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L B NI RIHTN F A K652 7R BT B DUAMRAR 28 FF I MTX I 4145, H H 36T

FRMGRNERAT 28, Horp

fiK.

FITIRMRALA 8mg / kg 1) 71 & 0 ok 5 ik v 5 1Ok /4 R 25 255 HL

FIriRMTX LA 10~25mg /AN / Ja i 75 sl i 1 iRea 25 .

2 AR EE SR 1 44, Herb BT IRMRAFIMTX 5] B 22 245 5 1] o — BT [R) 24524 .
SAHNE R I ~2 2 AE— T H A, Horh 5 ARG ZMTXHIE SUAHLE , Bl MRAR) 1 B0 B

4 PR ESR~3Z AL — TR A, Forp ik 4 5 B IR HIMRAGTAA IR 77 A2
5 BAER I ~4ZAE— A&, Hrb iR & 5 352 i AP DA %
6. AN ZER T~ 52 A — TN AL A, o b Br ik 41 38 31 1) 52 B MR 7 7 2 (ACR) 50%

(ACR50) F170% (ACR70) 35 2 v - B FHMTXAA 2 i ACRS0 FIACRT O 35 2

7. EA NI TN A 3652 14 5 70 B PUARMRA R 2 FF IR MTX - il 2V T SR XU

P T 28 [IIMRAFIMTX (1 2H & 1) A s, b

fik.

FITIRMRALA 8mg / kg 1) 71| & 0 ik 5 ik v 5 1R /4 R 25 255 HL

FIriRMTX LA 10~25mg /AN / Jil i 75 sl i 1 iRea 25 .

8. AR EE SR 7 FHi& , Herb BT IRMRAFIMTX 5] B 25 245 55 1] o7 — B[R] 24524 o

9 AUHNEER T ~8 2 AE— i) Hidk , Horp 5 ARG ZIMTXAIE SUAHLL , B MRAR) 1 B0

10 BURESR T~ 92 AR — T g, Ferb iR 4L 5 B I HIMRAGTAR ) 77 2
LT BUMESR T~ 102 A% — T flig , Herh prid & 5 a2 i AP Th AR
12 BURER T~ 112 AF— I F 38, e rp pirid 21 & 3 21 S B KR 27 2 (ACR) 50%

(ACR50) F170% (ACR70) 35 2 vy - Fp FMTXIA 2 ACRS0 FIACRT O 35 2
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BTN R -6BXEHRN A

[0001]  ASHHH /& H il H oN20044E4 H28H L Hi 5 8200480011401 . 1 (E PR i 5 PCT/
JP2004/006211) B[R % HE 1 73 R H G
[0002] ‘REHE &

1. & BRI

[0003] AR B Sl it ¥ A 2 -6 F5 B (TL- 645907 , Kl bt a2 - 65244 (IL-
6R) HI LA (- TL-6RPLIE) S MHIFI4 5, F A& FI RS TP IL-6RPTIARIGIT A A
-6 (IL-6) MR T2

[0004] 2. AT StEAR

[0005]  TL-672&— P4l A ¥, 4 FR BN B Ml K 7 - 2 (BSF2) BT HL & B2. D4 R I
IL-6/E 7L 2 5Bk 40 il RAAE 75 4L (Hirano, T. 5% Nature,324:73-76,1986) ,
I H G RIUEMIIL-62 52 m 2 Fh A o Dhae 09 2 Dhse g8 Xl 1 (Akira,S. %% ,Adv.in
Immunology,54:1-78,1993) HERiE, IL-6i% F T 40 M R AL (Lotz M. &%,
J.Exp.Med.,167:1253-1258,1988) .

[0006]  TL-6ifidt 4 b pa AR 2R 1) B 3 4% S HAEYE I . — Pl IL-652 4K, ix B H 2
FTEZIN80KDIM LA &8 H, IL-6 5 E45 4 (Taga,T.%,J .Exp.Med. ,166:967-981,
1987; Yamasaki,K.%%,Science,241:825-828,1987) & T 5 % 4 Mo i 3 76 AU it | 3511
FEZE A T, TL- 652 At ] L2 32 B & FLM AP X (1 a0 TL- 65244

[0007]  [EFRAHWO 92/19759Fik | Z P PLIL-6RYULAA, 5l 4n : NIEAHTIL-6RTA
AHRAPUIL-6RPUAAE WO 96/ 1102048 1 = ELps 7 & TL- 685 P75 WiHi 1L - 6RPTARHIZE X
Y D A8 VBT AR A A K I 70 WO 96/ 12503938 T 6t F TL- 677 £ 11 5| AT 9%
TRIRTT > BT IR P93 51 3 2R 20 PR 38 22 o0 v e % BR AR 1 IfRE S 3300 S B 48 3% Joid 2R XU
PRI % CastlemanPCAE LA S RRIESGENEE 2 WO 98/42377HiR 1 5K I TZH ML AH IS )
PRGN = 22 R Mt REEARE 0 2 M 48 L P2 FFODR It 28 8 R e st e el e Bz 46 DA R i A Tt
PE Rz 2 TR /1697 55, Hed i Y 2 B IL - 6RPu A .

[0008] WO 98/42377HiIAR T R4S £LBEARIE VR YT A1, Hordr s M s 2 B 1L -6RPT A WO
99/47170%438 T Crohn B IVE T 71, He A i P i 73 2 HLIL-6RFTAAR WO 00/10607H1A 1 fifk
BR A HIIEIT ], Frp s M 2P IL-6RPUAR WO 02/3492438 T 83 8 B0 VA 7 77, Hodr i
PE R R PUIL-6RPUAK « A4, WO 02/0809694 1A 1 4h4E AT & ME 5T K HVRIT ), Hodr g
PR R PTIL - BRI

[0009] & HAMEIA

[0010] 1 L FTIR , £ 20 0 L3 1 Bl 20 2 P 1L - 6RPTAR I 2 Fh LR B IA 97 771 SR 11T , B A
HITEPCIL-6RBUAR L S 2 #0741, 451 a0 22 B RS (methotrexate , MTX) ZH-& 7E7G YT IL-64HK
PR R RS B R AR AN S8 E 5 3T 1L - 6RPUAKR — S I6 97 SRR 1 5% 15 A I H 2 4 il 751
1 40 28 FSERS (MTX) B R AR BT S7 A8 245 OB, AN 13 7E DAL IL - 6 BRI 97 28 R 4 58 47 %8
I R R UL - 6RPU AR B PR AR B TR A8 35 BV o



CN 105617387 B ﬁﬁ HH :I:; 2/20 71

[0011] Rk, AR EHHEHE 1697 IL-6AH KRR 254 &4, (4 E A & - 645577 (IL-6
FEHUA) Azl o

[0012] AR BHIEHEME T OHE S B M HI I I A &4, UL sR A FTL - 63505 ia 97 IL-6
FHIRIB IR ROER

[0013] AR BHIEHEME T HE S B b F 25 4G4, L TBI sl b AR FH TL -6 45 5177076 97
TL-6AH I () AR 25 M

[0014] AR BHHE— SRR 7 TR &4 2510 TL- 6 M SR Va7 7, i 167 FIAFE IL-6
CEANIIP

[0015] AR EHIE—DIRHE T B & & A REIL-68EIRIN AU S, ULk s KT -64H
KIIRIBIT RIS RN

[0016]  TL-64EHLAILIE R PLIL-6RPUK  HLIL - 6RFUA L% & HLIL - 6R I FR v B 44 o AR
5, PUIL-6RYTA A TUNTL-6RIK TR PUIAR  BLE LI , HTIL - GRYTIAE DT/ TL-6RIF . 7E
BEPLAAR A%, HUIL - 6RPIAR & HAH B PiAk Lk , APLIL-6REE T P sk 2 ] anPM- 1544 - f1
3% /NPT TL - 6RE v B B AR 2 B WIMR 16 - 1A o 13— 20 Hb, HiAR AT LU ST IL-6RI R & H1
PR NIEACTTAR BN TR A BIPCIE BT IL - 6RPTAR 2 4 an N JEAL I PM- 1HTAA

(00171 H{IL-64EH05M, FEnl 2 PiIL-6RPUIA 5 S B fHFIZH A 1, TL-685 5055, Fe a2 i
TL-6RYTARHI IR , (9 A 7E ik A A5 DL T 720 02-150mg /kg/4 JH B R 7 H 5 HL A8 [R] ) f
WEPLIL - 6RPUAR I FE ) 57 &, 1830 . 5-30mg/kg /4 FA B 7~ -5 A5 (] 1 My e 1L - 6RBT A
WREH 7 &, ARG 2 -8mg /kg /4 A B 7w 5 HL A5 [F] ) VP IL - 6RYTAAR IR FE I 77 & o
[0018]  MEsflEss T IL-65 P05, el & PUIL - 6RPTIRRS , TL-6F5H055, Kl & PiIL-6RHT
PRI B A , ) a0 76 &R Bk E S L R AME T 4mg kg /4 B B 78 HY 5 S [A) 1 Iy e T L -
ERPUAAR I BE I 7 &, PLIE6 - 16mg/ kg /4 il B 7w HA 5 58 [A] (1) ML P TL - R AR MR FE 19 551
&, FRIE6-10mg/kg/4 JH B 7 HY 5 H 56 [F] ) I 4T TL - GRPTAAR IR BE 57 & o

(00191 MTX A S L SIS , MTXH 7152 , 41401 - 100mg /M4 (body) / M BLE /R H 5
FCEE ] 1 I MTX R BE 1R 551 22, 3264 - 50mg /A / i B2 7 He 5 LS5 [R] (1) M T XA B2 1) 55
&2, Rt 10-25mg /M / JE B 7 HE 5 H 6 () 7Y AL M T XA B2 ) 771 & o

[0020] [ R~ HH BRI 24 (An - $TIL -6RPUARMTX) ¥ B B 77 &, /& 48 72 AR 25 [5) 7 R 77 &, AP
A5 JHIL R AR 55 1) 2 360 B 2 245 g v e O v B R B T v B T AR AR, UL AR R 5T 2
AN B~ BT I 25 (AnPeTL - 6RETAARBMTX) ¥4 B 1) 7l = o

[0021]  TL-6AHSCE I I B 5~ ELE

[0022] it RAEMA FREHEHE B R EADREEEMEYE £ (nesangial
proliferative nephritis) CrohnPK itz 145 M 98 R 5 44 B e R M D015 R B R
GG ETIR R R L IME R Kawasaki FRIR R XIEHERT R KRG HIRE
(systemic erythematosus) 2 &S jogrenZE & 5E A St 11K 5

[0023]  FRg i - 2 KM B B8R  Castleman B 7 S R E 980 O 0

[0024]  JEYLM: P77 : HIVIE Gs \EBV/BE G 5

[0025]  3EJ5 )i (cachexia) : %995 Jii 5

[0026] v JRAMMUIY 2 0E , & e e Bk a1 IMUE , $ M &5 , PRade S KB ME 5T 4, A H 38
Z0E , B BR R  MRE , 34000, 5 48, % 5t , 2 R 1 IR, Cas tleman s , B /N ER I 1

