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1, 7657 1L-6 AR AR W), LG MNE 6 FIH (IL-6 FHM )
Fo R ATHIF .
5 2. OARBEIPHIFG s, A THEEA IL-6 BRAMEST IL-6
ARK AR HGHOR,
3. EASRITHIF B b, BTFAEA IL-6 BHRMEST IL-6 AR5
7 B RIS AR AL
4, ABMELBETH, LaS IL-6 FHA.
10 5. A BN E IL-6 A b sy, TRl X IL-6 Ak &EmH
BT HESRA.
6. BALER 1-5 Ty hapasdh, L AL IL-6 BHRAMRAONE
-6 ZARGFAR (IL-6R F4K ).
7. BAVER 6 6435404889, FF FTid IL-6R FURRH [L-6R #9 £
15 .
8. RALER 6 K 7 #hshdhiadd, RPAREH IL-6R FUARFA IL-6R
83 L HUR,
9. BRALER 6 R 7T ThMmAH, K AR IL-6R FukRFu) & IL-6R
3SR,
20 10, AALER 6-9 (E—TReG A4, H¥ATER IL-6R SRR FLAHR
1K,
11, BRFLER 8 t4354ha, HKFATEAS IL-6R FUEHARE PM-]
ik,
12, ARFIER 9 4955404884, F ATk & IL-6R SRR MR16-1
25 FURK,
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13 AR 6-12 42—F e B hinbh, JF Frid 4 IL-6R £ 4 IL-6R
HRATUR, ARTARSAR UL,

14, BAER 13 B odh, F AT IL-6R S ARIFARRARAL
PM-1 FUdk,

5 15, BALRR 1-14 F—REGHHLBEH, HF AL IL-6 AAXARZ LR
EHXTR, RN LE BARAREGLE. Rb. BX SRR, 34
PEME. Castleman KR, B aRBZAME X, AGMLspRA, Crohn K
A FRMEm R, BRX. BER. PFERRAMXT ARAARSFESE
AHEF L, 0F K. LB Kawasaki 7,

10 16, BALER 1-3 o 6-15 FE—F G EHiRSH), '€ R UL RBITHIN G4 FT
R B S B E LETRF LRI RN 6 FTiE B dhLaad, H P IL-6R
PREGFIEH 0. 02-150 mg/kg/4 ARET B 5 HLHF) 9 fRk I IL-6R AR
HE.

17 ALK 16 9254804, 2 b 4% IL-6R Hudkeg | F 4 0. 5-30 mg/kg/4

15 PIRABTEHEAFF 6 RR IL-6R FURRESH E.

18, AALER 17 6925 BAH, H P IL-6R A TS 2-8 mg/ke/4
RREF 5 EFF 490 4R IL-6R FARRE HIH E.

19, ARFVBR 4-15 1F—REG 5402804, FR €847 IL-6R FUAREY A Frh
S EL LT IL-6 AR AR PTLIE T H BA R A B3 IL-6R

20 AREFTR S MLaAY, b IL-6R FAKER 4 mg/ke/4 FAESHRETH
5 14 F ik 47 IL-6R AR A H &,

20, AAVER 19 $42hhiatd, HFH IL-6R FUAMER 6-16 mg/ke/4
FABEF 5 LFF 6 b IL-6R SRR E #HE.
21, BALER 20 64 5h4ha04h, P IL-6R FRAHER 6-10 mg/ke/4

25 FIARFH 5 AFE 690 TL-6R FURRAE A,
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22, BALER 1-3 Fa 6-21 FE—F G BB, K ATE BB RIF RE
Fagked (MTX ).
23, BAER 22 M50, Fo AT MIX 69K &R 1-100 mg/4MK/
Al
5 24, BARK 23 AWMLY, FFPTEMIX 9 ER 4-50 mg/ M/ A
25, BALEK 24 ALY, FoT PTEMIX 69 R 7. 5-25 mg/ MK/
A
26, BALRK 1-3 fo 6-25 (E—RG H BB, R THAHER IL-6 Fudk
Fablrid KB AIPFIF FIBHEA .
10 27, BALER 1-3 fn 6-25 (E—RAFHHBAEH, A TFHAHER IL-6 Fuk
Fabrid SR H\F 0T R]_LI7) RRAE )
28, @NE-6 FHHFA (IL-6 B#RA)) Fel @i HAERSA FE57 IL-6
PCES Tt e A YR
29, IL-6 HAAAREGCELAITHR I T AL, LFiEH
15 AR THEREA IL-6 BRAEFT IL-6 AARAREHER.
30, IL-6 HHAEHECAREIFHIR GG MBS T HIAE, HFATE
Wn A A TR 1L-6 A4S 1L-6 40X R AReTR Y KRBT E AR AL,
31, IL-6 R4 EHE A IL-6 BHM ey, ARH E2h44 IL-6 48X %
G TTH ¥ 8 AR,
20 32, IL-6 HHAMEHEOAFHHFH IL-6R ke 25404+ 49 ik,
H gt o R T4 IL-6 XA TR TG E SR AL,
33, BAER 28-32 R A R, HFATE IL-6 FARANRREANE6
SRR (IL-6R K ),
34, AFIEK 28-33 E—FRH AL, A FATE IL-6R FMAHR IL-6R #5%
25 EHUK,
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35, AFIER 28-34 AE—REGAE, F AT IL-6R FURRIA IL-6R
3 MR,
36, ARALRK 28-34 FE—FEG AR, HF ATRA IL-6R Fdk R4 & IL-6R
3 AR,
5 37, ALK 28-36 F—REG A, FHPATRR IL-6R FUAR ELEHUK,
38, ARALER 35 (ORI, R ATAALR IL-6R £ BHAIRE PM-1 FUK,
39, ARALER 36 #9 AR, PN R IL-6R 4 HHUA R MR16-1 L
4.
40, AALER 32-39 E—RE A, FHFATER [L-6R FURRI IL-6R &9
0 RAFUR, ABMFURIABFUL,
41, ABALER 40 ¢RI, FFATRR IL-6R ARILFURZARIL PM-1 30
K |
42, BAER 21-41 FE—REG AL, L FATE IL-6 ABRAEARKFIR M X
¥R XN Si. HAEREALE. o X BRA. SAETH
15 J8. Castleman K. B RBUZEME X, AAMLIRA. Crohn KA. R
BX. TR HFRREENXT XRAAMSFRFLEXT K.
43, BALER 18-30 #= 33-42 A AE, CRA THECLSLEITH
Fl 69 B4R K AR [L-6 FF LRI R G BB oW L A, K
F 4% IL-6R FARAFR 0. 02-150 mg/ke/4 BREF L5 HFF 494kt IL-6R
20 FURREHNHE.
44, ASFLER 43 69 %, HF I IL-6R FAHER 0. 5-30 mg/ke/4 AR
B 5 A% R ekt IL-6R FARRE HFE.
45, BALER 44 ¢4 A&, LI IL-6R A ER 2-8 mg/kg/4 FIRET
i 5 S5 F) 44 f 4T IL-6R SRR AIH &,
25 46, ARFILER 31-45 E—REG R, EAA FHECAI IL-6R Fuk. 1A
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SR EEETT IL-6 48X A FAGIE TR R H H4 IL-6R FUkty ATid sh4p
MK PTR AR, FFHR IL-6R FANER 4 ng/kg/4 BAEHIARTHS
F-% Rt foik i IL-6R FUARAE 497 .
47, AR 46 ¢4 RR, PR IL-6R FAHER 6-16 mg/ke/4 AXE
s T G F 490k IL-6R FURA A,
48, BALER 47 AR, HFHR IL-6R FUAHER 6-10 mg/kg/4 FRE
Tt 55 H4 B 6k 41 IL-6R SRR 6971 E.
49, BANER 28-30 v 3348 E—EI A, FFATR LA REAT
P (MTX),
10 50, AALER 49 e9Fia b, FFATE MIX MA1ER 1-100 mg/ M/
A.
51, ALK 50 64 2h4h4a-64h, -7 ATik MTX 6982 4-50 mg//MA/ .
52, BALRR 51 9 FHahiaed, F AT MIX #9H &R 7. 5-25 mg/AMK/
Al.
15 53, AALER 28-30 A 34-52 E—RE AR, F-TFAATEI IL-6 FuibAepl
iR KR AR FI BT AR
54, BALERK 28-30 F= 34-52 E— R FE, A -TRPTAH IL-6 FRFapf
R R RAPHIFAL T 7] L7 R .
55. 697 IL-6 ARXRAMRK T &, CiEdE IL-6 A FRAITHIAEA L
20 TRIMETHEE,
56, & IL-6 #3657 IL-6 A0XAMAA LA PHBBR G F i, 3
Se AR H| R A IL-6 RAM AR LT BTG T &4
57, R IL-6 {56 ST IL-6 An B metil ) R E SR B EF ik,
QLIS S PR A IL-6 RN LT BXAETF &4
25 58. ABAE IL-6 HFA LT IL-6 AMEERNT*, @il 16
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FHHA R IL-6R FURA B B BT XM ST ER.

