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I —APIUEBX P KA XERETN, 2H@REANE-6(1L-6) £
FFVAVE A A BRI,

2. — A IURH X T KGR H, 2K G aBRAE-6(1L-6) RIS
A A

3B A B R 2 IR IURM X KSR, AT, 1L-6
F A R 1L-6 ARG IAK,

4o F| K 3 PR N IURH R KL FA, BBELET, 5 IL-6
TR FAR R IL-6 Z ARG £ 5 I FAK,

53 F| R K 4 FIREBEDIVREX T KGR, LHELET, 2 1L-6
LR FAR B3 AIL-6 Ak 8g 38 K,

6.4 AR A B K 4 FinE eIV X K87 R, HBELE T, 5t IL-6
LA AR R3S & TL-6 ZARE E 5 I Fak,

730 F| K 3~ 6 69E—A P o E ey IR X H KGF A, L4
BT, 5 IL-6 AR TAARZ FLEITK,

8. oA AR 5 FIEHMAG PNIVRHX P KA, LHELET, sTA
1L-6 AR E X EFARZ PM-1 F4K,

9. 4mARFIBK 6 PR PIURMEF KEFH, HBELET, st
R 1L-6 Z AR89 % L EFRAARRZ MR16-1 304K,

10304 F) &K 3~5 t9E—RPie R DILRH XD K87 H, L4
AEET, 5 IL-6 ZARHTARZES IL-6 LA HAFIR, ARILIFARARA
IR,

13w A ER 10 PRENDIVEBHEXF XE7H, H4masF, 2t
1L-6 LR A BRALTARZARILE PM-1 34K,

1230 A1 2K 2~ 11 9E—RA P By IR E S LS /FH, ik
PIVEHX T KR ARA X FHLEFE, BXFTEA. JAH XA,
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FULAR XA 58, $ 4P XA, VAF XA, ILARSE P94 F
A, S AP KA (RF PSR . AP KA (RFIAMA) . FXPH LR,
AR X RA, i\iﬂﬂﬂ‘m/\é&%ﬁd JULBR A MM LT X (SPRASH
oA, PILAXMEMED X (a0 AREHKEF (RF) FARA . b, &
Mk (ANA) Fﬂ'rii c. RF/ANA ARA ) ),

13. 20 A F) 2K 2~ 11 89— F o8B a9 LR H XL P X875/, Lk
JIUEHB AT KZ ARA 5 EPHLFR, ZXTFT AR, EULAR X+
AHA, BXFKE; ILARSETHLHEA., EXF KA (RF KA |
§aéﬁv*};i (RF MR ) . ZREVXFH XA, KEAFMH,EFHIIL
RAMRMEXT X (SPRASH 524648, PMLAXMEMXT X (a. XXE
FHETF (RF) FER . b. LK (ANA) FEBER) ),

14, 4eAXF| 2K 2~ 11 E—RPeH IR ED K657, b
P IUVEMXT KR ARA S EFTHLEER . ZXF XA, EULAR %9
e EXF KA ILARSEF L LR 2 XT KA (RF FAlA) |
KRR X KA REAHFMoyEF &9 ILRE R XTF £ (SPRASH
bodE, NILA R :eriaéﬁv*k (a. REHETF (RF) fagd) |

5. —FHMBREKETFH, 2H QEEANE-6(IL-6) HRAEAK
ﬁﬁA

16. AR A1 2K 15 P BAMBRREAKEAH, LHEET, IL-6 £
N R AT IL-6 ARG AR,

17. 4B F|EK 16 PioRAIMERKKE , LAAEET, 5T
1L-6 AR FARZ S F IL-6 xﬁiéﬁ$ﬂ%rﬁt
18. oA F| &K 17 PieH MR REAHSEF A, L4 ELET, 2T IL-6

AR AR AT A IL-6 AR89 35 5 AR

19. 4o A1 2K 17 PR BAMBRREKAETFH, LHEET, 2T IL-6
ZARE FAR RN B IL-6 S Ak 8 2 F 4K,

20. JoARA| K 16 ~ 19 R TR RO MR RKBETH, H4F4E
BT, 3t 1L-6 ARG FARZ F AR,
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21. oA F|EK 18 FRRAMMBREASETHN, H4FEET, STA
11.-6 Ak 3 5 FARZ PM-1 FiAk,

22, 4o AR 19 FILRMAMBRRKFEFN, L4 a T, K
1L.-6 AR F % AR Z MR16-1 34K,

23. 4o A B K 16~ 18 E—R PILH AR RKRE T A, L44E
T, 5t IL-6 TR TARRST IL-6 ARG A FTAR . ABILIARRAR
12

R A E R 23 FIREN R RKAETH, H4EET, 3 IL-6
r‘%%éﬁ/\/fém"%i/&ﬁﬂcéﬁ PM-1 $i4k.

. Fe B A B R 15~ 24 HHE—AFILRM MR RRABE T A, L4
E‘T ;éfr&ﬁ" KRR RARTR R KA.

26. JoARF|EK 15~ 24 9HE—RFIRRG MR RRAETH, L84
ETF, HIRRRAFAZADILGHRRKA.
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AN UM X R AR X & #7857 )

B PR B B AAR I

ALRBBR—FPIURHX T XX RKEFH, LE4HF Q@B E
-6(11-6) g FIRANE AR KL, PIVRM X T K04 H 648 JUBH £
TR, MRERFKE.

HERAK

IL-6 ZAARA B mief) B -F 2 (BSF2) X TF#HE B2 9@l -F.
IL-64E 45 BHAHCmIE A et F 148 % 8 50 B -F45% ( Hirano, T. et
al., Nature (1986) 324, 73-76) , ZJ/&, CEAH IL-6 4 xF&Ftmpteh )

el %oheh % heemieE - (Akira, S. et al., Adv. in Immunology (1993)
54, 1-78) . ARERE, IL-6 2FF T HREHRE BRKRIIGE
T (Lotz, M. et al., J. Exp. Med. (1988) 167, 1253 -1258) .

IL-6 £fmfe LR RA RO R BLABFER. L—R, IL-6 &4
29T 49 80KD &g Bk sE A& A &9 1L-6 4R ( Taga, T. et al., J. Exp.
Med. (1987) 166, 967 — 981, Yamasaki, K. et al., Science (1987) 241,
825-828) . IL-6 XM T Hmie A miolE AR, 22
A A A H- RS R IR R AG T TIL-6 AR,

F—ANAHERAKLESMYGETHERAXGSTELH 130D HEEEG
TR gp130, 1L-6 #= 11L-6 ZARBIEH B, IL-6/IL-6 AR E 44K, 5RJEH op130
$54-, B IL-6 AWM FEMABREEANBICA (Taga, T. et al., Cell (1989)
58, 573 -581) .

1L-6 B4 4 FLAF IL-6 8 A M FE HAE R MR, BB AT AL, S
5FF 1L-6 834K (3 IL-6 34K ) . 2T IL-6 ZARKIIR (31 IL-6 4RI
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) . AT gpl130 M4k (d gpl30 44k ) o IL-6 TSR, 1L-6 X 11.-6
ARG KT,

xFH# 1L-6 ARIIK, A% R/ (Novick, D. et al, Hybridoma

(1991) 10, 137 - 146. Huang, Y. W. et al.,, Hybridoma (1993 ) 12, 621
- 630. BEREHFHELFST WO 95-09873. FE+HPHAF S FR
2694767. 2B+ 45 US 521628) . L4l f 2 —2:8 4 s IR PM-1
(Hirata, Y. et al., J. Immunol. (1989) 143, 2900 - 2906 ) #j ZAfk % X
(CDR) GAFARBHIFI AR PM-1 4K (B FREH PHAF S

WO 92-19759) .

IR X K (Chronic Arthritides Diseases of Childhood ) £ VA&
%16 % K AR MXT XARH TKBKD, BREDNUE L A GRBREE
AP REZNER. BTERAWGEMERE XY H (Rheumatoid Arthritis
(RA)) H R A, R ZEMGER, AEFEHGHT, BHbfists
A5 BRAGEHERIE X T 5 R E 8k BRBTEEGMHE.