4
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BT 98, RGP, Crohn [, IR 28, 8RB0 , 4 AF BUR 1 G5 4, B RGP Y)
SRR MR 28

[0027] AU BRI 25 W20 & P mT DL 1 AR Bl B o DA R 4 B R 45 24 o 9, T DA g R
FikE ST 5 A WL S PR O B Ny A 500, &5 Wi i, DRI AR 24555 . 45 245 )7 Vs
AT DUAR B8 £ 2 R 08 R 0 e 1 o SEBR A 1 b R R 52 25 25400 52 1, 451 1 - 25 2 [m] B K
4 771 2] 1) 7)1 T, 46 243 1) o R 4 70 2 () 7 2 k2>

[0028] X} FPiIL- 652 AR P AA AL 328 771 B A 25 245 5 3, 490 dn i ot 97 PP A7 (6 0 S PR ) &
e B RGN & AR NEARI G, 50 A — 2 LR G 25 7%, 51, B &R K ST, anie v A
BRSO R R AN A 25 5 R AT 20k JE L VIR R LR /2 JE LR /4 LR /6L
IR/ 8 55 o I 5 W 5% 95 19 15 o R TS 1 S B0 B 0 84, 2 245 77 S8 mT DAEAT IR, 491 L i
g5 24 1A b 29/ R Bk / R Bk /2 )8, 1k /38, LIk /48, 1Yk /6 FALA B 11k /8

[0029] 4 SMTXHH G5 250, BIAnEiayT R RIBHEOCTT RIS OL T , S04, HTIL - 6RBLAAR
()71 5 15 0. 5mg/ kg / A A2 B ow S5 (R B 2 Hu IR AR I 7= - 49 o, 24 1ok /4 i
ITER RS 2515, )90, 02-150mg /ke , PLi%0 . 5-30mg/kg , B 1E2-8mg/kg .

[0030]  HLTL-6RALAARLS G e 4l 7w LA [R] ) 25 245 5 [R] Bg — B [A] 25 24

[0031] e ] FRE B HEPT XWR A, B b 5 R 7%, FE AL FE 1 an 51 254 -

[0032]  A. G, T RIR A, T R R PR

[0033] Ay 411|551

[0034]  JEAk5F]

[0035]  FRBAMEHEZ

[0036] AT

[0037] TRk natng | FH 0GRS, , IR WA 37 5

[0038] T2 At v7% 14 1 i1 5

[0039]  BAfHITR 2R, fth 5 5 F]

[0040]  HTXHBF

[0041] ¥R & W, Ml A ML BE (sulfasalazine) , K HE AN, H IR PG 3, 25 ) & BBt
(infliximab) ,[f[iAAREH] (adal imumab) ,D-F &M, ] RS ED, vl E4E&9 (WL
PIVESD) OKIER R ASERER SN, &6 755, D- 5 B, SURILA, A7 vahr 85, B s A F] 5
[0042] 5 bR iR A

[0043]  WIPIRA , S AL AT I FA SR

[0044]  WEEGAT (1) Ha , SALTT ) Fa , SALTT B PA BEER B4, S04k vT B FA BE FHRR BN , I R R & mT
HIEVN

[0045] ik Jente, ik Jeta ek

[0046] Y& JERA L, Tk JEAA e R EARR A , Uk JE AA e B IR , o R o<1 Uk JE A

[0047]  FHZRIR B 2K

[0048]  HHELUR JEAA I, B IR FH S5 0R JE P I, F 40k Je a3 IR 4

[0049] bz PG Jp 2k

[0050]  phZ2 P4 e, Bk iy 22 78 00, Hh 22 PH B4 (triamcinolone actinide)

[0051]  HhZEKak
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[0052]  HZEKhn , M R M JE K A , 3t ZE KA B R BN , b ZE KA A AR R i

[0053]  f&fdoKAAZE

[0054]  fEAHOKAA (REAORFATREREN) , AR AR , R AR FA B R 44

[0055]  mAfuoKAaZk

[0056] M ER A F7 K A%

[0057] G2 0 shl) 3] ) U6, 49 20 < 76 2H A MTXYE T7 28 KB 5745 28 I, 91 an 78 1 R4S 24 1
FHEOLT , N1-100mg/AMA/ J&, ftide4-50mg , EARIET . 5-25mg/AMA .

[0058]  pb Ak, HLIL-6RATIARM f= 77 A2 T e TRy B8 38 IOV I 7 & AR S T Elim
FVEIT TL- 6 S 1 d5e /N R o B 0, TEIR YT R P 1T 2% H R4 AT i ki v
IO, %5 4 /kg B £ , {116 - 16mg/kg , BEAR1E6-10mg/kg.

[0059] 3R II45 24 77 3% 45 24 11 B LA B2 25 24 575 5 A e 34k S 49 ) 28 461 o mp DA 4 i 8 B 7
HFRABUTT 250 25 265 51k < TRT B RO SR o 43, mT DA SER 3ok 0 i b 5 AR 2 IR BRI B
IR S LA AR AURCR 1 45 2 07 0 T B AN B A R B BRI IR B S R SE I B A
4[] ML R B T 285 245 77 % TR) B AN A

BEIEAR

[0060]  FHAEA A B vh () TL - 645 500 AN 5 2225 PR BRI SR A LB a0, R /R TPy 54
16T IL- AR SR BT LA .

[0061]  TL-64E40 2 i IL -6 44 % VR P o1« TL - 645 P Pt ade =2 2 A i 5 IL-6,
IL-6R, Bigpl 301 455 I BRI P BT - IL - 645 515 R 4B P IL - 6 Hu4AR HLIL - 6R$TLA4  Higp130
PR EABMRI IL -6 EAE MR II AT TL-6R, BRIL - 6B IL - 6RITHE 7 K, DL K e 7R AR ALV 1
RS> T4 i

[0062]  FHAEA K B H B4 TL - 6 HT A4 AT LA FH AR s 8 60 ) 7 V2 DA 52 50 B B 22 e B AR )
T 3RAG A B vh BT R B TL - 650 AR, D12 R 1 Tl L Bh 0 A B0 5 B 04 5K 1 T L,
BN B o B AR A TS 2% 58 8 AR 7 I P AR R E I B DR AR R R P AL P AR R DR 1 AR IA 3.
IRIEAL ) A8 2 AR AE P PR iz bR T S IL- 645 G oRMHIIL-6 S IL-6 24K K 45 &,
M BT TL -6 45 P i VA5 5 A% S E NI .

[0063] IXFERIPLARELFEMHLI66 Matsuda,T.et al.,EBur.J.Immunol.,18:951-956,1988)
FISK2 (Sato,K.et al.,The 21st Proceedings of the Japanese Society for
Immunology,21:166,1991) .

[0064] 7 A= B TL - 64704 R 2 52 9o AT LA A 42 2 1 A FH AR Q53 2 R 0K i 6 o BT, 258
Jed AT ARR S A AL 50 9% 07 VE I TL - 64 E N SO R BEAT S 2, SR 5 R A5 31 ) S 752 40 i R A 1 1)
2 5 77 vk 5 AR ST R SR A G R AT R L I PR 9 075 128 07 V2 0 a8 2 7 B D R i A4
HOEONESEI S

[0065]  HEfAHh, HLIL- 64044 w] LLan il & o 7, °] Ll i A JFfEEur . J . Biochem. , 168:
543-550,1987;J.Immunol.,140:1534-1541,19888# Agr.Biol.Chem.,54:2685-2688,
19901 TL - 634 [H] /= IR 7 41, Bk A5 FAE BB TR BLARAS BLAR I A TL-6.

[0066]  KFTL -6 Bl F F1l4 A AS S0 O AT B B, SR 5 4 LA 22 5 1 1 g - 4 i
H, e E FARSUR O FN ) J7 ik Nl i el o= Eigrh Al H AR IL-682 8, 44k IL- 655 5

6
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A DL ESUE LR R RE, TL-6 5 e d A Rl & & At n] DL ESUsd R .

[0067]  FHTEA K BH AR P IL - 652 A oA ] LU g Ik AR A 0 20 1) 77 72 DA B v 4 B %2 e e
PUARRITE 2GR 0 T AR BRI P IL -6 2 R PTART 5, DL >k H W L3 i) B v FE A
K W FL 3l P 1 B o B P AR L HE 258 98 A = B B AR R e B R TR R R BB & B L A
(1) R IB IR ELATE T AU AL P PUR  Z PR vl OB 5 TL -6 52 k45 Aok HI I 1L -6 5
IL- 652 A4 [ 45 T BEL T TL - 6 45 W0 A5 S A% Sk N 401 o

[0068]  IXFEFIPUARBLFEMRLIG- 1HT4& (Tamura,T.et al.,Proc.Natl.Acad.Sci.USA,90:
11924-11928,1993) .PM- 1914k (Hirata,Y.et al.,J.Immunol.,143:2900-2906,1989) .
AUK-12-20P0/4  AUK64 - THIARBLAUK 146 - 155144 ([ FR % H11E A FFNo . WO 92-19759) .
o BRI I B BT B HEPM - LA

[0069] A= =PM- 1A 2452 TR A0 R AE PM- 1, B 48 35 A ik i 7 4% 29 LU AR 3K 4 5 FERM
BP-2998 1198947 A 12 H 1F H by & ) A {5 ik .47 (ATST Tsukuba Central 6,1-1,
Higashi 1-chome,Tsukuba-shi,Ibaraki Pref.) {F H E Pr{RiE . 4 r=MR16- 1 HiA I 4438 J6E
YA RAE R - /N 24 MR 16 - 1, 0 38 T A a il 7 2% 2 DL AR J 4 5 FERM BP-5875F
199743 A 13 H 7 FH Br L& R AW 5 B 47 (AIST Tsukuba Central 6,1-1,Higashil-
chome, Tsukuba-shi, Ibaraki Pref.) {EH [E FR{R5E -

[0070] AR =i IL - 652 4 5 ot B e 47k 1) 24 52 98w DA 25k A ik AR 4903 2 6 () 52 AR 4 F o)
B o BV, 252 988 0T AR 4 A v S 2 vk I TL - 6 32 A4 A A SUs b R AT S %8, SR 5 B 15 2
325 20 PP 9 £74) 401 75 7 ¥ 5 AR AR ) R S AR A R AT A AR v T T VR e AR
PR REPUARR A TA .

