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1. —#iuik, T mizsé, &4 @i SEQ ID NO: 2
Frrt R A BAFXAELAE, B SEQ ID NO: 4 AFr#AR
BA 7 RAE LR K.

5 1. —#Ak, e EHa~RE, L ¥ E44% €4 SEQ ID NO:
BATHEARAFAF ARG TER, F AL+ RESA €16 SEQ
ID NO: 14 I T RABRFFIRAZALAKROTER,

3. BMAIER 2 i, AV E4AREELITIHBELEEN R
¥4k K,

o 4, BRAEZR I HAK, ELEH Fv ik,
£ R 2 84k, R Fab 34K,
FR 29k, A Fab’ ik,

A 2R 2K, & (Fab’ ) 2 #udk,

RA)FR 2k, ERITEHAIIK,

A ER 2 Rk, AR A el OPCL LT mies
m#ﬁéxﬁ(wm)%mo

10. @45 SEQ ID NO: 2 AT BRARA XA L KRN ER,

11. &35 SEQ ID NO: 13 i FRAMAFI XA LA R TH.

12. &35 SBQ ID NO: 4 IR RABAF A L BaEa.

20 13. 6,45 SEQ ID NO: 14 eI BREARAFIRH LA RG24,

14. —Fp ik, aEETHF2H4, LT T4 64 SEQ ID NO: 2 AF
FHARBA T NH R K.

15, —F ik, FEE4 R4, L9 E44H &3 SEQ ID NO:
B FHRARAARFT ARG TR,

5 16. —##utk, GitTHfes, L2 a4 SEQ ID NO: 4 Ff
THRARA XA LR K.

17. —# ¥k, G E4R4E, L PR44S5% €45 SEQ ID NO:
14 i F BARABAFIRF LA B TEER.
18. —# IR, G THIBE,

5 (a) AP FHAAF—TER, FAAFFE - TER IS5 SEQID

NO: 3T R ARABAFINEREY IR —HEFF], Fo
(LA ML FF_TER, FALTHF-TER &5 SEQID

\OM\]O\M
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NO: 14 F TR RARABASAAEY I0%E—HGFF], Fo
(c) A Prid ks B&y £ocik (OPCGL) A ZAEA.
19. A ZK 18 44k, X+ H—TEXR &L SEQ ID NO: 13
i) REBAFIEAEY ISWA—HeF5, FAAFF-—TER
s @35 SEQ ID NO: 14 i e REABF R AR L) ISUR—HHHF 5.
20 RAZ R 18 Rk, ¥ HE—TER &S5 SEQ ID NO: 13
et RABAFFI AR EY %A —HGFF, FAEFETER
@465 SEQ ID NO; 14 B 7R RABMA T LA E ) 99%F —H &) F 7).
2. AABRFNER1I-9H 14-20F— R ARG Epasy.
0 22, RAER 2 sy, —FSALRATAHES —
Mis A BHAKLABT, HAAKRBF-B (TCF-B), aid-1
(1L-1) #4\#], IL-1ra, Kineret™, TNFu # 4|/, “Ti& TNFo &A1&,
Enbrel™, 4i-TNFa #i#k, Remicade™, D2E7 #itk, FRFMRE, ¥R
FHREEMY, TRFBEALEZY, FTRERERXZH LAY,
WA AR K, AR, FMORKT, Rk, 45, F Gk K FE (NSAID),
COX-2 %] #], Celebrex™, Vioxx™, £&E#HH, FTRES, KEAK
¥, AREQHNHN, SHa@ETasERFAN (SLPI), IL-
6 FHIF), Fu IL-6 Fudk, IL-8 W 4IA), I IL-8 dusk, IL-18 #H4|H
1L-18 ¢4%d, IL-18 4k, A& -1 48 (ICE) N H, &
wo Agmieh KB F (FCF), FGF AP M, PAF &AM, ARBMREK
B (KCGF), KCF-Aa%4F, KCF AV HM; KR4 EZAH (MMP)
WA, —RRAEE (NOS) FTFH, BRAMEFCEATAH, &
AMTHRATA, S (LPS) K PFHEAFH, XFRERE, &7
B EmEid, oL FPHLREATA.
23 23 RAER 22 4B s, EFES—MEHFMNLA
Kineret™, Enbrel™, Remicade™, D7B7 ik, F= ¥ R K%,
24, — B WAEBH ST OPCL K-F7 ik, QLIEMEH SRR
2R 2 B AR,
25. — LR EEPHTRH Y ARYTEH, QEEARFZR
SUNVANE: S B F: R I
26, —HEFEHXFHERH Y ARG T H, CHEEARFELK
22 B HmEW.
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27 —HEFEEFTHHMTREGRKERAG T H, @8R
ARAEZRK 2249 ZH59HEE5Y.
28, —HEREATFTHHEMTRAVAILEARY T X, 08
AR FIER 22 GBHALY.
5 29, —MEFEEFHERNBHEANT LG F %, AAARAE
R22LHBHABED.



02816680. 9 iﬁ', HA :F'; H1/6171

# OPGL sk

APFEEK 2000 5 6 A 26 DX ERER FIHFEILS No.
60/301, 172 894K %A,  FHEMB &, HAEZERF|HELF.

B AR 3R,

AXAFAEFTHRYP % (osteoprotegerin) Htk (OPGL) &£4-4
ok, URAETERETRACTREERS, XTELFRE, REFKH,
Fo B A 648 W Fe i ik

1 KRAHF

BARREN G RGEIF, FRLOETF DR (AEHREE) K
BEOFMEBEEZGRE, @i, FHRLERALBRG TR RFAH
HBFRMGET oMM AN L AR, £AF, Fan, LFEkp
REMPE ERGZFER G MR T AXHLH. AT ety

5 WMEHHBR, RETERSBERKMEE, BEHARMALK, FEARAFH
W BRI ERE ek mA RO, FERATERXE
FWE. REmRASTRBARIFTERAN AT RIS THRR
M, Flde, R FRRAIETE FTRARGREYG TRFBREE G LB
P AR, A, AR IHERZRSEY IR, H, 4

0 EDHRBYEAT T FTRTBBE S EGRN.

B4R £ Bk (OPGL) R MM E F TNF K& — N, @@L 5 NF-«B
(RANK, AR T @A YE LK, R ODAR) &) ZAKBE A
MATMRBRTmBREHBR. F—Fd@, FRyE (0PC), BdfaH
OPGL 3 ELFEL.E OPCL &5 ODAR % 4&-fo 37 ) #UF @ Ae t9 . B sk, &5 ODAR

5 K489 OPGL 898 5 F il AR fe F RO Z 1) 69 F-H48 X .

BRARZE, FHBYTHETRBTEAST HRKYFH (X
5 H)., EFRRALIEFONMNTHFZINFTRRENZE. AFORFLE
MHEZE, PEEBFLTERK LY. FERAFEITRSL
MA Y Ed B EMTHITT, HEEELAHABZHIEREW

W e (EBREMEAFEMNALLGHAE),

B EAR Y 2 — R R EE AR TR R AR, K

B RAT AR B R EBRERE TR EE bk RAZHE 0L
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AR —FRL., BRI G—ANFRAY XNRRLEFTRER, LAFE
BWREREFTRES., AFHTREERHXAMESHTLRBMEY
SR, FHSFTRAHMEFHREFTEREYGTRRMKMEHGLER. ££
B, REAAXHLAERTERGTRERE. FRERF 45 S E
FHELWH, RE, FRAETNFHNEALARZOGEARXR.
ZEFHE SO A 70 FZRTHREAARERGTREA. EXEHAL
T, BRERTHREY OPCL REGKFREFRHTE, B, AT
W mid ¥ OPCL ¢ Mt TRA M.

CREAZEUAHRTF, ENMBLefhEFEREAFH4HA. €

o AN IEFREE A2 T45 5 L 4b 5 8 S AR 6 M Bl 89 R iE B 45 4E
MM EKFAHRE., — G FOERTAAERAY T LR FTENK
RAMA. 'L, FEAH] H]do R BREL B Aok B MR M F ARG A
(SERMs ) T B b A6 R By 9 F . B b, FAF LG 7T 5 AT OPCL
AW TFHEAELTELTRH VAR TRAAEAY.

s % BA A A

A—EFZHEFTET, RLXARB IR, QiEFH/A884, I
F F446.45 SEQIDNO: 2 I TR REBRAFINRFE KA KR, B e SEQ
ID NO: 4 R~ B EBRA S XA HH K.

A—2FAFTEY, AEAARBE—FRA, OETHhFEHE, S

wo R EEAA CHE SEQ ID NO: 13 A RHRARABRAFIAE L FERNTE

K, Xdiz4 44 646 SEQ ID NO: 14 Aimth BRABAIIXE LA K
MTER,

A8 Ik F Y, RAURE—FaegTdfBadiik, 1L
+E44 0,46 SEQ ID NO: 2 AT TR RARAFIRA LK K.

23 A—BEEFTEY, AEARSE—F LT BEYRE, £
F 4 A A 3 SEQ ID NO: 13 IR AARAEFRF L HFERNGTR
X

AE—2EHRFTEP, KRAPRP—FOETHAZENK, I
424k L35 SEQ ID NO: 4 A FHIALABRAFIRA L hH K.

20 AT FEY, RAURS—FaETapBESHRK, H
24k A €45 SEQ ID NO: 14 A THRABREIIRXAELFENTE
X,
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E—b LA FTEY, RAARB—FeE TP BE 0 K,
(a) AP EFHOHEE—TER, AFE—TER @45 SEQ ID NO:
13 T RRABRETEAE Y IR —HAFF], fu (b)) P84
OEF-TER, A+HF-TEReHEL SEQ ID NO: 14 &AL

s BAFERZEY 0GR —He AR, fo (c) AP REEFRPE
Aok (OPGL) AB A 4E A .

AR5k FEY, F—TEROHESL SEQ ID NO: 13 Aimf &
ABAFIEAEY SUE—HGFF, FEF-TEX &L SEQ ID
NO: 14 AT BRABRAF LA E ) 95%B—He F 5.

It A—kzihm7EP, F—TEROHELS SEQ ID NO: 13 FreéiR
ABAFEFEY 99%R—Me 55, FELFE -—TEXRa&H SEQ ID
NO: 14 Bty BRABFIEAE ) 99%F — K& F 5.

A—dgkFEY, KAXVPRM/T 4, €46 SEQ ID NO: 2 AT
THRARFIRELNR, E— L XRFETF, FLARB/SAT

s ERAlTRE#EH, AP TER e SEQ ID NO: 13 AF-Ré)RIER
FRSERREK,

A—ggarEd, KAREHT 244, @36 SEQ ID NO: 4 FAf
FTHREBFARA LK. A—2 TR FET, RAPRESH SEQ
ID NO: 14 Ai R BEBAFFI A h R BE.

20 AAERAH— B FHAFTEY, RETLEREK., ERALAY—2
ST EY, REeTEHE Fv ik, ERAPH—LERHEFTEF, &
T Fab ik, ERZAM—LZHRFEF, 4T Fab’ k. &
ALPAH—EREFEY, RHET (Fab’ ), F4k,

E— g FEYE, RETAARALAGRAEQGEHAELY. £

s —s LA TR, BETAFSAARENR OPCL ke s
.

ATk FEEY, HHELSHESA —F I OPCL Sk frE ) —
ik TaRNEAAN: FTHAKART, HEKET-B (TCF-B),
G iE-1(IL-1) # % #, IL-1ra, Kineret™, TNFa # %|5#/], T TNFa

&4k, Bnbrel™, 3i-TNFa 3ifk, Remicade™, D2B7 3uik, ¥R FMBL,
Wk FRELEMY, FTREFREFHXES, TREFREAXTEEM
d, IR E, REKRLE, MEHT, Ritdh, 45, FEXRRKY
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(NSAID), COX-2 #p4I#), Celebrex™, Vioxx™, £EIHIF, FR%E
M, RRAKK, LARZOBWHN, ol @mEk g BRH R
( SLPI), IL—6 #7450 , 4t IL-6 #uik, IL-8 # %1 %], 3L IL-8 u4k, IL-18
P&l A, IL-18 445K 4, 4 IL-18 44k, A% -1 448 (ICE)

SORATA, RHFLmE kB F (FGF), FGF B A, PAF H#®A, A
et KRBT (KGF), KGF-Ax4o-F, KCF AYH; AX4ELEES
By (MMP) #A ¥, —RAERSE (NOS) AT H, BEAHKET KA
PR, SRBRREADH, BEHRE (LPS) KPFRAFH, LFHFLR
X, *FTHELREERY, PETFELRERTHN.

10 EREPH— L EZHRFTEFY, BBTEFTEH S AR FTE,
QAN BEZRARKEINRE, E—RTAEFTEY, RUETERTREF
YRR T R, GIERRBHELY.

E—RFZATET, RETETESZTHHMTREGLERA
Ak, LIEAXARNBHELY.

IS B REFTEY, RBTETEFTHHETREGAA LK
mme ik, AEARBHELSY.

A— bR FTEF, RETEFEFTHERNERXT O F

A, QLR AKAGHHELY.

ERALAKGERGTEF, RBETEUNEDH ST OPCL KF49 5
ik, OQLAEEA SRR,

W B 4 f Z9 A

B 1A T%A aOPGL-1 ik &44 49 cDNA A %] (SEQ ID NO: 1).

B 2 & a0PCL-1 4k T4 49 RABR A F (SEQ ID NO: 2).

B 3R T%H a0PCL-1 3k $24% 44 cDNA A5 (SEQ ID NO: 3).

>3 B 4 &7 aOPCL-1 fuikizdh ) R B 5 5] (SEQ ID NO: 4).

B 5 &£+ a0PCL-1 k $#4 kA fi4i a0PGL-1-«x/ pDSRal9 &+ &
A .
B 6 &7 00PCL-1 1gG2 48 & iA/fi#, aOPGL-1-IgG2 / pDSRal9

B 7 & oOPCL-1 k& OPCL-@L 3Rk #) BIA JR A F (R AR M 4L,

B 8 &~ 0OPCL-1 5 B -454-¢) OPCL &94¢ M 454,
B 9 & 7 %M OPGL #F aOPGL-1 %54 OPCL-¢L3% 44 EIA 4R 8939 41
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& A

B 10 & a0PGL-1 &5 OPGL- L4kt BIA AR 94 M 45 4.
B 11 &7 oOPCL-1 2t 3 F @MieH R A SR MW FER .
B 12 %7 uOPGL-1 %4 OPGL £t 4~ ODAR &R Z 4R MMy $I4E M .
5 B 13 ATsHERAER 25 o0PCL-1 X5 & -F 39 fu % R E W )
K.
B 14 AT HBEEE LA T o0PCL-1 Z 5 Fd N-Tx REH T
B EE S F.
B 15 A7 BBRAER £/ F a0PCL-1 X5 & T N-Tx REHF
o ¥EALTEHE,
B 16 &7t #H6 8 £ AT aOPCL-1 X & R4k Fa bk Ao B oo 55—
KB B IR £
B 17 &+ o0PGL-1 AT/ TERXRYRALARA S (SEQ ID NO:
13).
15 B 18 &7 a0PCL-1 AABHTERHRKLERAF (SEQ ID NO:
13).
A 19 &-F4  a0PCL-1 ¢ fm a3k F ik .
B 20 £ FarBRiRE A £ A F a0PCL-1 2 B F B ENTHE.
B 21 ATAHRAERERNF WPCL-1 L ERFHETLETLE,
20 ik KT RGIFmPBA
XE2RANFHRAAATHRHEORAEEBRHRMNMBESH T
M, AR FEPIEHAABEE XRENAA THEMTEHIHS
x,
Z X
AREARTAR FEL DN, EHFHRAOKR, AL FiHL
(Bldod F I, S84 ). RIE) FHLARF AR FHREARRHF R
EX DHRBE, TIA LR bR K. RIE R IR S0 &y
FHF EARERAFLA P F I B et b EAA AT RS
XL PR, — BTl Lk LR K F k. KN, 64, Sambrook
W%, SFAE: SBFM (F ok, ARBTRHRA, AL,
meh (1989)), RAZXEATHMBWNIMAE. RTHREEAZL,
AL RE, TEREGIMLE, SRANALF, FEF

2
A
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FEHUFRER T RAFBARAFTR A O FERAY, FARK
TARTHFER, LESN, HHHE, RiPLEE, ot sdd
PR

RERELANTFFERAE, TERORE, REFAH ALY, Hiw
BALAR TEGZXL:

XERAEGKIE “OBYZIHER” RiEARESHTR,
cDNA, HEARBRGRFEMESLS, RELRE, “2EHZHF
B (1) 5 “SBHIHETR REARFANYSBTREL IR
HRERAFE, () ErEaRR Pt S st &K (3)

o AR KAFI S, BRRT RAL.
 RE DEBENEQR” AXEZHE cDNA, T RNA, HAHRKARY
RACMYELHLBYEAR, £ (1) RAEFANHE Y — %k
B, (2) RRAEERA MBI ARGl ok AR DO LREG R,
(3) sk AR B G M RA, R (4) ARRTREL.

E RERAOARE “FKR” AREREBRAREGR, A LA
KRR —ARENBREBEL, Binfo / SBAGFF . KiE “3
B> F L3 aOPCL-1 (4= FArik, SEQ ID NO: 2 #= SEQ ID NO: 4),
X a0PCL-1 9 — AKX EANREBBK, Fhof/ZABRYEF. B
—RERFTER, FAELVNCHER LA THATRELEREG4F (SEQID

0w N0 2) Aol 4 RTFHNAREEEHRTESF (SEQ ID NO: 4) H#
£ hBEREMY.

XY T —HHRERAGRIE “KRFLSG BWRRE
ARRFARGER, b, BARARREABRPOBEHFAANAESE
BPREEEATEEAAEAOXRTHEYE (GiERE) YAEHN

B3 IKRREBMEBEINRRARELEY.

X2AERGRE “TRAERERE BAFCNAECNAREGF X
AEHRHXZTHRS. Hliw, 5HBFFH “THREREE 8§
EFINAESRAEFNAEGEHTERGBFIG ARG XE
.

30 XA ARE “RAEFF BTABRECMNEREGRDE T AL
i L EBERAFS . IHNARFIGEAREZELIAD AL
Bl., RIE—EZHFTE, REEAWHARZFANTRACK BT, i

10
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AL L, PR FAR LA, RE— LR FTE, BAHEHO AL
FOTILGERD FRERELFS, -2 XA&FTETY, “PAEF
57 T QIEH 55 fo / Rk S B ABIKAF 5],

XERINGAE “CHER ERAKEEY 10 Amikeitad

s OBMASRABX, AL FAEFTET, BATARBEL FERXME
PR TR LA EAYEFRGBEMHE . B ECEL Ao
7 K. & DNA.

RERINAKE “FRITR” QERRAELEY, PURRAEY
fo / AR RA AN B FRALEE R B TR, ERY

0 ARG 200 MNEAREHEREGEBTR TR, A2 E%F
£, FHFBRKAR 10-60 Ak, A—2LHFTEF, FHF
B g2 12, 13, 14, 15, 16, 17, 18, 19 & 20-40 sk, F#&
FEHTALLM S NG, Hl A THELRRTIK. ARG EHR
FERTARRE AR X EH TR,

IS RiE “RRALEHBER” QELAEERFRABEE T,
RiE BB E8R” QYA REHERAE L FOEFH. K
B CERTBRE O RBERE, —ANRSERE, ANSERE,
— W5 4X BE BR B, phosphoroanilothioate, phosphoroaniladate, &
ABEB A F X MG EA M. AN, 44 LaPlanche %, Nucl. Acids

o0 Res.14: 9081 (1986); Stec %, J. Am. Chem. Soc.106: 6077 (1984 );
Stein %, Nucl.Acids Res. 16: 3209( 1988 ); Zon %, Anti-Cancer Drug
Design 6: 539 (1991); Zon %, Oligonucleotides and Analogues:
A Practical Approach, pp87-108( F. Eckstein, Ed. ,0xford University
Press, Oxford England (1991)); Stec ¥, £ BE +#] No.5151510;

»5  Uhlmann and Peyman Chemical Reviews 90: 543 (1990), iX bk
WATE AR AT AR HAE, FHFETAGERRFT.

