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1.8e 5 & @ieh-F-lafe @ @NF -1 P4 7 45 4 69 4 M AR, 2,
HIR g3
5 2 A A B K 1 Pk 4 A b Sk R RR A AL L 0157 K
PR Kopik B E M5 G @mpAE-lagk s, Fk 1x10° M & E4&k49 ICs
o E & mpeA-E- loadg v, Pride)ik 28 HOA @R @R B 2R
.
3. 4o A B 1 ATk 63U R AR, R TR 45 AR A, A 0157
10 B ki BEHE G @I E-1PLES, Kk 1x10° M K E1%49 [Cso
H G mAeA-E- IBegE M, PRk ek B F M A A | AR B R
4.,
4, —FHZTH RGO @ E-lofe bt miNF-1B45 R 444
BRI F R, B RO
15 RAES G wmiA-E-lof G wieN -1 A EMFEG LR,
¥ P A AR B T TR e
INFTA AR TR T 5 & e F -lofe & e fef-FK-1pAR % 50
TR, MR AF BT K 8 A F R
5. deRANER 4R F ik, LF T RGRBRRZRTa@mEN%-lo
20 Aol dafRAN-F-1PIE) ARAL &9 48 ) 46 4 BRI .
6. B AR S TR F I, LF, MEHRRLSALBF T
NEAQNITDF (SEQ ID NO: 1)# dNdEJdAdQNITDF,
7. e A EBR 4R F R, EF, AR RATAELM LR
W& mIeNF-lafe & @IONE-1PEA 7 & F 64K Rk .
25 8AuAX A &R Tt 73k, £, MR ERZALSALKRAT
Cyclo-MAFLRANQNNGKISVAL (PG) (SEQ ID NO: 2)# ZR K Ak .
9. doi Al ER4FTRGFH, HF, HMENRERALATHEA MR
NE-lofe ) mA-F- 1T E RS LR RE 0T mikst .
10 4oAn A 2K 9 BTk e ik, b, MR oA AT
30 TKGGQDITDFQILENQ (SEQ ID NO: 3),
11, oA ER ARG FE, LF, HEHRR LS ALBRE T
APVRSLNCTLRDSQQKSLVMSGPYELKALHLQGQDMEQQVVFSM
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GAYKSSKDDAKITVILGLKEKNLYLSCVLKDDKPTLQLESVDPKNYPK
KKMEKRFVFNKIEINNKLEFESAQFPNWYISTSQAENMPVFLGGTKGGQ
DITDFTMQFVSS (SEQ ID NO: 4), :

12, e Rl K 4 PRk dg ik, £, PR ek s e @ i f Ar
EIBRAN BB mBETHREAIR.

1B A 2K 12 ke 5%k, FH—F g shpdhean
HE—RINLERBE, BIFLErssTE G @ E-lafd @mien£-1p4
RSN IR R RIE.

14, doF| 2K 12 7RG F 3%, £F, rEsbhr g bR, K&K,
SeAeay F

15, 4ot F| 2K 12 Frid ek, £F, R eisidmt g moNf-lo,
8 @ RNE-BR G oM F-lofe & e A-F-BEFE 0 BRI K.

16 3o F)| 2K 12 Frid 645 ik, HF, ATRNFHMRERTALLIRE
B ARG R, BSbATE 69 RAEZ B IR M B & A AIK,

17. deAx A1 &R 12 785k, L9, AW siHh R AR EERKSE
K B Fa 6y R(SCID), Bk ad s B & A ASh 8 oo 4% 4m e 2K bk & 40 e 3%,
SRS e

18, 4o F|ZRK 12 Tk G F5ik, £F, FMAKFHIWRIRETTH
RFN TN AL FRNALRETRAETERS £ EH ] R (SCID)# 7 3 40
JOHATREH R, BRI e AR E R A ATR,

194wt F)| 2K 4 Frif ek, ¥, BEAARIRR KL FHIUK
LB, TR FARITR A RIS ERE T AR,

20408 F) K 19 R e ik, Hb, IR ERRKLERLAEX
RN &

213 R AV B R 19 FrR e 7 ik, ¥, A EARAIERL AR
FHmIERB.

22 oA 2R 19 Frik ey Fik, B£F, W EaRARERE AW
B ek,

23 oA B K 19 Frideg ik, Lo, FTid 69 & B4R TEAE 4 RNA-
- E N

24 3B 2K 19 R ey F ik, £, AT e Tk L &R scFv X
JE 3%, Fab L&,
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25 4e A 2R 4 ik ik, HF, @EARGRRERARE
FHah, EITRGTARIA EA5 R E T A RRR TR TESRR LA
7% 1% B BT iR Bh Ak O 4 o ) - 09 F AR AR LB

264 AR AR 4 TR F %, £F, AIAMEARBRERALR
N, EPTRGIARPTR A0 BE TR A T RARS F o m 2ol FF
R Zh 4tk B dn FR k) &0 F 4L AR LR

27 3o B A BSR4 TRty F ik, £, BIAMREGRBEKRN LK
iy, ARG S BRETHARER FETRBRLSRTHHE
IR LEA AR B miit,, BIKATE B 4mfie cDNA 6 E-frd2 it TR K
K.

28. oA BR 4 TR F %, ¥, TEHRFFRAKRR T2
AFAR,

29 e A EK 4G FE, P, ARG FERAERESR
iR,

30, AR A|ER 4 TR E TR, £, PR e s F ik Z CDR
F A6 IR

315 A A B K 4 ¢4 7 ik KB R F R ERREEHSTH
T4 FH G IL-lafe IL-1p4 4,

3. —FFFEAFT E BA-REMR A0 £ 692 T4 44 6 W F i
KEg F ik, EF O

RG-SR RE{a s M) AR £ 69 5T S M/,

B PR ke B E T AT R Fe

MEFTH FARE S F R LT ERANARR LN EAXYG s TRHRFEE
BFAR, AT IR AT BT IR 6 SR MUK

BB R 32 FTAM Tk, P, HEHRERZETAASTR L
2 M) AR & 64 4T 18] AR 69 48 F) 36 4F R 3R M ik i+ 8d.

34 dm R 2R 33 TR FE, EF, FTEARATRLLE M EAR X
BT REG, FFRGRE LA THE G A ARL 648 B 4640 R R AEBR A 5
a4 Bk

3540 R AR R 32 ATk ey 7k, £F, A RARRBETAELH LR
WA TR R LM AKX 4G 45 F A 37 & F 69 3K maR 69,

36,4 A1 H K 35 Frik ey ik, P, AATRR LM ARk ST
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REG, TR AR ZEN LEMANRE K G 68 I & F 693K 65 3K
Ak
37 3B A 2K 32 ikt 7k, P, RO RBRATFHERNRRA
B4 LA A K 5T F 6 E EH SR LS TF mikite.
5 38R AN B R 3T TR F ik, HF, AARReEH LiatessF
AEZE, AR AEAR ST ERAEONERRLABRE T M4 &0 44K,
39 A ERKI2 ARG F %, £F, FEGRBREHNREM2LH
rMAxesT2—.
40 4o R A F R 32 T ik, £, FAMARBREKRALE Y

10 ML TR 6 AR BT A 4L o R T AT R LR

41 de i F) K 40 PRk 695 ik, Hit—F bR shdephe mie
FE—ZINRTE, BHLEGEIETERANRE LM LAAL AL TFH R
ARG R SR .

25 A B R 40 Frikeh 7k, P zsIHiE h b AR

15 ¥,

3 e A ER A0 Rk ey ik, ¥, AN HRATARENRY
KL FL 64 B R K.

44 Soti F| Z R 40 Tk ey ik, HF, TR SHIMRIENLT ALAEIK
FORBG DR, BRG] AT IR ARG T AEATIK.

20 45 Je i A1 B K 40 PRk 69 i, RV TR MREF EERE L&
Beraa 8, PR e OB ASN R A talie, e mo R AR #tAT
T,

46 oA F| B K 40 Fr ik 697 ik, HF, AN FHIMAPNREZTTHR
R EH ST T RAEEIRES LESF ) R(SCID)E T #i s e

25 HATRARY, BAASEBGAKRE SR,

47 do A F| K 32 Brik dg 7y ik, HF, AAEREBEEKRIHLEETHAIR
INLE, MR FART AR RETZRR.

48. deB F| 2K 47 BT F %, EF, PR EHRARELLT
HERARRD.

30 49. JeBR A B R AT PRI F iR, £, PTEMERARKIELRLF
BEAF LR B .

50. de AR A 2K AT Ty ik, £F, A ERRAIERAT
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M mL R .

51. 4o A 2K 47 iR 69 5 i%, 9, P 69 & 20 04K L BEAE 4 RNA-
&G R AR R,

52. 4R AR AT PR eg 5 ik, £ F, TR TAHRLE R scFv L
J& 2, Fab L.

534 F) 2K 32 Frik ey mik, BIEAMMRYIRERALESDY,
1R TR A R E T ERRBR BT RA AR AR TF LS
BT i S 4y otk ©, 48 JL ) -6 ALK B,

54 dmBR A B K32 ik ey Ak, £, BIAMRGIRRERANLE
W, TR G IARFTA L5 R ETITRERR 3T RARIN F AR A G AT
R WM E mies] &6 ELTRKRLE,

554 A 2R 32 ATk F ik, b, @I AMENIRRAERNLE
¥, EARGIIRFTA A, RETFIHRARRIZTRBESRT HHE
RSN L mR, IR L MRty E-fai245+ T K 3% cDNA,

56.40A A2 R 32 R Ak, R, MR GIEFFRAKRTEHA
P

57 A )8 K 32 Rk 69 7 ik, HF, P e 4Rk 28430
K.

58 4uAR A) &K 32 Frid ey 7 ik, H ¥, Fride M k£ CDR
AL 6 AR

59. —Fr e AR A 2K 32 69 5 B RAF 6 F S M IR S SR 4 A

2

60. —FF £ & WAt S R AR F AR IL-ak IL-Bi 5 3%, &5k G#E
WEEAA IL-adk [L-BhY A& WA o AL LR 5 Lo AR A F K 1 AT 89 W F 40
IR R 4 A S ARBE AR, A A WA S R AR P 6 TL-1ask IL-1B.

61 4o H] 2K 60 Frid ¢y ik, ¥, IL-ask IL-Beyiemi A T4 878
4.

62. 4R A B K 60 Frik e ik, b, ARG LMHSZEIIES,

63 mAL A Z K 60 Frikeg 7k, Lo, ez T2 AERA,
P& 8 75 ik LG PR AL R R A AR

64. —FF 37 4] IL-lask [L-1BE 645 ik, &5 ik @384 IL- lak IL-1P
ERANER 1 GRBFFRIVE LR ESFoMER, AmE IL-lak
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[L-1B7% i B 49 41

65. %A F| &K 64 Frid ey 7k, £, IL-ak IL-Bi&H AR Z 2] Iy
#.
66. —FF 557 5 IL-1- AR KR ALEE B8t 5 %, ZH xaisxt &4 IL-1-
A8 % R0 T KB B AR 1 e MR R R & A S
M A TL-1-48 K e ALpe T 3le) B H L 206 57 .

67 oA ZR 66 TR G 7 ik, Ko, ATEe) IL-1-Aa X 9L FEA
KR M HLAE F AL,

68. AR 66 AT ag ik, A, ATiE4) IL-1-A8 X 69 pu b8 T &L
RO G KA T,

69. 4o F|EK 66 ik eg 5k, HF, Pridey IL-1-A8 X eguse 4L
HHERNERAT X, LFTBKR, %A MRS TIRBEGE K
A HERAE T 2 BB

70 —FH & AARERRE SRS LEN Tk, EHFHQETLEY

R

a) WRETH —RBRGTA A IRFEREHEREIRLELH
w3 E A,

b) MBEAETHE —RBEOHHRARE S RFERRERLIRRELSI
5L & B;

) WRAETHF _HRERMTARKRAS KT TR TR INRLEESH
a5 L F C;

d) 9 EETH ZIRRGITH FARE KT T2 R IR LA
%X & Dif=

¢) WEMTMASLIRLESHALE A 5 EHBZH SRS
»EDARSE A, ARBAKI SRR LS X FIS T
IR TR VXS PR AL VT TR LY T2 P
X E B AL SRR R SR S5 L E Y.

TLAeiR A2 R 70 FTd 0 hl & RA R LR S &0 LR T %, &
B QI TE SR FAE ORI RRESHS A X 5K
ARRELHSLE Y BONFKRARIL RS OHSLE Z,

7240 AR A B R T0 B 4 i Al B 40 Fbk SRR B8 L X,

73. JARFIZ R T0 B ik 8 5 % 640 R R AR 245 LR
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Y.
74, deB A B R T RO F EHNESHRAARERBESHRSLE
Z.
75 —Fr B E R RRRRRERBRLE ST Tk, AHEQET
5 R
) MBRETHF —RRGHARKREDFEF TATHILNRLELSH
5L A
b) §RETHE —RBEWGHAA RAREN> KT EEBEMEREIRRLE S
4 X & B,
10 ) WRAETHE _HRANHARKESFF TR TH I RRLE LR
45X C;
d MEETHF _RBYHARAA> KRBT ETHEM L RRLESH
5 L& D;An
e) BEHEHRERRUELSHHSLE AL THBEILRRLE L
15 G X B DAGES, AERBRRRERRLEEHRHGLE X M/RKFEE
BERREARELSHRHIIECHEAREIERRESHS
X E BAESUKBIRRERRESHRSLE Y e
f) MIFARRELL LSRN SLE X fo/ R R LR E SRS LE
Y P RAT EHRGE —FFE —HBRAALE SRR LIRE S
20 a5,
76. AR A B K 75 84 7 ik F) &0 RAF AR
77 —F 8 & B FRRAARERBRLE LSRN T R, BFHQHET
i P B
AN EETFE BRI AFARARAS R FEHETERLIRRE SN
25 S E A
D)W BRETH — R RGIH RARE S RFT T2 X LR LA

H I & B;
OMBRETE —REMNHHRKRESRFELE TR IRRLE A
45L& C;
30 DhHBEETE - ARRHFARRESFRF TUEBRERL R RLE L
4 X B DiFe

W EMEHRILRRLESHNY)LE AL THBB LR L AN
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S E DAL, DRBRELE X A/ TR ERILRRE
S XECEEHZERERRESH )L EBALESARFR
R E IR LGS GLE Y A

ARG ARRERRESHSXE X FRAEREARESHS

5 LE Y A AEFRERRL R L SN LE Z;

MR BE IR LTS L E L FRAETERGE —F5F
RAaE AR R LR EESIHS.

