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L —FAPAEN R -La/ AN R -1 B SR ESU RSP REE A3 10
J7F & T

fefftpin, KR TIRRBEEAMMAN R -1 MAHRA R -1B8 PHES L™

Az A IR, S TR R AL & R /741 TKGGADITDFQILENQ (SEQ ID NO :3) BRE

FLER 741 TTDF (SEQ 1D NO :5) ;

WA PR 7 B TPk Bl s A

MITA B o P n R i 5 A 5= -1 o FIEgifen 2= -1 8 25k,
M BAT TR B S PR

2. WIRURIEESK 1 Frdk () 7732, Horp, Fod (%) BT A P AR 41 4 3o F e B i Ay e e 3
NP 2 T kb .

3. UIRCRIESK 2 Frad () 751, Hdk— 0 A48 i i 35\ sl W bk B 40 i i) 25 — FR 51 2%
ACIE , IO 1%L BE 43 WA WY S b 55 I W AN [RIE 5 A AH OC IR 2 1 45 6 PR I 22898

A WIBCRIEESR 2 ik 754, Hodr, ok AR N3k B 7 B R B il =,

5. WIBUHELSK 2 Prik iy 75, Horh, Bk AR AN sl 22 Pl 5 P YR T% =X 6 B 1 51
/IR

6. WIRMIEESR 2 Bk 753, Hodr, Prik AE NS e A N e 3k i A 2R R 1/ B
ERT I BT 3R 1 /) BUAPE 52 BB s RS 7 A2 NP

7. GIBCRIESK 2 BTk (771, Horh, Brid (K35 N s 2 HA T RIS S 2 kB 1) /) B
BT 11/ B 0 N A J . S A% 4 o sl vbk L 4 e sl FL A iR B

8. WIRAIESK 2 Prak i 7732, Horpy, ek (e NS 252 T B 210 4 SR 5T b
T, B2 T ok H E R A o e R B /) BB 8 A0 MO B AT HR SR, PR R A D e M 9 UK 2 4
JRLER] 7N Bl o

9. WIBCHIESK 1 BTk (#7732, Hor, ddad A il o im0 16 B A B AR SO, A BT il ) B
PURA 7 TE RSN 25 T TR B

10, WIACHEE R 9 Bk ) 512, Forr, Frdl (¥ 20 Bt 1 SC 2R R IR FE W B AR T

11, WACRIEE SR 9 Bk ) 54, For, B (R EE 20 B R SC RIS FE I BE 40 M 3R 17T o

12. WIBCRIEE R 9 Bk ) 7544, For, Fid () 20 B 4Rk SC 2R R IR 40 v 40 3R 1D o

13, WRLRE SR 9 Frik 1) 75 v, b, BTl B A BT SCE/E A RNA- B Il G kR 1A

14, WIRRELSR 9 BTk i 77 i, Hodr, Brid B A PR SCFE 2 scFv SCZEEK Fab 3L

15, WIRRIELSK 1 prad i 77 3%, b, 3l ik FH B (PR AE PR P Sz 3B N Bh i), AE T ik
(R ETA DU 5 2 B T il B, 30 ok FH Pl B R A0 A4 S5 328 HH BT IR S 40k 2 40 Jf ol 2%
(R B S

16, WIBCRIELSR 1 prad i 75325, b, 3@ i H BT iR BT R FE AR P S B N sh i), A8 ik
(KT UL 53 2 e T TR B, B SR AR SN S R HH B ik 347V L2 40 L o) 2% 1) FE 2L
R

17, WA EE SR 1 i 1 77 3%, b, 3 i H BT (P SR 7E AR P Sz 3E N304, A8 T ik
(R DU o) 2% T BT IR I, 2R SR i 1k 23 Wb mT 5 Bk o R 25 BRI Bo A 1 58 40 e, FF
AT S BP0 [ A B — AR ] AR [X 3, cDNA

18. WIBCRIE K 1 Prid ()77 1%, o, Brads (R0URE S MDA 2 S8 I N Pidk
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19. QIBCRIEESR 1 BTk i) 7, e, Brid (R 8URs S MED TR IR Pk

20. WIAURIESR 1 BT i 53k, Jerb, Prik i X0Rs S+ PE DT iA /2 CDR AR IFTAR

21, WIBURIESR 20 B i 78, Jorb, Brik BT Su iR 47y 38t F Fr i s o8 A e g3
RN B e+ FTR DR o

22. WAIAUMIEER 21 BTk it 752, Headt— DA 55 t prid A A sh Witk 4 il 26— R 50
PRATIE, JEIHIERE I AT 5 VA A 38 -1 o AT -1 B FE R8s S PTIR AT .

23. WIAUMIEER 21 B i 753, Forp, Bk AR A sk B/ B KB SR AT =

24, WIBUAEESR 21 Frik K75 3%, 2o, Pk M AE Nsh e LA e 38 -1 o c g i
= -1 B AR Lo PR -1 B SFERIAIER D B

25. WIAURIESR 21 Brid 1077 1%, Forb, Brik AR Ash )2 #A0 N S se Bk Az (1 2L AL /)
B> PRI T3k /0 BLAE 52 2 BT R0 7 A Nk

26. WIBURIESKR 21 Brak 17735, Horb, Brid (AR A sh )& BAT BRI G e e sk F 11 /)
Bl BT /] Bl E0 NS Jo I 2% 440 M sl 2 40 R L i A B i

27, WIBURIEESR 21 Brik i) 773, Jerb, ik K AE Nsh P2 4252 T 8O0 B 4 5 4R 5
AL B, BN R EE RIS S B B /s S I B A LA T R A ORI, RS RETE AR E2
240 M T AR/ B
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s F R R EH & AR R

[0001]  AHIEEHIE H o 2001 4 6 H 28 HEH E L H| HiE 01814818, 2“ XURE =+ M Pk
Ko KL 45 TR & 10 R Hid

AR

[0002] AR HTS K OOURS S Mt 14 S il 2 Tk A g o AR IR AL T XA A R R (E 25
) EARS PR A U PR iR BT i p iRl LU, 140, se i A Bk, AT,
s ST

B=EA

[0003]  FEFLBN S R AL AL AG B AR AL, FLE DR, RIEECTC A A A RSURY 5
PERIDUARLE I3 o X5y 52 DU A AR R S5 B 25 B AR AN BITAT (RS AR 2 70 P i 22 1 — ol el 2 ol
5 TR PSR 45 A DU, Sl N Il A Dl o R I S LR R MO (ORI EE
HEER ) EIRRRIBEDUS, IF 2 SURIAE P AR 7 1 1 BE

[0004]  HLAARy SR PR —Flois e BEDTIR AT FH IR 2 20T S e BEPUIR BRI A g . AT
PRUEFR) 28 ST HAR BEWE 1l 2 X HH DU B A B — 4 e MR TR . Bl , EAPUREORCIF
R BIUNPRSNUR SO IX LS RE Tl 4 X A eI B 3 — 5 R PR i
[0005] X i —HALHU R AR 7 TR U, 2 AR S A R s AR B A E A8
S B B HADT R 455 BT i i1 5t o SR, JOM AT S S B B 1 S5 0 S AN m] T
SN (e U, Al BETR AT DTS5 MR TR A AT SO ) o i 38 038 % 0]
LR 52 PR S5 A AR A, 3K B e A R R SR IR Bk 45 45 BE 0 I AR B IR
[RIeBoy CBlhn, S RPTAS; R 19 s /b ) JF H i, RO E Rt AR (B, 2
LSRR S 5 R S5 A IR LI 1000 A5 B ) N A REWE R REAFAER T4 LR
R HE AR URGTIR, Prid iR 5 2 1 508 o I N AT e ks A PR o T34, X
BEJLAMI 7, RIER A 52 (0 TL-1 A1 TNF SRR R 57 ) W] 5540 [F) A2 A A2 R 4 4% k4%
H EAR SRS RS, (BB X il S0 R SA 22— [ B s B AR O F AN 5 FUA 50 Bl 57 R B
A SR N o Mabs AN [F] (R K05 i 0 i 22 A8 SO B PR R REAT PR IR o 5, ZE RV
IR AR i) 2% AT AR D B P s BT s HoAT b e 1tk / SR & i pti, SRaH
BT IERE X D BRSSO N E Gl . 52 RE P EIRA IS A 451 LA
R, BN RER A ME LA R AL, L, e KR AR T 19 Mabs Al BEAN 5 HAR 251
ARSI E A T AR Y

[0006]  thA7AE MIRIIYI T, REFTHS T BOAT X — PR KA L s i) B v BT iR ml 5 55—
Yokt b BATAH R DhRE R DU R S PR Al o B0, B0 — /) B X PRl ok B A RI3L
R X ARG e XA T, RE ERHURAE F— 1, B TR A B3 § P A A U .
{HE, S8 TRXF YAl — A SO MNP SR B A F Y8 AR RIS AT R 208, S g 114
FA RS RURF S 1R DR

[0007] PRI, 159K 7 B AT W] I (0 X0 B 22 R S 1 1) R s B DL 4, B Y ot 0P b AL
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ENGEN L Eer e

XRAE

[0008] A< MR (I il 4 xof 22 Ay b ) AR 9%, ABLAN [ R St R AT XCE Ry 3 M LA 119
Trike PURRITIEIE T AAE AR FhHUR, I AAGTR BAT AR ANE] AEZT AR S 7 1 10
SCR G HRFAE 4 BT AT DU IR A B 7 2 e T FTid st s BT (I LR 20 73 i ok ]
AP AFEME S EARSC I 7 3R 57 25 A PR SRR e stk ZEIRAIR
GUR S JLANH A 82 1 S5 B SR A i il R P B AN FIREAR o PRI, 8 AR e B B Rl 5 [R]—
A R 1 R 57 A 5 LUBHLIBZ 8 1 50— A RAE 8 5 R Zh RE 00U S MEDL A4, A7 .
IR B R 2B A B o 7 HL, A< B R R XURE S DT AR R I 45 4 LA
RIUR LA S5 EAR S TR, I AE LR S5 _EARSC AT IR 2 Wristie -2 T
[0000]  FEPRIEIN SE it /7 2 b, Pridk (Bt S 2 5 T S AN R (HZ5 44 _E ARG IR 70 1 1) 4RI
(I3 F U DT BT o 400, AN ASFRMELSS A _EARSC I 70 3 ) DU 8, IF HLATIR IR 9T
Jn] DA A 5 P 1 ) SR PR R 0 PR DA ) U RE PR 7 B FR Ko

[oot0]  AHIGH 7> T HIFLA I B MM i Bt 1 o

[o011]  fE —5CHtiJy S, i Pt Iste 2 T HL R B R A ANRMEE R B AE SR 701 19
AT ) BCE STy, U AR B A r 1. a0, Ik iR AT BUESE R BT A AN A
B4 EARSC ISR AR/ B B S IR 7 S I 2= 5 K

[oo12] £S5t 7 S, Bk I w] LA 5P ASRIE S5 _EARSG I 2 T i 2
—, IF BT B 5 VA R Gy S T UM P AH 2% 20 DL AR

[0013]  (EAK MR iA T, Bk i BT HUAA 4L 73 al 64K Y B0k A 2% 8k 1 Binid 1 A 53t
Jso BRIAE AN ST SR R PITIA K BT 420 2 B 1 AT IR R RS H Pnid Bt e s st
TR o X RPN TVA T E— DA (il — 410k B BTk sh itk 40 e ) 28 A3, OF
i 326 B 73 WA T S MM S IS AS [F) ABLEE R AR SC I 2> T AR S S I PURRI AT . BT e
IBh AT LU A B, KB A, B B R IR S I e R PR 5K, e N T N S ek e 1 %
PR /N BRAE DTSRI R P 2E PR FAthn] S i sh WS AR 22 N iR AP/ B B E
IS I SRz 40 (hu-PBMC-SCID k15 /0> Bl ) st EEL 4 i sl iy 4 B3 (1 AT R IR
B RIEHA (SCID) /NG, Pridi /N Bl 22 BOOE I B 4 B Ha S AL B, 4% 1 OR S R A5 fo e
3 (SCID) 1R/ BRI Fr BB 40 MLEAT 3 ST B 7, B2 N R AT RETE I AR EE 4 (Trimera &
G8) o Ty Pl B G B B AT LA Rk PR 2H A g A DB I ) A sRE R U R (481
WA VR EL) zh (Bl D S RBUR e i, Bk ¥ KO shs B btk
A IR o

[0014]  fES)— St 5 S b, Ak FH P i B0 D 7 206 A 20K SO, AE PR SMUE BT IR B AT 98
PRIy 255 T TR DU o B (¥ B A0 0 SCZE T LA, 9] Gt e v 4 T P 5 240 M 1 e
A A AR TR IE . AEAN R SETT S, BT (1 S LR SCPE 2, A0 scPy SCPE B Fab
SCPE o AE ST SR AR SRR RNA- SR A A AR A

[0015] 55— Fbifill 58 XURF A MEDUR I T VA I, Z5 G R N ARSI 1) TriEAE Bk i) BT e 4
oy e T HTR YU BT BB HT R AR A e 5esh P, 56 R P IR B IRAE PR SR it e
RE Ptk LA RS IPTIAR SO . F PO A EARE R IR R AR K BT Sk 4 oy 2
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F TR PR PR AR Y e sl W, 1 T KA A1 558 R b i Ik 20 4 i 2L 4 L o) %
IPUIARSCE o N —Fh AR I N IR D BRAE Pl (1) P B 4l o 2 8 T BT ik it

