]  7E— St fol Hh, AR B4R AL T IXFE A AW, Hoh Fe RBCEFE — AN B2 A
B L EHE AR AR R IE IR RS, BT A7 B 1k B W Kabat A4 H W BU R 5140 5 11
234.235.236.,237.238.239,240., 241,243,244, 245, 247,251,252, 254, 255, 256 262 263
264265, 266+ 267268, 269,279,280, 284,292,296.297.298.299.305.313.316.325.326
327.328.329.330.332.333.334.339.341.343.370.373.378.392.416.419.421.,440 FI
443, AR, Fo RIAT REALFE 78 AR MU AR N 2 OB S A F / B a6 B B AR
AR A R SR R AL (S W2 H & F) 5,624, 821.6, 277, 37546, 737, 056 ;PCT & F| /4
FF 5 W001/58957, W002/06919. W004,/016750, W004,/029207 . W004/035752. W004/074455.
W004,/099249 . W004,/063351 ., W005/070963 W005,/040217 . W005/092925 F1 W006,/020114) ,
[0559]  {E— HL ARSI 1, Ak BRERAL T Fe A8 (459, Kb Fe RIEAaiEE/b—
FiAE B AR P AL B S JE IR AR 2L, L%k @ 0 Kabat %1 H 38 i BU &R 51 4 5 1 234D, 234E
234N, 234Q.234T.234H.,234Y, 2341, 234V, 234F . 235A. 235D 235R. 235W. 235P 2355, 235N,
235Q.235T.235H. 235Y. 2351, 235V, 235F , 236E. 239D 239E ., 239N, 239Q. 239F ., 239T 239H.
239Y.,2401.240A,240T240M. 24 1W.241L.241Y.241E.241R. 243W.2431.243Y,243R.243Q,
244H. 245/, 2471, 247V, 247G 251F 252Y . 254 T 2551 256, 256M. 2621 262A 262T . 262E |
2631.263A.263T263M. 2641 2641, 264W. 264T 264R 264F . 264M. 264Y . 264F . 265G 265N
265Q.265Y.265F 265V, 2651 2651 265H. 265T+ 2661 266A. 266T 266M. 267Q 26 7L+ 268E .
269H. 269Y . 269F, 269R., 270E 280A 284M. 292P , 2921 296E ., 296Q. 296D 296N. 2965 296T .
29612961 296H. 269G 297S. 297D 297E . 298H. 2981, 298T, 298F, 2991, 299L. 299A ., 299S,
299V, 299H, 299F , 299E . 3051 313F.316D.325Q.325L.3251 325D 325E. 325A.325T. 325V,
325H.327G.327W. 327N, 327L. 3285, 328M. 328D 328E . 328N, 328Q. 328F . 3281.328V,328T,
328H. 328/ 329F, 329H. 329Q. 330K 330G+ 330T~ 330C. 3301+ 330Y. 330V, 3301, 330F. 330R.
330H.332D.332S.332W. 332F. 332E, 332N, 332Q. 3321, 332H. 332Y . 332A.339T. 370E. 370N,
378D.392T.396L.416G.419H.421K.440Y FlI 434W, AEDIER), Fe XL A BEALFE A4 4 R
A A AR / B0 AR B AR R IRE R (S0, n, £ E L H) 5, 624, 821,
6, 277, 375.6, 737,056 sPCT & F| 24 JF = W001/58957. W002/06919. W004/016750.
W004,/029207 ., W004,/035752 1 W005/040217) o

[0560]  7E5—SZHif o, AR BHIRGL T Fe IR R A 69, Hidb Fe I REE D —AE
H AR R s R e ik 2, Tk B Wl Kabat H41H (F@ I EU R 51485 11 239,330 F1 332, 7E
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— HARSE) , AR BERAE T Fe Bk A G, Hod Fe RIARE 2 /D —AE AR
[a IR IR, HoE B 40 Kabat /41 tH I8 Ik U 22514 5 11 239D 330L I 332E. Hfa4 %
(1], Fe XU BIEE—NBEZ AT E LR SN FE B R A 2 255, Hik B W1 Kabat H
FIH R EU R 5149 5 ) 252,254 H1 256 £E— RAKSEHER] o, A B AL T Fe R H
AW, Hrh Fe IKIAHE 20 —AHE B A2 551, Hik B 40 Kabat S 41 H K i EU
K514 5 ) 239D.330L Ml 332E ; e AE— P ML E LR R —FEE AR R AR,
FLk B 4 Kabat s 41t EU R 5145 1 252Y.254T il 256E,

(05611 & — SE i 19 o, A & WY Fe 28 1A W gE 55 L Ath O %0 10 F 28 K AH 45 &, il
Fe ZZ A& 78 DA N ¢ 2= P A JF 8 JF &8 .Ghetie 28,1997, Nat Biotech. 15:637-40 ;
Duncan %% , 1988, Nature332:563-564 ;Lund Z& , 1991, J. Immunol1147:2657-2662 ;
Lund Z& , 1992, Mol Immunol29:53-59 ;Alegre 2§ , 1994, Transplantationb7:1537
-1543 ;Hutchins %% , 1995, Proc Natl.Acad Sci U S A92:11980-11984 ;Jefferis
2, 1995, Immunol Lett.44:111-117 ;Lund %% , 1995, Faseb J9:115-119 ;Jefferis
41996, Immunol Lett54:101-104 ;Lund 2§ , 1996, ] Tmmunol157:4963-4969 ;Armour
25,1999, Eur J Immunol29:2613-2624 ;1dusogie %% , 2000, ] Immunoll64:4178-4184 ;
Reddy %, 2000, J Immunol164:1925-1933 ;Xu%%, 2000, Cell Immunol200:16-26 ;Idusogie
2 ,2001, ] Immunoll66:2571-2575 ;Shields %% , 2001, ] Biol Chem276:6591-6604 ;
Jefferis 28 ,2002, Immunol Lett82:57-65 ;Presta 2 ,2002,Biochem Soc
Trans30:487-490) ;3£ E L F)'5 5, 624, 821.5, 885, 573.5, 677, 425.6, 165, 745.6, 277, 375,
5, 869, 046.6, 121, 022.5,624,821.5, 648, 260.6, 528, 624.6, 194, 551.6, 737, 056,
6,821, 505.6, 277,375 ; 3& [H & | 24 I 5 2004/0002587 Fl PCT 24 I 5 W094/29351
W099,/58572.W000/42072.W002/060919.,W004,/029207 .W004,/099249.W004/063351 . A K
ARG SR IS INAT / BUEHR Fe Xk, 3T A8 AR G, A Fe Xk il 15 1
ik WA EAE LR

[0562] = A= 9E H AR & B Fe X I8 1) J7 5 78 AR G2 & anig. 9 o, vl aE i i AR
T3 R SR R AR A/ Bk 2k, S H A R R T, € 215 & (Kunkel, Proc. Natl.
Acad. Sci. USA82:488-492(1985)) . PCR 15 4F (Higuchi, in”PCR Protocols:A Guide
to Methods and Applications”, Academic Press, San Diego, pp. 177-183(1990)) #H
&R (Wells %5, Gened4:315-323(1985)) o i i #h, i@ it S - % PCR Jy v ik
1T % M % A (Higuchi, in”PCR Technology:Principles and Applications for DNA
Amplification’’, Stockton Press, New York, pp.61-70(1989)), = & — 4L il PCR 7 K
(Higuchi, ibid. ) tA] FI THARAT I #5878 5 | N HFR 741 R4S DNA) o 91, B8 — ZE M7
TERS 56 PCRW AT SNG4 (51490 1) FIEEAE 519 (514 3) 1 BARIFAI Y1, 7
SRS 451 (514 NS (519 2), A PCR B ( BCARIB) . W
AT (51 3) wevort AR E S BERFAIRER, 7557 T s R4 . 7658 %8 PCR
o, 556 PCR B9 (v BCA MB) A FHMIAFR5 14 (514 | R 4) dlad PCR A4 1. FH R
TP AU B AL AR A PCR B (C B ) JRREAS 2R BRI Fy B e B B — A S i 1
Btk b AENFAR R — DB, K AL dh DNA (H4n, 4a65 Fe & 8 B PR sl Fe XE%) 7]
PR SR B AR BA T o SISO T e Yz SR R A o FLAd 7 AR AR AR Fe X
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B T AR AU LAY (200, i, 56 1H L4 5 5, 624, 821.5, 885, 573.5, 677, 425,
6, 165, 745 ;6, 277, 375.5, 869, 046.6, 121, 022.5, 624, 821.5, 648, 260.6, 528, 624,
6, 194, 551.6, 737, 056.6, 821, 505.6, 277, 375 ; 2 [H & F) 2% FF 5 2004/0002587 1 PCT 7
T 5 W094,/29351. W099/58572. W000/42072. W002/060919. W004,/029207 . W004/099249 .
W004/063351) .

[0563]  7E—LLsLjfH, Fe BAE A A DB EZ A TR Rk (glycoforms) ,
#ihn, 544 Fe R 75+ A SR KoK G WA -G . TR R SUiAw] T 2
H 1, AFEEA R R T, 32 S BB DR . ATl i A B AR N o 2 AR 5 i
7 A TR B e AR, 45 ol A AR A BRAR e R IR (M AR, T S — Rk 2 A g i A
T, B DI N- RS A MR NE T11(GnTI1L) , it 70 & Fh A=) 1A B % Fil A2 40 1)
YNk Hh RIS B G Fe X34 7, B o 75 B S Fe DXk 70 7 8% R 1k 5 A ik KL &4
&AM T A2 TR B e TR (1) 7 VA AE AR 0= A 1, FARRE AR BR T7E T 41 3¢
= 1 3/ R [, Unana 25 , 1999, Nat. Biotechnol17:176-180 ;Davies %5 , 20017Biotechnol
Bioeng74:288-294 ;Shields %% , 2002, ] Biol Chem277:26733-26740 ;Shinkawa
4 2003, JBiol Chem278:3466-3473) ;U. S. Pat. No. 6, 602, 684 ;U. S. Ser. No. 10/277, 370 ;
U.S. Ser.No. 10/113,929 ;PCT W000/61739A1 ;PCT WO001/292246A1 ;PCT WO002/311140A1 ;
PCT W002/30954A1 ;Potillegent™ AR (Biowa, Inc. Princeton, N. J.) ;GlycoMAb™ HlZEAL
THH AR (GLYCART biotechnology AG, Zurich, Switzerland). ZW., 41, W000061739 ;
EA01229125 ;US20030115614 ;0kazaki %5 , 2004, JMB, 336:1239-49,

[0564] St

[0565] Ak BH 225 LLF S 9 i AT vl B o 328 6 St A5 AN A U B HLAS & B 46 AN B R B T
T 2 S e ) AR i A AR A R AT AR RN T AR A, LR A A S R R IR 9T 5 SR 1)
IEPE .