78. AR A) B K TT BT IR 4G 5 % ) B 0 SUAF F i AR R BUR 45831

7

10 79, deds A1 B K 70,75 B, 77 ke F ik, £F, ARG E—FF R
BRIkl : BE.SHhAK, FHRFENE—FE ZHRTME.
80. 4ot A|ER 19 RN F %k, PR ES. S RPRESNE
SET AL &
81. AR F|- 2K 80 Bk ey ik, 4, Ak ey it & & ik f : IFN, TNF,
15 IL, IP-10, PF4, GRO, 9E3, EMAP-II, CSF, FGF,#= PDGF.
82. 4R AR 81 Frikeg ik, ¥ Arkey % —HRA [L-la, FTife]
% R IL-IB.
83 4 A du i A K 72,73 & T4 TR AR R LR LSRR LEF
FE—R AR EBRE .
20 84 45 AL 4o AR A E K 76 K T8 PR R HIAARERRLE Ky
M AT.
85. &1, 448 M ho AR A B K 72,73 R 74 PR b AR LR LESH 5L
J b B — R R W AR 5 B EAK
86. 81,4 45 Ay e AR H) B K T6 K T8 P i 4G WAF M FAR R F RS
25 AW BB,
87. 8 do ki F| 2K 85 BTk ey Bk B e,
88/ R A B K 86 AT ik ¢y BRI 75 T .
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BAF F- M FAR R & F kA A &

KARF

R EE A GO BRE @, LE03E, REAKFICEA R
) FLARAF T 0 SUAR 20 . 3T 4 SR 9 AR AR S B B A L3 BT AT Y Fudk
Mo H Rkl — RS RS TR RBEFESOTAIR, BN R
E ARy A TR B ARG AR (GFRAHR ) LR aghing,
“Bwg” FARARZF G H e FHIee .

FARGE BB IR 5 —FF A R e R AR T E AR AY
KA. BAT, HENERXBEREEHEFBARRER E—HFFHaR
Ko RiL, THERARBERLTF L E kR, FlERIFALE, XEH K5
BT 4l &5t 48 % R L £ —4F R ey ik,

AP — e R A R AR, 2V AR R L4 TT RS R
FEORAA LM, RELMRBELESEROT R, Af, IFXLR
FEHRRESTFEFTLRT 48 (b 25, RT MR RAKS
AP IAREAERIBRE ). B LR F AT TUAEHEHIRLELSMBR
Fl, TR FEMAYARZERINATRRKE SR GIETREGT S
(Flde, BoGRRLESR I 1% ) FRHEAW, RIEZRKRK
JE (Blde, ZTIRBN A RLESHREL 100042 L35 ) F AN
R, REGAEBTHEMIEAAXNZARANIUHFIRER, FIRIKEH L
0 KA 69 B AR Z 3458y, A oh, AXHIUAGT, BFEEHR%A
A ()%= IL-1 F= TNF KRR R ) T HARR A, LR SN LM LA
KO TARGES, AT TR R AR Z— 0 L RARFF R E H b Kk AR,
RAIZ XSRS M., Mabs 3+ RE) & Tk M 2 X LR T4
AAYRE. B4, EFENGEIBHEF, AU TR Y 692t Pk e dn
B BH BRSO N TR, RERE R SRR LR
At e TE., B, RE-ANRTEAGEOLEMEAE, CMNTHL
HE—RFRAEEAL. Bk, AoKEHIEF 6 Mabs THE R 5 14t
M EAMKHEES A ILRA.

LELETRYGH)T, BFATEF AT A EFRRGELER

10
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W5 7 —HAr+ LA MR AR F g S, Flde, R-DRX
RARTRZEMWERAAGILE XML 4., -2 BT, RELARBARE
Fl—&), [2EMER RFGFIEmimt, 22, LFXMYhfr-
SRR AR R B B HFT 0940 B R B A 45 i, AT AR R I
T AR,

Fb, MRAEZLATRRGRK S 4 FHGE L ERIK, BratdmAr
RAF A L RF FLRBA FEA AR,

KAk

AR PRBH G E R EM EIK, 2 REGREEAREHF
HE TR F k. TR F Ry Ok BE—FRR, IFHRRELA R
At R B AL M AR K 694 T 493k B EMAFAE; EPTH Y AR R RS R E
TR RS AT iR AR BF fRit T 5 LR A R EMa4 My E4R £
0 o F o T 0k, B AR R R, BB RKALT, A
A0 F & B KAk 0 AR AR AR A AR ITAR T O RR sk, Bk, 1R AL AT
5FE—%&& Rk R AL EULEIZ R kT —/NA LA 692 8
A FRIAR, FATREEBERR T ILZARBRIRAS, MA, K
KA Y XA I P FUAR ST AR ) 45 MY _E AR X 69 LR A gL M AR X 4y
TR, FFEOIELEM EMAXGTIBRGL IR T ZA A .

BERAZGEHRTRF, HFEGRBRZETHANSLRE. BEH EAAXH
o F I AR 694 2R A R M it 49, Hlde, MAREMLH A8 X649
TTUREE, F ARG IRBRT AR LA EG B AR 4507 5] R 3
0 BIBF 7] 89K,

BEH—REFEY, TRAGRAZETEM EBNRAN RE24EH L
ARG HT 693 I E 4G I mIRIH Y.

EX—F#FETY, FRGRBEZEXTER TEAANRE LM L4
XS THREBEA/RERRS, AFAFHAERIIT. Hle, FFEHR
BRITVARLER FHEANRE . 24 LAXN T OISR/ REEZRL
BT 3] B 7% mx g 22 a0 BK.

EX—FkFEY, FRGFLBRTIALIEAR/NRE2s M LA L4
TP 2 —, F BT Tk 35T 4 F AR5 F A8 £ T 6 ik,

BERZAG T T, BT R G AR PTA BT AR R S ARSP R E T ATk

11
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MAARIR ., Plow e —AFFTEF, WA ITH AHRETHERAR
QAR TR RAT S BATHRAN S . X—KRAFETH—F s 4&
—iR QTR S E IO B, AR THF RS AT
Bl {4 M EAR XA 5 TG SGRRGERIE. TR ST AR
o RE, & RLFRELLEHWHHEERL X, HATALBEKRED
AR D RAERBINLT FLAARK. A TEENFIWEN OEL TR
AR, BP O R AL A fr #4748 10 (hu-PBMC-SCID % A+ &)X &
IR AR TR LA TEBEAS LEHBB (SCID) &9 K, AR R
ZHRAFNELHRHLE, BTRBAETEBRLSLAHLIR (SCID) &0 &
KRRt ITIRHG Y, ETRARBAG LG AMNE B (Trimera &
%) . H—AFTHMERGHHT AR L LB 28 F R LRGN RER
S “BER” (Hled@IRREL) 9504 (Fl= b R) , SABLIE
SRR, Brided KO shdp ¥4 Lk 5L RAE A sk min 7).

EH—F#FEY, BT FERER G R THIAARE, ERIMEFT
RGIRARPTH A5 RETHERR., ARG EHERARLET, Fldo vk
AR OB T @R ORI @mEROERE, EXRFZ_FTEF, AT
R FERARLEZ, BldescFv LER Fab L E. AX—FHFEP,
FR LEAE A RNA-F & sk otk Rk,

T —FF ]I AE M IR GG T ik L3, AR A AR S 6 iR AR B A
CIFTR FARA S BB TATRIR, Hlde: AATEILRIKK REZE S, BT
SR PR AR AEAR S % ik & PR Bh Mok B ) B AR L, B — A 5
EOIEB T T AL RS ARG FIA IR A S RE T AFE: AR RE
KR R FNY, T RARINFFo B d AT R Sh R € 4m e 4] & 69 3R L
B, X—HR7 0183 TRIBREFMAGITARAASRETHRAR
JR: RPTEFRARAN RAZ Y, 3BT R IF ik o kA8 K FAR GG RAR = A o
JEL, ANAX 3k BTk 45 64 4m 6 F B AR K AR 6 T4 Ao 4244 T I X cDNA (45
4eifl it PCR#9 5 k) , FARLSIY B E @O PRI AL L F4f0d2
$#£57 E R 3Rk (MAPTEFHHRE@mIR S &R SLAM) , gt vl —
P vk, FrTATRBEGARAR SR SATRE, E—F, TATARE
%R BRI, ARl et R A TSR ALE, Bk
Gk LA oL F s AR R R e LS A e e

AL F ETUAR & Z R TR ERGRFFRK, QHTLHA

12
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PR, A FMRF DCR-FHG AT LB LKy, TREBER KL
B 7 kA S R TR . R R AR B IRARZ R AL
IL-lofe IL-1B45 & 69 3uAl . A7 B4 F M4k =T A T4 IL-lok IL-1B 44
Z ik, B ORI IR R LR -4 A3 45 IL-lask, IL-B
AR, B B IL-losk IL-B. W Fotldd Bt KA B F AL R 6
4] IL-lodk IL-1B7F M 69 7 ik, 5 7 % 4618 IL-a, IL-B5 BT ik s Fots
TR, E LR LS AR Ak, dbiE IL-lask IL-BZ 2|45 4) . A a4
IR LT A TE57 IL-1-MX ARG %, EFxasEd L-1-48 %%
o 2 RA AR BT 4G S R AR, LR 4 A

EX—FHFEY, REARBEHERARLRRESF S AEGF
F, BAEOE TR R QG RETE—REGHARAKESKFEA
FTHAERRESHILE A DORETE —RBRGITH KA KEF
TUARMRAERRESHSLED; OBRETHE _RRGITA KLY
REELFHRRILRBRLESHSLEC;, B RETHE —HBRGFITH K
SRR ERBUEILRBRLELSTSLED )R EHEARLRARYE
SHSXEAETHBHMALNBRESIHSLE DAL EFRAERL
WRESHS;ILEXF/R, W ELRERRERREASTFHSXLAECEEA
BHRIENWRLELGFHSIEBLELSRABTIARERBRESHRI LAY,

EAZPH X —F#FEF, LRREAGF R Tik—F @i TS
B, WRHRARIEARRLEEHRO L EX SRARRELRBLESH I LAY
L SVARFRRRL RGOS LE Z,

EX—F#FEF, AEATBRAERERRESHSLEX, Y =

HEX—%FTEY, REANFETH TR LEX, Y F/KZ
0. BT R M E —Fo i BRI T E SN TARR LR A3 5 5 24
FMEIRAR B E AR LSS

HEit—F e EaFTEF, ALAT R OEE —F KL PG T R4 4
Fo/ 5 1k 4G SAF B FOAK

EX—EHRFTEY, REPTRPBREAILRELEST,;GLE
X, Y Fo Z F 1R A 69 B 5 A BOPT iR 49 S e R R L3R
Zada, B LB BAR, Fody Tk AL 5 L mAR,

EREGERFEF, TEANE—RE _REHSALHEE, 3k

13
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Bk, FHRTENE —Fof —HERRE . ER—FHEEFTEF, L
HEA.ZRFRIHSEOREKRBTR, LPArReyysEaik s IFN,
TNF #= IL, IP-10, PF4, GRO, 9E3, EMAP-II,, CSF, FGF #: PDGF., %
X —RKMFEH#RTEY, FEHF —REBLlo, FIEHGE _REE
1L-1B.

K HA#HRE

AL R B Bk it Fe B R R A A RAF K, BT E Y RAT
Bl AR4EMAE K 695 F A 55 M AR, A B FP RAF F PR 69 0F
i, FE&FRA ., KEPGIRGENAZMET AR E EBANTARB L,
FO)RAEENEMAXRERT. RAPRREEFTHARRE R KE
{ags#) AR X 69 4 T & S 6 RF MR 5 ik, T F ik ads

RABESH BN REMEL M LA Lo T 4 LA FFIEGIRR,

¥R ikl BE T ERR,

BHAETHFHE RN TERREM LA XG5 TFRESGIIK, Bt
FRAF PR AR 6% 4 b A,

LS RB AR, RRRL P PTE AR A KIZF AA RE 61248 £
AR, B LML TR g F AR 35692 T4 F kiR
R AA L AREMEAD X LR A F0AR, Bl 4o T 25| =AY, WA, AARE
ZUMAMAERRHRE. A, KiE “FRMe4H LAAXGIRR” 235
CHAEEANEMAXGIR (Fl3=, T8 ), UBREF AR EANEME
ARG RRELTFRIEGIRER, B “TE/2EMH LA XLGIRR T
ARG L, ANERALREMBLE TR —ZOXAERIGES, LTHR
BASEARLE M) R EAL ( RARK ) {2 L3545 My AR £ 49 4 M 3K

TRER G IR A T35l K REREGHRAR, T AR RE 455 &k ey
TR AL PG, XA TR AR b AT @ik,

L4 7 4LR

AT &AL 8 A IR, AT AT AR 5| R A AR 6 R 3
IR, EAFRAFTIERL R A MR, 5 RE LR 445 71
HRATHTFALR, ATEERT HE@BET S TE LR R4 7
R % T,

14
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A ARIL 6 3a4H X 4,
BE—ANFZHRFEF, RELPHEEFFRIR 016, Fi4at g fnss
FHEFARGY, AT EAL 4 MY _E A8 X 49 4T 18] A8 ) Fo/ R AR X 3R 49 4R L
FEINR R, Rk, FrER OERNRRLLEH L4 X 65 F RIARFE A
[RARMAR R AR KA S EIEINE R, Kk, BAADNRE LR L4 X4
STREEZREG, FFHTE R MIR QL IEA A T A RE {24 M Edg %
T IARE Ao/ R AR MR R R K (FleRK6) Giidn KRG &0
IR, KB AL AR R AR B /ARA R 3R 6 e 3 4, LR Pt #6948 Bl /4810
091 B KR, iR ZARREIRLE A R K.