[0016] A% BH IR J7 v 1] LA £ 22 P AN [F) 28 24 () BURE S e B A, A48 58 I NPk, ik &
UAFN DCR- 5 BE (TR RI PR £5 A8 0 o BRI 4% IR A S W 1 7 925 1) 46 160U S e BT
o PREIIA R I BePi A R 5 TL-1a FIL-18 255 MFiE. XA 5
PUATTHFAGI TL-1 a 8¢ IL-18 (7772, HAHE AR A0 - R S P, s Lh)m - 25
B TL-1a 5 1L-8 AHEE M, mIeR I TL-1 a 8 1L-B o AR A BT toml
TARHEIPIE TL-1a 5 I1L-18 MR, AR 1L-a 8¢ 1L-B 5 FTid XUk
SR, BRILHUIR 45 G o A, AT TL-1 o BF TL-B SZ2R30H] . XM U 5 bt
BT TR TT TL-1— A0 I 515 127 RG] TL-1— AH S0 52 3R 3 it F BT ik 1
RURE S PR, B HUR S A o

[0017] 75X — 5 75 Z& b, AR B PR AR ) 4 B AR BAL B IR 256 30 40 SCREI 7 1, 1% 07 2
BFE IR DR a) BB T PR T ADUAA 73 345 B ERESCH LR 4568 7 3
JE A sb) B ER T3 —PUR BITA PUAL 43R5 B R BB R S5 63057 SCPE B se)
F T T2 R FTA PR YL 5 33 L R s P R S5 5302y SCFE € 5d) HBEE T3 —
LRI ITA BUAA 5 33 B R BB PUR 45 63050 SCFE D s Hll e) 3 20 A s L i 4
HHR A SO A 5 B R R s PR 4563050 S DA S A RS PR sk LT R 45 30 4 SO
X1/ B, H T H FE m BT R 5 A 800 SR C S A R B s BT R 45 & 8 70 SCE B 45 43K
1R PR BT R S A 8 5 SCE Yo

[0018]  TEAAK BHIY X —5L i /7 S b, Bl AR BB ik ml i — DG N R DB, Bk
RECH LR &5 637 SO X SHURBILHUR S5 G380 40 SCHE Y AHES & DRI PR B B 4
G SRR 7.

[0019] 75X ST S, AR WIS iR BB IR 45 480 53 SCHE X, Y i Zo

[0020]  {E X 5l /7 S, AR IR kel il i A SCE X YA/ 802 1. 5 TR
H— R PRI ] 25 A PR B I BT R 45 A0 0 % 0 XURE R B AR BB R 5 A
[0021]  {ERE—DRySEil 7 Srh, Ak B B BT B — Bl oAk B I 7 V2 B il 46 A/ B0 ik
(RN S BT

[0022]  7E N —SZjiti Jr &, AR I K gmtis Bk s BT R4 A3 40 SO X, Y R Z A
EE R PIREATRRIT A 5 LA R TR OXCRE S MDAk BB R 45480 0, & EIR IR 7 41 1
Bk, AR PR BRI e =40 .

[0023]  ZEARIE RIS T A, Frid s —F S8 PR 40 Bk B B E, 2 IRRUIK, &0 2
PR 28— —HURAARR . EE— DSl 7 9, Frik & A, 2 IR 20 i
[ 88K 52 4k, Horh Brak i 4r Wi 85 (%6 B IFN, TNF 0 IL, IP-10, PF4, GRO, 9E3, EMAP-11,,
CSF, FGF Fl PDGF. 78X —ARIERISEit 77 &, ik 88 —Hu a2 BL-1 a , iR 28 —Hi)s
2 1L-1B .

BiExiA N
[0024] A KW K Vvt RN AL i AT AR 0URS S R T4, RIXE 22 2D AN AN [R]  AH 2574 A1
R T BA R MR DA, LLEK RIS S MED TR IR Bk, Hil s AR o A BB Y
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SERAHRMER LR B R BAPUR (B, R0 BURERA GG . A% Bt
RAFPIRE e R Hb 5 AN [FE 588 EAH G IR 20 - 656 ROBURE S PR DUAR IR 7 12, Bnik iR 77 154
Tﬁ H

[0025]  FRAESHPANAFRMEL R EAHRR 072510 A RE B

[0026] ¥ A BUAA > B T LIRPUR

[0027] PGk W] RE S 5 S AS [RE S5 0 EAH G 20 FAH 45 & 1Bk, HesiAs I (1)
RURE B

[0028] 448 J2 12, BLAR AR BH I A Bt () 2 A D R PR A A R IR AELAH DR I B s,
L A BT R ) O0URE S B FB AR AR v R S M U AN DL B AN [RIMEUAE S e
R, B an w0 = A, DA, BANBUE 2 SR AH S EA R HLR . 1 H, R “ARFHE
SE EAHRIOHUR” 2 e e FE LA A S P R (B, &8 ), LUSEH — ez A
SER_EAH S R IRAE LB IR AR BT R o BRI ANRME S5 R _E AR DG PTJR” n] R 2490,
A BA LR S5 HE TR — s\ A s R R A, W Re 2 A EEAR S5 A BL (A
oK) AHHSELFR L5 EAH G B A 8

[0020]  AN[EIZEBLHLIAT] H T35 KA K W Bk, vR AN B §l & B i 77 50 A
R IRURE S DU, I AE T IR I & B i AT TR R A .

[0030]  T. XWEERHEHA

[0031] &y T il & A B SURE S R UAA, BT T RE 51 R SURE S MEBUIA I PR B R b1k, X
R ORI H 8 AR R BURE  EDUR o 2 FPAN RIS BY B RUR S PR 5] T AR R, A6 T
A BRI T 2 M AS R SR B BRSURE e BRI et

[0032] A, ABIT I F1 X 35k

[0033]  FE—ANSEIE T S, AR W EIRURE 7 PR B, R 0 H R IR XURr S DU I,
PRASAN [FIEL 5 48] b AH D11 23 5 (R AR R/ BROAE AL DX I RSB UT #0 Fh X 3o PUide s, Pk Bl
LR AN AN [RIME &5 44 _EAH DG 19 23 1~ [R1AH R AT/ BROREARL X 380 B K I IR A #4038 pLie
H, WA AR 54 EAH G 20 702 8] 5 FF H T (1806 7 P B I A 5 AH B T 9 > A [A]
{54 _EAR G B - RUAH R AT/ BORE AL DX S8 B oK (0 an e A1) ) I i 3 s DX 3k £ 12k
ko RE AT LA AR R / AR S8 e 40, B0 Prade e B AR R] / AHABLR 38 4 DX 3k, AR
T Hh I 52 R BB AR 45 6 X B

[0034] s W43+ (Bl and () TA) [R) — D3l 1y 48 3 0 0 X 88, 4 9 43+ (9
) AHERE () [FIJR AL, &5 M BB L ) » %0 A R B L X 3. X+ 8,
A] F AT L S B R B AR e A0 B, IR S8 R L TADAR R/ BORH AL DX s ) ok (A
WK ) W N R B T 9 7 40 24T b 1), D e 4R PR 2 ok 32 5 2
Karlin 1 Altschul (1990)Proc. Natl. Acad. Sci. USA 87 :2264-68 |1t] & ¥, 7F Karlin F1
Altschul (1993) Proc. Natl. Acad. Sci. USA 90 :5873-77 AT T &k, AT IEA
Altschul, % (1990) J. Mol. Biol. 215 :403-10 [¥J NBLAST FI XBLAST F& )% H1. #5 A L% (1)
H B E 3156 O 4T EE (gapped alignments), AJ 4K Altschul 2%, (1997)Nucleic Acids
Research 25(17) :3389-3402 7 [¥] % i& . ] Gapped BLAST. 4 W ff] BLAST 1 Gapped
BLAST R0, W4 FH AN R (5120, XBLAST F1TNBLAST) 164 2%, 2 W http://www.
nebi. nlm. nih. gove TN 5 — R4 B v 2 48 Myers Fl Miller (1988) Comput. Appl.
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Biosci.4 :11-17 H5IR 1 ALTGN F2J5 7 BT R 16

[0035] Yk HEHHAHIA / ARARAK 3 (A0 DX i AH Y 12 X IR B (180 e S et
JR AT e A, AT ARPUR i IR 8 i AR v B IR S T VS e

[0036]  ZE—ANSEitiy A, Frid A BURAE & L &5/ 765 — Sty 9, Brid i kst
JE ] BEHR o B D SRR A . TESEHE] | AT AR T AN ET AR HE
GER EAHOCER I DA [RIFL / BSORH D% DX 8P 32 4882 4 s DX 3 Fy R S Pk 0 R )4 o

[0037]  B. HLAULEHIIR IR

[0038]  7E M 5Lt 77 S, AR R B B RURE e DTS ELFE IR 4, DLIE BRI, HEAE 4514
AR R L RS IR RUR B BRI AN A RMELEE R _EARSC I 2 7 (Bl &8 ) RIS
HCBEER o A ) 2% R R R B B, LR AN AR IR 2 T IR 2544, S8 e ZE R 2 T BT R IR
LB B I N ARE R 7> T AW F R B AR 2800 BT B T X PR AL 7 & 1 4
TE o SEE T AHFEIRARALR XA (a0, P& A R R T4 ) Ja s BEAT v AR A AR AL
{HAFHIF R SR 700 o Stk o3+, W U0 B2 11 RO Jik T 3K SEARADUH AN AH [ DX S8 e ot
I HLHAP G 1t 43 0] LI O AN AL 2 TF B, U AR RIZ O BEER (K B IR o 1 2, Wl
JIFE 22, 2 B 2 RN T ) 0 P O AR e DAASE P i (g KA AL

[0030]  FESLJEM] 2 Hh R4 B HEIAR T vt XU e USRI+, BTk L A 2 T 1900 )y
A FME SR EAH SR8 A AT S5 MR IR K

[0040] C. %% T

[0041] 78 —SEJl 77 S, AR W EIRURE e P R AL G 258 7, Dl 4 & K, HAdE H
TR TR T BRI S AN R B S50 EARSCR 20 7 (i, S ) Al / BlES
(R Ay il e A SR B B R, EUBE 70 1 IR S50, S8 P 43 TR B & DX e (RATR]—
) DARAERI— X3k Hiles24A8 oy 7 (04N, SPAE I 70 1= B E I 2 A ) 2L
AR 125 BE) (BN, Z2EER 741 ) g X S, DL 43 B AL [ S X
F R 7RI F A 3 F R RIR A X-Y-Z, Forp Y AR AR G 43 - TR 1 [R)— B3 FE AR ALLAY X
BRI, E&RXIL ), X AR B —MHK S T, 2 A3k B 55— MK T HIX
FESEHEA) 3 Hh PR HE IR T vt SR e PR 16 -, BT i P 2 5 T & A A RME 45
F EA R E AT 24 E K

[0042] S —FhAAC oy TR BB —MIKSASKNED (7 &EA ). EERAE
PR AN MR 2548 EAH DG (1) 8 B D Re DX S8R IR, 400 40 52 R AH BAE FH X 8. X R IR AE Ak ¥ 2
REfk. Sk BAEXREAZ —MIhReIk s I AHAAE S A BEE R E A KEA . fila,
U T AN T IL-1 a AR EAER XK IL-1 a Bk, 3F Hix— IL-1 a DhEsks | A 2K
IL-18 BRELMEE IL-1a 30 /1L-B 7T FMBHL, Ew THNT [L-1 8 2R EERKX
B TL-18 Bk, JF HiX— TL-18 ZhEEMRSIAN &K TL-1a A LE 1L-1a 52X /1L-B
Gy o IR DNREMRT | AAH IR KA 1 BRI BT I8 16 D) Be R AR P i, P35 BT Tl B AR R 97
B L.

[0043]  XFF IL-1a /IL-1B Z%& 1k, FriRk M DhReR Lk i N OB KRR R ) AR
FIL-1a FIL-18 HFEPTS LM EHEXI XPXIk H BAE T id & A 2 K Xy (44
1, N- R X3k, 8 H 1 R E C- R Xk ) o 1 H, PR ARG IL-1a /IL-18 ¥
B S5 DRIk AT BE AR A RIAEAH S B B P, Bl B SR A BB R R FAE R B . B
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R 0T Ik IR IR IE 4 AT RO, SRV ARSI 75 97 2 45 M 10 X 38 BRI, BT ()4 A A7
SUA] REARE SR 1 N- R, e C- Rt JEBEAT IR IKAEAT AT RARAFE AR B (b (1058
B, DB AT AR PR R AR 2 1t 5 PR IR 25 R B o B P 1 ) R PR T 7 2
N B EEER A b, A8 Tl (1) Dh REJIR B ZUBE IR e A1) A N 0 B8 a1 b, {EAR I DL R Zh eIk
1% 256 1 7 o T A 2 1 PP A N I 4

[0044]  AE R —ANFEFR IR RG] 1, A AT 7 AR A REFRER XS IL-1 « FIIL- B XURF 5+
PEBUR B XU DR, Ho, AN T 1L 8% IL- B 45/ ot Bk S BEAk 5 TN
FAKR TL-18 88 TL-1a [{AHN SR E

[0045]  PRIEEEMIZAS 4> FH 1L-1a [ 168-184 kR E#e 1L-B (1) 160-176 A 5% IET
20T A TR EER T H), Kb a3 R LR 2R IL-1 « /5451 (168-184 {if
%%) H

[0046]  APVRSLNCTLRDSOOKSLVMSGPYELKALHLOGODMEQOVVFSMGAYKSSKDDAKITVILGLKEKNLY
LSCVLKDDKPTLQLESVDPKNYPKKKMEKREVENK I EINNKLEFESAQFPNWY I STSQAENMPVFLGGTKGGQDI T
DETMQFVSS (SEQ 1D NO :4)

[0047]  3X—/4F TR H AT LIRS [L-1 a F1 IL-B cDNA JEFRIEA &L KikH
A I ARER o> T AW 2= T4 (B, e, 2 ZEMEE X Y ) o Al il48 245 1 cDNA,
IR GG FRISE RS, iR r 2 I @ ER Rk 8 AR5 | NGl s 340 fe b kAT
Kik.