YEA PILEM R R L4R, ERARERREBNSIALEEA “Y
JLR KRR % X Juvenile Rheumatoid Arthritis (JRA)) 7 , {2 1)
F 24% F 4h)UE M X X Juvenile Chronic Arthritis (JCA). RiL44E A f
K MR M A% X Idiopathic Chronic Arthritis (ICA) RAZ%ILH XM EH
X Juvenile Idiopathic Arthritis (JIA) %,

POUVEHX T K EBR S RILE, £BRERFWH2L (American
College of Rheumatology (ACR) ) AR 16 65 L F LA K4
6 FlRA L& X XAEREHHA: 1) £F A (Systemic onset JRA) . 2)
% %% XA (Polyarticular) . 3) ¥ X% X & (Pauciarticular) = #

( ARA 4% ) (JRA Criteria Subcommittee of the Diagnostic and
Therapeutic Criteria Committee of the American Rheumatism Association
Arthritis Rheum 20(Suppl)195, 1977) . 5 %NEBKHM, European League
Against Rheumatism (EULAR)Z XA X P X HF LR A=ANAA KU L
T, REFHFAHE. RARFRRXFREAFIRGXT KRS — 55

6
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5 Ei# ARA £ XR, 2#4TT R =ZMHABG K. (Bulletin 4,
Nomenclature and classification of Arthritis in Children. Basel , National
Zeitung AG, 1977) .

i, A EIARIFH LA, International League of Association
for Rheumatolagy (ILAR) £ 1995 F3#& &£ /LA LM AF £ (Idiopathic
Arthritides of Childhood ) #4 X4 % ( Fink CW, Proposal for the
development of classification criteria for idiopathic arthritides of childhood.
J. Rheumatol., vol.22 1566(1995)) , #—F £ 1997 42+ 3 952 AE 4
ILAR %42 % ( Southwood TR, Classifying childhood arthritis. Ann. Rheum.
Dis. Vol.56, 79 (1997)) . XA EF4H 1) 2FHXH X (Systemic
Arthritides ). 2) % X% XA (RF fat#&) ( Polyarthritis RF positive ) .
3) $XH KA (RF IR ) (Polyarthritis RF negative). 4) X F £ A&

( Oligoarthritis ) . 5) Z &R J X% X & (Extended oligoarthritis). 6)
£ K JEAR £ £% £ (Enthesitis related Arthritis) « 7) R BAREL £ D
£ (Psoriatic Arthritis) . 8) FAt,

#H—FRKEAZMBEEHRDIURHEXT XA

1) PIILEBER KX HBHEMHEXFH X (Primary Chronic Arthritides of
Childhood )

(HPARASH %:4-4E(SPRASH syndrome)( SPRASH: ## (spiking
fever), ‘S X (pericarditis ), BB (rash), £ X (arthritis) , A
X (splenomegaly ) , ATA¥ X (hepatomegaly) ).

BB ARKRIAFRBER, FEAKRE. FREMNKER, Bl

Q)L X HE M XH X (Idiopathic Chronic Arthritides of
Childhood )

BRREAFRE, RPEFLZREHF S,

a) KFEHEF (RF) FaMR

b) #AZIIRk (ANA) fapRy
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¢) RF/ANA A

2) L R HEMHXT X (Secondary Chronic Arthritides of
Childhood )

IR H, FREBEARARERGXT R (HEBRE, <hRE
PEBAEN R OB DIREIE DS | YV U<F. 3 9 K. 860. (1999) ).

FREABEDIUEMX T XEEF@EETAH X, 572, AHKE
LB F IL-1. IL-6. IL-12. TNF-a 53X E@EE T IL-1 ra (IL-1 %
K = A 1L-10. IL-13. sTNFR(?T &M TNF %K) 8 1B 47 5 & 548
*.

YA IUEM R K668, AEERAESARES. FERAKY
WHh . RGRS (&7 F) . LRFHA . RFHES (MTX F) 47, 12
AR EERLETBERR—F, AR BFKE ZA B E T F k.

R AR KA (Still disease) , £ 1897 FRE 6§ LA E £ A4 R IRk
B, ZEBEED S RAGRMERUE XY % LA AR RE 606 KEKE
K AR E AP ILBBRA (RAZZRFEH) PARNERK, 125
RALK., s, XF K. RBXF. LFERAROFRDRADRRK
# (Adult onset Still’s disease) , EHMERKFKT, XREHREFHEE L
iReX:0R

KR RKH, £DILF, ZERH 16 F 65/ I)LF L AEGRHEXT K4
# L RGE & % (Juvenile Rheumatoid Arthritis (JRA), JCA(Juvenile
Chronic Arthritis), Juvenile Idiopathic Arthritis (JIA)) P#4& % K ER
(Systemic Type) #9838 . MR RRKAKGAE, FRA X TREFHIRE
ZEXHLA FH B I ZAXLAAFFHRYE, EARELR+5FE.

BRARTR REAE DL RREAHERRT K RFRREINEA Lk
e RIEKF), ERRTIAARFBIF AR, DILMRRRAFHIRGE L
AFEFAEH JRA, 28 F JRA AR ESRAKRIE XY AR
( Rheumatoid Arthritis, (RA) ) A/RZ 37 RE, BEbtkh 564 %%
%97, LR TRARE, RAMGHRRKAKZEH IR KR T IR T

8
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Ik IR E AT AR AL FE

AR RRKHBRAGL I AT A, 4 A Yamaguchi ( Journal of
Rheumatology. 19(3):424-30, 1992 ) . Reginato(Seminars in Arthritis &
Rheumatism. 17(1)39-57, 1987) . Cush(Rheumatology Grand Rounds,
University of  Pittsburgh  Medical Center: Jan.30, 1984)
Goldman(Southern Medical Journal 73:555-563, 1980)% 474 .

X TFHREARAE @R FHHXE, FHRET IL-1. IL-2. IL-4. IL-6.
I1.-7. 11.-8. IL-10. TNF-a. IFN-y ¥ @B F5 R RKFG LR, A
AR P4 IL-1. IL-6 « TNF-a. IFN-y % XM B F5 MR RKB
W R SR R XBA,

% F IL-6, de Benedetti FAREIE L DILHBRRRAKF, ©oikd
IL-6 18 EF (Arthritis Rheum. Vol.34, 1158,1991) , FEl#3% de Benedetti
FARE, PMUHRRRBES G 0FFAEKRE IL-6/THEM IL-6 T4k
(sIL-6R ) B Ak, =T & B XA B AR 697K-F 5 CRP 1EA A X X % (J.Clin.
Invest. Vol.93, 2114, 1994 ) . % % Rooney F A4 T A D IILHR RK EE
#9f R F 1L-6 5 TNF- a #97K-F LA 494Ri8 ( Br J Rheumatol. Vol.34 454,
1995) .

EABBRRRAFEGET, AEAFEGERREE., BT LR EKRE.
HRRH (£HF) . LAEWFF . vyHREAGHH . K FHES (MTX F).
R TEHF TR LEFRRIR—Z, BsbA BH KB A KEGET 7 k.

PPN

B s R K AR BRAGE—F 5 AZ 6 NIV X F KA X R FFE T H R
Bl Xe 3769 IR AT RARXERGB TN . ERLAT, PIURK
* P AKX AEFAFEDNIVERX T AR RRKH.

AEAZMA TR LR, #ATT7EFAL, £REAG @A
F-6(IL-6) By FEHA 2T P ILEBEXF KX ARA ETRR, FARTL
oA .
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B sh AR K B RAE—FY S @ mIeA-F-6(1L-6)3 A4 4 A B k5 H
AR U K K AR X & R T A

B AR, A K BASRAE—F A G mAEAF-6(1L-6)F2 A 1A A K
RN LR £ K s A

A& R — A —F S H @ meN-F-6(1L-6)3F R F4E A A AR
# BT R I

A KT R

iR IL-6 BIA KGR T IL-6 AR TR, Ehik A5 FAIL-6
AR $ AR RS T R IL-6 ARG R LERAR, A LR TA
11.-6 4K 69 3% 5 B FARKTT AT PM-1 404K, 7 9h, AT & IL-6 %
PR 8 B 0 HAR T VA5 B MR16-1 Fu4K .,

iR # AR R AR, ARMITAARRZBATUR, #lde: HARML
PM-1 HuiK,

YA KK BB ARG e9 IURBRT X, IETFTE 8 ARA.
EULAR. ILAR VAB X AHNFT 5K A K. MEREFLEEmGE
FHEAHY, REATFIIVEHAT RGEAREESXAMTEEAA L
HEIIAR, TUHELT “RULS LRI , REEHRKLREST
F GG TR, A ARASETHLFR . FXHEA., JxHRA,
EULAR (¥ 8o H8, X XA, VXF XA, ILARS XT84 4
B, FAFEA (RFFAKE) . $XFXE (RFIAKR) . FJXFT R, X
BAEYVAF A, EREZAFNHHSEFHPILRAHEREXT X
(SPRASH 444k, JILALXMBEBHLXD X (a. ERERE-F (RF) 8
MR,  bIAEIRAR (ANA) FEHA, ¢ RF/ANA FAMR) ), Hh45]
ikt R, £ ARA SEFTHLLR . $XH XA, EULARSXF
HAEFR, BXF XA, ILARSEFTHEHR. SXFT KA (RF fadt) .
§%$k&0mméj ERER Y XF XA, RLAFMNGGE5EF 6L
A MEZEMHAT K (SPRASH LE4E. DIILARHREXT X (2. KX