59. J£ IL-6 AR R BEREST PR BTG AR F %, ksl Ee
IL-6 AN LT RXATIETT A

60, AFLER 55-59 42— F ik, S Ak IL-6 A R4 IL-6R Uik,

5 61, BALER 55-59 H—Rh7 ik, FPHRH IL-6R FUKRIRA IL-6R
¥ TSR,

62 BANER 55-59 F—Rb4 7 i, HFATEIR IL-6R Fufk L4 &, IL-6R
B UL,

63, BALER 55-62 F—ReYF ik, HF AR IL-6R FUAR FLAFUK,

10 64. BALER 61 973k, RPATRAI IL-6R SLLBEHARR PM-1 FU4K,

65. AALEK 62 97k, FFAmL) BT IL-6R £ AESURE MR16-1 40
K.

66, BRALER 59-64 FE—R 47 ik, FHFHridH IL-6R FURRL IL-6R 69
BAFIR, ARTURIABTUL,

15 67, ARALBR 66 97k, FFATER IL-6R ARMFURRAIRIL PM-1 41
3

68 ARFNER 55-67 H—ReGF ik, FF AT IL-6 AR AMAREFIRHX
FR, RS, BARREQLE. Bk, BX BRA. FARTH
#. Castleman K&, BB 7aME X, A% seRA,. Crohn KA. Mk

20 BRE. RER. PERKEAMXT KRR FRHLMXT K,

69. ARALEK 55-57 = 60-68 E—FeyH ik, HAEF ik, HFHEAL
BAPEIF B IL-6R FbFefZr4IH, HFR IL-6R FURHER 0. 02-150
mg/kg/4 BB 5 HF R 49t IL-6R FURREHMH E.

70, BALEK 69 473k, HFH IL-6R FARAER 0. 5-30 mg/kg/4 A&k

25 BB EFR 6 0RR IL-6R FRREMHE.
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1. BRALER 70 8473, HH 4R IL-6R A ER 2-8 mg/kg/4 BB BT
th 5 A% F) 49 k4t IL-6R SARHAE S E.
72, AALER 58-68 E—IREGF ik, FridikR IL-6 MRAEMREIFTEIS ST
F BN IL-6R FURBHN B MITRIGTT ik, EFEOEHRAHHEN
s 4L IL-6R #Udk, R4 IL-6R FUAHER 4 ng/ke/4 ARAERZARTHERF
F) 4 fns& 4% IL-6R AR 49 7.
73, RALER T2 8977k, FPH IL-6R FURH R 6-16 ng/kg/4 AR R
T 5 HFF 49tk IL-6R FAARE A .
74, BAVER 73 847k, H P IL-6R FhAE2 6-10 mg/kg/4 ARE
o TG RFE MRS IL-6R FARE M E.
75, ARALER 55-57 Fo 60-T4 (F—IREGF %, FLd AR SR i AT
ok~ (MTX),
76, ARALER 75 6473k, FP AR MIX 69 ER 1-100 mg//ME/ A,
17, BALER 76 647k, KT AEMIX 69 ER 4-50 mg/ MR/ A,
15 78, BALER 77 645k, FPArEMIX 4R -FR2 7. 5-25 mg/ MR/ .
79, ARALEK 55-57 Fo 60-78 FE—R8YF %, B THFTEH IL-6R HidkAe
T S A7 I A6
80, AALEK 55-57 Fu 60~78 (F—36G A€, FTHATEIT IL-6R Ffhfe
B i S AP I AL R 1) L8] Rase A
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BT ANE-6 AR KA F ik

RAHE

1. K BAARIR,

ARPPRBILHOANE-6 FHRA (IL-6 FHA) ), #HARREGNE-6
ZAh (IL-6R) 94tk (F-IL-6R Fudk ) HRArHIMBs, FUFHFELTH
IL-6R FARRIEST QAE-6 (IL-6) AR ARFBH T %,

2. MRFFTHA

IL-6 R—F4mpeBE T, LARARA B fmpe® -2 (BSF2) RFFE B 2.
EBEI IL-6 EHMMLE-F4E B et sk misyiEiL (Hirano, T. ¥,
Nature, 324: 73-76, 1986), FEH/GRIEN IL-6 R¥hSAFmIehEtts 2 o
fesmpo B F (Akira, S. %, Adv. in Immunology, 54: 1-78, 1993). iB4Rif,
IL-6 %% T e mpez it (Lotz, M. 4, J. Exp. Med., 167: 1253-1258,
1988),

IL-6 @it tmpe LA KB B a4 HEHEN, —FR IL-6 L4, &
BOQRNSTENH 80KD Bkt %4, IL-6 5E454-(Taga, T. ¥, J. Exp.
Med. , 166: 967-981,1987 ; Yamasaki, K. ¥, Science, 241: 825-828, 1987 ).
BT RF oA aofefi | RGO KA, IL-6 RARLTUR LR E4
RS R e TR X IL-6 4%,

E FRATT W0 92/19759 #i& T $ A+ KA 6430 IL-6R #U4K, Hlde: ARILR
IL~6R HupkAedkA47 IL-6R Ak, WO 96/11020 #4:i& T £ BRHZ IL-6 HHHA
Bldeit IL-6R FARGEFUEMR X T KT AR B apt K dlfl. W
96/12503 #6272y IL~6 = £ M3 | R FEFRIIETT , PTERAYTH R mp¥
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2E. HAEREGLE, o, BE BHRF. ERVEHLH X, Castleman
RAEAR F BB A M B X, W0 98/42377 #6ik T HHALA T AR 4 49 5% 7 Bl de:
BRMAEAGE ., FERR, REFTREK, BR . B SO R4
ISBOE R RGBS /65T /), P SRS R4 IL-6R Uk,
5 WO 98/42377 A T AUMerstBA4YE TN, ¥ EMESRA IL-6R
AR, W0 99/47170 #4532 T Crohn KyAmeGiE7T R, Fb E MR R4 IL-6R FK,
W0 00/10607 44:2 7 MRAR X 47657 A, Jo P B MA S R AT IL-6R 414K, WO 02/3492
WA TR R TT N, RPEHALS AR IL-6R HUR, H55, WO 02/080969
PR T G F R R MR T KT A, P EHRSRH IL-6R Fk,
10 KRR
S LA, S84l HEMAL RN IL-6R AN EFRGREFTH. R
1, LR IL-6R SRS HARIPHFIA, Hlief T4 (nethotrexate, MIX)
$RAETEIGTT IL-6 ARRAR P T HRAFHEMEA , Foill B 53 IL-6R Fibh—ALS
TTERR KT KA RRAFHIH, Hlhof TP (MTX ) $EMER TS R SR,
15 R AR IL-6 FURE T RFURM X P K0TS F0 IL-6R FUR ARSI TR
BFRARA,
B, AZARBT ST IL-6 DX ARG WAL, CLIEONE-6 1
PR (IL-6 F4H] ) Faf s FraiF].
AL RERBT QIERBITHIF 6 B8 e, vAIRRA IL-6 HA %
20 97 IL-6 AR AMREIER.
AR PERBT QHERBAITRIF 69 B804, VAT SRR IL-6 R
#7677 IL-6 AAX AR EG K AR AL,
AL RAH—TRET AT HA B4 IL-6 FAXKRETH, mE7H &
& IL-6 HHA.
25 AL A —P R T 04T HF 1L-6 3240 69 240204, vATRES K,

10
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IL-6 AKX BMIETT T KSR AL

IL-6 #RHMRER I IL-6R gk, 41 IL-6R SRt R I IL-6R 9% .1
Pk, ik, # IL-6R FIRRIA IL-6R 69 £ LR, Ak, - IL-6R
FARRFD R IL-6R 89 S EHIR, ik, i IL-6R FURR EHEBTUR, Hik,

s AFIL-6R F A BHIARH e PU-1 FUk, ik, Rt IL-6R £ BHIRR S
I MR16-1 FUR, #t—b, FURTIARI IL-6R 68 EFR. ARLITIRIA
FUR, AR IL-6R SRR H I ARILEG PM-1 UK,

4 IL-6 FF3H], HARH IL-6R Fuhs SRIFRIFLBERT, IL-6 FBHH,

$FR R AL IL-6R FUREGHE, FloeihiiizeyHoLT R 0. 02-150 mg/kg/4 F

0 RETHEHFR LRI IL-6R FARESHE, Kk 0. 5-30 mg/kg/4 AR
B7d 5 EFR QR IL-R FURRENHE, £k 2-8 mg/ke/4 ARE
i 5 R F) 690k IR IL-6R SRR s HE.

L4 HHFLT IL-6 FHH), 502 IL-6R FkRE, IL-6 A, 5

R IL-6R FURHFIER, e #hirizey LT MET 4 ng/ke/4 AAE

15 HEHFE 60k IL-6R FURFL M E, ik 6-16 mg/kg/4 ARBTH
51 F R 6tk IL-6R AR FE, ERi4 6-10mg/kg/4 AIRBE T 5
FHF 4004 IL-6R FURRE S HE.