[o048]  D. ZEF sk E Ik

[0040] 7 S — S 77 &, AN R W R 0K e R R AR T K M LI A, DLV O HH TR
v B A R M ke 0 i, IR Bt )R 4E 2] B A Jameson AT Wolf (CABIOS, 4 (1),
181-186 (1988) ) AR, FIH tHEHLAKAFUEAT THE . WL FEPUIAR S & AH K X BT B I
IR =N

[0050]  E. FHHUIUH: 440 fa S iz

[0051] 75X — S 75 Z2 0, AR B IR OURE S ME oA T8 Bt J 5 Gt i e 5 i) ¢ (BT, AR
RIFAPIR — H G4 i m] B2 DU DR ) o 0] DUAEF=FR02 RIE A AR 1H £5 44 1 AH
KPR, B AE 4 FRINML R . o, nf DA~ E Rk IL-1a B 1L-18 8¢ [L1a/
IL-B 74485 F (Hhn, SEQ ID NO :4) AN R . FriRiAH G 7+ 7] i il 40 i 5 v (O
THEHEEANED) , SAEMIRTNRIE B2 AR FIBERIRE ) o BT Pl L
Ji iR R R A B e 40 b A TR B AE s A b ek, BRI RV AR E AR
T, AL, ML G, IR e, b, T T EOR R . SRIBAR LR Y 41
Ful@ st —Fpek—Fr L EANF RS R (N, 5N DLW %) B RIs D=4
FERPUIR . AF P 40 H s 0 AH SPT R I eI . ik Hh, Priddn ek A2 K& a. HEil
A LLRIEPUR A B W TS A, Lkt ik 4l je 7 b Brih & o 45 7= A B XA
T (RAH OS2 AR 1P R b b R0, P idk 1) 52 AR I3 M /e 40 ek T R 0K

[0052]  F. AHEMAHRI 2+ B— AT Rz

[0053]  7E X 5t 75 & rh, Pk I XURE S A B AR P A RMELZ 18 EAR G432
—, LR IR AR R P . Ao T2 — HAE S B iR, 0 I P AR 0 TR Bk
Ny VIR Ree & &, L b A S AS RMELE5 0 EAH ORI 20 F Bk @l A 1L-a 85

9
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IL-1 B BT Sk, ARG TLE o« /B ZiE 7], sREPLE A o R — S0t 77 S Bt L B AR
TR, T RS AE AR N SRS PITR B A BUR AL S B e T T IR PR, 40 TL-1 a
B IL-18 o BRIk, X —Seili 7 RAREH 1L-a 8 11L-18 fEFE M PR S 1L-a
IL-1 B Bl 485G PR RIPUE, LRAEARSN TL- a 8 IL-B Gk EAPUASE, R G ke
5 IL-1a FI IL-1B &5& M EAGA.

[0054] 11 @ézz% E”ii}j :iﬁ\ E }22

[0055] Ay il £ AR s B R XURY S ME oA, i BRI 38 43 ob BT R0 19 77 3%, 4 I B 4 4y
(FERNERIASL ) 2 TR MEBUR . AR5 A LR By 4143 A 0t 106 DURe e Pt A . A
PRI THUAR U B PR A2 F A G5 A DR RN 3 TRE 5 43 AH EAE R RS At o 7ERAR
Fo P NIRRT, By TR IR R G A 58 0 RS I (1] dunald i e s A XU 52 A4 )
(RIPTIR ) o 75 TCER i 25 1) L SO0 Ik B A 1) A 4 e 5 A DA vy — S8 g B R S L ad
AN AT R AR PN A 1 T AT 3R — RAR ISR o ARSI (RBURE S 1 B4 RT Rt Ak i 638 ) 4T
B MA S AU P 7V o A R OBURE S M Mabs T Ik A i Rl ) 4 40 i 15 A2
72 . T HL, A PeAb s s A XURE 5t Mabs, ] 28 I 75 Pt R SR SE R ) Mabs (3L
GEAhERE . WAL TG I, BT SRAS B 85005 BT LA Il R (SRR ) Mabs FFE &
fi Bk FE Rk — 0 sy 2 1 RIAH AR H

[0056] "IN YA 140 /1 AR B I AR N RSP 2 G5 G R @A 35 XURe e PE BRI 77 V5
[0057] A. {AWRTE

[0058] il HUMARHIFRHEMR P 3472 F HLR S0 5 60l 32 B0 ) e s A& o 1) A ik
oy e TAZPUR, B T RMARR BB P EIchTAR . A e S 77 248 Hod T H0UR
e PRI T 2 DURE S R BT, AR i i e ] o S PR ORI PR A S5 R AR IS 70 T IIBTR . RURE
e MR PR R T8 U S 1 S D G 8 D e 3 O e Bl ) Sz K (B, S, 1A AR
s I, RS AL R A 2 BRI ERmFLahd ) il es o A i G S o il 5 A]
DL, 491 G A, 2 B 1) B8 4 3R T8 R0V e R iR o T 3t E) ) 30 R g — 2, 3 A 51, 49 dan s
FCHE A AN 58 A B o e A &9 o 1 HL, 24 FH T4 DU, Rl & i@ i 7k
a1 77 2, AR W XURE S PR BT R AT LSBT, s IE AR 5 80k B IR IR« iX
Rl SEBTAAR I I T VA AT A F o 50U e MU AR B A i A R e &
AL &2 E (KLH) MBE&EE.

[0059] 52 R B4 3RAF HUAR — 7 A 0 i, I R U7 A R v B A4, 49
Kohler Fl1 Milstein (1975, Nature 256 :495-497) HIZATREH A ( F+2 0L, Brown 2% (1981)
J. Immunol 127 :539-46 ;Brown 2§ (1980)] Biol Chem255 :4980-83 ;Yeh Z& (1976)PNAS
76 :2927-31 ; Fll Yeh 2% (1982) Irait. J. Cancer 29 :269-75). 7r=4: 8 g |5 HLAA K 2428 8
BARRARSE S (2 W R H Kenneth, in monoclone Antibody :A New Dimension
In Biological Analyses, Plenum Publishing Corp., New York, New York(1980) ;
E. A. Lerner (1981)Yale J.Biol.Med. ,54 :387-402 ;M. L. Gefter Z& (1977)Somatic Cell
Genet. ,3:231-36) . fi] 52, CFREIHLMI AR (LR E8ER ) ok B H B XURr 5
G 2 YR He % I LB (b EL A0 e (s 2R, R O b L2 5 0 P e o ] bR LT i ) AH
R, 7 06 JIT 4 2 AT 88 A 335 7R R R, BASE S 7 AR AR SR R PR S AN [REL A8 1 AH 5%
() 3 ¥ B XURE 7 1 BRI PUAA FR) AT TR o AT — vl 0 5600 180 FH 1 it 55 R 22 40 L R s R 5 2 4 i

10
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BTV, B AR 7 AR XUk e SR e B Uk (200, B0, G. Galfre Z% (1977)Nature
266 :550-52 ;Gefter £ Somatic Cell Genet., cited supra ;Lerner, Yale J.Biol.Med. ,
cited supra ;Kenneth,Monoclonal Antibody, cited supra). [y H., A8 AR N G2 A]
CABRA, 1X 48 T7 VA LA 2 Rh Az i HAe A . 388, Pk PR M TE 40 i &2 (45,
HHERE AR ) LUk G R AT BAH R R LB Rl o 45 /s B e AT PR TS e AR R ]
(1% B 5 i ) 700 e 2 P /) sl b E2 4 JH R A R3S 5 Py /) Bt 4 MY 5 R 15 T )% o AR08 P T B
T A N ZR AT XS A IR TR, R R s e e I B R 2k (7 HAT BE9R5E7 ) UK
/0N B B BT A0 T R o AR ART— S B ) B R 0 I 3R A A R AR S8 R A Dy 3R AT R ) — 35
4%, 41, P3-NS1/1-Agd—1,P3-x63 Ag8. 653 B Sp2/0-Ag14 - HERI M M 7 . IX LU H6 7 40 o
ZA] H 3 [ LR BRI IR 0 (ATCC) 3813, Rockville, Mdo H17Hh, HAT-sensitive />
SR R R A RN SRR M SR 2 (7 PEG” ) Bl A FTRIARAT I HAT B R FE T
e, XS IR e R IEAE Bl G BN HE R D Rl ) B RS A M (BRI G B R i LR ),
H T ANEAL T AT ) o 7 A2 AT Rr S i O3 P S RO S5 R AR SR 1 73 1~ B DT AR i 2 A0 9, i id
FEPTIR AT IR 55 754 FIE W P 0 18 TR AR AT %08 , 40 FH B i) ELTSA 58 LA 268
SERIRE S L AN SO T A A IPTA

[o060] AR T I PUIARAN , AT AE F AR B TE ERAT RN Sk WIAE A B BHERAH
FRVRDR 978 3, sldst A O 80A A VR SUR BRFA RIS 35 o 40, O 38 IAEAR Y. ) U
S5 R b AT [R) V5 20 3 SR 8 VR BT BB FA RN B CER, 7 BiER 7 /BB A TR
HEBAT S, AT B AR S N, B, AT T AR i B R R )
(fy B SO B HUAR (B L, B, Roes, J. % (1995) J. Immunol. Methods 183 :231-237 ;Lunn,
M. P. %% (2000) J. Neurochem. 75 :404-412) ,

[0061]  ZAf={E NFGFLA I A A =R NPTk Caltan, BF X0 A BUR e DT IR ) ) /&0
16 3, AR EARR TN L KBS Al = CBLE ERSIRISIRTE ) , AHR T4 A8
A S /BRI o T B T AR 7= S ASURe e BT IR 58 4 N PAA, ] AR 2
EPTA NPV S IAE NS 3 o BTk AE N B FE 5 2L R A N\ Sz 3k 8 A i 2k 1A
[Wzha (I, /L) » hu=PBMC-SCID k& /> B, FIN / /)s BRUEE Sk 14, HLAE T [ dEAT 140
Wit.

[0062]  Hyk, £E—ANSEHE Ty S b, HIRURE S PR e 2 i ) 2 AR Nl FLah 4, A0k /)
B, HOX T AN S e Bk T 5 2 S 2R ), BRI, JX MR AL (e, /B ) X Tt
JERE BNk ez yyrh, SRR, NP5 G5 0 B RE R R B S e B A R R A
N RGBS, BHIAT BT IR S 1 P YR BERERV R REAT R0 . AT iRz 2HiR (1)
i, AP ) B, A N e sk E A R AIRT A R SUE (R, NPT, I i B s it
PART M) HIARHE ) 2 AT H A o 0K A0 i i 5 o 00 A S e R R 3 R AL/ B DA A e I A
P2 NP R I R 33— 2B K& 2 WA, U. S. Patent No. 5,939, 598, PCT Publication
No. WO 96/33735,PCT Publication No.W096/34096,PCT Publication WO 98/24893 F1PCT
Publication WO 99/53049to Abgenix Inc.,HlU.S.Patent No. 5, 545, 806, No. 5, 569, 825,
No. b, 625, 126, No. b, 633, 425, No. 5, 661, 016, No. b, 770, 429, No. 5, 814, 318, No. b5, 877, 397
F1 PCT Publication WO 99/45962 to Genpharm Inc.See also MacQuitty, J.J. #H
Kay, R. M. (1992)Science 257 :1188 ;Taylor, L.D. % (1992)Nucleic Acids. Res. 20 :

11
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6287-6295 ;Lonberg,N. 2% (1994) Nature 368 :856-859 ;Lonberg,N. and Huszar,D. (1995)
Int. Rev. Immunol. 13 :65-93 ;Harding,F. A. F1 Lonberg,N. (1995) Ann. N. Y. Acad. Sci. 764 :
536-546 ;Fishwild, D.M. 2§ (1996)Nature Biotechnology 14 :845-851 ;Mendez, M. J. 2§
(1997) Nature Genetics 15 :146-156 ;Green, L.L. F1 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. Z& (2000)Eur. J. Immunol. 30 :534-540,
[0063] 71X — 5Kt 77 Z2 b, Pk k) FHOUURE e P P i A 2 1R /) B2 FH N A/ o T A% 4 T B
Ik 2 40 B Bl L AR A Y R IR S B AR (SCID) IR/ B o 3 AN B, R hu—PBMC—SCID fi%
N ORI HU R RS N BRE AN o X T 88/ () LS LA RSk = 42 Ty
[ R — 5 1538 2 WA N Leader, K. A. % (1992) Tmmunology 76 :229-234 ;Bombil, F. %%
(1996) Tmmunobiol. 195 :360-375 ;Murphy, W. J. 28 (1996) Semin. Immunol. 8 :233-241 ;
Herz, U. 28 (1997) Int. Arch. Allergy Immunol. 113 :150-152 ;Albert, S.E. Z& (1997)
J. Inanauol. 159 :1393-1403 ;Nguyen, H. 28 (1997)Microbiol. Immunol. 41 :901-907 ;
Arai, K. 28 (1998) J. Immunol. Methods217 :79-85 ;Yoshinari, K. and Arai, K. (1998)
hybridoma 17 :41-45 ;Hutchins, W. A. 28 (1999) hybridoma 18 :121129 ;Murphy, W. J. %
(1999) Clin. Immunol. 90 :22-27 ;Smithson, S. L. %% (1999)Mol. Immunol. 36 :113-124 ;
Chamat, S. Z& (1999) J. Infect. Diseases 180 :268-277 ; Fl Heard, C. % (1999)Molec.
Med. 5 :35-45,