[0071]  H Akl , HUIL- 632 ARk mT LLan~ fil € a0, /RS E LURAS Bk N IL-6
AR AT LLIE I 43 3l o FEAERR PN E F H 1 A FFNo . EP3254 74 F1 JP-A-3-155795 ) TL- 652 {4 FE
IRl / R B R S B T 3R A

[0072]  IL-65Z2AKEE A FIRAL, B, —FhRIATELHM b, —Fh 5 20 B i 7 B8 (¥ PR 1L -
672 14) (Yasukawa,K.et al.,J.Biochem.,108:673-676) . AJVAMEIL-65Z KA FHHIL-65%
R ML AMX R R B 5 B2 A TL - 652 R I X AAE T3 A B8 I X B A P I X e Y X o A
B PR BB R A T A R B BT L -6 32 AR Ak, IS FPTL- 63244 2 13 R v] LA
[0073]  CK§TL- 652 44 ) 3 IR 214 N AR 4533k 2L S i) R IA 3 A, e AL 22 3@ 1) 1 2 4 e
B ARSI R 5 ik DAl iR 77 s 2tk AR IL-652 8 1, 2i4b ) TL-6 52 4R 2
] LR BT R AR, RIS TL-6 2 R4 AN IL -6 2k S B AR A E A ]
DA RS

[0074]  JEkipIBIBSF2RALHEmAS N TL-652 4 c DNA , 5 1% R ) K % 4T B HB101 -
pIBIBSF2R T, 3 T A ik il 17 2% £ A58 5 FERM BP-2232F-19894F1 H9H o 78 [H br & F) 44
e B (ATIST Tsukuba Central 6,1-1,Higashil-chome,Tsukuba-shi,Ibaraki Pref.)
BEAT B PR R -

[0075]  FHTEA & BH A () Pigpl S0HTAA AT LA JE i A AT £ A 75 vk DL B v e 1l 22 v B A
[ X3R4T ot T AR BR 1 Pigp 1 30HT AR K 15t , L%k >k 1 Wil L340 1Y) B0 e e oAk o oK 1 T
LB B B I P AL S A 3898 A 7R I SR AE R 3 R TR R R F AL PR S IR 1) 3Rk
AR AL TE AU T A P2 I DU TR T DLl I 5 gp1 3045 G R NI TL-6/TL-6 528 H &

7
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)5 gp13011) 2 M T BE KT TL - 6 1) A= 03 145 5 A% Sk N4l .

[0076] X FERIHUAELFEAM64FTIA (JP-A-3-219894) (AB11HA FI2H4A4 {4k (US 5571513)
B-S124744& LA ) B-P8#itf4 (JP-A-8-291199) .

[0077] A= P=4igp 1 30ER b P HUAAR ) 2 A2 J88 AT LA J A a8 ek AR 48 2 Fn A B R 3% 0 F il 4% o
R, 25 J88 AT LAAR H8 A v e 77 7% g p 1 301F N B IR AT S0 %8, F 45 21 1) S 2 40 B FH b
7R () 20 PR R 5 7 45 5 AR Ak L SR S AR AR R EAT i, PR #0708 J7 VR 07 Ak A 7 B v P
N INIES ES

[0078]  HfAh, B vilE HUAAR ] DL T il 4 o 5, B AR B IR DR IS Bk gp130 7] A
8 B A T ERR I & H 1 A FENo . EP 4119461 gp1 303 K/ A L1 7 51 1 3545

[0079] 4 gp130M%JE K 7 A4 A A S L A FRIX BUA R G, AL K 2 5181 18 - 400,
Feds AU O A B 77 V5 D AR B el 3% His R4tk B brgpl308E H , 446 gp1 304 H AT LA
RS - R A, 218 gp1 30 4l flgp 1308 1 5 B E A @& & 1t n] L HAERL
CEnNe

[0080]  FHECE LR o 2 1l FLEh W0V A Rl T PR 1], (HAR IR 75 2% 18 5 H T A M a5 1 5
AL B PR AH S AR LT HEAT R . — FROR UL, A FHME U5 2R Sh W tn /IR R BR AR R

[0081]  FHEUBHL I S )W mT DL 3E ik AR Qe O i) 7V 04T AR 9 H U7, wT DL
JE IS PN B R T 45 A S B R AT R A S DRI BT R 2t FHPBS (B R 4% i
7K) B K AR R A, H 5 1E E AR AL ], B an 36 G e e AR & FLAK , 3235 LLIAIBR 4 -
2URI T X LIREE TR AL - 348, v LAAE FHEUBGT L S 2 i) 5 P G i A

[0082]  ZhWp4iciE bk T7 s, SR S T BT 7 DU 0 LB /K1 A2 G N - 8255 , AR L 30
W HR ECHS G 2 B T 2 B R o e, P T A PR R 110 B 2 4 LR o) R A A
[0083] AN -5 b fe e 20 P fl - PR AR 51 A 20 R 1) W 7L 3 40 i B e 4 B R 150, T DA
A FH A AT, ) 0 K 41 &R, 140 : P3X63Ag8 . 653 (Kearney, J.F.et al.,J.Immunol.,123:
1548-1550,1979) .P3X63Ag8U.1 (Current Topics in Microbiology and Immunology,81:
1-7,1978) \NS-1 (Kohler,G.and Milstein,C.,Eur.J.Immunol.,6:511-519,1976) \MOC-11
(Margulies D.H.et al.,Cell,8:405-415,1976) ,SP2/0 (Shulman,M.et al.,Nature,276:
269-270,1978) .FO (de St.Groth,S.F.et al.,J.Immunol,Methods,35:1-21,1980) .S194
(Trowbridge,1.S.J.Exp.Med.,148:311-323,1978) \R210 (Galfre,G.et al.,Nature,277:
131-133,1979) »

[0084] | 2 20 0 5 v i R 4 L 1100 400 L e 5 T L 5 A e e A A3 L SR ) O A6
milsteintS 77k (Kohler G.and Milstein C.,Methods Enzymol.,73:3-46,1981) #:47,
[0085] B HfAcHh , b s 241 A b5 v DA G 8 40 B Rk A 32 R A AR I T AR AE S TR 7 A
AT R A M Rl S R 2R AR 54D < 58 2 1 (PEG) L Al 5 5 55 (HV]) S5 mT LA A o AT LAAR
P75 B — 2 N /A8 BB, 0 dn s = H O AR DA e A A

[0086] 42 24t o 5 B R o8 240 PR 1Y) 18 FH B 48] 328 S 48] 2 4 D B 98 1) 1 - 10£3% o
YE N T FiR M @l & B 3 98 35, vl DL f# FHRPMI 1640857755 & B 5 B 40 R4 KK
MEM$% 722 , DL S i] FH T2 28 B 40 B % S i) Ho b 1 77 2, g HL T L — 28 5 i g #h 7
Y, Bl : G 4 138 (FCS) 4H4E

[0087] 5 T ARG, vl IE I E IR R AL S BE R AN L 4w AR B IR R TR A

8
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JEEVR G IINPEGYA L, 914 - INNAEST C HUR I AR HEIK E30-60% (w/v) HIF¥ 00 T84
1000-6000F PEGIF R , JF IR & , LA B H I fib-& 40 i (22 40 i) B8 J5 , vT LLIE S B A
24k I A I B R A BB T I BRAR T 25 B 0 2% 5 g A AN 1 2 i ik 55 751045
[0088] AT IR A] LA I AEAR T G i 1 IR A b, B ANAEHAT S IR 5 (5 IR RIS S e
R i e T A Y ) i R ) S SR 0T IG U M, FEHAT R SR B h B R R RS LR 2 LA
SRR TR AR B2 RR 1 H I 23298 LA A 4 i (-5 40 i) 2K 26 IR )5 SR AR AE AR
B 3 % 7 V2 i e R o e A= 7 H IR AR IR 258 R

[0089]  itAh, Br 1l I B o B bk NS LLAMK H B sh W3R 15 Fodk 258 BL AN, AT LA
T I AR A A FH TR B 8 B AR B R A 20 P SO R 0, R S R BB L A 5 N R
Fil T2 20 B, 91 U266 4 . (22 DL JP-B-1-59878) fil 5 1 3K 15 B A X I EE it S sl R I8 % B IR 1)
2P L %) 45 5 1 ) B 7 N oA o i HL, AT UK Bt SR Bl SR B 4R 25 7 & AP A
P A 2H B 73 B e 2 R Zh W AR 4 ok 7 vk R34S BT 7 AN PR (S 0L [ B & A BB A T
Nos.WO 93/12227,W0 92/03918,W0 94/02602,W0 94/25585,W0 96/34096,W0 96/33735) .
[0090] DA77 vk il 4 1) 7 A B B B U AAC ) i 5 B8 P DA RS FRAE AR AE RS R v, 10 7] DL
W AFAETR A

[0091] Dy 7 M IRAT IR SR AF 58 v B i Aac , mT RAASE FHRA R 73k A% bR Al 7 VA 7 28300/, R 5
PR 97 R T AR A5 5 5 B A4 s B0 A S IR Tt FH 77 AH 2 O W LB ) A S 5, SR )
PARE KT RIS B v B Bidd . Bl — i i@ & RS m 2 [ B, J5 —J5idkid & R A 7= 4t
(N8

[0092]  f5l4m, W] LA HIJP-A-3- 139293 23 I 75 i il 46 P AE HUIL - 6 32 AR PR ) 24 388 » T A
SEE AN T J7 9% K A PM - THUAAR ) 23 58 98 I PN V3 559 BIBALB/ ¢ /N B ASRARIEK , 2R J5 M 1%
FE /K SEAPM- 1444, G o 7 A2 PM- 1A B 2 A2 98 2k 1 AT ik (il 40 2% 2 BA OR ek 5 FERM. BP-2998
T 198947 A 12 H [ b PRk £E 8 b L A ZE W) fr el .47 (ATST Tsukuba Central 6,1-1,
Higashil-chome, Tsukuba-shi, Ibaraki Pref.) i H , n] CASEH U0 J7 v B i 4938 Jea 1%
FAEGIG IR FREE P, B0 BEIRAERPMT 164015 97 36 | 4448 SR SFMES 77 3 (GIBCO-BRLEEAE)
i E A 10% a4 I35 15 % BM-Condimed H1 (Boehringer Mannheim#2fit) fJPFHM- 115 3%
#& (GIBCO-BRLIZME) 1, 28 Ja B 15 77 L TE A AP - 147044 .

[0093]  FEA WA, w88 v B H A R U, W L A2 T 72U () B R oA - IR AT IR
Hh T B HUAREE AL, K12 B DR A N\ B R A, K 3N 208 4B DL AR R TR R R
(Z W, 1, Borrebaeck,C.A. K. flLarrick, J.M. ,Therapeutic Monoclonal Antibodies,
Macmillan i pot: 7EEE Hifk, 1990)

[0094]  HAAhy, B] LA ™= A2 H I B0 44 10 40 M, 451 40 2 58 988 70 B8 G RS LA mT AR X (V) (1)
mRNA . 9 143 BSmRNA, W] i A 458 O R0 ) 7732 I A 25,007 (Chirgwin, J. M. et al.,
Biochemistry,18:5294-5299,1979) \AGPCV% (Chomczynski,P.et al.,Anal.Biochem.,
162:156-159, 1987) 4 ERNA, 4R J5 18 FAmRNAZE AL iR 77 & (Pharmaciaf i) il #mRNA. [7]
F, mRNAH ] PLIE 4 Qui ckPrep mRNAZEAK I & (Pharmaciafgfit) B2 H4% .