Wit M FTEE L EMAX S KGR — AR, THFGF
RO/ RRF F @k PR o) AR sk

11
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Computational Molecular Biology, Lesk, A.M. % % Oxford
University Press, New York (1988); Biocomputing: Informatics # Genome
Projects, Smith, D.W. % ¥, Academic Press, New York (1893); Computer
Analysis of Sequence Data, Part 1, Griffin, AM., # Griffin, H.G., %% . Humana
Press, New Jersey (1994); Sequence Analysis in Molecular Biology, von Heinje,
G., Academic Press (1987); Sequence Analysis Primer, Gribskov, M. #
Devereux, J., %%, M. Stockton Press, New York (1891); # Carillo %, SIAM

J. Applied Math., 48:1073 (1988).

T ME R~ E Sk, TR FRZ R X CERME.
EANEERHTEMER FHETHNZRA M FE, REBHNF
s B Z A 4 R — AR A B A ik @R RRT 606 £,
€,3% GAP (Devereux 3, Nucl.Acids Res.12: 387 (1984); Genetics
Computer Group, University of Wisconsin, Madison, WI, BLASTP,
BLASTN, #= FASTA( Altschul %, J.Mol.Biol., 215: 403 - 410( 1990)).
BLASTX #25 A AL A I KR4Z LB K+ (NCBL) FoiekBRRF
10 ( BLAST Manual, Altschul %, NCB/NLM/NIH Bethesda, MD20894;
Altschul %, EX (1990)). ~4e¢y Smith Waterman HF A& TrPAA
KR R —
— A FrAANRRBRA I GRS R ETRFHANFHRA
MU RKRER, FREANMEKAFFIIHEASFAXMN, KGR
o R THREAEAFEEGHFFIRA ., B, A—SXEFIRY, &
Beyrst ik (CAP 254 ) 2 FBHMEZRGE ) S0 M ELERAAR
& b xt.
)4, 1% B+ ALK % CAP(Genetics Computer Group, University
of Wisconsin, Madison, WI), *ERMZFFIF—HEEGHANS
W KREAFEMASARLAMRBEARRGK (“REREE”, REFER
7). a—RRAFEY, TEFATL GHEH X FHFAK; “F
Mt A REAER GERERE G A KRG FHME; ALK R
BB K EES S T EAARERK T A ERK) S EaESF

12
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T (ABFRAELEARTLE 1/1045), vAREIEM F) 4= PAM250
X BLOSUM 62 L H ks M. A—s b bEd, FdpAizt
LA 4E M (A % PAM250 thii 464, AN Dayhoff %, Atlas of Protein
Sequence and Structure, 5 (3) (1978); # % BLOSUM 62 uiX 4E /%,
s A R Henikoff %, Proc.Natl.Acad.SciUSA, 89: 10915 - 10919
(1992)),
AE—2REZEY, FRANEGSIKOERT:
F k. Needleman ¥, J.Mol.Biol., 48; 443 -453 (1970);
WAk 46 1% . Henikof f %44 BLOSUM 62, Lk (1992);
10 FALH 4 12
FAAKEN 4 4
AR B4 0
CAP #F XA LEAOAERAAY. A—2FHFETY, s T
J AP Bkt 3 MBI RASHK (HFRBELEATN).
s REXZEAY, —THFTRLAABRPENOEE TN £
F. AN Immunology-A Synthesis (% =&, B.S.Golub #= D.R.Gren,
% #, SinauerAssociates, Sunderland, Mass (1991)), AXE AT
TR QI EAE, —+HETRLEEAR, FRXRRALRGI P o, 0-=
RARAAR, A RAR, LK, PEAREF LY ARERIK
00 FHAR (Blde D-REAB) L TARERLAS KHSEMHRD. TAF
e BRABM T O -LRAMAK, v-RESFMK, N, N, N
ZHAMEAR, N-LHBRAMAK, O-SBRLAM, -4 AK,
N-FBATARER, I-FTRARR, SZAHMAR, o-N-FHHMH AR,
Fo LA K MAERF B RER (Hle 4-ZEMAR ). RIBIFERE
o AR, AXEZRANHIKRESY, AEFTMRAREARXKTE, HF
7R RABRERGTE.
£, BRIEFIPEKRLA, PHEIBFRAFFINETFRRL S
S, REBBHEBRFINGET FTEOAE SF@. FHAEG RNA TS S
Z Yimey e MkAEdE Ry @, BA A= RNA —# 695 5] 5F LR RNA 4%
o FAhe) 'R S'3hey DNA 44 E# A5 KAR4E CEHFF)7;, AA Fo RNA
— MW ELERNARFZ W P E VR DNAER LW A7 RARECT
.

13
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RFRABBRRTUCHEFEARFLENRAEARAZAL, L —&KdEd
FRESRBARTZELA D REARBA. K& @IEKE Y Fo
BB A6 e B8 B K.

ARIE LR MEMETRAERRAEGEREXIHILE:

1) BAM: EEZEB, Met, Ala, Val, Leu, Ile;

2) FEKM: Cys, Ser, Thr, Asn, Gln;

3) BM: Asp, Glu;

4)  m&P: His, Lys, Arg:

5) ¥meEE ek Gly, Pro; #e

1 6) &4 Trp, Tyr, Phe.

Blde, FRFHRRKTACLIEAZLEPH —AMAERARKS —
KRN . TAFZHGBRNKGERLFALFARKR R GAITIKY
R, REHEZSTFHERRR +.

ARF— B FTAETE, BTIHFORA, EFRIERY FARIBK.

SO AKAMAGFEN AR E-NREBRELFRBRK. EMA:
Fe R (+4.5); BAMK (+4.2); RRER (+3.8); XA RAB (+2.8);
FRAR/ AR (+2.5); FHRAR (+1.9); AR (+1.8); H&
B (-0.4); ARABR (-0.7); LKA (-0.8); &&RAB (-0.9), BRA
B (-1.3); MRAB (-1.6); AAB (-3.2); 28ABE (-3.5);, &4

0 Bl (-3.5); RARE (-3.5); RABE (-3.5); MAM (-3.9);
Fekr BB (-4.5).

FARFERBHEAENEORRTRHIGAEDZSEFTHERH
A ARAR A Nk th. Kyte %, I.Mol.Biol.157: 105-131 (1982),
Chr— ERARABRTUARKEAAAMFERKEBHRS KA L RIKEG AR

3 ML R FERGEAERRAR. AERKEEARBUTRET, £
RHAFTEF, OHAFRBEAL IAHRABRHGRK, £— % Tk
FET, QHELFKBEAL LAYFL, A—LEXATEY, €%
HFERIGI A0 S TR AR L,

RAUR L 4o i, VA FERKMA AT AR K474 BB K

o R, FHANRAZIHEFABENARETORIKEDTERE LT R
PARAAGELT, RYHFHFATFT. E—LEHRFTEF, TARHK
KEHPHERME, BRIBLAAALRERG FAEA X B, S AR

14
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Bt X, BEEQRGERFHIMEX.

X ERARBEARIAFAET THYFARMAE: HAR (+3.0); HEA
B (+3.0); RARBR (+3.0%1);, &ZRAR (+3.0=1); L ®B (+0.3);
KABR (+0.2); 588K (+0.2); HEABRK (0);, HEBE (-0.4);
2B (-0.5+1); ARABR (-0.5); LR (-0.5); ¥HAEK (-1.0);
TAEAMR (-1.3), BAMR (-1.5); AR (-1.8); FFERMRK (-1.8);
BAM (-2.3); XRAK (-2.5); MERE (-3.4), diamEK
EARBBITERE, E—LEZHAFTETY, QL FRBIHAL IAH
FAABRATK, E—LEEAFEY, QL FABRAEL IHGAE,
Bk ZhFRT, QRLFRBEAELS ZRGMRE, AMNBREF
KMITARN—RBEBRA TSR AL, TEREAE “RaaHm
F1 P #)7 6 BB A .

A1 RERBRAMEA

RsAk #4144 A itk 64 BRAK
Ala Val, Leu, lle Val
Arg Lys, Gin, Asn Lys
Asn Gin Gin
Asp Glu Glu
Cys Ser, Ala Ser
GIn Asn Asn
Glu Asp Asp
Gly Pro, Ala Ala
His Asn, Gln, Lys, Arg Arg
ile Leu, Val, Met, Ala, Leu

Phe, JE 3 &8

15
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20

Leu | EERR e, lle
Val, Met, Ala, Phe
Lys Arg, 14 — &% - Arg
T , Gln, Asn
Met Leu, Phe, lle Leu
Phe Leuy, Val, lle, Ala, Leu
Tyr
Pro Ala Gly
Ser Thr, Ala, Cys Thr
Thr Ser Ser
Trp Tyr, Phe Tyr
Tyr Trp, Phe, Thr, Ser Phe
Val lie, Met, Leu, Phe, Leu
Ala, iE T RK

AAMBBEARARERAA B REAZ X DRI S KRGS EHT
R, A—RTHRFTEY, FAARBEAARTALZETFATFRAN
HHENRAFTENX AT ALE R RHIRERG ST HEENIL,
E—RTZHRFTEF, AMTREZAME RZARTH S TFHELP
Hn, E—YFEAEAFTEF, PR TEHTFUIFFLAETEZHREL
TURTHRFREBBRRALETKA Y ZERRE TSI AN E K
M.

Hh, ARBEARAARRELLEMAEAE, ST FEHRE
MEZGMME AP HEL, FEIH -, ANMERPZOR
PRABALGETEZNE, METHAMNEOARFATEREREAHATRY
AABRERX., RABRBAARAA TEXHARANGEEZHRRBRAKRT A
wHENFAANAEBRBRKER .

AGFERBAAR LRI HARM S BT e MAR X ) = S sE My fn
AXBEFF . REZIHFHEELE, RABRBEAARTUARRMAKRZ B4
M REBRFFt, A—BEAFETY, RRAREKAARATULES
SR EFORAO EOREREARX R EAER T, B AHXHFGK
RELRWN>FHEZHMEERN T HR. oL, RARBERART
AR ELESANAMP2HAEABRBEEIALCSE —RABRBRRKMEAHREL
K. KRG T A B J RAR B AE K AT 2> 4o 44 7% M ) sk o iX 86 AR AT
Bk, G EARLTURARKEX TESEHATARGRE L. Hl,
Jo RA AL AT REBRBEAGTAFHHBINH T2 BIKE, X

16
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AREGENENR, NTAREZIFGTMN. REL, ARIHGFT
MEERFHREEARR, KARBARARE S AZNE N L8 %
—FHRARMER, REREBNAFRERAERE —4d.
A F_BEhRANE2ERT XERAFLEERSL. &AL Moult
J. , Curr. Op. in Biotech., 7 (4): 422- 427 (1996), Chou %,
Biochemistry, 13 (2): 222-245 (1974); Chou %, Biochemistry,
113 (2): 211-222 (1974 ); Chou %, Adv. Bnzymol. Relat. Areas Mol.
Biol., 47: 45-148(1978 ); Chou %, Ann. Rev. Biochem., 47 : 251-276
#= Chou %, Biophys. J. , 26: 367-384 (1979), sksh, B &) 9 KF
o AN FHB TR —BEH. TR B —F 5 AR RHEA
MAKE., Hlde, FHRA—KAXTF 30%, XMMEXTF 40%49HEFH 3
BRAFAQRZTREAMMLEMIEIF. BaREMBIEE (PDB) &
R KB —BEMBERGTRAE, e RITaREMT
STaee94r B4 B . AN Holm %, Nucl. Acid. Res. , 27 (1): 244-247
(1999), H A3 (Brenner ¥, Curr. Op. Struct.Biol., 7 (3):
369-376 (1997)), AR X SKIXETOAF T AEABRLD &, 5
H—E2#Hz EREA KR, EHRRNEESERTH/EHA,
TR = BEMEG 7 M7k a3E" ¥ &% "(Jones,D. ,Curr. Opin.
Struct. Biol., 7 (3): 377-87 (1997); Sippl %, Structure, 4 (1):
200 15-19(1996)), "B M 447" (Bowie F, Science, 253: 164170(1991);
Gribskov %, Meth. Enzym. , 183; 146-159(1990); Gribskov %, Proc.
Nat Acad. Sci., 84 (13): 4355-4358 (1987)), F="#tibeyst" (F
W, Holm, ks (1999), #= Brenner, _EsC (1997)).
A—2TAaFTEP, RATARCESEALS KOREARSF AL
BRALZENKE S/ RERCERTGRAETIKR, A8 EEFT R
b, TORERCHEURRREAREL X2 VA& N-EH8 R4
B —A N-3EHE R A EAFAEA T /45 Asn—X-Ser & Asn—X-Thr,
AP AH X HREABREATURZR T HARGETREBREL. &
A XA 5 o BB SR BORAE A AR R N 4B 4k 64 T AL o9 47
o Ank. RAE, FREIAFINABRKERALSEIRALENG N-E2EBA |
ARET - ZBEGTH, AF RS N-ERBRMEE (—
HRERABAGIE) HERFALFE-ARZAIG N-EBLX,

(S}
I

17



02816680. 9 oW B FEua/61m

FI MR RARTROEF BB TR, S5RARREBAFII4L,
Hp - AXREANAFHRABRELARFARFRRART —ANAREAR (4
o, BRB). ERKRLPEHRFRREDERMY, HloisrE R
BHORKZE, NFREBREATUALAAY. FRARTA K

sOWAREAFEARE ST HEMBER, FHL—REARBEAEEA
o xd 4 ¥ BEEUBR & £ e 48 A A R L,

REF—EEETE, RABRRNAEARLE, H: (1) BEFZEEK
ey M, (2) B ARG HAN, (3) AEXEBREARE
SR ELSFRKR, (4) REELSFFHK, /& (4) FXIHHS

0 BRETREAE AL BT RARMR. RE—EEZRFTE, RRE
EOFIT (A—2REFTEF, EBXSTHAZERGEREZ
S Z KAL) TURBAT—ARSIANANRAEABRRK (E—EXATET,
hTFREBRR), AL ZAFTEY, —MFRALBRRK K
AARKEBERAFFIGEARIE (e, EBRARXBREEZRAHMS T

5 BIABREI T HEAEGER, AERRAGERGERAEFTEREFIG=
BEEH] ), FARR NSt 3 R B Z REEM P FREL Proteins,
Structures and Molecular Principles (Creighton, % % , W. H.
Freeman and Company, 2% (1984 )); Introduction to Protein
Structure (C. Branden #2 J. Tooze, %3, Garland Publishing, New

20 York, N. Y. (1991)); #= Thornton ¥, Nature 354: 105 (1991),
KL RAXZINHAE.

XERAMHMARE"SHKRAKR"BEARA-Ruf/IREA-Rau sk
KM BAR, E—SEAFRF, HEREY 5 £ 467 NHRERK., Tk
B#, f-LxksEF, HEEY 5, 6, 8, 10, 14, 20, 50, 70,

5100, 150, 200, 250, 300, 350, 400, X 450 MAXBRK,

FE 4 35 T b o Bk K il 38 F AR AR LA A AR BR R AR R 64 AF AR
iy, X dE RS £ R ARVE"BRAE B " . Fauchere, J. Adv. Drug
Res. 15: 29 (1986); Veber #= Freidinger TINS p. 392 (1985);
#2 Bvans 4 J. Med. Chem. 30: 1229 (1987), XU KA T HFAT

oo Be RIS E . BFME IS TREFRLIHGLLD.
536 57 A P 64 RR 4 M AR A0 64 BKAE BU 4 <T A AR R R A AB AR S 5T R
R, —REALT, hREMBLA LRSS K (B, RALEY

18
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EHERRBFHEE ), FlmAfAKRARIR, 222488 KGR A 4o
k@it A TANREERERYG —ARE MK —CILNI-, -
CH,S-, -CH,-CH,~, —CH=CH- (MIX Ao & & ), -COCH,~, —~CH (OH) CH,-,
F-CH,S0-. FAHAME LB D-REBRYEAFIIH—AHEMRE
5OBUARZRERAKER (Fld, -HARESR L-HAR) A2 FHkF
KPP T AR RS ERZYGK, F9, CEXFAFANREAXEHNRA
A A5 ARG B AT L 38 it RARIR 4089 F 41 & (Rizo
#2 Gierasch , Ann. Rev. Biochem. 61: 387 (1992), AXEAHT
EAT B 51 5% ), Hlde, BTRMEHREKRIKLEG T A 4K
"RARTR AR TR, RETERKEERHFAHRLELY
RUohE&, E—2E&FRT, BT F4H DN EA4IEL LMK,
E—d gk rEy, BT ERANBRIMLEFLRFINEG LSRR,
45 B & 6,32 K. F Fab, Fab’, F (ab’) 2, Fv, fof4kdiik,

15 RE"FH/"OELARTAT OPCL R FAHNEBTERAFF
MAETS K, KB R QLA BT T OPCL sg4F Mo 2B
FRAFFIGETER. 2KEFH/HOETEREMR, V,, =4z
R&#K, Cl, C2, # C3. V, &£MREZKOGRAKRE, C3 &4
RABRE KRR, XEHAWRB"ER"OELKEREALIK. &K

N BEGHETEIREMKR, V, PEZREMKR, C. T/ —HF, £
B TEREMRAESRGRRRE, RE"BH", X EHEAH,
OiELKBHRELAK. Fab TR —FK B4 Cl —FEH/GT
TRMAR. Fab 5T EBRRREE S — N TS TH A —#4E. Fab’
AEOA—fRuA—5TH, LA Cl A (2 SHRINGLES

5 e XK, SHAEBEETRZA YRR —RE, HA F (ad) 2
4F. RO ERAREBWYTEIR, REAAELZR. 244K
E Fv 4 F, A+ T8 ARETERBSERBREE, HREH
SRk, EHRIAB-44K., W0 88/01649 fo £ B + F] Nos. 4,946,778
25,260,203 #4830 AL Uik,

20 E— %2 TR FTEY, —HREAABRE"SHFHR"RN"ZHE"R
w, —REMRAGANESE AR,

Lit T HAEEERTARLELSHITERY IRV ES KXY 20%, 40%,

19
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60%, 80%, 85%, XEEZ (REEIFFLESSMREH) W, Ak
AR LI HBARE ARG FEH .

KiB"Z 1" OIEM S £ ERT QR T-m0 TR M 4E 5 04547
PRREARK, E—RZHRFTEF, FLURREOHERAEBIFY S
FoitgE Ak @AR, BAK, A, AEBA, FH, £
FRFTEY, TURLRKHFOZREMBIE, Ffo/ ST LTHIE,
FARRAKRELSWGRENE., E—BERAFTRT, HECRERNES
FiAe / X5 FHERBEMTHERALE, Sl AkSFHLE SR
B . BRI FEY, SEBTRIM W, -ETRFTETP,

o Y BBEFH<I000M B, L—kTHFTEY, BERTHKI00M &, 3%
IR FHLELSRER .

TR HARE KA IS, e REY, LMWK S
T, ML DB SRR,

X B4 A&, KiE “ARiB” R “4Riedg” BB\ TERIIFC

s 4, BleEdHEAKMSIFLYRARIER BTN REMEEZY
(Bl oA A F F R EEA MG SA KW R B EREGEE
RAEMERES) ARNGEDERSS K. A2 EHRFEF, Fik
Windh T ARG TN, 470 KRBT G WEF F ik AR
Fo b BT AER . B RRGITF NS T EEREATBRT TAH: AHMR

n o AR E RS AR E (#lde 31, 14C, 15N, 35S, 90Y, 99Tc, 111In, 1251,
1311), & XArind (#l4e FITC, #700, MEBLR ), Biéric (4
R R LRI, B- FIABFH, AL, HESAMRE) (LF
ERHM, £hEE, FAATYE RS TFHEANG 3 KEL (Hld

FAMBEHAFF, RGOS E, ERESEME, KRR
5 E-EREFET, ACEALEN KRBT RN T RN E
] 45 L,

RPN RE “EPHE" QHELTRTFHETEGRHED R
AMAEHOHR. IRGEDCELTRTA, R, & XA,
%, Fofieshdh. KHGHR CEERRThE, o, i, @k,

W R, BE, B, FH, Ko RK.

RiE “BFRA VAR QEEAFTBRTEFREL, TAHY, R

THKK, EFHEEBSE, TAX, ERNERXT X fd TEHZFH

20
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MEMRK., RTRXEFEMRZII, C—RRERSZHT @OEHRF
HESFHFARRK, $llBRE, FREFAZABRTRE. AELECEH
X T4 FEEF Y OPCL SFRANEF, FHELFHEMOGHET
0 fo 40 B fu i M
KERAHRE “BHRRBD” BHE LT EFARNK ST
FHE T HRANSHRAELD.
XEEAHKE “BIAN” REAESTHERRD RN ED.
Flde, ERGEERATH FTELRGELERDEAAAL, AR TR AL
AFH—LEMRRAREAHARSASG K, E— 2 EXAFTET, AFH
o RFHH, BRSTHEY —FABERDREME., —B6 TS THE
Mttt TR TLEEF M, BEFH, PETHE. —246F
HIrH R eEARTRTFEAR, K, AR, BRIK, BRSO HRIA
MF, BRARFRS AL T Bl4m W001/83525,
Yo X EAE A, “RALL” BIKDARESRELHLEOHE (5]
5 A BRARAR, CAALYPRAEMERSIHYREFT ). £—
wEATEY, ARIAKHELALFIARPR L L&A LNHLH
X5 FHHEEY XY 50% (BR) Had¥. A—5ETHhRFEF,
AR LA BEMERBEMTAEGANRKLS THRHKEY 80
%, 85%, 90%, 95%, K 99% A E, A—LELEFRF, TAEBYR
0o ML ERA K EHR (GERLFERARF EREER B AT @ ER
WK ), AP SHELRAETE K FHRAKR.
RiEEFCLEAFDH 2 RE.
EAEiEE, RIEFIIREHLY, EROBIH. EAVIFF,
“X> HERAREFARLAEIR “Fo /X7, I, KiF <0
3 AR R X, #lde “includes” #F “included” REZEEGMMY, iL
A, RIEZARA, KE “LE” RN “ARH” ez NELNGLT
FAREN VAR GIE—F A LE R AKX A E I,
A mpel AP F AR £B4A (OPCL), fmAie B -F ¢ At 7& K
BT (TNF) EHAR. REVATHREREREFTRAMH S ER
o HE, ARBEEFTRKR, REHFKRE, BT8R, FEAMER
£ ¥ K. Bk, OPCL 7% M BAKTT vA 5 B8 F 40 A0 75 b 0 4K FF BL+T 14
AR RS ARG EER. REBERLXAEG—E LT E, 4057 0PCL

21
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B RAARTARA RS FERAH Y £, QRERRT LHRI QAR
2

EXRLRAG— LR FTEY, RB|TRATHRY LK (OPCL)
HAKASFRRA, A—REhFTEY, RETOREHZHL

SORKRES, RARMETFTTERHFANEARAE FI AL %A%
Fol. E—RxAFTEF, RETHAEFEAAZR (CDR), #52
M CDR1 £ CDR3 #§55). BRIF—ETHF R, CRETRAEIHG L
BREOS TFThRELEREGELEDRE. E—BEAFTEF, B
7 FuA OPGL #4640 89 A 5 44k,

o HEAIMERER (YAC) ¥ B BHERBEXDNGARR
BABFEMNEANDRFZGRA AR T RKRAERER KB EH
HERA ARG &R AOARRBRRBET K47, s, ZAA
CMGAFNHEK D AEAER EIHGERRARARTHRAALE >4
HEXAFEN, EMEAMEALNKEZ, ARENAEAEARFTFER

15 PHAERBBHENA.

BH-—THRBEZHEELDRRREEZGEY “ARKL”. ¥
ASEHREZE (Ig) AREFANR, ATYAR Ig ABCEE, #
RAARF R A A E AR ENE B- LT T A GMER R R4
THA., ob, IHBRBAMNELLSYALLEIAR (Mabs ) R4

W O TRE., A2k FEF, FHTAHOARKRF P ABF SR
AN Mabs REEMAFAEEMR SR, B, A—2REFE
b, REAEAHRERGR ) e, A2 EZRFTEY, ARKEFH
AEAARABI B RER, K&, AFXREPBEGET ¥ TURA
TAWARK, QIR 558 K.