[os66]  SEjiifd) 1 «Hi IL-6 PLiksr &

[0567]  7E PCT A FF*5 W02008/065378 [ FHiE 241 T ik 18 FIH A A ST ik it a] A
HFARPMP IL-6 PR B fid . M52, MHELALA 1L-6 /524 H bl ol 1
B FE /R EE I IS BiAk 18 ATt 7 & o AT AT MR i S I LA LU A2 J LA s A A Bt
IL-6 Hifk, 7E PCT A FF'5 W02008/065378 ) i HH i T X LeHT AR E . Uik 18 RE
PHIT 1L-6 5 IL-6R &5 & . Hiik 18 5 AFEREE 1L-6 &56, (A ST R CRR) s8fyn
IL-6 456 . ik 18 5 A IL-6 (RS A i T BIAcore R0l f#) LOpM &5l /K. A H] TF-1 48
M35 R 5 Ak TH P ik 18 5N 1L-6 ISR R 0. 40pM(95% C10. 12pM - 0. 69pM) »

[os68]  Sijfsl] 2 A SEK B B RIPT 1L-6 Hiik

[0569] 2. 1 fUFE HAT M252Y.S254T il T256E B Fe X KIAR /AT 1L-61gG1 HLA K™
o

[0570] A FHARMESEES K dmbd bk 18 HISRIEEAAE I LI M252Y . S254T Al T256F HY
FREINF Fe X3k, G M252Y.S254T FI T256F B IEMHME 18 LLT fiFR ik 18E 5L
18E,

[0571]  whdHi IL6 PLAE BN BN 2 IR ] se L R Py . oAt 7%
() d5c 2 B brse B GG X, H BB W] B8 @y A e M e s AR . e Akl i DA 2 BRI

91




CON 104119438 A L) I - 90/97 ¥

HAERHK (1) A Pk (11) ERLG/C & & (Ti1) FBR A &6 A BT 3 A7 s it 5
(3R MR BRAGA A5 5 Giv) BEIRASE ) RNA R &5 1) 5 (v) RBRFEIME R P 5 (vi) KBRwT
RETE LA f 2 40 2 S 19 s e AURE RNA ()54 5 (vid) JeBpa 240 M s RNA BE a7
H) 5 (viii) 51 RNA R85 15 5 RNA B0 M5 5. VELEI P 20004k T V4E W02004059556A2
W02006015789A2 F11 Bradel-Tretheway 2% , J. Virol. Methods111:145-56 (2003), Valencik
&cDonald, Transgenic Res. 3:269-75(2001) Fifiik. wl ki, vl @t i At g (i,
GENEART A% ) fLAb/F41.

[0572]  #mhdHiiAk 18E [ VH. VL. EFE AR RE R AZ T B 7 218 1 DL A S 77 5470
1o AL B Gm S P AR L8E [#) VH. VL B FEARRE (1A% B IR 7 41 73 il 2 FF oA SEQ 1D NO:11-14.
[0573]  Hifk 18E B ALFEA K 18E PR R4 hth X 311 R IS 2 ML G, 7F CHO-K1 4l g h A e
Tk AT HARMESLI TR BUiE 18E A HidE W a4l

[0574] 2.2 Af% HAG M252Y.S254T Fl T256E HUAR K] Fe KR HIAR AT 1L-61gG1 Bk 14
AN AE

[0575]  Hifk 18E fuE HA M252Y. S254T Fl T256E HUACIK) Fe [X I, 48 ELTSA #:I#f
Uik 18E ) Fe X IAFAE M252Y. S254T Fl T256E HUAC. i 38 AR SR A~ 5 v Bt
i, H 5845 M252Y. S254T Hil T256E HUAUK Fe 2 IRE 454, (AN SAHMN B A R 2 ik
it WARPRAERLE AT ELTSA &5l B 1 7s 743 200 e M 5 sC FE BT AR B ELTSA
W E 4k . 7 ELTSA K b i e 5 T M252Y . S254T Fl T256EFc XIS B4R [ B4 SR B HT 14
I8E, MAZHuiR 18, P, Hifk 18 f5E HA M252Y ., S254T Al T256E HUAXIK] Fe X5,
[0576] £ 5E M252Y.S254T il T256E BUACHT Fe £ kA EL i T8 48 Fe £ ik, 78 pH ik 6
I, BAT 5 FeRn B4INIISEE 1. A H BlAcore il e 2iAL B4 18 FIHifA 18E ) FeRn
BT o MEARERLE AT A . AH LG THifk 18, Brfk 18E 78 pHAE A 6 I LABH 2 85 & 1)
oA 5 NFIEE FeRn 254, 3R 1 7~ Tl BlAcore M52 1) Kd {8,

[0577] & 1 IifA 18 F1 18E [J FcRn 5451

[0578]

Pk KD A FcRn(nM) [KD B5H% FcRn (nM)

18 2610 1160

18E 226 365

[0579] ik 18 A1 I8E LAFEA EARRIRIZRAIPE L TL-6 454 . J i ELTSA Kl 2 ik 18
FLBE 11 IL-6 256 1. KA M RIEMELLA 1L-6 HIF04 R AP bz
UEAT ELTSA A B T HiAAk 18 F 18E, 7R 140 I v i G 8 P AN s 4+ )t IL-6 ik (AB A il
AB B) YENPAMERT . B 2 7R T PTARAS R SE AR . Bk 18 1 ISE 1 EC,, {H 43 N
6. 1pM 1 6. 5pM,

[0580]  Fifk 18 A 18E Mk 1L-6 V5 S TF-1 4 M AL A EAHE (Tl 1. Kfk b
ASCHTRIEAT 1L-6 5 210 TF-1 4085 IR0 . BR T Hirk 18 A 18E, 76 %R 5 i L F5
ANTEAFIBT IL-6 Jifk (AB A FTAB B) AEABIMERT . B 3 st TAGRMEER . TH 5
P& 18 F 18E ) 1Cy, 73114 4. 5pM A 5. 2pMo
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[0581]  HifAk 18 FI 18E #Piil Py Yt 1L—-6 551 VEGF LAFEAS b AH [R] D2 AN ST 1 ik
U PRSI . AR WA ST IR B T iZAR 0 . B8 T HiAR 18 F18E, AEiZAR I TP b AL 45
P TEFRIBT IL-6 Bk (AB A FTAB B) VERAMEXN M. Kl 4 Fosth TAGR SR . 1HHE
[FIPiAk 18 FT 18E ) 1Cy, 435124 1. 3pM FT 1. 2pMo,

[0582] 2.3 fuff B M252Y.S254T FI T256E BUALH Fe X BHIAR 7A$T 1L-61gG1 HLikrI1Ak
P RAE

[0583]  FEBRMGE AT BRI B 259 5)) ) 4 R 9T, LA E DLAAR 18 I L8E (1) I ~F- % 1
FERRA. K 2 PR TR

[0584] 3k 2 HAFE W H) ) S S T

[0585]
Z] RIT A& (ng/ke) |GgEte |[HE
1 18 5 FESS |3 MBI
2 18 5 BN (3 VRS Y
3 18E 5 FRBEST |3 MEYESY
4 18E 5 BN (3 VRS Y
5 18E 50 BN (3 VRS

[0586]  JH T MM Il 3% A i 44 18 B B4k ISE 52 & 1Y 1L-6 PR 4 3k PK iR 46 (ECL)
MA240096 FLAR¥RF 2. 5g/ml A 11L-6 (R&D R4E ), 7F 2 £ 8°C N, H &4 0. 05% 1k
I 20 1¥) PBS $EW, FFPESWE FAEAH - BIZE o IX (Tropix) B 1 & 2 /M. 78 1% B5M%
MR fl ik 18 Mtk 18E Fruf 2k pra il (QC) FTIRAT: St A B 75 250 T i
IOBIEBIR 1o EYESRARIFTE 1 v g/ml MSD-TAG (£7) - i) — FHi A 2K TG (HHL)
W BRI PTAR (A0 ) TR AP B ER £ AR S & RISk Ik
150m1 1X Read Buffer TMSD) ZSANEIMLFL. MSD FifE A% A 2400 H5 4R 57 B %, HLAF A%
R IR 1t 28 B AL QC FRS A AR B VR I PTAAR 18 FIPifA 18E WRFE . Ml i L il bri
8 F1 Softmax Pro GxP A Molecular Devices) |44 B A bREH %25 i 28 i) ECL {2
SHATIE 8. Btk 18 Mipifk 18E & &l e ¥z [F & 100% 13K+ 10, 000 & 13. Tng/
ml (10 £ 0.0137 1 g/ml) »

[0587]  PK %% #% 4 #7 : # ¥ MedImmune % #E #5 1 #2¢ /5, A H WinNonlin % Mk iR
(versionb. 2, Pharsight Corp.,Mountain View, CA) X5 T Fr A sh i PK 245 3474
B b 75 2 5 )7 2453 #T

[0588] K& 5 AP 6 /nH T HTIRIS RIS K. B 5 /R T R T akEk ik 4h 25 k) Smg/ml Hip
PRFRIE J B N (A A2 40 B A4 18 A 18E [RIM 259K B . Hifk 18 F1 18E #B R R PK K.
TE R T BRI G 25 fabifk 18 W IMiE 2 M43 28 8.5 K& 9.1 K. 1L FEFEIkE 2
JEPUR 18E B2 1 /3 A2k 28. 4 KA 28.8 K. 1B T BFERIKE 25 5 hiik 18 i
SR ML A 12, Iml/ K /kg F 13, Iml/ K /kgo 15T BUHEHIKZE 25 J5 HLE 18E [KIEER R
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Gk 2.8ml/ K /kg M1 3.0ml/ K /kgo JZ 525 Hiik 18 Fl 18E HIAMH H #8557l A
94% 1196 % .