& MTX AL RATHIAeT, MTX 9% FR&, 413 1-100 mg/AMK (body) /
RSB 5 H5 F 6tk MTX SRE S HE, Ktk 4-50 mg/ M/ BB BT 5

20 HFEH R MIX REHNE, ML 10-25 ng/ M/ ARRTFHEHFE
#4fai MTX SR H9FE.

BREAEME (4o R IL-6R FAK MTX) SRESHE, RIFAFRT
A E, PP AR S 5H4RML 25 5 ik b BRIEATF R T 244 T AR,
REFBFRE, BN ERAAA R BT EATA A2 (Fodt [L-6R FUREMIX ) KR

25 BLEGHIE.

11
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IL-6 AB X &AM TF €35,

ERMAFEFOSERER: B, BDRBOETEM T X (mesangial
proliferative nephritis). Crohn K&, Fmtiss K. MR K. H5RRL
AT KRAGMYFRREMXT R, oF X, Kavasaki K, RREMX
WR, RAMLBIRIA (systemic erythematosus ). 485 /K. Sjogren 454~
BAStill KJR;

Ak, $AMEHMAE. Castleman KA. BEERERE. B,

Bofebkgs: HIV A, BBV B

&% (cachexia): BRK;

1e: R i, HAAREGAE, Rh¥f, HLEFUBEXT X,
R %R, HARREGRE, b, BX, BRK, SALEHAE,
Castleman K&, B aRMEIAME X, RLHMLBURA, Crohn KR, MIRXK,
B, DFRRFARXT R, RAGERSFRELBXT K.

AL IR I A T RR T SIA RS S A2, ik, TiA
AFRRCEAT, ddiE, ALREA, BUREAT, RTEM, B, LM,
URMRGF. BHTETMMEEE FRARIAE L, KRHNEGLT
AR BB REYR, Hlde BHPAERNEHN M T, ST RENE
Tkl X

KT IL-6 LA FAREA AL B F X, FlioiRdnik v A EHF KR
WA ERA BN E, EARRNHT, AA—ZIUREHY T &, Flde, F
R#bRiEAt, doiliEfe R TEAT %, BRI THHEZRRT 2 K/, 1
RIA, LRILA, 1RIAA, LRI, 1K/8 A%, MAEIELRE Nt
R RSB R, LEFETAATIRAL, St KAHERM 2 R/BX
VR/BBLKRI2A, 1LRI3A, LKR/ARA, LKR/6AARLK/8A.

L 55 MIX LRE40350F, Bldofiby APURMX T RAHALT, #E, #

12
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IL-6R FARSHEHRT 0.5 ng/ke/ ASA R BT HFRRES HIUZHRGH
¥, e, % 1k/4 RsTHMRSE RS, AEH 0.02-150 mg/kg, 4% 0. 5-30
mg/kg, ARk 2-8 mg/kg.
. IL-6R ikt SR ATHIA T A B B 458 3 ) e —Bad 7] 4628,
5 SRAFRNE QAR B LREREAERF, H &b TH B
A SRIEF, REUBH], B ERRAUTRER
SRR
BEALH]
TRBEBLAE
10 KA
e, FREON, Hebd g
T gmf A HIF)
FRREE, taEa)
FRGEA:

15 BECs, WEAeE (sulfasalazine), kBN, HRAEE, XAAH
¥4 (infliximab), FriAAK¥47 (adalimumad), D-FER, T RESLAY,
TIRAAAAH (WLREH ), KESRE, ARERREH, 235, DT EE,
FRILA), A, FULA;

B EARAUR AN
20 TR, ST eRE
BABET oAy, SALTTHOAY, SULTHIABERRSN, SALTHMIRIAB4A,
BEBRRLECT H9A
KRR, BRAARK
KA, KRADKIRIOEE, BRACKBEBREN, BERR ) BeA
25 FRBRANEK

13
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FEERAA, BRTFRERNA, TRARMAIRAKREA
e LR
HEHL, BRYZHE, wEHEL (triamcinolone actinide)
HEARNK
5 REALY, BEEAR, REANFELN, IERIMFAERES
Fr RN
R (AERAKADTEBREA ), AERKAD, ASRKADBES S
PhFLRANK
BRBR PR AAR
10 BRI GHE, Hlhe EEASMX ST RNEMXT KA, Hlpko
FRAATHAHELT, H 1-100 mg/AMK/ ), ik 4-50 mg, FAkig 7. 5-25 mg/A
1K
Besh, 4 IL-6R FkeG A ERAIET RA RARENHE, EHE
FTRS TGS IL-6 MRARGRADABAE. Hldo, EETEIBEXT X
15 B4 BEATHAE NI, ZH E 04 4ng/ke RE S, Kk 6-16 mg/kg,
F ik 6-10 mg/kg,
et ik, 35 A RVA R B B RARIE TR, TIE Hik
BR 7 AT RS F k., ARRfetE. Hlde, TR E0R P S
Wy BRI S LRk S R ARG L Tk, FfefRE. K
20 KRG TAI|E Lid T4 LA FROBREMNLH Tk, HlefhlE.
RAEFRLRTE IL-6 BHRARTELREHORAR. X8, BX, REek
T RE ST L6 48R AR BRI TIA,
IL-6 #HA RA74%] IL-6 £ HFFMAGHR. 1L-6 HHARLATA 74|
2s 45 IL-6, IL-6R, X gp130 &946Et9BRAMIT. 1L-6 FHA| €4 IL-6 Uk,

14
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# IL-6R FUAR. 42 gp130 FUAk. 245449 IL-6. LM TiRM IL-6R, X IL-6
K IL-6R 6430, AR TAMNE MY TF .

REALAT I L6 FURTAR R Cdntd Fih R AR S L

FURETS XIRAF, BEAL AT BT 6930 IL-6 FUk R, itk A s Hes L

s LBEHAR, R ARSI FARIIRQHER B LT WA R AR 142
BARR CATURRE 6 R A BRI 8 Lt 2 e Pk, FRATELY
IL-6 856 RH%] IL-6 & 1L-6 AREG4E 4, ARIENT IL-6 £ HFEMETHT
HA B,

TR Q3E MI166 (Matsuda, T. et al.,Bur. J. Immunol. , 18:

10, 951-956, 1988 Y= SK2( Sato, K. et al. , The 21st Proceedings of the Japanese
Society for Immunology, 21: 166,1991),

FRER 16 Fubkd I8 TIARAB I TR KR Lot HAH &
B, & XFGTAMBRIBARRLE T R IL-6 EABBIARBTRE, REHFE)
H BRI AR R ERIORES T ik 5 AARR Ede ) R A BIHATRES, FERAF

15 BRI TRk A F R LA miemiTE,

PR, # IL-6 FART A FHIE. Hlde, Tud@itaAF4 Bur. U
Biochem. , 168: 543-550,1987 ; J. Immunol. , 140: 1534- 1541,1988 &
Agr. Biol. Chem. , 54: 2685-2688,1990 & IL-6 A B/ REBAF], HKFAE
BHIURARFIARAA IL-6.

20 3 1L-6 KB F S HENAAR ot RABIR T, REWHILESCENR
Foaped , K R AATR Edetd 7 M m IR B IR S LR 4L B AR IL-6 &G,
shAbey IL-6 & TAAEBEIR. FIH, 1L-6 HHEROHREZOETIA
B EBHIR.

RAERKERAF AT IL-6 LARTURT AB T RARIR Coskn bl 7 i A £ U

25 B BTG RXRA. WA FRLAMR [L-6 LAFURT T, Ak aHfL

15
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SR HBHIR. R B RILSIHE L TR LIS R B A B PR i it
AR IRBEAR QAFUAKE (R ABBIHLE 2 @0m 4 T duk, sk
TRBITE IL-6 HAREEARITH IL-6 & IL-6 Skt A-Fmlant IL-6 L47%
BAT SN,

XA IR O35 MR16-1 34R(Tamura, T. et al. , Proc. Natl. Acad. Sci.
USA, 90: 11924-11928, 1993). PM-14i4k (Hirata, Y. et al., J. Immunol. ,
143; 2900-2906,1989 ). AUK-12-20 #Ak. AUK64-7 3k, AUK146-15 Hdk ()
Fr&F et No. WO 92-19759), R, 45AURLAGFUAR LS PM-1 FUkK,

& 7F PM-1 FARR R B EIRYEA PM-1, SBETFARRM R LYARR,
%5 FERMBP-2998 -F 1989 47 A 12 B AR FF4 #| £ R £45( AIST Tsukuba
Central 6,1-1, Higashi 1-chome, Tsukuba-shi, Ibaraki Pref. ) 4 B &
Rk, A% MR16-1 Fuka) R ZIB MO RN KB R4 B MR16-1, &F
A5 X ARAT A 2y v AR 8 455 FERM BP-5875 F 1997 % 3 A 13 BARFREF) LM%
#3845 (AIST Tsukuba Central 6, 1-1, Higashil-chome, Tsukuba-shi, Ibaraki
Pref. ) 45 B FRERA.