[0095] AT L MR A I mRNA FH 18 e s g 5 i A4 VIX 1) cDNA o 7] DA FHAMVYE % S ity 5 —
$iE cDNAEr AR 77 £ 25 A e DNA G [ B ,5” -Amp1i FINDER RACEiRFf & (Clontech$ k) A
FHPCRI#15° -RACEY: (Frohman,M.A.et al.,Proc.Natl.Acad.Sci.USA,85:8998-9002,1988;
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Belyavsky A.et al.,Nucleic Acids Res.,17:2919-2932,1989) 1B r] UL F-T& R A4 14
cDNA. MFTER FIPCRP= )44k H [FIDNA Fy B, 98 Je 2 2 SR ARDNA L B2 , 3 b g v il 2% 1
BTN BRI A, 07 35 B 74 DA ) 46 BT 75 B2 480 o ] L AR Sk 4 0 ) 77325, 4810
FUFAESE H HIDNA B 3L 371

[0096]  Hn SRS T 4wt H A HLARVIX FRIDNA, JE 4 0] LUKHZDNA 5 4 i BT 75 Hi 44 (1) 18 52 [X
(CIX) FRIDNAESE , SR JE B s N Rk #ifkb . 53, 0] LB gt Hi/ARVIX [DNAS N & it
RCIX [P RIS B .

[0097] Ry 1 il & FH T AR R B PUR , o] DL PR EE R8N Rk HAR DU 7R RIS IR X,
BILNTE T SCH R I 358 7 AR 20 TR N RIS R IE AR AL 2 18 4
[0098]  FEA K B, W LA FH N A ) 3 K S5 L i, 4« ik & pudds s NJRALPL AR AN
PR DL AR AP [F] Ao AR 70 SR o 3K B AS Ui A o] L 2 R0 7 925 i) 45

[0099] R & PUAR AT LB L A7 5 N T8 F 04T 4 7= 55 LR SRAS I 4D i ARk VX 1 DNA 5 2
T NFURCIX I DNAE £z , S8 J5 5 N\ Rk 84k o 1 3818 (S BRI & F) B i A FFNo . EP
125023, [E R & F & A FFNo . W092/19759) o A FHIX Ee T A 77 7%, n] LAFRAS FAE A B )
QSR LN

[0100] 34, & 4ufiPM- LR A UKL EE FIHEEV X [ DNAFK JSORL 43 7 iy 44 A pPM-k 3 FlpPM-
h1, [, 4 3% 28 SR Y K I A R 2 2% T A 18 i 0 2% 29T 199142 H 12 H 43 7 ANCIMB
40366 NCIMB 40362 [E b £ % 7F [E 57 Mk A1 v 3k 2B W PR R R 2 & (23St .Machar
Drive,Aberdeen AB21RY, 7rf& % Hi[H) .

[0101] AN EALHUARB R AR NPT, 2 35N FLsh P51 /s B B i Tk e X
(CDR) FE AN A PR B AN 52 X PRI e , o 12 (R 2 40 7 v 2 2 AT (S ILRR N & R H i
ANFFENOLEP 125023, [ bR & FIH 1 A FFNo . WO 92/19759) »

[0102] B fAk#h, i 78 R B A B S5 5 00 LA A% T B i PCR & i v F T4/ B bt
PRCDR S N BT ARFIZEIX (FR) EZE$2HIDNAJT 31 o Fir 3RDNA L g i N PTAARCIX IDNAIE RS, IR 5 15
N RIE AR K Z ik 5 N 16 E 0 L= 4 N AL PR (S 0/ & ) B 3 2 FFEP
239400, [E fr L H] HHIE A WO 92/19759) .

[0103]  fh 2 H CDRIE #2521 N HUARFR K U, e #3543 B e X B R i Bt Js 45 6 67 AU FR
PUARTTAR X A SR X AR IR, Wi R 75 22, v LAEAT B AR, DA S M N B i) A o e X%
R IE PR 45 & 407 4 (Sato,K.et al.,Cancer Res.,53:851-856,1993) .

[0104]  AHUARCX AT LL AT i A iR M JEPTR . NPUIARCK B4EC Y , filtn,Cy 1.Cy
2.Cy 38LC v 4#B ] LA o m] DUE I N BUARCIX R4 S iR fa e Pl 7= &

[0105] ik & Pria tr I8 E A AT FL 3 B il 22 X R BN BRI CIX A8 pl o« AR AL
ok B Y8 B 36N FLsh PP i BRI 52 X AR PR B AL SR X RICIX 4 il o R JHh 3K
PURRRAR 77 NAR PP IE E » AT o] 43 FAE AR BH I A

[0106]  FHT- A< B B N IRAX LA (1) A0 328 LA S 45 B4 N VRALPM- 1A (2 LI B F1) e
HATTNo. WO 92-19759) .

[0107] [ FE, 1E NIRAG APUIREI 732, Bk T iR J5 ik LA AN , R R NS00 S @ it v i 3R A5
N U B HE A2 O R0 o N BT 1) ] A% XA DL 3ot I 1 A i 7 5 VAR S B oAk

10
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(scFv) RIEFEWR B AR R, I8 5 U128 45 G DU I W B AR o 23 AT 05 42 HE PO W B AR ) S B, mT A
T € Zm i 25 A U 1 N BUAR I BT 22 X DNA ST 51 Wi SR B 1 45 A P iR ) scFvFIDNAJF 471
20T DL id i G Rk B R AR 1% 7 S AR A A PiiE X e Tk e a2 2 A el gl H
WO 92101047.W0 92/20791.W0 93/06213.W0 93/11236.W0 93/19172.WO 95/01438F!
W095/15388.,

[0108] LS A4y iy P A S AL mT DA AR 438 2 R0 1 5 23R8 AR AT o 24 48 R AL 3 40 e
I, HrAs LR v DL e D Re b2 1% H R 3h 1 EZE R IE PR IER DL &3 Fifpoly AfF
SHIDNASKR R , 0] LA & A eI Bk Rk il an : jB3h+ /3G 5%+ v LLadE N E 41
o B LB B R 1/ R T

[0109]  [A]#E, X T-Re % FH T A K BHPUAR I R IE B H & 3 sh /3558 1, AT LA FH S 3% 30
B 2R EE IR B R B2 40 (SV40) I B S 31/ G5 1 A0 H 0 2L 30 P 40 N 4
R F 1a (HEF1a) 1) B30T/ 3T

(01101 45 4n, af LAAR #EMul 1iganZ8 ) J57% (Mulligan,R.C.et al.,Nature,277:108-114,
1979) fEAL HSVA0 JA 3+ /38 58 7 B A5 L T AT 3R, BnT AR M1 zushima %5 (1) 75 V%
(Mizushima,S and Nagata,S.,Nucleic Acids Res.,18:5322,1990) f£f# FHHEF1la 531/
RGO T AT K

(01111 XFF RWAF i, v LIS I Dhae tE 828 FH a3l PR 0 5 5 7 I A E SR IA
PR TR R R R IEFUARIE R U, B3+ 0T L4 lacZ B 3h ¥ flaraB /R 3+ . fE48 FlacZ
JBah T MaraBEsh 7RI E , 7T L2y 3K FWard 28 777 (Ward ,E.S.et al.,Nature,
341:544-546,1989;Ward,E.S.et al.,FASEB J.,6:2422-2427,1992) fliBetterZE i) J7 ik
(Better,M.et al.,Science,240:1041-1043,1988) »

[0112]  {EAFUR S WME S 5, A AE R I 8 B A2 = B IGO0 R, AT LAE FpelBfE 5
%) (Lei,S.P.et al.,Bacteriol.,169:4379-4383,1987) . 4r B 4 7= T A Joi v (1 i dk , 32
FHRATIE B PR g5 i A S DB A PR (20, F140:W0 96/30394) .

[0113]  WI LA HIVE H SV40. 29805 75 B 25 2B 7L B i 28 (BPV) I & il i 73 4h, 8 T
TEAE E ML R G0 4 1G5 R 95 DUE, RIA SR 7T DAL FE R B b P i IR 4 A2 g (APH) KT, 1K
TG (TK) F2 8, KT o s W v S R na B R AZ bl i 2 1 (Ecogpt) ZE IR DL Je — M IRIE Ji
Mg (dhfr) B[R EEATFIEAR L.

[0114] 25 7 A= H T AR P, o] DU RMEIR B A7 R4 A & Prik i i 4 fik
WA= R G AR AN P R G HE A AR AR R AR 7= RGNS IS A 4R A2 7= R 4
[0115] A FH SCAZ AR BRI 1B 00, A6 A FH Zh 10 240 P L A P 40 A 30 v i PR P A 7 R G
VE N B4R 2 %0 (1) WL sh 2 40 A , 451 4 - CHO . COS - i B8 % 41 il W BHK (%6 KR 5 4l i)
HeLa.Vero%¥, (2) MY Zh P AL, 51 2 - JTCE O BELR AR, B3 (3) B LA, (9 4 - s£9 s 21
Tnb 25 A NEYIAIE S 20, Y5 B M (Nicotiana tabacum) 40, ‘B AT PAAE A AT H 2355
It AV E TR 40 i O R BE , 41 4n % £ & (Saccharomyces) , ANFERIA % £F (Sacchromyces
cerevisiae) , FIZZIRELTH , Wl i 5 J@ (Aspergillus) , Wi & (Aspergillus niger) .
[0116] s A% 4 B i) , A7 7E A8 P AR B AR 1 A2 72 R AR N AN B 40, & A KT B
(E.coli) MIALEEATE (Bacillus sabtilis) .

(01171 HfA T DU BRI PR 28 1 e A0 5 N IR EE A, SR 5 A 355 57 2 A 1) 4 i T

11
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ARAT B 7R AT DARR Y A S L FH Y 7 VA HEAT o 602, ] DA HIDMEM\MEM\RPMI  1640LL & IMDMAF
R TR T B AR DL S S e, Bl an : ie 4= g (FCS) &4 F - fida T LUl I K 5
TUAA I DR 1) 40 2 2 50 0 O I s oA T A N 2B 77

[0118] Sy —J5 T, AR A 7 R G AL TE AL B A 7 R G A AR A0 M i) A 7 R G .
A SRR E BT A AL SR U A2 R G

(01191 fE N ALY, i AE L3 0, 485, /AN, 2R R E S (Vicki Glaser,
Spectrum Biotechnology Applications,1993) . [&l&E, /E N E 35, v LAf# & . 2418 FHAE Y
FIEOLT B, AT DA R 5

[0120] AL R T NIX LeBh W sl tE ) , 76 ) st Y ik A= = fida, SR e e - il an
PUAARTE R AT DU 4 A G R SR AEAE G i B B, 451 L = BIES 2 0 BT vh i, DR
A 2R A& R B S Al 1 PUAREE DR () il & JE DR IO DNA Fr By S 22 SR IR IR L SR 5 4%
# B MEVE L =F o I 7 PUAA AT DL SZ 12 VR A6 B L = A e B R L = B AR SR B 2R 1
WA R T NS P R HUAR I g &, 7] L ga e BE R L =R S A TE s (Ebert K. M. et
al.,Bio/Technology,12:699-702,1994) .