[0589] 6 7Nt T R N 4A 2 BT Smg/m1 PRI R B B T AR AL BTk 18 AT 18E [y
T, B 6 R T R N A2 B Smg/ml T B ABTA 18 5k 18E JEBh FR R I i) A
MG TL-6 WM. 1L-6 ST ETHAFEER 3 504k, (F APk 18E MEZH R IL-6 HEZ &R
o & IL-6 ZKP R B RL AT T PK I T B

[0590] 2.3 3@id ¢ F4A 25t [L-6 Hrikim ki es 1L-6 HRIfE A sy

[0591]  FEMEEEZNYIFUFE 1L-6 W ERARAL 52k . PRI 58 X ok i 2 116 7K, £l
R 25t 1IL-6 Bk BAsHPER . BAFF K T SAAM TT 3 AF-A A (#) PK/PD #224Y, 48 FH i
IL-6 {4 PD Aric FIOI O itk PK 3 =5 IL-6 HFI/E M3 71 2% . PK/PD BIAIREIR T Hi
i IL-6. IL-6 FIPUIARZ G4 2 7k ) IL-6 SRS A G5l 1% . It
RIS 78 3 MR T 7= A2 T 5 Pk PK LS TL-6 3l 2%, 5 TSR AL bR
ST R AR B I FVATT 77 205 NS RA 835 18 PK/PD B[] 73 A o 2T 28 KR PR G R 2
RS AR AT U B TL-6 R AR e N IR I 116 ZKSF (1) 90 % 7K~ (Uson %5, .
of Rheumatology (1997)24(11)2069-75) .

[0592]  [&] 7-10 FIK 3 /-4 T PD BB EE B . B TG B 1L-6 (51, A5 sIL-6R
B IL-6R Z54 ) Fraf 22 /b 90 % MR FH mT BRI — 2825 257 LRl ik 45 25 P /k 18E SN -
[0593] 8 JH [ N#525 100mg Hiik 1SE ;

[0594] 4 Ji R 4525 50mg Bk 18E ;

[0595] 3k A fur ) B 1) 200mg Pk 18E J5 &k 8 JAl ¢ 4524 100mg Hrfk 18E ;3F H.
[0596]  Jii%% L 47 ff 71 & [ 100mg Uik 18E JE&F 4 Ji J2 N 4524 50mg Pk 18K,

[0597]  iZAR Ik — 25 N RAL AT O30 B 035 TL-6 F R S 3 iV F K o s A e /
B R APk 18, i, e 1L-6 (f40, N5 sIL-6R 8k IL-6R £54 ) MIRFLERIR D
90 % MEIVE v REE L AF 2 R R T 4525 100mg Hifk 18 SEIE.

[0598] 3K 3 MM 2RIFES 1L-6 HoRIAE HI B (1) 45 SRS

[0599]
A 5 ¥k 18 H & FAk 18E # &
2 B » 100 mg SC
+  IL-6 47%1>90%
4 7 + 100 mg SC » 50 mg SC & 2x fFAZ+
50 mg SC 437 &
+ IL-6 9 %1<90% o IL-6 741> 90%
8 A « 500 mgSC + 100 mg SC & 2x AATHF
+ 100 mg SC 47 &
o IL-6 ¥4 <90% s IL-637%>90%
12 A » 100 mg SC
»  IL-6 941<90%

[0600]  IXLELURELH] THT 1L-6 JUAIDHIRA 11-6 194 S BMNIKEET) . R, ERA
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RTS8 AN 0 B, AU AR N D34 o PRAE IR 2, 0 AN 2 4 B g AR 25K
Hh TR PRI A i B IR B P, W] LS 22 P4k o

[0601]  SEZjitEfs] 3 : /N B FCA 75 S 1) ST AR AL P 197 3L

[0602]  ZE/NEREM (JBEKU 3em &b ) , Kl mAb406 (Hi b 11.-6, 4ifh T 5 5gfE 18G1,
5 MP5-20F3, 1ot AHV100904A, R&D F %t ) 114 58 RETG RS 1, Frids 58 5E T 42 HH Rl 2
T 452 Freund 58245 (“FCA”) (20w 1) WS 20> 4 T B & I R) KRS (1) R %
SE SN, FFAELE 20 )5 24 /BRI A8 /N 2 IR BIPPT o 51 & 1 9 RE AT R B2 7 A5 5o A sl b LA )
B R . BRSPS T (GEUK,46°C ) R E IR ZE IR S T B g, T i
MG (analgesymeter) (Randall Selitto apparatus) F=ARiFe s 1T B ER#
HH I S LR PR i B 7E FCARYT Ja 6 /NI IR N 4524 (ip) TG 1 [RIZYXTHE (mAb005,
aifl T/ NELER I TeGl, Wol% 43414, lot CANO4904A, WL T R&D R4 ) FlmAb406, 5H
AR S KON RIS B HE A0 0 40 PR K L SR U AR RO B R A T
[Pk ficE . REEFF UG T mAb406 [ SRR (20mg/ke) o S B AE VR A I BB
24 F1 48 /NI4T 50% E-—max ( W] 11) , FFAEN UMM R o it B (1) 24 F10 48 /N AR T
40 % 5 (WL 12) o XL TL-6 425 MR A= AR 2140 A B U3 B A 1) TL-6 Uk
L. BEE, il AR 2 mAb406 (RIS )& TeGL AR ) BAFRAE G T4 A0 il i it it
TS T 20 TL-6 oRIPER . A AR SRR R ) & (JER 1 2 20mg/ke) , 7 24 /]p
AT 48 /)N R U FRIH U P R D I B ipo B 13 7R T B R e B ) R TR A
24 /NPT TL6 BRI AT LI, HAE 48 /NI A BIARIGE R o 7258 — k9T E-max /& 64%
LR, SOmS T LA BRI R . [ 15 AUE 16 437 H T AE 24 /NI 48 /N IERLAR P
TN A5 Ao 76 A8 /NI 22 1) 7GR B OB 0 e, 1K 31 91 % E-max, Hom 725 — K
WA B HE . LEATATAS IR AT A S A AW AR BIRIE A o BATHT 5 mAb406
1) PN 7 ORI AR [RIBE 2R o (g 2V AN o S ) TR AR SN A Bk sy (LI 17 FR
AENIRIIALEERIE 18 FFAR ZE TN IR AT UMIE ) i &bk )

[0603]  7EAS U B A P4 B I BT 2 FF BRI &R HIE B AR AH R AT B3k 5 | IF
AU AS, iR 2 T BRI & R B8 2 e S Ui B8 5 | FH I AR
[0604]  # K} 57V

[0605]  IELALALK] scFv Fl TgG ] TL-6 #5311 TF-1 40 ju s 5E

[0606]  TF-1 4 Jfid s M\ R&D ZRGEHJAT (1) HAR Y (AL N L E PRAF o 150 A1 B K5 RPMI-1640 Fil
GLUTAMAX T (Invitrogen), & 5% G24E Mg (JRH) F1 1% A HTEREY (Sigma) » LERFMA
552 W, TF-1 40 MU AE 300xg B/ UTHE 5 708, 18 ik Fh W R0 AE 3050 A TP 1 40 e B3 B TF 25
TR o IX AN LN 40 0 7B BT R IR, ZE RGP IR B R 5x10° 41l /ml . ¥
ML LL 100w 1/ FLEERP T 96 FLETIIMR o ~PHRAE 37°CHI 5% CO, FH5FF 24 /NNHdE GM-CSF 4
Mk 2k o KAL) scFv BE TeG Al ( — Nt ) MR 2RI A B s ik g . A
BN T 1L-6 IRV IR . K A 4R AT A A S (ReD) FIBsi (A5
1)) TL~6 s 021 5 4 B 20pM (N TL-6) B 100pM (BfA% ) , 538 MR Pt AR &, SR
100w 1/ fLo ZEEEATRIS A A 1) TL-6 3R BEVE 24 80 %t R FHE S W (1) e ZAR B0 IR
[RIdsR e FTAFEMEZIR TR 9% 30 73 8h . AR50 100 u 11L-6 MIHLIAIR-EWEME] 100 v 1
A rh LIAF R 200 1 1/ FLEES RIS AR . SPARAE 37°CHI 5% CO, FHiFR 24 /NI, SR A A
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AN 2 FP AN 0 20 1 1 bR C BRI RE RZ T (5 Ci/ml) , FR AR TS FE 24 /N A 40 A
KRB PIET YIS P8R (Perkin Elmer) BUKER4HME. {4 Packard TopCount T FLAR
AR MR VT 003t D0 5 b 10 B e A% 1T o 285 A3 Graphpad Prism #84F 7 #r8dE .
[0607]  JEILZEALK scFv F1 1gG #HI N YETE TL-6 5 S () VEGE MR M5 Rl £T 24 40 o R il
[0608]  7E A PrAZ A DMEM A 3R BRI 4% 0715 B 4 T A I 288 KW O 28 R T A o
BRIELEN T FIIE ST 7> B A S i), RN 10% FCS A ik i R4 21
A M BT RAE 37°C I AR FRA0 P AR IR IR B v Th 5 97 2 /by JEGE 10m] BBV (1)
A EIR T 400g 4L g RS0 5 A BT VAL TR IR AN L B TR, EEE 10%
FCS ) DMEM H B8 8 V7 40 Mg, i ik 40 € M, 132 21 1x10° 40 /m1, FHAE 37 CHI 44k
PR EEFEAE AR 225em” 40 U FR i 1% 9% (3001, CoStarCorning Inc. ). 7EWRPH G, 2540
JURE F 58, B AT (A PO MR BB R A PR K IR . R R SR A A I 4
M IfAE 1 3 3 ARk A AR AE AR AT

[0609] i id 37 °C F & AN B I 10mLO. 1 % ik B —EDTA %5 ¥ (25300-054, Gibco Life
Sciences) X757 5 22 10 7Bk b & AT 4N (P3-5) MFEIE S Bk o 4 S5 AR I 10 %
FCS [ DMEM 55 Z2 L5 I 2140 A b, SRS 7E =30 T 330g B0 I0iE 5 20 #h. fEAIYS N 10% FCS
(¥ DMEM R 952 55 (pk i b IR , B 40 BVl (1x10° 40 /mL) 53] (4L 150w L) o
96 FLAN M R ERE T IR 2K L 4R (3598, Corning CoStar) [¥I#LH 1. 5x10* 4l / fL.
BANRIES N 10% FCS [ DMEM 52208 N2 &AL (BE4L 100 w L) DAIR R BEALE) SRR
250 1 Lo 37C A7 Mo LL SR VTR, B & 1

[0610] 5 Ar 96 FLAR LARACRA M Fil & R O0 R4 (Han, Jeis gy ) o AR JE AL IR A i
FALRIAN N 100 v L 75 10 10% FCS 1) DMEM B5720% o XTIk, 50 w L S A M 1eG B/
RPN 10 % FCS (1) DMEM 35 72 5505 2L CRril i N 1 #8021 5) o

fo611] R AL M A S0 L & A EAH AN (rhs) IL-6Ra (500ng/mL ;12nM) Al
rhIL-1 B8 (50pg/mL ;2. 95pM A I HH A L #RE 2N 5) IS I 10% FCS 1) DVMEM $5772k .