AR L6 RARESTETUAREG 5 T T IA R AGRITRARR E4m PR
I FHE. BF, RIBTMRBAFERA T HA IL-6 A BBIRHRAITL
R, RG24 R PR AT mICRE S Tr th 5 AR Esm b F AP
ATREG, FARRTRAT & TR d 5 A e FA e e mit 2.

b, L IL-6 ZAFURT AT T HlE, Flde, AEBSIBARFRIK
A IL-6 ART LB A AT ARBM &) P 3H AT No. EP325474 Fa
JP-A-3-155795 &) IL-6 SARK B/ REABAF 57| kT,

IL-6 RAZOH BATER, B, —FrRAEMEL, —F75 @& (7T
%M 1L-6 %4K) (Yasukawa, K. et al. , J. Biochem. , 108: 673-676). T
ot TL-6 AR AR by IL-6 ARSI R, € 5BELEE IL-6 LA R A
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EFEAABEERAARME AN R, REBMAGEBIARL =R TFEALA
B35 IL-6 aRFUR, FFt IL-6 ZARZ QAT MEA.

H IL-6 ZAREG R B FFIASRAIR DAt R AR, L 20BN HFE

4afE, ARH R ARAIR Cdntd ik AR IE IR LR AL B A7 IL-6 24 EH,
s Sidbad IL-6 THEETUAMERSBIRR. FH, Rk [L-6 LM4Rempete IL-6
ZhRELERE HREEOETAABHEIR.

Ji*s pIBIBSFIR €L3E4RABA L6 £Akég cDNA, €LA-EFHLE) KIMATH
HB101- pIBIBSF2R €T A A MMATA L ARk FERM BP-2232 F 1989 %1 A
9 B A& E FRE A4 PR P45 AIST Tsukuba Central 6, 1-1, Higashil-chome,

0 Tsukuba-shi, Ibaraki Pref. ) #ATEFFH&.

AL AT 6440 gpl30 FURT AR RARIR st kAR KR S %,
TR XaRAF. A TARLARNI gp130 FukRH, RaRk f-HIlsidhey
RABIIR, R B RHISHWEARTIR IR B L Tl it AR T
AERA QL STARE B G REBRARIALE T afem L T IR, EFURTIAE

15 it5 gpl130 s5ARITH] IL-6/1L-6 LARE AL gp130 #9454 FLET IL-6 &)
S YR THFEAER,

ARG RAR LIS AM64 J74K (TP-A-3- 219894 ), 4B11 FidkA= 2H4 FAk (US
5571513). B-S12 HARKAR B-P8 Ak (JP-A-8-291199),

4 3 gp130 3 H SR J 38 T AR RE ALK Aoty AR T

20 #&. BF, RIBTOMBBARRRAT R gp130 ARBRARBITRA, ¥
R R AT R BIOREA T i 5 FARR Cdn bty F R I ATRES, A
R T iR TRk A AR SRR AR 2,

Bkb, BARFARTARTHE. Flde, BERSKIRARFHRIAKLY

gp130 "B it A AT A BRI 5] R FF No. EP 411946 49 gp130 2B /&,
25 ABAF|MEAT.

17
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1 gp130 S KRB B I ENRR Cot) RIABA ARG, HALLELENRE
Zomfb, HE R RAURC A4t MR LR SAL B A7 gp130 BA,
shAke) gp130 BE TARMERSBIR. FIM, Rk gpl30 d9gmiete gp130 B &
5R1eE G HRSEOLTUAAERBIA.

5 RBBFR A RIS EA RN RE], (28 RS A Taite
A F R IR AL T AT, ORI, A LSt R
KA.

R BHSR RSHWT AR AR Cdtdy 7 AT, AT, T
VA IS A SR T s i ST B IUR AT, AR, MLBMBFRRE L

1o JA PBS (BEBREE A K ) RAKMEARSF, LHEFNIFRER, FlimhRT
AEFRA, $UL, BEARE 4-21 Re4F XJURLTFaSLsH. Hob, Tk
T R BRI SE R BUL,

S LR AR, RERINTE TR LRIy, Bk,
MR FUh a0 B AR SRR T ampake, Hikk, AT apbaks bl ok e

15 AR EIEARmAE.

A A & ik SR R A e kA F R adri St B M AR,
A HE A AR ESmt 2afe R, Hlde: 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,
20 C., Bur. 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, I. S. J. Exp. Med. , 148: 311-323, 1978).
R210 (Galfre, G. et al., Nature, 277: 131-133, 1979),
25 LR %78 tmfe b B M SRt SRR AR T A R R I R AR B sty T ik,

18
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#l4e: milstein KF 7k (Kohler G. and Milstein C. , Methods Enzymol. , 73:
3-46, 1981) 4T,

£ A4k, LR enplRsA T Ao fE AR AR R A B TARR B R
FEPHAT. MR R, Fldo: T —BF (PEG), Mh& A& (HV])
FATOMEA . TOMRMEE 2t —F N /1ERAMBIF], Bl —FBRURF
REAHCE,

S % R BB SE R4 BL R EbBIRIE Sy e S0 SR K B MRTE SRR
1-10 4%, VB4R T Lid smpemeb693dRa, TuARA RPMI 1640335/ K, &5
FROB IR A K ey MEM 335K, VARCT A T AR e el fietmfsd
&, RATAS—TERFARY, ke Meabik (FCS) 484

K T mpedsA-, it bk bk tahe s B MR tpA 40 B BRI
AP HRIEA, Ao PEG B, Blde: AeAJE 3T CHIAIFRERA 30-60%(w/v)
69T -F 84 10006000 &9 PEG 53, A, ABAE t4aeomit (R
B ). MUE, AR E A ARG RAnE B33 A B SR LR
PSR LA S AT )k S I

REBTABTEARRIPLIEREATF, Fldefe HAT 335K (SREF%,
BRSSPI B3R E ) PIRARML, #2Ek, A HAT 3K F
HRERFE LR ZILA, RGHETARLZRT B &M Fbaie
(JEBeSmie) R4, R RAVFEIBARET ik ThifosulEd /& B 6 Fiked

S, BT it R SR RAR SR S AT R S KA,
LI ABILERI A TR B G AR AFR G B BARE I, KRG B
RE @S A THB ML, Blhe U266 4086 (5L IP-B-1-59878 ) B:A-m kAL
A IR RRBFCRIZ TR PR W T EATUR, R, LTk
HRIIREL IS T8 AGURE R A BRI 45 A B 54, HRiEL

19
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BT EREFAEATAR (RZ LA FREF) 9 FHNF Nos. WO 93/12227, WO
92/03918, WO 94/02602, WO 94/25585, WO 96/34096, WO 96/33735),

VAR it 5 A R 2 ST AR AR R, T
VARSI AR R P .

AT IBZBRFL LT, TOMERATH R Btk
&, REVAER LH R KRR AETUR, A5 TG
FshAEIE, RBVABURIY KIRFELETUR, H—F xRk SRR
B, B—T ikiEA KL F UK,

Blde, TTAR TP-A-3-139293 AMFF 477 & = £ IL-6 TR X
. FrASEsbie Tk 54 PM-1 Huked e B UK M 2415 BALB/c ) &,
VABRAFHK, REMEBURSAL PU-1 FUkR, S 54 PM-1 SURe R B AT
AT BRI A 49 A BR8-S FERM BP-2998 F 1989 47 A 12 B B FRBAE R4 4
4 PR f4% (AIST Tsukuba Central 6, 1-1, Higashil-chome, Tsukuba-shi,
Ibaraki Pref. ), wa.E, [AFE#IeTF ik iR ESENZFRE
¥, Hlde 3ZIRE RPMI 1640334k K. 7278 SPM3E4kR& (GIBCO-BRL 324 ).
RESA 109864 foifA= 5% BM—Condimed H1 (Boehringer Mannheim 3%4%) &9
PFHM-IT 33384 (GIBCO-BRL 3%4%) W, ARBME 6432 Lkt PM-1 FUk,

BEXRLAP, LRI RG, TR T H X6 &6 LA Hk:
ML T AEFBEE, FEEBBASENGTR, FLFNERE I
BABAER M AR (KN, 4k, Borrebaeck, C. A. K. FeLarrick, J. M.
Therapeutic Monoclonal Antibodies, Macmillan HipsAtERE iR, 1990).