[0121] 4 HZE RGO, A T SEPUA R AR 7 i S 2, 2R Ja N TR TR 3R 45
PPk (Maeda,S. et al. ,Nature,315:592-594,1985) . 3#t—25 , 48 FUHE A5 0L 6
B LR EE R 36 N AR 2 I8 34K, 9120 : pMON 530, 8R 5 B iZ 3 A 5 N AT , 491 2 - AR 9 1= 338 4T
o X SL A0 1R K L M 5, Bl tiNicotiana tabacum, A iZ M0 B 753 3 I 75 P4
(Julian,K.C. ,Ma,et al.,Eur.J.Immunol.,24:131-138,1994) .

[0122] 7 N bk R Sh slidk 9 A2 7= R G A = Bk, gwmbs bk s (i) sl at (LD

RIDNAT] LA 3 145 N R IEEAA , WA 3K L0 A 5] B A 15 =0 A0, B0 5 6 G LD B ARV 5 1)
DNA$S: N AN IR HAA, T DA R B8R A0 18 & (S LEBR L F 35 A FFNo . WO 94-11523) »

[0123]  FAEA K B A AT B2 Budk v Bes FAB 1y , R B pi A & 48 Rt v] LA o 491
n, Bk Fr BUALR B0 < Fab, F (ab’) ?, FvBR % BABEF v (scFv) , fEScFv Al A 3d 43 Sk Bk
AMILEEHIFv o

[0124] R {Asth, vT LB, 140 AR B 8 L B 8 B B AL BTk DL AR Pk i By, BT B
Mg HiR B 2R R R B S NSRRI, R SR EE S & s LA R IE (B, 4
i:Co,M.S.et al.,J.Immunol.,152:2968-2976,1994;Better ,M.&Horwitz,A.E. ,Methods
in Enzymology,178:476-496,1989;Plueckthun,A.&Skerra,A. ,methods in Enzymology,
178:476-496,1989;Lamoyi,E. ,Methods in Enzymology,121:652-663,1989;Rousseaux,
J.et al. ,Methods in Enzymology,121:663-66,1989;Bird,R.E.et al.,TIBTECH,9:132-
137,1991) »

[0125] @it B HEEVIX SLAEVIX 3k scFvo fE1ZscFvir , HEEVIX RILEEVIX A if i i 23k,
) 2 ke Sk % BE (Huston, J.S.et al.,Proc.Natl.Acad.Sci.USA,85:5879-5883,1988)
scFvHTHEEVIX FILEEVIX AT LK B 0 b i AR AT 44 X T3 8V IX A ke 2k, mT RAASE F 43
WHT12- 1942 LR Bl A R PR 45 5 BB AR

[0126] DA% ik oAk ity HE slHEE 1 VIX DA B L R LAE 1 VIX FRIDNA Y BEAR , A I 5E S 2
1 S5 28 G B IR P 91| FRY DNAS 70 R R i ) 51 40 5 3883k PCR T VA S ABE Al v i 0 30 B2 S B R P 91
[RIDNATR 73 s SR Ja i3k — P & 0 A SHAILBE 52 1) R4 Sk 3840 W o 1K) 5140, 37 38 g A DA 2

12
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SRSy S BT il 7 i FRODNA , /3R 15 4 i scFviF)DNA

[0127] b4k, — H RIS gmh scFvIFfIDNA, R AR AR i 75 13045 & A B I R Hi B & %
KIEBARFLAE 2R 5 PR R HE 77 A8 FAE 323k scFve

[0128] S iX ek F B U, AT 8 mT DL an [R) DA b —FE3RAS, e id i 15 £ R A F AR
F= o AR B BT U0 “PuAk” BLFE IR e ik A B o

[0129] YR HuiR iz, il LA 5 & Fh7r 1% W28 & 8% (PEG) 45 & B difs . Ak
I U6 I “HUAA” ALK PRSI « ZRAF XA PRSP, 7T DL % SRAS 1 P ik
FTAC B o IX B T VAR AT R 2L AT

[0130]  dy1 ko AR P2 R ERAA (R PO AR T DA N4 B Py ANl B 4 2 i =5 3 R TE £ 40 B8, H4life
JSC35 B ) o BT LA SR A E AT AT T AR B B B4R 1) 43 B ARtk o B 25 FUZ AT A 76
F& 00 B 9 AR RN ER A G - T B AREI 20K BL #EHyper DL POROS.Sepharose F.F.%%,
FF 5 FUER 1 1 20 3/ Ak T VR mT CAASE S 6k Bt FE 5 vk 8 PR i

[0131] {54, AT DLIE 243 B AL & LR Sg AZ M DL JZ M7 L € B IE L 2R BT DA R A
&, DLy Emnatifh T AR BRI B E AT 81 704 - B A E AT BK E T R I R
S IXFERY EHT AT AR A THPLC (R R AH EHT) « 5340, thmT DA B s AHHPLC.

[0132]  m DAe o Wil o i B EL TS AT # B 3R BT 3R IR PO AR oA B o BV, >4 PR 6 BB,
PBS (-) & U BEifA , 435 MIAE 280nm ¥R Y B2, LA 1. 350D = Lmg/m1 1B i o 2448 FHHELTSA
ISF, AT A0 HEAT W & R, FHO . IMBRIR 3R 22 1 (pH 9.6) #4 LU 5T AN 1gG (TAG A R ) i
FEE lug/ml, IIAN100m1 HET1eGE 6L+ (Nunc A 424 , 4R 54 CRl iR & i Bk [E & .
B Z G, IMN1000 13 4 5 B 10 A K BH PR B BUAR B RE A, B AF AR HE ) A TgG
(Cappel A mFEML) , 2R 5 BRI E 1IN,

[0133] Pk )5, FEANAN 10001 BE5000 45 0 B Ve i R B A 1L I HT A\ 1gG Bio Source A
AIPEAL) AR A IR B LN RS S M EE T I & , #:% FiMicroplate Reader
Model 35501 (Bio-Rad#ft) Mi&E405nmf W >t & DL S ¥l

[0134]  HITAK LB IL-62 R A IL-6 24 &G M H R AR IR IL-6424)
TETERI Y B, BARZABAG I IL-6 7] 5 1L-635 G M Hb4E & 1L-622 4K, {52 T B R RefL
IL-6/ A 1, B LA e n] LA TL-6 1015 5 7% 5 o

[0135]  mIDLid I BARIL -6 Z LR T 41 I B R R ke 22k 5 NS S sk R AR TL-6 . 1
NEABMRI TL - 61 R 1) TL-6 7] LASR B AR RIS , (H 25 i 2Pt R ik ATL-6.

[0136]  HAAM, TL-6/ &4 AT LA A AT 2 4001 40 T @A, 1 WWHATIF (Vriend et
al.,Mol.Graphics,8:52-56,1990) T TL- 62 FEEE 7 41 — R L5 1, 33— B3P EEACHI R
LR BRI AR A R T AT AR B R A E B E S R R R Rk 2 )5, S A Y
1 N TL -6 ] B Bl 2 1 47 ) 3 A A SRR, 8 sk 5 IIPCRYE 5 N A R PR 0 AR A8 7, 1
RIFLMBHEITL- 60 dn i FE K o SRR Z gm i JE R 5 N B 1E B BT i 8k b, A8 5 ARk AT
SRR E B PR R A P RNl AL Tk, AT LARIE LB K TL- 6.

[0137] &M IL- 61 EAK ] T A JFfEBrakenhoff et al.,J.Biol.Chem.,269:86-93,
1994F1Savino et al.,EMBO J.,13:1357-1367,1994,W0 96/18648F1W0 96/17869.

[0138]  FH-F AR MK TL -6 B 5 BRER IL - 632 AR 138 23 Bk 23 ) LG 45 A TL- 632 /K B 1L - 6
[ S F HoR AL TL -6 1 AE WS MO 0 52 o B, TL - 635890 BE B TL - 652 4235 43 K 43 7 e ik

13
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SEG AUFIRTL - 652 AR BL TL- 61 4 S A B TL-6 5 TL-6 2RI 45 & . 45 F, T EA 1A%
B TL-64 Wi 1, BT LU e AT ToT CABH BT FH TL-6 52 E 515 S

[0139]  IL-6H)B4r BRBRIL- 652 A I # 43 ik /& FH IL -6 5K IL - 652 7R ) 2 B IR 7 31 b 2 5 T L -
65 TL-652 745 £ B8 43 B 4 S R L R 7 51 2H R K o S 14D o388 5 EH 10 - 80N 2 i iR ik 3t
R, HRIE20-50 , BEALHE20- 404 o TL- 613 43 BRER TL - 652 A4 350 43 ok o] LA a3 #ff 72 1L - 6
B IL- 62K TR T 5 2 5 MTL-680 1L - 632 4R 45 & 1 X 35, 4R J5 FH O 000 5 ¥ 732,
40 LR TAR R AR B A B B R 7 B0 A BB 2 B IR 7 F1 R il 4%

[0140] v il i JE A AR H R IRAF TL- 6135 7 PR BT L - 6 52 AR (1) 35843 BK , mT DA i BT 75
FEBIDNAJT B4 N 22 R IA A, S8 J5 BT LS id 8 Al Bk RIA A p= Fatifb i) v
BRI,

[0141] Dy 73 Id K B il 2% TL - 6 0 3 IR B TL - 652 44 (1) 35 4 O, 7T LA IR sy e 2
J732%, 040 « [ AH A B G AE A R

[0142]  HfkHh, o] LLHEHEZoku Iyakuhin,Kaihatu Vol.14Peptide Gosei, (Ed.,Yajima,
H.,Hirokawa Shoten,1991) iC 1) /5 vk3t4T A il X T [E A& B 7 32K U, 451 4, mT B A F
TR 792 G 0 BT B R R R C R i P 28 R 45 5 22 ANV T WL TR SCREA)
b SR AR b G R COR B N v 7 (R IR 47 & — > (AR IR = R L &
PR IE RS T a- S B FEH] SEE B R FE 4] B9 [ B, DA R TH BRI 1 B 6 1 2 PR B
JOAC B4) - 2, 0 35 A T DR 4 5 [ 140 s 7 T A JOA 6 A A o 3] A - RSV AR i B R ) CR 3 2 [T 1 28
U] FE B 43 ABociZ: AlIFmociZ: .