[0064] {5 X — St 75 Z& T, Bk () R XUR e BT IR S e I sl o T 3 i)/ Bl B /) B
LBV B A SR AR, B N ORH B IBCS SeihAil (SCID) M/ B IR i 4 M 1EAT 48
SR, B N R AN DR IR 40 o X PR AR Trimera R4 CH T @A H
PR G 35 /AN B AR B e R A, P T A A ) 2 AT R R U A B e PE AR 0 T IX )
S DA S AT IR DA ™ A T 1 R 3 () 3E— B iR 2 WA 4 Eren, R, 4% (1998) Immunology
93 :154-161 ;Reisner, Y fll Dagan, S. (1998) Trends Biotechnol. 16 :242-246 ;11an, E. %
(1999) Hepatology 29 :553-562 ;i1 Bocher, W. 0. & (1999) Immunology 96 :634-641.
[0065]  B. {AShigtse

[00661 4 Ayt it A A e 2 ARV i 12 i) & XUy S MR A4 AR 7 2K, AR R IR BURE e 1 it
PRI, HHRURE S Pk e iR 07 126 T 28 1) e e 3K Al 1 ST S e A (4, AR B A
INICEE ), IS B AR e R S S A IS S50 EAH G H IR ANAH [R] ) fe e 3Kk B 8 S0
GG A AR 226 A T A R s SC P R &2 PRI I (4904, Pharmacia () 25 4H R B
ARHIA R S Catalog No. 279400-01 ;1 the Stratagene Su7JZAPTM W B4 & 7= i 57 &
Catalog No. 240612) o {EAN[RIRISENE T G, JIT IR VRS B 1K JE 7R SO S scFv SCJFE El Fab 3C
JE o 1 106 B ZH U AR SCPZE R W T AR RE /R R BB BOR TP i ih o il & T A
i 3 WA AT R PR s ST IR TR S U ANAL S 0T A S 25 B, McCafferty 4% International
Publication No.WO 92/01047, U.S.Patent No. 5,969, 108 Fl1 EP 589, 877 ( % 7] #i &
T scFv i &2 78 ), Ladner 2 U. S. Patent No. 5, 223, 409, No. 5, 403, 484, No. 5, 571, 698,
No. 5, 837, 500 1 EP436, 597 ( 4t & T i &1, pIIT f 45 ) ;Dower %% International
Publication No.WO0 91/17271, U. S. Patent No. 5, 427, 908, U. S. Patent No. 5, 580, 717 #H
EP527, 839 (e 4R T Fab &7~ ) ;Winter Z% International Publication W092/20791
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HMIEP 368, 684 CRf 4R T S e 3kt A Al AR5 M P FI I e ) Griffiths 25 U. S. Patent
No. 5, 885, 793 Il EP 589, 877 (i | i iR T 3 ik 7 20 3C J2¢ 0 16 B 6 A iR i N Ak )
Garrard & International Publication No.WO 92/09690 ( 4 Wi 4§ & T W B 14 % & +%
AR ) ;Knappik & International Publication No.WO 97/08320 ( iR T A 4 Hi 1k ¢
J HuCal) ;Salfeld %% International Publication No.WO 97/29131, #ii& T &% APiJa
CABREIRIER - o) BEAATURRIHI, CLEAHRR AN E RS ), Salfeld 55
U. S.Provisional Application No.60/126, 603 iR T &% APLIR (N IL-12) BIFEH AL
IR 24 RS, DL B BRI RSP SRR ) o

[0067] M Aih A7 5% i 126 B 20 i A4 ST (9 ik 2 WL BF 4% tH R4, 9] 41 Fuchs 5§ (1991)
Bio/technique 9 :1370-1372 ;Hay 2& (1992)Hum Antibod hybridomas 3 :81-85 ;Huse
2 (1989)Science 246 :1275-1281 ;Griffiths Z& (1993)EMBO J 12 :725-734 ;Hawkins
2 (1992) Mol Biol 226 :889-896 ;Clarkson Z& (1991)Nature 352 :624-628 ;Gram 25
(1992) PNAS 89 :3576-3580 ;Garrad 28 (1991)Biol £ K 9:1373-1377 ;Hoogenboom Z&
(1991)NucAcid Res 19 :4133-4137 ;Barbas 2% (1991)PNAS 88 :7978-7982 ;McCafferty Z&
Nature (1990) 348 :552-554 ;Fll Knappik Z& (2000) J. Mol. Biol. 296 :57-86.

[0068] & Ay A5 FH 4 B WA T A% JEE 7 3R 0 R AR, B 2 B A4t mT LA A I8 B 41 Jif 2% i A A
PRI A0 M TR R 2K o A R O 2 o P SF A M 6 D AR A I SCE K T A AE PCT Publication
WO 99/36569 FHATRE— 2D [FIHtIA o il 28 A0 7 126 76 19 £ 40 Mo K 1T R 08 1) SCIZE K J7 VA AE PCT
Publication WO 98/49286 Hi it — b (A .

[0069] 47 H AT A4 A EE 20 3C 7 25 5 H SR I, ATl i A E I A2 ) 2 HOR 73 B 4 0 iy
TR T A EE B R A2 ) DNAs, 451 21 ok PCR ™ 35 8 3C 1 i e il 72 P 23 8 ) e s A e ()
un, WEE B AR ) B DNA. BRAT HE R A AN HH R R R B RE I A% IR 7 41 AT A 4% PCR
e Wtn, &N TF T ZIXFER 74, 41 Kabat, E. A, , 28 (1991) Sequences of protein
of Immunological Interest, Fifth Edition, U.S.Department of Health FlI Human
Services, NIHPublication No.91-3242 1" Vbase” AFFZJ75EHE .

[0070]  Hifh, BLHU A H— &4 n] AR R e 340 He b B4 SR IA o e BR AR 1 R R RN R O
PRI )45 o A RIS A Bk, H— P el 2 Pl A g b5 P48 S0 5 3R 8 5 42 BE R B BE (1) DNA
F B B RIS BAR AL TG 400, UAETS Tk R R =R A g 40 b R 8, it
i, 53 WA BB IR A E AL IR AR, BN ITR B FR R [ T IR BTk . L ARAER E 20
DNA 7715 3R 15 B BB AR e SE AL, R IK SO I PR3 5 21 2 SR B iR, APl Pk 3844 5 1
NG E 40 M, a0 N IR SCEk b BTk, 45 40 Sambrook, Fritsch A1 Maniatis (eds), Molecular
Cloning ;A Laboratory Manual, Second Edition, Cold Spring Harbor, N.Y., (1989),
Ausubel, F. M. 28 (eds.)Current Protocols in Molecular Biology, Greene Publishing
Associates, (1989) F in U.S.Patent No. 4, 816,397 by Boss %%,

[0071]  7EFAT T 4afda LR VH AT VL 5 BeI¥) DNA Jy B, 1X 48y B mlad i v () E 2
DNA AR — A3, 19 g n] AR X FE R AR g 4 K DU BE L A, Fab iy BREE R Bl scFv 5
o TEIXEEFRAER, g fd VL 5 VH i DNA v BCRT #R R S 9w ) — S A, Bl an P fAE e X
B A AR BRI DNA F BOAH IR o AEA ST P i R TR “ Rl PR VR b e 72 42 455 T 1 DNA
J B AT T IR 2 IR 7 41 1 b5 DNA Fr B DR D) 1 AE AN AR

13
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[0072]  Fir3 B i 4w VH X IS0 DNA W] 38T 3 77 AU A R A K E B SE A, ik 1 7
N B ik 1€ VH- b5 DNA ] 8 /E b 5 ) — 4 % S5 BE 8 € X (CHL, CH2 F1 CH3)DNA ] 43
THIERL . Prid i N EREE E X B Z A CAE) (S 04040, Kabat, E. A, 5 (1991)
Sequences of protein of Immunological Interest,Fifth Edition,U. S.Department of
Health and Human Services,NIH Publication No.91-3242) £ & iX 26X $5 1) DNA F B m]
HIARHER) PCR 193K 13 . ik (¥ EEREIE 2 X P e S 1eG1, 1862, 1863, 1gG4, IgA, IgE, TgM
5 TgD 1HE X, (HE AL /2 TGl B TeG4 fHEX o X T Fab v BREREAEA, ik VH- 2w
DNA ] AT #5155 55— AN b BB 1H 2 X ) DNA 73 FAHIE R .

[0073]  Fr43 &5 14 A5 VL X 3] DNA RT3 T 3 (1) 77 A e KR RESE R (DL & Fab §%
BEREDA) , Prak i 75 508, 4 VL- 4% DNA 55 55— 4 5% T i 2 B E X, CL A DNA 731 AT 4
HOEERE o P BN AR E DX R BT e 41 AN s LAY (23 004, Kabat, E. AL, 2% (1991)
Sequences of protein of Inarynunological Interest,Fifth Edition,U. S. Department
of Health and Human Services, NIH Publication No.91-3242) £ & ixX 26X 5[] DNA H
BOAlE A FRAERT PCR 973G 3K 13 . ik R BETE E X AT LU« 80 A fEE X, (H R 2
K HE X,

[0074]  JyHasd scFv 2B, ik i) VH- H1 VL- 465 DNA v B ] #AEH b o — gt ] A he Sk
P BB, ) n gt BT ik = BB Fe 91) (Gly4—Ser) 5, AT TR i VH F1 VL 24 by i
S {0 3 1 e, TR A VL R VI Hh T AR Sk e B (2 1A, Bird %5 (1988)Science
242 :423-426 ;Huston & (1988) Proc. Natl. Acad. Sci. USA 85 :5879-5883 ;McCafferty %%,
Nature (1990) 348 :552-554) ,

[0075] D4 RiAA K R AP, BRGTIRE)— &8 7r, i EIR U7 VA SRAS B g b i 7y sl G
A R A DNA W] DA A\ B ZRIB B, TS T 38 25 DR A 58 4 s P SRR 1R 428 ol 17
FIAHIER: . fEASCPITRMARE T #Eth s ... ... AHIEE” AR DR R e 2 3 2 1
DS AT 75 T IR B A IR e S5 R R4 1 P 1) 4 L 25 I D e, Y BTl BT AR SR R
B SNBRPE o BRI R BUA MR IS P ) Bl TR IEH T8 E400. Ik g
MR REAIHTAA ERE v] 4 A BIAS R 2 A, BRI, PYEE PR 240 A B 7] — B 8k . fir
R BT R TR R R i Rt ) 772 (A, S e pR ik Rl v ORI R b A A B o 2 I8 D) o7 R
FHIERE, B AR B PR AT U H P A i 8 ) Sl A BN A i N REERE P2
I, ITR BT Be O B0 HUARTEE X741 o 491 i —Fioks VEAI VL P81 a4k 2 Kpi it
(R 77 2 AT A AN B L 53 0 A 5 e A B 1 XM e i v X R R IA iy, H e
FTid VH 5 BE SR N B S CH W BT $R AR B:, I iR VL W BB AR SR N S CL 15 B
o BB sRT A, T I ) A ek ik n] g A A BT IR BT BE B T AT E A i )
W RS 5 Ik TR B BT AR BERE PR T LLow [ BB, AR AR IR 15 5 JIRHE A 24 3
JTR TR BE R R R AR i . TR M 5 BT DU S e Bk i B 15 9 IR R IR/ 5 ik (I,
RIFETAE IR E B HIE 5K .