A AER T (Bl heE G ) B F — KR AFE 36 K K, %5 5F (4]
ok 8 ) AR (F R FlUR AR, MAE & RATIL), 5 B AR ) AR
MR TR, TAMSLEZRQZEZRGFI T, FEZEAEG
8] AR B Fa/ AR R IR GG B K (oo Kb) ) BiEs Rk, A THAF
G RATIRER BY, Ak ik fe 4k PR M 44 405 B 0% 52 Karlin A= Altschul (1990)
Proc. Natl. Acad. Sci. USA 87:2264-68 &9 F-%, £ Karlin F= Altschul (1993)
Proc. Natl. Acad. Sci. USA 90: 5873-77 ¥ # 47 T 162k, A F ik & H A
Altschul, %(1990)J. Mol.Biol. 215: 403-10 # NBLAST #= XBLAST #2 5
¥, E AR B 49 23K 54k v 2} bk ( gapped alignments ), ¥ & B& Altschul
%, (1997) Nucleic Acids Research 25 (17): 3389-3402 b #4344 7 B Gapped
BLAST. £ i BLAST #= Gapped BLAST #2 /8, T 1% Al AN 42 54 (4] e,
XBLAST #= NBLAST)# 42 4 £ 4. A X http://www. ncbi. nlm. nih. gov,
TR R Y B —FF #0F B ok & Myers 4= Miller (1988) Comput. Appl.Biosci.
4:11-17 ¥ $534 49 ALIGN 42 5 o+ F7 i A 49,

LA AR /AR R R F S E RIBE, A T i KRG Pk 4 R
AR TR F AR, Flde, 3 TFRILR, Aoy RTREATAY
RGP T5 i AR

BE—ANFEHRFEY, TAHKREOLSLALMY. EF —FhFE
¥, PR IRITR T RS o4 D R A MR, £ TR 1 b AT
Faamik T —ANETRARE. BEH LA XE G B4 E F/3 48 % K3
R0 AN BR ) A R LR 69 ) T

B. ARFALEH) IR 44 SRR K

15
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X —FRFTEF, RLRAGRIEFHARLELRS T, HRAFK
K, S s EARIIAT AT I SR R M AR AR E (R4 M EAR X &)
S FBlde, TE)XAIFEFE R, AHERFFLENGRE, EKH
MK ST M, SFERSTYIRLARAGEAFEGI. LAFE
o TADFHEAFRERFSH AR TEIH AT EOEL. LT
AR B Fe A8 R B (Flde, BEG R HGRABAEF))E, BPTikitARst T 48
k. B RARE) IR EA F T, KT, Hlhe iR AT i &g fde
RABE) ¢ RIRAmikit, A &b oF T i@ 1E E 4 b0 3 F HORAL,
VA A AR BAIZ KA FUR . Bl de, ST A58 RUBR X H BB A e B £ b BR 44
3% AR BT R 84 BRIRAL

B 2 FHmARE TR R B Y6 T, FrEe B R
ATFAERAAN TR LEM LA X EOEA HEMINH IR,

C. %4 T

EX—F#FTEF ALAARFRAERBROLIELZS T, KRitRsE
BR, RO TRAMEFFHRIKGAANRE . 124 H X 65 F (5]
$o, %) TR R /R EEORIKR, AFSRAEAGTER, WRASTF
WisEM, ARG TEGEEEXBR(AE —RB)ARER -, 44
X yFHlde, SAAMAH S TREORGLEK), LRAEGOIEHS
FE5Geh(Blde, BABFINTHRRER, AARL>TFHEANEER
B, BBEATEMNEIS>TFTEATH XY-Z, £F YREBHHXSTH
R — R G EAM RIRGEP, EERKR), XKRERINMHEXHSTFHR
B, ZRERA A AMESTFHRER. EFEH] 3 @GR T &K+
HARIRBRGHT, AN REIRTOLANTEREHN LAXNES
7 69 ARk

H—HFEZSTEEAF —FRFALKOGZTEGEE R &), ik
FERERNTE2E M LA X6 E G 2h e KRk e) Ik, 4 4o K48 4 A
KK, XAFIRAEIALIEA K. RAMXZT O — 0GR A48 %
FasEEaLKEAT. Hldo, L THETF Ll A48 L4
A Rk I-lafk, #HBiX— IL-lash skl ALKk 45 IL-IB& & vA#3E IL-
los/IL-Bo-F . Kk, 52 748 T IL-1B2 448 4R A K 3k 49 IL-1BAK,
F B — IL-1B 3 85 Ak 3] A K 49 IL-la & A 22 IL- 103 /IL-pHF. iK

16
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— NG AAD X 6 oK E G FRF) TR 69 2h LKA B 3%, FFIRIFAT R 2h 88
PRI & 454,

st F IL-1o/IL-1B 22 &-44, P i &4 2h 48 BRAR i 3 3 AN (B30 R K 69 RALBR)
K& IL-lafe IL-1B£ Rl 47 B 4 M ey e KR, XA RRENEFETEHL
K ERA (Fl4e, N-RKm KR, ZOFHRC-R#ERXKR). ME, Fride
RAEEA 69 IL-10/IL-1B47 B M D RL IR T 84BN B A X 9K 6
¥, HlimO BOXLMARBAN TS . EXRFILTATERGREIBAN
252, ARERFAEZIFEEMGER, Bk, PTRGEALETHRE
EEAOWN-R3%, PHRRC-KH. AEMEREETARALENEETS
¥ agEAL, ARG ATAE TR IR R AR RO S TRRGEMIRE. 2R
iR 6 2h R AR VT 1 s 3G A B S 5 & F , 1R TR 0 2 45 Ik 0 BB 1 4
B ¥k O F , A2 A BT A 2h A K 69 RUK BB R AT R $e ) FARIEN
B R P

A A — AR A M E BT, M J R 5 FAE A B RA AT IL-lofe IL-B
B A R TR R AF A MR, ¥, EARE T IL-ask IL-BiF A4 M T
PO BT iR 6 S L BRI AN B) & K 89 IL-1B K, IL-lohg AR F sE 4L B .

B i 4584 22 X 4-F A 1L-loth 168-184 45 55 £ 4 3% TL-B Y 160-176 4% 5%
ARG T AR FRAGRLRFF], LFHA T XK 2R IL-
1o 5] (168-184 45 5% £ ):
APVRSLNCTLRDSOOKSLVMSGPYELKALHLOGODMEQOVVFSMGAY
KSSKDDAKITVILGLKEKNLYLSCVLKDDKPTLQLESVDPKNYPKKKM
EKRFVFNKIEINNKLEFESAQFPNWYISTSQAENMPVFLGGTKGGQDITD
FTMQFVSS (SEQ ID NO : 4)

X — 45 F T #) B 2 X T A K 4569 IL-lofe IL-p cDNA A 3| A E L% &
REBAK, BidfFEOSTAMNF T EHEW L, L%, % REEEXR
FL). T4 &-Z46-09 cDNA, FIANB|SENEARBARTY, AriEe)E RTiA
T4 Fik RA BRI ANSE N F T mieF #HATRE,

DA T 23K 69 ik

EX—F#kFEd ALP G F L RE T RACHE 2B, A
ol T AR SR MK, Blde, BKEGIRRIEHT A A Jameson Fo Wolf
(CABIOS, 4 (1), 181-186 (1988)) s #:& ¢4, #| 8 it FEASKAF3ATHE, T

17
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i AF TR L A 0048 X RIRAE LR LR R KA.

E. R /R F mie k&

BEX—FHFET, RIS AR R LR 56 5 e o R 5
B8P, RA PR FR-EEF mn T R IAFF IR, TAAE FRAE KL
BARE egfagE EMAG AR, RAEXSTH@mEE, e TUA
A8 % &K IL-lask IL-1B % ILIoV/IL-B 2 X 5 F (#] 4=, SEQ ID NO: 4)#) fmfie.
Z, rRtEk e T e mie sk (S FTEEEONEL), A
mipk T Ak (At Skl L) . TREEFHENGF EHAR
HiERNE I MBI RRBRAE T ML F AR, LR ENT E O
RIEF46%, LFIL, whaks, BR%E, ET&RSE, REHRAKFH
R, FEMERBG @B ETET AR —FU LR HEZE (EEA
0, KT, LA GF) BB W T oA F AKX K, TR @I A
M AR EFRR, ik, Ak iis KOG, 2T UARZR
R, AATITREMES, KGR me s Ed. 25544
st AR Wy AE SR ARG JRAN MR, PR H) AR W R R B R A

FRAZMAMEG ST FH—NHATREK

X —FE TG R TR 6 A PR AU B A T Bl 4245 ) L A8
(g pF2—, FHBRIFFRIK, BB EASTFZI—AMKLER
KA, TR PTIF BT RARB S VARIF R B 4t &, WL F FRA-TEI (245
Hy EAR £ 4 - F ek, B ke T A IL-a IL-1B#t 4T %95, REHiEa/ps
AR, RELETRA., EEX—LRFEPHABGRE “LR” T X
ORISR TR RS R E TR HR, Bl IL-la
HIL-1P. Bk, X—EhF LM IL-ak IL-13HEFIFHA TEET
5 [L-afe IL-1B¥ T & A e ik ey ik, vA R ARSI A IL-adk [L-Bieit &
AR E, RERBFTSE Il-lafe IL-1B4 449 FH UK.

L 4] & 4% R b St 89 7 i

A # A K P 8 S R, SRR AT IR AP AT 6 ik, AT
A AR (AR R SAI) BRE T A RIRR. REAR LR AT A5 F
TR A Fl duh . A SR 4 K TIRARIRA 0 B A2 F R MRS o R

18
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FoF o FHEMERG ERRH. ERARLBEELAIRY, §TEFAA
2 A A IR E A R (B S @ 4 A XA ZRIRA G RR), ERA
SR ESA SRR REARG R LN F ek, S
B} 44K M AR oh 7 ik A AT X — R R it A2 (R F A e R4 R MR T i
SLAL BT3GR 0 HE B —FP RSN AR A 5 k4 &, B T A 6 U S Mabs
Tl st AT R AR S T M F kA S, mE, ARAAFFRERE
S Mabs, T 4% 7% 3R 51K F A= /) Mabs 693k 45 dh 4 M), bl AT
Rk ey, PIRMFEMZEETUAHRFBELIRE (RE) Mabs 9457422
FAR— T BB RS THREER,

T @K #EmABRTARR . RIS BH LA GRS AFFHIAR
0y 7 k.

A KNz

BB FAIRAF AR N RBR R AR LR SEN T XY, HIEAKRA
WRTA RS R ETIZRR, BT RIMXG Y F @IKFIR. TH R
AP kAR IR TR AR IR )& R AF R SR, RUE 05 T 4T 5T
PR B B AN 25 MY _E AR K 8 o T a9 AR . A I TR T 18 A i R
W % R ) B AE N T RE (Flde, R, LF, DR, RETHIL
hih, CIEHREARGFEZ PR LEFNFY ) 4&. 6E 6 LERMEH
FIT AR, HlimibF o ROREARE UFF IR, TR HF T
H—P @R, Bl K2R EER R EME RER BNEY.
mH, 48 T4 E&FARE, A RBIRASEG T X, KL G F
PEIR T VA ARAE R, AR AR 5 BARE & 9 RER Y . X FF e iR AR
BB 77 ik R ARARIR SN 4ot 5 R R ARG S E N EARE S
aigRa Bk EaKLH)Aa%a.

B LR P KB T AL, FRTFHT HHEFEAER
4K, 45|4e Kohler #= Milstein (1975, Nature 256: 495-497)¢4 & X BHE K (&
A0, Brown % (1981)]. Immunol 127: 539-46; Brown % (1980) J Biol
Chem 255: 4980-83; Yeh % (1976) PNAS 76: 2927-31;#= Yeh % (1982)
Irait. J. Cancer 29: 269-75). /=% ¥ %, B HAR G L RIBBE AR ZARAIR L4t
(&£ JL R. H. Kenneth, in monoclone Antibody : A New Dimension In
Biological Analyses, Plenum Publishing Corp., New York, New York (1980);

19
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E. A Lerner (1981) Yale J. Biol. Med., 54: 387-402; M. L. Gefter 4 (1977)
Somatic Cell Genet., 3: 231-36), BT, LPREHAMRA (LA E T4
T )5 R B U R R R SR 4R LS b . (R R e, T
2 0, AN € 25 4 0 S S B bk & 4m AR Bk A, T 1k PR 22 B B RIE SR
Yt L F R, R A XA K 4 AN R EMR 45 M) _EAR K 8 T LA AU
PO FUAR B 42 3B . ATAT —FF Cude 6 B T R A €. tm i Fo B PR B 58 4
REy ik, HTAR T F AR A ME L ETRAARRN, Hl4e, G Galfre ¥
(1977) Nature 266: 550-52; Gefter % Somatic Cell Genet., cited supra ;
Lerner,Yale J. Biol. Med., cited supra ; Kenneth, Monoclonal Antibody, cited
supra), @ E, KAURMHBEARAR TAEME, XEFETUF SFHTHRA
MEHMG. BRI, ARG B L (Flde, THE®EBE)S
TR TA QAR 6L, Bl LB TEALA KL AL
EREF KR BT e IR Rl R g aemE &, £
& 0 LIRIG I 40 I A RS A K F R, RABS Fo b a9 32 A7
A('HAT 2 /ARG IR TR BEOER. E— LR ENTHB @I
FARBINA FAR YT A #AT8RE- 49— %, #l4e, P3-NSI/1-Ag4-1, P3-
X63 Ag8.653 2 Sp2/0O-Agld FHBmici, XL FTHEBMOLZTHELIR R
A3 KRR T & (ATCC)3K 4%, Rockville, Md, #2#3b, HAT-sensitive
DRR B e A RS @it R =82 ("PEG")&k4. FIIFH 2 X 5E A
HAT #5: K ik, XA RAM R LIRS A R REA B G @
Jo(AEREE- 9 M m ML LR G, T REKLAALT)., FATHF RN
MR R GEMARASTORRG LG, B AR EIBIZAY LF
B bk AT IR FAR AT AR, 4o B A% 45 69 ELISA K36 vA 75 b A0 sk T 4%
735 A48 X 5T LAt K,

RFEAEARKIRE, TRARRGSYE LHFTERANLE. THEA
OFFREHARGNRARGE L, SR CFEA A A RRBERE G 1E
. Hde, CRAEAMEANREARALH#ITRIRELRMFRELHNRE
asefa ey BUBP"BIRN B S A TR ZE G #ATRAN, THiz&a A
BRI LE, B, TR FEATZEG LA & h 098 5 RAK(R
JL, #]4e Roes, J. % (1995) J. Immunol. Methods 183: 231-237 ; Lunn, M. P.
% (2000) J. Neurochem. 75: 404-412),

2 FY I ATHILSI M T AE A & F IE AR e, 4F3F A SE R AR
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MR sERE, FaEeRRTIR, KR, RALFUALAZHG
HEHBX), Bt FTAEZRXBRE, DRAEKLE., @ HT A4+t
AZAF TR 89 T e AFUAR , 7T AR A R AT AR 4t dE A
HMEE. RO FADYCHEELAFTAAREREOHLB NI
(#l1%a, &), hu-PBMC-SCID &8, oA/ RAgH 8ok, £AT
dy FEAT I it 4.