[0143]  FEREAKCUX P T EE U G, FREAT R4 I N AR BE A SCREY) B I 22 R ORI I
IS o JUR A P W 24 2 S b, 078 b 7E Bo e v ATFmo e v v T 75 Tk 2 94 FH A0 S B3 = U &6t
T G FNTFA . fEBociE A, IR LRI K - A0 i 7 181 25 Bk A7 7E T FH AL SR B, 2R )5 AT IR 9
B EBR AR SRR B 22 5 8 DA RSO o 4 R R M = A R U R o 55— 7 T, £
FmocyZH, 40 : fETFAM , LA R AH[R] () B AE 7 V510 AT AR 37 s SR IR EE SRR 70 B 1)
W 2R e B

[0144] ¥ K45 (0 RE 1 Bk FHHPLC 43 B AN &fifb o 7 B FE A0 26 2F R AL 28 A SR afi AL B K -
LB TG o S BRI LA R T I8 i 3 J2 i L ) 6 B T 0 I 2 4 o ik T iR a0 15 21 1
K2 53 vl CLd I R 40 5 0 A R TR A B 20 BT BRI IR T 21 43 it AT 45 58

[0145]  TL-6AITL- 65244 (1) #8 73 Ak H A& SE ) 2 IF T JP-A-2-188600,7-324097 F18-
311098, BA f 3 [ £ F]5210075.

[0146] AUk A 54 2H & AR 4 Fogn 24577 2URT LA 3 24 5% b T 45252 B s A RHas o) o 2%
PRFOES INFI 5§03 < /K 2455 T2 A HLIE R IR IR B B, 58 AT 3R LIt b
Fi R EE MG B W) R LA Y 2N I R R A R U R A 7K P i S R P R
AN SRR IE A AR 2 LB A e R L TR BT AR S B S B R SBRIE N S OBUH i T
TREVR G R VLA A )\ R B IR R N TE AR (HSA) CHERRE L LALEE AL
B A 925 N0 () AT 42 52 1 2R T 14 77 &5 o AR i 71 28, B PRSI smT DA B S 2k
BUE M H AR (HIEA RIR Ttk

[0147] syt fs

[0148] AR S I AE N S I S it 51 A0 2525 St 1) L A L (AR T AN SRR 1
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(0149] S

(0150]  MRA AL AJHHI TG 1 IEAHN 1 9 36~ 652 1K) 3 S M 41 2 P LA 00
PR T 141 36 (1L-6) (3 42 AR 1 o MRAER 1 ¥677 P 1
00 5% T L AR T S

[O151] A 1 FEMRA MR 24 15 2 M 41 452407 2 P HE S35 IR
0 AR T KT A PR MO0 T T XL KL — B SO PR U
et g BB RN B S5 (it 05 A AL i) OB SRR 7
A I ELRF IR 4 AT HEAT T L WA T MRAMI AR e A T

13/20 71

P,
[0152] .
[0153]  WHFFCXT G Nidk 7 2L T3 [E KR 5 2 (ACR) 198780 70 K2 W v A &

D6 AR IR 1 O 4 BB o BB AR A B PR, HF BT TR A2 /D12 5mg/ JA
8% 10mg/ JE77 & (TEAEMS 52 M50 F) it B 222064 HRIMTXIE 78 /2 8 25 5 H B I 2R K o
[0154]  ®5E &It LBV LERHT XS S BEVL AT AR A

[0155]  F| & Fgh 2477 20 L4 : Omg/kg (/& F) +MTX 2mg/kg MRA+MTX.4mg/kg MRA+MTX.
8mg/kg MRA+MTX.2mg/kg MRA+MTXZZ@ 7. 4mg/kg MRA+MTX 22 75 Fl18mg/kg MRA+MTX 22 &
71 o MRAER, 22 1 771368 ok e Mk Ay LA 4 FE DR 1T B 14647 4 24 o MTXERMTX 22 FE Fad ok 11 i, B R LI
10-25mg/ JH 452

[0156] W5 J5 ik « K 4 e 77 el ik i Fik A LA A ) R T) B e 2 25 40K, BB 2 ) L 2] 16 JE 3
il TN 22 A, 7 55 20 F Bl U7 WL 8E DR L i 35— 24 55 (primary endpoint) NTELS
168 (B Ja 25 252 JG4 ) ACR 20Lk 2R . 55 2% 1 (secondary endpoint) BLHETE 216 F (5
JG45 252 Ja4)8) ACR 50FIACR TOfEL %

[0157]  ACRESCHEARE : X4 7E LN R 7T, i K OC 15 BRI 9 0 19 £ el 3520 96 B E 221717 HLAF
Tl R 5 I 315 H WK %5 211 20 96 BB K1) 25 38 I, 3K oo 47 0 ik e 2920 %6 BB g AR ACRESC 3 b
Y o AN, 50 % F70 % 2035 1 996 491 52 45 1 3R 20 %6 25036 1 55 2043 B4 20 750 % F170 % F 9

il

[0158] (1) K IG5 %k

[0159]  (2) firhuyfg 15 4

[0160]  (3) KR ST VR4l

[0161]  (4) FRE XI5 7% 2 () A4 1 PPy

[0162]  (5) BRI 95 ¥7% 20 () S A4 1k PPy

[0163]  (6) Ho b A= F D) RE ) PEAL

[0164]  (7) CRPELESR

[0165] XK1

[0166] omg/kg MRA 4mg/kg MRA 8mg/kg MRA MTX
ACR 20  [30.8% 61.1% 62.7% 40.8%
ACR 50 |5.8% 27.8% 41.2% 28.6%
ACR 70 [1.9% 5.6% 15.7% 16.3%

omg/kg MRA+MTX |4mg/kg MRA+MTX |8mg/kg MRA+MTX
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ACR 20 64.0% 63.3% 73.5%
ACR 50 32.0% 36.7% 53.1%
ACR 70 14.0% 12.2% 36.7%

[0167]  SxFREALIAHLL , Bk T MRABRIRES 25 (1) 2mg / kg 4L LA A, 76 Fir A 20 Hh #0088 B S 124 2
EEEMIACR 2008435 %, ZEMRA 8mg/kg+MTXZHH , ACRSOMI7TODL 3 K 43 W #2531 % Al
36.7% , Giit oy i3 T A ) e R, o BRAHL IR D503 22 0 1) 22 28 . 6 %6 F116. 3% o ZEMRA
BN SE 25 20 v, 7EACR20 2503 36 v WL 8% 31 4 1 2 0 38 M 10 351 B At 1k < I 41, S ACRB0 A1
ACR7O0E4 3 5611 5 , TEMRA BN SS 24 AL S5MTX AL & 45 25 20 P 35 W 8% B Gt 1 2 85 3 119 751 2 4Kt

S

[0168]  Jfik o< vHEoeb GR2)

[0169] P35I T THEAE A Va7 4 R T 3R 2R 0 =2 AR

[0170] [ 35 AT A -B /N A T LR 25490 2 5 5 2 TR] A0 3890, - 25 I ik o 5 THBON FE 2R e 3R

TRV /> JMRA 8mg/kg 2H 1 I K 5% 15 11 £ 1) “F 3y /> & EMTX A i /D AR B B Seit-22 B 3%
P (p=0.010) . FEZ516 )8 ,MRA Smg/kgZl SMTXLLA T3 % 7 (95%CI) /&-2.31(-4.07, -
0.55) o FEMRASLSIG T H 2 (A1 LA Giit 27 W Z PRI S M 77 898 & (p<0.001) (MRA 8mg/kg+
MTXZH F Jib J 5% 15 T+ 550 1 ~F 208 /0 | SMTXAH s /D AR EL , B Se it 2% 5 2 (p<0.001) «
MRA 8mg/kg+MTXZ GMTXLLIK) T 1% 7 (95%CI) /Z-3.62 (-5.39,-1.84) AEMRAZH & 16T 40
IG5 B 2 I ) e B & (p=0.004) .

(01711 %2
2 mg/kg 4 mg/kg 8 mg/kg MTX
MRA MRA MRA
A
N 52 54 51 49
)48 + SD 11.6+4.6 11.1+4.4 12.2£5.2 12.7£4.2
bR EARA T
%16 AN 42 43 43 39
3444 + SD -4.5+5.7 -5.8+4.1 -8.4+4.6 -5.7+6.1
[0172]
2 mg/kg 4 mg/kg 8 mg/kg
MRA+MTX MRA+MTX MRA+MTX
A
N 50 49 49
YA £ SD 11.9+4. 3 11.9+3.9 11.8+3.9
bR &Aarey Tk
16 BN 46 42 44
P48 + SD —-6.2+4.6 —-6.8+5. 4 -9.4+4.0

[0173]

FE3BI M NIER) B T, 2 VS AL 58 0 M 4 JePPS (BE 5 %840, perprotocol

set) 3 AE359 N 354 AFI307 N o B FENIE 73594 B34, 299N 52 ik 1 WF 98, 601N IB o 7F
IR B 33NN AN R O, TAN R 9 R B0, TR AS R OB, T4 BRI 9 A
T AR RERE A 259, 54N R 9 &Nt [E] & (informed consent) MY , AN gt 7 B
Vi » 22NN B Z R (R 2 FhRE ) .

[0174]  7EARE R INFI R G KRB E AR RN A, #RE A 56124 . B, R 78 /£ 2mg /kg MRA
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A 1A B FR IR PR B B8 K, 7E8me/kg MRA+MTXZH FR A5 14 £ 3 L 00 6 0 e e AR i i
%, UL 1A B3 BRI 0 , 7E8mg/kg MRA+MTXZH A 14 B BB I , LA J% 7F 8mg /kg
MRAMTXZH A 1N BB 3 FB O I L o e, I BB N AN BE TS IR 2R ¢ R I ™ B A R RV,
O B, B, 0B 7E 2mg /kg MRAZH AR A5 A4 FE o 1B, 7E4mg /kg MRAZL A5 1A B it
BB T A X S R AR R AR E R BMTXAH A O TS N 3837 B 55 4RMRAZS 24 )

[0175] B DS = BORE N 5 , AR IMRAFH 2 I 45 58, W52 BIALTAIAST /KT
{H X 8 T vy 5 78 B 2R R M D015 4% S o 82 B R AH 24 o ZEMRAZH O 82 31 1 i ot (A2
FIEL [ 2, HD L AH [] B A0 H v = ) AH D¢ S 56 = 504 (0 39 0 . A i, 35030 Bk RE 4k FiE 4L
(Atherogenic Index) SR A AL .