[0076]  BRATIADUAEEIER S, A W B B 20 77 A £ T 2 0 e b 428 T DT A4 B 2k TR R 3K
BEREH o Fr FHEIARE 57 23R A SIS B R 3 1, Jg 5 1A b 2
BT (B, BIREERE 'S ) o XU P HULE T IR SR A #3911, Goeddel ;

Gene Expression £ K :Methods in Envmology 185, Academic Press, San Diego,
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CA(1990) o AN A AN 53 N H B, 0 T id F R B B Bt , s g £ 45 e 41 N A AR
B0 Bl AN i 0 L ) e 4 T R B 1 R AR AR K SRR ] S i R R AT . AR T
R FL BN 40 MO i 45 e ) A mI e 3 B AT LB A 40 b v KPR A B9 R T
itk B R IR R G B 1A/ B ER, ok B B4R PR (CMY) 1) (Al Gn OMV S 3 /
BRRT ), K AT 40 (SV40) [ (B SVA0 JEBh 1/ W1 ), ok BB EER (50 4 A
TiEE EERIGE A 30 1 (AMLP)) FIR B 28 5 1 A5 5 % 0 A0 L 200 A e 40
® 2 WApI i, U. S. Patent No. 5, 168,062 by Stinski, U. S. Patent No. 4,510, 245 by Bell
ZEFNU. S. Patent No. 4, 968,615 by Schaffner 2§,

[0077] [ BTk ) e A4 B 5 DR RN 428 J> 91) 411, AR i B 1K) B A 3R AR 804 T LA A e 1
A, 5 G 2 B A AT G S Al R S A (T, R ) AUE AR I AR . BTIR
Wb A EE BME TR O I N T PR B4R i 1 3= 4l i i ik Hi >k (2 09l 4, U. S. Patents
Nos. 4, 399, 216, 4, 634, 665 F1 5, 179, 017,all by Axel 2&) . a1 s8I, FriR shebric 2
P T N T TR B A i 7 40 B X 25 BT, 49 0 GA L8, 1 45 32 sl RIS o AR I Y 1k
PR SR A dE A IRIC R R (DHFR) ZEPR (X dhfr— ()75 3= 40 i A 2 e i ik / 47
) Hneo ZEH (G418 Fifilk ) o

[0078] M ARFNEE RER L, BT (1) 4 8 A AR 4 1) 6 SR B M ok Ao I R A3 2 381 7 3=
M. ARTE“HGE” 12 R 368 S 2 Al T8 SR DNA 51N R s TE 4
(R 77325, 90 L 27 £, BERR A UTUE , DEAE i BEMH AL L o RV N BEIR EoF, R IR M A% 18 &
0 o, 23] DA R A B B PR, L B DG 32 P s A% 440 L e L 3 40 40 i, 3 PR A B DR
A MAH bE, FORE AN M i 2 L Sh A 40 BE B T b e 2 4 S 0 F B S e v 1 B P
o HHRE, PUARSERIE U AZ Y th Rk m R RS DU CRAR (Boss, M. A il Wood,
C.R. (1985) Immunology Today 6 :12-13),

[0079] D3k IR AR e WY 1 BE 20 50 AR O VRT SL s A0 3= 4 e A A% b [5G BB 540 i, (CHO
0 ) (4945 dhfr—CHO 4ii ., 2 I, Urlaub F11 Chasin, (1980)Proc. Natl. Acad. Sci. USA 77 :
4216-4220, used with a DHFR selectable marker, |, as described in R. J.Kaufman
F1P. A. Sharp (1982)Mol. Biol. 159 :601-621) , NSO ‘& i /83 4H e, COS 4H w1 SP2 ZH fiw . 46
G HURIE A ) B R IR B S I AL Al i b 5, BTk Bk H 20 3240 e A8 2 LA
PR PUAATE 2 8 32 40 e R IA B e B0 - 40 M AR K I R 2 h i — B TR P 7= A T
MR FRE 8 £ 9 24 7 70 B R R P [P R Ak

[0080] 17 -4 it w] HI =A== e HEHUAA R — AN, B4 Fab Jr Bal scFv 73 1o W43
fidt, o IR TV AR S A S AR A R W T TR N o A9, BT BE R S AR R I R BRI B
FEEREE (AW A ) e 40, FAH DNA HoRM AT DU T2k — e il 5 45
ESH PR TR NS BERN / SCERER DNA. R 160 DNA 2r 7RI TS A
RVHARRTEE N . 5540, WIRe bl il Nk 77 042, o — i — 2 i
S AR BIIBUR, J3— 4 EREAUR BN TR A PR A Bt Ji B e e v, e Al
A AT T AT AR 5 B B IBT AR A 3 S BT AR AS IR R B o

[0081] ik i) FH T8 A & B R BT AR sl EL BT I &5 698 70 AL RIS B R G, Gm A B AR SR BE A
PUAREBE B AR L BB L BER ES UTIE N S 45 I A B dhfr—CHO 4. (EEA%
BRI, BT DT A B RE AR BESE R 23 0 R AR M R 32 31 OMV 195 1 /AdMLP B3 1 |,
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CLBR B BT IR BE DR () i 7K1 3% o I 9 B2 40 SR 8 PR iy A7 DHFR 2[R, DA 38 ok 2 P e
WA %6 / 4 B 0 0k O 20 BT IR 2RI 5E % CHO 40 i R R HH (W64 1 - 4l iR (i bk =%
R, JE MBS R3[| e 3BTk . TR BRUER 20 T B 22 R 4% 4L R0k
B, B e 40, TR IR AL T, B TR A MO AR R R R R . AR BHIE— D
BEE AR R B B A DUAR NI T 5, ST E AR E A IE R IR 5 EEE IR AR 1 2 40 e,
HEIAR AR EAIAEG SN L. %72 — DR AR 7 B A P ik.

[0082] & Ay FH Wk b1 1k Ji s i 12 AL o MR SC 2R AR, AN CL A 9 LA KSR i i
F A SO 7153 T % 8 AR B ISR bR . —FE N BRIMERIERG L EH
PR SCEEVE N RNA- SR A& AR 1L, 2 )W PCTPublication No.WO 98/31700 by Szostak
F1 Roberts, fl in Roberts, R. W. Fl Szostak, J.W. (1997)Proc. Natl. Acad. Sci. USA 94 :
12297-12302, 7EIX—FRZHAIE T mRNA FIIKECE A RS0 Al G, Ho0d A s mRNA [ 1841
BRI 0S, FTIA K mRNA [ 37 Rum iy AR 8 2, IS APl 3. I LS T P
15 ) ok ke B 9 49 4, A4, sl H: AR R0 A B2 2% mRNA VR A (1t 4 SCE ) A & 4 mRNA f51)
W, AP, B B4 5 TR R XURE S PR AR 45 G o 18 I BRI A SO R ) gr s Bt
B 7 AR e A i B A AR IS (B e L s e e ), IR
ALE R IRy AT IE 25 S R e, BIIE Gk B 0 F 6k mRNA- O A A 1 0 3k, H A
BT H A B 5N T 5848 s BOE R B I HAt T L BT R AR S SE R a7 X

[0083] C. HEMITTEE

[0084] A% BH I RURE S PR DL AR P I 56 1 7R PURIAR S8 5 ik il 2%, 0 an T 3R 18 732, B
o, BT FRDOSURE S PR B R 8 e T LBl A4 N B A PR 4 43 ORISR 55 B ads (1 8UFE e 1 i
g G P A 20 P ERZ P RSN AR AT LA e A / Bt (RISt ) .
[0085]  {E— NSt 7 &b, X P A A AEE, B e e AR N (Ban, AL KB
B L = BREIX LE R W) (1) i BE R 20, Bk G/ B ) FH I (R XRS5 1k 0 s SR et ) i it
JE T B2, 43T 2k FH AR 2 40 i 1) e 28 K £ 130 1) ol RV 05 108 Wk B 4 e s B A S, BT
TS PR EL 0 LA A PR Ik 2 8 T T 3 R OUR e P L D T 52 B o 3 — 55 TR IR B — 2
Bl FIRE TTA #3347, 38 vt LR TIB #0847 MRIERAEASh Wi 7
PETTVE ¥ N F2 SR RS R A FE 7 ST PR AR SN 3 5 T 3o PR W VT 7 S 27 A2 3 ot 52 81 ) 8
R B i A 1, S BioSite Inc. il i), 2 WAG 4, PCT Publication WO 98/47343,
PCT Publication WO 91/17271,U. S. Patent No. 5, 427, 908 F1U. S. Patent No. 5, 580, 717,
[0086]  7E N —SEHE 7 &, AA A EARE, e RzAE NS (B, /N, KR S Bk
1 =R BIX LE W) (I S BR AN/ B FE PR Bk A /N ) 5 BTl (198U S5 P e s s et o)
PR BN, FEI e 7 AR P S AR MEPUR (490 G od aok 05 2 P G 2 1) B 40 ol 4% 1Y
AACIEE ) IR A, ARG 4 Bk B T BRI e B TR EE DR (ol R I S i A6
U B S - SR AAIERE R N ) 5y TARSI SRR, H I I 58 BT B B BRI &5 5 R 1
&G TR DR E sk BRI TTA 03847, 58 — 2B nl i@t Bk 118 &0 2447
AR A T AR S S0 75325, I ZE PCT Publication W097/29131 #IPCT Publication WO
00/56772 BT REIR .

[0087] 75— 4G 77, A AR A% 95 rh K Oy 0 128 19 9K €2 40 e Bt A4 77 7% (SLAM) 18
ok B — PR A B R L A R A2, 22 WL UL S. Patent No. 5, 627, 052, PCT Publication WO
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92/02551 F Babcock, J. S. 2% (1996) Proc. Natl. Acad. Sci. USA 93 :7843-7848, 7EiX—77
VA, AR N T AR W B XURE S PEBUAAR I, 1 5 FH BT IR B XCRs S PR DL R AR R Y S B2 4R A B
W (e, /N R A, WL E, BOXEEB I FE R 2, ik &/ ) 5 FIEER XS BT id 3t
JRPI BRI, ARG Bt BUR — R 5 (9 s B (), BTl O0UCRE R e B s 3 5 8K
v i B FH I 65 M AR DG 1) 23 1 Sk, 90 an A4 25 55 409 = 20 40 B AE AR G, P Ll o v o =
PRI S Wb LA A TR S MR DA I S P ) 9GE 43w P BT AR 1K) S 40 B, 48] ket B
IR PR RA R R RIBUA. RS T A BIPUR - o an i s, AR 4 b
T8 5 Sl —PCR [0 e 5 — FA% — BER] AR X B cDNA, 4R Jim i 26 A] AR [X 4 A 78 T ik e L 30 4 1
F- 40 Mg, 41 fn COS B CHO 41 i rp 38 4 1 S e B R A fE e X (flan, NfEEX s) Rik. H
P UG ) o B IR AR T 4 A 10T 3 A0 M nT AT R 20 A B AR AR I, 491 G 3d e A
A o v 1k R 8 B A T R IRURE S 1R IR TR 7 s 4 B, BT IR 1) S e Bk R Tk B AR T
R A Py G e Bk R B e ] P AT RSN, @ i EIR R AR
[0088]  7E M —SEJi /7 S, Bk (R AEXURE e MEBLIR I S5 & T AR TR AP R, HEH
HPUR ARSI, S A AN PR 5 5 A NSk RSB R N, Hod,
Pk, 28 —HR S5 —PURGEM BB W TIB Hp ATk, 43 5 28 —3E Ashi s —HEA
B A FE R SO R A R B o o R — PR G2 () B il 2% 1) s 1) S0
5 HEE ZHU R 5 1 sl il 25 (1) BT iR IR SO 4567 AR PR SO X 2B, i 2R — 3t
JiR A2 (R B0 40 il 26 V) JIT 3R B e ST 55 FH 38 — R e 22 1Y sl 40 o) 25 BT BT R KR S B SC PR 45
TS PUARSCE Yo BUAN, AT G546 30 XY DU A2 30 XY Al X, Y fT /B XY ST %858
SRRl REE BRSSO R PR

[0089]  TTT_XURE R PEPLARIIIREAE

[0090] A% BHE& A XURE S Pt A4 S LT 43 FERT A BAS R BH 1) 5 il 4% o fLide s, Py
PR, B 7, A2 B PR DRI HE, Frd B, B 2 rh A . AR B He
AL S B v RN 20 PR, S oy o FEZ PP TT Sh, Il ik, B4 mT LA K
SEA B — PR AR R SRR 7 41, 9 dn e A I N BRGE A I/ Bk, B . RS —
S Ty e, Pl Ak, B4 PT DU A BUAR B COR- B I B AR s At A IR A TE
Ko

[0091]  USbAb T HIIARIE " Hifk” BfafEskaasa 7, HamIU& 2 e, mESE 1)
BerpRe (L) Belid —mise b Rk, & ERE AR A4 (FEIEAL4ES O HCVR
B¢ VH) FHEBEEE X o PR BT X th =AM S5 M50 CHL, CH2 F1 CH3, f— 4 RaEts
BREETAR B (IRAb4E5 24 LOVR BE VL) FHERBETEEIX o Frd f 4R aE1H 2 XA — 1451
I8 CLo BTl ity VH FI VL X SSR] 8k — 4l 3 A w2 X, A BN OE X (CDR) , H ) BAT 4
AR SF B DX A, A HESRX. (FR) o 48— VH AL VL A 56 =N CDRs PO FR, 4 18 T i L A
SR Im R ER IE A HES (FRL, CDR1, FR2, CDR2, FR3, CDR3, FR4.

[0092]  BLALET FHARTEDUAR " PUR - Za8n " (8 ESR" PiiEds " ) 21—k
ZMREE T 5D ARVEE R EAHRPURAHSE & Be ) IR bR S & B, &R
PRI PR — 855 DRt n] e KPR BT . B EAREPARN" PR - 445
" PHEE Bt () Fab B B VL, VH, CL AT CHL g5 A2 R iy s v B 5 (i)
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Flab" ), Fr B RGAERCRE Xl i S AR S S A Fab Jr BOR) A B (1i1) ey VH A
CHL &5 Ry B2 i) Fd B s (Lv) EPTAR SRR 1 VL A VH S5 R4 20 i) Fv Fr B s (v) dAb
Bt (Ward %, (1989) Nature 341 :544-546) , F iy VH G5 FSRAH f s F0 (vi) 4 B I0 ELAM R E X
B (CDR) » 1M HL, R Fv F BEI AN DX, VL AT VH F AN [R] 9 3% PR g, {ERT LA 20 B
AL A R SAH IR, A S AT e oA 82— ¥ i 8, T rp VL A VH X T i Sty
F CEHNEREE Fv (scFv) s 0L, Bird %% (1988) Science 242 :423-426 ;1 Huston
4 (1988)Proc. Natl. Acad. Sci. USA 85 :5879-5883) » XFhHUAM AL & EARE HUAR" Hi
Ji - g e e TR AR B REGUIA, 1 WG AL S AE N o« XUPTR M RIRURE S 1 BT
A, Hordn VH A VL S5 R I A0 — 45 2 IRBE Bk, (A A — A 5 DL 22 T ANBRAE— SR BE ) P 46
R S5 TR REAT O 4 Sk, R R IEAE IR 5 380 by ) — 4 B ) B AR S5 R RO AT, AT )
FETHNPUREE S A (S W4, Holliger, P, , 28 (1993) Proc. Natl. Acad. Sci. USA 90 :
6444-6448 ;Pol jak, R. J. , Z¢ (1994) Structure 2 :1121-1123) .