Wi, B—AKEFRY, AREFRAREZOHYRFABILY
M, iR, EATALRKEOR T AHEARG, B, XFFEAF
LB H(Blde, DR FHBRRBT EATR. £EXEFHHT, #£AW,
AF R LM ERF BB RERETOHEAR ARG Y, b
Hp AR EE e lr 8 R E ., SAASHY BB e, ARER)F]
WA, FAARRKREOFIITEGTRE, ARK), FFERGAELE
FART A AIFAEG R BE AR B IRC IS & FALRREOEAR
N EABEN A AFAR Y 6 R iR et —F R AR A W4l de, U. S, Patent
No. 5,939,598, PCT Publication No. WO 96/33735, PCT Publication No. WO
96/34096, PCT Publication WO 98/24893 #= PCT Publication WO 99/53049
to Abgenix Inc.,f= U. S. Patent No. 5,545,806, No. 5,569,825, No.5,625,126,
No. 5,633,425, No. 5,661,016, No. 5,770,429, No. 5,814,318, No.5,877,397 #o
PCT Publication WO 99/45962 to Genpharm Inc. See also MacQuitty,J. J. =
Kay, R. M. (1992) Science 257: 1188; Taylor, L. D. % (1992) Nucleic
Acids.Res. 20: 6287-6295 ; Lonberg, N. % (1994) Nature 368: 856-859;
Lonberg, N. and Huszar, D. (1995) Int. Rev. Immunol. 13: 65-93 ; Harding, F.
A %= Lonberg, N. (1995) Ann. N. Y. Acad. Sci. 764: 536-546; Fishwild, D. M.
% (1996) Nature Biotechnology 14: 845-851 ; Mendez, M. J. % (1997)
Nature Genetics 15: 146-156; Green, L. L.£= Jakobovits, A. (1998) J. Exp.
Med. 188 : 483-495 ; Green, L. L. (1999) J. Immunol.Methods 231: 11-23;
Yang, X. D. % (1999) J. Leukoc. Biol. 66: 401-410; Gallo, M. L. % (2000)
Eur. J. Immunol. 30: 534-540,

X —FTRF, TR R R MR AER LA RARAAS A f
FAH IR C MR LR E RS R ERB(SCID)AY ) R X
Ay B, BF hu-PBMC-SCID # #=s &, &R EF 50 R 8= £ A LB 5K
EOME, A TFTREDFARL AR A S @GS — FBR R L) 4o

21



01814818. 2 oM P E13/38m

10

15

20

25

30

Leader, K. A. % (1992) Immunology 76: 229-234; Bombil, F. % (1996)
Immunobiol. 195: 360-375 ; Murphy, W.J. % (1996) Semin. Immunol. 8:
233-241;Herz, U. % (1997) Int. Arch. Allergy Immunol. 113: 150-152;
Albert, S. E. %(1997) J. Inanauol. 159: 1393-1403 ; Nguyen, H. % (1997)
Microbiol. Immunol.41: 901-907; Arai, K. % (1998) J. Immunol. Methods
217: 79-85; Yoshinari, K. and Arai, K. (1998) hybridoma 17: 41-45 ; Hutchins,
W. A. % (1999) hybridoma 18: 121129; Murphy, W. J. % (1999) Clin.
Immunol. 90: 22-27; Smithson, S. L. % (1999) Mol. Immunol. 36: 113-124 ;
Chamat, S. % (1999) J. Infect. Diseases 180: 268-277 ;4= Heard, C. %
(1999) Molec. Med. 5: 35-45,
BEX—%&7 KT, FFRYGABREFURRRLRGHHET RG]

R, PR PREERANZLFRALE, BTN EAKRS LALLM
(SCID) & Ry B M m et iT4a B 37, # T RBASRBGAMRE
i, XAF A KA HE Trimera £ % & Ti@ T4 A fmﬁﬁz&'l R4 %
R, BB EAFEG R TBRAR R E LERAR, s TFiXs ) ZRA
bMﬁ%%Fiﬁ@%m&%ﬁ*ﬁﬁiﬁbﬂﬁEmﬂl%(w%)
Immunology 93 : 154-161; Reisner, Y #= Dagan, S. (1998) Trends Biotechnol.
16: 242-246 ; Ilan, E. % (1999) Hepatology 29: 553-562;4= Bocher, W. O.
% (1999) Immunology 96 : 634-641.

B. kb2

1E A 814K 1 8 Ao T i 4] B4 A MR BT X, RE AR
HAEARTEL, R FRARRFAETHANLEARTOLELT foy
BB, RKERRETIE), dby BTHABESRH ANRANEH
EARK ., RHFFRAR A RERZFOXERR . FAEFFLEARETE
&R &S T 7 W) 69 (5] 4=, Pharmacia 49 & 48 °% & 4K 304K 2 4 Catalog No.
279400-01 ;#= the Stratagene Su7JZAPTM = # 1k & - X %] &, Catalog No.
240612), AXRRE W Eem K, Pk ey B4R R T L& 2 scFv L& &, Fab
L. MG EARARLEGETRRTHARCEAFTER A Embhid
H R E ST 5 A Ao R E B RR T B F R LA R T IA R E
%) 4= McCafferty 4 International Publication No. WO 92/01047, U. S.
Patent No.5,969,108 #= EP 589,877 (45 | #4:& T scFv ¢4 & ), Ladner % U.
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S.Patent No. 5,223,409, No. 5,403 484, No. 5,571,698, No. 5,837,500 #= EP
436,597 (#%3i£ T ) 4o, plll #4-); Dower % International Publication No.
WO 91/17271, U. S. Patent No. 5,427,908, U. S. Patent No. 5,580,717 #= EP
527,839 (4% 7| #5i& 7 Fab ¢4 &), Winter % International Publication WO
92/20791 #= EP 368,684 (45 5| 81E T £, & 55 & 7T L &M IBF 5 64 01 );
Griffiths % U. S. Patent No. 5,885,793 #= EP 589, 877 (44 5|32 T &
40 X 0% AT AT A IB 69 A4AR); Garrard % International Publication No.
WO 92/09690 (4% 5| #4387 »# B 4k £ A K); Knappik % International
Publication No. WO 97/08320 (#%i£ 7 A & 48 44k X & HuCal); Salfeld ¥
International Publication No. WO 97/29131, 3% T 4t 5t A 3L /R (AR /5 3R 5L
B Fo)tg TEAFRMREGH L, LR FHIRARG RS FE Ao ), Salfeld %
U. S. Provisional Application No. 60/126,603 #5i£ T 4+t AR (A IL-12)89
F ARG B BRI, AR E BRI IRIN F A R ).

FAA E IR F IR L E IR AR NAF B4, Flde Fuchs ¥
(1991) Bio/technique 9: 1370-1372; Hay % (1992) Hum Antibod
hybridomas 3: 81-85; Huse % (1989) Science 246: 1275-1281 ; Griffiths %
(1993) EMBO J 12 : 725-734; Hawkins % (1992) JMol Biol 226: 889-896;
Clarkson % (1991) Nature 352: 624-628 ; Gram % (1992) PNAS 89: 3576-
3580; Garrad % (1991) Biol # K 9: 1373-1377; Hoogenboom % (1991)
NucAcid Res 19 : 4133-4137; Barbas ¥ (1991) PNAS 88: 7978-

7982 ;McCafferty % Nature (1990) 348: 552-554 ;5= Knappik % (2000) J.
Mol. Biol.296: 57-86.

AR mAEARRTRANENR, TERRLTUAER G @ICL
@A mie Ak d Ak, ) E&A it AR R RR ARG EY T Rk
PCT Publication WO 99/36569 W A i#t — 4 ¢4 48K, 4| &-Fo ik £ B tm o,
F ) Ak 6 & 4 77 ik & PCT Publication WO 98/49286 w # it — 4 ¢4 4

LARAGRAENEALEF ST ERE, THREIFEGEDNFERY
& 4 A0 BT R JAK E 44 An 4245 09 DNAs, 4l 4oifi it PCR ¥ 38 2 X & T ik it £2
o BT (P e, HEER)E DNA, AR T S k2 fo
TGO EEA I T4 & PCR Y. #Hlde, KT HZEIHFGAFT,
40 Kabat, E. A., % (1991) Sequences of protein of Immunological Interest,
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Fifth Edition, U. S. Department of Health = Human Services, NIH Publication
No. 91-3242 #="Vbase" A+ £ JF 51| 038 &,

TR KRR — o TEI AR T MO T THERELARE G B4
A AR S, ARLEARK, A—FREFHFTH AR LEIK
EO BTSN DNA F R TUREABRELE L mie, A EFamk
Wiz TG T @M P R, Rk, 5B RAE L mme i
Ad, BAITRZRAT AT gk, A ArE6 T4 DNA 7 ik 35457
AR ERAEZELE, FRXEAFNELSRFHLREARF, BFIHTRBK
FINTE T mI0, 4o T & L 8K F T i& , 4] 4= Sambrook, Fritsch #= Maniatis (eds),
Molecular Cloning ; A Laboratory Manual, Second Edition, Cold Spring
Harbor, N. Y., (1989), Ausubel, F. M. % (eds.) Current Protocols in
Molecular Biology, Greene Publishing Associates, (1989)#=in U. S. Patent No.
4,816,397 by Boss % .

BIRFT RAA R #uk VH A= VL F 849 DNA KBS, X8k B BT
B AR T DNA R —F 84, el TERABRSR AR
TR A B, Fab HEAE X scFv 2 F, AXL@mF, %48 VL-& VH
4 DNA R BT8R 5 %85 —F 48, Plieiklas KR T K8 k6
DNA k gAR4E. EALFHANRE “THRMERER ZRESHTHE
49 DNA R B, 5P RALB AT 5 69 % 4 DNA R R RF W RAER K .

Fior @ 6% 4 VH K% 6y DNA Tl i Tk X ma ke T4
B, PrideyZ R AHPTiE ) VH-%25 DNA T #4530 5 5 — %R E4E 168
X(CHI1, CH2 A= CH3)DNA #) 4T 4R#& 3. ATEMATHETEARZ KR
AR 3K, Bk i (A L4 4, Kabat, E. A.,%(1991) Sequences of protein of
Immunological Interest, Fifth Edition, U.S.Department of Health and Human
Services, NIH Publication No. 91-3242) ¢, 41X 2k X 3% #) DNA K B s 4:4
4 PCR ¥ 38 3K 45, PridégE4£18 2 X T 2 1gGl, 1gG2, IgG3, 1gG4, IgA,
IgE, IgM X gD e & K, {2gkibiked 2 I1gGl & IgG4 B K. *+F Fab A
BEHAR, PPk VH-% 4 DNA T A T4 S 55 — R p A T4t a2 K
49 DNA 5T AR#& 4.

P o & #9445 VL R 3% 645 DNA T8 i$ T oy X Re k2814
B (VAR Fab 248 K R), Fridegz X, % VL-% 4 DNA 5 5 — % 2L F ik
Bikle® X, CL &) DNA 5 FT#4F3E4, AR let RARA

24
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3] & RARIR O 4o 64 (AR I 4] 4 Kabat, E. A %(1991) Sequences of protein of
[narynunological Interest, Fifth Edition, U. S. Department of Health and
Human Services, NIH Publication No. 91-3242) @&, 41X #& X 3% &5 DNA K &~
WL ARAES PCRYIERF. A KTl ZxR a2 K ik
e AxBEE K,

A scFv 3L B, PRk 64 VH-F= VL-% 45 DNA R & T #4455 5 —
S WHEK 0 7 BRANE I, B3 A AT iR B A BT 51 (Gly4-Ser);, A
1Pk VH A= VL BRI A S50 28 E 8 Rk, Piife) VL A= VH &
T A Sk £ (R ) e, Bird % (1988) Science 242: 423-426; Huston %
(1988) Proc. Natl. Acad. Sci. USA 85: 5879-5883 ; McCafferty %, Nature
(1990) 348: 552-554).

ARERLPAEATIR XA —E 5, B EAFTERFNORD
HoyRe Kz foT4E6) DNA TABAR L AXABAR T, ARk AR
TR X ST 5 AREE. ERALT ARG ARE “THRER
5. AREE REBRAAAAEEERBRT, UERAEMRBARA 5
KAEFELEH F IR ELE B, AT TERERE 6948 R A8 F,
HIEFFRARZ B AR ERALFINZESTALAGE I WIE, FTiAY
HARBEP AR EATHEASRE GHEAT, RER 0, HEARHEANE
Bl — R ABAY . ke ik A B T EARANG T HMWe, FRAELRE
R B Ao B4R L A ARG FRA] B B AR, R AR RS AL & 0 A
F R EFVENDBEAIRT . EBNBEREHESF 7|0, T HRKRTR
LEBHTAREERFF) . Hlde—F74& VH Fo VL 5 2] 4404 & KRk
Reg 7 ERKECMNBANB CH A ObhBE#ERE R 4B LR K
EBART, drbEAA VH 7 ERARMKAR S CH 78T REREE, BT
#H ) VL FRAEABAAN L CL Y ERAREE., W) R THNRME, Pride)
FUREBART TR TARE S TAB EZmie Tt ok k9125
Bk PTiR 69 RAREE R B ST A LR B 8K P , sk AR AT PP 13 5 ARAE 1 i 3
B AR SUARBE R R 6 B RS . TR 5 KT U R BB IREE1E 5 AR K
FBAZF IR, kR TIFLEREEGGETRK).

AR LR R B Sh, KA ERFTH EE Lmie s ke
BAXGIEER]. TRAGKE “REFF] Zi5afEsRAg il L
A BT, kTR EAAR A REAM B de, RIBRF®RIZT). XKk

25
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FRH A FTARALEK P OAH ML, )40, Goeddel; Gene Expression # K :
Methods in Envmology 185, Academic Press, San Diego, CA (1990), &A4R 3%,
BN L SRR, sfPrid R A BRI, GiEdF AR5 B SRIE
Gt m L mie B MEROHARKEFRRHYAE Fit
7. ik A TR L M m b R A W R B QTS B HLIY
Mt ST RBEGREA, Pk i TEREWY B TR/RIEE
F, kf E@imE(CMV) ey (#Hde CMV B2 F/385&-F), & 8 %A 40
(SV40)44(#]4e SV4A0 B2 T/3ERF), k O MRAEH (Bl iR FH L 2%
BT (AIMLP) Aok & %8 m&4. sHmEFREAKEFLAE T W
4%i% & W4 4e, U. S.Patent No. 5,168,062 by Stinski, U. S. Patent No.
4,510,245 by Bell % #= U. S. Patent No. 4,968,615 by Schaffner % .

BB i 6y iR A A B A48 5 50 91, KK A A K BART AT A
HEH R, BlioBisdARErm T@es L8055 (Flde, E4i 5
HFATCIE . TR A AFAT A RE TR LIIANT AT ERIRE B £ ale
i ik B k(BRI 4e, U. S. Patents Nos. 4,399,216, 4,634,665 #2 5,179,017,
all by Axel %), #ldo A3, PR BAFCAR R THANT AEBIRGE
I miext gk, Flde GHISMEFRA TR, RitthaFiriek
B @46 = &ot 8L R BE(DHFR) AL B (% dhfr'ad 75 3 4a fie A 20 F "% s it/
Y38 ) neo K K (G418 Jrik),

Al FFeF R, TR BAEFS/GRABARBIREGER
HREmImie., RiE SR QYN aRESZHEATA THIER
DNA I N Rz R EH & T mit ey 7k, #liew F 30, #8450, DEAE
FRABSH R, RENBR L, ERBAABE I mIET HTUARER
KRR, ERA GG ZAZ @A mie, XLRYE k4w
JeARRL, BAZ R4 R R A MM E S T o2 S EFEH LA
AR, AARE, RAARERBAY T R S EGERR
£ 4% (Boss, M. A.# Wood, C. R. (1985) Immunology Today 6: 12-13).