10
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AEF (RF) faER . biutgdik (ANA) MR ) ) . #—F, 44
WAL E T2 R, THH ARA S EFHLH5A. 3XP XA, EULAR
SEPHAEGR . AP LR, ILARSEPHAZR ., 2 XH LA (RF
RN i&i&%%k& AKAFMNG LT DILRELHERELT
£ (SPRASH %464E. LA XAHEHAF X (a. £REHRE-F (RF) M
MR )

FERLBAEA G 1IL-6 FHA|, FAXFDILBEHX D LML ARE T H
BFTRE, NARwHddk, FERHBK,

IL-6 &R A RGBT IL-6 & A ME 5414, LA IL-6 e9 £ M FiE M6
PR . 1L-6 FIH ik A 2 1L-6. IL-6 TARA gpl30 49— NG 41K
FLEFAE R 6940 . AE A 1L-6 FE4A], T A F| B H|de it 1L-6 FL4k. 1 IL-6
RARFUR ., F gpl130 FAR. TL-6 BAAR, TTEM IL-6 ZARE F4RRA IL-6
K L-6 TR IS K, ABRFEMNBTHEFHROKSTHR.

A B P AR 4R IL-6 FAR, TAME A N fot) FBAE A % AHEREF
BHARAT R, AE 4 AR KA PR 693 TL-6 3K, SRtk Ari Il ey
FAETAIR. AR AL L AETAIR, B FETRRIEF A,
ABGRIT A E TG FE £ T ASH FARA R ¢ RER B4k 5 £
¥ AR, TR L TL-6 44, FAAF IL-6 5 IL-6 X 4R4:4-. FAET IL-6
HAEMFERGEIOAEE,

A A X FR AR, TEAS] A MH166( Matsuda, T. et al., Eur. J. Immunol.
(1988) 18, 951 -956) K SK2 44k (Sato, K. et al., 5 21 K B K% E
Faba. FALEK (1991) 21, 166) F.

FEREDIL-6 FUREG R A, ART R A 2R, 4o F ATk 8474
&, BP, A IL-6 EABRBIE. W HEREF O LB S ZHTLE, 17
|69 £ % ek BB F W mit Sk Uit TR ek s, BilEFe
ik, WAL ipik R K G TR A mIR R A&

BARMb, #1830 IL-6 FURTH T B eg5 k84T, Hlde, EHRFHAR
) BB R ARAE R 89 A TL-6 7] vAi it 4% A Eur. J. Biochem (1987) 168,

11
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543 = 550. J. Immunol.( 1988 )140, 1534 ~ 1541. 3 Agr. Biol. Chem.( 1990 )
54, 26852688 ¥ o-H 69 11.-6 2 B/ REBF 5175,

BN Gt FOERBARZ PN IL-6 R B F 5. 238 56455 T mpest
G, Bl andntq 7y iktbk Big g Emie P RITHR EFER T B 6 11L-6 %
af, THELWL IL-6 ZTAREHBBIBER, H9, TR IL-6
TFARSRECEARNBEROREAHABKIREA,

ALK AR 6940 1L-6 ZARITAR, TToAME R N dotd FEAM A $ 54
KR L ETAARATE] . MG AL PR 430 IL-6 ZARFUK, A4k k
A RIS Bk, AR BRI W L LK, A4 T2
XBr . AABLARIEGTFER, PATASARAKLARGRZA
BIREAL 18 ¥ 9P R . BRARE LS 11-6 4R 4, LA IL-6 5 1IL-6
ARG FRBT IL-6 AW FEME ML N1k,

B b XA AR, ST UAF A MR16-1 34K ( Tamura, T. et al. Proc. Natl.
Acad. Sci. USA (1993) 90, 11924 -11928) . PM-1 44k ( Hirata, Y. et al.,
J. Immunol. (1989) 143, 2900 -2906) . AUKI2-20 #i4k. AUK64-7 3%
AR AUK146-15 F4k (B FREF|9HAF 5 WO 92-19759) F. £+,
HE g 4% R ARAL 89 FAR T VA 5 A PM-1 44K,

F 38, A PM-1 4k 6G 26 I8 S ROARAE 4 PM-1, A F A ERA &4,
FEFR2%7 A 10 8. 4% FERM BP-2998 3 E FRR A T b3 K4
PLEIUBRARH (FBREDICEFTA1 TE1&£3%). B, =
£ MR16-1 FLAk 84 24 38 mRARAE H X &) A2 X8 MR16-1, X FA%
RATH4, EFAR3F3 A 13 8. 4% FERM BP-5875 % B MR A T
B EARRAEFLF T EBRAARA(KBREDODSEFTEHRI TE14£35),

FFEFIL-6 TR FLETARG BB, ARTUUMEA OB K, 0 F
BATHI &, BP, 1A IL-6 AR ARBIR . WHIHREF 5B 7k
TRIR, 15304 %08 40 fOM PR F 04 e BBk A ik o B b E X LR A,
BILEF Tk, AR HE R A ERARG FA m k4,

AR, $l &R IL-6 RARFARTI T @69 F k34T, Blde, 443

12
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AL FUAR 6 BB R ABAE ) 69 1L-6 AR A8 i3 48 B R BRI 5 4] P 35
5 EP 325474 P FF 6. o B NL-6 AR AR i 48 A £ B K HH) 35
T 54T T 3-155795 PT84 1L-6 AR B/ RA BT 5| %433,

IL-6 XHFZaOR, AEMBE LRELGRORANERBERENES
Ji (Tt 1L-6 4K ) ( Yasukawa, K. et al., J. Biochem. (1990 ) 108,
073 - 676) FAF. TiEH IL-6 THRIURZ &5 MR L A4 IL-6 Z4RH
v g RS R AR A% 6, RN ISt ORR X IR R B R R 3R A dm e A
R3%F @ 5L AR [L-6 ZARE . IL-6 £HRZEARREZERL P P14
F I 1L-6 ARFAR GG 18- 45 4 BB RAE R, 38T AR AAE—FF 11-6

BNt AR BAR AR PN NL-6 TRHARFF) . FE S5 im
Josbtbe, Mok F kbt kB ImR e RIBALFARTHE 6
1L-6 XK EZAR, THIZLEM IL-6 TREEQRVEAHBRBIRBRBER. H95,
T AR R IR IL-6 AR MR [L-6 2R ZARALCEG K%k
B R BB RAL A .

A S %A IL-6 %4k#) cDNA 9 /f %1 pIBIBSF2R #) X478 (E.
coli ), XFARARMAY, £1989 51 A 9 8. 4% HB101-pIBIBSF2R,
&5 FERM BP-2232 #EFRREAL TR KA G TFE L LR KHFR
B

AL A TR 6930 gpl130 Fuik, TR ANt FBAEA 2 L IER S
SLERAARITE]. A RK B P 4R gpl30 FAK, HA4kitk G ilah
ML LETAIR, EAR ARG L LETAR, FEATEIBTY
Tk, B AR ARG TR L TASH AKX E QG ERR R0
7B EF AR, BIRARB LA gpl30 24, FLAF IL-6/IL-6 TR E K5
gpl130 44~ FFFLET IL-6 A M FE M A MmN 4R,

YA XA HAR, TEAFIE AM64 Ak (#7F-F 3-219894) . 4B11 3%
YA 2H4 FL4R (US 5571513 )B-S12 HAR A A B-P8 ik (457 8-291199)
%,

13
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FFAE gpl130 FUEIIRGG R RIE, ARTUMEA N5 AK, 4o FFF
TR E. BP, 12 gpl30 E AR . W HILRBEE ) %E 7 kit
TSI, AF3| 64 % 7% om feid 338 R 6 4 L RR A ik e o do b AR S L RR A
Wil 6 Frat ik, A Rk B KRR A MmOk b &

Bk, #1&% 0B RARTHRT RS H#T. Blde, FH5IRFK
b BAIURARAL 1 gp130 7T A& B EBH £ ) 5T 5 EP 411946 F

T epl130 A B/ RIEB A5 kAT F),

Bt AR BARA FIA opl30 AR F7). & B8R ILmie
g, Akt shsdikaamrimloyRERLFRPHEHY
gpl130 XA, THiZshib gpl30 TARZAREARBIRER. 59t
AT VARRIX gpl30 9 mfe3 gpl30 BA R AL CRAR N BEEO K
AR AER .