[0176]  #E— Uk 535 i A 1 W AR P r 200 5T R A R LR B P T B S 4
RICRPANESR I sk /b DA F I 4T 8 1 1) T v LA 7R B A st =Xk A i IR St 35 84k o

(01771  #yyd e ™

[0178] iy N 5E SN ITRIFFE 1 25 Wit FH 24 /NS Y R AR TS B RN & 45— YA 7 20 b R 3
AR RN 1) £ ) B S A RMRAI AT BB S GRIER R B (inverse dose-response) o

[0179]  Fi-MRAPTUIE

[0180] A&l T H1-MRAHLAAR) ;= 4= o 7E8mg /kg¥6 T H (PG YT B SMTXAH A 697) Hik A
PopRr=E fE 28 Amg / kg I 97 4L R, MTXAL & 1697 4L EEMRA S ki 97 20 HH B D i P dk p= AR 2
.,

[01811 455

[0182]  FEMRAFLMYAJT M MRA L NS () 4L A a7 vh , S 2 31 1 B 2 A 571 2 I N » 7
MRA LA 76 7 AIMRA 5 20 IGER4 20 5 ¥R T H AR S T MRAYR Y7 I8 KR ME O 7 28 SR 1A 3%
P A1, HAEMRA S G T FIMRA -5 28 HH RIS 2H 57697 HhIE SEMRA ) 22 41

[0183] > Stafil L. nl i N TL - 652 il

[0184]  AIVAMTL-652 142 fF B ¥4 M YamasakiZE N1 /57 (Yamasaki,K.et al.,Science,
241:825-828,1988) FR1FH & mh 1L - 652 7411 c DNAF B KL pBSF2R . 23638 o PCRYZ fill & 117
W BURipBSF2R . 236 FH PR il YE R Sph 1V AL 3K 15 TL - 652 44 cDNA , 2R J5 % 1% ¢ DNA#Hi Amp138
(Amersham$2fit) o 8 F & 1F FRTETL- 652 4R 1 cDNAH 5 N 28 10 3580 1 (1) A 1 5% 5 i@ ik
A RAE 2248 (Amer sham$2 ft) DAPCRIENGAE 73 N IL-652 44 cDNA o i35/ 7E 2 HE R 34507 B
RS T LORTS Yn A nl I M TL - 652 41 cDNA

[0185] ¥4 W] V41t IL- 6524 cDNA S FikipSV (Pharmaciafffit) 4%, $K15 FikipSVL344 LA H
TECHO4N A H 2R 1K 1Z cDNA ¥4 Hind TTT-Sal TyH Ak i ml ¥ 14 1L - 6 52 A c DNASE N & dh f r i)
cDNAR ik pECEdhfr H DA 3545 CHO4H it % % 5 bipECEdhfr344.

[0186]  {ii FHRARRAS VT IEIE (Chen,C.et al. ,Mol.Cell Biol.,7:2745-2751,1987) ,410u
gl pECEdhfr344 ik Y B dhfr-CHO it ZEDXB-11 (Urlaub,G.et al.,
Proc.Natl.Acad.Sci.USA,77:4216-4220,1980) o ¥ %% YLt CHOYR I 7E & A ImMAS R B A «
10% BT IIFCS . 100U/m1 75 % 2 LA M2 100ng/m1 45 75 25 B A & % 1 I oMEMIG 358 % 77 B rp % 95
3.

[0187]  FH W% PR A B v 7 10 126 7 () CHO 2 Jd , 45 1] CHO 20 Jfd () £ o B o K 12 CHO e B FH Ik JiE
20nM-200nMP) 24 FISERAS 4 169, L3R4S A2 72 N AT P TL - 652 74 (1) CHOAH ffl 5:5E27 o K5 CHOAH i

17
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ASE2TTE 5 5% FBSI Iscove R B Dulbeccod 77 3& (IMDM, Gibcof fit) #8577 i SE KT 77
W FIELTSAI 23 97 LB b rT P TL - 632 AR FE o 45 SR, AE SE 3% 9% L iB R A7/ ]
VETETL-652 14 .

[0188] 22 it ]2 . HTL N TL -6 P4 il £

[0189]  F10ngEELHIL-6 (Hirano,T.et al.,Immunol.Lett.,17:41,1988) K ¥ 5 &Mk
A — A2 G R BALB/ c/INRR , B B — FEI 4k 2 G s , B 31 I35 A AR I B BT TL - 6 e AAR o M Sy SR EZ &5
RGN, IR £ B 15000 1% S 2 40 i 5 1 B8R 40 M RRP3UL Rk & o FHHATH; 77 A4 i
01251 77k (Selective Methods in Cellular Immunology,W.H.Freeman and Co.,San
Francisco,351,1980) ik 28598 , @30 AT N IL-6 LR 2580

[0190]  XJ/=A= i NTL-6HUARIN 28 S I W1 R i AT TL-645 6 o3 A o B K SR I 3R 4
1596 FLE M (Dynatech Laboratories,Inc.,Alexandra, VAFEAE) FH100ul th EHi/N R Ig
(10u1/ml ;Cooper Biomedical Inc.#Ef ,Malvern,PA) f£0. IMBRKERS EE - Bk I8 5 2% i (pH
9.6) FIEACHEMIS R B4, /I T 10001 1% 248 M3E A B 1 (BSA) HIPBSALHE 4R 2
NI o

[0191]  FIPBSTEHRIZTAR , B K 1000 A3 35 7% BIBIMAERAL , 724 Cli B 1 Bt
VTR, Bt P TARIE A E4LIL -6 IO AAEFLZE2000cpm/0. 5ng/FL, R J5 UL T4, B I
H v 114088 Beckman Gamma 9000,Beckman Instruments,Fullerton,CA) Il &&FFLH LS
PE S5 IR, FETL-645 G 70 AT 2164 e 2098 v B Hh A7 324 2 PE M o FE I U wr i v, e R R AR
5E U FEMH166 . BSF2 .o FHZ 43R 7 AL M U TL - 6 B AAMH1 6652 TgG e AL

[0192] 4335, FHIL- 64 I /N BRL 2% 22 U8 e FEEMH60 . BSF24 %) 28 A2 983 A K A MIMH 1 66 44
f7 RIS 2 o BEMHB0 . BSF24H I DL T X 107/20001 /FLAMIE , BN S MHL 66 FL AR 1 BE i , e 35 35
FE48/NIF, FE NN 5uCi /FLPHEIEF (New England Nuclear,Boston,MA) . 7 A #MF 55 356/
i 2 5 » B A i B A B s v 48 L, FH B i 821X (Labo Mash Science Co.,Tokyo, Japan)
AR P S PLIL - 6P iA AR R

[0193] 45 5L MH16647% 74 A B A g ) 7 A0 ] 7 R IL- 68 S (KIMH60 . BSF 241 u xef “Hig £
PRI o 1% R BAMH 1664044 o AT T TL- 61035 14 o

[0194] S5t f53 . PLA IL- 62 AR PUARH il 2%

[0195]  ¥iF%MEHiranoZEH) /57 Hirano,Y.et al.,J.Immunol.,143:2900-2906,1989) i
FHIPUIL - 6 32 AR HTAARMT 18 5 R 45 i 77 22 LLCNBr 3807 1) 3 lG B 4B (Pharmacia Fine
Chemicals$fit;Piscataway,N]) &t &, A4 IL-652 44 (Yamasaki,K.et al.,Science,
241:825-828,1988) . HI1mM 1% Eth 3 2 1F (Wako ChemicalsZ ml#2HE) , 10mMZ BE% (pH
7.8) FIT.5M NaClF1mmbf 28 3 R HE UL S ER IR 28 (Wako Chemicalsd RIHRAL) (ML E
TP 22 MR F N B B8R 40 B RU26635 i , 5 45 & E TR BEABER EIIMTL8PUIATR & - 255 , 1%
/INER FH O B R R AR 6 UK A 2 AR S o A B TL - 652 44 T % o

[0196]  FHM3 X 107 NU266 4 ML FAF A F 3R 85 Al AK ) TL-652 R AE 10 R 4V BALB/ e/
BEAT G958 , 2o AR E 7 V05 ) 46 AR 289 o« FH TR BTV AE K B AE K BHESLI e 58 88 g
BEATIL- 632 PR 45 B il PERL A5 .5 X 107N U266 41 IS - BRI (2.5mC1) FRic, T Fik Bt
TR G MR AR R AR R0 . 04m] 1 45 & 7E BRI B ABER L IMT 1844 5 ¥4 fif (11 U26 6 41 i VE
& B P B B 2 MR VR A6, T FHO . 25m] B M B SR R 2R (pH 3.4) Y i s -
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R R IC I IL-65244, FH0.025m1 1M Tris (pH 7.4) F1#1,

[0197] a8y s B3 (0.05ml) 50.01ml 285 H G AEHE (Pharmaciafefit) VR & Wi 2
Je B BRERE 50 005m1 b3 114 1°°S - F R S BR AR 10 0 TL- 6 2 AR VARG, & . FHSDS-PAGE 4y
M G DTTE N I 5 TL - 652 44 5 87 ) A A8 T 15 7 38 o AT, 8857 T BHME e o A8 988 v B
PM-1 (FERM BP-2998) . 432 J8PM- 174 f) Pifd /& TGl 7Y

[0198]  FH B 675 40 U266 5k 2228 S PM- 1 P2 A I HiAR X TL-6 5 N TL- 652 A4 &5 & 1)
VS AT 7RI o DK AT B 1 25 AN BB TL-6 (Hirano,T.et al.,Immunol.Lett.,17:
41-45,1988) , 3 FilBol ton-Hunterit 7 (New England Nuclear,Boston,MA) #E47 2 ThRid .
[0199]  #4U26641AELA4 X 10°570% (v/v) 245 JPM- 115 3% i LA K 14000cpmff) * Thzid
R IL-6— 35 7% A (T0u1) FHEA00R T T 2500 58 AR I 300u1 FCS |, B0, M &
21 R TS A 1

[0200] 455, JeA P - L= AR I AR ok AT I TL -6 S TL-6 2 AR 45 A .

[0201] S Sftaf14. i/ RIL-65Z AR PTAR ) il %

[0202] j@idSaito,T.et al.,J.Immunol.,147:168-173,19913C kK 7% H& P/ IL-
652 P I B v BE B AA

[0203] AT 77 A /INER AT I8 14 T - 652 47 (1) CHOZH Jf 7E & 45 10 % FCS I TMDMEs 77 v 1% 3%,
Affigel 104t Biorad#2ft) EE 2 7 Hi/MR IL-652 K HT14ARS12 (B W, L Saito,T. et
al.) FISE AR, NEE 7R i gt /NS i TL- 65244

[0204] A3 B /NR ATVEPETIL-6524k (50ug) 530K e e FNE A B HIE S EWistar K
BRI  o T9 JEL iS5 FH 3 IR 58 4 A0 700 FF 06 T3 IR B % o 7E BB 45 K, UK BB 4 B, FH50 % 1)
PEG1500 (Boehringer Mannheim$At) bRk 7262 X 10°NAIL 51 X 10NN 5 3608
P3ULZH I Rl &5 , 325 EHAT S F7 i vh i e 4 30 08 o

[0205] Mg ZRAdRd G o7 BIE IO 22 F YUK R TgGhufA (Cappe 1ERAL) AL (1) ~F A, 44
Ja 5 /NER AT PETL -6 52 7 S B o B2 FH APt/ INBR TL - 652 A B A4 RI B 4 2 R g o 112 114) 47 =
Fi e TGl i ELT SAVZE 075 10 77 AE 470 /N B AT VA PR TL - 6 52 AR A B4R ) 24 38 8 o B i\ P2 A i ik
[0 A2 988 o 28 . 5 2 T K, SR A5 A IR B T B o K 1% e B iy 44 MR 16- 1