R FERL PO EARRGFLH N E T micassd Be Al
£ w9 Je,(CHO m ft) (€45 dhfr-CHO 48 A2, & L Urlaub #= Chasin, (1980) Proc.
Natl. Acad. Sci. USA 77: 4216-4220, used with a DHFR selectable marker,
5]+, as described in R. J. Kaufman #= P. A. Sharp (1982) Mol. Biol. 159:
601-621), NSO & % /% an fiee, COS @afief= SP2 @mfe. L4545 ABFARARE ¢
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FHRRRABRII A HIL M meF &, TR RARGIZE I @mER U
Fr iR AR L I F R A RSB E Emin A Kegs Rtk b tg—
BAEHE A A, AR AREE G LS R MRIER A T S UK AT IR # Ak,

& E LT R T AT TEFRG— /A4, Fl4e Fab K B3, scFv
HF. BEEMR, M ERFFNRRFLOSERLRNTEEAAN. #lde,7T
REZRRDALPHRARGE/RRBZE (RFRARE R ) BEEim
fo, EEDNABAKLTAH T ER—2ERLHELEANRRELLNS
FhER 4k e/ E 4569 DNA. B #4249 DNA 5 F R AW 5 FELOEERR
AR TEE A . B, RGGEERRETELTREAFX 4, £ —%
B f—5FTHRRLAAOIN, 5 —F T4 fold s st ATER A HRZ IS
W LR A 4 M, MR BT F KRG E AL A 6k Fe 5 sh e 31
IR BRAL R T AR .

R H FAEAL AN RARERRES IS THERAG L%, 54
AR E TR EH R L BRE THERBINEANF 5L TIAZ)
dhfr-CHO fmfie . EFERABAN, HEAORA TS24 LR S5
TR ML E D) CMV 3E5%2 F/AAMLP B3 F £, AR ATiE 2 B¢ Hk
FER. TR M ERARABRAKLF A DHFR A F, A Tl id 2 F %% 7
/Y ik OB PR BAK S CHO sJie, 32Tk s eg 41 rE T mib
ERARE iz A, FRBRAF DR EGRR. THAIRES S
TAYFBEAS G ETEREBAR, LB @R, HRaiF, BAFE
4 O JFARIE SRR F IR KRR A — T RS AL A ELa RS
Fik, BAECLIALSENERA LR RKLAY EI @R, L8 KELH
HEEPRARSRALE, BFHxE—FOEMRRAT S E ETHIRK,

A H R AR R R TR AR IR RN, AR O st A T
KEMAEEI NG HENTH T ERRLP G FRIR, —F1EH
AR E L A AR FARRTEAEH RNA-E G fhdkRik, £ PCT
Publication No. WO 98/31700 by Szostak #= Roberts = in Roberts, R. W.#=
Szostak, J. W. (1997) Proc. Natl. Acad. Sci. USA 94: 12297-12302. #AiX— %
%P Q) T mRNA Fik K& & 69 M ak4, Hidid4 ) mRNA 64K 508
FAL, FriE e mRNA ¢ 3 Kssa A 2% EE, RASHREAEL. i
TAMIE TR AL KR E G 4o, AR, REFH45 6 E 2 mRNA R
SM(BlheEAXE)F E % mRNA 6lde, 7R BREF G305 AT
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I AE T bR AR 4 A, 18 18 I b X R B B G G A FLAR R H A - e AL BR
Ao Tl iR a EF XA AWl e arEILahd 8 2 mieF), FHTid
TR XBATH—F 0 F AR A, I B e ey sf mRNA-RR Gk &K 49
ik, AP AERMBAREOFAPEIATREE; @ LA LTS
AR F A R T K

Caatyrik

AE B BAF R IR TR LS TR R T R4 &, FlieTik
W7k, B, R e84 AR R E TR sk A FTA AR 48 -0
T 55 ATk 6 S 4F A BB LSRR T4, 2t —F A —FF R £ Frik
| AR BEAT HUAR I it o/ 30 AR B (BP BLEE).

BE—ANEHRFTEY, IRHEEF EOIE, §LLBEIEASIHH R, I
A, KA, AL FRRXEHHAHELRH X, Rgs KA LY
XA SRR AT AT BT R R GG AR RS, 42 T R A M € tm A Y %05 3k
FOFNHERHAEBRRTRALE, TR C R EKRAETE
T TR R FBIR R LB AR, XS F R F—FRTEI L
# G IIA 5t AT, =Tl ke [IB 3o dtiT. 4LikthdEA s
R Ty, & T 2 AR E G IR T LRI 5k, PR oo B4R
B BT B R AR B dn b &-45, €35 BioSite Inc. A48 i ¢4, & T4
4o, PCT Publication WO 98/47343, PCT Publication WO 91/17271, U. S.
Patent No. 5,427,908 #= U. S. Patent No. 5,580,717,

EX—FRkFTEY, BAONF O, GLLEEEAGTWH L, )
Ko KA, ARLFRXEHY 6 HIRFo/REEELRH XR%EHSDR), A
FIT 1 64 SR b 0 R AT 3T 8 H0R A9 RAR B, SR ik T A PP E W R
AR () S il 1 TR R T R 9 S R B0 2 B mit., REH B
RO ATRBFGAERALARGREIAEG LS T %, Pl R FBE-BA
Btk X R R )An 5 TR F Ao, IR ik ey ARG o4,
X—47ENE— VR TR Lk ey A 45847, F_FTHEL Lk
49 UB 35~ AT, BARGLR A A AR Sh F F2 7 i, #4042 PCT Publication WO
97/29131 #= PCT Publication WO 00/56772  Fii 3 ik ¢4 .

5 —BAET T, AR ERARRT KA FLGOKEmIOITRIKT %
(SLAM)i# it £ — 89 . 5 B 69 m e = £ , £ JL U. S. Patent No. 5,627,052,
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PCT Publication WO 92/02551 #= Babcock, J. S.%(1996) Proc. Natl. Acad.
Sci. USA 93: 7843-7848, EX—7 kW, &R A F ALK A6 R4F 7 IR
BF, S AT A SAE R AUR AR A R SR A (B4, LR R R,
L RS 0 5 KB XA D R), R gAY iR 3R 6 ik B
A, REBIHRB-HFFGEL TR (F 4 FRFRERAE R S,
RATEGH R MM LG TREL, vt T 5B E L mibinig
B, @b i FRRIE K pub B A AF S 0 AR 8 £ m )
B B ARG R, ) o BT K 6 S R IR B R A
R, BEZTHRGRAR-Sumi/E, APt § il it 4 %k 8-PCR ®
WE-Fodz-45 77 T X 3% cDNA, REX T T RRTEFAFILSWE L
mit, 4w COS X CHO i Py 49 £ A K EORBRER(Flde AR
R s)&A ., Ay HWe) 2 BREGF I L6 % Eme T 3478t —F o
Fa kI i, ) 4o i@ 1S AAE J 4 M0 34 ik ROE LA BT E 64 A4 kg Sk
o Bmie, TENEEREGTRARANFRGKRC @I, FTY 86 %
FEIE G F 5 T it —F BATRINMEAE, Bl doiB iF E R 4G4RSt E Fo B3

BEX—REFTEF TG FTARF ARG LS T EOIETAEY
R, AP —RRBRELEFEAZDY, AE ANTREAHRRRESE A
DR A R IR LA, £, ik, F_RAREE —REREM EEM,
4o [IB F ATk, 25 EE —FAFYRE _FAGIYMETHES LA A
FTUBHILE.  FAEZE—RRELAHHHEGTRGELELELEAE =
MBRREN DB GO R GBS REELS AR E X, £, &
A& RBRBEATINH SR ERLES A E —RRBREEG Y
B TR0 LR ARG E Y, o, THEALEXFY 1
FAXEXY. T XY /KXY XELAZANBETEE —FE_REYE
B 8 AT AU

IIT 2R 4% 3 b ik 64 45 42

AR PRBERAF F AR R L IRER S, LTREBRL A 7 4
H. ki, AR REHRS, B BOHRIKR, Rk, PTRRIK,
KREFSR P FoIR, ARXAGRAROIEE LS THIKR, ALHRS.
EEMERTET, MRAAK LRSI TUOEL LG E—0F T4
HRABAT], Bl EHART LN AR REHS. EF— K%
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FEF, Bk 6 AR, R E IR 242 8k A HUAR 3 CDR-#5 44 49 3ok 3 H A4k
AN BT X,

LA B A B RIB " RAR R A AR EO ST, LOlemi s ket &
FTHHEARBLMEL R AT HERERR, - FTHOEEHAT
(A% B H HCVR R VH)Fe g4 X. AT EHBERX =/
43k CHI, CH2 #= CH3. & — #8484 T T RROLAEE A
LCVR & VL)fes2 4k l6 % K. Pri&ejsaeklat R eds— ANk CL, A
#eh VH Ao VL R Tt —F b §ER, &RAELA4EZ KX (CDR),H 19
B A IFF R, mAELR(FR). — VH #= VL &35 =/ CDRs
Favg A~ FRAR BB F IR A MBS K 3% B 2 K K 3% 7)) FR1, CDR1, FR2,
CDR2, FR3,CDR3, FR4.

AL B ) RGBSR 8 "R -4 A3 5 (R ) B A "R ER ) 48— A
RENMEFHT HERATRE . A2LE#) _LA0 £ 6930/ R AL A48 7 69 3 4F + M3
het b R B, TARAARG IR -4 h 44T KR R BPAT.
B4 HERIFBIRE " RIB-FAH " F oy 44 R K e4E() Fab R &, & VL,
VH, CL #= CH1 % M 3R 20 5. 49 34 K 34 (1) F (ab'), A R @5 A4k K8 id
—RARAR 45 A6 P /S Fab | Beg —p kB (iii) v VH Fo CHI 45 ) 3% 40 A%,
b Fd K B (iv) sy Ak 28 o VL A= VH £ 4348 5,89 Fv A 8 (V) dAb A
% (Ward %, (1989) Nature 341: 544-546), & VH £ MR & F=(Vi)2 B
49 L AR KRR (CDR), M E, XE Fv &G AANRHE, VLA VHE I
Fl &g A H % rh, (2T LA R T R A mbgHE L A0E 4%, KA EeM
RAE—F G4, L VL fo VH RIREATH AN F (4 244 Fv
(scFv); 2 JL4)4m, Bird % (1988) Science 242: 423-426;%= Huston % (1988)
Proc. Natl. Acad. Sci. USA 85: 5879-5883). iX#} itk €4/ RiB IR Ey"
HWR-EHH,"F, REHXHEERK, flleRlibasEian. RUE
S AR AR, £ VH A VL MR AE—& % 4 &L, (248
A —Arid 4 A £ F R — A4k 69 P 4 AR 8] AT Bexd 6942 5k, dkia
18 BT IR G B — &bk Lo BANMEAIRELAT, ARAET BARRES
1% & (A L4 4=, Holliger, P, % (1993) Proc. Natl. Acad.Sci. USA 90: 6444-
6448; Poljak, R. J., % (1994) Structure 2: 1121-1123).

Fit—F, ARG IRARR LIRS T AR K R IRHEM ST 4
— 5, GHARRAREG —F 05— AR E AN LT E IARE LN RIF
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AN FRXEGE. IR BEFRH > TG FOIEEAEREANEETOH
X 3%%) &3 549 scFv 4~F(Kipriyanov, S. M., % (1995)Human
Antibodies and Hybridomass 6: 93-101)Fe ) A 3 bt R 8 55 24 47ie k= C-%
5% R AL R BRAT AT VA H) & Ao 4 M) & BrA 89 scFv 4-F (Kipriyanov, S. M.,
% (1994) Mol. Immunol. 31: 1047-1058), ik3R 4, 44 Fab #= F (ab"),
h BT o 2 RARE T FHARK, oo RRNE iR E & a8Ek, 4
FUHA T ERF &, M E, FR, AR Ao BB o F T A i i AR
F 49 E 4 DNA #H K4 &

SLAL PR 0" 4 B B AT AR R A AR LR B KR RS
P FAR ) A F MR (B30 E 5 B ek, HeFHELSBAREF
iR M EAXAIRR, RECEMLGRRGEM EAAEGRIKR, 24
AARAERESERLCHEMANRRIEFLELSHTKR). ME, 5 BEHIER
AR ST AR L R 24T tm fodh SR Fo/ A F W0 TR

SRR PR B 0 A iRk R A R R, R ERARRGELSFREZ
FUR A G E WL B I, Z IR AW E G IR T AR A E 6K R R A
RIS M E —F X % F¥iZ R A &b 38 = W AT R4S

SL AL R B 69" L AR R4S 2 RSB AT A AR (Bl 4o, 18T B R
AR, 4otz g4 Kohler A= Milstein 4% 8 7 ik, #) &% B o ke
K. BEsb, RTIG-ATA 6 RE R4 F M IRARE G2 R e —FF R B
AR Feth iy 3 5 e Ak,

WA EESR" AL FAR ARG, L, AERSBWRIK, #)
WHERANBI BN ETERALBARELEGIIR, BELATF. THRAL
BBk, AT ALRRZORBGHH B4, 8T 55 HH#
(& WAl e, Taylor, L. D., ¥(1992) Nucl. Acids Res. 20 : 6287-6295)3 &
EE, ORTHEFINLEEREOLARRF (Pl AL BEREOLRFT])
A HE DNA 73 i 244, k. RERS B Wk, Take
) F 458649, CDR-BAH ) Fe AL 89 304K,

RIB AR BEEAAE TREBRTAR L AR EOTERREL
R a9k, A4 4=, Kabat % (See Kabat, % (1991) Sequences of protein
of Immunological Interest, Fifth Edition, U. S. Department of Health and
Human Services, NIH Publication No. 91-3242), A& % 8 B ik ¢4 A FAK T 1A
BHEIHAN LBIRE O RGN RABRALW Lo, HRENRAKI R EH
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TRARARDIERIIAH T L), ¥4 CDRs Fo45 5] £ CDR3,

ARRHEEARREATER, ATHEHERBTAR LEKREG
B3 &g R (4 JL Kabat, E. A.,%(1991) Sequences of protein of
Immunological Interest, Fifth Edition, U. S. Department of Health # Human
Services, NIH Publication No. 913242), A4 EF R F, IFFLHA
FAR G FHATHRINFER(REAA Ig 73180 Hut KN K@ E L)
b, H474 8 REAF VH A VL F 5148 X0, Frid ey ELaduike) VH
Ao VL R0 R BT 3 RERR AL T AFKF 2 FTH 5% 855 .
BEREHE®RTET, BRTUARARIEFLFTADE LT HLER.