[0003]  BEHE—, Prid (P sl 0 i 55 0 23 WT LU K B S ek B 23 1~ i — 83, H
FUASHUAR — 7 55— s A I A sl ol A sl 3 7 G & o IX R G ok
Bt 73 7~ B4 - LA I A B s B AE A 2R R B AL X R 2% DY #B 3 B scFv 73 7 (Kipriyanov,
S. M. , 2% (1995)Human Antibodies and Hybridomass 6 :93-101) FIF|H Pt BRy& 3%, br
TCHERT C- R S H AR bR 1c A & M A Z WAL 1K scFv 23 (Kipriyanov, S. M. , 5§
(1994)Mol. Tmmunol. 31 :1047-1058) . HitAHR >, 11 Fab F1 F(ab’ ), Jy BA] i 2 B HL
PRI O, ) A i R S R A AL, 2l VE A se R TR I & o i B P, Bt
AR 73 RS B 43 7] LB AR v R B2 DNA BRIl 45

[0004]  BUALFTHIRI" 70 B EIXCRE A EBUAR " et A Lo RA AN FE s 7 M di ik
XK e B (B an e 73 1 B P A, F e M 455 P AR RME S5 4 A S,
S E AR SR RIPTR A S5 _EAH SSH X e, (HILEEA EANE SILEARMR BT RS R 4 &
FIBTR ) o T HL, 23 B XURE S DU T BE A EAS S A AT e sl / sidb 2= ot
[0005]  UBALFT RN hAHUA" Rfe TR HUE, L SR PUR N & FECZIUREY)
P2 BN o BT AEYE T E AT LA 0 AR A b B YR I E — el Azt
JR A PR FR R AT VAL

[o096]  BLALPTHI BN HsnlEdifk” RIgRACRAT AR B (At Bl 2/ HOR,
Al IFRE R Kohler FIMilstein 2509 7715, il 25 IR AT IR 73 Wb B HTAR ) o BRI, 12098 — 17
A HRIAC I BT RBURE S DT A B AR A 1 — et SR A B R s S PR B s B BT A

[0007]  FHZH" EAPIA" TR EHEAN K RIS BB B RIBUR, At s g N
18 E 4 M E AR IEBAARIE PR, B EA T EAIUEASCE S S DL, HEANT AR
TRk AR (Ban, D) B RPUA (200, Taylor, L.D., 5% (1992)
Nucl. Acids Res. 20 :6287-6295) m(rfi g, R BIHRG C B e BR R B 2R N P41 (ol
NG e BREE AR 41 ) oA 8 DNA PR A1) a4 il & R IA B 8 B piik . AT
AR RF) 045 Bk A 16, CDR- RS A IR AL BB A

[0098]  Rifr” AHufk” $ig HA N T BORIE T AP S e 3Rt 8w A2 X FIE JE X 3T
&, 2 L, Kabat 28 (See Kabat, 2% (1991) Sequences of protein of Immunological
Interest, Fifth Edition, U.S.Department of Health and Human Services, NIH
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Publication No.91-3242) . A B i i ABTAA ] LA FEAS th A Bl S0 3K B2 1 e 1) 2
SRR (40, HBEALEAS E RO SR N AR R AR 5 I NI EAR ) , a0 {E CDRs ARy
)42 CDR3,
[0099] AR BHRIEA NPT RA AIAR X, W n] e FE i T A PR e 2k 8 A 7 51 1948 2
X ( 2 I, Kabat, E. A. , 28 (1991) Sequences of protein of Immunological Interest,
Fifth Edition, U.S.Department of Health F1 Human Services, NIH Publication
No. 913242) o TEFE IS T7 S, XM ANk g T AT IRSMAEZL (BEUHAN 1g 75
HALB IS 2R N AR 5L ) BRI, AT A2 B B ARl VH AT VL RS AH OGN, B idk i) B 20
LA VH VL I 2 ZEBR P AN 2 RARAFAE T AP M R ra A P IFA) . ek e
(RSt Ty Ze XA EE A BT S e PR R 15 AL Bl ] 52 TRAR I 45 R
[0100]  RiE" [IERAR" fg— Ak, Horp— S uli A H A0 M AR 1) AN Frikzd SER ik
B FEER R ST FIAHN A R T B AR B AN BLAR I AR BE )7 41) 73 5l 55 VBASE
HAE T R FR e S ARG E LU A g (RIS ) e 4 o I 6T P SR 4 i 48 A
[F) 2 FE TR (A% 1 PR AV B SR, AR AEAS R I A BUA I ZE R IR B TR AN R P91 NBE 5T
I 8] 53 548 B 58 )R — 2 R ER I D REAE BUR 45 & b i B R s R PR L, AR 5 52 i
JIT 5 NPUARS I AT 2 R B AN B BFE AL s A A DU T o b 5 T8 B 5RAZ ) 2
TR BRI 5 e e I M R A FHE 5 58 P FAH W 20 RS B AH [F] I 2 2R TR A B
AICAORE , 452 B 5 M 341 b AU I N DA e A1) A0 Tt 5 i) 28 ZE IR 1A PR A 42
b 10, 1% 12 D2 FERR A RS E k1. IR 5AL ] e HIRAE DU AL AT B o
[o101]  RiE" GHUA" Te &K 8 — A E M n] 22 X FE AR B 5 — M 1E
JE DX FI PR, 40 BB BE W] A2 X 5 A TEE AR Ptk
[0102]  Ri&E" CDR- BHEMBLIA" $REEK A — DR ERERE WAL X P, (2 o Ve
1/ B VL I — B AN CDR Xt 5 —Fh ) CDR 740 B AR I B AA, 491t BLAT B e A e e
AAZ X, AH I — AN B2 AN B CDR (1141, CDR3) 4 A CDR J3> 41 T AR RIFTAK o
[0103]  ARiE" AEITUA" Fat R BAEARY (1, N L) I ERIFRER] 42 X P41, (5
v VH I/ 8ROV JR o 28 20— 8 3 4l O A B “RAL T N7, RIS AR A] A2 X 7 41) 52 AR
PR . NI —Fh A2 CDR- BAE P, Jorps A CDR J7 415 | AZI4EA VH I
VL 4 A ACAH AL HE A CDR J 471 6
[0104]  — Rl & HLARSE G 3l ) 24 B U7 v a0 3R i M B A A5 4R . AL BT IR TR 7 3R
[ BT A AEHR 7 Fig — ROl IS, LA i A I A 4 A Sk 25 T A i 1 9 PR TR X, 49 e )
H BIAcore £%; (Pharmacia Biosensor AB, Uppsala, Sweden fH Piscataway, NJ) 7] 34T
SN A A0 S AR AR T 08T, B R0iR S5 W JOnsson, U. » 25 (1993) Ann. Biol.
Clin. 51 :19-26 ; J(“)I‘lSSOIl, U., %% (1991)Biotechniques 11 :620-627 ;Johnsson, B. , %%
(1995) J. Mo1. Recognit. 8 :125-131 ;and Johnnson, B. , etal. (1991)Anal.Biocllem. 198 :
268-277,
[0105]  JBRALFTFHEIARTE " K" ZFEHURNBUER / TURSESW P e R B i S s A
[0106]  BLALFT FHEIARTE " Kd” 238 E Pk — Plsom BAEH i B 4.
[0107]  HI EaR 58 1T #8555 o Jir 38 Y AN ] 8 o) 28 Bt A4 18 077 V2 1 8 A 5 B AR 00 e 1 e
19
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1A o AR S B R U S A4 AT B e 5o A R AT ) B ARG (KT, T M, A & B 1)
U S BT SR IR A EA T TL-1 o 1 TL- B fIH0AAR, LT XU Sk s, 48] 4 T
FESZHER) 1-4 PRER 1R R PR & o SoAh T N A AR B 45 04 _EAH DG BT IR AL 6,
{HASBR T caspase SRR, 40 BB IR 1 50, 40 TL-1 Kigme i (i, 1L-1/11-18) , TNF
FER A (ltn, TNFa /INFB), IL-6 A, THhE, TCF B FIER A, EGF SR 7
FGF X B 57t » PDGF ZK I M A, VEGE XM I, I T % (Angiopoietin) FKIEHLL,
ERGR A, W RE AR (&8 EARE) , Mg 72 KKk, Bl 1L-1- 32K R 7
TNF- SZORSK IR TGF B 2 AR I » BGF 52 R S i 1 » FGF 52 AR S B 572 » PDGF 57 4
FIRM L » VEGF SZAR SRR R AU A TE 3% (Angiopoietin) A2 KSR 7 o

[0108] AR BH M AURE S MEHU AT RIS AT 85 A PN A FIEE5 ) B4 SRbi RS
Al 254 E M, 80 BTIR I X0UCRs R P LR e 5 BRI BTR Z — 45 &, (A 5 AR K PR
FHEL, XF EIR P FE PR A etk . AU S MBI iR S5 Ry EAR S i3T5 DL R
S5oF A 2 BT IR I 45 B T P R F Bt (X A 4 G 38 52 , 140 ELTSA 8% BIAcore REGHEAT
VAL o AR IEHE, BTRPUANTFEAR E BIPTR I Kd SHUANT S50 EASC BT Kd 0 LR R
My 3, EARIERL, FTIR LR 2D 5, EALEH, ATk tb &R 2 /00 10, s BRI, frid
L % /b 50, 100, 200, 300, 400, 500,600, 700, 800, 900 5% 1000.

[0109] 7 SR T, T 5edh & LR R 2K PR g R fln, 5 5 s
SEARACEEE A, WK T 5%, FARIEIR T 3% ML LN 0. 1-1 %, s 5 A8 S v ik
BONRE e g A 2 mK PSS G, w1 1%, SEARIE R T 3%, AL A T 5 % ARk =
T 10% . T340, ARZEH, EF T REHT IR F0UCR R BRI 1050 #21r T-45 2 A s BT R i
EDg S0

[0110] Ik Hb 458 A% K BH (9 XCRE S MR P A, BRILPUIR 45 G380 0 2 X S 45 4 10—, 11
HEWAPUR A BT o7 94563 0240 () T s 2 A AR AR 25, 12 M 2 8%, s R RS 1 ) 4
U, Pl R XU S Pk AR, B 70 55 — AN BRI P S 45 1) AR DG BT I LA b = T o [
FLHR I E ()R IR kogp R BAHEE A5 Ko R EN 0. 1s™ BUEAR, FAIE ke 5N
1x107 BRI, BARIE koo R HECY 1x107°s™ SHAR, SEALIE ke SR HCN 1x10 %™
SRR, BUEARIE Ko R HON 1x107°s ™ BUHAK . PR, 50T B bt , XURe S MBI,
S Ay AT LU R IR TC,, 30—, PRIE P A G54 EAHSCIOBUR IS 1, 1C, A 1x10°M 55
6, AL 1C5 A 1x10M BEEA, SEARIE 1C5 A 1x10°M BREAR, BEALIE 1C;, Ky 1x10°M 85
K, SEARIE 1Cs A7 1x10-1M B SEAG, sSEARIE 1C,, by 1x10-11IM SR, fREHE, 1C,, V>4 H
R 2E S0 T2, FEFTIR TSI H, 1C,, {EM M8 T-HUR A ED50 {H .

[0111] AR EEE 29G4, oA 5 AR B BRURE S b ik, sl Lt R 25 430 2 Fl
2y LR AR . AR S G T — 0 A5 2 b — R a7 R, )
— ik 2 PR P I BRI, I A A BT I 4 SRy R B R T i e . 1
U, TR KR S DU S TL- o R IL-B g5 40, AR g al & al itt—%
AL — Pk AT A, EFTIR R T IL-1 BvE MR FE

[0112] AR BHIPUARIPUA - AT FHFAE S T2 R WA st . g,
FT iR 27 A G ) S AR B DU BT 73 R 2 2% bl ez Ik . eab T IR 255
RIS R T AR AT R B A R R, 2 BN T B, BB RN LI ), SEB
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SEIR WSO GR S A 2 AT AR BRGR o 2455 EnT 2 R R i 04, — APl 2 Rk, £
T, BEIR ER S, A, o, SESE, LB G . fEF 210500, Atk el
G RFEEBH, G0, B, R OB, Wt g, AR, sRSAL Y. 2577 bR I EUA ]
0 A FE R R S B4 o, 491 an i v LA T, B R B bR, AT I i B A BB A
53 B RAF BT o

[01138] AR BHEIBUARFIGUAR — i 0ml HANE G TAEmE 2 a-a9h . ik,
PrRBR BT — 355 & B 0. 1250mg/ml FUARTI ATV E S BT IR B mT v s v mT AV
PR T 8 T 8 S IEFT Ko BRI HI, 2 R B I e e B S b o 2 vT LA
2 L- A (1-50mM) , FEARfK 2 5-10mM, pH 5.0 3] 7. 0 ( BAE 2 pH 6. 0) o HAth- 5151
G EL S, (AR T HE IR SN, AT TR, W IR B B IR 1« AL BT 71 0-300mM ( ZRAR K
& 150mM VR AT BT ) MR EEE RN A T OO 3 Bt TR T e mT DA
EHUER, EERE 0-10% FIEERE (FRAEKIZ 0.5-1. 0% ) o A3 B H0IE FIA0LF5 i 5 b
FFUBE . TR E I A n] LARE IR, 322002 1-10% HEephnE (AR ZE 2-14% ) .
TEF AR T 5f B e vl LA B Ao ), 2052 1-50mM L- Fmiaie (AR 2
5-10mM) o H A id I A AL HS H 2088, RS 282, W L 0-0. 05 % [ 5% (L AL IR R —80 ( ZHAR K]
& 0.005-0. 01% ) HIB. HoAt 52 i M ARG (EAS R T2 (L AL IR IS 20 F1 BRU K [H1 7%
PEFH.