23 AgEB R E A2 24 (AR TAERKE, BAA Ig XEAA
KRB NI, AAIHG P RERANARKREAETRSEAR
R, KthA Ig RETARGAGTERARSHH, URRKTEF
ARWHELAY., BN RAERSIHERFRBABRSEITAZTORY
f B R s RAH], X SART E A G ATAR TR AR

0 DT AFR R A BORR, QRARBROEER DK, AR
ZXBRAK, TAHEFEFEAPL2HHEABGRREFHRA
Mabs.

22
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TR FTEF, AMTUEAEHGAZIN BT ER KA
BATER,

RERAEHREREH

8 ARALEORAEHE L —BROBWEAK, NI HGOEK
— R HAAE G S TR, BB 54K ‘BB (&
—EXAFTEY, K4 25kDa) Fo—Fbk “FTH (A—RFTHAFTE
F, K# 50-70kDa). HHEHEGRERZFI—KEIEKXL 100 £ 110
AEERABYTER, A—BRATRARN. HFEEHER K%

0 SRR AARREDARABRIR, ARE—BIES wfe L8B4,
THR-BESEH N 5, 7, o, Re, RARFELAZLA IgM, IgD,
IgG, IgA, #= IgB. IgC A UL X, @342 KRBT Ig61, Ig62, IgG3,
Ao 1gG4, IgM A UANZ K, @R TMRT IgMl A IgM2, £k, IgA
FAARE, SEERET IgAl f= IgA2, —RHEALT, 2k24

5 FeEdY, TERAmERRAT LAY 12 ARESNARLABY <T” K
4, FHRLAERY 10 AR LEARKY “D” R, &0, #ld,
Fundamental Immunology % -t ¥ (Paul, W. &3, # —J&, Raven Press,
NY. (1989)) (AFAMBMEXINNAE) AR/ THTHT
TR —&FRILREE 1L 4,

20 TER—ERAARMF QAN EFHAMRR (FR) ¢9—KR&EH, @
B=EARBTER, LAREEZAPEZ K X CDR 548, B dA4549 CDRs
—RBIHMRREHT], ATRAEFRAEEELES. A N-K#HE C-X
S, RS ERT LR —REEL MR FRI, CDR1, FR2, CDR2, FR3,
CDR3, #= FR4, BRI BR A B4 #) 3R 69 HE 5| — AR % Kabat Sequences of

25 Proeins of Immunological Interest ¥ & X (Nation Institutes of
Health, Bethesda, Md. ( 1987 # 1991 )), & Chothia & Lesk
J.Mol.Biol.196: 901 =917 (1987); Chothia %, Nature342: 878 -
883 (1989).

20 W AF F- B A ) FLFAR

RAFF BRI —REEGANTAGEHR / BB
AARB AL EHAT AR, BLEFF H T4 & F B

23
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R, CLHEERRTRIBHKESR Fab FEG#EE, AL, #l4,
Songsivilai &Lachmann Clin. Exp. Immunol.79: 315-321 (1990),
Kostelny %, J.Immunol.148: 1547 - 1553 (1992).

AR &

ARIE— R FT R, KREPLIEFFHES OPCL ¢h—sk ik,
f—ERATEF, @idA4LK OPCL, OPGL ¥TEH X, ALK
BB, TaslEhik, A—2EAFTEP, KLARHRETULES
ABEREAEY, o/ A TUREARK, E—RELHFIEF, KK

0 AR E S B AT AARARNERRA D EERFNEN (K
J, #ide, PCT AFF %+ No.¥W093/12227),

E—EZHEFTET, o0PCL-1 WBEPRTRTERYEZAILEZR
(CDRs) TAEBET R AMBARD —FHHFAHMER (FRs )., f£—
FATET, a0PCL-1 #B24fTHTERM CDRs TAKE T LA

5 A FRs, AT FARAA FRs, A—BTHFEY, RHILFATH
KRBT I 6 FRs #bst, AEAZRFRAMAS . A—2F
TR, a0PCL -1 THRBHM FRs HA A XA EL KB4 FRs
BEH. A—EEKAEFTEY, oOPCL-1 B4foFae) FRs FELRLB
AWEM, s FR REARMK TSR, FTRLAEAKIEAFTAE FRs &

0w O HEAREMNHEELHRFFERAR, A—2k5%Ed, £ «0PCL
1 BN TERTAER a0PCL-1 HERXZE TR WEZRER.
- L FTRY, BEYTER R L4 Fv ke —354. CDR 3
WA TH it B EH No. 6180370, 5693762, 5693761, 5585089 #«
5530101, # T4E4T B 9514 54,

25 RE—ERAEFTR, BAEALER DA HNERLAQ K, BT
BPRBEFH/BANTEARKLBAYKAESY, 2 EFARLR
KRG Tk, BHAPRETEALEREO S T K, 2
ARARBRKEQHS TRRARGTEASER. ARERELERZHHK
EXEHALFAFEERH, il TIRFATF. £ L £k

o FEE, AT AR 4] 4e PCT A F ¥ 35 No. W098/24893 b \FF 44 #F
2, FE A LKA YEATE G ELE . &AL Mendez ¥, Nature
Genetics15: 146-156 (1997), & & | LKA L HIE4T B 6471 e A%

24
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WRIFE—EEZHRFTE, WTHEAN OPCL HFRYTLHALLYE
ik, ABAXBARREAREOCAASEREOABMERABR A, &
FhkARRAAAG DR HRC R (4 B-miL), IHBIKY ML
ERMA MR EBRSNELBEALIB@OOE, FHATIHFGLEL
M E BT RAEE, REZTEMNELBARBKF RO IRK
MERRXEMRZ, A—BFTAEFEY, 4T F4AEx OPCL HHRHR
KRBt R 4 &

A—2,gaFEP, LBMIE AMG6. 1, AMG6. 4, AMG6. 5, AMGT. 1
Ao AMGT7.2 A KKK, E— S EXRTEY, HXBBIEEZ

i AMG6. 1, AMG6.4 Fu AMG6.5 F A KK AWK, E—R L F5 R,
AKX PAHY R4 OPCL, HMwdk (Kd) K44 0.23 A= 0.29n0M. A&
REPH—s k7 EY, WAL Kd AT 0.23nM 69 OPCL 24,

A—BIAFTEY, KAPHIRKE 1g62 AHE. ALALHAY

—RXHETEF, AR AEAcBEFA (862 4, %5k F
s RKY, ABRAKXPGREARATEHLID BT AL, -2 %kT
R, ARG TERY [gh2 AR B2 Rt egEx K4,

AT FTEY, o a0PCL -1 ¥ EXFBEGRTHBEMN (5F
Hat %5 BRBATAEGEN ) 252 B AHF a0PCL -1 &AL
P8 Zh fe Aot FAFAEH) OPGL &9Fiik. #aA, BB EHfRER

W ABAEH T HRAKTUATAR a0PCL - 1 & fsfo/ S FHIE6H B 14
M, AN RBFTEOAERGOERARELRRE: (a) RAKEARKRTH
SFEROEH, blde, AR EXERZME, (b)) BEEGHTY
AT BRAH, S (o) MekAR.

Blde, “BRTHARBRK” TRAOHFRARAABRALAS AR

3 RAEBRRA G BUR, RIF AR AL & o) R MUK R ey M S AT L
T REEHh. s, P BP HAAT R AR A AT oAk R R B IRAX,
X —EAWMAT “RARBHBFE” LML,

AATIRIK A AR ALK B A 0 BOR B 844 2 30 28 o) B A BREUK A
A(XRERRFHGRFERTHY ). A—EEHXFTET, REABR

o AR A kB R a0PCL -1 HEZ KL, RER GBI X
2 3K 4 OPCL #) F Fa ki,

A—dFZhaFTEY, KEXAGREAGELEIBRRAZZISNGBR

25
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AP RX., E—RZXHARTEY, BARITREAYGE T A R
SiENTHIlI Y E I mie. RIE-REATE, AEETAPHE
SBERFABTEIBMRY FERBITHRHL, 0, tlohbiFE (K
REBR) TORIBTRAAARE (RBKR) B mimpidd
B RARR NIRRT &, HleE B FH No. 4399216, 4912040,
4740461 Fv 4959455 A G HLA ML (X b+ P LSRR T 44T
Hehs|EA% ), A—LEZATEY, RANHLTETARERSE
e mERZ. FAREBFTRINBL G @I T 6 7 5k AFAR
Bongaty, GRERABRTHREEANFOEE, BRERE, 1, 5-=

o FER-L SRR FRARTRADANFHEE, RER®S, &
T, 3HERABAARATHREAAER, F H3E DNA BIZH B
F .

THRFHEAR TRAG B LA RS mie 2 2 KA R &0
#, SHEAARBRTALERYZFZHERBAET S (ATCC) TRFGMKS

5 AR¥EmEE, CHERRTFELAFE (CHO) ML, Hela &
e, AR YE (BHK) @fe, #%Y@mie (C0S), AF@mRE @K (4
4= Hep G2) ik L@ R, A— R FHAFEFY, ELRIZHR—F
MP AR SEREAKFFLFEEBLAARRA OPCL £ A MR 6 FAKT X
wFEmMEE.

20 REFE—RETRFE, RLAPRYRETATANEDFR T H
OPGL, A— AT EY, IR/ TAERLFEZG RO BRIAK,
-k I FEF, 5 OPCL ot a5 A e onbaHnEh
AL BT T aesthtERKT EAETMAE., A%
THFET,  OPGL AR vAFLBT OPGL 454 ODAR, XA FHAZF

5 HFABET L e NF-kB NS A ZREERAG &K, EAHIEER
KK AR E T W F NF-kB A 69 45 ZHEAE A 8 947 £ R4
FEARAR 42T,

-l gk GTRY, RETEAFTANT X, QCHEERNETAK
T OPOL k., A—£EhRFET, RBETEAFTRYG T &K, &

0 AR EFAHKFHIR OPCL Rk F s —Fie R, E—BXHFNE
HFEY, UERHKEARRAITEFZIIGEAN. E—REZHAFTEF,
ik T mAREAeT $EMENER, OCEERRTEAH S 7R
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B, E—EEasET, HAR OPCL k&4 77 # 4 B BRI
B, B, A—2LaF5KP, ATHMEFHERKTFTEFTKFE, TR
HAETABRBBLEESTES T ARKRE, REWHFER
KR ERTEFARE, E—RFZATEY, TAMNAARZRFLE
s RAA OPG T5 OPGL #9454, HHAZTCMITH 0PCL WA TE
oA B Ae ) B BB G A
ARE— %¢ﬁﬁ§7u,ﬁﬁ&%@ﬁLT&me
TRERE, QEREFRTFREAETRARE, ASXTRER
JE (QIAERBRT TR AL, FREBIIE ﬁ,ﬁﬁ‘éﬁ,

o AefRERAE X E ), FRERAEHEEAARBN (BHEERTRE
A, mﬂt«ﬁ.&ﬁkﬁ, TARTLGEASIE, BM-RMESIE), Fod TR E
B R BAN S

BAFAFa Yy FFREFKFH (FHHEE L),
BFER, PR TMEAHFTALENRE;

5 S5 E, OLEEARBRT RANE (AEERBRTLE, MihE)
FofmBREHRET (QEERRTEAHTHE, KAeBafm) 5
Bty e5 i, HEAMRSHERE, b FRRESGRTESE I EKXH
A8 X WY & 45 fu JE

TRV, CERIRTFFRAZIEHTRAY, RAYSERGHS

n FHEREHY, BlBARXBARBAGETRA Y, FEREFAFR

AR KX G E R

FIRE, @R T, GEARRTHEAERBRGA XTI
T, HXMRAEEGETRL, S5&K@ETLEXGFTRL, 524K
ML HBRER (M FTHL, BEARNBRAPRALYTRR, 5FA

3 RAENTRL, HETHEBAXGTRL, SHERAFXNF

Hst; A
HEXAREBEHRXF RALGRERESF X TR,
A—RTRFTEY, TUEBRIAEZEEV—FATFEATHN
B E TR —AE A OPCL 3k, £—2EHhFEFY, HEFAH

0 KEHH ARG A4 AR 4R OPCL 4k, T e 540 OPCL 3tk —
ARG E TR G R TFIZ A BMP-1 £ BMP-12 &7 #
AEARF, 4% KBAF-B (TCF-P) Ao TCF-B KA BRI, aNE-
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1 (IL- 1)#?%3?'1, QiF R T IL-1ra AE47 42 HF Kineret™; TNFa
WHEA, CIEARRTFTEM TNFa &4k, Bnobrel™, J-TNFa #u4K,
Remicade ™, #= D2B7 idk; FRFREAL KM, FRFMEMAX
FaRALEMY; ERFMIRE;, RBRE (S0 HF R E0);
SR RT B RIS, EEHRRLES (NSAIDs), @faR
& F COX-2 3 4I#), #ldo Celebrex™ e Vioxx™; LB #WHH, Hlde @
RS FKBRYE, LARETQBITH R, QHELIRTISHE A
&G B R) (SLPL); IL-6 #W4iA] (IR T IL-6 k),
IL-8 ¥ 41 %) (@ RkFin IL-8 k), IL-18 4 H (&H{zX
o MRF IL-18 4% A fedi 1L-18 ik ), %1 $48 (ICE) AY
Al RE%met kB F FGF-1 £ FGF-10 A= FGF 8% A; PAF £ A;
ARK AL ¥ BT (KGF), KGF-48£4-F, # KGF A H; XK
2 RBEGE (MMP) A% H,; —&ARSHH (NOS) ATH, afer
RF, 5% NOS 4 YA, BEARREZKRADAN,;, S2RBRTIKHE
s YA MBS (LPS) KFAFH,;, fEFTHELBRERETNALE
wdy .
E—gaFEY, 4 OPCL RAREH L7 H —REMKREF
B RERL, AFKEKRIL, IFEFTREGEEEN, A—E%
HFEY, RERAFRHLZHEFKRE, TURARBN, ZHRES
o KA, A-ERAFEY, AL OSLERR RS TR/ X LR,
A—dgkiiyEd, @304 AMEARF P —RELIFGEAN PR
OPGL #idk, A—%FEhaFET, B @A EBFRENET TA AR
B RA ., E—ERATETY, BLLEABLTAMNEFTTA—
R HGEA o OPCL Rk, E—REZRFTET, TULSFR
o B HEWRAH. E-S ARy, HETRRETAESGN, MEH
KTk @4 RBEAFEMNA/ XA 0PCL ARG RE., A& 5%
HEES, BAREORANF/ X OPCL AN ABRTUALTAR
BEHTFROEHT. E—REKHEFTETY, BTG R KM A/ Rt 0PCL
FARG R R T AL TR,
30 E—l5iikisEd, KARFREIER OPCL AR ES—F G
ﬁil(ﬂl)ﬂﬁ%%/ﬁﬁﬁ Fapl XN ERTENERF
. AR EAFTEF, BFFEOIER OPCL Fthd IL-1 HH A F=
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R XERHAEGFIGST. ERERFTEF, BAFTEER
OmLf%&A&ﬂILlﬂﬁﬂ#/&TWuW%N E—ggaF g
%, 3% OPGL #kb IL-1 #W & M A / 3 TNFa #HHIHBKSTURA T8
Rk, EREMAY Xfe$ L HAELZH R,

aiE-1(IL-1) AR EA@EATF. £—%4FF, IL-1 ZER2
BRAMEFRATONEY. £—%61TF, EA@R/ E@RiE
Bk IL-1. A—%4Fd, IL-1 AdwMHHEX 4. IL-1a (IL-1a)
Fo IL-1B (IL-1B).

WEHALGREEREARRNEFRASERARAEF I H6 IL-

1 KEFAF/RwREA &R E MR AR AR BT A GHK
T IL-1, MAAZHARIEFRKARZ “GAE-1 A FHER,
sy Ry, B TEHAIEHRARNIHGGAE-1 A
SWER: (1) BitskA IL-1 X EH -1 HRBBENEB LRSS
BHEERRXEFRAMEAGRELR; F (2) BEAHH IL-1 4
XM EHF R AT RARREFRATERFHHER T FHF
MRE, A— %kﬁf$¢,iﬁkﬁ¢%fﬁi§mﬁélhkﬁ
BB R., E—ETAFTET, FEZHRAFES IL-1-AF6 %
.

M fEHEGANE-1 (IL-1) -AFHERCRERBRT FTA:
w AWM E. WESZMEAEL (ALS, X Lou Gehrig’s # ); MRK&E
HA: RRAG/EAR, QEERRT AIDS-FFHERA; FRAAC
B 7 ; d]%%#&% b4 SR MARE R; BHESEAE, BRRKF
RAFEARE R FK, OEERRTRRFBATAAXES, DRIHFRK
At fE, OEERRTFAGR SR, TRIMBRE, SPRE,
5 LA (Sl b kEREA X)), RARDKTEBH; BE,
bl RRTahRm, QAR TEIALFHBEOLRFRARSE
fogm (B4 AML #= ML), A=RFB4t4, BAR (QHELXHRTREE
REMWBAR ), FERERE; K& S4B, FIREL B
HiE it/ ISHMHER; BhlRt, AELH XBhH
W R AV RERL, QREFRFEATA, FABRXVTLE, FEX
BHED R KHER, GIEERRTHes A RBHA X G L;
B itk dn, GIE{ERRTFREAHFLL (OFELRBRTHED b0,

29
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M, B P RAGLE RGP, XLy —FH LT L5 84
ZE M) Kawasaki’s #; ¥ IBR; MR (QEERRTERSR
FiAE, N ARDS); 2 A ME; WA (Bl Ea K ARGH,
OHEXIBRTREEFHOILAZGRKE);, HE2EM (iR
F HIV FROXHGRA); FRELE, AH, CEEIRTEHE
EAXGER; BEEAKK, TAK;, F7; AR, BHEEZHRLG;
AWK, ABEFIER; BAATH, BRES, HHEELX;
Wbt 748, B4, RERY, 24, BHK, &, XRALTEAR
g2 gl ey KE.

(o E—2ZEFTEY, IL-1 #FHANTRAEEKFHT L@ TR
ER IL-1 EMTEGRAHSTF. FOIBLAGIE LI RRT THE
IL-1 &4, #4#%% IL-1, F# IL-1 5E2&LEL, FihIL-1 24
Ao ER (FF IL-1 45 IL-1 S4B EGES), THREL
ZRELZE IL-1 G543 EY.

5 — G AE -1 HHA G RRT IL-1 S4hBEHRA, iR
PE-F Kineret™, IL-1ra, IL-1ra %4k, #= IL-1ra 474 %, X 2 %4
A “Il-lra A RA7; w-1L-1 &K E L BERAK (L L, 43w, EP623674,
AEATE QAR ELAE), IL-1 £50% 6, G RRT, TEHR
IL-1 24K (AN, #l4e, £B % H) No. 5492888, £ B+ #| No. 5488032,

0 Ao £ B F A No.5464937, £ B & A No.5319071, # 4 B & #|
No. 5180812, A4E4T B &3 EAF ), -IL-1 £ LERK (£ R,
%] 4=, W09501997, W09402627, W09006371, £ B % #] No.4935343,
BP364778, EP267611 #= EP220063, A E4T B 9 sk3|45# ), IL-1
SARBEB G B FAR (AN, #lde, W096 /23067 F= W099 / 37773,

35 AR R R ARG HERE ), AE-1p 448 (ICE) X caspase #)
N (AL, B4, W099 /46248, WO099 / 47545, F= W099/47154,
AEMB K ERINESEE), LT ARWS IL-1p Fhfgik; &
AE-1p B GBS A ; FoFLby IL-1 694K R4 A oM B2 8 e il
SthF AR,

30 Bl [L-1 | A AT F, #lae £ 5+ F] No. 5747444, 5359032;
5608035; 5843905; 5359032; 5866576; 5869660; 5869315; 5872095;
5955480; 5965564; B FRE# ¥ # (W0) 98 /21957, 96 /09323, 91
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/17184, 96 /40907, 98 / 32733, 98 / 42325, 98 / 44940, 98 / 47892,
98 / 56377, 99 / 03837, 99 / 06426, 99 / 06042, 91 / 17249, 98 / 32733,
98 /17661, 97/ 08174, 95/ 34326, 99 / 36426, 99/ 36415; BLM+
A w15 (EP) 534978 A= 894795; A=k B ¥ 4| ¥ 4% FR2762514, FTA L

SRR E LKA R EAETE ARG A%,

AR -1 ERBRA (IL-1ra) RHEHGAE -1 R RIP4|
FREAHOATORFLRE IL-1 REHRR, @4 IL-1o = IL-1p.
—e KRR, @ IL-1ra REKRREITEY, AESH &k
CAE FEREF LB EH No.5075222; W091/08285; W091/17184;

0 AU9173636; W092/16221; W093/21946; W094/06457; W094/21275;
FR2706772; W094/21235; DE4219626; W094/20517; W096/22793;
W097/28828; F= W099/36541, CAIH4EATE Y| AL, A—2
ZHARFEF, IL-1 SHRBRANTAEBEY., E—RTkiET,
IL-1 AR A T A # dE 48 XA 8.