RIEBAERE" AT, LF SR EKBOE T HARKE
ABAR B BURAY & FARF 7] 0948 AP & R AT, REAARKG E
#%%ﬁﬂ\ﬁ5VR%E&%E¢%ﬁ¥ﬁ@ﬂﬁwﬂ%i$ﬂﬁa*

FlR MG 5], Bt PR LG R X B AR RARG L FRIZER
1R AERLAAGTAIRG 2 R KA BN TRGFF R F 5. B ﬁfﬁ%gkﬁi
“”ﬁ%&*%ﬂ&%%%ﬁ%ﬁ%é#%ﬁ&xm&ﬁﬁm,xxf
"6 BT NGRS M AT R A BRAR R S L E R AR T . ARy
HGTEHARTEHRABROBENLERBENFEAF I AL E =
AADN R ABADR R ARG LETURE, FHRALAF -HEZF5 5
AR PGATBEINEARGBRARGHMA £ 10, 4k 12 ANRE
BRRANF) R M0, R RET 46 I SRR AL TN AR

RIB"RERAR" LR NN ERBETERFI LA H
—Fr g K A3 04k, Flie RERZETER SABE KA9EHM R
K,

ARE"CDR-BHG AR "B L LR —AMHOERBETERES, 2
£+ VHA=/2 VL 85 —A3 % 4~ CDR R %4k 55 —F¥ 49 CDR & 5] A 8469
IR, Bl RERZETER, 24+ -2 K% A A CDR (440,
CDR3)i% A CDR /& 71| i 2 A, 49 04K .

*%UJM%MM*@%%S#A%W&aH@%ﬁ%F%TEEE

et VHA/R VL BH G2 ) —H WK EAHE “EMTFA” , B
-I—:J/\’H”Tx R 5 7)) AR A Fuik . Abegdtk ey —F £ A 2 CDR-# 4444
K, HFHA CDR &3]3 A2|3EA VH #o VL 5 51| b A 2448 5 84 3F
A. CDR /7).

>«%u
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—FFREARESFH HF O FEABEIREICK AR, L AR
KB RBBAE R E—AEERE, FRTRNANEEERENE
B REGEE, #4eF) A BlAcore % % (Pharmacia Biosensor AB, Uppsala,
Sweden #» Piscataway,NJ)¥T # 47 55 B & # 4 7 6948 ZAE A 047, st—F ¢y
%% A JL JOnsson, U., % (1993) Ann. Biol. Clin. 51: 19-26 ; JOnsson, U.,
% (1991) Biotechniques 11: 620-627; Johnsson, B., % (1995) J.
Mol.Recognit. 8: 125-131 ; and Johnnson, B., etal. (1991) Anal. Biocllem. 198:
268-277,

sb b B ) 69 AR E Ko AR RGN/ R B P BB R RS
AT

sb AL BT A 89 KB "Kd" 2 48 4% T AAR-L R A0 EAE R 693 3 7 4.

A LR F L F FT4a o9 RF) 69 1 &4k 69 75 5 4 & R L B 69 R
B P FUAR . KR A 6 S T M AR T AR AT AR T4 B X 6
R, MLk, KL R R IR Z AR R4 744 F IL-lafe IL-B
AR, TR RAEF AR, Bl he AR e 1-4 F R 44 A
SR . HARTT B T ARK R GG LR X 4G IR 645, {12 RFE T caspase
KEMRN . MICEF K&, Flde IL-1 &K R (40, IL-VIL- 18), TNF £
#% A (#) 4=, TNFo/TNFB), IL-6 &SRR, F#K%E, TGFPER#%&MR N, EGF
R g, FGF K& m i, PDGF K#& R 1, VEGF R, % H &
# (Angiopoietin) £#MR A, BHREEG, 2ut)E 8(£EE G M),
Fotm o B T AR Kk, Blde IL-1-ZAR Kk AR, TNF-Z A& K& i TGFB
2K AR, EGF Z 4R K3k & R, FGF %4k Rk i, R, PDGF % 4K Rk &%,
R, VEGF &4k ik A U Ao o & F & (Angiopoietin) &4 kR R .

AL I M AR T R IR I T 45 A 6 B AN R 49424k M L A8
KR FRALESEIN, AFHRHEF LA LS LR BREZ
—t 4, A2 EMXGRRAML, S EARANAD RGBS EA R R M.
BAF ARSI S EAR K IR AR ST AR A IR GG & E7F M
T AR AR R GRS S B M, 44 ELISA &K BlAcore X3 #AT3R4E, £
B, PR Anak st JEAE £ 69 30 R 69 Kd 5 kst s 40 £ A48 £ 49 378 64 Kd
BIbR B RV A 3, ARG, PTRLERE S A S, EREM, FTELE
2V A4 10, R £k, FrRk®ZE D 4 50, 100, 200, 300, 400, 500,
600, 700, 800, 900 2 1000,
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EXZTHREF, FELELGRBEFRIKIREELHER. #)
do, HEELGRMBMAKFLE, KT 5%, FHEKT 3%FRKLYH
0.1-1%, M4FFHIXR LR RFFHELSLGEKIEFES I, &F 1%,
FHRE G T 3%, EHRAST S%FERLESHT 10%., 74, Kikd, 4
FEPLJR 6 AT S ARk iy 1C50 3838 T % 4 4 36 F 3 /& 49 EDses.

R 18 Wik 2 KK B 69 S AF A AR, R L RSy AT AT s A
B—A, RABANRREFTENEEH N FHBeEH Ef, KRS,
BMBRE, BRYFEME)F e, ARG RERFERR,XELHKSEH—AK
R RASLE M LA X AR VA R B IO B 3R 289 T i Korik B8 34
AL, ko BHHA 0. 157 R BAK, EHhk ke F2H 1x 1070 3, 8 4%,
FRE ko BEFHA 1x10°57T RFAK, Tk ko ik B FHH 1x 1077
REM, REME koir BFHAY 11077 R T, THERM, RTH
A, AF MR, R LIS TT L TR ICso 74 — A, L FA%EH L
AF G FBEEM, ICsoH 1 x 10°M R E4%, F4hik ICsoh 1 x 10'M &,
FAK, BREICso A 1x10°M R EAK, £k [Cso A 1x 10°M X £A1K,
FAREICsg 4 1x10-1 M % FAK, R FALE ICso 4 1x 10-1IM K £ 4%, 4%
#iy, ICso B M RBMAEMFEZRNZE, AFETHF, ICsodf L4t
i F41/k 49 ED50 44,

ALK AL R WASY, L5 REPGRERBIIRRELRR
oy F ETHZGEA, KKRWG s TH—F 042D
—FP B Am 55 95 KA, Bl ho—FF R B FEE 5T R R A W AeiK ), ShR &R BT
B IAF AR AT RETR R RE, Hlde, B PR e R kg
st 5 IL-ofe IL-BL A0, TR ) B oW Tt —F 0o —FF R E H
A ERR, EEARE IL-1 ERER E.

AL R TR T AR-IR T HFANE LA T2 REN S HELY
T BAW, TABYEESYOERLPHRIRR AR SRS F LT
RO EAR, AT AN SR F ETESHERR OEEERLHRGERN, &
BT, R, RAANFREBRN, FHEOFLRBPORFF 42 T
)ik, BHF ETHZTGERGH T O, —FREFK, LEE, 5
BMEEAR, HEHBE Y, CEBF, ARTNGELS. EHFSHELT,
ARk ot QEF5H, Pl B BT, odEEE, LR
KRB, BHF ETHZHEATRE—F OB EGHIWR, 6228
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RFALT], 5 B R RE AR, LT R IARRIAKR R AR .
AE PR F AR T HANES TEBERR G B HELY
P RiLH, FRARRAK-EI S HERAA 0.1250 mg/ml AR 6 T2 4E
R, TR 6T 24 ERTTARKR AT R EH XS EITKE RIEH
o, BHIRTSCEEEHEF. EHRTARZ L-L2E8 (1-50 mM),
AL & 5-10mM, pH5.0 3] 7.0 G244 2 pH6.0), b &8+ b,
o, A2 PR T 328 B4R, AT AL BRAN , BE BN R AR BR 47 . RAL4A T 42 0-300 mM
(A2 150 mM ¢ kA EH )G RETE AR TRERRGEMH.
HFOFRZHXETACLSRAER, £2R 0-10%8 E4E(GEA 42 0.5-
1.0%), EAb&iEeqin kR Qs GRERIE. ATFHANEHXETIE
FEMIRF), £2R 1-10%F EAEE(EAG L 2-4%). L iRiKFaFokF 67
EHAFETUAESFEESN, &2 1-50mML-FRARB(EAYZ 5-10
mM), HEAENBKN 16 R, HARBK, TuL 0-0.05%4) 5 L ALE
A5-80 (3248492 0.005-0.01%)49 % X,. Hibey R @iErF Qs RRTFE
Ly ALER S 20 A= BRU & @ 7 M7
ALPEESHTARZSHB X, £ aiebdo 8k, FEAKfEIK
QR FH X, 4 3 BAR IR (Bl 4o, T2 H 6 Ao R 8 R 3R R &%
A AR, AR, R, R ARAA R . kA RARM T8 5 XAess 77
JAE, AL Gk 40 A M R T R ST R R IEAG 8RR, A e R 2 AT A
FAL ARSI NRATRED RIR LAY . Rk eh36 8 X2 M E (P 4o
AR, BT, BEA, LR). ERENERFTEF, ARG RKED
FRRPEANSGEM ., D — Rk EhFTET, R GFRARBLTIA
R T EA.
BITAEYHEARE 2L RGFAREFCAFM4 TRFAEL. T
GBI B B RIER, MR, 28, BAK, AELecELST
SHMKENRAFEN. R EHERTETTRAF X4E, BHAEHZ
078 HALE- (B, FARRIARIF ) BERBATAH —FrRARA L6 £
ARG OER T, RELERE. —REZFHAESYE LEERELS U
E5HA, TR B @S BM S BN R A LA 5564 LAWPTE B, &t
TRAARAATHRASGELAGTERERAOFEL, RAYHEFTELZALT
FiE Aok BT IR AT EMRA N, A Bk A FRA LS TR0 6 1
FP & 9 A4y, ST RFF ARG IE B A, Bl T AR @, dodpak
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f& s 2T o8 6 H UARIF T E G B KA BR R R B E MR, Tig T
AP R 40 A o A 3 AR R K8 XA, ) e — AR RS BE B AR BOA R R T IR
SR -B-4h 09 R IK.

AL PG FARFR- T AR T S Chetd 7 XA, RAETT
WS ET A T e Rk m BB/ FRAERTES, #MkAEHIE
No RARBRBEARART TARME 6 TR R BA/RF KR E 4R
M, BE—RWEHRFTETF, FTRGERNESYT L BAK—R4E&, Irik
HBART ARY LR, 2 REF EBBK, #2454 65548
F, QAEHRN, BEIEN MR ECEABRA%, TR GRITEY
FEfa g A F Rt KoY, Fliw LIHESER M (ethylene vinyl acetate )
RBT X, IR T =88 (polyglycolic acid ), A& , I /& B4 B ( polyorthoesters ),
Ao LB (polylactic acid ) . # % %) &iX X H 4 F kAR A T H R A
AARIR L4 b, A JA 4o, Sustained #= Controlled Release Drug Delivery
Systems, J. R. Robinson, ed., Marcel Dekker, Inc., New York, 1978.

B—RHFERTEF, KEXRGRKRKILRIER ST AT K%, Flde
AR AR R T R R A BAR, RSP (R Ems, R
FENE)TOREREIKTABRIREF, EHRAKRABBA T XA
BB AR T . T RS TR TR S A W T R A —A, T
BReGRF, iR A, &5, IKE, BF, BFR, BR, BRAKENF
T RAER . B VAR I IE Z I IR R AR A6 ed, NE 2RI
P& K& T A, 5L a4 KiE MR LR %A .

PRk 2854 P LT VA LA b i odh, E—R W EHhFEF,
A B ) AR R AR 5 —FF & 2 A KA 675 77 3K F) 35 F Be ) Fo/ R 25
FlaeJH, L6408 57 XA 2T IL-1 st TR ARG ST PH
. Blde, KZIAGR-IL-o/IL-1B34F F MR, KA KT 5 —F K $
T A6 5 B dedh [T 4 S0 R (Bl 4o, B EAbtm e B F 454 8 Fuk
Kb MR B TALSGRR) LR R E fo/REF4EM. T LKL A
—Ft RGP FARZL T A WA SR A LG LR a8 5T XA A . X
25406 77 1) S AR T AR AARH B 0996 97 KA, AT & T 7T he8) &
ARG S E TR I LA,

IV. 34 M AR 84 5 A
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A5 FEeMEAERATRENEEN LAXGARMESNGRS, RE
BF ) S A4F AR, A T L F G BB F S F ik, HleBRIK L
B WK I (ELISA), 4 %% 5 #7 (RIA)S B 42 4.5 4R 4740 % A F A R4E
— TR X IR (Bl i E A YT, o F R R ), KL AR
AYFL R HRBRA Tk, B RO B RA YL KL ARG TR
SRR BT R AR 6 A R AR R IR IR S R AREAR, AR SRR
S AW HR(RIERH D), RIEESAREAERIHRS), dan At 4
WAt S P Oy TR IR . PR SRR ST AR 64 M R BEAT B AR S ) 4 e AR,
AR FARM S RIEL SR, AEGTHENMF LI FEe, B54
B, RAMFE, EAMR IR YR, EBEE T aE, RRLTEA
A B, AR BB, P-FIAE B, LBUARESEE;, SENSAARL
e BlT AR ERADEEQ/AMEFAREAVEETG/AYE, 4
EXDT BT O T-BEELE, RAF, AL FARBRL AN
RELUB, —AZ R ABRAELIIRBARERLES, AAYRGHTE
3 3-RARAR R S W BLIR M A AR A R )T ks TP 10, S &
SH,

Ak 4 3t FoAR BEATARIT 64K, A ST A M) 69 40 L ARSI AT R R W R Ao
FI iR 30 B 4% F 08 R AT 0 WU R KB it 5 S £ B 04T, B A IR F
st AT R AT IR . AR —KE T, TR AESMFE R, SRILHIFE
IR Fa BT IR 0 A M FARAR & A, #0125 AR L 6 FARAR 45 A 49 AT IR
ARBERBRGE. EFFAA YA T HRENEF S AR ki g o8
FRIGEAT AR 9 RA L.