[0612]  7E&RIIFLA, IO 50 u L4747 rh-1L-6 (0, 100ng/mL ;21. 5nM) .sIL-6R a (500ng/
mL ;12nM) \thIL-1 B (50pg/mL ;2. 95pM) B R /BTN I 10 % FCS ) DMEM £5 752 (A
N1 MRS 5) o AL R EARFN 250 1 Lo

[0613]  ~PHiAE 37°C TR HiF% 48 /I o FEMIA B =AML AT IR . EEIE T 330g BILo i
5438, JFREREIEN L AR - 40°CHE-FIEAR (611F96, Sterilin) H174 ¥

[0614]  HRF 38 13 BH A% FH ELTSA (DY293B, R&D Systems) Wil VEGF. i 52, A /NPT
N VEGF B FEFRARAE 4°C 1E % 35 BSA/PBS #1041, FH 0. 05% 35 20/PBS BRI 5
N T Vi I ol T 4 40 J R0 AR 4 2 Ak Ll 2 BT VEGE LR K 8% 95 B2 e =0 N ik i 9% .
FEVE PG, A8 BE A SR A S B o AL BRI VEGE . A 101 (b AL & < PO IR
JEATAR 5% . 2M H,S0, 5 1k N, - 540nm £ 1E 3 AE 450nm W 5E D625

[0615] Sl TL-6 ZKFI 2

[0616]  HRHEHIIE B A UE H Milliplex™ MAP R 51& (MPXHCYTO60K) W5E i TL-6,
MAAF St T Ira LR 52, R IEE 200 v L RS0 22 il Hal i B 25
BRIGAE o 45 LLR S P 25 w L/ LIRS < (a) RIS G2 5 (b) IR & ARiEER QC
(¢) SHTIZE BT BT TL-6 i BRPUATL UL o e TR R 75w 1 Hoas 2Rl 2L 5l
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25% IL-6 FIAE/R Y IEH B70E EDTA ML AP 133, 3w g/ml ik 254 (Hifk 18 sidifh 18E) .
YRR B IR A CIE R R TR (R R SRR IR G TN 25w 1/ LI AE B4kt
IL-6 Krlpoik. Kigs 30 73805, 8 250 1/ LI SA-PE IR LA FR AR A 4M 5 2% 30 43 Fh
PRV I H ok B &% T 150 1 1/ FLI¥ Luminex Sheath Fluid. @it Luminex200 fgFr
SCMETUERTEOCIRIE . BOMAEIEDLIR 18 BUBLAK 18E I, iR AR ML 1L-6 HiikRe s IL-6
gEA, R SRR R TL-6 WRZRE L. @i {# H] BeadView # {4 (Upstate Cell
Signaling Solutions) £l RIARHE I ZeHEM TL-6 WRAZ . 7E 100 %R MK 1L-6 ksl
JuHE A2 1. 8pg/ml % 5769pg/ml .

[0617] AU B AEATT M 77 5 | I BT 2275 SCk, A48 BB AR b 77 51 59 SR, AT
A AIE 5 HIFAAR

[0618] E?:Ql i

[0619]  SEQ ID NO:1 ;Ab18VH CDR1

[0620]  SNYMI

[0621]  SEQ ID NO:2 ;Ab18VH CDR2

[0622]  DLYYYAGDTYYADSVKG

[0623]  SEQ ID NO:3 ;Ab18VH CDR3

[0624]  WADDHPPWIDL

[0625] SEQ ID NO:4 ;Ab18VL CDR1

[0626]  RASQGISSWLA

[0627]  SEQ ID NO:5Ab18VL CDR2

[0628]  KASTLES

[0629]  SEQ ID NO:6Ab18VL CDR3.

[0630]  QQSWLGGS

[0631]  SEQ ID NO:7Ab18VH

[0632]  EVQLVESGGGLVQPGGSLRLSCAASGETISSNYMIWVRQAPGKGLEWVSDLYYYAGDTYYADSVKGRET
MSRDTSKNTVYLQVMNSLRAEDTAVYYCARWADDHPPWIDLWGRGTLVTVSS

[0633] SEQ ID NO:8Ab18VL

[0634]  DIQMTQSPSTLSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKVLIYKASTLESGVPSRFSGSGSGT
EFTLTISSLQPDDFATYYCQQSWLGGSFGQGTKLEIK

[0635]  SEQ ID NO:9Ab18E HC

[0636]  EVQLVESGGGLVQPGGSLRLSCAASGETISSNYMIWVRQAPGKGLEWVSDLYYYAGDTYYADSVKGRET
MSRDTSKNTVYLQMNSLRAEDTAVYYCARWADDHPPWIDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLY I TREPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK
[0637]  SEQ ID NO:10Ab1SE LC

[0638]  DIQMTQSPSTLSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKVLIYKASTLESGVPSRFSGSGSGT
EFTLTISSLQPDDFATYYCQQSWLGGSFGQGTKLE IKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQ
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WKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFENRGEC
[0639]  SEQ ID NO:11Ab18 fifk i VH

[0640]  GAGGTGCAGCTGGTCGAGTCTGGCGGCGGACTGGTGCAGCCTGGCGGCTCCCTGCGGCTGTCCTGCGCC
GCCTCCGGCTTCACCATCTCCTCCAACTACATGATTTGGGTCCGCCAGGCACCTGGCAAGGGGCTCGAGTGGGTGTC
CGACCTGTACTACTACGCCGGCGACACCTACTACGCTGACTCCGTGAAGGGCCGGTTCACCATGTCCAGGGACATCT
CCAAGAACACCGTGTACCTGCAGATGAACTCCCTGCGGGCCGAGGACACCGCCGTGTACTACTGCGCCAGATGGGCC
GACGACCACCCTCCTTGGATCGACCTGTGGGGCAGGGGCACCCTGGTCACCGTCAGCTCC

[0641]  SEQ ID NO:12Ab18 Hifki VL

[0642]  GACATCCAGATGACCCAGTCCCCCTCCACCCTGTCCGCCAGCGTCGGCGACAGAGTGACCATCACCTG
CCGGGCCTCCCAGGGCATCTCCAGCTGGCTGGCCTGGTATCAGCAGAAGCCTGGCAAGGCCCCTAAGGTGCTGATC
TACAAGGCCAGCACCCTGGAGTCCGGCGTGCCTTCCCGGTTCTCCGGCTCCGGCAGCCGCACCGAGTTCACCCTG
ACCATCTCCTCCCTGCAGCCTGACGACTTCGCCACCTACTACTGCCAGCAGTCCTGGCTGGGCGGCTCCTTCGGE
CAGGGCACCAAGCTGGAGATCAAG

[0643] SEQ ID NO:13Ab18E 4k HC

[0644]  GAGGTGCAGCTGGTCGAGTCTGGCGGCGGACTGGTGCAGCCTGGCGGCTCCCTGCGGCTGTCCTGCGCC
GCCTCCGGCTTCACCATCTCCTCCAACTACATGATTTGGGTCCGCCAGGCACCTGGCAAGGGGCTCGAGTGGGTGTC
CGACCTGTACTACTACGCCGGCGACACCTACTACGCTGACTCCGTGAAGGGCCGGTTCACCATGTCCAGGGACATCT
CCAAGAACACCGTGTACCTGCAGATGAACTCCCTGCGGGCCGAGGACACCGCCGTGTACTACTGCGCCAGATGGGCC
GACGACCACCCTCCTTGGATCGACCTGTGGGGCAGGGGCACCCTGGTCACCGTCAGCTCCGCCTCCACCAAGGGCCC
CAGCGTGTTCCCCCTGGCCCCCAGCAGCAAGAGCACCTCCGGCGGCACAGCCGCCCTGGGCTGCCTGGTGAAGGACT
ACTTCCCCGAACCGGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGCGTGCACACCTTCCCCGCCGTGCTG
CAGAGCAGCGGCCTGTACAGCCTGAGCAGCGTGGTGACAGTGCCCAGCAGCAGCCTGGGCACCCAGACCTACATCTG
CAACGTGAACCACAAGCCCAGCAACACCAAGG TGGACAAGAGAGTGGAGCCCAAGAGCTGCGACAAGACCCACACCT
GCCCCCCCTGCCCTGCCCCTGAGCTGCTGGGCGGACCTAGCGTGTTCC TGTTCCCCCCCAAGCCCAAGGACACCCTG
TACATCACCAGGGAGCCCGAGGTGACCTGCGTGGTGGTGGACGTGAGCCACGAGGACCCTGAGGTGAAGTTCAATTG
GTACGTGGACGGCGTGGAGGTGCACAACGCCAAGACCAAGCCCAGAGAGGAGCAGTACAACAGCACCTACAGGGTGG
TGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGCAAGGTCTCCAACAAGGCCCTG
CCTGCCCCCATCGAAAAGACCATCAGCAAGGCCAAGGGCCAGCCTCGGGAGCCCCAGGTGTACACCCTGCCCCCTAG
CCGGGAGGAGATGACCAAGAACCAGGTGTCCCTGACCTGTCTGGTGAAGGGCTTCTACCCCAGCGACATCGCCGTGG
AGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGCGACGGCAGCTTCTTC
CTGTACAGCAAGCTGACCGTGGACAAGTCCAGGTGGCAGCAGGGCAACGTGTTCAGCTGCAGCGTGATGCACGAGGC
CCTGCACAACCACTACACCCAGAAGAGCCTGAGCCTGTCCCCCGGCAAG