5 £ B ¥ 4] No. 5075222 (7222 £4)) $PRHAT [L-1ra H=HH X
AREEWAR, HF—AHHXELEEF No. 5075222 Fafk4E “IL-1i”, %
AE Yy SDS-PAGE L4922 - 23kD #99F, F & .5 K 4% 4. 8, A Mono Q FPLC
HEF ERKXL4 52aM NaCl &) Tris £ 4%, pHT.6 %M. F ¥
A, IL-1raf, &RAEH 22 -23kD & &, M Mono Q &-F LA 48mM NaCl

20 M. IL-lrao #e IL-1rap RBAMAY. £ =KX, IL-1rax, LI
# 20kD & & /R, M Mono Q #-FLEA 48uM NaCl %A, #ER3AE4E
HEipwy., £BEH No.5075222 AHET —LEHAFHANAXB YL
Bk, EAENRET ARRLEEARY T %, M2 LXRAELIH
| —mR AR PR, R XAEREZEHHNGFTE.

25 % EaFEP, [L-1ra REARFHFPHATEHRE, A, H
/ RBR (R R “ER?), A—2FhFET, [L-1ra T4k
REBEMY (HlBAh I IL-1 ).

f—sEaFEY, KEA TR OIER OPCL Hskfo £ ) —F TNFa
WRINNAETTE, RERMBETFTEY TR, E—2FHhRFTEF,

o S H R @I OPCL FudkFe TNFa 394/ Fo £ ) —Fp X & 44 ¢ 5 9F
Co s

—ERFmAEFRALEED INF AFHHFHLEEADRERL, X
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PR “INF-AFHER CHERARTEARIELTIHKT

4 INF Mk tFe / RE T @RI AR AAZ DT FEZKE INF

N ERREFTRKAL, A—BEHRFERTY, R (1) EiLHEH

K EF INF 2R EFHHPREZEHEHEARIEFRAAXGRE

s OB WA/ X (2) BT A IR TNE VBB &K H 76 57 fedr ) Rk &

REFRAYELHYHRY TFFHRE, NRHY AR TNF-AF K
.

— e FER/AEFRKRAZL TNF A6, FHTASEADXERAL.

X B, “INF ALHARR” OEETRT: TRAARAER;

o R, OHEXRT, Ga%k; BREEAFESE; RRFHKRALF

JRERE, OBHERRT, AhHSE, TRERF, SRR,

SRR (CHEEATRTEREFER XQGIHFHRAL), AR

HBRERABH; WAGE; BEAK, CRHEIRT, FUFERA 1A

BhRR, BhR, RHREEFRAE (OBERBRTERMA XGRS

5O ERM), FEABRE, FERARK, AHAXGRL; SENER

Rk, BRAMRBIHR;, ATIH; AMER, oFLTR

FEBRRAABRERG-ARABEE; Hitsh, a2 ART, H#H

S, BR, B, R/ XPALEROBEHRG; FR, eE21HR

FRAF R FIGELIE, v, MBI, $RAMEL; FERMR

N KR BREAFKARAL, CHRERLRTABRSHE, REASHHE

k. AR, O RRT, 5RMAEHER; BRX, TAR;, &

EF4rsA (PRP); #HIMR A, Gimpiilmdrilslimi, 44

SR, FABAERL; Wi, BEEHRYSG, RER, €

AR TFERERET R, FEAYE, F0E8XFR (LT

35 BFEVEEANEMATR), @FRLAHZXTR, BEAKAE

¥, Reiter’s Lol M AT L, Still’s &, FEABXT X,

Mt R, BME, RWME, BEAMK, RAaHEL, KRE X (F

4= Kawasaki’s 3% ), BARF X, 18R, HHEEHFF (“BKEHR")

YAEF R, HEREESIME, KEBR, 3HFEAFLANIHE K

v EmBahBkE ) REMIRE; HITEIMRA; R siRA (SLE);

FA LD R, TREL, RAgBSHF/ X dFHR, B, K

BARG, A4, BBAR, Af (Flde HIV, BRAERB A HI) X
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Hibkmidf2g| A28 X &,
A—EEEFZEY, INF HHMNBLTHRPH INF T4, &6
# & THF, T4b INF HR &GS, A TREA KL SIS TNF 42
SHERATPHEY —HRKEHEM. RKEF “INF #4170 a2
sOMRFIEM INF 24K, LEERERT, TEMNBILAFTAR IR
( STNF-RI; d#k4kF pSS %4k), THEMMNBIRARF L4 11 & (&
#RAE p15 Z 4R ), #= Bnbrel™; # TNF 34k, €312 ARFR-F, Remicade™
Fo D2BT (ML, #lde £ B & #) No. 6090382 F= 6258562); 47 TNF 4
AR, STNF-RI (AN, 44w, W098/24463), Etanercept (Enbrel™);
10 TNF-o #4088 (TACE) #9347 &lA); Fe%wh TNF EH &G L5 T.
)4 TNF-o P IR 832 T, Hlde, M FH P

EP 308 378; EP 422 339; EP 393 438; EP 398 327; EP 412
486; EP 418 014, EP 417 563, EP 433 900; EP 464 533; EP 512 528; EP 526
905; EP 568 928, EP 607 776, R b #5iK T &k &k 4 3v 4
TNF-a & Al if ; EP 663 210; EP 542 795; EP 818 439; EP 664 128; EP 542
795; EP 741 707; EP 874 819 ; EP 882 714; EP 880 970; EP 648 783; EP 731
791; EP 895 988; EP 550 376; EP 882 714; EP 853 083; EP 550 376; EP 943
616; EP 939 121, EP 614 984 ; EP 853 083; £ & & #|% 5,136,021;
5,929,117; 5,948,638; 5,807,862; 5,695,953; 5,834,435; 5,817,822, 5830742,
5,834,435; 5,851,556; 5,853,977, 5,359,037, 5,512,544 5,695,953; 5,811,261;
5.633,145; 5,863,926; 5.866,616; 5,641.673; 5,869,677; 5.869,511; 5,872.146;
5,854,003; 5,856,161; 5,877,222; 5,877,200; 5,877,151, 5,886,010; 5,869,660;
5,859,207: 5,891,883; 5,877,180, 5,955,480; 5,955,476; 5,955,435; 5,994,351,

5,990,119; 5,952,320; 5,962,481, E FR&F) ¥ WO 90/13575,
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WO 91/03553, WO 92/01002, WO 82/13095, WO 92/16221, WO 93/07863, WO
93/21946, WO 93/18777, WO 95/34326, WO 96/28546, WO 98/27298, WO
98/30541, WO 96/38150, WO 96/38150, WO 97/18207, WO 97/15561, WO
97/12902, WO 98/25861, WO 96/12735, WO 96/11209, WO 98/39326, WO
98/39316, WO 98/38859, WO 98/39315, WO 98/42659, WO 98/39329, WO
98/43959, WO 98/45268, WO 98/47863, WO 96/33172, WO 96/20926, WO
97/37974, WO 97/37973, WO 97/47599, WO 96/35711, WO 98/51665, WO
98/43946, WO 95/04045, WO 98/56377, WO 97/12244, WO 99/00364, WO
99/00363, WO 98/57936, WO 99/01449, WO 99/01139, WO 98/56788, WO
98/56756, WO 98/53842, WO 98/52948, WO 98/52937, WO 99/02510, WO
97/43250, WO 99/06410, WO 99/06042, WO 99/09022, WO 99/08688, WO
99/07679, WO 99/09965, WO 99/07704, WO 99/06041, WO 99/37818, WO
99/37625, WO 97/11668, WO 99/50238, WO 99/47672, WO 99/48491;

B A+ $ & 10147531, 10231285, 10259140, F= 10130149,
10316570, 11001481, #= 127,800/1991; A& E LA $3&F 19731521 #=
FEEH P 2218101, 2326 881, 2246 569 ,

ik E @R B 5RH IRATFAEZA T AT B AR HSE.
EP393438 #= EP422339 #H&E T TH M TNF 24 [ B (L edb
s sTNFR-I 2 30kDa TNF ###| ) Fu+TiEH INF 24k 11 & (£ W
sTNFR-TT & 40kDa TNF # %I #| ), X 2 4% #k4E “sTNFRs”. EP393438 #=
EP422339 if 4t 7 STNFR-I fe sTNFR-II 84845 H X, € {2 KRBT,
B H, shtedTA 4, Fod4k, shdb, EP393438 F= BP422339 HHA T 4%
BEFHRNGEARGS B FE, ASEHNRATAERABRST X, KA
0 BiAedt ) —kma R PGk, PRAERFEAFMANGT
STNFR-I #= sTNFR-II #4442 % KE-F / INF LA K8 KK &
N, G EAEKEFLHK (NGF), B @ik CD40, 4 - 1BB, K&
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T—%m f 47 & MR COX40, fas 3L/, $7 CD27 Fo CD30 A& (Smith F(1990)

Science2d48: 1019 -1023). XA MM A B LRNRFTIHAEL TS F M

BRI BRARLE SRR, EMTASAHEFFTRTFHYLE LS 4

-6 AERABREEKY 40 AREBRGOEAETERSF (Snith F
50 (1990), EX).

EP393438 2JF 7 40kDa TNF # #|# A51 #= 40kDa TNF #p 4] #] AS53,
CAIALSKEFLH 40kDa TNF W4 H B AR HBRAH XN, AS1 2 ASI 4
AAERBREORABRRXKBHELX 51 R SIIARLAR.

A F 5 PCT %35 No.W098 / 01555 #E T R &4 5 v & M

0 (sTNFR-1 ¥ B EBR A A Thr'? - Asn'®' F= sTNFR-I1 8 B BR & A Pro'!!
~Thr'”);, # =& MHKkey—3FK 4 (sTNFR-1 R A B ER Asn'!! - Cys'¥
#o sTNFR-TI ¥R A B AK Pro'® -Lys');, fffikih, X4 % —4&
Hy 3k o — 34 (sTNFR-1 #REBE I Asp' - Cys” #= sTNFR-II #94&
A B R Leu - Cys™) &) sTNFR-I #= sTNFR-II #AEH X, £—&

s EARFETP, KA sTNFRs &3 X R,-[Cys”-Cys'”]-R, f= R,—[Cys ™~
Cys'"1-R, REAMEAR., LEZEGH 5 # 2 sTNFR-1 Fo sTNFR-II &
SRR E W

doix B AE A 4y, “R,-[Cys-Cys'”]-R,” RE—FXEHEAM,

£ [Cys"’— Cys'”] & sTNFR-T #9723 19 £ 103, W098/01555 #9H 1
N RMETEAF,; AF R ARK Cys” o F B R F —smBALE L
KAk A Cys™ £ Asp' —AHAEARERBARABRAL;, i+ R,
KE Cys'HHERARHALA Phe'™ Z Leu" ) —ARENMEEAKRRAR
AR SX K
A K A A &g A AE e sTNFR-1 e3s{2 RFR-T sTNFR-I2. 6D/C105,
25 sTNFR-12.6D/C106 , sTNFR-I12.6D/N105, sTNFR-12.3D/d8 , sTNFR-
12.3D/d18, sTNFR-I2.3D/d15, REAF Bt R EZ A F _mBt
ty, LEARFetiAdy. —RRHIHBLEE sTNFR-T #2F, e,
/F 45 PCT w3 No. W098/01555,
X ZEAY, “R-[Cys’-Cys'"]1-R” RE—FAXEHEZAOR,
w0 b [Cys®?- Cys'™]& sTNFR-IT #43%% Cys™ £ Cys'"”, W098/01555 &)
B8 RB/THEFF; L+ R AR Cys”? 5 F oMLK T —sBL4
Bk X Eikf Cys" ELe u' —ARASMAREARBARBRAER; I

35
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BAd RARRCys'" " WHERAXFRAA Ll a M EAT g -3
AR R BABRAR.

E—SEHAFEYF, AEAPAPROIER OPCL WAhFE Y —Fr 4
RBREQBWHANGERZTE, PRRAXNERZENERTE. &

s —BEHAFERERP, LT FIRECHER OPCL RiKkFo—Fr 22 R B F G BRI

FIR Ao b —FFX LR F 2T

AREEOKBETARBARGLEBE, RWR - RELESHK, F
— U RBFEEZRARNNERZOAR. BEBHRTUAREAIGE G KR
B AL SR, ZaBFHHHNTAET A RFAZHTE KBS,

1o A2 FTAEFEY, RAALNZTQBPHNAIEFR A HH
WERHENGRE A EESHNAREGRS., A—%LRFET, BOHBH
IR TAFHBLIBREHHEEARAG TS, A—2BLT, &7
AHZEOKBAEFELHAL, CHLARBRTFFREGRLE, §
A% G B P 415

15 EaBwEA EALEEGRH KLY 10%. NEFEXELSETE
PAFIEA, FEALKRPTRIE., ZEOEEFRERT, a2 - EXRE
& (a2M), ul - Z G B4 %) (alP]), al - LS IL K & 8 (alAchy),
al - WK EE (alAC), Fek —a- BREOBEBFH N (1-a-1).

E—2FALT, a8/ ZaBirdH PHysressika

0o BAFHAEKIR, CERRT, WAN, XTX, FIHREX,
FRE, MEH, WEAR, EFLeBRERL, E—2HFRLT,
Flim B REEREBRALRAFYCERELE, FANAFEZOK
B 4 5 ) T BB A4 5k f RS A A 3 A

shib, E—2HAT, ROADKRAFTHHARNEILTRIIRE

OB/ BB AAN FEARE. IHARSHATIIHR DG

sl F 2 al - el iz, IHEMANELLER X,

ke BEAT, SEHGFFRAAEH A AT EHEGTE
IR, RIERKBRBERESTOKMASE, A, C2KRETRTAE
MR A S Z G KBREH TG BITHA.

20 UmREREGE, BEAK, BEE4E C, FREHZAH
RO A B RABEAMY— X EaBYIFRF ST,

BT, SN BKN, a@mRREROBEELEFAR
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FRAAREEEGR. REEFHRNEDEAER T ZTNLEEGA
BRAaEOR, TS @RBEEOSHAETREEFAARER
EAX, QHELRRTHANAERBEXT X, -2 T35 %
b, ATRFaERBELEABOERN, SECAXTEFEFLAN,
SORFRAEOMBEBRUFTOBFAHYTOHHAAN. wREUABF
ARBEEEAFRREESTBEIHNE, NEIH-HFHEGHBHHMNL
AR,
— G ML RGBS A LT, Hlde, Schiessler F, “A
fR T Emio P B OB - 2T HH A7, Neutral Proteases
o of Human Polymorphoneuclear Leucocytes, Havemann % ( % ¥ ), Urban
and Schwarzenberg , Inc. ( 1978 ), #= Travis #= Salvesen,
Ann. Rev. Biochem. 52: 655-709 (1983).
A—R2HALTF, EERFEHGEHRA, e RBRTHRREER
W, MEQBIR—LEHROBTALRGER, HlRAK., L REAU
5 HFAANAHTEXPREELERHE, NKREG BN AR A
.
Wk as C ROMRTALEN G T Ral, 25Kk FTE
V¥, AEERAH C RASTEREHNEOR, LHIMRRENRL, K
BUHEOREMBEFTAERG T —HEEE. Ak, XEFHEY
20 IHEIFLT AR B AMELY.
A EaFRTE, HESTLRREGHRRE AN GRD T
MA AR R LA RAMBRARENER. £, ATHMAE—
A4 RBREAQBTHN, XA HRARNAEXTEIRALS
MEeg iR, E— R RATET, TAWHNGRATFH—F 4
3 RBREGE.
KWL AR TaBwRFHANA NG @Ik G 57 F A
(SLPI) B f K EAe L d. H616) £ AME G 8BITHHECEET
BT, -amiekasE (ALP), BARZTGEHEHFFMN (MP1), AMHKE
fo R ApHIA -1 (HUSI-1), XAFHRFHA (BML), ST ETHHBR
o FpEIA(CUST), A—RA&F KT, LRAMREK A B A LTUR LPS
BAPH. AR, #lde, Tin F (1997), Cell88 (3): 417-26. f£—
WA FEF, XS TFTELSAEAFEFREGRATERA, BAHEN
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R,
EH L R EOBITHA LT, #lde, £8 4] No. 4760130;
% H £ 4] No. 5900400; Fn % E + £] No. 5633227; iXub+ $| LAk /bbb
THEMBGINELE., LRIRFAFGIFUABRLA G TRR L
M GAR A “ 4 RBRE G B4 A
IL-18 AR X mEF, KACHFSFHRE -y, FEUATNHHK
FHhE vy H#FETF (ICIF). £—%HLF, 248 IL-1 +iF IL-
18 &, JFH IL-18 ¥ X ERAMBEFHLE, €3 IL-6 #
MMP-1. R W, #|4o, Dinarello % (1998), J.Leukocyte Biol.63:

o 658 -64. F£—IFATF, caspase I 3T IL-18 A LR F L.
KRB R INF-a B H IL-18 4, AR 4 TNF-a f= 1L-18 &
PHERY &, £, #lde, Faggioni ¥ (2000), PNAS97: 2367 -
72.

IL-18 s |fe IL-1 R4 A Z%RERREM. IL-18 54

s RERBZAKR (IL-18R) MEKR, %A 5B E G (IL-18RAcP)
AMEAER . B IL-18, IL-18R Fo IL-18RacP H &-4kBf 47 IL-18-4-
THfEStiE, IL-18 #9 R R HIH R IL-18bp, A—ETHFE P,
Wil g4 IL-18 5Fi Hprak 5 IL-18R ABEAE A, IL-18bp 44 “3)
HLAR kR,

20 A—RZATEY, REAATAQIER 0PCL k£ ) —F 1L-
ISWﬁﬂﬁzﬁﬁﬁ Aol ARG TT AR ER Fik, E—2%
HFERF, B FEOQIER OPCL HitkAe IL-18 4| Al Fo £ b —Fhix
Eiéztéﬁﬁi#é’m\% R — R T RTRGTHH TR
e XBFRE, AHXLEER, IL-1 AEHER, & INF-HFHE

BNoR. REF-ELEFTRTULA R OPCL itk fo £ —Fr IL-18 #p4] A
BRI THRACKE LR T L, G RBRTFERERAY
K; ZAMapiRAE (SLE); BHBHRBEAR (CGVHD); L, K
o JE; Foff R R & R 6 B AR IR K.

4G IL-18 # 4l L2 R R T 5 IL-18 £ 4-#94u4k; 5 IL-18R

s AW dR4k; & IL-18 RAGP; IL-18bp; IL-18R B E: (f5]de IL-18 %
TSRS MR ) 40k, 5 IL-18 &4 B Kb i
%ILmei%m%% 5 IL-18R &4 L Rty IL-18
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45 IL-18 RAcP #BEAE A ¢9Ak; &5 IL-18 RACP #:4~3F B > 3¢ FaLib
£5 IL-18R A ZAE A 9 Ak; i o R Pk TL-18 & & % & IL-18, IL-18R
Fo IL-18 RACP Z AR EAE A 49 &F.
—sk TL-18 W4 AL F, Hlde, 1994 F 7 ) 14 BB LB
s %A1 No.5912324; 1999 4 12 A 8 B/~JF & EP0962531; 1994 5 11 A
15 H/NFF & BP712931;1994 5% 7 A 14 B3 eh £ B +#) No. 5914253;
1997 2 7 A 10 B A4 W097/24441; 2000 5 5 A 9 MK ER+
#) No. 6060283; 1996 4 12 B 26 B/™JF & BP850952; 1998 % 9 A 16
H2~JF#) EP864585; 1998 4 9 A 24 B /F &) W098/41232; 2000 % 4
o A 25 BEMEGEEREH No. 6054487: 1997 # 8 A 14 BAFH
W099/09063; 1997 % 11 A 3 B2AF &) W099/22760; 1998 % 1 A 23
0 27F & W099/37772; 1998 4 3 A 20 B 2AFF 45 W099/37773; 2000 4
1 A 26 HAFF &5 EP0974600; 2000 5 3 £ 9 HAFF & W000/12555; 1997
£ 10 A 31 BAFH B AREH dIF JP111399/94; 1998 £ 2 A 8 B
5o JFRA B A P 3E IL121554A0; X4k & A LKA A TAHEATH 65 7]
# 5%,
f— LS RYF, I OPCL RAATUEE VY —FA T X EMHS
M —RER., A—EEZRTEFT, i OPCL KT UE £V —F A
FREBEARFBABAR —RERN. BT EEAREER G L 7R
0o GREERBTRALEE, CERMRT, AWML, EEARREH
# (NSAIDs), @2k T, FmAsE 1 A (COX-1) Feihim Al 2
A (COX-2) ##IA; KRB EDES (DMARDs ), &L FE(LLRT,
¥ARER, EEAAL, RE, XRd i, 24ty (it
SRT BE, RHBEREL), RBRKRS; [V BB — B3 &M,
OHERLTRT, FRAFURAFTEIT TR LK (FK-506); &
FEE) (mEE), O S-IBHAAERHN, aifar T,
Fail; aficE-6 (IL-6) A A; 38kDa R AR EEEG
Batg o FRAT A (p38-MAPK);, KERBTFRMYKLALSTH o
FRERDAH, LPEHGRASTFEEERRT, jnk, IKK, NF-Kb,
0 ZAPT0, A= lck, A F R M —LXH0EFANMBAET, #ld,
C.A.Dinarello #= L.L.Moldawer Proinflammatory and Anti-

(8]
h

Inflammatory Cytokines in Rheumatoid Arthritis: A Primer for
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Clinicians % =K% (2001 ) Amgen Inc. Thousand OQOaks, CA. A
FREAAL REARGFHAGERFR, a2 hF, FHhE -7
(IFN-y) #F#; 0X40/0X40L ¢4 F N (@ IETHEH X4) 0X40); 4
~1BB/ 4 - 1BB Bkt AF A (@ ETEM X4 4-1BB); fu B &Mt
~T@RER AN MERGAT A, LERERRT, S4B CD28/BT,
CD40/CD40L, ICOS/BTRP1, #= AGP-3/TACI/BAFFR ( AGP-3 £ 4 TACI #=
BAFFR AR # A ) #9 AT A . —&84065 B @i - T ML R H Mk
FHAEY A, @342 AT, CD28, B7. 1 #= B7. 2( .3 -Ti5H X .4 BT. 1
R B1.2 Ao K X 4h CTLAY, EAFTURLGRABRKKEAR, ©
0 B RBEEEA / SERKFE R, BKHFH, BREERM, HiE
ARGEMESIBAIFREMRSETHEORGEHFNW);, (D40 F
CDAOL I HF A (EXFTUEFRRKIAFORARBREGTEN XY
CD40); ICOS #= BTRP1 #4414 (EFHTAE FRKURIZF G R ALY
T X é) 1C0S) #= AGP-3, TACI #= BAFFR #4# 414 (@& TiEH X
15 & TACI #= BAFFR ). IC0S, B7RP1 & 37 %] F #5:E F, #l4e, W000/46240,
AGP-3, TACI #= BAFFR R A W #Hl A ML F, #lk, W000/47740,
W001/85872, W002/15273, W098/39361, #= Bulow #= Bram (1997 )
Science278: 138 - 140,
%k FEF, L OPCL RARA KRBT ETHREL, LIELF
o BT, EHIAEBHBIRGTHETHARTEHTRE. £
S FTET, I OPCL RMATURARGFEREHMXGFME. ¥
Bleg B EQLHERRTLEE, WIME, TREE, B, WE,
ik, LR, BRhE, TEHE, TERFTE, ARXAEHER.
A—2XHEFTETY, W OPCL AARTAMA KRG T S0 — Lk &
3 REMANFTRK, CHELLRT, FAMTHREAHCE, M
REKA.
AR EkyEd, LMK OPCL Fidk, £— R ZHFTETP,
# OPCL AR5 £V —F RS FTH—RER, eREERRT, £
—F A SE SRS TR . R RIS T L Rk T 35T AT .
W AR EAFTEY, KFTROEA—FRINAH TEAZHEST: B
REX, 2%, oEBF, MEL, S-AEAER, foRA4qR008
Aidhdy, A—2FEHRFEP, BREEANZEFARAMEIEAEE
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(LHRH) #HRA . 2 x8E5 KT, LHRERBRARKFRA.
f—sk g FE Y, LHRH #4746 AK: Ac-D-Nal-4-Cl-Phe-D-

Pal-Ser—N-Me-Tyr-D-Asn-Leu-Lys ( iPr ) —Pro-D-Ala-NH2 ( SEQ ID NO:

20), L Nal & 3- (2-BA) ARBLYL; 4-Cl-Phe & (4-8FKL)

s RABRKE; Pal & 3- (3-wkmg ) RABE; #fLys (iPr) & N-e-2-
AR RABK.