YA A BBIRREGRILDY, REARAGRE, 22hikEE
5 miore A 42 69 F AR KA SR AT, — R AR A vk
HEZHY, Bl KA. SEF.

ABBEIAR LRI T ARl F RRAT. Blde, EHh—KHF
%, B AFIDWY BN R FEHNEEARST, BRRH, A
T4 PBS (BERREG A A FHLNK) RAR L KERBREBRE . BiRER
WERRAWETGERN, Pl RTOERN, LE, hikF 4-21 88
HILMBHRKR., FH ok, BHBHR KRBT A E L 6Bk,

BZHHATRIZ . AN F TR IARRE LA e, Ardiflshd+
Bk &2 mie. #ATMmERS. AT KL LR mIL, H
AT A S| 208 40 8.

e A An Lk £ R meRR A0 5 —E R BRI T HEmR, &
TR VAR Shedy BT @mIetk, ¥4 P3X63Ag8.653 (Kearney, J. F. et al.
J. Immnol. (1979 ) 123, 1548 —1550) . P3X63Ag8U.1 ( Current Topics in
Microbiology and Immunology (1978 ) 81, 1-7) . NS-1 (Kohler. G. and
Milstein, C. Eur. J. Immunol. (1976) 6, 511 -=519) . MPC-11 ( Margulies.

14



02807784. 9 oM P FE11/28m

D. H. etal., Cell (1976) 8, 405-415) . SP2/0 ( Shulman, M. et al., Nature
(1978)276,269 =270 ). F0(de St. Groth, S. F. et al., J. Immunol. Methods
(1980) 35, 1-21) . S194 ( Trowbridge, I. S. J. Exp. Med. (1978 ) 148,

313-323) . R210 ( Galfre, G. et al., Nature (1979) 277, 131 -133) %.

3K % 9% oA E BB MR e JORR A R R TT A B LAt F ik, b
4o Milstein % #) % % (Kohler. G. and Milstein, C. . Methods Enzymol.
(1981) 73, 3-46) ¥ 147,

ARG, LIRSl T AmRRSRANAALET, £&F
W SRIE SRR P AT, A RRAREEA, TRASI R T8 (PEG) .
HARGmmpeskkmas (HV)) F, #—F, RE\FTE, HATRIBEHE.
5T 2R — B A B ARF BB SR RAEA .

% J& i Fe i B ARG R A L), Blde, AR FRMBEE. 2&
AR A 1-10 42, 44 LiE mporka 48R 93850k, Blde, TTikfE
B AE bR B BB PRk 643 FA P 1€ A6 RPMI1640 3% 73& . MEM 3% &,
MRk sk, AR AR AR SR b AR A 38R 93 Rk, @,
5T 865 A BsF o 7h (FCS) ey fiFAibik.,

mpp s AW LR R R AT B ERNAL TALRRERRY L
oA, BEAE30-60% (w/v) $9RE T RmBisem#E 37C A4 PEC
Bk Bl EHo-FEH 1000- 6000 £ 449 PRG 5%, @iLRAHARE &
RRo-tmpt () . RE, BUERERAITRARE L HGIZRAE, B
M EARABE. TURERIBHERE T TRL G mILaEH 5.

%2 XA BT B E R GBI RE . Hlde HAT 33900 (& R E-g%.
RIS 63 Fk ) B I SFORBATIA . AiZ HAT B3R P 6438 5%,
B QEBAS G mIE (FBEmL) REFTEQ AR, @
FEFERKD -KA. RE, FRBFHRBHAHEE. #7754 8 65k
8 2 I 64 T e SRR

F oL, BT EAUSN S b SR IFRAFE) LR 2 A, Ak
R EKIMEFT R R E QR AR R L MO, B HM B HKE

15
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2 LA A B BB a0 0. B dm U266 Rkd, T ASFEIAT R HRARRIAR K
RO A E T B HATAR (BB AF 1-59878) . #—,
T AR B ATAARL B RE AR HWL ERR IR L MR,
3 B R B TR M ATUR (AR ERREF) 935,95 W0 93/12227,
W0 92/03918. WO 94/02602. WO 94/25585. WO 96/34096. WO 96/33735) .

J5 A X AR G0 B L TR 32 3, T IR A 3R P AR IR,
79k, TR KIHRAE.

MiZ 2 XIBBAT TR, TTOARA Bz 2B AR E ik
. FRLEREFRGFTE, AW LIBEAS L AHREMGHILSY
YR FR LMK T EF. WENFEETRIZUEGRAK,
H—FE, BHENFEETRARGKELS.

Bldo, FAEIF IL-6 KRG EIBYFE, TRELBHFFTE
3-139293 T AT 84 sk BE4T, TRASATH A FAERMEY, AR 2F
47 A 10 B, 4% FERM BP-2998 # B FRR AL L LB AR AGLE L
b H AR (RBREDCIEFTEHE 1 TEH 153 5) 6954 PM-1 3kt
R XM iEN BALB/c N RAGEAERN . 1FB|EAK, MAMIZBKLEAL PM-1 4K
Q% %, AHERRBALELGRRAT. 4 10%ME450F. 24 5%
BM-Condimed H1 ( Boehringer Mannheim #| ) RPMI1640 353, £ %
& SFM 3238 X (GIBCO-BRL #]) . PFHM-II 3% ( GIBCO-BRL %! )
FpiEde, wiRER LARAL PM-1 ARG 5 k.

KERAYP, AL B, TUSEAABRTHRRK, 2RI BLE
FUAKE, BREOAZLNIIR, RERBEARFABEIY R AN TS
AR (#H40, KRB Borrebaeck C. A. K. and Larrick J. W.
THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the
United Kingdom by MACMILLAN PUBLISHERS LTD,1990 ) .

430, T4 B AR @mie, fliod 2 XBY B HBRAKRNGTE(Y)
R 3% 4 mRNA. mRNA #4985 TiAEB N4t 5 ik, B4l 5 sk
( Chirgwin, J. M. et al., Biochemistry (1979) 18, 5294 -5299) . AGPC

16
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% (Chomczynski, P. et al., Anal. Biochem. (1987) 162, 156 - 159 ) %4
%% RNA, 18 mRNA #4LX#5) & (Pharmacia %)) %44 mRNA. 3
9, @ it4E A QuickPrep mRNA #i4LiX & (Pharmacia %)) H84)4
mRNA,

B 47 5] 49 mRNA 2] % 4 ZBS R AR V R 3K49 cDNA. cDNA #4
BT AR AMV i 3 X B 5 —4% cDNA SR XF &5 347, Hoh, 47
cDNA #9&mAY ¥ b 4T A M A 5 -Ampli FINDER RACE &\ #) &

( Clontech %] ) & PCR #5 5’ -RACE 7% ( Frohman, M. A. et al., Proc. Natl.
Acad. Sci. USA (1988 ) 85, 8998 — 9002; Belyavsky, A. et al., Nucleic Acids
Res. (1989) 17, 2919-2932) . 1472|449 PCR F 4461t B #9 DNA K 87,
HEAR DNA #4, #—F, dbsl&TaBKR. FAXIHFIFT. &
FERENEHBLNEHEEIR, B4 DNA QBAF 5| Tl Cdntd ik,
) 4o B Bk A A

ERE| A E ke V KR4 DNA. B mGma i iikles
Rix (C R3K) 4 DNA #4, BAOARBRRBARP, Bk, LT 4
H G bRy V RIR G DNA BAOASH AR C KR4 DNA R ER &
Ko,

FERLAFHAGIIK, B TRGIAE R EONF XA HAK,
MR AR R S KR, Bl hiRT. B T4 TARR. RE, @&
Wi R B RARREE T @R, TRk ki,

AEAY, VABARIT A FHARBMERA B 6. TOME A AN MK
ETHARFANIUKR, Hldedbiik, ARLRIK. AR, X540
FARTT A B O dn b 5 ik 4 &,

HETARTEILW A LR F R M HR V RRE DNA 5 %A A SRR
C X3kt DNA &4, BERAEOAREXRABERY ., FARBI 41533

(SBBRHNEAPFAFFT EP 125023. BFEEH PHEAFZT WO
92-19759) . & FZ L ik, TAFEI AL AP A A 6% AFuik,

Blde, S8 Gk A PM-1 FLiked L 48R H 4449 V KX DNA 8%

17
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¥, 4R LA pPM-k3 A pPM-hl, BEAE/Re) KBAFBA X T AL
AT AL, F£1991 F 2 A 11 B4 544 NCIMB 40366 F= NCIMB 40362
B FRAR R A B 5 Tk ol A AR RA PR3] (National Collections
of Industrial and Marine Bacteria Limited ) .