BRI EHRTRF, AR e B4 F R4 32 5 IL-lofe IL-B
Ao BT & AR 7 kA F A M) IL-loe/3, IL-B. dysk, AKA#H— RS
W A& WA e KA T 49 [IL-ak [IL-BaGF ik, EF & s R aA IL-a
X IL-Bog A M AF ot AL LR B A K BR 69 A4 Mk R IR 4 A I 4 Aa
Bk, AR PTEA DS REE T IL-ak [L-B. FFikaf 4 45T v
£, BliotksP S, domib . BRIAKRBRMER (Pllodik, 0¥, K, @
RE). mE, ARG ARTARELTZRAERN S, ol
FIF 3K 2B 44K 1 AR B PT LB 64 4L (B e, ) ) ARG A 04K,

AE PO AMRALT AT LB, E—AFHRFET, KL
BE 64 AR R TR SN BT K IE, 1) 4o A B 40 B 4 e B KIS A WA
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A B e RIS (caretest) ., S35 68 A RARGKINRIE 25
ELISAs, RIAs, Western Fpifr . X —E#&FE T, KRLAHFRMAA TH
MBI, 1ok Ak FRER . 4l e AT i 0 SO R BE AR AR AL AR 49 7T 42
W& R ATIE, TR ARSI A TR, FBATR e ARIeduRT
FEAR AR, oy 3T A BEATAR A AR AR

AL AT 45 717 A [L-lofe IL-B oG 54 F 40k sT A T4 87 B 6940
A [L-ofa/ IL-B, Flieft %4 X EHR ARG TE, ARBILALHER
KYERAERT. ST TFHEAGERFNETILREY, KEHGR-IL-lo/IL-B
S B FAR T A5 B 64 ) T b ik BT 4% A 4G 14T 3 BT R AR (L)
o BRI E R TE, Bl IL-1 EREL T RAEEANG AR, VA
T # AT T .

AR A AR A AR, ik, R ARSI AR ) A fe
BT 48 A0 30 . B b AR K BR 64 S FF AR Ao JuARER 47T A T34 R R 49
EM, Hlde QIEPTA R B IR Y, REA G5 AL uikAn A A
F BN T IRE R BEAH I, E—ANEHEFTEF, RELRRLW
BB E A F E, E T R QIR IR 5 R A E A SR R
KR ARAEAR, AEPT AR EMZ 4. AL ERTETF, T
oy B aE R R G IL-lofe [L-fAALE 4, BTk 67 ka8 1T IL-lofe/2x IL-1P
5 R4F F AR R IR A AT A7 4] I-lofe/3, [L-BayiE M, P &9
IL-lofo/3 IL-1B7E T A2 B39 4], #ldefiikst, Hlde, EE5H RIRES
A IL-lafe/3x IL-138) o3 b o, R X B A FUAR AR 45~ LA s dm
B AR T AT R4 F 6 IL- loA/3K IL-1B5E K., H 4, LTULEZ
KA AR 4] IL- lofe/2R IL-1B6G & M.

BEX—RFEY, RAARLEIH XA FRRFWG T %, TR
B REBAEF LR RABRALTAAFEMRAGKRR. ALARBITHE
H R G RE T IR EMRG T, EF & et 2848 AL AR
4R M AR RIRER S, MK E P ORRER I 4H. Kk,
Bk B RAGE, TG iXE AN, AKPHGRIKT S YT B 09568 T
AZRA . T AL AR T AR TREEM LR FARTALE B 49
5 ot R 69 AEATH LB M BAF A A IR IR G S AR e AE A S B
Y. SFTEH, s ER T R TR0 A K88 6 FuR 976 57 BOR(H1
4o X I8 ) F A6 A 4G B ) il A2).
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MRk, Bk S4F R A IL-lode IL-B, FRR&EZ XL T
B BIEMM T ERATRE TIva IL-1 ERGF %, BleEAR IL-1E
PAEL PR EARNGERGTIRE. AR AHARE L1 ERAEL
hRAERRGER IEOIETENRBIBETIL, ABHMALRY
ik 2 2 & IL-1 (3 &35 [L-lofe IL-B)3R 2 R IREE 2 & B ik gk 7% 44 4
WAL, REZAERAARERMMAGEE. Beb, 2T IL-1FHAL
HENRGFRR, ¥4 IL-1 45E K, L-lofe [L-1BX — R A& )H 2
B EAR A/ R AR RAL, AP RBT o FTRIER, #lde, 87 FTER
5t % RE W E AR IL-1 REA B e, ZiXF G0, R, BR
ey IL-1 REFF), £Td, #lde LR Hu-IL-1 Fukaenl,

L-1 /25 .45 %95 Ao K2 B F 49 % FF R/ 6940 X A 32 F P AL X 424
B, PRGEBROIEERBRTENERET L, FRF LSBT
. Lyme (% K, FRBAEFTEREBET L, BMHEXT R ALEL
RS, AT ARBEHMENE, KEWHER R TIRMELE K
Fa, TORMEK, Ee EARAWAR, FHEB, BRERERSEDIE
i, BEAHBRRAE, SREBHEAMEAHEEREREEER, 4T
7’%, Bk AL AR AL, AP % Bk fn  Kawasaki &, Grave 5%, B X &% %-\

, BMEFEAE, EXRAEAFNRK, -5 FREMNEIKE
Tx MESMAT R, FARE, REMIKL, FHIKRLESE, Mi%*?/a\
T, HRWAER, T4 KRB, KERLEHRMBESE, SRR %
Bk, BHENRB, MAEAKR, FMAREKR, XN, EAKFEL, &
AR, BHME, SAHEB, SPRE, FREARK, BEABIESR
e 1A % BRERTE, 658 KGEAE,RA(E R RRRELEEGE ML,
A RERFEAMLT R, £P%, ERRKRRFK, FABXTR, B
PSR IK 25 M) £ 5 JR, BA7ERE £ (enteropathic synovitis) , REAK, IRAK
K BRIV ITREBIEAH AT R, BELEBXTR, HERBEIRRE
W, R M, 8 ELBEMmAR, BRRAR, BTRRERE, £
£ o, %ok IgA s J% (linear IgA disease) , A F S B FE KR o, F4E
ArE M R, RARMEM AR, $ETHR R, PR X /Royal
Free Discase, 181 Kk 42 B LB 7%, Ewmotahbk X, RRBEAME
I % ( primary sclerosing hepatitis ) , F&/R M A F KB K, FAFMF I
W i e LR TR R AT S, SR SR TAAE K R A, M B IT KA R LR 514
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( common varied immunodeficiency ) (A T T 0 AFF £ AR E S

), FRESHLR, AR REE, IPERE, TEARTFHRE, 4
TGRSR, TE RS AR X, KUEJE 69 18] JR AT & 5%

( postinflammatory interstitial lung disease ) , 19 /A X, S S EL KR
AR A R A AR IR A, R R RAR KGR R, & F BRALAR X
64 18] B g, R RGIR R K K AR XA 8 LA SR, £ S AL B IR AR K 0 A
WA, BILK S LK AR % M3k %, SjOgren Ja A8 5 49 M 30k 7%, 3%
AW HAE K AR K BT IR RS, RE KRBMAR AR, S5 hE TIRE R
AR WM AE R, BHFFORRAHRAR, RS %0, ARRIAE
K, BB EURAT K, R E AR A IR R, BB B B R AR A,
BRMEF K, Y ERERTFEINASLEMITE (ARG EFLEEY
RIRAIRAF L), LB f & REMAF X (L-LKM FkAT R), A & 2BANF
Wik, B A IAR B B A B R E, TR F IRALEL AR, B BB S ALAR
(W en e Bz, HBREHHAMAGERLE AR, BXT R, AL
BAnAfeg £ 1A 4 kg, 11 A 4 KRB, B A 0K leucopaenia, B & %78 M T
M MRV JE, B A& % NOS, B/ 3R X (glomerulonephritides), %
WA, vasulitis, 4R, HRLBRAE, HAHRNOSHERIT, #T 8
G 4B, AWM GEAR), BHR K, sk St EELS% L M
%: %% 40 4% J& J& ( pulmonary hypertension secondary to connective tissue
disease ) , Fi& MM K LGEAE, &9 WA E KGMIELIL, ERN
A, KRGS MM R, R R, RGEAELL, Sjorgren FAE, m—g—l?'(,
FIFHKRE, BB ER, BE MR RR, A H LR TRERR, T
RARAUEE T, BT KARAT 69 B & K92 45 TR AR AL % & (Hashimoto J%),
EX 00 %f&fi‘ﬂf'ﬂﬂ%’}b G R, AR A KR KT, KRR E T E X,
MRS R RERE K, AR, FARNZEAGER (B, WA, Hivs

2IE, FEI:J ABK A, MERAKESF),EHMRHAR FER AR, AL

B 49 AFAR R L TR T A Figs7 B F RB ARG RA, LKA AZE
KiE, QREREREFEL, RERE, AFRANBRRK, AIRE
HIREEE XK.

Wik, ALK IL-oR/IL-B4F F AR XL AR08 R T
BRERBRED K, LT EBRA, $LMHEL, BEFRMGBIRR,
A Fr JE Ao 2 R BE
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AR A & IL-lo/IL-BAAF B AR, RAAR R 4T A 5 —FF K, % Fr st
BT B A R A KRN IR R R 6 A8 5T XA — A

AP IR L IR AT A B, 7T A5 H A8 55 K F)
AEEAE T LR, B HBBAL P HRARLIR B LSS TIAE
AEAL R AL VA L A iKF), Bldeis 7K R SRR, AR ARA R
FTAARYE B E SR IR P GG A XA . Bl de, BT IR 69 B He X R T A 2 RAR
I Ekn b 2t dy AR B 6 AR BT 06 57 44 9k JR RALER T ELA A 04 5 XA L PRk
8 i A X ) LT VAR BRI T AT R 6 97 A A 5 B e1iR AL, Blde, Bk
4H B4 R 6 X R

BN EEMOROTERLACEANGESRIEAEH A TAEE
e ELE. TR RXARAA T HATHE, FTRAETREZAER. 1EHKREK
B — 23R o 6 BT R 4B AT VA R AR K B e Ak Fo 200 —Fpk ) T 643X7) . FF
RO T VA @A % A —Ar M Ak A . Blde, 4o R PFH R A LA A AL AT
1EA8 X 6 2 8 3T 608 P A7 R = FF i e 6 3R F) .

ik 6 E R AE X BB XIE B4, 448 NSAIDS & .48 £ FH %
Z-Fa COX-2 I HF| 69 h 4. Ffethibeg2a4 2 @45 B4 K RN BT £
Bf; LA KB B Ceehal bR T Tk X KRARE, PAES RE
BA &) Fu-IL-1 AR EE S 3T A ARATIE T B H RV T E R B BNAE. 5
AL R IAR RIUIR IR AR B-06 97 KRR 95 £ P K 4956 97 MR F) 692
PR H 0 4] F 61,48 a0 J ) F 37 %) 64 - £ 1E 25 4 (CSAIDs) ;A fm it B F 3,
4 KB F o IR RAB R, Hl4e, TNF, LT, IL-2, IL6, IL-7, IL-8, IL-12, IL-15,
IL-16, IL-18, EMAP-II, GM-CSF, FGF,#= PDGF. X £ 8f 84 F ik R H 35 B 45
EHSTEH TR @mILR T TS, 4 CD2, CD3, CD4, CDS, CD25,
CD28,CD30, CD40, CD45, CD69, CD80 (B7.1), CD86 (B7.2), CD90, &, £ At
1K 8,35 (gp39 & CD40L).

i 6976 5T KAV AT T F LA Ao e 8 K 9E BB R E) &4k
i 09 ) F .45 TNF 404, 4ok Fodh AL 49 R A TNF F24k, D2E7, (PCT
Publication No. WO 97/29131), CA2 (Remicade), CDP 571, CDP 870, # #
% M Aa¥T b pSS 2 p75 TNF AR B £ 474 # (p75TNFRIgG (Enbrel) 3,
pSS5TNFRIgG (Lenercept),f= TNF (X #£4LE#(TACE)4p 4] 7], £ A3k, IL-1
47 4 A (IL-1-46 B39 41 A, IL-1RA &) b TAIE 498 B mAetk B . it
Mk E@4FIL 11, BARLYGELSZLPFTT, RETFRSE IL-1
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HE—EHG B B RREERAERF BN E IL-12 F/K 1L-18 # 4%
A, €45 IL-12 Fo/3K IL-18 HARR T M 44 1L-12 Fo/2 IL-18 %4k, 3, IL-
12 40/ IL-18 45 6% @ . SR IL-12 = IL-18 40 E &2 h K 5| 643
e, HRAAHRINGESTRERA KN, 5 —hibegae 2B 7
-CD4 474|315 — 4Lk 69 284 .45 3k )i 12 CD8O0 (B7.1)3k CD86 (B7.2)
IEAR, EIETAR, TR TR RIBIREIR,

REPHGRARR LR E SRS LT FTREF L4, flhef Toi
", 6-MP, Fired sZoh by RIS, 5 - RAKMER, 1BRAKHBET/EE
BHEER, ©RFERBLAF T IR), Ak cochicine, & 5% H 82
(T IR, BANFuB i), B-2 B EMZARMEI A (OF TRRBE, 45 fuik,
WERFE), FEA (BRrta, ARA), EHBE, RS TR, Tk kA,
CAAMIEEFRLRAEZ R, FRBH X, FK506, TEE, ERHBRELES
X, K BKAE, NSAIDs, #l4e, HAZ, RFAEL BB i SRR,
BRBR —BEERAT R R, FIEEMRI A, e KR, AMKRIpEF, B
b B ERE AL TR XA AL TR X E@RE T FHRAE 544,
Frid 4u fO B § 4% TNFa X IL-1 (#]4= IRAK, NIK, IKK, p38 & MAP # &4
) 7)), IL-BaE 1B 47 4| 7], TNFoc #4uBs (TACE)¥p4) 5|, T-tmfofz 5 4%
A HI A, e BB H A, £ BZ A BITEIR, KA R,
B vRvhs, 6-ZR I TRA, o B B IR E A ALER AR ) ), T M e B B T AR R
HAT A My (B %0 5T M p55 K p75 TNF AR L4744 p75STNFRIgG
(Enbrel #= p55TNFRIgG (Lenercept)), sIL-IRL, sIL-IRIL, sIL-6R)F= 3% % 4 48
Jo B F(#)4= IL-4, IL10, IL-11, IL-13 F= TGFss). 4kik #9404 L3658 7 ik ob
KREABARSE, TTFFRPEHNLANBRAT KO KREGE.

AL R FARRIAAR IR ST 5 Z 46578 55 X REMWM &R IF 4 77 7 89
RGBT 4 Ak REAAKRBF, KRLERE, KRG L,
KA BEAR RAR ek, BARKMGEL L ; 6-30 3L "2oh, BiedoZob; Foayed
fig A &-Be 37 %) ) ; mesalamine; BV % EH R, HEAF, @itz ivs)
A IL-1 ZARAE A A-IL-1BE 5 B SRR R-IL-6 3 5 B duik 4 K R F;
11 & G B P 4157 ; pyridinyl-ske b A4 B A I R T R A K B F
R RAEHF], #)4e, TNF, LT, IL-2, IL-6, IL-7, IL-8, IL-12, IL-15, IL-16, IL-
18, EMAP-II, GM CSF, FGF,#2 PDGF, KX Z& B #44uhT 5 bk & o5 F,
#4= CD2, CD3, CD4, CD8, CD25, CD28, CD30, CD40, CD45, CD69, CD90
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REME B AR AL LS KL PG RERL AR LESHLTE TR
ABLE S, FlRe R T R%, FEE, FKS06, TaE £, EBBMBEELA,
K HAKAF, NSAIDs, #lde, A&, KREBE, 6l SR R, Bk —
BEEGAP RN, MR MBI R], RAe R A, AMRITHIF), B ERRE XA
A XA T RA KE@IOE T FHAZ T4 48, iR o) mpe B F 44 TNF
(X & IL-1B#)4e IRAK, NIK, IKK, p38 % MAP & 47 4] 7)), IL-1p 44k B4
#15), TNFoss AL 87 4] 7], T-48 1045 545 43 ) %) ) b B 3 41 5|, 28
OB EIR, RAGBRAB R AR T, Ak eEeA 6-30 2%, ¥ FKE
FEALBEAP B R, T IS M I B T AR B AT A Y (P 4o T IR 49 p55 K P75
TNF & 4K, sIL-1RI, sIL-IRII, sIL-6R)#=4% ¥ J& &4 4m e, ) F(#]4e IL-4, IL-10,
[L-11, IL-13 #= TGFB).