[0645] SEQ ID NO:14Ab18E fifki LC

[0646]  GACATCCAGATGACCCAGTCCCCCTCCACCCTGTCCGCCAGCGTCGGCGACAGAGTGACCATCACCTGC
CGGGCCTCCCAGGGCATCTCCAGCTGGCTGGCCTGGTATCAGCAGAAGCCTGGCAAGGCCCCTAAGGTGCTGATCTA
CAAGGCCAGCACCCTGGAGTCCGGCGTGCCTTCCOGGTTCTCCGGCTCOGGCAGCGGCACCCAGTTCACCCTGACCA
TCTCCTCCCTGCAGCCTGACGACTTCGCCACCTACTACTGCCAGCAGTCCTGGCTGGGCGGCTCCTTCGGCCAGGGE
ACCAAGCTGGAGATCAAGCGTACGGTGGCCGCTCCCAGCGTGTTCATCTTCOCCCCCAGCGACGAGCAGCTGAAGAG
CGGCACCGCCTCOGTGGTGTGCCTGCTGAACAACTTCTACCCCCGCGAGGCCAAGGTGCAGTGGAAGGTGGACAACG
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CCCTGCAGTCCGGCAACAGCCAGGAGAGCGTCACCGAGCAGGACAGCAAGGACTCCACCTACAGCCTGAGCAGCACC
CTGACCCTGAGCAAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAGGTGACCCACCAGGGCCTGTCCAGCCC
CGTGACCAAGAGCTTCAACAGGGGCGAGTGC

[0647]1 SEQ ID NO:15 A IL-6

[0648]  MNSFSTSAFGPVAFSLGLLLVLPAAFPAPVPPGEDSKDVAAPHRQPLTSSERTDKQIRY ILDGISALRK
ETCNKSNMCESSKEALAENNLNLPKMAEKDGCFQSGFNEETCLVK T I TGLLEFEVYLEYLQNRFESSEEQARAVQMS
TKVLIQFLQKKAKNLDATTTPDPTTNASLLTKLQAQNQWLQDMTTHL I LRSFKEFLQSSLRALRQM

[0649] SEQ ID NO:16 A 1L-6

[0650]  VPPGEDSKDVAAPHRQPLTSSERIDKQIRYILDGISALRKETCNKSNMCESSKEALAENNLNLPKMAEK
DGCFQSGFNEETCLVKI I TGLLEFEVYLEYLQNRFESSEEQARAVQMSTKVL T QFLQKKAKNLDATTTPDPTTNASL
LTKLQAQNQWLQDMTTHL I LRSFKEFLQSSLRALRQM

[0651]1 SEQ ID NO:17sIL-6Ra

[0652]  MLAVGCALLAALLAAPGAALAPRRCPAQEVARGVLTSLPGDSVTLTCPGVEPEDNATVHWVLRKPAAGS
HPSRWAGMGRRLLLRSVQLHDSGNYSCYRAGRPAGTVHLLVDVPPEEPQLSCFRKSPLSNVVCEWGPRSTPSLTTKA
VLLVRKFQNSPAEDFQEPCQYSQESQKFSCQLAVPEGDSSFY TVSMCVASSVGSKFSKTQTFQGCGTLQPDPPANI T
VTAVARNPRWLSVTWQDPHSWNSSFYRLRFELRYRAERSKTFTTWMVKDLQHHCY T HDAWSGLRHVVQLRAQEEFGQ
GEWSEWSPEAMGTPWTESRSPPAENEVSTPMQALTTNKDDDNILFRDSANATSLPVQD

[0653] SEQ ID NO:18TL-6Ra [f1I5 i 45 fa i,

[0654]  MLAVGCALLAALLAAPGAALAPRRCPAQEVARGVLTSLPGDSVTLTCPGVEPEDNATVHWVLRKPAAG
SHPSRWAGMGRRLLLRSVQLHDSGNY SCYRAGRPAGTVHLLVDVPPEEPQLSCFRKSPLSNVVCEWGPRSTPSLTT
KAVLLVRKFQNSPAEDFQEPCQYSQESQKFSCQLAVPEGDSSFY IVSMCVASSVGSKFSKTQTFQGCG I LQPDPP
ANITVTAVARNPRWLSVTWQDPHSWNSSFYRLRFELRYRAERSKTFTTWMVKDLQHHCV I HDAWSGLRHVVQLRA
QEEFGQGEWSEWSPEAMGTPWTESRSPPAENEVSTPMQALTTNKDDDNILFRDSANATSLPVQDSSSVPLPTELY
AGGSLAFGTLLCIATVLRFKKTWKLRALKEGKTSMHPPYSLGQLVPERPRPTPVLVPLISPPVSPSSLGSDNTSS
HNRPDARDPRSPYDTSNTDYFFPR

[0655]  SEQ ID NO:19Gp130

[0656]  MLTLQTWLVQALFIFLTTESTGELLDPCGY ISPESPVVQLHSNFTAVCVLKEKCMDYFHVNANY I VWK
TNHFTIPKEQYT T INRTASSVTETDTASLNIQLTCNILTFGQLEQNVYGI T ISGLPPEKPKNLSCI VNEGKKMRC
EWDGGRETHLETNFTLKSEWATHKFADCKAKRDTPTSCTVDYSTVYFVNIEVWVEAENALGKVTSDHINFDPVYK
VKPNPPHNLSVINSEELSSILKLTWTNPSIKSVIILKYNIQYRTKDASTWSQIPPEDTASTRSSFTVQDLKPFTE
YVFRIRCMKEDGKGYWSDWSEEASG I TYEDRPSKAPSFWYK IDPSHTQGYRTVQLVWKTLPPFEANGK ILDYEVT
LTRWKSHLQNYTVNATKLTVNLTNDRYLATLTVRNLVGKSDAAVLTTPACDFQATHPVMDLKAFPKDNMLWVEWT
TPRESVKKY I LEWCVLSDKAPCI TDWQQEDGTVHRTYLRGNLAESKCYLITVTPVYADGPGSPESTKAYLKQAPP
SKGPTVRTKKVGKNEAVLEWDQLPVDVQNGFTRNYTIFYRTT IGNETAVNVDSSHTEYTLSSLTSDTLYMVRMAA
YTDEGGKDGPEFTFTTPKFAQGE TEATVVPVCLAFLLTTLLGVLFCFNKRDLIKKHIWPNVPDPSKSHTAQWSPH
TPPRHNFNSKDQMYSDGNFTDVSVVE T EANDKKPFPEDLKSLDLFKKEK INTEGHSSGTGGSSCMSSSRPSTSSS
DENESSQNTSSTVQYSTVVHSGYRHQVPSVQVFSRSESTQPLLDSEERPEDLQLVDHVDGGDG I LPRQQYFKQNC
SQHESSPDISHFERSKQVSSVNEEDFVRLKQQISDHISQSCGSGQMKMFQEVSAADAFGPGTEGQVERFETVGME
AATDEGMPKSYLPQTVRQGGYMPQ
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[0001]
BRTES

<110 KM A PR AE (MEDIMMUNE, LLC)

<1200 REKARHNEFEMAAD IL-6 Pilk R BABIT IR . H S S tai f A s m
3 F

<130>  113729F1

<160> US 61/148, 106
<151> 2009-01-29

150> US 617184, 182
151> 2009-06-04

<i60> 19
<170> Patentin version 3.5

Q1> 1
211> 5
<212> PRT
213> ANILF5)

(220>
<223> Ab 18 VH CDR1

400> 1
ser Asn Twr Met Ile
1 5

210> 2

Q211> 17

<212> PRT
213> AL

<2207
{223> Ab 18 VH CDR2

400> 2
[0002]
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[0003]

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

210> 3
211> 11

<212> PRT
213> ALFFH

<220>
<223> Ab 18 VH CDR3

<400> 3
Trp Ala Asp Asp His Pro Pro Trp Ile Asp Leu
1 5 10

210> 4

Q11> 11

<212> PRT
213> AT

220>
223> Ab 18 VL. CDRI

400> 4
Arg Ala Ser Gln Gly 1le Ser Ser Trp Leu Ala
1 5 10

210> 5
211> 7

<212> PRT
213> N3

<220>
<223> Ab 18 VL CDR2

<400> 5
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[0004]

Lys Ala Ser Thr Leu Glu Ser

1

210> 6
211> 8

<212> PRT
Q213> NI

220>
223>

400> 6
Gln Gln Ser Trp
1

210> 7
211> 120
212> PRT
213> ANIFEH

220>

<223> Ab 18 VH

<400> 7

Glu Val Gln Leu

1

Ser Leu Arg Leu
20

Tyr Met Ile Trp

35
Ser Asp Leu Tyr
50

Lys Gly Arg Phe

65

Leu Gin Met Asn

5

Ab 18 VL CDR3

Leu Gly Gly Ser

a

Val Glu Ser Gly Gly Gly

5

Ser Cys Ala Ala Ser Gly
25
Arg Gln Als Pro Gly

Val
Tyr
Thr

Ser
85

40

Tyr Ala Gly Asp Thr

55

Met Ser Arg Asp lle

70

Leu Arg Ala Glu Asp

Leu Val Gin
10
Phe Thr lle

Lys Gly Leu
45
Tyr Tyr Ala
60

Ser Lys Asn
75

Thr Ala Val
90

Ala Arg Trp Ala Asp Asp His Pro Pro Trp lle Asp Leu

100
Gly Thr Leu Val

Thr

105

Val Ser Ser

102

Pro Gly Gly
15

Ser Ser Asn

30

Glu Trp Val

Asp Ser Val

Thr Val Tyr
80
Tyr Tyr Cys
95
Trp Gly Arg
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[0005]

115 120

2105 8
211> 106
<212> PRT
213> ATEH

220>
<223> Ab 18 VL

<400> 8
Asp Ile Gln Met Thr Gln Ser Pro Ser Thr Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Val Leu Ile
35 40 45
Tyr Lys Ala Ser Thr Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 bb 60
Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Asp Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Trp Leu Gly Gly Ser
85 90 95
Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

210> 9

211> 450
<212> PRT
213> ANTF3

220>
<223> Ab 18E HC

400> 9

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

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Tle Ser Ser Asn
20 25 30

103
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[0006]