AN BACTARAARFR A EMATAR, ZFAUINGHILSH . Flde s &
FAkty EAbkE R (CDR) BHAAFKRE BANER RIFE| 44K, S50
H AR TG % (RABRHNEA TR T EP 125023, BF+
)@ F5 5 WO 92-19759 ) .

BARM, Rt A &4 AR CDR e AFURM MR R X (FR)
4 DNA A%, @it PCR A h AR RARESEA ERFRSHEANEH
B AR, HFE 4 DNA BHRAATAR C RKA DNA E4, REBTH
ENFERBARF, BLFARBEIFATHRE (ABKRHN AP FLATFS
EP 239400. B &% F) w3595 WO 92-19759) .

@it CDR H & AL FR, Tk EANEZ RIRT R BIFHORE
HEAFALMF . RIBTE, LT A ERIRTE RIRGH R R R R L
BR AL FAAATARGY T AR R ARIE S 693 R 456304 (Sato, K. et al.,
Cancer Res. (1993) 53, 851-856) .

AHAFAK, ARLTAR T LT AR AATAR C RIEK. AHAAFIK C
X3, TUAFIE Cy, #lde, TMEA Cy1l. Cy2. Cy3 &R Cv4d. 5
9f, AT REAARREL T AN E, LT MERARIR C R,

HAFARE R B AN H IS 6 AR 69 7T B R Aok f ARG R
C REBHIR, ARBALTARE K G AASNG7E I Bh M 6 Tk 6h B Ak 5 X 4%
Fak G ATARGHE R RAe C RBMR, HTERARNGENE, ©1
Ve R KR PR R e FUR R A A

Y A R E A AR R A RALRAR G AR E B, TTAF AR
PM-1 4k (SR E R F w5295 WO 92-19759) .

H9r, EAATARGBRGF &, R EREFEARI, CielHEAAR
Reg A EE, @i A BIFAFARGR K. Flde, EATKRNGT E RR4H4E

18
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H sk (seFv) ASREREFTH L adEREERL, Tk,
RS MR, R AENERARAR, TUREZERRELHY
B A SR T R 3569 DNA 8955, e RAB T HRJRLEE4) scFv
DNA &3], RFT48 R 4 514 E S 69 REBAK, AT AR AR,
AP sk R 4 th, TUARE WO 92/01047,WO 92/20791,WO
93/06213, WO 93/11236, WO 93/19172,WO 95/01438, WO 95/15388.

4o kTR M A FARE R, TABENfo b H R RE. BT, A
HILE M E AT, TRAIHERELSTERFEANARANYEST. &
FEHFAREE . A 3 M T poly A1E5 4 DNA X4AH % DNA #
BARAEZ L, BlaotE b BHTFEET, TTAFI B AE MmiRHE 3 814
B T3 5%,

HI, AR CERZLAFEAGTH TFTRARAN G B TEER
F, TR BRI RE. $BAE. BRAE. BRF 40 (SV 40) F
HmERBHTFHERTFRIAREEF-1a0 (HEF1 o ) FR g HIlEmiety
B TEET.

B4, 1 7 SV 40 & 3)F /3 3% T 8, 38 Mulligan 5 ¢§ 7 % ( Mulligan,
R. C. et al., Nature (1979) 277, 108 -114) , X#, #Z4%H HEF1 o B3
F/3%3%-F0F, 4%&F Mizushima ¥4 % (Mizushima, S. and Nagata, S.
Nucleic Acids Res. (1990) 18, 5322) T A% 55k,

BEXBAFBGHELT, TAHEEMESMEFHAGA A BT,
AT FAR W5 AH5] . BMRBGRARBE R LA, Hl0tEAH BF)
F, TeAF|E lacZ BT . araB B3h-F. A4 lacZ B3h-FrF, Tk
B Ward 695 3% (Ward, E. S. et al., Nature (1989) 341, 544 - 546;
Ward, E. S. et al. FASEB J. (1992) 6, 2422-2427) , 1A araB B3)F
i, ¥ AR Better 5 #95 #& ( Better, M. et al. Science ( 1988 ) 240, 1041
-1043) .

HAHAH T RSB T H5, EFETXBATE YRR AR, T
vAdE A pelB 125 5 5)( Lei, S. P. et al J. Bacteriol.( 1987 )169, 4379 — 4383 ),

19
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o B AT RRE A TURG , KRR LM E BB EEA (Fe,
A BB W096/30394 ) .

Yeh B EIRE, TUBAKA SVA0. $BRE. BRE. FILELKRAE
sa (BPV) Fe9¥R, #t—, HTHmEImiei POHLRZ4 %,
FAAR AR, TASH BRI FAR 8 (APH) AR . M358 (TK)
AB . XA & 52t B8 (Ecogpt) KB, —SA -t
LB B (dhfr) KB F4EALFART,

AT HERLAFRAGIIR, TUARAEEGEFR. s TAHHE
FAKG AT, AWIMAk NG T 2, AEARINGAEF £, TS5
RAEGMRHETZRERAREmBHETR.

1R EEmEn, AEAHMmie. Mhmit. AR E TR,

tAhshtmie, S (1) HILEME, #ld CHO. COS. FH#E. BHK
(K5 ) . Hela. Vero ¥, (2) #BE @i, Flio/REImie,
(3) ki, #lde sf9. sf21. Tn5 F. HEAHHY @i, Sk hmE
( Nicotiana tabacum ) #4fe, TTAK L #TTHALIER, vAHAAE D
fe, 4B . 4B & ( Saccharomyces ) & . #| 4o "% B &
(Saccharomyces cerevisiae) , Z£KAEH. #ldwhE (Aspergillus) &.
%40 2 3 B ( Aspergillus niger ) 4.

%R B men, FEAsBmen L™ %, Fhmdmin, ik
ATHE (E.coli) . #¥AFH.

BT B AR R A s mfe T, i ERSNE Ak
LT AT B FAR, BRA S T kit AT. Blde, HEARFR, TEA
DMEM. MEM. RPMI1640. IMDM, L5 ASfA B4 ik (FCS) F
f ik, B, BABFATREABRGERBADHGBERESE, 7T
VAJEAR A T A FUK,

FH—FE, ARG ET R, TUASNBERA WL & AL A
MGk F & . ERAHHE, AEAFILESDY. TRGEFTEE.

A HLSY, TARALF. B, 5. LR F% (Vicki Glaser,

20
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SPECTRUM Biotechnology Applications,1993) . # %), #EH Rk, ¥k
18 A&, 1AM, Blhe T A48 R BE,

1 X S Zh ) RAEY F-FATARKL B, £ 34 ALY AR R TUR T 4,
REEK, #lde, EHRALFPBEARHGAENLTYEA LG EER
G R R P AEARAR KB A @RS AR #THE. BEA /AT RRAE G
AL B 69 DNA A BTEALFGBER T, HiEEB-EAELEKRA. A
FAZRERE L A B e R B L F R TR T A I TR AT RE
AR, AT Ehedai AR LE AN SAERKRGILTE, LT
AR L FEAE T E. (Ebert, K. M. et al., Bio/ Technology ( 1994 )
12, 699-702) .

Ao, BRAEN, THEEEEEAT BORALBGITRFAE, BT
7 BRI 2 B2 6934k (Maeda, S. et al., Nature (1985) 315, 592 -
594) . Hsh, BAMER, AHBEFEARK. Fw pMON 530 A
A RALE, AAGEREHGME T FAERK, 28, FlomEAL
Zm, @i Eet T2 2 H4k (Julian, K. —C. Ma et al., Eur. J.
Immunol. (1994) 24, 131-138) .

Yo EATE, ERARIPRARRN LT R T AT, TAFRBRAE
4 (H &) 824 (L 4) ¥ DNA 2R A NARBRBART . Flad1k
BE, RAE LT ARG H 44 L 4569 DNA BAOANF— R AR BARF |
158 30 (AR E RS A 932075 W0 94-11523) .

AEPAPEAAGRAR, REETRALERLAY, LTUARTIRG A
B R, Blde, YEAHIARE R BT, TAFIE Fab. F (ab’ ) ,. Fv
R H &AL 4&oY Fv A8 4 ek 84 45 M R 89844 Fv (scFv) .