FARH, A= 4 B 45Re e, Hlm i BB SRR TER (V)
&) oRNA, 2% T %% mRNA, T8 S RARIR Eket 7 %, B3l B ik (Chirgwin,
J.M.. etal., Biochemistry, 18: 5294-5299, 1979 ). AGPC % (Chomczynski,
P. et al., Anal. Biochem. , 162: 156~ 159,1987) #|&-¥ RNA, RE12A

20
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mRNA 254¥iXA) & Pharmacia 384 Y& mRNA, 14, oRNA 47T A8 it QuickPrep
mRNA £b4tiEA) € (Pharmacia $%4%) HAE4|4

TAMIRAF 4G mRNA fH i 45 B BRABIR V K &9 cDNA, . TVAEA AMV i
34 F B —bk cDNA S B A| &6 A cDNA, FI#, 5'-Ampli FINDER RACE X

s #4& (Clontech 324%) #=4%/ PCR &4 5’ -RACE 3% (Frohman, M. A. et al. , Proc.
Natl. Acad. Sci. USA, 85: 8998-9002, 1988 ; Belyavsky A. et al., Nucleic
Acids Res. , 17: 2919-2932, 1989) &= VA T-&-mAd 3 cDNA, MFTIREY
PCR =44kt B 49 DNA KB, MR/GiE4ZHIRDNA, 4, WM FEHENE
EBARFNEXIITE, BABBAGIEHTE TEBR. TR RARIR st

10 7k, BlIeBUEGEES B 69 DNA 895585,

1R KR T A E FR V K64 DNA, ARATiAZ DNA 5 RmbprE Fik
#1E K (C K ) 69 DNA iddk, REHABARERIRT. 34, LTAKRD
ARV X449 DNA SNAH FUK C R RARKY

AT HER TFTALANTUR, TARSFREBBNRA BRI RIARH

15 BR, e TXFHEGEETREsTHRY TRA. 84, Hiakd#
S 215 E tafvh RO TR,

BALRAY, TARALGHGARFRIUR, Flm SEAFUK. ARk
FARFAGTARABARIT AL FIAP FARGURME . 1RSI GURT A sy ik ]
%

20 BRAGFET AR TGS TRATAE F 69 LR RAF G RADTIR V K&
DNA &5 4R ABUAA C K& DNA 54k, REBBANFIABIRT mBRF (K IEH 4
#3527 No. EP 125023, B FR& 4|9 #AFF No. ¥092/19759). #|fIikk Edny
i, TTASRAT R AEARK A F d ik AFUK.,

Bldm, S 4L PU-1 SAFAR L 465 H 45 V X &4 DNA 64000 5192 4

25 DPM-k3 #= pPM-h1, BB, A XLk e) KT AT A AMTFREL T 1991

21
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%2 A 12 B45]¢A NCIMB 40366, NCIMB 40362 B PRtk fe B 3 T dbfeifif ik
X R RA FRAE) (23 St. Machar Drive, Aberdeen AB2 1RY, ##&%, %£E).

ABACMBEAFEMGATUE, € RIFARILS) %) RbG TRy ZAL
HER (CDR) HAAFIRZANRE ReGadk, L EARE FLFHER Choth

s (BRJIUBM & #) %A NO. EP 125023, B Fr¥ A% AF No. WO
92/19759 ).

Pk, bERRELH ERHN0 AN EBFBRET PR ABGHA T4
PERFR COR SARFARMER (FR) 148469 DNA A5, ATk DNA H5RBANR
# C X &4 DNA i3, ARBHNREBIR, BT AmRE Tl = A AR

0 FAk (RRBMEFI0HAF EP 239400, EFREF]9HAFF W0 92/19759),

#2 & CDR # A ATUR FR R, 40 T AR X &K BATHR 44
B PR, VAT ERGHREELR, wREE, TAMTHK, AMEEHH
AFURG AN Z R EA IR 4EAL 5. (Sato, K. et al. , Cancer Res. |,
53: 851-856,1993),

15 AFAR C BT vA R FAFMRFARMIIL, AFIRC REIECY, s,
Cvl. Cy2, Cy3 R Cy 4 AFTMER. TUAMSIASIR C R R BHIIRIET
A E,

REFARG IR B AR H G FAREG T K R AR A ATARE C KM,
ARG R R B AR IS B TR TANEE R ol f AFTURHHR R Fe C
20 EMAK. BStiXedRB- R T EAKAKSTRE, A TRAERL B,
R F AL RGARACGAR R AR R H) LFEARIL PU-1 FUR( A ILE FR
+ )3 No. WO 92-19759),
BIAF, YEARFASURG T i, BT LB Esh, FIRAFEREEiT
ERBERATRBARER Ok, Hlie, ATRGTERTABHEEE
25 A FMEAREIUR (scFv) RAEREHREE, RERELELSFRGERK,

22
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AT R B AR AR, TTIRAR KBS FRYATURETE X & DNA

B35, 4eR W88 T 4040B ) scFv & DNA A5, ARATIABITAE Rk hk

VBT ARIFASUR, X E LB R LAt B-TEAGI A WO 92101047, WO

92/20791. WO 93/06213. WO 93/11236. WO 93/19172. WO 95/01438 #=
s W095/15388,

R FARE B T AR AR Code b 5 ik RIAFodkAT, URAEIS
wompent, FURKRTARSA LR T FALNT. BRANFRERU
A3 TFi#fpoly A455 64 DNA RAIE, TARSA EMNGQEERRIEL, Hlde:
BT/ ¥ T A IEA E A E LT R AT/ H5ET.

10 FI#, stTAess A TARKPAFURGG ZALELE BT/ 3HET, TMEAK
HRAE SRAE MAE BIRAE 40 (SV40) R ER ST/ HE TR
b flhhm AP BT 1 a (HEFl1 o ) #8380 /3%5%T.

B, TTAARIE Mul ligan %495 %(Mulligan, R. C. et al., Nature, 277:

108-114,1979) A4 SV40 B3hTF /MR TFeyFAT#HITREK, RTMRE
15 Mizushima % #9753 (Mizushima, S and Nagata, S. , Nucleic Acids Res., 18:
5322,1990) 4% HEF1 o B3h-F/3¥ 3% T4 UL T itAT404.

STFRIATH, TeABish bbbt A BT, HRSHMESAF|Fe
EREHTARBRFETARRE., Hldo, BT TAGLE lacL B3)TFH= araB
BT, 18R lac Bh-FAearaB BEhFEMEALT, TTeALRIAMA Vard 44

20 ik (Ward, E. S. et al., Nature, 341: 544-546,1989 ; Ward, E. S. et al. ,
FASEBJ. , 6: 2422-2427,1992 Yf=Better ¥ 494 %(Better, M. et al., Science,
240: 1041-1043, 1988),

WA GRS BAETFF), BEXBHBRRTLEFOHELT, TAMEA

pelB4E5 45 (Lei, S. P. et al.,Bacteriol. , 169: 4379-4383,1987), %
25 BAETRARFQIMR, BhTELOIURSHERBUMRBATUR (AR,

23
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£l4a: WO 96/30394 ),
ARG SVA0. BiBAE. MAE. 4ILkERE (BPYV) R AlIAE,
o ATEBEZERAGTTHEABAH AL, FEABETUACILRENEH
BAtA58s (APH) AB, MR (TK) X8, XHiFE {84 BB
s 354385 (Ecogpt ) XEAR —SrHBULREE (dhfr ) X B F4EA fhikinic.
AT EERTARANTIR, TOMERAELNAE T RR. A SRk
PR A R bk, HIME T RGO FAR I A R Aot A R ta
FOHY L5 BB
FEARR REIAELT, AERASHEIL. M il et
0 FR%. ARt (1) Bilsidnsane, Hlke: CHO. COS. B-HisEsmAb.
BHK (4/€ 8B40 ). Hela. Vero ¥, (2) AEsbdhsmie, ik NRIF&a
B, A (3) Rktmf, Hide: sf9. sf21. TnS &, HAHSHEMC L, RE
JAE (Nicotiana tabacum) hymft, ©TMEARGLALIEHR, ALBEE
C.4ko8 A, 4|ioBEf B (Saccharomyces ), v#kiB & & ( Sacchromyces
15 cerevisiae), fs KA H, ¥l E B (Aspergillus ), 4o By E (Aspergillus
niger ),
Lig A R mient, BARASNERNET A%, ABESK, S
XAF#H (B coli) #F4FEAFH (Bacillus sabtilis).
AT AR Rk R B Zatdb g AR s dmlie, RBHINERIGLL
20 SREREAF. BATOMMERTRC et A kAT, Hlde, TVAR DMEM. MEM.
RPMI 1640 vAR IMDM 4E 4385k, mELTAL RFEANEY, Flde: b
(FCS ) 488+ A, FURT AT FATIREE ) aufeséss ZshmBUBLE A @
A A,
F—F @, HRALFRGLIHRASHWE LT RO R I L >
25 RY. HERASHHECHHELT, ARARISMIR R4 F AL

24
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YeAradLahdn, TR L, B, BRE, DR, FREEHH(Vicki Glaser,
Spectrum Biotechnology Applications, 1993). B4, YA Rk, TAMEA
B, SRAEWAGHELT, Hlde, TARABE,

RKHRERFNZ LGS, LW SHIERE TR, REIE.

s Blde, FARRETABILTBARBGRRZLELEITHEE, PHoL¥ P EREY
HAR ST, ABRSARHBRME. BOSFBATIARARNEOLRY
DNA i B At B FRERG, IS 0L, ATE FURTTAMIE S i AERG HY
W F A R B L F AT RLEGE T RIF, A T HE A E iRy ds
ME, TULHARLFERASEGHE (Boert, K. M et al.