AE—EAFEY, LIRE HHEAZ LHRH HHRAM k., —354]
W RS E T, Hlde, £BE 54 No. 5843901, X B A TA4ATH 314
2F,

o Ry — L EAFTERPGERRACELRTRT I, MA-A
A, CDR-#4E, ABtbfaT ATk, fobdRAK, 2RIk
F, B FARAELEGRE, BAHRACIERRIRT, SHE
mp LA mie kB X G /R Her2, CDC20, CDC33, HEFafHE%ky,
Fof kA KB F Lk (BGFR) &4, HAMFHkFEFEATXLEES

5 B SBRSEBRT e A/ JmieaRER. B RALZCHE
HERCEPTIN™ ()22 H ), ATAKARERLER LK XN &,
Fo RITUXAN™ ( #)%# 3 ), ZEVALIN™ ( ibritumomab tiuxetan), #=
LYMPHOCIDE™ ( epratuzumab), E T A A KRB F FT AL KK TR
Fo AT Xt Bk, — ok 34 69 FARIE €46 ERBITUX™ ( IMC-C225),

20 BEXXAR™ (1'*'tositumomab), #w Campath,

A—%LAaFTETY, BEAANRAERFIHERRAEL S
BT SRk, GIEERERT, TNF-48£ £ Ak TRAIL, £— R %45
&, AEV—FREESHTMNEHZH, B oA LORAF R L OPGL
Fik, E—REHxFEP, TURBEAEM L OPCL 4K, AEEIL

3 RBBHBEIRATHRE. E—EXAEFTETY, TeAAHR 0PCL
RS T THBRAEGTRERA.

ARk FEY, 3 OPCL RARTURMAKBG LA/ REFSH
SEMBEHMBMEANTRER/ RGieAf / REFERES. XK
BHAE BmREANNE, CTUAFHBEFLAER/ILTHE,

W o E—EEAFTEY, SAMTHBOBARAARAERERTRE, €©F
IR FEEXERLESOATHORENRR., BERELI, &S
EHBEEHAETREAAETRAR. A—LHALT, THEEL
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HmEMTH, TREAALXREYGRGTHRG., £—2HILT, T
BHEAEAGTBAERAZFETI, RALLWHH, BRGZEAE,
FAREREY, A—8EFF, RALFHSHERE M (F4048),
BEARENAPIARZBERE, A—LRXAFTEY, TUSEHLEAR
s OPGL 4k Ry S L F B R AB B, KT BKF I fo i
AP
E—E2HEAT, THRESRILELATERR, RAOakIHZ2
ARIME T, CTERETERINFRE. A—BFALT, R @
oA SRR mEET IL-6, 432 SN EFHFERNET, IL-6
o A& B @A KEF, FARARATHEBEARKILEKRKHER. F
MEMPLABERNESLE OPCL, SETUREEFTHEYLENTH
R B AN FTER., E—EHUT, B4AF MM IEF K
Twmledg7% L6, ATURFENBaRKERT L. FHEE
AR EFAYT AABLEBTE, MEFTERGFIRELSHTER
5 A,
ORI, stk s maA OPC FS AT abBHkikfts (4R
J, #l4= Lacey % (2000) Am.J.Pathol.157: 435-448). B @i
B 6B Y AT AR L e B mey IL-6 FAMER, FERARYR
BIRPEHBmRYE KiuAE, Ak, A— 2Tk EF, 5
0 HMEBEAEAR OPCL WATARMEETHSARRK, RBLLEHH
MRERE QT Kb it
B-tmie &k ik OPCL # %4k, ODAR. F #iJ& wjiod. &iA ODAR, 34
TeA =% OPCL., E—2H LT, OPCL #= ODAR #:& A48 F) & mibb &
PERETUFAEFATREBATEG AL, B, £—%%
3 MFEF, KA OPCL ARTIARIKN B @fefEER, AR DX
KRB EE G E R 2,
HA—EEHRFEY, RAARBSA LT A K ENHR PCL Ftk
Fodh F TS HRBR, Bk, HEM, LN, BRAN/ RN
Haptn L.
3 f—EgAEFTEF, KEKARBSH LT A KITIR OPCL 4tk
Ft A RETHE Y —FFINEARN, RBHFTEIHBER, 8K,
BEA, LR, BEMNA/ RENSHHESH. E— L XEFTE
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Y, B £y —MASHERAMNER: FHSAERT, #4EKH
F-p (TGF-B), HAE-1 (IL-1) #HH, €&IFELBRT IL-1ra X
474 Ao Kineret™; TNFoa 3 $1H), @IEERBRT TEM TNFo &K,
Enbrel™, 3%-TNFa #i4k, Remicade ™, # D2B7 #Hidk; FRFREA

s REWd, FREIBREAXEGALLEMY,; E AR WFIRE; N5
B (FlMeHThin), FEBTHHoRALH 4, FEK
K H4h (NSAIDs), @342 RMETF COX-2 ##l7], #Hlde Celebrex™
Vioxx™; £EWH A, Hlie T REDSIKARE, LAREK G HITH
7, ’VﬁLIP&T akk 6 R & G BE 4 (SLPL); IL-6 #4157

o (OB RRTFHR IL-6 Fdk), IL-8 WHiH (@is{a KR -F4 IL-8
FAR), IL-18 ## A ( L3RBT IL-18 &4 % G A it IL-18 Hidk ),
Bk -1 #48 (1CE) A H,;, R EmEALEKEF FGF-1 £ FGF-
10 #= FGF A Al; PAF B&AH; AAKmiet KB T (KGF), KGF-
MEANTF, A= KCF AT H; XRLEEA®H (MP) AFH; —&Ak

15 fAoB (NOS) AP A, kT, H3F8 NS #ETYH; B
R EZWRATN;, 2RBRTKADTH,; BBEHE (LPS) RF AT H;
Fok F B EREAAT AN AR,

A—SiairEd, TEZHEFHHRAERZEAGHN TR RE
SE -

20 E—RRAFTEY, FELGHALIHTASHRA TEE, KEXR
HB ol pH, BFEE, BE, BEE, RE, FEHE, &%, LH,
faed, BHIBEXRE, A5 PHBRRINSESR T M. £—
EAaFET, SEHRFTHACELRTR T, EAR (FlH R
B, DRBuE, RABREK, HARIMAR ), RKEBN; RAK

3 H (Hle B, TRABMREARAS ), 4% (slomimil,
B A, Tris-HCL, APMEM i, AR E XA A MER); EAM (F
o EAERBERH RB); AA4H (Flel KW (EDTA));, %45
) (Bl B, B LHUERE, - KBHERELERE -F-FKH
), HLH; 48 4B ARARKLESY (HlFHE, HEE

v X)), BAR (BleebkFakda, UERALKRELEG ) HEA,
ok A Fe B R LR EFRERSY (HlRTHFRESE);
A FESK;, RERFETF (Hlsh); BERN (Fle XL,
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XAB, Kk, sk, X8, BXTRTE, AXTHRAR,
FOZ, LARXKITEAR);, B (HlHd, A-BIARL-E);
B (Pl d BB LEMEE) &FN; AEFEMNRERARN (H
o &% F .k, PEG, BLAK L AL 4EBE A, polysorbates, 4 polysorbate
20, polysorbate 80, triton, tromethamine, PA%NE, IR § 8, W
TER) RIZEEN (FlRBRBRLEERE ), KAKEN (Hr
BAERBWNAY, HiEBRAMRAIN, HEBEE, LM #£i#
B F); AR BB A fe / B WL (Renington’s Pharmaceutical
Science, 18 #&, A.R.Gennaro % ¥, Mack Publish Company (1990)).

0 E—BRAEFET, R OPCL Hikfn / 677 4 F 5 KB 5o
BEZHERBHNERE., IHOREN G RRT Fo LM,
RU-_EA[ER. AHGRHABET, #ld, LB FH525 No. 09
/428082 F=AFF#) PCT w4k No.W099/25044, X 2 4 T 44T H 8314
A

s A—RRAEFETY, RBRERARRE, #l, AEHLHE
7, ZRFAABLHONE, RBAZRLYGESHALYH. Fl, FL,
Remington’s Pharmaceutical Science, E . ﬁ*%%z@ﬁﬁ“’,
GO TAYRERE ARG HERS, BREK, KAKFK
B AR F IR

20 E—bkTaFEY, HHELHTHEIERY M IRARR LT
ARASKEREKY, flie, A2 EZHAFTET, SEHELY M RK
AT ARERAK, EELKRIAIREER, THINALA M B SMER
BB EAG I, B XRFEY, PREAEKRSE b
FOEOROGERTILBFIGBERYA . £—LEHEFTEY, &Y

5 AAHhAA K& pHT. 0-8.5 84 Tris P&, H K% pH4. 0-5.5 HLT M
gk, ATU#—FP4H LABEIASENRRY . %%
wTEF, AHH OPCL ik, AREAES —HASMe4E M4
Ay, TIABIRERA P ERELENETNASGHEERGR T X
FRA k4 &R FE4H (Remington’s Pharmaceutical Science,

W EX), RRATFHIAARERBX. b, £ EXEFTET, A
HE R A Pl B, TUARAA R OPCL #tk, ARKAFEY) —
% 946 57 A G LRS- B ) AR A T4
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E—RE2EGTEF, TRRFRAAGHEHASHA THE I
B, E—EZAFTEF, TUAABEHALSHA FTEAXALELH
Wil RiEE, AN EFZTEIHLSHYHFERL MR NS
&

5 E—EEHRFTEY, BRABRDRNLEETHTHURERLE., £—
R FTEY, BAEFTREESHRIFALEE pH HAHKEKRIKY ol
—RAEK 5 K88 pH EH.
AE—RERFEY, BTRBEINLHN, LFA56H0TUAREY
FIATHEIBENFPAREY, MEITEZLY, 2FEHHR 0PCL
0 K, HREEAIMGEARNGRERH N, E—REAFTEY, A
T BN EROBRENZABABAR, BTHRAREAE Y —FHI
BiG T M B OPCL R FIRAAFRER, EL4FkF. £ B %
HEEF, HEFTREAPEZGHS T RN, bl TEHMK, TA
YR BE, Ronsy (HleRIIBRXKTER), KIBERK,
5 CIARBZ RN TEIAFEENR, REATEKRB ZHEE, £—
BEATEY, ETURAETARR, AARTTREFRFGHEA.
E—SEHEFEY, TURATHANGBDEBRIEIARZNH S
5.
A—dEaFrEy, HHALSHTURMRA TRAAGHAMN. £
N —REHRFTEY, TUARFRERAE SV —FH A5 B 7 MR 0PCL
WARRFRA FTAAGTRHER., A—EEXAFTEF, LTAAAT
AEREZBHHERFNBRHNLAARRAZY —FAMHEANGR
OPCL WK BA A ER., E—dfaFR Y, BRTLEF. e
ot — W #E T PCT ¥45 No. PCT/US94/001875, A T FIE4M &
3 BR AR E L,
A—RFThFEF, PATURIRLBAHHMN. -2 ERFE
b ST A BARA R Bl e B R Fa B 6 B A b AL ] &4 AR e BAK
AXRRAREHEKR, TARFAZIHFZXLBHHEREA LY —F A5
WA TR I OPCL k., A—%FEHhFRF, TURITSEHH A
o BRRERFARAASGLHEERR VI AE P A BRI A G E RS
Mk, E—XZHATEY, TUAFE S —FFIG AR L F] T
3 OPGL Fiikfu / RAFT BN A BRI, E—%EHxFETP,
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HA AR A HER, FokA, KEBER, Wk, BEHN, %M,
R TR R A kAR L

A—kgaFEd, HHhASHELELSRANHEHALFTHERY A
A E T UARH KT IR OPCL ik, AREHFE S —FF5 e

SOBAN., E—REXRFEP, AR RNEBRTALAEARAT, EHS
EHBHBA S, TUAHEEN YRR, AR EkFTEY, 6EH.
B H LR THEHERN, PloKRES, KRAREKREHN,
LAE, X BEERAE; A RAR, FlRe, BK, XRFEAK; R0EF
7, FlierB PR ER4E, RIBRRRE L.

10 FI B BN TRARABRBEAATAARARY, OB FTEAFY
RESBHE LR FAHI OPCL ik, AREHAEV —FF A H
ARG, AL RAEAFTET, EHEHGABFEIEFNEK
#if F X R FIEK, Pl AR K, TAHERBETALR S LK
At A E SN, RAHBBEARAR A, A0, #lde, PCT $if

In No.PCT/US93/00829, E#HE TR FTiAFE A WAESHE % ILRE WM
BHEHAEK E—2EATET, HEBAHMNTRAEHAN 9
HXGEHSERELCDER, P, IBEE. HEBHGERT
LB RS, KRB, BB (US3773919 F= BEP058481), L-BRA B A
v- LRE-L-5ARHEEH (S i dma nF, Biopolymers, 22: 547

w o -556 (1983)), B (2-£C 4 - FEAHHME) (Langer F,
J.Biomed.Mater.Res. 15: 167 - 277 (1981 ) #= Langer, Chem. Tech.,
12: 98-105(1982)), ZERE LA TH A (Langer F, EX) HK-
D (-) -3-%% TH (EP133988), A—%LA&FE+T, ¥HEHFERa
AR T L AR, ETREBERAMB ALY LT FTEHE. &

25 W, #l3% Eppstein ¥, Proc.Natl.Acad.Sci.USA, 82: 3688 — 3692
(1985); BP036676; BP088046 F= EP143949,

— RN ERA GG DAL HRAAY., A—RFZHRTET, T
AF2AHTEBIRERTN, E—2REFTEY, ALASHHAT
MEALT, TUAATRENHREZNRZEARNEASTERA., £—

0 BEAFTEF, BEILHHLLHTUARNATHEIARNERES. A
—e T HFTRY, — BRGNS WHAINFXRAEONESF, b
oA R FiESA AT F I BN R LR DR,
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E—b L FEY, —LRHMTHHELY, ETUEIER,
REZR, BK, SLRE, BERREFAEALBDRT, FHEAHBLAKK
ATHMAMNBRALELE DAY, E—2EHEFTEF, ZHGHN
TUARBRAHB XA Z AL BZ N EHREHS OB (blAETH) B

5.

E—EEZAEFEY, RAPAFAHSEANTLEELNANE.
E—BEaFEP, FARMNETRCEEATREIARANYG S —F
BRBEAARKRTAOS _EB. ERAVAWH L ZHEFTET, O
CALEERSIERAALEHS (FloREAEIHABFAERIHNE) Y

o AR E,

kAT EY, SFALERANAELAAREAE Y —F 54
G A OPCL AN BB EES BN A RERART, Hld, %7
AEA IR, FAIRBAARPORE—BILEFTE, EAHELH
THKFE IS ARBEE R ST, AFREKFEY —F A%

15 R OPCL RAMELE, BhEZ, PEXZRTYT (KE, KA
AREXBERND) o/ BRI (FRF—RERRKL) AEXF. £—
BEEFTEY, ENTRALN ERLELHEHRE, UERFREET
MR, E—2EHFEY, RELHGRINGEE, —HANELE T
AR 0.1 ME/TAEES RS 10 T4/ FARES., A—%T%

no FEF, METUR 0.1 BA/FALERSKRY 100 24/ F5; A&
\BE/TEAERSKYG 10 EL/TA; A SBAL/TAEREZRY
100 £ 0/ T %.

bk rEy, LHMEZE EEMGF A F IR OPCL ik
Fo/ SAEAT B EFRG BRI FEAK. AR EXRFTET, E

5 WARASY, AAEREANETHKRONET. E—LERTEY,
B A & —HE, KM EEHBANARSANZLYE (L T4
HEIRAEHARTHRLEHST), REMABLIHAKERFF#
SHhirkEARSH. ABEEARAARTBTAAZIHAHYLSENAH
F, FAZRFERMARNTRES. E—2FHEFTET, BEM

o AR TR EKBTAHZLSENNE.

E—2EXaFEP, BHALVALBRERNM T E, B,
Ok, #ARANES, BBA, BA (FAA), BEA, LA, B]’RA,
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HBEA, A, AFRERER; EIFLERREZAXFEBIHAR
B, A—25#AFEFY, TUEEREREGEHARFETHAANLRE
A,
2Rk sEF, BIHEAL LBARPEN S TRERGELY
SO THARKRENGE, BEHRDIAFLECHSZGAHHTUARAEN AL
Y., E—RFERFEF, RAEAEITHHEALT, TURETEAALE
FEEHARIBE, BEHSTHEETAETY #, MR
HH, RESLH,
E—BLEFEY, HEABEERGFT XA ALK R OPCL ik,
0 AREAAEY AN ETNG GRS, EXHGHLT, K
AEHFGBL, A8/ RBEHEBESAR PCL Rk, AREAFEY
—F FINAE TR EHESY, REBEEFXkmig, AL F/R
BEHREY.
A Ed, BI3EAXEIHENFTEEAAZABIALAL
15 Megmpek kiAot B K, 4RI OPCL JikAe/RAEAT 5 SM 6434
AH., E—RERFET, IHGBRTARSIDBEIADR, F
HTA R A4k, R, ARG, E—EXAFTET, MET
ABEHE, AL FTEFY, TRV LRLEENS, TARER
FABEEABEARELEN. A—2EAFTEY, KEHH KL
W APHMEHFSERRSOWIIERER, CRFEGR U EK, 24
b EFeEAACRFRAAREARGACH TR FTHIA SR,

52 7, 1
RBETEYEAY, QIFEZRGETEREFOLER, A2
5 BRI BE Y, AR ERHEALA.

54 1
a0PCL-1 E4 fodz sk ¢ L1
1 A F K4 K A OPCL cDNA & CHO S %K B SALBKREAR
v HHHEEARSR. RALSRDANKEL S A THE MRS FER
K. J£ BLISA 4w & LihaREH5A OPCL A&
FAk. ZIMI-0PCL AE X RBMICE AMGE. 5, AMG6. 4, A= AMG6. 1 &
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ik 2t OPGL A & 3 Ao M 64 404k (Kd 2% 2 0. 28nM, 0.29nM, #F= 0. 23nM ),
% AMC6. 5 HHATH . kB AMGE. S Fv AMG6. 4 9T iR sk cDNA &,
MR ARR 4, 488 AMG6. 5 %% aOPGL-1 #24% cDNA, F)BH{& A AMG6. 4
% % aOPGL-1 #44& cDNA,
5 aOPGL-1 28 6 £
F)F PCR ¥ ¥ 5k, M AMG6. 5 % RNA 4] &89 % — cDNA &4 %%
a0PGL-1k &4 T ER. AT A EMHG -4 % (5-
GGCCGGATAGGCCTCACNNNNNNT-3’ ( SEQ ID NO: 15)) 84 MLALT| #, #= Gibeo
SuperScript II™ Preamplification System for First Strand cDNA
0 Synthesis XA & (cat.no.18089-011) AL A B Fa ik, M AMGE. 5
% RNA $1 &% — cDNA 4%, T a&FEZTERM T PCR:

5 x RACE 3|4 :
5 - GAT GAC CCA GTC TCC AGC CACCCT G -3’ (SEQID NO: 5)
3 x RACE 3|4%:

5' - AAG GGT CAG AGG CCAAAG GAT GG -3 (SEQ ID NO: 6)

¥9 ¥4y DNAs #% %) pCRII-TOPO ( Invitrogen) ¥ Jf B2} 4% |

s WBEEMNA. EA « HER AR 42K o0PCL-1x 4 PCR 34 A &Y

514, 5 aOPCL-1k 3|44 Met HAFLAHAM T LB Xoal

5% (TCTAGA) #= “CCACC” Xozak A3|. 3’ «OPCL-1k 3|4 fE#& ik &
BT EmaENSa/ 4w s A Tuk.