AR, FARAER. Bl kRBE. BEOBAEARIMARA K, X
&, MEHAZXBFAREROER. FLFAREVBEART S, £E LM
75 mp P12 KA (#lde, £B Co, M. S. et al., J. Immunol. (1994) 152,
2968 — 2976. Better, M. & Horwitz, A. H. Methods in Enzymology ( 1989 )
178, 476 — 496. Plueckthun, A. & Skerra, A. Methods in Enzymology
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(1989) 178, 476 — 496. Lamoyi, E., Methods in Enzymology ( 1989 ) 121,
652 - 663. Rousseaux, J. et al., Methods in Enzymology (1989 ) 121, 663
- 669. Bird, R.E.etal., TIBTECH (1991) 9, 132-137) .

scFyv TTAB it FAReg HAE V R3A L 48 V R3R4F2]. 3 scFv
T, H4 V RiEf L4V RERETE8Y. Kl Rt s

( Huston, J. S. et al.. Proc. Natl. Acad. Sci. U.S.A.( 1988 )85, 5879 — 5883 ).
scFv ¥ H4E V R3Ae L4 V RRTAZ K A L a# e ik efe—4,
ehikst V REReGKERY, TR S dod 12 - 19 N RABRKLA R
HIE R B A K,

% scFv #9 DNA, A4l EiRfiike) H 483k H 4 V X%
4 DNA. AR % L 44 L 4 V K34 DNA HEA4RK, RARZEHA
e 5| Hat, @i PCR EHZ A7 T 4588072 6 2B T 5 &9 DNA 3¢
Sy ¥, Rie, E—FBEF MY HFE, ZI WAL LEKEREY
489 DNA AR #n o 7124 HeE. L 4.

B9, —EHE %A scFv 9 DNA. BT ABRBERF T2 4H©
6 F AR HARAZ AR BRI £, Ao, A EE BB T
Z ik, " VA4F3] scFv.

BEHARG BT, Tikh LidAER, RIFEHAR eI RA, B
BEEE, ERELAFAHL “RR” FLELSXLFARNH K,

A AR S, TTURAFR T B (PEG) 859 T4
Tk, ERLAT B “FR” eI EHKGEHS. AT 72
AP TR Y, TR R AR BATHFEIFE], Kok
ARIR EL R AR 3.

o E AT A . RBGTART AN BRI, 5 ES B EH—.
AE R FAE R GIRAREG B . LT AR EREABAT. A EREAF
B ENAR, TAFIEFEAR AR, AR GCA. AZAR A
AT AR GEAR, TrAF|E 4 Hyper D. POROS. Sepharose F.F.5.
sesh, TR A EBE G EORPRAGLE . b F ik, R ARE.
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Bldo, i€ Hik#F. WOM ER FR AT &k, IR, AR,
BAT. EE, TA B, LREA PR IR, A E-E, T
5G4 B F R ELE. BoKEMSK. ARIESF, XLEEEFERAT
HPLC ( S GRAE#E) . H9, T4 A RAE HPLC ( K48 HPLC) .

b AR AR G R R ST AR AT R R B # 2 3, ELISA % #47.
Br, ABREGRZE, A PBS (- )& LB, AT 280nm &R ALK .
Img/ml 48 % F 1.35 OD. H#RE. H5, A ELISA &, “TvAdw FitsT
WA, B, ¥ 0.0M KB AR E A% (pH9.6) A Z | pg/ml 9.4 Fi
A 1gG (TAG #1) 100 p1 AN 96 3t (Nunc %)) ¥, £4CTFERF 1 K.
B 2 AR, HEE . FoimiE ARG RL A P A IR RSA Tk
. RS IFELAA IgG (CAPPEL 4]) 100 u1. TR TFIRF 1 ) 6,

HEE, WMAFHET 5000 45698 BERL B B4R LA A IgG (BIO
SOURCE %)) 1001, AERFTREF 1 I, ®REE, MARDERET
% . /A MICROPLATE READER Model 3550 ( Bio-Rad %) % 405nm
B, HE B IR RE.

AREAFEA L 1IL-6 B4R, BAF IL-6 ZARHGLEESFKR. AR
fi% IL-6 A M FERGHR. BF, RR IL-6 R4 F IL-6 45
1L-6 £444, R & T e IL-6 A WFEN, BFMEEIL-6 4
HIE TR,

IL-6 T k281 F ik 11-6 89 RAEBF 7| g BB AKX IIAT M
F&H. BAREHED IL-6 RAMRBAE IL-6 t9dk, 12255 E3R
S, ik A IL-6.

B3, 1L-6 9 REBAFITUAER Lot FHREEELR. Flde
WHATIF (Vriend et al., J. Mol. Graphics (1990) 8, 52-56) & Fa it
k&M, B — PR E B RA BRI SR YRk AT, B
FiE B BEBRBAMELS . ASA SAA IL-6 X E 6958585 5] 6§ AR
AHEER, HRBAFEA ) PCR FIIAE A RABARER, TAFI| 54
-6 ERARGEE. BRELE, JARONELGREIAEKRP., B E
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K FLAR ARG RIA . T A BRGAL T E T AFFE] 1L-6 T F4K.
YA 1L-6 TFHAREg B4R 4], & Brakenhoff et al., J. Biol. Chem.
(1994) 269, 86— 93. & Savino et al., EMBO J. (1994) 13, 1357 - 1367.
WO 96-18648. WO 96-17869 + A /2 FF .

AL A FAE 6 1L-6 BB 1L-6 RIS, EAEH IL-6 %
R -6 94587 M, BARER IL-6 £HFFHAHMA. BF, 1L-6 3
SRR NL-6 AR IRE 1L-6 AR 11L-6 4, BT HIREN T4 573
FLAF 116 5 11-6 Ak#G 44, L4 R, dTFR4Fi IL-6 AW FFH,
B st FELBT 1L-6 & & 6915 54534,

IL-6 SR 5Bk 1L-6 AR B A B 72 1L-6 3 1L-6 AR E BABA 7
¥ 5 IL-6 F 1L-6 ARG 4440 K KR —3 4RI 69 RIS BT 7 40 A%,
BBk, XAPRKIEE ® 10~ 80. HKikAh 20~50. FALiEH 20~ 40 NREE
FRILE AR,

IL-6 354 Bk IL-6 ARGk, TETA 1L-6 K IL-6 ARG RAR
B P aFEE IL-6 # IL-6 AR LS XXX, #H 35N
R 7 AEE CebF ik, oA B LT85 & RKRE R R4 &,

Bt K E TA2F R H S IL-6 S Bk IL-6 AR AR, T4 4% A
BB 6 K69 DNA FFI AN R BARF, BB LA FHRFIRGREL.
AR R AR E],

B I AR AR EH & TL-6 3 IR TL-6 AR AKET, T A4 A ERK
AR BE RN F k. Bl Bl ARA ARGE RORARS ARIE .

BRI, ST ARBE SR ITF LS 14 SRR BIELBEAT
M B JE 1991 88 77 ik # AT, 44 Bl Aaa ik, TR 24
B9 RKE C Rt B RAABR 5 Bl do LA PUEF] F b6y X FReE4S, @
ARXREFIRATHRALZLGRPEARY T a-BARME T RRE G RL
BR A C K35 5| N R385 @) 695 B — 5 A RIABR G BE . Fefg RS L4k
AR B o -BEARY K AB B G R, R RERGFE. B
AR B AR EARIEE B AR P KA AT K, T KE 54 Boe iE# Fmoc i%.
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XA A B $G G , BEAT AR P B vA B A AR AN S AFAR DI BT 6 BURL .
5 k4t 608 B P, A Boc kP T ARE R RALAR Z AT HE. @
Fmoc 3=+ 570042 B TFA. £ Boc 3%, #ldoE fALA P, EXTERAA
LT AR LR ARRAE. KB, BATRI AR GBLE Fo A X R
bur. ENCBK. B R AL TR, TUFRMEK, F—F &, £ Fmoc
EW, Bl e TFA P T A3 4T 5 Lk A0 ] 69 3R4E, #ATBLAR I BB VA BN
X AEAR DI BT KRR 4G B

736940k, | FiEAF HPLC, BT UA#ATHE . sk, 2PLET,
AL R G RSP E AR 6 K- TR A ERE M T RAT.
SR BAFAR S T ATAF & ik b s RoE e85, WA A TR, *F TiXAfh
R RS BITARE R BTG 5T 2R, BRARERSIT. AL
B S REAT R

IL-6 RHBKA 1L-6 ZARH R BAR T4, AR FF-F 2-188600. 4
FFF 7-324097. 4 FF-F 8-311098 & £ B & F) 4R US 5210075 + 2.