Tyr

Met Ile
35

Trp Val Arg Gln Ala Pro Gly Lys

40

Ser Asp Leu Tyr Tyr Tyr Ala Gly Asp Thr Tyr

Lys
65

Leu
Ala
Gly
Phe
Leu
145
Trp
Leu
Ser
Pro
Lys
225
Pro
Thr
Asp
Asn
Val
305
Glu

Lys

Thr

50

55

Gly Arg Phe Thr Met Ser Arg Asp Ile Ser

T0

75

Gin Met Asn Ser Leu Arg Ala Glu Asp Thr

85

Arg Trp Ala Asp Asp His Pre

Thr Leu
115

Pro Leu

130

Gly Cys

Asn Ser
Gln Ser

Ser Ser
195

Ser Asn

210

Thr His

Ser Val
Arg Glu
Pro Glu
275
Ala Lys
290
Val Ser
Tyr Lys

Thr 1le

Leu Pro

100
Val

Ala
Leu
Gly
Ser
180
Leu
Thr
Thr
Phe
Pro
260
Yal
Thr
Val
Cys
Ser

340
Pro

Thr
Pro
Val
Ala
165
Gly
Gly
Lys
Cys
Leu
245
Glu
Lvs
Lys
Leu
Lys
325

Lyvs

Ser

Val Ser Ser
120
Ser Ser Lys
135
Lys Asp Tyr
150
Leu Thr Ser

Leu Tyr Ser

Thr Gln Thr

200

Val Asp Lys
215

Pro Pro Cys

230
Phe Pro

Val Thr Cys

Phe Asn Trp

280

Pro Arg Glu
295

Thr Val

310

Val Ser

Leu
Asn
Ala Lys

Are Glu Glu

Pro L

90
Pro Trp lle
106
Ala Ser Thr

Ser Thr Ser

Phe Pro Glu
155

¥al His

170

Ser Ser

Gly

Leu
185
Tyr Ile Cys

Arg Val Glu

Ala Pro
235

s Pro Lys

250

Val Val

Pro

Val Asp

Glan Tyr

Gln Asp

315
Ala Leu
330

His

Lys

Asp
Lvs
Gly
140
Pro
Thr
VYal
Asn
Pro
220
Glu
Asp
Asp
Gly
Asn
300

Trp

Pro

Leu
45

Ala
Asn
Val
Leu
Gly
125
Gly
Val
Phe
VYal
VYal
205
Lys
Leu
Thr
Val
Yal
285
Ser

Leu

Ala

Gln Pro Arg Glu Pro

345

Met Thr Lys Asn Gln

104

Glu
Asp
The
Tyr
Trp
110
Pro
Thi
Thr
Pro
Thr
180
Asn
Ser
Leu
Leu
Ser
270
Glu
Thr
Asn
Pro
Gln

350
Val

Trp
Ser
Val
Tyr
95

Gly
Ser
Ala
Val
Ala
175
Yal
His
Cys
Gly
Tyr
255
His
Val
Tyr
Gly
Ile
335

Val

Ser

Val
Val
Tyr
80

Cys
Arg
Val
Ala
Ser
160
Val
Pro
Lys
Asp
Gly
240

Ile

Glu

His

Are
Lys
320
Glu

Tyr

Leu
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[0007]

355

360

365

Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp

370

Glu Ser Asn Gly Gin Pro Glu Asn Asn

385

Leu Asp Ser Asp Gly Ser Phe Phe Leu

Lys Ser Arg Trp 6ln Gln Gly Asn Val

420

Glu Ala Leu His Asn His Tyr Thr Gln

435
Gly Lys
450

210>
211>
<12
213>

10
213
PRT
ATF3

<2207
223>

<400> 10

Asp Ile Gln Met

1

Asp Arg Val Thr
20

Leu Ala Trp Tyr

35
Tyr Lys Ala Ser
50

Ser Gly Ser Gly

65

Asp Asp Phe Ala

Phe Gly Gln Gly

100

Ser Val Phe Ile
115

Ala Ser Val Val

315

390

405

440

Ab 18E LC

Thr Gln Ser Pro

5
Iie Thr

Cys Arg

Gin Gin Pro
40
Ser

Lys

Thr Leu Glu

55

Thr Glu Phe

70

Thr Tyr
85

Thr Lys

Thr

Tyr Cys

Leu Glu

Phe Pro Pro Ser

120

Cys Leu Leu Asn

380

Tyr Lys Thr
395

Tyr Ser Lys
410
Phe Ser Cys
425
Lys Ser Leu

Thr Leu Ser
10
Ser Gin Gly

Ser

Ala

25

Gly Lys Ala Pro

Gly Val Pro Ser

60

Thr Tle Ser
5

Gin Gln Ser Trp
90

Lys Arg Thr

Leu

Ile
105
Asp Glu Gln Leu

Asn

105

Thr
Leu
Ser

Ser
445

Ala
Ile
Lys
45

Arg
Ser
Leu

Val

Lys
125

Pro Pro Val
400
Thr Val Asp
415
Val Met His
430
Leu Ser Pro

Ser Val Gly
15

Ser Ser Trp

30

Val Leu lle

Phe Ser Gly

Leu GIn Pro
80
Gly Gly Ser
95
Ala Ala Pro
110
Ser Gly Thr

Phe Tyr Pro Arg Glu Ala Lys
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130 135 140
Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu
145 150 160
Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser
165 170 175
Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala
180 190
Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe
195 200 205
Asn Arg Gly Glu Cys
210
210> 11
211> 360
<212> DNA
213> AT
<220>
<223> Ab 18 optimized VH
400> 11
gaggtgeage tgglogagtc Tggcggogga Clggtgcage vlggegpete sutgegpete 60
tectgegeee cetecggett caceatetee tecaactaca tgatttgget cegecaggea 120
cetggeaagg ggetegagty ggtgtecgae ctgltactact acgeeggega cacctiactiac 180
getgacteeg tgaagggeeg gtteaccalg teocagggaca totecaagaa caccgigltac 240
ctgeagatga aclceetgeg ggeegaggae agegeegtgt actacgtgege cagatgggee 300
gacgaccace ctecttgegal cgacetglygg geoagegees ccectggteae cgleagetee 360
210> 12
211> 318
<212> DNA
213> ATLFPH
220>
<223> Ab 18 fl4kf VL
<400> 12
gacatceaga tgacccagte cecctecace etgiccgoca goegloggoga cagagigace 60
atcacctgee gggectecea gggeatetee agetggetgy cetggtatea geagaageet 120

[0008]

106
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ggeaaggeee ctaaggtget gatetacaag gecageacce tggagleocge cglgeettee 180
cgegttetecg getecggeag cggeaccgag ttcaceotga cecateteote cotgeageet 240
gacgactteg ceacctacta ctgeeageag teoctggoteg goggetectt cggeeaggge 300
accaagetgg agatcaag 318
2H> 13
211> 1350
212> DNA
213> NI FEF]
220>
<223> Ab 18E {4kl HC
<400> 13
gagetegcage tggtegagte tggeggegga oltggtecage olggeggecle cotgegeetiyg 60
teetgegeeg colfcegegett caccatelee teocmactaca teatttggel cogecaggea 120
cetggeaagg ggotegagte ggtgtecgae oigtactact acgecggega cavctactac 180
getgactecg lgaagggeeg gtleaceatlyg tecagggacs Telocaagas caccgigtac 240
ctgcagatgn actecctigeg gEoegagean accgecgtigt actactgoge cagateggee 300
gacgaccace ctecttggat cgacetgtgg ggeaggggea cectggteae cgteagetee 360
gectecacea agggecceag cglgtteece glggecroea goageaagag caccteegge 420
goeacageeg cecotgggety cetggtgeag gactactice cegaacegegt gacegtgtee 480
tggaacageg gegetetgae cageggegtg cacacettoe cegeegtgel geagageage 540
gegcectgtaca gectgageag cgtggtgaca gtgcccagea geageolggg cacccagace 600
tacatetgea acglgaacca caageccage aacaccaage tggacaagag aglggageee 660
aagagelgeg acaagaccca cacctgeces cootgeecetg cocotgaget getggeegga 720
cetagegtgt tectgtteee coccaageeo aaggacacer tgtacatcac cagggageee 780
gaggtpacet gegtggtget ggacglpage cacgaggace olgaggtgan gitecaattye 840
tacgtgpacg gegtggaget geacaacger aagaccaage ccagagagga geagtacaac 900
ageacctaca ggeteggtete cgtegetgace gtgctegnace aggactgeel gascggcaag g60
gaatacaagl geaaggtole cascasgeee cotgeelgoce ceatogaass gaccateage 1020
aaggecaagg gecagecteg ggagecceag gtgtacacee tgeccectag cogggaggag 1080
atgaccaaga accagegtgte cotgacetet cteggteaage gettotacce cagegacate 1140
gecgtgegagt geggagageaa cggeeageoe gagaacaact acaagaccac coeecctglyg 1200
ctggacageg acggeagett cttectgtac ageaagetga cegtggacaa gtccaggtgg 1260
cageagggea acgtgtteag ctgeagepte atgcacgdpe codtgeacaa ceactacact 1320
cagaagagee tgagectgte ccecggeaay 1350
CZHR M4

[0009]
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211>
212>
213

639
DNA

L2207
223>

<4002 14

gacatccaga
atcacctgee
ggeaaggeee
cggttoteeg
gacgacticg
accaagetgg
gacgageage
cgegaggecea
agegtoaceg
agoaaggeey
tececageeeceg

210>
211>
<2122
213>

15
212
PRT

<400> 15

NLFF%)

tgacccagte
gggecteoea
claaggtget
geteeggeag
ccacetacta
agatcaageg
tgaagagegy
agglgeagte
ageaggacag
actacgagaa
igaccaagag

Ab 18E ALK LC

coeeccteecace

gtgtecegocea

gggeatetee
gatctacaag
cggeacegag
ctgecageag
tacggtggee
caccgectoe
gaagglggac
caaggactee
geacaagglg
cticaacagg

A (Homo sapiens)

agetggelgg
goeageacee
ticaccctga
tootggetgg
goteccageg
grgetegtgee
aacgeootge
acctacsgee
tacgeetgeg
ggegagtge

Met Asn Ser Phe Ser Thr Ser Ala Phe Gly Pro

1

Gly Leu Leu Leu Val

Gly Glu Asp Ser Lys

35

Ser

50

Ser
65

Ser

Glu

[0010]