10 Bio/Technology, 12: 699-702, 1994).

LRABNHELT, AEANT RIBKRRGITRAFRLE, REARIK
BARARFTEHAR (Maeda, S. et al. , Nature, 315: 592-594,1985), i#—7F,
LARRBEGHLT, WA RBBNEHEERA, Hld: pMON 530, &
BRIZBAREAEE, Hlio: RELEHE., AXEHBHALBE, 4l

15 Nicotiana tabacum, AZIBEE&yet-F4E2FFEHAK (Julian, K. C. , Ma, et
al. , Bur. J. Immunol. , 24: 131-138,1994),

T i do L FTRARS N SRR A = R G P HURRT, AR EH (H 44) XK
248 (L4E) #) DNA TTASTFARARIR, T HAKE 105 L e,
BAN AL H 4 fn L 45049 DNA SAEANRAEIE, TR ESKILEL (&

20 JUEREFPHAF No. WO 94-11523),

RAEFZ AT QRART AR R BA B4, REBFUREAMERA T
VA, Blde, FARR B @ 6454 Fab, F(ab’ )’, Fv & %4& Fv (scPv), 4 ScFv
by Al kil H4b A L 4444 Fy,

ks, TARBE, Hlde: KNEGEE. B§EOMERRAELTIEA

25 B ATOAMBHBIARBRNOEE, HEEBREARRER, REELER

25
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Tmpe v ik (RA, #lde: Co, M S. et al. , J. Immnol., 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: 652663, 1989 ;

s Rousseaux, J. et al., Methods in Bnzymology, 121: 663-66, 1989; Bird,
R. E. et al. , TIBTECH, 9: 132-137,1991),

BitEB UM VIS L4V XEFscPv, fLigscPv 'y, HBEVEALEY
R 4Riki8 itk sk, 45| R k4 k%48 (Huston, J. S. et al. , Proc. Natl. Acad.
Sci. USA, 85: 5879-5883,1988), scFv # HE& VREAL &V Xk A4 b

10 PPRSMETHAR, a4 V R, TMEAfled 12-19 ANRRBRA
BB FAERK,

VASRAD LAY HAE S, H ke V RVAR L 483, L 4564 V X 69 DNA A4,
12 RS IR IE RABETF) 49 DNA SRt R 3% 495 |4, 1BiL PCR Fikd AR
WP AR R BT 5169 DNA ¥4 REBH—TEESTAFE H A= L bk

15 BYBREERIRGFIREI T4, IHERADIKAR KRG BT M4 DNA, Btk SR
7L scFv #9 DNA,

SeSh, —ELIRAFGRAL scy 69 DNA, TTARSEARAT HATOA CHRIARIK
VAR ER ARSI B, RETIREIRE T EARA 18 2IRAF scFy,

sHXBHAR R Bkl CMNHRRTUARRU L—HEE, Fidmik

20 BfekF, REAAHE FUR” EEIBIIRR R,

A 3 FAR g%, LT AR 5 B8P 4Tl 4ok =B (PEG ) 45649 4UK.
AEPFHE G QBTN ZRFA TR, TiA
B RGBT, R RARTRT L8R L.

Jo bR & FFe g A NTURTIAMGBICA e miest A8 LA Fom8 295K,

25 HRARIVTE. TAR FFETHATR FTARLAS IR - BRGA0. AT
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FREMGET O, Hlin B ABPERG CA ATES A BNEKEHR
Hyper D. POROS. Sepharose F. F. %, AFHEMEANILECH B/ iy iR
FTVARA, XTET R 75 KA TR

Blde, TAE Lol d LR FRBEAASMG EAT. TR, IR, EAT
ABEMTF, AR BFSALA FAREAETUR., BITHHIT O BTRE
M RAKEAT. BBALIRS. XA EATTAR A T HPLC ( SHEORAREHT ). H
9, LT rAME A AR HPLC,

TRAB TR R KB i ELISA M LA FTRAGFRIE, BP, HRIFL
AR, FPBS (-) EHBHAR, HARE 280 no 6B KR, ¥4 1.35 0D = 1
mg/ml #FRE., L4 BLISA BY, ThFHATRIE. B7, A 0. IMBSELE
& (pH 9. 6) #LFIA 1g6 (TACAE) 344 ) #HBE 1 ug/ml, A 100ml
3 1gG £ 96 FJURF (Nunc A8)484%), KRB 4CHARHRIVKRE L. HHZ
B AN 100 pl EHHBAREATARDTARGHR, REEAIFRHA
IgG (Cappel 2&E)3R4%), RETIRET 1A,

PeAZ IS, AN 100 p 1 B 5000 4269 s BB BEATT940A 186 (Bio
Source &) 444 ), REETRBF 1 DB, ke, lmARBER, BY, 5
JH Microplate Reader Model 3550 4X (Bio-Rad 3843 ) R& 405 nm &§BRE VA
R ARRE,

ATFARL AT 92456049 IL-6 REA IL-6 SAREEATEMAE RekA4 1L-6
SWERIT. B, RARBEME IL-6 TH 116 F4Mesd [1-6 4K, 12
RETERENEE IL-6 6EWEN, PIACTIARST IL-6 #5-5445,

TR, IL-6 RABA 5 F 6 BB R T AT R AIRIF 215509
IL-6. YEA2H54589 IL-6 64 RRE IL-6 TRAR GEATRIR, 128 REFRM
kA IL-6,

FfRdb, IL-6 S4BAF TR RARIK Ednb§ T RAAE A, Hlde WHATIF
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(Vriend et al. , Mol. Graphics, 8: 52-56,1990)Fimi IL-6 REKBAF5| =4
$4), #H—PIRMERKOERBMBITEANEE YA RiltsT. ARAEEE
REHRBRBRBRRZE, AR RAA IL-6 KB AT 7| s BkE A
AR, BITFMPCR HFANBREBBBARG LR, RRFRBEMHE IL-6 694
AR, #iHiERAERBASENITE AT, REFHT L FitsnN
FUTARRK. £ F Al ik, TOARFEMBME IL-6,

154549 IL-6 849 FARH)-F/FF /£ Brakenhof f et al. , J. Biol. Chem. , 269:
86-93,1994 #=Savino et al. , EMBO J. , 13: 1357-1367, 1994, WO 96/18648
F2W0 96/17869,

B FAKAE IL-6 939K, IL-6 TARGI IR IR 5 AT 454~ IL-6 4k
R IL-6 e97EM, F AR T 1L-6 69 L Wi a94 )R . B, IL-6 SRR, IL-6
ZAREGRRL AR 142 A AFTIR L6 ZARK, IL-6 MddFbisbar s IL-6 & 1L-6
ARG LS, R, BT EMRMEE IL-6 £4piEr, FRABATT AR & IL-6
AT,

IL-6 #93RG AR, IL~6 ARG IR IRRAd IL-6 &K IL-6 ZARe) REABF 5]
F5E IL-6 & IL-6 S48 H R MBLBFFIHMA K, AT
Fly 10-80 MRABAALAKR, ik 20-50 A, Bk 20-40 4, IL-6 445
KSR, IL~6 ARG IABITARZ 1L-6 K, IL-6 SR RABSE 5|+ R 5
IL-6 &, IL-6 ARSI RIK, RER Cet Mk, Hldm RE IFABAK
IR RS R R BEBRF 5| R H &

A TBITEE TAEBARSE [L-6 639K IL-6 LRSI, T
SRADFTE ARG DNA A ZRAER, RERAHAT EX a8 Eaibhk
X, & FFabhlby ik BpT,

H T BITRABIE IS IL-6 493 RA, IL-6 SARMISRGAR, TUAM BRA
BRAGSER T ik, Flhe EARS AR RRARS AL,
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B4R, "TVAMRYE Zoku Iyakuhin, Kaihatu Vol. 14 Peptide Gosei, (EBd. ,
Yajima, H. , Hirokawa Shoten, 1991)iZ##47% ik 4TE M. *TFEARGAT
RV, Blde, TTOAMER Tk @it T2 MY C R sR
ABALOE RETANEMN G XML, REHRE TR C FHE N
s RIFENUFRIEE—N (RARBERART ASEHRPAARY T a-REL
BB T AP ) MR B, vABUHIRARAS LI A 69 RN BL R AR S o -~ R H
SR AR R, TARAKGEIEN, EARAAGEREAT A R KA GRAT
w8354 Boc i&F= Fmoc .
BEFCRRAZ R T ik BB IE , BT R R Ak X e LT T
10 RERE, ERENHREEY, #AME Boc ikF Fuoc i ¥ 585 1EA
RALE S A = AT HARBR A TFA, /£ Boc i5F, LiRRIP BB A S FRA
ATARERE, REIATRY REMGZRAMN LI LB RSB
WK, HRRSATIRT MK, H—A &, 7 Fnoc k¥, #ld A TFA ¥,
vA_EEAR R 69 8RAE 7 i AT ARG B Fo BB X 8 & B LR
15 FARAT AL A HPLC 5B Fedbdl, ERAEA AT B BA R RS EG
B~ TR PR, ISR LA TRATIREATE ¥ 493 B 0 B4, big
7 kBT R KRBT AR T 94T REABM RS R BEBAF
FIATHRATRE.,
IL—6 fr IL-6 ZARGE00Aheg AR L4l ATF-F TP-A-2-188600, 7- 324097
20 A= 8-311098, AR EE 4] 5210075,
RE IR T IBE-YARIE S8 B 7 T ASH B F L2 G Bk Afaifin
. BARPRIHGHTF R K HFLETRLHAIEH. BEEE, R
THEE, RUABIE. BRRATHARSY. RTFERAREHN. Rk,
WRERA, KEMHRE. RTARN. R, FTRIOGE, CRHEE.
s BRIX. FIEAOKK. BEG. K. FASE. AHw, A8 R -8, R