Rk H G T 0 F BB ERLAHTAARR L FARKR Db 5 2 484
XA .45 TNF 2 434), #)4e, -TNF 4k, D2E7 (PCT Publication No.
WO 97/29131), CA2 (Remicade), CDP 571, TNFR-Ig ## 4Kk, (p75TNFRIgG
(Enbrel)F= pS5TNFRIG (Lenercept))4y #| 7| A= PDE4 #p & 7] . ik, X 40
RESHRYTHRREBBELE S, Hlio, A AEFWELRL., KLHAY
FAARRERRESH N, LTE FTRRNNES, HlimKGBEAS RARBE,
S-sf RA KA B Fo BV 43R BT R XA T FRAT K mmfe B -F, flde IL-,
& R AANE R Bl 4o, 1L-PEEALERHF 4] 5] Fo IL-Ira, AL AR K E AR
SRS ETAE T @iz 54| H, P, BERBIRBEITH F] 6-
FAFEA, KLU RKRRE R ESIFSTEH IL-11 fagd 4,

FEFRAIIE 59T 2 K ML BT 5 AL AR R LRI04
AEITRR Bds KRR BB, SALRRAY, FARBGAMA, kg
%, REBRBLEINICE £, AT RED 4- A4, HRAEE;, FTHE-Pla
(Avonex;Biogen); F34%-Blb (Betaseron; Chiron/Berlex) ; Copolymer 1
(Cop-1 ; Copaxone; Teva Pharmaceutical Industries, Inc.); & /&£, ##5A
#) %92 3% @ ; clabribine ; At A 40 0 B F A K B F 44 SR KA RA LB
4o, TNF, LT, IL-2, IL-6, 1L-7, IL-8, IL-12, IL-15, IL-16, I1L-18, EMAP-II, GM
CSF, FGF,#= PDGF. RAZX A AMRKRL AR LESH ST E @R B 5T,
)22 CD2, CD3, CD4, CD8, CD25, CD28, CD30, CD40, CD45, CD69, CD80,
CD86, CD90 & 4 fiz. A&t itk AR 4k 4.

AXROTARBEIRRESHSETE FTRXANARLE S, Fl o i T
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b R &, FKS06, StaE &, EBMBEIEAL, £ AA4E, NSAIDs, #)
dm, A2, COX-2 4|7, K% BB, #lde RALK A, BEiE — B8 B3
SRR A, AT RA, AMRI ST, B LR A4 A TR
Fli@ i Fix ol FFRE TR, EeeE T4 TNF (X & IL-1
(#]4= IRAK, NIK, IKK, p38 3 MAP g & +74) 7)), IL-B4: LB 374 7],
TACE #7 %15, T-m J812 54 3037 17, 4 o kB8 51 7], & /8% & B4
K, KA EBEAB R AR, Bk ed, 6-30 A 2 o F E K F RBP4
F), 5T b tm M R T AR B AT A My () % T M p5S 8 p75 TNF 4K,
SIL-IRI, SIL-IRII, SIL-6R)A= 47, X J& fm L B F(#] 4= 1L- 4, [L-10, IL-13 #=
TGFB).

Rk 695657 % R MR LT 5 REL PG AR EL I RESHRSALE
Atyis 77 KR 0.3 F R E-B. 4o, IFNBL a #= IFNBIb ; copaxone, K JF %
B 8%, IL-1 4745, TNF 47 4|5, = CD40 #ekF= CD80 g Fuik .,

AAEH WAL WMETAQIE SR AKREY " " AFAH KT AR
R AR BRLIRARIT S, ST ARE AR EGETHR, AR
FATE 6B A M BN 89 B 0. TR R R TR 06 T A R E
BFTRBRERIR, #lieMRegRABRES, S8, BAFEE, AERFE
R RS EPFTBRAMRT I T R A A ST A KETLIRA
RN A AT HRABE T LHFBRIH FHR., "HFA KL
TR AR T AT RR, ANSRAEATRNRAHELHHK
.28, T AEZBREFTEANTGHNELERTRENMLRRGT
BN R TR #E, ARG A &2 048 57 A L EIK.

TOABEF EF R AR BB ITE BB 40,06 57 R ). B
Jo 3] pA Bk R AR 6B T A — BB R AA S B4 A, R AT
AR B AT VAR BRI 57 R A PT35 T 0 38 M AR PP 3 ) R e, X4
A FAFNEELALGH XNEEEMHELS WU R EHRA FH 9580
T A AGH T EAMXIEAR EREL N EAESTHAKA T
R AYOEILAE R LOL L ENETEIUATLEERESY
BARA K04 77 R R FEMSY . RERAN FLAK X G LR TH
BEARS T (Q)FF R 5E BALA ) 68 43 45 A Ao B 234 B 0474 7 Ao I 2L
R, Fa(b)EATEE BACS W IF A NRIG 5T R JEFAR R 89 B A TR
#l,
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TR, RE A FAR SRS E T H BRI H K F 4 4E
PR 6970 B 2 0.1-20 mg/kg, £ ik 1-10 mg/kg, 184572 & 64 A Fr i 49 F)
FATHARTE LR BB GRBAFEERRANRR, BLY TR
02, 3t FARTH X 092 KA, FE SIRBAMMRY T 2 HEF L HGH T 5
K, AR EAP R A SR AR 695 it o B fo o L BT R 64 5] F
CEARR ZTHMEE, RHARZAHT B RERFREIF G MBS Y
e E.

AL R T iR 4 E a4 AT A, 12 2 Rk R K B Ay RAFAT
K RF. TR G EEE RO AR, CIEAF LK, OML N FH),#
SR FA P, ERVIFFHLFFREIINMEAD LS,

L4 1K TR 49483836 4F B o9 4 F B3R %

FX—FZHA T, HETRANREMeL M LA £ 6K G, IL-lafe IL-1B
8] fx K G AR AR F 4B 4N R 3R, 4% 34 4%t = 4 R [L-lofe IL-1IBS4F &
ARG R AF R ey sk, ) BLAST Hkxt M & @ #4704k, A
M AE T EAR GG M R R —F KA BN F —FFER LT 4
P, 18T — X T A K E IL-loAe IL-1B 1) 3R K &4 4R35 6448 Bl 46 4h X 3K,
FH T 18 1L A3 A9 AR AU bE 2E A R 3K — (R 3R ) 2K b U B R R 6 4
MK, RAMFAX—RMNGIKER TR RLBRA

NEAQNITDF (SEQ ID NO : 1)

WENEFTMARATEREOFR —EL, HELKRE BLASTH
FAFFAM, Blde, MAREFHREBREE TR, 2 REERE
AAB. SEQIDNO: | Fe4kRIR | Frid sty M RE R4 ek, ©
Mo AR, B X —F 4z % —F T 4869 & 7% £ INdEdAdQNITDF
(P ayaiR"d"EAFTAHANRABALLZ D RAMRERL). L AEBERY
B ik IR e 2R 4 o D R BR % LB 69 FF i Ik 39 B s AR 6940 32 7 A A%,
8. RERKITEGIRE BAREZ G (Fld, KLH & 8 & & )I0185:, 188K %,
69 KR T8 RSP RAR A 7 ik TR i AUAR

FA&H) 2 0 X TAMEA IT B IR TR AU F B RR #9383t
X — G236 %, M T R 69 SR BRAE 4 7 4 3R IL-lode TL-1B304 5
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PEIAR 6 A F MR, BT 69 IRR AR R 45 My LA B AN R (245 My b 40

k9% @, IL-lafe IL- 1869 £ A I B F ) KA K. PTARBEWIRAN A IL-

lot 168-184 455 2, Fo IL-1P#Yy 160-176 4235 5. ik 64 224 B 5] 2

Cyclo-MAFLRANQNNGKISVAL (PG) (SEQ ID NO : 2)
*cbccceccecceccec **¢ * b*

FiARE ey 25 ()R T IL-lofe IL-1B1E) B —#) 553K, ¢ RT3 A4,
B, EMTF IL-lafe IL-IBF 69588, mMERLEREOPHE—(LE LY
FREAEGHEL, DR THREEAARHEHEL, ARG T IL-1B5 7
adrkE, AT MR MR R A EARE N E SR T EA R . HIEE KK
b, e T IHEBR e BB AR . P76 AL BR T LA A B AR R 4G 1B BE A
#, EN,N-ZFRFBE (Ing/m)F HEAHERESR. BAGRHEZRE
L FIBIRRA], Bl oK ol 1yl-S F- = kIR -S40 5 AL
(PYBOP ; 2 eq)m E 8B4 (10 eq) A TR F#ATH). REFHTRMIKE &
&8 (#)4e, KLH & & E)4018 85, 1887 A& 64 AR F 18 4K oh 4k
7 % Mh AR |

LA 31 BT 28 RR GG A bR &K 3

HEX—ZH6F, MEOQLEHNRE 24 Eia£eEa, IL-lofe
IL-1B69 7T B AR E & /7 5] 48K, AAE = A 3t IL-lofe [L-1B34F 5 M F4k
B RAF IR, AR TR AR, X2 T IL-lode [L-IBF o7 %A,
FoE BEIABAI], FHEFTERTENK:

TKGGQDITDFQILENQ (SEQ ID NO : 3)

b b b bb bb bbb

d aada daaaa a a

ritgafe b R FHR—AEE 2 EREL M RREG (a=IL-l; b=IL-
IB). P& &5 ITDF (SEQIDNO: )R EGF A LE 4, LOSEPRSE
SRRF. A, A—REARETTROABEOBELZGFT), Clotdst
&G F O F Fed iR A LR M, PR 224 KB AT 6940 3 A R T ik 4
&. REBPEQHIKSE BAEE(He, KLH X6 & 4)M188, 1285 R
09 AR R T 18 AR S AR A ok 0 K

FB 4: A T4 IL-lofe TL-1P84 X 4& 7 M Fudk

46



01814818. 2 o 1 3E38/38m

NEAQNTTDF (SEQ ID NO: 1)
Cyclo-MAFLRANQNNGKISVAL (PG) (SEQ ID NO: 2)
TKGGQDITDFQILENQ (SEQ ID NO: 3)
SEQIDNO; 1,2 #= 3 ¢ pk 5 KLH #40183%, > A R LE %K. A LR
S ZATRKRIE A R S i R B AR A R AR RIF R B AR, 42
A, AA A SEQIDNO: 3 ¢4k %% 69 Rty nd & 48 5 IL-lok @ A= IL-p&
B #REE A,
ﬂﬂug@mummunm%mﬂﬁﬁﬁﬁnmN03m%mmm
EHERARZLEMNEATRE, BZA%E—K*=ZK, KEMRLKLH
10 %&%EQDNO3%%M%%Wﬁiﬁﬁ%&mﬁa&&ﬁ&éwi.
B R BB, 8 it ELISA 2 #4REE., R BA119 &= BA123 #
& anfe 55 B TIA 3r o F B K 698 8878 4 e & P3X36AgR. 653 Aage4-, i
A BAHBELE 06-FLZ R T BB AN LRGBS @m0, B LT AY
ELISA I P72 69 2 R 9B 69 1gG Ao IgM 89 =&, AKX T K-F 4 L.
15 BE5BTRA N EHBAI23 ghaikey 945 4~ %, %, A ELISA #4049 355
A F Y Bk R R At -l TL-18, 3%, IL-1afe IL-Bég 3B 45 A% b,

g WRAFFRGATTAK ) A A
&g IL-lafa/zx, IL-1B)

249 AL IL-1a IgG
19 1 IL-1a [gM
15 4L IL-1B IgG
2 AL 1L-B [gM
57 [L-af=p IgG
13 IL-of=p IgM

FMH X

W iE R B RIS KRB RA N LT LA AR B GRS T, b AR
20 BEWFEEATFLHEEFNY X, ZEENH XL Q5L TR RK
HREZA,
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THMBW(EF)

[ i (S RIR) A ()
e (S IR) A (%)

HAT R E (TR AGE)

FRI& B A

EHA

IPCHRS

LR
HAEREEEE

E)

AERARBETHANTRENELEHE EAXNREEENEREN I,
FIRM R AR | Bl | TEM AT , EARME , RERERE,
IR FEEEFTIL - 10HIL - 1BRIXS FHE FHAEE EATER AP FIL -
10FIL - 1BKYEM . RRANRAAIUREEKRARERE -
Po BI, KEBEERET HIZNEARLANRENFHE. REBAH
T, RIS A TFRUAN TRNE L EEXNRERGID
IL - 1oL - 1B)FI A LM HIFTR A R EEBII , EEAIL - 10/

W45 R R 2% RN AR
CN1451043A
CN01814818.2

HESE N T

al

NEHLT

NIRRT

ARHHFR
TEFR

G X1 B i
R 52 44
ZHBRFZ

A-RERFR
THRFR
G-F X & B Hr
R- 38 52 ¥4
ZHERF2

2003-10-22

2001-06-28

patsnap

GO1N33/50 A61K39/395 A61K47/48 A61K49/00 A61P1/04 A61P17/06 A61P25/00 A61P29/00 A61P37
/06 CO7K16/24 C12N1/15 C12N1/19 C12N1/21 C12N5/10 C12N15/09 C12N15/13 C12P21/08 GO1N33

/15 GO1N33/53 GO1N33/68 GO1N33/577 A61K51/10 C12N15/63

C07K2317/31 CO7K2317/34 CO7K2317/33 A61K47/48546 CO7K16/46 GO1N33/6869 AG61K2039/505
C07K14/545 C07K16/245 A61K47/6845 A61P1/04 A61P17/06 A61P25/00 A61P29/00 C07K16/468

C07K2317/10 CO07K2317/56 CO7K2317/76

60/215379 2000-06-29 US

Espacenet  SIPO

IL - 1B EMRBEERANKBENARZAESR,

MBHEERRLEA Lo, 10 & L-lok LpH R BAARR,

u RREFH(AK g
8 IL-lods/4, 1L-1p)

249 Ao lgG
19 Rl lgM
15 RIL-1B g6
2 W ILp ful
57 [L-oep g6
13 [L-afop M
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