AL AR TL-6 FHRA M IL-6 12 TR FRAFFEM, TAAAE
18 R0 k. BRI, 3SR IL-6 RBUEACE B8 Ak (S6B45,
KPMM2) , ALVR/NV M T REB@EHK KT3, IL-6 RBHEME
MHG60.BSF2, @3 FimA IL-6. Fl4E IL-6 &AM A, G T ARE
IL-6 4R P an ARy H-M 6948 IK. 7 oh, 329k TL-6 ARRE M U266.
A BL ARG 1L-6, FlR AN IL-6 #HA, db@z 5 IL-6 kKX
s sE At L AFISH IL-6. £ LESATRA T, R T 4 IL-6 47
HAEVEAIN, BELTA IL-6 HRA G AT RBA, AL FE NS
R, TUATRY IL-6 425/ 69 11-6 37 4] & M,

$o iR KA AT, §FEITLHRIL-6 TARRK, A DIURBEXT
KEHFRBABEFHR, BHERPAR IL-6 LARTIKF IL-6 HAl1E
AP IUBHX T KAXERRETHZA ALY,

AL L ERBISIY. SRR MLLAA.

AL BE N UM £ K AR R &R 0697 AT oA 0 R AEE O Rk A &
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B3, Bldo, ToALBERBFEHFIRANEZHS. LARNEZH. BEAZ
S R TFiES. #4). #EH. o REBENSF, TUABRBEEGSE. &
KREFETHLBFE. ARLHZTAERALR Ikg KE 0.0lmg~100 mg
6E B M. A, LA EREANEH 1~ 1000 mg. HikH 5~ 50 mg
Wb th g, kBB F. D8 5%, flde, ERIL-6 ZARFURKIF A
T, kP HAEYGFERRBEN S AR ML HZ, FAHERGHT, kg
KEHA G A 1 KEJLALH 05 mg~40 mg. #£iL 1 mg~20 mg, )
Yo B 2R/ LRI VR2 B 1 RABRFLBARLRT, ALB$H
BrAES . R TaMFF 888 5%%F. 28 8B TUENEREF
f R A EAE S @ e R BT Rad 2 R/B S 1 K/BARES 1R2 A.
1R/3 R 1 K/4 FFARARRE K25 9] g,

ALRENIVEBH AT KA EERETR, LTURNSA AL BB
BT BWPT R BAR Rty . A XA BARB R Ay 64 61F, T3
K, BT EANANER . REEE. RUWAR., RTHEatSx
Bl RUHWARSY . BFRGREH. RAOBBRM. HEMM. Kiak
HFEE. RTRM. RIR. TRAEE, AR L. FRE. M
1. B&E. AR, . —HB_RA—8. A—8. RTL_8. Lk,
L. RAGBLEE. AEARER. AMF G &G (HSA) . HEBR. LS.
HAE. AR B EFNREEERNE. BAGRRY, BHBAHRT
AM EiE P iE B FRESEA, 1ERMRTFiXk,

5 36,45

VAT, it e fe R HIx KK B #EAT BAR B8R, [ R K AR
A PR TFix sk,

3645 1

STH VAT 2t G R HILNEREDEEZ (5%, ), £47 MRA
T

L IRk XS
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IR (£ B ~40CHBIEML R ) . AHEXTRH. KAEK, 40
REZ, AR, £RGERTHRM. o Tk, CRPIEASF 4
J&, AR E) ERAh, (R FRBEERKAFLT X, B FKERK
A, BEb A R EFREH iRy (RO L3I0mg/ B ) , FEEFH
TERABE., (L FMAERGDEGERAR Y, EZH 10mg/ B, XE
AT, AERE, AT RBGREmMPSL)BRF IF kAo d ® XI55k, #—F
Bl B A A8 FE & A(Cs A)L LK E, KAERERIEE( G mikd 25400/ L.
CRP11.2mg/dL) , AT AR K357 % + mPSL Bk 57 ik + Cs A &9 LR,
Ve A G 5T ik R iR AR R — BIBAR A BRI ATIR ) R ik 3, 16 R LA A 3R #,
18 % dn 3% i K AE 2D R ERR G A (CRP>5Smg/dL ) B RE & T4 B #
M FBIRMA, FATIMRF B A, 22, BHIFHAEL R FHRA
IR, MBI o9 E4R, HIAES 4~5 MERABIWY, TIAAE
BT HRFRGZTETH. OTHLEQMESR AT, EREAFZHK
AH—%F, THWABERE, RALLSTRTITHRE., BRELEEZY
K+ BRIER AR + Cs A Z# 7%, 12 CRP L RBAKE Smg/dL H A TF.

BITER

5T 44 2mg/kg -3, KB F 69314 H , B3 E dmg/ke,
FRBH—K, EMATHAGE BRI X, CRP 4 2 AEHMKL, &
AR ER, LB ELA AR, BOBLTREAE, BE Img
H.

MUA L8R T4, MRA 3TFT8) B4k, REBEFRABRFIEGRRLY,
KX EHGEEREY (&L (XL F=) . FREWAE (A KO
—JL) F) . FRREE A, T RIS F LI H AR e ARG U
1B M £ K egre 7 A R, Bk, IL-6 A, #5235 IL-6 TiRIIR
st UIRHEAT X, #AIREAH ARA X842 48 . EULAR 2X694 %
A ILAR 8258 . KL PHN 9 X4 SPRASH 544864/ LR M
AP RGEFTRNARA RN,

3645 2
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22 %ok, 1998 4 A, KEE. A3, FRLBIEKRem, 5 A

B B BAFA. B 38CHEM., FiEAFGRRXBIKR
(NSAIDs) , /2% %L %4, 7 A & x4l 18100/ 1, CRP 18.3mg/dl,
o F 4k &G 440ng/ml. HET A RAMR R KA. 2000 5F 1 A# I 39C
WK HOABE K TR, AHRAIR R K HEE AL (CRP 15.8mg/dl, 4k
&% 205.8mg/ml) .

BT R Z EAE, AR THES MTX AFRBEE (CsA) ,
fE R RmeE. TFREME, FRREEL, FEALTREE. A
GHRBRA T ERET AP, BHLTEETRERE, FHAANRALNI
11.-6 A4k (MRA) %77, & 2 Bl L F#AES MRA 200mg. %
%6 85 KERMIAMA, B LR GKRGHEIRFGRE, CAL®
FHy B4R .

MIA E2E R4, MRA sH-FEBEA MTX A= CsA 4R 5645 %) 5% 4K 64 2%,
ARTRRKAFHAH . Bk, 1L-6 894245 R, 455 A3 1L-6 ARTARE A B
R RPN RRAIRRKIFAE TR AR R,

AEH 1. ATTEM IL-6 AR &

1% B 2K %sh3: Yamasaki %695 % ( Yamasaki, K. et al., Science
(1988) 241, 825-828) #3344 IL-6 4k&) cDNA #/f#: pBSF2R.236,
i#if PCR & 414 7T 5 M 1L-6 24K F FR %158 Sph 1 7§44/ 4 pBSF2R.236,
133) IL-6 4Kk ¢cDNA. ¥ 34X mpl18 (Amersham 4] ) F. AEKITH
VAEAE IL-6 4K ¢cDNA b F AL FAF 40 RFE5 | W, BRIt REH
K %A% (Amersham %)) . A PCR 57 1L-6 4K cDNA P AL F. &
RO BT AR 345 0945 8, FR %A TIEM IL-6 T4

4 cDNA.,
AT HE CHO @i+ RATHEMK IL-6 L&, L 5K pSV
( Pharmacia %)) &4, 23|46 pSVL344. £4H dhfr 4 cDNA &%
#i pECEdhfr ¥ 3 A M Hind II1I-Sal I 378749775 M IL-6 4K cDNA,
3| CHO @/t & & /45 pECEdh{r344,
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B BERR 4500 7% (Chen, C. et al., Mol. Cell. Biol. (1987) 7, 2745
~2751) %) dhfr-CHO %24k DXB-11 ( Urlaub, G. et al., Proc. Natl. Acad.
Sci. USA (1980) 77, 4216-4220) %% 10 u g 494 pECEdhfr344. %
A6 CHO @A AH 1mM 2R&BLE. 10%EH FCS. 100U/ml 5 E%
F2 100 u /ml B FE X S F 0 a MEM e 32703254 3 A