[0114]  AKRFAAED AT LR Z PN HAFREI W, WA, 2 AR A s =g
A ARSI (A9 G, T3 S AR FIAN B AL BRI ) 9 BRR BRCRE 51 3510, AL, K 3fl, i oA
AT o Puade ity 77 AT H 77 AHa T 3% . SO R ARIE 20 & ) AT VRS IR BANE AL
FRIVEE VR, 49 2 R e SR AL T FH At B A4 G NIEAT B h S 2 A5 o ik i i FH B 202 HE
TE ) (BRI N, B2 IERE P, LY ) o ZEDUEE RS0 77 22, BT il e A4ae ook i ik vy
NBGESTA o 785 —IRIE B S 7 22, BT a0 B2 R RS

[0115]  JRy7 -G IR TG 200k K AR E R A 5 IR FRE . iR A&
[0 B P VR Tk FLAGAE S 23 BGR, IR A, BRI Sl & T R iRk A P 450 . o
TR T N 7 R BT TR R S PR A Y (BRI, PR B TR A ) SR LK
BNAH — P EUHA S 1) IR R B, ARG iR . — B E AL S S TR A
PREEE DL 28 20 8O0, Il (R 804 A5 M 23 B/ R bk 47) 28 () 0 At P 75 1 70 4 T
B/ RS w7 N - N < | R e - o R TR T v e 1 -y By ol R Y I i S SRS
TG THEAL 73 R A, BLRCOR B TG 0 B e i S LAt B T T B N 73 o PT ARSI IR 1 24
BN, A e] LA FH AL, G O EE e, AT BN I OL DR B BT R ERURL K /) DA R R AR
Ty P o AT T o 7 P A 2H A 0 S T S SR R AT PR R 5 48] — i T 1R R B e DA B K]
T ST AL AR

[o116] AR BHRIBUIARFIUA — 32 ml Ll 2 F0 O o7 A, RYE X F 21697 N
FHT S PRt i e / 7 X0 BB 5, wf ik P v S s N o ARG AR 572 ] DL PR A
)2 BT I ()it s A2 A/ s 07 AR BT 7 45 R 8 o A8 — € I SEE 7 =, Brads i 14k
G SR —EH S Frid P ECE T RS Bl &, A2 A 2 T SR i, 1 anm]
PR R TR T, LG BN, 3 B W), AR AR ORI R S, AT e kAT AR P
AR, VR A, B W CIG ISR 0 (ethylene vinyl acetate), BEFIE, L
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fE g (polyglycolic acid), &, BIAERAE (polyorthoesters), FIEEFLEE (polylactic
acid) o VF 2 il 48 IR L0 B 5 V2 OO T A 8O AU CL TR, 2 DL 4, Sustained Al
Controlled Release Drug Delivery Systems, J.R. Robinson, ed. ,Marcel Dekker, Inc.,
New York, 1978,

[0117]  {E— @ HISEHETT 270, A BRI BT A BT A8 23 7T BL I Skt A 48] an 00 1 1k A
BB R I 2R . TR &4 CRIE e 47y, i R 000 ) AR el sl Ak
Fe RIS, I 4 A IR E A N2 B H R o T DIRA Y7 i i 4
E AT SWOER — S, LART R ), IR 5, BER), 3, TR, s, B R oK AR
FRER AT . # CABR AR E 2 S @A i A R B IR A0 & 4, W =5 EE B 1 kA &
WK E W) A, 55 B b iR AL & ) KT A S R

[o118]  FrRk 0G4 i v] LA BB BT EAL & W) . A5 BISE T S, AR BTt
WRERGTUAATR 73 5 — i sl 22 A AR a7 1m0 3k RIEC AT/ sk R AT S Bk 3L Ad v 7k
FEXS TL-1 3G X AT FH I m AT A Mo i, AR BIIST -1-a /TL-1 8 XKy
DU, BEGTATR 2> AT b — sl 2 M o0 ) 5 SCA R O A A i pTiAR (lan, S LA
AR 555 B el S 4 jo R i o PSS S BpiiA ) SERIBCE R/ SR . i BA
R — el 2 Frpi it a] DL A el R LB IR BRI GRS S » XM S G
I R AL AE TR DU AR i va o7 120, AT e G T RT Be R 1 By 22 Bl B — VR AR G
HIEZ 2 EH

[o119]  IV. UK 5 MBI Y

[0120] 2T EATTHA S F RMEEH FAH S I BT R AH 45 & 188 1, A BTRIRURE 5+
PEGTAR, SRy m T B R S e 2 23 B 73 48 2 kg G A e W B XS (ELISA) 5 J8UH 4
Fe oyt (RIA) B LA e e A AL ] TR AT — BT A IR 2 s (A nee LA i
THERIMIR ) o AR WS AT I A= P i b B HUR 07 3, TR AE TR AR
AR W AT R S U BT I T R SUR S R HTAR, BT ORI A TR AR R Ak, A I 5 i S 6
HRBUE CERPUEER ), ARG G CERPUAER 3 ) » B A I Bk A s o 1) Ik
PR o BTl P F AT i) BUdAT BB R bR, DME TR 455 sk g5 S hiik. &
TSR] R A B 2 A, 1B SR, SO, KOG ORSUR R . i R
TESE, BRI A AL YIBE, W REIREE, B - FFLAE N, BRGNS IE R RS
GO FRFEREDAEMRED / EWENSUERRED /AR S ERTO R
#l ARG - BEFER, JOLER, FOCRFMEIREL, SR B, R SRR TOLER,
FHEBER BRI O s RICY I T 0046 3— 84028 — T BRI s & 18 IO R i
,Tﬁ”?@?ﬁ 1125’ 1131,358 ﬁ SHO

[0121] R X HUARBEAT AR 0 B AR, FE AT A4 BbR ac B AR AE BT SR ) O Ik Bt i
S AR 10 SRR 5 PE ST A T I 58 4 S B 70 M7 5 AE A A T 3 BT O B AT 10 . A
K—1RE ™, Ik A RE f S AR 0 B PRAEDT R AT IR B XU e M BT R AR & 6, 102 S AE
PR IPUAAR S & bR id KA EDUR B o 72 PTIR AEPIFE i P PR B 2 A S HEPR I Pt
AR S G PR G BIPRAEDT R A RS EE

[0122]  FEARIERYSEHE T 28, Frid 50U S MG AR 7 1t 00 TL-1 o R IL- B FHRTIA
R 77 A TL-1 « F/ B IL-B o HHI, A% Bt — D P HEAS I A= A i R AL 21
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(%) IL-a B¢ IL-B W73, AR MEE S A [L-a B0 IL-B BAEMFEMEBEH R S A
R B IOBURE S R PO AR, BRI 45 630 0 AR Ak, S D0 B AR e B ZR P 1 TL- a0 8.
IL-B o Pk AEYIRE SR CLZ, S an AR SN RE i, 4 B 2 2R B ARV v (0 i v, 1fn 2%
PR MRS ) o 1t HL, TR0 A 4L 2T DA i 6 T 32 3R 3 IR P IR RE &, 0 i ok i 2L 2R AR P
G TSR (o, R A ARIC I BT ) o

[0123] AR BRS¢ bR v] T2 W B 6. 76— NS b, AR R B IS ik
T ARSMS WSS, 49 QS A A PR 1 52 56 2 3 50 sl AEAS T A PR I ARAER S (care
test) o CVENT N HPUARR A SMAE 145 ELISAs, RIAs, Western EJF%E ., 1F X —5LjitE
T E R, AR R TR 2 WS, B Wk N kG R 5 . 49 W BTR BT A REAE A N
S B TSI B TR i, B bR e bR T 525, I BLTR AR e B AR ] 7E AR
PRSI, E 1 ] DAIEAT AR Y % o

[0124]  ARBAF RS IRA TL-1 o F1IL-B MIXCRE SRS B 28 B R 1L- o
/B 1L B, B AE 2 Bl JRESm AHLRE AL, LA L B R BB E R X T
SRR AHLRE LR, AR UIIHL -1L-1 « /IL- B XU SRR TT LISl B 1 H T
AT REIR BT B R i ik (R ) Va7 R igms / HRe il il 1L-1 35 e H
A FEA R, LU T4 8

[0125] AR B I XURE S R PL AR MPLARES 73, DRIk, BEAE RSN R 44 P i AL BT 55 & 1B
Ji o BRI AR 2 B R IR P AR R T4 38 43 ] T4 i) B S (3, 48 0 60, 658 BT iR i S 1)
MM RE TR, LR A RS AR I BUAAR BAE PR A2 iR B FL 3. fE—
NS T ZE A, A BH AR L PI B S M 1) 5323, %07 VR AR AT TR BUR 5 AR BH I XK
S DU BGTAARS 73 A B ik, LUAT BT IR PR 0 M52 BP0 o AEORIE IR S 77 S, B XL
R Pk IL-1a F1IL-B MG, PR 7kl 1L-1« F1/ B0 IL-1 8 SXUR =1
Uik, s AR LS G rT AN TL-1 « F0/ 8E IL-B BU3EPE. BTy IL-1a F1 /8L IL-1 8
W PERT A2 BIH0), B A0TEAAR SN o U, FES A B SE S IL-1a R/ BUIL-1 8 (M40 ks
FEPH, AR B PR BT RSS2 mT LA I3 55 25 58 A LA 72 A 1 1L-1a Fi1 / 8-
IL-1B M. S8, rT ATEZ iR R NP0 TL-1« F0 / B8 IL-1 8 [Pk

[0126]  7E X — S )7 S, Ak B ER AL 52 1K TR U R g T ) 72, TR I 52 1A R
AR EARPURESL P HA FE N . AR FIRAEEIE A Pm 2l P hURE
YR 7515 127 AR N 52 3R 3 Tt FH AR R B R OUCRE e BT AR BB A4t 4, AT A 52 183
PRS2 BIFDH] . PLikth, PrlRdi 5o APUR, Frid 528 & A . AR IPUART LA
7 B i AR 3 . i BAR B PR n] DU 3R A B yuiAn] DL B H i
Z A PR BIAE N FLSEUE A N BB HE NI FLah . X T a4, ik
(R B PARI n] FHF PR A% R B BRI va T 7 R () A 38 7] B 0t P ) I () 72 )
[0127]  {RieHh, Prik WU S d iR LS & IL-1a F IL- B, JRR G722 rh 3050 g
YRR R AE SR R A TL-1 & PR 538, WS A TL-1 S e h R B E R
W S2 R # . AT EIMARTE " IL-1 3G P RE S EH R " fe R TR I%E
TR E RE AL, EEA AR 2R E PR -1 (AR TL-1a 1 IL-B) sk
MRBEAE 5 BT IR B B AH G, B 2 5 I R A A G I R R . BRI, 6T TL-1 9
MR AR B 0m, I TL-1 s e (BRI, Th-1a R IL-18 Z—8f& ) A HE T
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IERAN / B R ERE o X W] B R IR E B, 0, B AT e K 52 R 3 1 AR i
P TL-1 R BE T (BN, 28 (W MLV, ML, TR S AL TL-1 W BT &) HonT |, 9 0
RGBT -TL-1 HAE I