5 aqOPGL-1 x  Fl¥:

5'-CAA CTC TAG A CC ACC ATG GAA ACC CCA GCG-3' (SEQID NQ: 7)

Xbal 42,5 Kozak M E T P A (SEQ ID NO: 16)

20
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3 aOPGL-1 x5l

5-TTT GAC GTC GAC TTATCA ACA CTC TCC CCT GTT GAA G -3' (SEQ ID NO: 8)

Sah4x% * * C E G R N F (SEQIDNO:17)

M4 EPTIRE) AMG6.5 % — cDNA 44, BAEH R P
aOPCL-1k 31 #1449 PCR & 3%, 454K aOPGL-1k 4% cDNA LK. PCR &
5 R FA%M a0PCL-1k 2849 235 AN RAMAR (645 20 AR « &2
Z /5] ) & 738bp KB (B 4, SEQ ID NO: 4). 42/ QlAquick PCR 4
XA & (Qiagen cat.no.28104) shib 25, A EZHEME x 8
bt R A BAK,
J] Xbal #= Sall Bg4p b & &4 44 738bp &K x H &, 4£ /4 Promega
0 Wizard DNA Clean-Up % % (Promega cat.no.A7100) #h4k, H H &
% pDSRwl9 W =4 Fi#s o0PCL-1-«/ pDSRal9 (H 5). L#TH AR
# it pDSRal9 (A JLW090/14363, X E 4 T4EATH #3514 5% (XL,
Fl4e, B 12)). W EW®H, H T 44& pDSRald, A T @& FH EB4H
pDSRa2: 4% FSH polyA M Kk #5 1400 Ak X 45422 885 A sirt,
5 WAKRMAE Ndel 42.5; —A-rBERE (DIFR) B3 FRESH 209
A at, A 5Pk 44E4: K #9 1kb; Ak DHFR polyA F-5|4ek K% 550
s A6 Beglll A E.
2 aOPGL-1k 3248 KL LR F, HINEHRD AMC6. 5 HRXBTE
X WIE k. A EAB A a0PCL-1-k/ pDSRal9 # 5476 bp I
w HEAS kLA TASRE.

# 2: aOPGL-1-x/ pDSRal9 ég4F4E
Ji ¥ sk I 2
2-881
23 kaFEhBEGREY o -2 (o -FSH) HERLELE/ 3
B 3 B 442 % (Goodwin %, Nucleic Acids Res. 1983 11: 6873-82;
Genbank &5 X00004)
882-2027
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@45 Ak & DHFR B3 F, cDNA B4 5], A DHFR #F &1k /
% BREBALAE 56y R =S P BRiE BB (DHFR) A B (Gasser %,
Proc Natl Acad Sci USA1982 79: 6522-6; Nunberg %, Cell 1980 19:
355-64; Setzer %, J Biol Chem. 1982 257: 5143-7; McGrogan %,
s ] Biol Chem. 1985 260: 2307-14)
2031-3947
LERTERAHKGFREABRERAERGAE T LS R EY
pBR322 & %] (Genbank A42.5 J01749)
3949 - 4292
1 SV40 T Bah T, #kTAHH4£E (Takebe &, Mol Cell Biol
1988 8: 466 - 72, Genbank &325 J02400)
4299 - 4565
k& A HTLV-1 LTR &M% 85803538 % F 0tk (Seiki ¥, Proc Natl
Acad Sci USA 1983 80: 3618 - 22, Genbank &32-% J02029)
15 4574 - 4730
KB SV40 16S #9A 4T, 19S MK / 24145 (Okayama Fo
Berg, Mol Cell Biol 1983 3: 280-9, Cenbank &3&% J02400)
4750 - 5476
Xbal #= Sa / 1 4% & Z 9] ) aOPGL-1x 3244 cDNA.

B ST EKGHBREE,
aOPCL-1 4549 4 1%
MA Clontech Marathon™ cDNA F# XA € (cat no.X1802-1)
#| B4 AMGG6. 4 Z2 B4 cDNA %% aOPGL-11 g G2 &4k, i itfd
B RMAMET g G THEBRZRFAHIH (FTLHF) f RACE 5|4 Fn
Marathon™ cDNA ¥ 38X & P RABA G L ibMHFo 7k L8 cDNA K
St A I HREY H (RACE) K LI AMG6. 4 F4& cDNA #9538,
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5'19G2 RACE 3| 4
5'- GGC ACG GTC ACC ACG CTG CTG AG -3 (SEQ IDNOQ: 9)
31962 RACE 2|4

5'- CCT CCA CCA AGG GCC CAT CGG TCT-3' (SEQ ID NO: 10)

% 600bp 5’ RACE &A= 1200bp3° RACE = 4h % %) pCR2.1

(Invitrogen) ¥ H HRPAF. EAFHZEHA LRI A TLELS KA

5 749 wOPGL-1 4454 M54, T4 574 (5 alPGL-11 g G2 7]

W) ATRTA XA B R R AL 4s BT A HindIII {25434 Kozak

F3l. &4 3314 (3 o0PCL-1 1gG2 Fl4h) RAX3 4, FEA

FHI gGC2 ARAINMERE—NRARZE S Sall i d L FA
I.

10
5 aOPGL-11gG2 7]4% :
5'- CAGAAGCTTGACCACC ATG GAG TTT GGG CTGAGC TGGCTTTITCTT GTG GC - ¥
(SEQ ID NO: 11)
Hindtil Kozak M E F G L S W L F L V A

(SEQ 1D NO: 18)
3' aCPGL-11gG2 5149 !

5. GCA TGTCGAC TTA TCA TTT ACC CGG AGA CAG GGA GAG - 3' (SEQ ID NO: 12)
Saft ** K 6 P S L S L (SEQ ID NC: 19)

Witk B S° —F2 3 —aOPCL-1 I1gG2 3|4p#t4T PCRy ¥, 28 L

ik A4k cDNA =4 A% &4 cDNA. PCR &4 %4 «0PCL-1 IgG2 &4

EOFEH AT ANABREABER( LI IINMRAER [gGE 545 )H) 1433bp

s hR¥ (B2, SEQ ID NO: 2). 4/ QIAquick PCR #kfkiX#] & (Qiagen
cat no.28104) shtb2 5, A EZH K THETH LXK,

4 A HindIII #= Sall Bdp b F A 9% ma K [gG2 THAK

# DNA, 4%/ QIAquick HER|IGKM & (Qiagen cat no.28704)
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s, H BL4%i% B B L F) pDSR al9 ¥ . 4% 3 84 £iA S 45 #k 4 0OPGL-1-
IgG2/ pDSRaly (B 6). ArA #hHAARH 5 L& a0PCL-1-k/ pDSRal9
AR, BT 4 Xbal A= Sall 42529 a0PCGL-1- IgG2 &4 cDNA
F 4% a0PCL-1x #24% cDNA, 3t aOPCL-1- IgG2 T4k & X & A, ik
SRS AMGE. 4 X BT AR GRS K.
% &4 2
JE CHO #mfe ¥ ¢4 aOPGL-1 % ik
# it 4 aO0PGL-1-k/ pDSRal9 #= aOPGL-1- IgG 2/ pDSRal9 &
RE Kt ERE R &4 (DIFR™) PEAA P L4 (CHO AM-1/
o D, XEFF) No.6210924) BE N EHF S ENEE £ LI a0PCL-1
AHEIAMGEXR (F0X), ALKACI0O d 3E5HkA (DMEM-
aREE, 0% e, 1%FEL /8% /580K, 1X AN
B4R, 1% 3FCMN B KB (NBAA)) (Gibco® ) # 1% h t A% %
5 (Gibco®)) F ey 1.5 x 10°AM-1 /D 40/ /8 100m m 28 2% 3% Fh o ¥ 4544
F—X, ¥ 400 %5+ £ f 7k RPMI1640 354 (Cibco®) 4% 12x 75
mmR AR RE F. AR E M 24 2 Trans1T® - LT1 K H) (Mirus
Corporation) #H HERASOMATETET 10 24F. REARLHA
At 15 fon MR AL DNA (7.5 B %, 49 aOPGL-1-k/ pDSRal9 #= 7.5
20 B 49 aOPGL-1- IgG2/ pDSRal9, /A Pvul 44k ), AZTETEF 10
24
M@ &B CHO d -3%5& K, A 10 £ Dulbecco’s BELE
EAK (Gibco®) ik, m@mpimA 6 T4 mA HT, L-glu, NEAA
FeRBEL4H (Gibco®) ¢ ik MEM 325K, @M idAe DNA/LTL &
5 AR, MUREER, B ONAPH I LM, EELITHRBEFEE 6
DX G, MATE CHO d - BAEABBRIBFRE, BIHZE, #a
B 10 A CHO is#32 4K (DMEM- SH &4, 10% FHiteypst
i, 1% FEE/BHEX/LCR8BE, |%FEXARLARF 1X AR
B 44 ) (Cibco®) d ¢ 100 mm 32 m, SR ERBAZALIIY
s Hd I,
10-14 R )5, %A 1x k& 48 - EDTA (Gibco®) FiZeéy S
mm B (Labcore®) Bit 8%, I HAE 24 LA L3248 A CHO
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AR ARIEA. S@MBFBILAZIE, MAXLKFRFA (CHO &
Bz kR, FBS MM), REAL 48 M2 EiksE. Eid ARBKLEAK
Wds (HRP) - 1&BE¢g L3 - A IgG Fc 44k (Pierce, Rockford,
IL) #47% G R pash i ok £ F Aok k&, kPR wOPCL-
51 &4, AR LER - A k 434k (Pierce, Rockford, IL) 4
£ F HRP-1%BE 44 %4 — Lo 3¥ 16 (H+L 34K ) (Pierce, Rockford, TL)
kM a0PCL-1 248, HRFZARABRY EFALARRTHRA.

x4 3
0 a0OPGL-1 & %] &
mint 125Q B H &g 4
Bith 96 ARFTEARFEHTHILBRAISELHE 4%
«OPCL-1 #5 CHO fafe, AAF B X B A Fht RAFEAH XL H
S, #EAT BIA RABF AR EH KT o0PCL-1 . RERIMLER
5 B 100 EH,250 4,500 £4, 1 A 3 FHak s A B4 3 4 Aplkon
AR EEPEREAMZE K, OREETRfFEE, RFLS
FPARRARENXRGEELGLE, SFALAFRAMIRLE 125Q.
LAy RAN RS MRS 1x10 @R/ £ 4% 360 A,
BmpEHEFFLARO L oFERE (A 10 £/ LR
W RABA 10 2H /A L-5RABE (Gibco/LTI/Invitrogen), #= 10%
—WEM (JT Baker) #5 90%VM—Soy Batch 3FH ¥k (LK 3))
FRA K. ALY RETRAZE;S LR ERIAZHT R
AT .
VA3 AR A R ekt KM A DR BT A KAk T A KR,
o 4REBR T AT a0PCL-1 e R k#1250 wie k.
2 e 3%
it 1250 Mm% v R A m4l4 aOPGL-1, 125Q e 2 AR
% o0PGL-1-x/ pDSRal9 A= wOPGL-1- 1gG2/ pDSRal9 A& i& aOPGL-1
45 CHO miety ke mie%. B 19 Br&/A T «0PCL-1 ¢y mieid 7 ik.
W s FHE %, kA 125Q ML ER ARG mRRME S0 EHARA
10 24 / fHELAAREABEA 10 EH /A -2 ABRK
(Gibco/LTI/Invitrogen) (VM-Soy Supp) 4§ VM-Soy Batch BRE

54



02816680. 9 oM P FEs51/61m

(RAFRLK 3) A 125 EABRKBEMRT A 100r pmEH 5§ X,
KB I MR 500 EHsesb 15T 49 VWM-Soy  Supp £ %) 3 x
10°54mpe/ £ (3B5ve/m1l), FHEL 70r pmaedddd s 3-4
R, Ak AB 500 EARSEMOYGLFERDERN L REHMTH

5 VM-Soy Supp iX%® 3BS5vec/m1l, FH¥ T0r pmzesbitik 3-4
.

REH L s B P 2 KRR A 3L sy, Ak
A E4I 8y VM-Soy Supp PiXE 3BSv ¢ / m | S HAAE M T
. KRG R X skie AR R W B b A s In, ERA L

o #9 YM-Soy Supp ¥3iX%| 3B5v ¢ /m | A BLAAMBRAWHEHTER. A
Rk BWA 3L RIERRAGHAIZFHEF 0L PR EZHPE 10L&
A B2y VM-Soy  Supp, A AN Bl XiE4T 7-10 K,
At # 7 X, mASHERERFENEREH (“HH” EFTE
MR I PAH=) fRE@REKRMFEFIHAET.

15 REARA 0L ABEEBRGLIFZRBEN 150L £HREE
P4y T0L KA Brérhy) W-Soy Supp, £ MR E SRSt A 5 XEAT
9-10 X, ®&JE, AkA 150L £HRE BZHLNREHFBEA 20000 £
BB R P K 880LVM-Soy (KA AN R BL ), L WAL F A
st H o X4y, plEoitdr X3k g, g£85—A4

w AHRBBHFAMTHH OB THRFAE 0.6g/L. BRI MREE
Fo W) B4R BB HoAR ALY bR R

2000 A WA EBFHAEFHEXRLGHA, Hampari >4
aOPCL-1 H A 433 mpedE £ A ¥,
KE pll, BEFRERYAELSEREHNESRESR: pH £ 7.0 5

o BBt AR AR fe AR B A IS, BEROAZ 120 EXFKAEHN
HAZZTE, RAFARARES. AEALIRT@BRKE 37C. A
Rk id 0,22 AR PR IE S,

EH &8 R, Fmbidfame f XHRE W ELABEY
Fix Ak bibk. @it Cuno 90SP KB LKA 0.2 K Posidyne

o it ® (Pall Co. ) —F B FREH. KRSHA S0kD NMWL R
(Millipore Biomax50) i itdpd A#BE (UF) REEF G KHE
Fh., BESBRARARSE 1ISEI0H., REATLLRLSALTFE
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3

0

HRmAMFERA (CCOM), ATREM%L. B IIIXETESFT K,

m e ¥ 8

Bt A2 AR R AR L vl Dulbecco’s Modified

Bagle’s 32 /4 £ /Ham’s &4+ F12 (DMEM/F12, 1:

1) AR, HE5

FANAKFHRAR, FMNERDAL, XaXABTHIELAR
£ % (Nucellin®Zn, Bli Lilly). & 3 5| R4, &2 A # 4 WM-Soy,
AAE Az ATt 0.2 AR LA R B R ERTE.

£ 3 mpEHRARL

E AR R X Fo it MRS
BRA VMSoy &-#3E K (mg/L) #H  (mgl)
B
ALE
CaClz (A7K) 116.60 2332
CuS04.5H20 0.0026 0.0052
Fe(NO3)3.9H20 0.1000 0.2
FeS04.7H20 0.8340 1.668
KCl 311.80 623.6
MgCla ( 7K ) 57.280 114.56
MgS04 (X7 ) 97.680 195.36
NaCl 905.990 1811.98
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NaH2PO4.H20 125.00 250
NazHPO4 142.040 284.08
ZnS04.7H20 0.8640 1.728
HE e
D-F OB 3151.00 12302
VA g L 5.40 10.8
T 5 8% 0.090 0.18
BLF B 0.2060 0.412
M 8.10 16.2
&R 2HC 0.1620 0.324
v ) 85 44 110.00 220
A
L- AR 26.70 53.4
L- #% .8 HCl 295.00 590
L- X A Btk H20 45.00 90
L- X AR B 39.90 79.8
L- ¥ Bt R Bk HCLH20 35.120 70.24
L- pt 8 B8 2HCI 62.580 125.16
L- 4 88 44.10 88.2
L- 5 R B 657.00 1314
H R B 52.50 105
L-#8 & B HC1.H20 62.950 125.9
L-J+ &R 108.940 217.88
L- % 8B 118.10 236.2
L- B R A HCl 182.50 365
L- T AR B 34,480 68.96
L- ¥ FA R 8% 70.960 141.92
L- H BB 57.50 115
L-# f.5 73.50 147
L- R 106.90 2138
L- & R A% 18.040 36.08
-84 & 8 .2Na.2H20 111.580 223.16
L-45 4,58 105.70 211.4
%A K
2HhE%&a 0.0073 0.0146
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D-Z 845 4.480 8.96
F AL fe 5%, 17.960 15.92
ot i 5.30 10.6
i- JLBE 25.20 50.4
0 B A 4.040 8.08
w74 B HCI 4.00 8
wpe HCl 0.0620 0.124
KAEB 0.4380 0.876
44 #B1 HCI 4.340 8.68
kS 0.3635 0.727
4 & BI2 1.360 2.72

At A a5
Nucellin Za, (thu/& & %) 5,00 15
T A 0.0050 0.015
T8 0.0012 0.0037
ZHTRERE 0.000040 0.00012
SAL T 644 0.020 0.06
AT AL 4% 122 450 122.450
Pluronic F-68 1000.00 500
X g K 6000.00 6000.00
NaHCO3 3000.00 3000.00
NaCl 3500.00
shib 7 %k

CHO Zajte & iA#) a OPCL-1 HikB|jashis k. TUAmA—%
SN FERFNELWME. AT ERARKEEEFS, FEFIR, 8

KA TR E#%k, ARK pl FRAHFITES., TOHAXE

7k,
A, HKMEFEFE#E (HCIC)
HEEETREIMX I EIMETEA A DNA, R Lot i
A (CCM) it Cuno 30SP ¥ Fid)k 51t Cuno VRO7T &4y
e ERLRR, REMHEER MEP HyperCel #fE L, i
B, TR & (20 oM Tris pH 7.2) A3, &A1& pl
%ok (20 oM ZBR4A, pH 5.0) MRS ZEBLILIK. MEF L%
BBy, VAEFAHESE 280 nn R A LAY E F 4,

B. mEFKRE
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FF MEP &R BEE pH 3.7 A BEF KLY 60 2047, BTheey s
R2HEHFRERE. RFFEZE, ¥ ol AV E XY 6.0,

C. wm&idik
PP T pH 694 FF#E i Millipore Viresolve NFR itjE B R %F
5 Fl#idi, ARRTERER, =50 m TG FTE2REGT.

D. fa®FKké&E#kik (CEX)
12 SP 3744 A% HP (AmershamPharmacia) X FRFH@itfa g
FR#®EEEd PR, MEFIREEETRELF 4
# CHO fmfie%& & i, DNA, 1K T2 EZ A K, R EH X ¢4 a0PCL-1,

It FrEdROHRMFINMETFIRMIBLE MEZE, ATH
%4k (20 oM NaMES pH 6.2) #%BEF. REAE L E M
J& (20 oM NaMES pH 6.2, 0 M NaCl £ 20 mM NaMES pH 6.2 ; 0.3
M NaCl) B4idk. NAETF LRKE, AEFAEHE 280 nn
W E R Yok

15 E. HARMARZHEM E#% (HIC)
1% Al Phenyl Toyopearl 6505 ( Tosoh Biosep) &K ¥ Fl & it %
ACHEAR B AR R &% kit — P ik, SRR MR IR &k
AYEHRFNTRIFBLER A CHO mApeZ &L, DNA, &4 F 35
EOQR, REHXE «0PCL-1. AmAHFIETFLEZ BT A

20 RBEAMETIREACFRATE 15-25SCTTFTEFE> 105
mS/cm . M2 UG, AFHEAFR (1M B8R47, pi 8) F i
T. RAEAEBEREHEEHE (1 M 55847, 0oM Tris pH 8
£ OM BEER47, 20 oM Tris pH 8) :Bliuik, MET LB,
AT AL HE 280 nm BAE Y EICE Z4.

25 F. KAtk
@it4# A S0kD NMWL £ (Millipore Biomax 50) &4 A AR &
¥ HIC EAFRREFLSEINRFE AR, REALEFRAH
10 mM Z B 2k, 5% ALBEEE, pH 5.2 4= 30mg/oml &) aOPGL-1,
RedEfFEE

0 shAl g FoniB it 0.2 4K P\/DF i$8 8 (Millipore), BAf, I

HAKYG-30Ca4h %k ims.
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F A 4
aOPGL-1 Wy & &4 F 1
o F B 1 A 2 Pt ey A AARERARE R CHO et S 4
MFARTUETERY LK 4, 5, =6 FIEA,
5 A OPG 4 F A KK, D AAHHARA T 4 0PGL, aOPCL-1 ¥A
B FEAHLEASAOPCL, /22 REF 5 X OPCL 424 (& 4),
4k 4: aOPCL-1 famfbfE R X g A, BER D KA 74 OPCL ¢35
Fo bk

OPGL 4 A4 @0PGL-1
ED., (ng/ml)
A 16
£ 3 19
IR AAKFHLES

o XA ey OPCL £ CHO mie P RZB AL KMYBELSHETAR.
@it 5 aOPCL-1 #» FITC-3Fittd A 1802 R F 49 MmAL ey FACS &
Mk aOPCL-1 Hampek @ &k 4y OPGL #9454, wOPCL-1 #4&A
Fo Wi % OPGL, {22 F4&57 M 44 & OPGL.