29



200480011401. 1 oM P EE22/30m

10

15

20

25

Ak, B, HASTEE, HEASER. AFGZG (HSA). HEE. LA, 3
. VEABBRR) G TRSHREENNE, RENE, FFRRAH T
LS8 Sk AFHRIE H e LRESAFE, 12 TREFRTF L,

AE AL T GEL TS Fo it L p) FURRER, 12K K B S R B FRT k.
) 1:

MRA R FLAARALE) 1801 BEKIA QA6 LR AETIR, ©TAH

BT aNE-6 (IL-6) e92htk. £ B RPN G TALY, MARFT
BITRRURML T REGFTF, RECHPITFHRLME,

ARG RAZ MRA FAR80- 40 5 R T HRALE 408576 75 KRB MR X
Bf MRA 693 A2 6 [T RAIKARES, ARVE S AR T 446 77 it 4 o9 —Het
HREMLRGRHX T REH T, 3 MRA B ELLE (LS HRERTH
REEIETT ) M EBGRATT 74, H LB R TR LI 57 4T
T AR, T MRA 69 M, MR

R R N T ATFABRERFS (ACR) #1987 KA Ldmiswid
QABEY 6 NAKHERUBRXT KEH, EHUARAEHIAR, HHMb
MxA £ 12, Smg/ B, 10mg/ AN E (EAEFSHELT ) A EV 6 AR 4

MTX RAR B ESA AAFERL.

RRRFT: b SHAUEATRE . AL RATAATR

P EALL T N G4A: 0 mg/kg (Z2H) )+MIX, 2 mg/kg MRA+MTX. 4 mg/kg
MRA+ MTX. 8 mg/kg MRA+ MTX. 2 mg/kg MRA+ MTX ZA&t#H). 4 mg/kg MRA+MTX
SR F= 8 mg/kg MRA+ MTX S8, MRA S GRH)iBit#akaa 2 A 4 B A
HATEE, MIX R MIX RAEL O, 88 14, 10-25 mg/ B,

R T ik WeAR A Eil i #ikiriz vl 4 B ARt 4 &, B2 A
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A3 16 FiEEfeielt, HER 20 FRGILE, HBHALNFE LS
(primary endpoint) AAF 16 B (RELHIE 4 A) 65 AR 20 tb¥k, #
—#% (secondary endpoint ) &3&EF 16 B (RELEHIE 4 F) ACR 50
F2 ACR 70 #rb g,
s ACR B E47: HAEAT TRY, X FEAER LT HAE 20KES
m ELAERIR 5 A 3 AP IIRE) 20%R EA K HRER, XARIRRAZ S 205K
FH69 ACR R EARE. I, 50%Fe TO%RE69 R I8 Lk 20%K L4437 0
FIAKBAET S0%F= T0%69 541,
(1) FPRRXY
10 (2) fmXHi
(3) BAEAGIE
(4) BAMTRREFHC MG
(5) BEIRsTHRAE S Epkbbipt
(6) B4 ZIhekas Rt

15 (7) CRP # ESR
A1
2 mg/kg MRA 4 mg/kg MRA 8 mg/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%
2 mg/kg MRA+ MTX | 4 mg/kg MRA+ MTX | 8 mg/kg MRA+ MTX
ACR 20 64. 0% 63. 3% 73. 5%
ACR 50 32, 0% 36. T% 53.1%
ACR 70 14. 0% 12. 2% 36. 7%

HTRIAAL, FRT MRA 424835649 2 mg/kg LAnAS;, FEATAT4E AL
B|GitF R ERFH4 ACR 20 KEE, EMRA 8 mg/kg + MTX £2%, ACRS50 #= 70
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15

AAES AR 53, e 36, Th, St RE R FrIRAMNBCEE, stRANKE
AR 28, 6%Fa 16, 3%, £ MRA $phsaghsn s, & ACR20 A& b KB4t
0 E M FTRBE, HIF, 2T ACRS0 F= ACRT0 AER M, /£ MRA $iks
ey MTX LRA-40 B4R F IR Goit F RE M EARAMUR AL,

RERRR it s (R 2)

PR AT 6 5T 4R TALGARR AR,

REE P A -G A6 IT ARG B RERAR T R 6938 A0, FHATIR A FHH8ME
SAFARRY . MRA 8 mg/kg LAAMPIRX Fit4ked T 20 £ 5 MTX L8443,V 4R
WEA Gt FREM (p=0.010). £% 16 B, MRA 8 mg/kg 485 MTX £849-F3%
ZF (95% CI) £-2.31 (-4.07, =0.55). f& MRA 33k04 77 4.2 18] BLA 4t
BEMGEMAERLE (p<0.001). MRA 8 mg/ke+MTX £ &4 FPRE £ itk 3
B E 5 MIX BRI AR, RASFEEM (p<0.001), MRA 8 mg/kg+MTX
405 MTX 4269 F39 £ R (95% CI) 2-3.62 (=5.39, -1.84), /& MRA 484v455
X R AEGNFREMGRMANEXR (p=0. 004),

k2
2 mg/kg 4 mg/kg 8 mg/kg MTX
MRA MRA MRA
A
N 52 54 51 49
F3$)4E + 8D 11.6+4.6 11.1%4.4 12.2£5.2 12.7+4.2
L X% A L T
#16 AN 42 43 43 39
F-354E + SD -4.5+5.7 -5.8%+4.1 -8.4+£4.6 =5.7%x6.1
2 mg/kg 4 mg/kg 8 mg/kg
MRA+MTX MRA+MTX MRA+MTX
AL
N 50 49 49
FHME£SD 11.9%4.3 11.9+3.9 11.8+3.9
R &AL AL
Z16 AN 46 42 44
348 £ SD ~6.2+4.6 -6.8+5.4 -9.4£4,0
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B 359 BN EE T, ROIREA. TANMER PPS (H5 KA,
perprotocol set) 9812 359 A, 354 Afe 307 A, EFHART 359 % &,
299 N T AFR, 60 NNEd, ABREGEHT, BANABARREE, 1 4AH
AHZRLCHER, TAEARREE, TARAEA T R A 6554,
NE A4 E & (informed consent ) #940Y, 1 ANE A48T M5, 22 ANE
HERZHER (CHEHRE ).

AFRETARRRANGSERRRE T, BEA 5 I8P, B, Rk 2
mg/kg MRA L2FAT 1 NNE&A BBARATAEM K, /£ 8 mg/kg MRAMIX 42+ 4 1
NEA BRI R, UABK | NEA B MR, £ 8 mg/kg MRAMTX
BFH I NEZEMAR, AR 8 ng/kg MRAMIX B4 1 N4 &L A
. b, TH S FUEATRTARRAR NS ERR R AR LG4, BP,
B 2 mg/kg MRA LBYA 4 ANEAEH, £ 4 ng/kg MRA LB 1 AN&Arit
B PRI R A ARG MTX 86O TR 3 R3S 4 A MRA 2
HE.

AT KRB EHBERT, BREH MRA A 5645 R, JLEE) ALT #o AST
KB, BRI B 55 S8 RRURB MK K EA PRI 6940 %, £ MRA
P RE T IR (KA E8%, HDL Ao BB Aok = B8 ) A0 I % 238493 Ao,
AL, BBhBRAEILIEH (Atherogenic Index) BAREA TAL.

BB TR TR T R mpiT KR ALY RERRED
B, B CRP fn BSR 4430 TAB AT B 4 7H A R B XK A 15 R
k.,

BrER LR XA FRARFC G 35436 24 Nt MR 89 R BR L, B—i4 5748
FHARER LG EAOKERT MRA 9 TEHEHNELE (inverse

dose-response ),
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FMRA FAR

KR T H-MRA ARG A, R 8 mg/kg VT4 (SRARIEHT b MTX 4844
) PERAFMEL, 2 X dug/kg 65T F, MTX 48484774000 MRA 34854
TR B IR bR = 2 A,

4R

JEMRA JARIE 5T A MRA 5 R FHoAMG8E96 7 F, RS THRMAHE
B, 2 MRA 33065770 MRA 55 R T HRAMRAE T ¥ 33E5 T MRA 7655 £5UE
PR R EH AR, HIh, 4LE MRA 2480657 = MRA HR T84 577
FIEF MRA #9524,

BAE RG] 1. FTEMA IL-6 SR 514

T IL-6 SRR 48 F HP8 Yamasaki SFA M5 (Yamasaki, K. et al. ,
Science, 241: 825-828, 1988) KAF44 A 4AL IL-6 St4kéy cDNA #9/fke
PBSF2R. 236 i81% PCR i&#1&-#9. /R4 pBSF2R. 236 A FR-#) 184 Sphl 4 1bik4%
IL-6 4K cDNA, #R/E4&i% cDNA 46\ mpl18 (Amersham 3%4%). 12A&HA R A
IL-6 RARHE) cDNA FRFANLLFATFHAORERI HBLKIRE A%

(Amersham $24%) ¥A PCR B K A IL-6 4k cDNA, TRtk / SR BL 345
1 BN FRET ARG RALTHOM IL-6 $4K84 cDNA,