WAL FEH) CHO @0 AR RARE X ik, 155 £—# CHO @M ik,
A 20nM ~ 200nM GRE # 2 F AT 5 CHO @R, 33| FAAT
B IL-6 ZARE) CHO @itk SE27. A 4K 5%FBS 98 % % i B e 4t
RMAEFHRIL (IMDM. Gibeo 4)) 35 CHO %04k 5E27. &SR E
R, A ELISA R IEFH LAR T GTIEM 1L-6 TRGRE., LR,
AN IR LR F AT EE IL-6 Z4K,

AE ] 2. A IL-6 Fihth H&

Bl 10pgégE4aA 1L-6 (Hirano, T. et al., Immunol. Lett. ( 1988) 17,
41) Fodh KA DAL —A2 %% BALB/c &, FAESRITHEERFT
AeAd th 45 IL-6 FARh 0k . MBI E S T BUE %% M, R T =8 1500
55 B Mg mietk PIUL &kd., &BAEA HAT 32/R%&H Oi $F65%

( Selective Methods in Cellular Immunology, W. H. Freeman and Co., San
Francisco, 351, 1980 ) #t# 2 X8, 3 A HRA IL-6 ARG LB,

FHEFA IL-6 AR 2 B T AT 74T IL-6 £46047. B, KE
REG IR THH) 89 96 JLIILIR( Dynatech Laboratories, Inc. %), Alexandria,
VA) £ 0.IM #93BRE KB B 45 (pH9.6) F A 100 ul 8.4 F 3%
& Ig (10 p g/ml, Cooper Biomedical, Inc #| Malvern, PA ) £ 4°C F €,4%
—&., RE, BHRALSH 100l 4 1% FoEa%ZEa (BSA) 4 PBS A%
TR 2 B,

F A PBS thikE, BEILFMA 100Ul X3k LiEk, £ 4
CTFRF K., B EIRE. ESILF A P IF0HTHER IL-6 3L
2] 2000cpm/0.5ng/ 3L, & B A vy it % B (Beckman Gamma 9000,
Beckman Instruments, Fullerton, CA ) R &3Le9851 75, @it [L-6 &
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S, 216 HRBILEF N ALRBAEA MK, Xk E P TF3)
R AAEE 4 MH166.BSF2. % 4% 398 /* £ 6940 11-6 4k MH166 £4 1gGl
Kk R e A,

RIG, AR 1L-6 ARBHE ) R4 98 L% MH60.BSF2 #F 5t 5 MHI166
TARFE LB AARR G P RE M., % MH60.BSF2 @55
LK E] 1 x10Y200 u /3L, AL FImASH MH166 k654, 3255 48
Bt e 0.5 p Ci/3L#ES *H A3 ( New England Nuclear, Boston, MA ) &,
kg 6 . WK EEKBIEA L, AASHREMN (Labo
Mash Science Co., Tokyo, Japan ) &3, 4E 42t B 4E A Rt 1L-6 Tuik,

H X, MH166 HuiR, 7 ZARBUM M LA 1L-6 #5749 MH60.BSF2
mfe ey H M BRI, Wb 4, MH166 34k ¥ fo 1L-6 #9754

AE B 3. FAIL-6 THRAARG HE

1% 3% Hirata ¥ 495 7% (Hirata, Y. et al. J. Immunol. ( 1989 ) 143, 2900
-2906) #&HI 1L-6 ZARFAR MT18 5i#it CNBr #6384 4B

( Pharmacia Fine Chemicals %/, Piscataway, NJ ) 3B W _E&Gfe 5 454,
464k 1L-6 4K ( Yamasaki, K. et al., Science (1988) 241, 825-828) .
A BB 28O U266 Al 4A 1% E3%F 23 (Wako Chemicals 4] ) .
10mM = ZB 8 (pH7.8) & 0.15M NaCl 4§ 1mM S XKL 9 a5 80 £ 3
B (Wako Chemicals %)) (£3FLFRAR) E#, F 535054 4B
HREELH) MTI8 TURRA . RE, BERA DL FTLHE T REE 6 K.
YA R T 9% 6304 240 TL-6 AR,

A 3x10° A U266 mfefF5) 6 Lk 3p a4t 1L-6 T4 10 X 4%
BALB/c ;& 4 K, RERAFAFT RHHELXB. ATEFRASTRAR
K Pab Lo e RIS EE Rt IL-6 SAREGEAEMR, A SS-ZRAK

(2.5mCi) #7889 5 7 1074 U266 e, A LA 2 HFLHEFRBEZE
B, KR U266 4504 0.04ml X F 695754 4B 3k 4649 MTI8 1
Wite, R, RERFLHEAREE 0K, %A 0.25m LFLEFL
A (pH3.4) 12 PS- B REAFITH IL-6 ZARZEBL, /A 0.025ml 49 1M Tris
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(pH7.4) F Fa.

% 0.05ml ¢ Z4e BIEFHR LFH A A 0.01ml 9% 4G G 84 Phramacia
H)) RA. RS, HIAER LA &4 0.005mIS ARiL e 1L-6 KIS
% —#BE. A SDS-PAGE 547 e iiledh, HRE IL-6 ZARR M 644
RBIER AR, LERAL T REFAMLE LM ALE PM-1 (FERM BP -
2998) . FATFL2RE PM-1 HFAREA IeGlx RGEBA,

FAAE 8898 AR U266 AR 24 M PM-1 & A& 6 Fik4ast T A 1L-6
FAREG 11-6 9554 HlER, ATER IL-6 A XKW E 44 (Hirano, T.
et al., Immunol. Lett. (1988) 17, 41 —45) . Fl Bolton-Hunter X7 ( New
Engl and Nuclear, Boston, MA ) #47 '*I 47i2.4 ( Taga, T. et al., J. Exp.
Med. (1987) 166, 967 -981) .

¥ 4x10°A U266 ®iEE 70% (viv) 258 PM-1 #93dk Lk
14000cpm # "I #73T 49 1L-6 —&3FF— B, 3 70 p1 H504H2] 400 p |
R E R IHE T 3001 49 FCS £, BE, RE M@ EeHRHE
M.

SREW, RZB PM-1 L HFARIFH 1IL-6 5 IL-6 keG4 4,

A 4. Fol & L-6 ZARFAR ) 4] &

i@ i¥ Saito, T. et al., J. Immunol. (1991) 147, 168 - 173 285k,
GE-SyS-WIRE NGRS N =

E2A 10%FCS & IMDM 32 /& F 3258 4 ) R TIEMH IL-6 4R
CHO #fg, MI3E54 EFREAHH D & IL-6 TARIKR RS12 (AR Lk
Saito, T. et al ) B] & F Affigel 10 2% ( Biorad #]) &% Fbk &34 bk
BT A M 1L-6 4K,

RATFE G KT IL-6 4K S0 p g b KADER, &Y R A
— KA BEEN. 2 ABFHAPRARLSERNEMER, F 45 ARE
KRR SIE, 12 2 x 10 MR e R E A &5 1 x 107 /4N K5 38
402 P3U1 A= 50%%7 PEG1500 ( Boehringer Mannheim 4| ) #f@ak4-/5,
B HAT 25 AF it 238,
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B84 T AR 1gG Futk (Cappel #)) #9R _EAn N A&~ LA
BJE, BTN IL-6 AR, RE, BEA R A IL-6 LK
AR Ao mo b B L BS BEATIL 6 09 SR £ R 1gG 69 ELISA B figst F 85T
B 1L-6 AR F A ARG 2 38 . *F AT A SR B 8 U R AT 2
KSRk, 1338 —eh5 2B A, tLEES L A MRI6-1.

/A MH60.BSF2 £8/%. ( Matsuda, T. et al., J. Immunol. (1988) 18, 951
=956 ) H M3 6B IAF R 1% J2 B 7 A Y FURAE D 8L TL-6 6943 BAhiE
P g, 96 FUIR EH) 4 MH60.BSF2 @H.E 1 7 10* A~200 u 1/
FU. £ AR LA 10pg/ml 89+~ & 1L-6 = MR16-1 Fi4k X RS12 4k 12.3 ~
1000ng/ml, £ 37°C. 5%CO, T34 44 1B &, mA 10 Ci/3Ley *H M.
4 B ERE CH BRI, 4R A%, MRI16-1 #uik# 4 MH60.BSF2
20 L6 “H M HRIK.

B & B, X/ MR16-1( FERM BP - 5874 ) = A #9474k, [BAF 1L-6
5 11.-6 AR 4E 4,
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