Ser Glu Arg Ile
Ala Leu Arg Lys
Lys Glu Ala Leu

Lys Asp Gly Cys

5

20

85

100

Asp Val
Asp Lys
Glu Thr
70

Ala Glu

Phe Gln

Ala
40
Gln
55

10

Leu Pro Ala Ala Phe Pro

25
Ala Pro His

Tle Arg Tvr

Cys Asn Lys Ser

75

Asti Asn Leti Asn

90

Ser Gly Phe Asn

105

108

gegleggega
colgegtatea
tggaglcogg
ceateteete
geggeteett
tgtteatert
tgelgaacas
agtecggeaa
tgageageac
aggligaccea

Val Ala Phe

Ala Pro Val
30
Arg Gln Pro
45
Ile Leu Asp
60
Asn Met Cys

Leu Pro Lys

Glu Glu Thr
110

cagagtgace
geagaageet
cglgeetteco
cotgeageet
CEggCCcaggsc
ceceeecage
¢ttetaceee
cageeaggag
cotgaceety
coagggeelg

Ser Leu
15
Pro Pro

Leu Thr
Gly Tle

Glu Ser
80

Met Ala

95

Cys Leu

60

120
180
240
300
360
420
480
540
600
639
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[0011]

Val Lys Ile Ile Thr Gly Leu Leu Glu Phe Glu Val
115 120
Leu Gln Asn Arg Phe Glu Ser Ser Glu Glu Gln Ala
130 135 140
Met Ser Thr Lys Val Leu Ile Gln Phe Leu Gln Lws
145 150 155
Leu Asp Ala lle Thr Thr Pro Asp Pre Thr Thr Asn
165 170
Thr Lys Leu Glo Ala Gln Asn Gln Trp Leu Gln Asp
180 185
Leu Ile Leu Arg Ser Phe Lys Glu Phe Leu Gln Ser
195 200
Leu Arg Gln Met
210

210> 16
<211> 183
212> PRY
213> #A (Homo sapiens)

<400> 16

Val Pro Pro Gly Glu Asp Ser Lys Asp Val Ala Ala

1 5 10

Pro Leu Thr Ser Ser Glu Arg Ile Asp Lys Gln Ile

20 25
Asp Gly Ile Ser Ala Leu Arg Lys Glu Thr Cys Asn
35 40

Cys Glu Ser Ser Lys Glu Ala Leu Ala Glu Asn Asn
50 55 60

Lys Met Ala Glu Lys Asp Gly Cys Phe Gln Ser Gly

65 70 75

Thr Cys Leu Val Lys Ile Ile Thr Gly Leu Leu Glu

85 90
Leu Glu Tyr Leu Gln Asn Arg Phe Glu Ser Ser Glu
100 106
Ala Val Gln Met Ser Thr Lys Val Leu Ile Gln Phe
115 120

Ala Lys Asn Leu Asp Ala Ile Thr Thr Pro Asp Pro
130 135 140

Ser Leu Leu Thr Lys Leu Gln Ala Gln Asn Gln Trp

109

Tyr Leu Glu Tyr
125
Arg Ala Val Gln

Lys Ala Lys Asn
160

Ala Ser Leu Leu

175
Met Thr Thr His
1890
Ser Leu Arg Ala
205

Pro Hig Arg Gin
15
Avg Tyr Ile Leu
30
Lys Ser Asn Met
45
Leu Asn Leu Pro

Phe Asn Glu Glu
80

Phe Glu Val Tyr

95
Glu Gln Ala Arg
110

Leu Gln Lys Lys

125

Thr Thr Asn Ala

Leu Gin Asp Met
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[0012]

145

150

155

160

Thr Thr His Leu Ile Leu Arg Ser Phe Lys Glu Phe Leu Gln Ser Ser

165

Leu Arg Ala Leu Arg Gln Met

<2102
211>
212>
213>

<400>

Met
1
Gly
Gly
Gly
Pro
65
Leu
Tyr
Pro
Asn
Lys
145
Phe
Gln

Cys

Gln

180

17
358
PRT

17

# K (Homo sapiens)

Leu Ala Val Gly Cys Ala Leu

Ala Ala Leu
20
Val Leu Thr
35
Val Glu Pro
50
Ala Ala Gly

Leu Leu Arg

Arg Ala Gly
100
Pro Glu Glu
115
Val Val Cys
130
Ala Val Leu

Gln Glu Pro

Leu Ala Val
180
Val Ala Ser
195
Gly Cys Gly
210

5
Ala

Ser
Glu
Ser
Ser
85

Arg
Pro
Glu
Leu
Cys
165
Pro
Ser

Tle

Pro Arg Arg

Leu Pro Gly
40

170

175

Leu Ala Ala Leu Leu Ala Ala Pro

10

Cvs Pro Als Gln Glu

25
Asp

Ser ¥al Thr

Asp Asn Ala Thr Val His Trp

55
His Pro Ser
70
Val Gln Leu

Pro Ala Gly

Gln Leu Ser
120
Trp Gly Pro
135
Val Are Lyvs
150
Gln Tyr Ser

Glu Gly Asp

Val Gly Ser

200

Leu Gln Pro
215

Arg

His

60
Trp Ala Gly
75
Asp Ser Gly
90

Thr Val His Leu

105
Cvs

Phe Arg Lys

Arg Ser Thr Pro

Phe

140
In Asn Ser
155

Gln Glu Ser Gln

170

Ser Ser Phe Tyr

185
Lys

Phe Ser Lys

Leu
45

¥al
Met
Asn
Leu
Ser
125
Ser
Pro
Lys
Ile

Thr
205

Asp Pro Pro Ala Asn

110

220

15
Val Ala Arg
30
Thr €ys Pro

Leu Arg Lys

Gly Arg Arg
80
Tyr Ser Cys
95
Val Asp
110

Pro Leu

Val
Ser

Leu Thr Thr

Ala Glu Asp
160
Phe Ser Cys

175
Val Ser
190

Gln Thr

Met

Phe

Ile Thr Val
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[0013]

Thr Ala Val Ala Arg Asn Pro Arvg Trp leu Ser Val Thr

225
Pro His Ser Trp

Tyr Arg Ala Glu
260

Leu Gln His His

275
Val Val Gln Leu
290

Glu Trp Ser Pro

305

Pro Pro Ala Glu

Asn Lys Asp Asp

340

Ser Leu Pro Val
355

210>
Q1>
212>
<213>

18
468
PRT

<400> 18

230
Asn Ser Ser
245
Arg Ser Lys

Cys ¥al 1le

Arg Ala Gln
295
Glu Ala Met
310
Asn Glu Val
325
Asp Asn Ile

Gln Asp

N (Homo sapiens)

Phe Tyr

Thr Phe
265

His Asp

280

Glu Glu

Gly Thr

Ser Thr

235
Arg Leu Arg Phe
250
Thry Thr Trp Met

Ala Trp Ser Gly
285

Phe Gly Gln Gly

300
Pro Trp Thr Glu
315
Pro Met Gln Ala
330

Trp Gln Asp
240
Glu Leu Arg
255
Val Lvs Asp
270
Leu Arg His

Glu Trp Ser

Ser Arg Ser

320

Leu Thr Thr
335

Leu Phe Arg Asp Ser Ala Asn Ala Thr

345

Met Leu Ala Val Gly Cys Ala lLeu Leu Ala Ala Leu Leu

1

5

10

Gly Ala Ala Leu Ala Pro Arg Arg Cys Pro Ala Gln Glu

20

Gly Val Len Thr Ser Len Pre

35
Gly Val Glu Pro
50

Pro Ala Ala Gly Ser His Pro

65

Leu Leu Leu Arg Ser Val Gln

Tyr Arg Ala Gly Arg Pro Ala

100

Pro Pro Glu Glu Pro Gln Len

Glu Asp Asn
55

70

85

25

Gly Asp Ser ¥Yal Thr Leu

40
Ala Thr

45
Val His Trp Val
60

Ser Arg Trp Ala Gly Met

Leu His
Gly Thy

165
Ser Cys

111

75
Asp Ser Gly Asn
90
Val His Leu Leu

Phe Arg Lys Ser

350

Ala Ala Pro
15

Val Ala Arg

30

Thr Cys Pre

Leu Arg Lys

Gly Arg Arg
80

Ser Cys

95

Asp Val

Tyr

Val
110

Pro Leu Ser
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[0014]

Asn
Lys
145
Phe
Glin
Cys
Gln
Thr
2285
Pro
Tyr
Leu
Yal
Glu
305
Pro
Asn
Ser
VYal
Yal
385
Lys

Arg

Ser

115
Val Val
130
Ala Val

Cys
Leu

Gin Glu Pro

Leu Ala Val

180

Val Ala Ser
195

Gly Cys

210

Ala Val

Gly
Ala

His Ser Trp

Arg Ala Glu
260

Gln His His

275

Val Gln Leu

290

Trp Ser Pro

Pro Ala Glu

Lys Asp Asp
340
Leu Pro Val
355
Ala Gly Gly
370
Leu Arg Phe

Thr Ser Met

Pro Arg Pro

420

Pro Ser Ser
435

120

125

Glu Trp Gly Pro Arg Ser Thr Pro Ser

135
Val Arg
150
Cys Gln Tyr
165
Pro

Leu

Glu Gly

Ser Val Gly

Ile Leu Gln
215

Asn Pro

230

Ser Ser

Arg

Asn
245
Arg Ser Lys

Cys Val lle

Ala Gln
295

Glu Ala Met
310

Asn Glu Val

325

Asp Asn lle

Arg

Gln Asp Ser

Leu Ala
375

Lys Thr

390

Pro Pro

Ser
Lys
His

405

Thr Pro Val

Leu Gly Ser

Lys
Ser
Asp
Ser

200
Pro

Arg

Phe
Thr
His
280
Glu
Gly
Ser
Leu
Ser
380
Phe
Trp
Tyr
Leti

Asp
440

140
Phe Gln Asn Ser Pro
155
Glu Ser
170
Ser Phe

Gin Gin Lys

Ser Tyr lle
185
Lys Phe Ser Lys Thr

205
Ala Asn
220

Val Thr

Asp Pro Pro
Leu Ser
235
Areg Leu
250
Thr Thr

Trp

Tyr Arg Phe

Phe
265
Asp

Trp Met

Ala Trp Ser Gly
285

Gln Gly

300

Thr Glu

Glu Phe Gly

Thr Pro Trp
315
Pro Met
330
Arg Asp

Thr Gln Ala

Phe
345
Ser

Ser Ala

Yal Pro Pro
365

Cys

Leu

Gly Thr Leu Leu

380

Leu Arg Ala
395

Leu Gly Gln

410

Pro Leu Ile

Lys Leu

Ser Leu

VYal
425
Asn

Ser

Thr Ser Ser His

445

112

Leu Thr Thr

Ala Glu Asp

160

Phe Ser Cys
175

Val Ser Met

190

Gin Thr Phe

Ile Thr Val

Gln Asp
240

Leu Arg

255

Lys Asp

Trp
Glu

Val
270
Leu Arg His

Glu Trp Ser

Arg Ser
320

Thr Thr

335

Ala Thr

Ser
Leu

Asn
350
Thr Phe Leu

fle Ala 1le

Glu Gly
400

Pro Glu

415

Pro Val

Lys
Val

Pro
430

Asn Arg Pro
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[0015]