KT IL-6 %4k cDNA 5542 pSV (Pharmacia 484%) 448, #ILFk
pSVL344 vABEAE CHO 4mfe ¥ Ri&i% cDNA, 3§ HindI11-Sall H4vidad=Tiso IL-6
ZAK cDNA 35N\ A dhfr &9 cDNA &4/f4x pBCEAhfT A ZEA% CHO LR BTV oA
pECEdhfr344,

R BEBRA5 R % (Chen, C. et al. , Mol. Cell Biol. , 7:
2745-2751,1987), 4 10 pg & pBCEdhfr344 Jfkisé#3| dhfr-CHO “afeZ%
DXB-11(Urlaub, G. et al. , Proc. Natl. Acad. Sci. USA, 77: 4216-4220, 1980)

o HEERA CHO Gfe e 1 oM SBBtEE, 10%E4749 FCS. 100U/ml FEH
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AR 100 up/ml £EFBFAHIF oMM BHBERE YR I A,

PRI, L4 % 69 CHO 4mff, 733) CHO smpbey L1k, 46k CHO %,
FE R RE 20 nM-200 nM &9 R F o438, AT F AT IL-6 24k49 CHO
smf% SB27. 4% CHO 4ap® SE27 24 5% FBS #9 Iscove K2 & Dulbecco 3%
FRA (IMDM, Gibco 3BA%) F3dsf. W3Sk Lif&, A ELISA A3 LR
T [L-6 RARE, &R, EFFREFRY AETIEM IL-6 Z4,

BE LD, RA IL-6 Fk$le

10 pg €48 IL-6 (Hirano, T. et al. , Immunol. Lett. , 17: 41,1988)
Bfp RAUAAER RS BALB/c MR, HMe—RBERR, LI fik PARE
# IL-6 $Uk, MWRIHRELRFLL I, ART=EE 1500 Hix LA mes
FREEICA P3U1 S, F) HAT 3354 01 F495 % (Selective Methods
in Cellular Immunology, W. H. Freeman and Co., San Francisco, 351,1980)
TRk, A3 EAEFA IL-6 FAReG XA,

st E A A IL-6 JUbhtd 2 LI T 7 AT 1L-6 0041, B, #¥&
MR T 96 FJLIEIR (Dynatech Laboratories, Inc. , Alexandra, VA 3%
A8) A 100 pl LFRAR Ig (10 pl/ml ; Cooper Biomedical Inc. $%43,
Malvern, PA) /£ 0. IM SKBRS KBRS & (pH 9.6) P& 4CEaMutA.
84, EEZETRA 100 pl 4 %bmFa &G (BSA) 49 PBS &I-F44 2 /0,

) PBS suifiz-FAk, A4 100 pl R3UBRAR EFRMAEIL, £4C
BH R, TR, BER T ARTE T IL-6 AAFILE 2000 cpn/0. 5 ng/
U, REFBRELR, MEA v+ % % (Beckman Gamma 9000, Beckman
Instruments, Fullerton, CA) MEHFLAAH ML, 4R, & IL-6 L4507+
216 MRBAETAH 32 ANR Ak, AREZEY, RERFRIALE
MH166. BSF2, 1i% 4% /8 /% 4 4941 L6 itk MH166 & 1g01 « A,

BA, A IL-6 R4 B A B M MH60. BSF2 413t 74 38 4 KR
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MH166 Ffkay b FoiEbt. 3 MH60. BSF2 £mAnA 1% 10°/200 p1/3LaEe, mA4
MH166 FAkegFESD, 48385k 48 o, HAuA 0.5 pCi/3L 'H M (New England
Nuclear, Boston, MA), ZEBIPEIEdk 6 ot S, Wampk Bk b,
J B3k AL (Labo Mash Science Co. , Tokyo, Japan) &3, %4t IL-6 R
A RVERT R,

$ER, MH166 FURCAT BARMA)F XF7H] T b IL-6 #5749 MH60. BSF2 4mjie
st H BB, 3R A MHL66 Hidk e T IL-6 4975 ME,

AEERHH) 3. HA IL-6 RHRFAAL IS

H44:p8 Hirano F495 3% (Hirano, Y. et al. , J. Immunol., 143: 2900-
2906, 1989 ) #1&-843% IL-6 SARIAR MT18 HARIBATH %A ONBr iE #3308
#% 4B (Pharmacia Fine Chemicals 4%4%%; Piscataway, NJ) &4, vAstsbit IL-6
&4k (Yamasaki, K. et al. , Science, 241: 825-828, 1988). A lmM &~ 1%
E30% 2 (Wako Chemicals 2 8)3%4%), 10mM ZB5M: (pH 7. 8) #= 1. 5M NaCl
84 1mm 3+ R FE FaEBE £ L B8 &k (Wako Chemicals /28) 4845 ) (EELHSE
AR )FATRB IS U266 54%, 5454737808 4B 3k oY MT18 FkiRb.,
Bk, WA BE TR RIE 6 K, RIEAIRSHL IL-6 LKA
FRA.

M3 x 10" AN U266 tafeikiFeg Lk 3ry-sidted IL-6 4E 10 R 4 K
#F BALB/c s AT, A AARET EMEGRE. ATIFRAEREK
FEMEFUEG 48 B LR P AT IL-6 SAREAE AT E. 5 x 10° 4 U266 0he
A US-FAAER (2.50Ci) A/, A LREIELHFEARBME, R 0. 04
ml #945SFEIFRENE 4B 2k 144 MT18 JUk I8 ME44 U266 spiRA-, 4k F L3k
SHE AR 6 R, BA 0.25nl L3bF LS AR (o 3. 4) PoBL"S-FAL
FERAFITH IL-6 %4k, 0,025 ml 69 IM Tris (pH 7.4) F=,

B X AR LA (0.05m1) 5 0. 01 ml &4 G 350848 (Pharmacia 384%)
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B HEXE, HINEDL 0,005 nl _LE$)E4 CS-FREAMATILY IL-6
SHEAER . A SDS-PAGE ST HAILIRM, BRI G IL-6 SRR 4378
A LF. W, 3T AR RTELE PM-1 (FERM BP-2998). #3078
PM-1 = A B FURE 16 x BAY,

5 FAAE BE7% sl % U266 st X8 PM-1 = 4 ghdtkst IL-6 HA IL-6 S4k
LAt R AT T R, AXIIATE 18- AE4 IL-6 (Hirano, T. etal. ,
Immunol. Lett. , 17: 41-45, 1988), A Bolton-Hunter X#] (New England

Nuclear, Boston, MA) #HAT I AFig.
A U266 gmpevh 4 x 10’5 70% (v/v ) #38 PM-1 35k £ AR 14000 cpm
10 89 L AFITEY IL-6 —R3EK, AR (70 pl) 4R 400 ul 98B SRTHE
%44 300 ul FCS_E, B, RFmpsstit.
SR, R -1 F A TR FTIE IL-6 5 IL-6 Zikegs4-,
A b 4. TR L6 SARTRSHIE
it Saito, T. et al.,]. Immunol. , 147: 168-173,1991 ieddF k4!
15 Bdb R IL-6 AR A TR,
T 7 4 ST TL-6 4kt CHO 4mB/E4AA 10%FCS & IMDM 3SRk
34k, A Affigel 10 8K (Biorad 384%) EEZE T #uh & IL-6 LARFURRS12
(RALX Saito, T. et al.) #y&AutE, MIEHR LiFLLNRATEMK IL-6
Ak
20 ARG BT IL-6 4k (50 ug) HRRTLERMRE, HHiEh
E Vistar KA. WAL, AhRKARTOEMNFHBEALE. AR 45 X,
K B amie, /A S0% &9 PEG1500 (Boehringer Mannheim 3243t ) 3&ATAF H3%
2 x 104 RE 1 x 104 RF#E P31 sftaxds, Mok HAT 33RA T
25 W 2 RSB LABMNE R RALK R 186 Fth (Cappel 341 ) @A+
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HBY, RELRTEM [L-6 RARE. &4, ARFDR IL-6 ARGRFn
MR S E 3%, 180 83T BLISA sk ik & 2 4 STk IL-6 %k
HFAR R . BT LR R TB AT ARAK, RERBE
A, BRI A K MR16-1.

i it4% A MH60. BSF2 48/ Matsuda, T. et al. , J. Immunol. , 18: 951-956,
1988 ) st 'H B4, AliE 4308 = A AT R IL-6 B 50y v i
7P, J§MH60. BSF2 EfLE 96 FLFAR Y lérak, 1 x 10' /200 u 1/3L, AF4K
d A 10 pg/ml 4.8 & IL-6 #= 12, 3-1000 ng/ml & MR16-1 44k RS12 Fdk,
A 5%C0, 3TCTFIESR 44 IRE, BHFHN 1 uCi/ 3060 M. 4 1M,
RIZH MK, 455K, MR16-1 Fk44] T MH60. BSF2 £nfext 'H AE-440I.

B, Z¢%/& MR16~1 (FERM BP-5875) /= A t9FMRAAIEE T vAFP4) IL-6
5 IL-6 ZAhegsE4
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