B4, ERE, A OPC ARE 5 EIRERTFAAXRER MR

5 Tk E4R (TRAIL) 354944 (Truneh %, 2000), #EBeik & TNF X
HEARERR, ©AIE L OPCL #9 DNA F R EBRA 5 F &M (Lacey F,
1998), {22, # @ K3 0PC 55 } f& TNF-38 X & & J& 4] 4 TNFa, TNFB ,
& CD40 BeAks: 4.

EIA # F aOPCL-1 #%F- 144 0PCL (B 7). F& T E4 & 0PGL

w o (2% /EH) k3 96-3L BIA AR E 16 - 24 8. A PBS % 1% BSA
HHAZE, QILF AR RENAE 1 % BSA/PBS T#H#&F ) «0PCL-1
(X% 2 ng/ml £ 1000ng/nl) H#EAEFRTFTEETFHRAY 2 IH.
i ) TMB-H202 (W FEEXR KA AALE ) AP RSMWEA LFHR-A
TgC (Fab’ ) -HRP AR A a3k, #EIK 450nn A= 650nm 65 R A .

aOPCL-1 4% F- M4 04t R mibk & L AL OPCL (A 8). 4 FACS
4% # % (PBS, 0. 1% BSA, 0. 01% & £4t4 ) ¥ #H# 4y «0PCL-1(100ng/ml )
7 &% 3k & 44 OPCL, TNFa, TNFP, TRAIL, X CD40 Beik ( X% 0. 1ng/ml
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£ 1000 ng/ml ) FAkEF, REML K4 200, 000 CHO REN 218-9 4
i, etk d EAAR R AL A4 OPCL &) CHO wmie. 2-8 C
T 1AHZE, BEBSCEREALOGHRARFLRE. @RRBA
2-8 CF5 FITC-4ric#d F (ab’ ) 2 4% 3-A IgC (Fcy B EBFFH)
sORE 0 4. EoAnkZE, #AAKERARZ MEEE LK.
A 8 .59 «0PGL-1 55 CHO REN 218-9 ‘mftéh4: 4 R4FF My, FFHMm
AT OPCL & &M 1, 422 mA TNFo, TNFB, TRAIL, s CD40
A AR ] R X AF
LEFSTHTY, ImASMR OPCL 44 4% aOPGL-1 &5 EIA F48 £ OPGL
o #&4 (B 9), 422 mx TNFa, TNFB, TRAIL, 2 CD40 Fetk 0| RiLA
(B 10). A b@stF aOPCL-1 5 EIA P4 E OPGL 4 F kAR
LAR & H kAT AR, EREMS 0PCL GHUKZ AT, BRKAE
4 aOPGL-1 (100ng/mL ) JA &-F#PRE &9 +T& OPCL R i ftk (HF K
#5 1ng/ml £ 1000ng/ml ) FMAERTF .
R LB 5
aOPGL-1 f F=7E M
BUR B AT AR 44 4
RAW264.7 ( ATCC No.TIB-71, Manassas, VA) & & E & & it &
%, Bk A Abelson R & s mAFHFMB. RAV264.7 Wi £ OPCL
W BATFTMUABEET@EE SR, dF OPCL AAT RAW 4l 7 X
o s By R ek A dh it mAiE N Simonet (1997 )Cell 89 p.
309, #= Lacey & (1998) Cell 93 p. 165, ©MAXELH T/EMTH
IR S
ek &) 8 RAV smfetb s & mpeit mfe, 81T TRAP 7 M Afus
5 BmRHBAER T R, Bk, 22 «0PCL-1 T @it
ARG .
fmmpds & (DMEM, 10% FBS, 0.292mg/ml L-Glut, 100 ¥4z
JEHEEEC, 1004LE/EHRABRBEL) ¥, £EZFH O0PCL (40
ng/ml ) A+ RF &4 a0PCL-1 (6.3ng/ml £ 200 ng/ml) HAETF, RAW
W O mMEEE 4 X, BwRs ke, @i5EMRARRAER, HEM
- R KRBT 5 SR mRRER TAARE-FUHRAERS
(TRAP) F MR R, BZwit, METHFEREME, GEAILIA 100
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WA LR AR (410 £5F 0.1 MAFHBER, 590 £ 0.1 M A4
B, =43, 1 ol tritonX-100), # BB PHRAFTETEF 3-5
240 . AREAN 100 fkFF PNPP & (157, 8 mg BRBERLEE XA (Sigma
104100), 7.2 ml LB A% (Sigma cat. no. 387-3), = 22.8 ml
OB ESEAR), FARFRATRTRE 3-5 947 . A 50 &%

0. 5 M NaOH ZB&RLIER T,

TRAP 3§ s-m A XK R BB B 440 A s - A XK, @it 405 nm &)
AFERMZHATEFTRE. Bt FHF ML T RHRIFITH TRAP
AL 405 om UFEEARXIK, B 11 FrriFE o0PCL-1 RAEH

o B, FHERHEZRLSH T a0PCL-1 WK FT BN K.

OPGL 3% A3t & 4k 4 4 1 4F F)

@it aOPGL-1 FAET OPG Fedkb HARX 4K, B F Mo bAd

&k (ODAR, £AR4F RANK) #5469 6% /429 0OPGL-1 #3 f. I

AT R 3 2 byt E) 4 P S K3k 4k (HTRF) @& aOPGL-1 H544-18 8%
5 BRYPFEAR (Bu-0PCL) #9445, 4R a0PCL-1 #94] Eu-0PCL 44

ODAR, RAK B, ALY a0PCL-1 Y FEHERAERRAILKE.

F 444732 OPCL, % & 337 nm B A W A & 620 nm £ 4. ODAR 5
FLAG #4F#HXE Fc &4, Fc—ODAR-FLAG @4 %a 528 %4
(APC) 46y 3-FLAG #utkizie, SBRZEGL LA 620 non AE

20 BE 665 nn K ATHYSESLHE. Bk, 3 Bu-4Fitd) OPGC Boikit4~ Fe-
ODAR-FLAG/4t-FLAG-APC & &-4kBt, %/ 337 nm @AW =T HE A4k
A 665 nm X 4.

0. 05pg/ml & Bu-OPGL Hmlz 4 4 #% (50 mM Tris pH 8, 100
mMNaCl, 0. 05% NaN,, 1% BSA, #= 0. 05% Tween 20) T &F:KEF (0.1 £
150 ng/ml) 45 aOPCL-1 AFEEBETRFTARY 1 I (FREFRASYW).
iR % AR P 4 & Fc — ODAR-FLAG ( 1pg/ml ) #w 3 —FLAG-APC
(2.5pg/ml) HREHFHAEFTRTEET 1 I (EXEHRESH).
RELSHFFARARHAREBEFTRAOYFAXALH RS A LEFTETESF
3 .v8f, & Packard Discovery HTRF £ EAR 447X L x4k o) & &
o0 RE, ARM 337 nm K kKA 665 nm KA EK.

% a0PCL-1 5 Eu-OPC B4Rk FUR H X /55 Fc-O0DAR-FLAG/4n-FLAG-
APC 4B, 665 nm #) KA EEAF FHRMF N, wH 12 HF,

S
'
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iE ¥ aOPGL162 fit A 4] OPGL % ODAR #4454,

F B 6
BB HHHF
NARKE N REMHE, AR TASEFIAEAETL -4kg o
BANFIEH, F 1AG =A== RBHHAR, £ 2, 3, o448
L —Rife— AR, F | BHEHHERE— SC HE
# 1 mg/kg aOPGL-1, Wmst% 2, 3, = 4 B¥9sh o AR E— 1V
FEE 0.1, 1.0, & 10. 0 mg/kg #5 aOPGL-1
10 HMEZTHEOFTRLRIP L (CHO) mifikey a0PCL-1 . B
e 75 A o R . a0PCL-1 K-F-, AR SAT, B EIAriehdhidF N-5HAK (£
A N=-Tx) 547, WHBEBREE (ALP) 47, FohiF45 (M Ca) H47.
BB o N=3k AR (Jk N-Tx ) FoLBF,
WL ZHBIRERAE IVAHZIEH A RE-HRAGHE (B 13),
5ORM, A—ARERLAH, BEX-NEZFRRGTFEH, CRAAY
SERE-RBUEE . £ AR A2,
J B A B WinNonlin Professional (vl. 5) 474 miFERE-M
M XGF-RELH, PXEDRAEANILERS 14 ROKBERKS
M, vARAER SAAM 1T (v1. 1.2) &5 10, 000 ng/mL & Eo4f, % AF
w % a0PCL-1 ABRF P hE. A IV 2B HmsERRE
)& 28.9 ml/kg, KMFeRRE. AR IV LB IRIEER
(Vss) #3452 39 ml/kg . 35+ 490 aOPCL-1 A 6. 02 J o &g+
MR EFERR (L ,,,), BEHFE_HEEN FEMK, FEXH(t,,,)
A 0.1 mg/kg ) €69 86.9 JEFEKZE 10. 0 mg/kg A&7 444 W,
3o FTA e IVEAAEREATARERFRN (t,,,,) F3 31 ).
A I aOPGL-1 #97& R # (CL, CL/F) RAFLK M, 82 IVLAZH 10ne/ke
FMEH S FHFRER 0.120ml/br/kg ) B HEZ 0. lmg/kg
(0.40Iml/hr/kg) &) 4K 3. 3-4%.
RTLHZE, Rk, 132 ) 58ERE (C,) & 11,
30 600ng/ml, SC A H/XERABFLEHSZAETE, 3 0387+ 0.281
ml/hr/kg 84 F ¥ FHRE Fo 202+ 80. 1 JHFH AN, FH4
AR B SE 89%.
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A5 HEET @ SiE.

& S: IVA SC #% /% —FF a0PCL-1 X EHBARA FH (£5D)

F-REtdah hFAK:

IF-K ¥ REAF T
1.0 mg/kg 0.1 mg/ke 1.0 mg/kg 10 mg/kg
e . 5C (n=6) V(=2) | V@=2) | Iv@=2)
F 34E SD FHME | FBE | FR4E
T e hr 132 60.2 0 0 0
Coax ng/ml 11600 3410 4330 38200 326000
Uy hr 34.9 1.1 30.7 314 ND®
AUC () ug*hr/ml 3520 1750 253 3950 99900
CL, CL/F mi /hrikg 0.387 0.281 0.401 0.256 0.120
MRT hr 202 80.1 34.8 124 519
| Vss ml’kg N/A® N/A 337 317 55.9

" EAAEEFERENME
"EAAME, PRESEES (B) B R, REAARILRN
C AT AL R
1 W5 24 BFZ A aOPCL-1 5|A& i N-Tx K Ptk K (B
14). ARBRKXERHL ARt £ IV 23K 0.1 ¥wE 10mg/kg
ZBE120HETR, #ZSC 22 1.0 ng/kg 9354 4E 12 S 11
AZE, RAKERENFLEMAN 0.1 £ 1 ng/kg AR HKY 80 £
91% . /2, AA#—FTHHARSZHNEARBE X HFEARL 91 %.
5 IV 225 0.1 mg/kg 25 28 AASC L2351 mg/kg 2 /5 70 R ih N-Tx
YK FEB ALK, KR N-Tx RAE HoF NTx AMREE, RTF
105 R BFA e94a @ B A 48 (B 15).
IV 225 10.0 mg/kg 25 7 RfnF Ca 44w S M AL 255 4%
FRAKP A 31 6% P HRIKE., AR ELBE0E Ca FHBE
WK TFEMAEKFBMEE 26.4% . F 17 X, BAEE YA G oF
Ca KEF@EEEMREF M 106 XA (B 20),
HAFTARKFEREWML, HEHRFiLdH N-Tx Mk, ER
B3| FH ARARLd (ALP) ¢) R 1A ALP K-F L THLIEF S A3
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kFkatmegmeER (B 21). aOPCL-1 L H X BRI G FH A&

4730 (ALP) Z 378 B RILAFLH &,V +E 9 aOPCL-1 & B 4i—F BAK Al .

XE X (12 Adeg 9 R) 43 aOPGL-1 4k, 3 aOPGL-1

FREAARERRAN TR EBRIHEY. HRALHAEARKARS

s Pk R 7R 4EF T a0PCL-1 du4k2t 0.1 wg/kg vA L aOPCL-1 2%

WHHFHYER. 0.1 ng/kglV B, aOPCL-1 YK B K AR A X
AR, Bb&A WK a0PCL-1 &R (B 16).
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02816680. 9 F %5 F* 1/1370
3%

110> W, J. {4PSR

F. H BT

J. R BURR=

G. C. A4%H
<120> #i OPGLIR &
<130> 06843. 0049-00000
<150> 60/301, 172
<151> 2001-06-26
<160> 20
{170> PatentIn version 3.1
210> 1
<211> 1426
<212> DNA
213> /pRR (Mus musculus)
<400> 1
aagettgace accatggagt ttgggetgag ctggettttt cttgtggeta ttttaaaagg 60
tglecagtgt gaggtgeage tgttggagtc tgggggagge ttggtacage ctggggggte 120
cctgagacte tcctgtgeag cctetggatt cacctttage agctatgcca tgagetgggt 180
ccgecagget ccagggaagg ggctggagtg gegtctcaggt attactggga gtggteggtag 240
tacatactac gcagactccg tgaagggeeg gttcaccatc tccagagaca attccaagaa 300
cacgetgtat ctgcaaatga acagcetgag agecgaggac acggecgtat attactgtge 360
gaaagatcca gggactacgg tgattatgag ttggttcgac ccctggggcec agggaaccct 420
getcacecgte tcetcagect ccaccaaggg cccatcggte ttccccetgg cgecetgete 480
caggagcacce tccgagagca cagcggecct gggetgeotg gtcaaggact acticccoga 540
accggtgacg gtgtcgtgga actcaggege tctgaccage ggegtgeaca ccttcecage 600
tgtectacag tcctoaggac tctactccct cagecagegtg gtgacegtge cctecageaa 660
cttcggeacce cagacctaca cctgecaacgt agatcacaag cccagcaaca ccaaggtgga 720



Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Ala Ile Leu Lys Gly

1

5

10

15

Val Gln Cys Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln
25

20

30

Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe

35

40

45

Scr Ser Tyr Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu

50

55

67

60

02816680. 9 o8l & OH2/131
caagacagtt gagcgcaaat gttgtgtcga gtgeccaceg tgcccageac cacetgtgge 780
aggaccgtca gtcttectet tececcccaaa acccaaggac acccteatga tctcceggac 840
ccetgaggte acgtgegtgg tggtggacgt gagbeacgaa gacccegagg tccagttcaa 900
ctggtacgtg gacggegtgg aggtgecataa tgccaagaca aagccacggg aggageagtt 960
caacagcacg ttccgtgtgg tcagegtect caccgttgtg caccaggact ggotgaacgg 1020
caaggagtac aagtgcaagg tctccaacaa aggcctccca geccccatcg agaaaaccat 1080
ctccaaaacc aaagggcagc cccgagaacc acaggtgtac accctgecce catcceggga 1140
ggagatgacc aagaaccagg tcagcctgac ctgectggtc aaaggettct accccagega 1200
catcgeegtg gagtgggaga gcaatgggea gecggagaac aactacaaga ccacacctec 1260
catgctggac tccgacgget ccttettect ctacagcaag ctcaccgtgg acaagageag 1320
grggecageag gggaacgtcet tctcatgete cgtgatgeat gaggetetge acaaccacta 1380
cacgcagaag agcectctcee tgtctceggg taaatgataa gtcgac 1426
210> 2
211> 467
<212> PRT
213> PR
<400> 2
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H3/130L

Glu Trp Val Ser Gly Ile Thr Gly
65 70

Ser Val Lys Gly Arg Phe Thr
85

Asp

Thr Leu Tyr Leu Gln Met Asn Ser

100

Tyr Tyr Cys Ala Lys Asp Pro Gly
115 120

Pro Trp Gly Gln Gly Thr Leu
130 135

Asp

Lys

145 150

Glu Ser Thr Ala Ala Leu Gly Cys

165

Val Thr Val Ser Trp Asn Ser
180

Pro

Thr Phe Pro Ala Val Leu Gln Ser

195 200

Val Thr Val Pro Ser Ser Asn
210 215

Val

Val Asp His Lys Pro Ser Asn
230

Asn

225

Lys Cys Cys Val Glu Cys Pro
245

Arg

Ser Gly Gly Ser Thr Tyr Tyr Ala
75 80

Ile Ser Arg Asp Asn Ser Lys Asn
90 95

Leu Arg Ala Glu Asp Thr Ala Val
105 110

Thr Thr Val Ile Met Ser Trp Phe
125

Val Thr Val Ser Ser Ala Ser Thr
140

Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser

155 160

Leu Val Lys Asp Tyr Phe Pro Glu
170 175

Gly Ala Leu Thr Ser Gly Val His
185 190

Ser Gly Leu Tyr Ser Leu Ser Ser
205

Phe Gly Thr Gln Thr Tyr Thr Cys
220

Thr Lys Val Asp Lys Thr Val Glu
235 240

Pro Cys Pro Ala Pro Pro Val Ala
260 266
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Gly Pro

Ile Ser

Glu Asp

290

His Asn

305

Arg Val

Lys Glu

Glu

Lys

Thr
370

Tyr

Leu Thr

385

Trp Glu

Met Leu

Asp Lys

Ser Val
260

Arg Thr
275

Pro Glu

Ala Lys

Val Ser

Tyr Lys
340

Thr Ile
355

Leu Pro

Cys Leu

Ser Asn

Asp Ser

420

Ser Arg
435

Phe Leu Phe Pro Pro Lys
265

Pro Glu Val Thr Cys Val
280

Val Gln Phe Asn Trp Tyr
295

Thr Lys Pro Arg Glu Glu
310

Val Leu Thr Val Val His
325 330

Cys Lys Val Ser Asn Lys
345

Ser Lys Thr Lys Gly Gln
360

Pro Ser Arg Glu Glu Met
375

Yal Lys Gly Phe Tyr Pro
390

Gly Gln Pro Glu Asn Asn
405 410

Asp Gly Ser Phe Phe Leu
425

Trp Gln Gln Gly Asn Val
440

Pro Lys Asp Thr Leu Met
270

Val Val Asp Val Ser His
285

Val Asp Gly Val Glu Val
300

Gln Phe Asn Ser Thr Phe
315 320

Gln Asp Trp Leu Asn Gly
335

Gly Leu Pro Ala Pro Ile
350

Pro Arg Glu Pro Gln Val
365

Thr Lys Asn Gln Val Ser
380

Ser Asp Ile Ala Val Glu
395 400

Tyr Lys Thr Thr Pro Pro
415

Tyr Ser Lys Leu Thr Val
430

Phe Ser Cys Ser Val Met
445

69



02816680. 9

F?
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His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

450

Pro Gly Lys
465

<210>
21>
212>
<213

3
728
DNA
aN:h

<400> 3
tctagaccac

ataccaccgg
aaagagccac
accagcagaa
ctggeatece
geagactgga
ggacgttcgg
tecatcttece
tgaataactt
cgggtaacte
gecageaccct
Lcacccatca
aagtcgac

210> 4

211> 235
<212> PRT
213> /MR

<400>

catggaaacc

agaaattgtg

ccteteetgt

acctggccag

agacaggttc

gectgaagat

ccaagggace

gccatctgat

ctatcecaga

ccaggagagt

gacgctgage

gggcctgage

455

ccagegeage

ttgacgecagt

agggccagte

gctcccagge

agtggcagtg

tttgcagtgt

aaggtggaaa

gagcagttga

gaggccaaag

gtcacagagc

aaagcagact

tcgeeegtca

ttetetteet

ctceaggeac

agagtgttcg

tccteatcta

ggtetgggac

tttactgtca

tcaaacgaac

aatctggaac

tacagtggaa

aggacagcaa

acgagaaaca

caaagagctt

70

460

cctgetacte

cetgtetttg

cggecaggtac

tggtgcatce

agacttcact

gcagtatggt

tgtggetgea

tgectetgtt

ggtggataac

ggacagcacc

caaagtctac

caacagggga

tggeteceag
tctecagege
ttagecectggt
agcagggceca
ctcaccatca
agttcaccte
ccatetgtet
gtgtgeetge
gcecctecaat
tacagcctca
gectgegaag

gagtgttgat

60

120

180

240

300

360

420

480

540

600

660

720

728
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Met. Glu Thr Pro Ala Gln Leu Leu Phe Lei Leu Leu Leu Trp Leu Pro

l

Asp

Leu

Val

Pro

Asp

Ser

Gly

Arg

Gln

145

Tyr

Ser

5

10

Thr Thr Gly Glu Ile Val Leu Thr Gln Ser Pro Gly Thr

20

25

30

Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser

35

Arg Gly Arg
50

Arg lLeu Leu

Arg Phe Ser

Arg Leu Glu
100

Ser Ser Pro
115

40

60

45

Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly

15

Leu

Gln

Ser

Ser

Gln Ala

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro

Gly Ser Gly Ser Gly Thr
85

90

Pro Glu Asp Phe Ala Val

105

Arg Thr Phe Gly Gln Gly

120

Thr Val Ala Ala Pro Ser Val Phe Ile

130

Leu Lys Ser

Pro Arg Glu

Gly Asn Ser
180

Gly Thr Ala Ser Val Val

Ala Lys Val Gln Trp Lys

165

170

Gln Glu Ser Val Thr Glu

185

75

Asp Phe Thr Leu

Phe Tyr Cys Gln

110

Thr
95

Gln

80

Ile

Tyr

Thr Lys Val Glu Ile Lys

125

Phe Pro Pro Ser Asp Glu

140

Cys Leu Leu Asn Asn Phe

155

160

Val Asp Asn Ala Leu Gln

175

Gln Asp Ser Lys Asp Ser

71
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Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu

195 200

205

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser

210

215

220

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

225

210>
211>
212>
213>

220>
223>

<400>

230

5
25
DNA

AL

5’ kappa RACE 3|4

5

gatgacccag tctcecageca ccetg

210>
<2115
212>
213>

<220>
223>

<400>

6
23
DNA

ANIF5I

3' kappa RACE 5|¥

6

aagggtcaga ggccaaagga tgg

<210>
2ip
212>
<213

<220>
223>

<400>

7
30

DNA
AIF3

5 $i-OPGL-1 kappa 3|¥]

7

caactctaga ccaccatgga aaccccagcg

235

25

23

30
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210> 8
2Ly 31
<212> DNA
Q213> ANIFFI

<220>
<223> 3 Hi-OPGL-1 kappa 3|¥

<400> 8
tttgacgtcg acttatcaac actctccect gttgaag

<210> 9
211> 23
<212> DNA
Q213> AIF3

<220
<223> 5 IgG2 RACE 3|4

<400> 9
ggcacggtca ccacgetget gag

<210> 10
Q211> 24
<212> DNA
213> AR5

<2200
<223> 3 1gG2 RACES|Y)

<400> 10
cctccaccaa gggeccateg gtet

<210> 11
211> 51
<212> DNA
Q13> NI

<220>
223> 5 $i{-OPGL-1 IgG2 5|4

400> 11
cagaagcttg accaccatgg agtttgggot gagetggott

73

tttcttgtgg c

37

23

24

51
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210> 12
QI 37
<212> DNA
213> AT

<220>
<223> 3" Hi-OPGL-1 1gG2 31Y

<400> 12
geatgtcgac ttatcattta cccggagaca gggagag 37

<210> 13

Q211> 122

<212> PRT

213> MR

400> 13

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Gly Ile Thr Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Lys Asp Pro Gly Thr Thr Val Ile Met Ser Trp Phe Asp Pro Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser
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115 120

210> 14
<211> 108

<212> PRT
213> PR

<400> 14

Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Arg Gly Arg
20 25 30

Tyr Loeu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
35 40 45

1le Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 95 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala Val Phe Tyr Cys Gln Gln Tyr Gly Ser Ser Pro
85 90 95

Arg Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

210> 15

211> 24

<212> DNA
213> ATIFF)

<220>
223> FBHLSIY

220>
<221> wisc 4F1E
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&

1171358

<222>
223>

<400>

(18).. (23)
NRA C GEKT

15

ggecggatag gectcacnnn nnnt 24

<2105
211>
212>
213>

<2200
<223

<400>

16

5

PRT
ATIFF)
5 #i-OPGL-1 kappa 31¥IFIE 4 M#

16

Met Glu Thr Pro Ala

1

210>
<21
<212>
<213>

<220>
223>

<400>

5

17

6

PRT
ALF5Y

3 Hi-0PGL-1 kappa F1¥IHIER 5 BIE

17

Cys Glu Gly Arg Asn Phe

1

210>
21
212>
213>

220>
223>

<400>

5

18

12

PRT
ALF5)

5 $i-OPGL-1 IgG2 5I¥IRYRRSTRIENE

18

Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Ala

1

5 10
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#l

* H12/131

210>
211>
<212>

213>

220>
223>

<400>

19
7
PRT

ANIF5Y

3 $i-0PGL-1 IgG2 SI¥IMIERA-HIERE

19

Lys Gly Pro Ser Leu Ser Leu

1

210>
211>
<212>
213>

<220>
223>

<220>
221>
<222>
223>

<220>
Q21>
222>
223>

<220>
2215
<222>
223>

220>
221
222>
223>

5

20
10

PRT
AIRF3

LHRH 53 7Rk

MISC_4%14F
..
Xaa & Ac-D-Nal, H et Nal & 3- (2-Z58) HE B

MISC 4%4E
(2)..(2)
Xaa & (4’ -FEE) REKE

MISC_4%4E
(3).. (3
Xaa £ D-Pal, 3 8 Pal £ 3-(3' -ftreX) AEBE

MISC_*?ﬁE
(5).. (5)
Xaa £ N-FPERER

(i
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<220>

<221> MISC_4%¥4E

<222> (6).. (6)

<223> Xaa B D-KABERE

<220>
<221> MISC %4

<222> (8)..(8)

<223> Xaa £ N-epsilon-2-FHZE-REBE

<220>

<221> MISC_#%4E

<222> (10).. (10)

<223> Xaa & D-TAERE-NH2

<400> 20

.Xaa Xaa Xaa Ser Xaa Xaa Leu Xaa Pro Xaa
1 5 10

78
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i

B H M E

/210

aOPGL-1

Tht

cDNA

FEHind 4% & A2 45 %) Sal 1455 ¢ T 44 £ A SR 42 69DNAA 51,

AL A6 FALF Ent 14704

1 AAGCTTGACC ACCATGGAGT

61

TGTCCAGTGT

GAGGTGCAGC

121 CCTGAGACTC TCCTGTGCAG

181
241
301
361
421
481
541
601
661
721
781
841
901
961
1021
1081
1141
1201
1261
1321
1381

CCGCCAGGCT
TACATACTAC
CACGCTGTAT
GAAAGATCCA
GGTCACCGTC
CAGGAGCACC
ACCGGTGACG
TGTCCTACAG
CTTCGGCACC
CAAGACAGTT
AGGACCGTCA
CCCTGAGGTS
CTGGTACGTG
CAACAGCACG
CAAGGAGTAC
CTCCAAAACC
GGAGATGACC
CATCGCCGTG
CATGCTGGAC
GTGGCAGCAG
CACGCAGAAG

CCAGGGAAGG
GCAGACTCCG
CTGCAAATGA
GGGACTACGG
TCCTCAGCCT
TCCGAGAGCA
GTGTCGTGGA
TCCTCAGGAC
CAGACCTACA
GAGCGCAAAT
GTCITCCTCT
ACGTGCGTGG
GACGGCGTGG
TTCCGTGTGG
AAGTGCAAGG
AAAGGGCAGC
AAGAACCAGG
GAGTGGGAGA
TCCGACGGCT
GGGAACGTCT
AGCCTCTCCC

A

TTGGGCTGAG
TGTTGGAGTC
CCTCTGGATT
GGCTGGAGTG
TGAAGGGCCG
ACAGCCTGAG
TGATTATGAG
CCACCAAGGG
CAGCGGCCCT
ACTCAGGCGC
TCTACTCCCT
CCTGCAACGT
GTTGTGTCGA
TCCCCCCAAA
TGGTGGACGT
AGGTGCATAA
TCAGCGTCCT
TCTCCAACAA
CCCGAGAACC
TCAGCCTGAC
GCAATGGGCA
CCTTCTTCCT
TCTCATGCTC
TGTCTCCGGG

CTGGCTTTTT
TGGGGGAGGC
CACCTTTAGC
GGTCTCAGGT
GTTCACCATC
AGCCGAGGAC
TTGGTTCGAC
CCCATCGGTC
GGGCTGCCTG
TCTGACCAGC
CAGCAGCGTG
AGATCACAAG
GTGCCCACCG
ACCCAAGGAC
GAGCCACGAA
TGCCAAGACA
CACCGTTGTG
AGGCCTCCCA
ACAGGTGTAC
CTGCCTGGTC
GCCGGAGAAC
CTACAGCAAG
CGTGATGCAT
TAAATGATAA

79

&, b FALF Ent 1415745,

CTTGTGGCTA
TTGGTACAGC
AGCTATGCCA
ATTACTGGGA
TCCAGAGACA
ACGGCCGTAT
CCCTGGGGEC
TTCCCCCTGG
GTCAAGGACT
GGCGTGCACA
GTGACCGTGC
CCCAGCAACA
TGCCCAGCAC
ACCCTCATGA
GACCCCGAGG
AAGCCACGGG
CACCAGGACT
GCCCCCATCG
ACCCTGCCCC
AAAGGCTTCT
AACTACAAGA
CTCACCGTGG

TTTTAAAAGG
CTGGGGGGTC
TGAGCTGGGT
GTGGTGGTAG
ATTCCAAGAA
ATTACTGTGC
AGGGAACCCT
CGCCCTGCTC
ACTTCCCCGA
CCOTTCCCAGC
CCTCCAGCAA
CCAAGGTGGA
CACCTGTGGC
TCTCCCGGAC
TCCAGTTCAA
AGGAGCAGTT
GGCTGAACGG
AGAAAACCAT
CATCCCGGGA
ACCCCAGCGA
CCACACLCTCC
ACAAGAGCAG

GAGGCTCTGC ACAACCACTA

GTCGAC (SEQ ID NO: 1)



02816680. 9
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aOPGL-1 TR AL A7)
[gC2fEZ 5 MR T RI&Y, TERZKXEFEHLEA TREA,

B KANE T,

1 MEFGLSWLFL VAILKGVQCE
61 GKGLEWVSGI TGSGGSTYYA
121 TTVIMSWFDP WGQGTLVTVS
181 swnsgaltsg vhtfpavigs
241 rkccvecppc pappvagpsv
301 gvevhnaktk preeqfnstf

361 gqprepqvyt lppsreemtk
421 dgsfflyskl tvdksrwqqg

VQLLESGGGL
DSVKGRFTIS
sastkgpsvf
sglyslissvv
f1fppkpkdt
rvvsvitvvh
ngqvsitcivk
nvfscsvmhe

80

VQPGGSLRLS
RDNSKNTLYL
plapcsrsts
tvpssnfgtg
Tmisrtpevt
qdwlingkeyk
gfypsdiave
alhnhytgks

CAASGFTFSS YAMSWVRQAP
QMNSLRAEDT AVYYCAKDPG
estaalgclv kdyfpepvtv
tytcnvdhkp sntkvdktve
cvvvdvshed pevqgfnwyvd
ckvsnkglpa piektisktk
wesnggpenn ykttppmids
1s1spgk (SEQ ID NO: 2)
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aOPGL-1 K #24% cDNA

MXbalfs,5 B|Sallfn, & 9 K4k & A AL A 5] 69DNAF 7).
A 4o B F Ent 12744, b BALF At 71145,

1
61
121
181
241
301
361
421
481
541
601

TCTAGACCAC
ATACCACCGG
AAAGAGCCAC
ACCAGCAGAA
CTGGCATCCC
GCAGACTGGA
GGACGTTCGG
TCATCTTCCC
TGAATAACTT
CGGGTAACTC
GCAGCACCCT

661 TCACCCATCA
721 AAGTCGAC (SEQ ID NO: 3)

CATGGAAACC
AGAAATTGTG
cararcaTeT
ACCTGGCCAG
AGACAGGTTC
GCCTGAAGAT
CCAAGGGACC
GCCATCTGAT
CTATCCCAGA
CCAGGAGAGT
GACGCTGAGC
GGGCCTGAGC

CCAGCGCAGC
TTGACGCAGT
AGGGCCAGTC
GCTCCCAGGC
AGTGGCAGTG
TTTGCAGTGT
AAGGTGGAAA
GAGCAGTTGA
GAGGCCAAAG
GTCACAGAGC
AAAGCAGACT
TCGCCCGTCA

3

81

TTCTCTTCCT CCTGCTACTC TGGCTCCCAG

CTCCAGGCAC
AGAGTGTTCG
TCCTCATCTA
GGTCTGGGAC
TITACTGTCA
TCAAACGAAC
AATCTGGAAC
TACAGTGGAA
AGGACAGCAA
ACGAGAAACA
CAAAGAGCTT

CCTGTCTTTG
CGGCAGGTAC
TGGTGCATCC
AGACTTCACT
GCAGTATGGT
TGTGGCTGCA
TGCCTCTGTT
GGTGGATAAC
GGACAGCACC
CAAAGTCTAC
CAACAGGGGA

TCTCCAGGEGG
TTAGCCTGGT
AGCAGGGCCA
CTCACCATCA
AGTTCACCTC
CCATCTGTCT
GTGTGCCTGC
GCCCTCCAAT
TACAGCCTCA
GCCTGCGAAG
GAGTGTTGAT
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aOPGL-1 K#24& R A B /7 7))

K425 MR AT 248, TEREKS FHREA T UL,
ek KRN EFE.

1 METPAQLLFL LLLWLPDTTG EIVLTQSPGT LSLSPGERAT LSCRASQSVR
51 GRYLAWYQQK PGQAPRLLIY GASSRATGIP DRFSGSGSGT DFTLTISRLE

101 PEDFAVFYCQ QYGSSPRTFG QGTKVEIKrt vaapsvfifp psdeqlksgt
151 asvvclinnf ypreakvgwk vdnalgsgns gesvteqdsk dstyslsstl
201 tliskadyekh kvyacevthg glsspvtksf nrgec (SEQ ID NO: 4)

82
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aOPGL-1- K /pDSRa19 43R /f 41 B

Sal (547T2)

a0PGL-1 K
Xbd (4750)
Hirdll} (4745),
V40 16s 5 K e Eed0 (351)

""" "aFSH PolyA

SV40 IVS .
BamH] (4641) Nad (883)
SVA40 16s, 19s DHFR
7 .
BAR / P
SVAO0 provori aOPGL-1-Kappa/pDSRa19 -;: F(;l 95)
5476
EcdR1 (3948) \
Sed (3435), DHFR PolyA
Pvd (3325) Nhd (2028)
N“p SIS RS
pBR322

83
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aOPGL-1-1gG2/pDSRa19 &4 37 5 4 B

Hind} (6167}

Sah {6165)
aOPGL-1 1gG2

_EcdR1(351)
= aFSH PolyA

Hindlll (4745) DHFR
SV40 165 BET
SV40 VS Scad (1195)
BamH) (4641) . DHFR

;> ., aOPGL-1-gG2/pDSRa19
SV4016s,18s L | |
6169

N

Hind1 (4599)
R DHFR
SV40 profon b PolvA
4
Ecdl (3948) N, ¢
Hind1 (3496) ‘l it
Scd (3435) ]
Pad (3525)° pBR322
Amp

84
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aOPGL-1 VA E4R# X b LK EEIA4R L
44 o %M OPCEE Ak 45 &

-

2.50 |
{
2.00 . !
' /""E l
i E 150 /
[~4
1 o
®
] 8 1.00
¢ /
| 0.50
; M’/ !
0.0 '

1 10 100 1000
aOPGL-1 ng/mi

J & 48 5T 5 M OPGL 61,44 96-3LETA#R. B 3L Au A R B SR E 8%
a OPGL-14 =R FTEE K& )0, A LER-Algl (Fab’) -
kAR AT BAL A B A ) 42 A6 FAK. 1 B4 50nmF6 50nmaL 64 5B K

85
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aOPGL1 5B -45 5-0PGLAF M4 4

50 : , 9
N ! ’ f
.40 i ;
g5 i | —e—OPGL
-3 30 1 £ i —8— TNF- L
4 25 | | —— TNF- B
% o] | - TRAIL
w20 . : 1
oy 15 4 i - |i—%CD40L
.10
| 5 4 L P |
i 0 ~
| 0.1 1 10 100 1000
| OPG #t. 4k [ng/mi)

o OPGL-1VA R} B4R # 75 X5 45 4 69CHO REN218-94m At a4 m ik &
LA EEHO0PCLEE A AV 445 4 R Am NG AOPCLE 12 1 5 TNF- o,
TNF- B , TRAILSX CD40BeAk 3% 5. A &-AF IR B4 =T 7 OPCL 3 I € AT
KFERE o OPCL-1(100ng/ml), 2A/5 /A & &y £ & iE0PCLAYCHO REN
218-9mitiRF . R /G £2-8°C T AFITC-47CF (ab’), L¥F4-A
g6, For A B4 IR F 30040, B okl k@ e, FIRR
AR 2.
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aOPGL-1 &4 74 OPGL

1.2

>
N\

g
o

A450-650
(=
[

o
S

10 100 1000|
OPGL ng/mi} '

o
N

(=]
-

Sh B A NG 5T M OPGL & 4 M8 ) o OPGL-15EIA4% £ #)
OPGL%E A
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aOPGL-1 1< 45 4~ TNF & 3& %, 5 TNF o, TNF B, TRAIL S CD40Fe 4k

—
(3

A450-650
!

L

1 10 100 1000!
ng/mi 1

i ® TNFUGOPGL-l @ TNF8/ aOPGL-1 ;
A TRAIL/ aOPGL-1 © CD40L/ aOPGL-!

o
-

IR A A TNF- o, TNF- B, TRAIL 2K, CD4 0BAR ik,
o OPGL-15EIA#& L 690PCLE: &

88
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o OPCL-12t % Am 1.264. 74m A6+ OPGEAR 5 69 TRAP/E M
8 7] BARBUME 7 B AE )

-
(82}

TRAP FM, OD 405nm
o ‘Y'TTTT'T—!T'T‘F'I_'I_I_l"_IA I o e i e o

| [OPG #efk ] = 50 ng/mL
X

-

-
N b

o o
(@) I 0 o]

T
I .
|

[y ) L L L] 3 D 1 L L) [ L) i) . . 1
50 100 150 200
aOPGL-1, ng/mL
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a OPGL-15+4A-4712.0PG A AR 25 A~0PAR-FLAG/ 4% -FLAG-APC
89 7 AR H)4E A

1100 T [OPG A2tk ] = 9.4 ng/mL
1000} 1 ;
900~
800~
700+
600~
500
400+

1000 x 38 /Bi# = tb

L L L., )
1 10
aOPGL-1, ng/mL
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0.1, 14a10. 0 malkg IV (n=2/ ) ) F» 1.0mglkg SC (n=6/ 7| ) 4
F) AT R F 56 o OPCL-12 5 F3) (+SD) fuiF—RE
B 2] o 4%

1000000 3
100000
10000

1000

AR A (ng/mL)

—O— 1.0 mgMg SC
—o— 0.1 mgg vV

10 —p 1,0 mg/g IV
—3- 10.0 momkg IV
1
0.1 < v
0 14 28 42 56 70 84 98 112 126

B ) (K)
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vAO. 1, 14210, Omg/kg X & s HraE 2 5] F IV (n=2/3]) &K,
SC (n=6) #& /A o OPCL-1Z & fa & N-TX;R B F -+ 34 (+ SD)

TALH 4
60 q —8— 0.1 mgkg IV
—v— 1.0 mg/kg IV
40 —8— 10.0 mgrkg IV
-0~ 1.0 mg/kg SC
20 af i\
=S \ LA
W OO 7 Zo720 1\ -
g 3 0\ "
ﬂf{ 20 | L 1
] . I']
:s e e
2 0 ‘
x v £
S s, X
7] DO X
-100
’120 L T T s 7 —— - — v
0 14 28 42 58 70 84 98 112 126
B 8} (K)
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220, 1, 14210, Omg/ kg7 EA LA F IV (n=2/F]) 2
SC (n=6) #. /8 o OPGL-1Z /& Jki& P N-TXiR B39 (+ SD)
TACH 40

60

40

20

<20 4

40 4

—p~ 1.0 mg/kg IV

UNTx % AR 2K 84 T 1k

80 7 —8— 10.0 mg/kg IV
—O~ 1.0 mgikg SC
-100 b
-120 T - T T T v v v *
[+ 14 28 42 56 70 84 1] 112 126

B 8] (R)
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vA0. 1mg/kegR) S x- BRI IVAH £ 7] « OPCL-1
ZEFARIEM (BOFT) Fo A K (KO 5HFT) 3
My o — R BB 6] iy 2%

100000 ~e~ B4 39088 (13)
~C- 4 89115(22)

o7k K (nghmL)
g

100 4

10 o \

0 t 2 3 4 5 6 7 8 9 10 1 12 13 14 15 6 17

B ] (R)
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aOPGL-1 &4£+T & R AHA BT 7|

1 EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMSWVRQA
41 PGKGLEWVSG ITGSGGSTYY ADSVKGRFTI SRDNSKNTLY
81 LQMNSLRAED TAVYYCAKDP GTTVIMSWFD PWGQGTLVTV

121 ss (SEQ ID NO: 13)

95



02816680. 9 L R 5 $18/211

aOPGL-1 #2449 T X R K BT 7))

1 EIVLTQSPGT LSLSPGERAT LSCRASQSVR GRYLAWYQQK
41 PGQAPRLLIY GASSRATGIP DRFSGSGSGT DFTLTISRLE
81 PEDFAVFYCQ QYGSSPRTFG QGTKVEIK (SEQ ID NO: 14)

96



02816680. 9 L R 5 $19/2110

R g A 125Q MR
#h %, e E miey %

20 LAME LB miey %

v

150 LA R M & My 7

v

2000 LAMEA G R | MERLE

v

HXBERE MK AFHHE RS R e

<._

UF X kit R s A Ak

o

«—

cem HATHALRA-30 £ 10C FTA AR LA
& 19

97



02816680. 9 L R 5 20/217

stHRAE AR 27 B o OPOL-1Z B A& 8
F 4 d 45 RALE

—o— 0.1 mg/kg IV
== 1.0 mp/kg IV
—®— 10.0 mg/kg IV

-0~ 1.0 mg/kg SC

.20 4

A ARXRAAEATE 5 F%

0 14 28 42 £ 70 L1 8 - nz 126

i) (R)

& 20
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ST FR AR 658 o OPCL-12 /5 M & 84
I ¥ fn 7 AP A BR Bl T AL

~o— 0.1 mg/kg IV
—v— 1.0 mglkg IV
—&~ 10.0 mg/kg IV
T —C— 1.0 mg/kg SC

20

MEERAGALKP R AL E oLl

0 14 2E 42 56 70 84 E 112 128

Bt ia) (R)

EH 21
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