Asp Ala Arg Asp Pro Arg Ser Pro Tyr Asp lle Ser Asn Thr Asp Tyr

450
Phe Phe Pro
465

210>
211>
212>
213>

19
918
PRT

<400> 19
Met Leu Thr
1
Thr Thr Glu
Pro Glu Ser
35
Leu Lys
50
Val Trp

Val

Ile
65
Ile Ile Asn

L.eu Asn Ile

Gin Asn Val
115

Lys Asn

130

Trp Asp

Pro

Glu
145
Lys Ser Glu

Asp Thr Pro

Ile Glu
195

Asp His

210

His Asn

Asn

Ser

Pro

Arg

455

B (Homo sapiens)

Leu Gln Thr Trp

J
Ser Thr
20
Pro Val

Glu Lys

Lys Thr
Thr
85

Leu

Arg

Glin
100
Tyr Gly

Leu Ser

Gly Gly

Ala
165
Ser

Trp

Thr
180
Val Trp

Ile Asn

Leu Ser

Gly
Val
Cys
Asn
70

Ala
Thr
Ile
Cys
Arg

150
Thr

Val
Phe

Val

Glu
Gln

et

o

55
His

Ser
Cys
Thr
lle
135
Glu
Hig

Thr

Glu Ala Glu

Asp
215

Leu Val Gln Ala Leu Phe

Leu
Leu
40

Asp
Phe
Ser
Asn
Ile
120
Val
Thr
Lys
Val

200
Pro

10
Leu Asp Pro
25
His Ser Asn

Tyr Phe His

Thr Ile Pro
75

Thr Phe

90

Leu Thr

Val

Ile
105
Ile Ser Gly

Asn Glu Gly

His Leu Glu

155
Ala Asp
170
Asp Tyr Ser
185

Phe

Asn Ala

Val Tyr Lys

Tle Asn Ser Glu Glu

113

460

Ile
Gly Tyr
30
Ala

Cys
Phe Thr
45
Val Asn Ala
60
Lys Glu Gln

Thr Asp 1le

Phe Gly Gln

110
Pro Pro
125

Lys

Leu

Lys Met

140

Thr Asn Phe

Cys Lys Als

Thr Val Tyr

190

Leu Gly Lys
205

Val Lys

220

Leu Ser Ser

Pro

Phe Leu
15
Ile Ser

Val Cys
Asn Tyr

Tyr Thr
80

Ala Ser

95

Leu Glu

Glu Lys
Arg Cys
Thr Leu
160
Lys Arg
175
Phe Val
Val Thr

Asn Pro

Ile Leu
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[0016]

225
Lys

Tyr
Pro
Leu
Asp
305
Thr
Asp
Thr
Thr
Thr
385
Thr
Pro
Phe
Ser
Pro
465
Tyr
Thr
Tyr

Lys

Asp
545

Leu Thr Trp

Asn Ile Gln
260
Pro Glu Asp
275
Lys Pro Phe
290
Gly Lys Gly

Tyr Glu Asp

Pro Ser His
340
Leu Pro Pro
355
Leu Thr Ars
370
Lys Leu Thr

Val Arg Asn

Ala Cys Asp
420
Pro Lys Asp
435
Val Lys
450

Cys Ile

Lvs
Thr

Leu Arg Gly

Pro Val

500

Leu Lys

515

Val Gly
530

Val GIn Asn

230

235

Thr Asn Pro Ser lle Lys Ser Val Ile

245

250

Tyr Arg Thr Lys Asp Ala Ser

Thr Ala Ser Thr

280

Thr Gla Tyr Val

Tyr

Arg
325

295
Trp Ser Asp
310
Pro Ser Lys

Thr Gln Gly Tyr

Phe Glu Ala Asn

Trp

Yal

Leu
405

360
Lys Ser His
375
Asn Leu Thr
390
Yal Gly Lys

Phe Gln Ala Thr

Asn

Tyr

Asp

Asn
485

Gln Ala

Gly

Met Leu Trp
440
fle Leu Glu
455
Trp Gin Gln
470
Leu Ala Glu

Tyr Ala Asp Gly Pro

Pro Pro Ser
520

Lys Asn Glu Ala Val

535
Phe Ile Arg
550

265
Arg Ser Ser

Phe Arg lle

Trp Ser Glu
315
Ala Pro Ser
330
Arg Thr
345
Gly Lys Tle
Leu Gln Asn
Arg
395
Ala

Asn Asp

Asp
410
Pro

Ser
His Val
425
Val

Glu Trp

Trp Cys Val

Glu Asp Gly
475
Lys Cys

490
Gly Ser
505

Lys

Ser
Pro

Gly Pro

Leu Glu Trp

Thr
555

Asn Tyr

114

Thr Trp

Phe Thr
285

Arg Cys

300

Glu Ala

Phe Trp
Gln Leu

Leu Asp
365

Tyvr Thr

380

Tyr Leu

Ala Val

Met Asp
Thr
445
Leu Ser
460

Thr Val

Thr

Tyr Leu

Glu Ser
Thr Val

525
Asp Gln
540

Ile Phe

Ile
Ser
270
Val
et
Ser
Tyr
Val
350

Tyr

Val

Leu
Leu
430
Pro
Asp
His
{le
Ile
510
Arg

Leii

Tyr

Leu
255
Gln
Gin
Lys
Gly
Lys
335
Trp
Glu
Asn
Thr
Thr
415
Lys
Arg
Lys
Arg
Thr
495
Lys
Thr

Pro

Arg

240
Lys

Tle
Asp
Glu
Ile
320
Ile
Lys
Yal
Ala
Leu
400
Ile
Ala
Glu
Ala
Thr
480
¥Yal
Ala
Lys

Val

Thr
560
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[0017]

Ile

Tyr

Ile Gly Asn Glu

565

Thr Leu Ser Ser
580

Ala Ala Tyr Thr Asp

Thr
Val
625
Phe
Asp
Arg
Thr
Pro
705
Thr
Ser
Thr
His
Pro
785
His
Gln
Arg
Lys
Met

865
Thr

595
Thr Pro Lys Phe
610
Cys Leu Ala Phe

Asp
645
Ser

Asn Lys Arg

Pro Ser Lys
660
His Asn Phe
675
Asp Val Ser
690
Glu Asp Leu Lys

Asn

Val

Ser
725
Tle

Glu Gly His

Arg Pro Ser
740
Ser Ser Thr
755
Gln Val Pro
770
Leu Leu Asp

Val
Ser

Ser

Val Asp Gly Gly

805

Asn Cys Ser Gln

820

Ser Lys Gln

835

Gln Gln Ile
850

Lys Met Phe

Val
Ser
Gln

Glu Gly Gln Val

Thr Ala
Leu Thr
Glu Gly

Ala Gln

615
Leu Leu
630
Leu lle

His Ile

Ser Lys

¥al Glu
695

Ser Leu

710
Ser Gly

Ser Ser

Gln Tyr

VYal Gln
775

Glu Glu

790

Asp Gly

His Glu
Ser Ser

Asp His
855
Glu Val
870
Glu Arg

Ala Gln

Val Asn Val Asp

570

Ser Asp Thr Leu
585

Gly Lvs

600

Gly Glu

Asp Gly
Ile Glu

Thr Thr Leu Leu
635

His lLle

650

Trp Ser

Lys Lys

665
Asp Gln Met Tyr
680
Tle Glu Ala Asn

Asp Leu Phe Lys

715

Tle Gly Gly Ser
730

Ser Asp Glu Asn

745

Ser Thr
760

Val Phe

Val Val
Ser Arg

Glu Asp
795
Pro Arg
810
Pro Asp

Arg Pro
Ile Leu

Ser Ser
825

Val Asn

840

lle Ser Gln Ser

Ser Ala Ala Asp

875
Phe Glu Thr Val

115

Glu Glu Asp

Ser Ser

Tyr Met
Glu
605
Tle

Pro

Ala
620
Gly Val

Trp Pro

Pro His
Ser Asp

685
Asp Lys
700
Lys Glu

Ser Cys

Glu Ser
Ser
765
Glu

His

Ser
780
Leu Gln

Gl Gla

fle Ser
Phe
845
Cys Gly
860
Ala Phe

Gly Met

His Thr Glu
b7b

Val Arg Met

590

Phe Thr Phe

V¥al Val Pro

Leu Phe Cys

640

Asn Val Pro
6565

Thr Pro Pro

670

Gly Asn Phe

Lys Pro Phe

Ile Asn
720

Ser Ser

735

Gln Asn

Lys
Met

Ser
750
Gly Tyr Arg

Ser Thr Gln

Val Asp
800

Phe Lys

815

Phe Glu

Leu
Tyr

His
830
Val Arg Leu

Ser Gly Gln

Gly Pro Gly
880

Glu Ala Ala
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885 890 895
Thr Asp Glu Gly Met Pro Lys Ser Tyr Leu Pro Gln Thr Val Arg Gln
900 905 910
Gly Gly Tyr Met Pro Gln

915
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Abstract

The present invention provides human anti-I1.-6 antibodies with extended in
vivo half-life. The invention further relates to pharmaceutical compositions,
therapeutic compositions, and methods using therapeutic antibodies that bind to 1L-6
and that has an extended in vivo half-life for the treatment and prevention of 1L-6
mediated diseases and disorders, such as, but not limited to, inflammatory diseases

and disorders, autoimmune diseases and disorders and tumors.