[0206] @it g FIMH60 . BSF240 i Matsuda,T.et al.,J.Immunol.,18:951-956,1988) X}
SHIBTEF AW AL, 4G 1% 2% 5 98 722 A B30 A0 /N BR TL- 645 5 4% 5 1 vh RN 2 o BAMHB0 . BSF 24
P AE96FL T #1146 R 1 X 10" 40/ 20011 /L o 76 P4 H I 10pg/m1 (/MR TL-6 4112, 3-
1000ng/ml fIMR16- 1 HLAARERS 1 2470 4¢ , #2365 7E5 % C0,,, 37 °C T B5 3744/, B BRI 1uCi/
FLIP TR o 4N i, 900 52 TR TR AT o 485 5, MR 16 - YL A4 ] 7 MH60 . BSF2.4H g %) A 5
IR -

[0207] [k, 2422 J8MR16-1 (FERM BP-5875) 7= A F B ME S /] LAAIHITL-6 5 1L -652 {4
HOESEE

[0208]  AHIIHELHE NI A:

[0209]  1\VBI7 TL-6AHCHIRIM 2924 &0, B3 A A =645 PUs (TL- 645 B Al by il
il 71 o

[0210] 2. G5 G e M A 2524 &9, FH T3 Adi F TL - 635 P0G T7 TL- 6 FH B0 1)
RR .
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[0211] 3. A5 G e I 254 54, T 76 L IL - 635 B0V 97 TL - 6. 45 595 93 HH i 2>
BT AR A RN

[0212] 4. VA BG4 H6I7 55, A TL- 65505,

[0213] 5. E & A EIL-6FEPURIM 294 &9, T3 8 Ts TL -6 AH 5 e v 97 HH Y
ARSI

[0214] 6. T01-54F — T ZMH G, b FriR IL- 645 PR &P E N &= - 6 Z R K Pufk
(IL-6RPLIE) o

[0215] 7. T6HI 25 G4, Horp FriR TL-6RPUAR BT IL - 6RA H e FE Pk

[0216] 8. Ii6ETHI G &), Horh B iR P IL-6RPLAA 2 P IL-6RI) H v FE LA

[0217] 9. Ti6ETHI 5L &), Horh B IR P IL - 6RPLAR & HL/N bR TL - 6RIK B S P 44
[0218]  10.T6-9E—THI 29 &4, Horp Brid P IL-6RE L4 2 A Pk

[0219]  11.THAHI LM &4, Forb pirik A $iIL-6RHR ve [ HifA 2 PM- 19144

[0220]  12.TROH LM EH, Horb ik /N TL-6R L pe FE B EMR 16 - 1HTAA

[0221]  13.%5i6- 124F— BRI 25 AH &1, Horh Frid Pt IL - 6RPUAE & HLIL-6RIT R B PLfR A
K 7% NE W NEILE 71 NS

[0222] 14 T3 2 &), Forb Bk Bt 1L - 6RAY NV AL oA /& NS AL P - 14704

[0223] 15,001 144F— LI 254054, o v Fnad TL - 6 AH 592 9 A2 2 KG9 15 4 L R 4
M 220 e S SR BR AR 1 IUE L B0 28 R R 2 R B BER L Castleman [« B /N ER
JEEEBE 1 B 98« R VELL BEARIE  Crohn K 15 92 1 45 W 98 IR IR 98 ER JB 78 - 44 AU AR e 1t
KT R R G SN A AR R M DG T % IfLAE  LL KKawasak i o

[0224] 16 T011-3F16- 154E—IUHI MG, & A5 ez 0 7 ) ik 25 24H & P ek
AL PUAR A G R I BT iR 25 A A, Hop P IL - 6RTAAR 1) 77 290 02- 150mg /kg /4
JE BN H S AR R VBT IL - R IR FE I 77 2 .

[0225] 17 5016025 &4, b HLIL-6RPUIA R 7 & ~0.5-30mg/ kg /4 H B B/~ H 5
(] ) MY BT IL - 6RPTARIR BE O 71 =

[0226] 18 TRITHIZMLH -G, Hoh HLIL-6RYLAAR T & 2 -8mg/kg/4 M Bl i 7w th 5 H 55 [
[P ML T TL - 6RETAAR IR BE IR 771

[0227]  19.T04-154E— I WA G, Hog S PLIL-6RPUKR T LSRR 4 247697
TL-6AH I I BT iR ¥ 97 7 B Ho & mr A 2 B IL - 6RPUIAR K ik 25 4 &4, Ho
PUIL-6RTUIA TR /& Amg /kg/4 i B 5 B0 s H 5 HL A8 R A I VP TL - 6RPUARIR FE I 771 2
[0228]  20.TU19HI 25 &4, Horp HLIL-6RPUIA T B 426 - 16mg/kg/4 B Box 5 HEE
[A] ) ML PT TL - 6RETARIR FE 1 57 2=

[0229]  21.T02009 254 &4, Horp HUIL-6RPUAA T 2 426 - 10mg/kg/4 B B H 5 H &
[A] ) ML PT TL - 6RETARIR FE 1 57 2=

[0230]  22.75i1-3FN6-214E— T 25 W4 &4 » o i e 92 4100 i) 551 A2 2 By (MTX) o
[0231]  23.TH22(1) 252 &) , Horh B MTX A 75 & 2 1 - 100mg /M / Jl

[0232] 24 TR23() 2502 &, Horh Bk MTX I 75 & 2 4 - 50mg /M / J] o

[0233]  25.TH24 () 25 W02H &), Horh FrikMTX IR )& 2 7. 5 - 25mg /M4 / JH

[0234]  26.T011-3F16-254F—INHI ZWAH G W, T4 BT iR B TL - 6 Fu 44 FH i Ik 72 10 61 571
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[FE) 5 it FH o

[0235]  27.T0i1-3HH6-254F— I ZWAH &4, T4 BT iR B TL - 6 Fu 44 FH i 3k 72 10 61 571
FEIS 8] b 7] b it F

[0236] 28, H /1 FR -64E T (IL-64EHL]) G il 77 75 il & P T-V6 97 TL- 6 FH B IR 1)
A GV R .

[0237] 29 TIL- 6440778 il & L 2 Sy #0700 25 W 4H & Wb () A, iz 25 &
YA T G5 A8 I - 65550 7V6 97 TL- 6 AH IR IR R5R

[0238]  30.IL-64740 778 fill 2% L 23 Gy #0701 (1) 25 W 2H & W b (%) e, 3 b Firik 2454 2
EWHTAE R IL- 645507567 TL - 6K 5 5 993 B 9 20 5l TS5 A8 245 S B

[0239]  31.IL-6F5H0HI7E fill & (L5 TL- 6 K55I LA s 7 245 24510 TL - 6 A OS5 i6 97 7
H ) S

[0240]  32.IL-63EHiFITE &S m A EHLIL-6RYUAR ) 254 & i) Fig , HopiZ 24
WA T AE TL -6 FH IS TR T Hh ek 2D B TS 728 35 S Y

[0241]  33.10128- 32/ — Wi A&, F A BTk TL-635 B 2 P A /& -6 52 K Bk (IL-6R
i) o

[0242]  34.T028-334F— L) A& , Hor Fridk IL-6RHLAA 2 P IL - 6R . FE [ Hi A

[0243]  35.1028-344F— L) i , Hoh Frid HuIL - 6RPUAA 2 PT N IL-6RH b FE B

[0244]  36.1028-344E— T[] & , HHp Brid P IL-6RPTAA E FT /IR TL-6REE e FE P
[0245]  37.1528-364E— 1) Hi& , HeHp Frid P IL-6RP L4 2 A Pk

[0246]  38.TM35() FHi& , Ho A Frid AHLIL-6R 5 v FE HUAR ZPM- 1HifA .

[0247]  39.T36(1) FHi& , H Bk /N P IL - 6R S [ P A EMR16 - 1HT A%

[0248]  40.1i32-394F— L i H i, Horh ik HLIL - 6RPLAA 2 HUIL - 6RAT R & Pk « N AL
CIIN N NEIEE 71 %NS

[0249]  41.751400) Fig , Hp Frid PrIL-6R N JEAL LR 2 A JEALPM - 13448

[0250] 42 . T5021 -4 14F— T Fags , Fo A il TL - 6 FH S 995 72 28 AT PR O 77 48 2% 4 ifu 18
ZAE e BRER A IMLRE BT A8 %0 i 2 K M BE TR L CastlemanFC 9 B /N ER IR 48
FEVE'S K RS LLBEIRIE Crohn P IR 58 4R JE 96 « 4047 Y ARe P 0015 R B R A MEL)
CERURE R ST %%

[0251]  43.128-30F133-424F— T[] FHi& , B2 H Tl 45 0 & e B Ik I 25 415 )
AL B PUIL - 65044 A G e 5 25 W 4 & 0 1) ik i, AR HTTL - 6RPUAA TR 2 2 0. 02-
150mg/kg/4 JE 8 .7 H 5 S5 [A] 1 LR BT TL - GRPTAR A BE 77 & o

[0252] 44, 10430 & , Hrh HUIL-6RPUIA A & 20.5-30mg/ kg /4 i B 2 7w tH 5 H 5 [F] )
M HTIL - 6RPUAR A BE 1 771 2

[0253] 45,7441 Fi& , P HrIL-6RPUIA T & /2 2-8mg/kg /4 i B 7~ Y 5 46 [A] 1) I v
PLIL-GRPUAARI L )

[0254]  46.131-454F— i A&, B2 H T Hl & B & PUIL-6RPuik LU I B 45 2459097
IL-6AH B9 VAT 7B AL 2 i 7 E L 1L - 6RPTAR [ BT ik 25 W0 40 & 9 16 Bk gk, o bt
TL-6RHTAA T & 2 Amg / kg /4 R B v B 7 H 5 LS5 R (1) MLV BT TL - 6RBTAA e S 1) 771 &
[0255] 47,5046 & , Hrh HUIL-6RYTAA | & 26 - 16mg/kg/4 A B R 7~ H 5 H A [R] (1 1
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THLIL - 6RPTAARIR B (1) 7 i

[0256]  48.IUATHY Hi&k, HHhHLIL-6RPUIAFE26-10mg/kg/4 i 827 H 55 H A& [H] ) 1
THLIL - 6RPTAARIR B (1) 7 i

[0257]  49.75128- 30133 - 48T~ T [1) FH & , H HH BT ik G 28 40l 771 2 2 Y Endy (MTX) o
[0258] 50, T4 25PN 2H &), Horh B MTX I 75 & 2 1 - 100mg /M / Jl

[0259]  51.TH50() 2502 &4, Hor Bk MTX I 751 & 2 4 - 50mg /M / ] o

[0260] 52 T51M) 252 &, Horh FrikMTX IR & 2 7. 5- 25mg /M4 / JH

[0261]  53.15128- 30134 -524F— i) A& , FI T K5 Fr i Hi TL - 65 4 F1 B it 4 2 10 1 550 )
) it FH

[0262]  54.15128-30F134-524F— L) H g , 1K iRt LL - 6 Hu A4 F1 i 3 F 72 #10 of1) 571) 72
B B I 1) it o
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