[0128]  TL-1 756045 G0 55 F1 98 9 PR 22 (1) 22 Bl i B AH DG B 2 p R G B E o IR
P EL R (AN BR T 28 RO G T15 K,  C715 98, AMFE B M OCTTY %, Lyme K75 48, 4 RO K
TG, ONPE I 98, BAECTT, RAM A BRI, o B B, Bt TS 9%, RE W
I 5 M 5 B MR PR R, FOARIR 2, Wy, AR 38 s I PR 5 » 2 2 ik, i iz 5 iz 9%, B R4
PUIE E 0, 25 B BAHHE R N, 528 B B A AR O [0 S0k slohe Pk 9 5 0 , 45700, B KR A
TEAY, BOR i A PRI, Kawasaki 5, Grave 9, AR50 S5 500, 18 0% 57 45500, HEIRIE
PE TR ZE I, a7 — 2R SRIBEAE , SOWL B IKE R R RS B PRI R, AR AR, kEE AR v, TR
IRFCEREIE, MREF E5G0E , 203 0L, A e PR 50 » 7 A2 HOWT , SRAT T S Bz i P 250, S TR
UM HE 2, A2 MR SRR, T4 AR S, T 7R 22 BRos » v XU, 2R EC AR, s ifi PR 3 1, S ik
JHIEg , o0 ) 32t O LA ZE, BTk AR » (8 A 1 T 20 22 IR P R 11 28 22 R ol B, Tl 85 P IR 4R
iE, N (2R DRI R MR AE, WA, BESTS, I3 s 8 BF 1 219 » 1998 » SREARr 2K B »
A B2 I T Ttz PR AR G546 015, I TE I %8 (enteropathic synovitis), &K JRAE, HE
IRAR G B AN vb 1) PR AH QI 15, 8 ME S 1% 00715, SRR / sk ii4k, 5 57
N, H B G35 i 18 MR, TR IHHIR I, R, Btk TgA 59 (linear
IgA disease), 5 Gz 5 ML B2 0L, 2 48 40 BH P s afn 1 22 1, SRAS PRSP 32 00, 4y ik
LI, DR & /Royal Free Disease, 181 Bz RS AR 22 1 BE , 40 O PR B Tk %, IR
REMAIEIF R (primary sclerosing hepatitis), BRI H 5 S5 K, 345 1 5 2 6k
R 953 23 B, ZRAT T H R R e A D 5 TR M 98, FE AR 4 G B 5 By (common varied
immunodeficiency) (FLA R AR I Py AR e Bk g a2 ), ik L LW, LA E
i, GY S 5T, O 5 Th e SRR, £T A o (I 0 , B T £ A Ml 98, 980E Jim 1R TA) o
ffi%eii (postinflammatory interstitial lung disease), [A)JFfili4, 54540 40 2095 4H
I (149 TR JS il 08 0 9 » Y A 45 445 L 2500 9 R % 0 I 38 5 » 4 A8 A A X 1 1) J i » 288 X
I3 T S AH IR [R) ST 9 5 22 40 Pk 20 AR AH OC R Bt 8 5 » S L 9%/ 22 JUL 98 AH 5% 1 il 340
P, SjOGrensii A s , 8 LAY 26 K S (05 » A 6 R 1 M Mtk
I3 O Bk LB 22 DU I AH QI I 5 950 » 29900055 3 10 Tm) JT el s 0 » e ST 4 i A, P 26
B R AR PR IR M 28, YA T 40 P32 008 110 ol 8 3 » S S TR JB 0 2 9 » e AU DG 1T 48
B RBEMHRR, TR A SRR (AR A 8RB e RER ), 118 54
B2 (P -LKM BLIARFR ), A Sz SRR, B BP0 & 2B KB E, R
FMRALREIRIR , 545 B AAH G BME e e, 5 28 B RS AR A OC IR 18 M S e 50 , o K1Y
Wi WA B IR 8, T 8944 fefig, 11 8944 jedad, B R 1% leucopaenia, H & Szt it
H 40 e sa 2 DE , "B 9 NOS, "B /NEREF %8 (glomerulonephritides) , B4 vasulitis, 3€
U, BORABEAIE, B RIIBINOS HEMEAT K6 7 B B s, 2 R MWL (FrawR) , a2
SRR 58, i B0y ik v T HS S 4k R Pt S 4R ZH 2395499 (pulmonary hypertension secondary to
connective tissue disease), BRI FRERAE, 4517 3 iR R I 2R B0, SubE
PR, 28 KR R ME 28, B B, Rk ffi{k, Sjorgren LRGE, M K / shllk &, H
B G /MO, B &ML /MEORE, B B Sz R, TR BRAILRE To Rk, 35 R R i B
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B Gz (1) R IR LEE kiR (Hashimoto 5 ) » ZEHA 1) H B Ho 5 R I D Re vskaR , )3 IRRG
A, @ RARIR (53 2 2, W1 4519 S 28, EVBAL, AP R ge i (4 an, AR,
FEA AR ZE, PR SRER FO , T AR RESS ) » SRR % , FAJTE o R o A BH I AL
A R LU 23 P TR T B S e 5 B N AR UK 5 200E , 046 28 KR i TS
MER , LA N, H & e B R, B & IR 3 2 58

[0120]  fLidktth, A A IL-a BE /IL- B BUREF PRSI EUR - 25680 H TihyT R
AR DT 985 5 27 RV » 22 R PR A, , T Bty 32 0RO 0 0 P » B R e N 2 B e

[0130] AR IL-1a /IL-B XURE F P Puk, sbiiREs o0 thnl LA — el 2 Fo 97
H B G35 F1 9 M A FH B He A v 7 1855 — A i

[0131] AR BHRIPUAR B BT IR 45 G50 2 ml DL, tm] DS Ay 7 i FAH 454 LAIA
J7 IR . N BRAE AN B PR s B R 2 0 43 T DLER g A A T DL A )R
), B G 7 R S G A8, ARSI B AN 52 AT DURR AR G 5 S 1R 8 Bk () B k). 45
W1, B i BRI mT A AU AN B AR & B BT AR B i o7 B9 v B L RE 2R LA A
TBIT IR o PTIR BB AR T LU BRI T Bk v 7 1S W i e Tk R, 0, e 2
YR R

[0132] IRV A PRAF I 2B 3 R A R BTG [ N A & 2 40 0 a1 TAHN B A S . T
ARG 2 A T AT U, ANEAEFTIREEH o TEAA R — 5 M Prid A& v LU A
R BIPUARRN AR D —Fhik 3 @R AT Bl 4 A v] DAL & 2 R —Fh B sl . 490,
WL T B R 20 Be A AT A AH DG 1 Zh g 0 mT A 25 PR A sl = B I g5

[0133]  ARIERIZH G A2 AR [ BEPT R AE 254, thfis NSAIDS HALHE AL T A% 25 Al COX-2 1]
HIFNERI 254 0 HABAIE IR 205 R A A TR JE AR 11 B2 0 SR [ i s FH 288 [ e 2 e 0y |l A
ALIE R 7 AR B B, BEPE 5 AR BB PT —TL-1 PO LA X0 N AT 6 97 I 32 ek
D PR R B EE R 5 AR B B PUAR BUBUAREE 0 AH 455 VR T 28 IR G719 R IR T 1t
TR E R 1) MR 491 -8 40 B PR FD BT — RAEZiY (CSATDs) s N4 F BB K
Rl IR sk ds i, 49 r, TNF, LT, 1L-2, IL6, IL-7, IL-8, IL-12, IL-15, IL-16, IL-18,
EMAP-1T, GM-CSF, FGF, 1 PDGF . A Jx BB HHT R 45 43040 1T 5 71 18 1 4 fe e 1 7+
F4E4, i D2, CD3, CD4, CD8, CD25, CD28, CD30, CD40, CD45, CD69, CDSO (B7. 1) , CD86 (B7. 2),
CD90, Bk H AL FE (gp39 B CD40L) .

[0134] DLk va YT EGRIAL-G W T 5 B G e () 005 8 ROE GBI AN [R] R s DLk iy 9+ 4,
¥ INF 35504, Wik A AL BN TNF 44, D2E7, (PCTPublication No. WO 97/29131),
CA2 (Remicade) , CDP 571, CDP 870, % }1 £ it FI n] ¥ 1¥) p55 8¢ p75 TNF 5244 K HAr =4
(p75TNFR1gG (Enbrel) B p55TNFR1gG (Lenercept) , K1 TNF (X % AL/ (TACE) 51 ; 2510l
M, TL-1 HIF) (TL-1- & ALREHEIF], TL-1 RA 25 ) Wi FAH R R F A /e . Soqd AR
EAEESE IL 1. FARIERAE AT T, i T a5 IL-1 DRe— 3 B 5 7
PN R BER R SRR IE I 2 TL-12 1/ 8 TL-18 F5H1H), fdE IL-12 A1 / 8 IL-18 Frfk
BRIV TL-12 F1 / B 1L-18 524K, B IL-12 1 / 8% IL-18 &4 & . K IL-12 fl
IL-18 HAMHESHA X A DIRE, 50 & FEDUN 45 7] Bl i R0 o 7 — IRk 4l &
SEAEFEIITI T -CD4 JHIF . 5 — IR A A B RE I RIEO&R 1S CD8O (B7. 1) B CD86 (B7. 2)
IFEHIH, AR, Al 2 R sdE BB
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[0135] AR BHIIPUARBRILHL R S5 A3 70 i nT DL R R5R 45 &, 9 oz R e ng, 6-MP, B
PYENSEe BNRU G NI E , 65— K IR, (R EUK IR T/ A, T8, SRR (U
PRI TR ) 5 Bt PEREERS, cochicine, B RO I ( FUIR, WANFRERESS ), B -2 B EIRS2 1k
BshH) (U] Il R A AR, YR 2 ) , i (RO, 2z ek ) , (U H IR #h, ZRE2 F0K,
PR e B, 2 TS BT FE i R0 £ 2 Bk, PR PR 3%, FKB06, BN A7 25, I R 4R 1e, oK
WOKNHE, NSAIDs, 40, A& 55, [ S5 S [ B4 an S A 0k JE A2, 1ol 1 — IS i 400 0551, ] £
FABNF, BTSRRI, RMAHI 50, B b i 22 (03500, P B3R ik R IR iy 2 E
LA 7T 015 5454, IR 4 Mol 749 40 TNFa 58 1L-1 (540 IRAK, NIK, IKK, p38 B MAP
FABEAMEIF) ) » TL- B HALEEHDHIF, TNFoc FALBE (TACE) HPi55), T— 40 M (e 5 A& S i),
AR5 <68 S RN I, KA IR SRR I ML IE , Bt PARPEE S, 6— ST SENEENS, I A8 %
5K Z ARG RIFR] , W 1k 40 e ER - S2 A S HLART AR (] s %k p55b B p75 TINF 5244 K
HATAY) pT5TNFRI G (Enbrel F1 p55TNFRIGG (Lenercept) ) , sIL-1RI, sSIL-1RIT, s1L-6R) F
BLRIEA MR ()l IL-4, TL10, TL-11, TL-13 Fil TGFss) o I (2044035 2 B i s
R, X6 T 45 ™ IR 288 RV 0 O T R AL FE I M TR 32

[0136] AR BN HLARBBTARH 73 1T 5 2 456 BIVR T 2808 T 5 s v 77 3R ) Al PR a2 1 1)
B FELHE AT S R AR B BRI B IR R, KRR R AL brE 22k
KGR L 16— FRFLNERS T e naind i s B4, & B )57 smesalamine s Bybhy s 5 LAY
B PUAAT) s IMARGEIDHIFR) s TL-1 ZAFEDUR Pt -1L-1 B P EHUAE sl —1L-6 F oz
P AR 7 5 R A B R spyridiny 1- BRMAL-S4 ; HoAh A 40 i bR s AR KA
TIPS PLH, i, TNE, LT, 1L-2, 1L-6, 1L-7, IL-8, IL-12, IL-15, IL-16, IL-18,
EMAP-TT,GM CSF, FGF, Fll PDGF . A& BH (R HT A4 n] 55 4H B 3 1 43 ¥, 451 4 €D2, CD3, CD4, CD8,
CD25, CD28, CD30, CD40, CD45, CD69, CDIO BREATIHKIECIE BRI L: &0 A K B KIHTIARE
HHURG G v 5 NS &, 4] a0z RS, SRR 22, FK506, B N8 2%, 229 1R
SRR v, RBOKRE, NSAIDs, 40, A 55, B2 S A B, 49 i A ik JE AR , IR — R i
71, BRI BN, P R, ARSI EIF), B B 250, Frds i o AR BT 2R 4 i
KT 5 A5, Tl I 4n i K750 40 TNF (X 5 1L-1 8 #1201 TRAK, NIK, KK, p38 &k MAP
PABEAMEIFR) ), TL-1 8 AL ALBEINHIF], TNF a FHALEEHDHIF], T— 40 M5 5 A5 554 i
B F0 I, <28 T N BEPD IR, 2K R AR R L LW , Bt PENEERS, 6— SRIENENS, I Bk 4%
AT IR, T 40 L R 52 A S AT AR (I UmT s 16 p55 B p75 TNF 5244, sIL-1RI,
sIL-1RIT, sIL-6R) FHHT A AE HI40 BRI+ (fFlan TL-4, TL-10, IL-11, IL-13 FITGF B ) .
[0137]  PLikHhyfyy ve 2 B HACR BBt R sl L Hi i 75 fig 5 2 456 il ) A 45
TNF 55057, 45040, Hi ~INF ik, D2E7 (PCT Publication No. WO 97/29131),CA2 (Remicade),
CDP 571, TNFR-Ig #%{&, (p75TNFRIgG (Enbrel) F p55TNFRIgG (Lenercept)) 1 il 51 1
PDE4 #il51. ifd, siILHUIR G5 G807 7 55 B B [ W 45 5, 41 4, AT Hb 2= 2R AT b S8 KA
AR B PR B U R &5 63001, e v 5 RS A, B a0 K B 8 U L L RE , 5- X2
LKA R A B bRz s, BT il 155 W] P i 2OhE 40 L R, 49 40 TL-1, 15 sl /R, 9 4,
1L- B HAUBEAN R TL-1ra. AR PRPUASHIR ST G e n] LIS T 40 /5 51550
FHIF 5 451 1, P 2 PR BB 1177 6— BRGNS o AR B BT A B bR & &0 vl 5 TL-11
S
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[o138]  HEFRIVERI 16T 2 R B A] 5 A A B BBk sl BT e 3 7 AH 455 1136 97 1K
FVELHE « f B [ s S AR JE R s IR SR AR 0 B MRG0 S BRI I s IR R 2% s 2 P
MENS 54— G FEMEnE L e E s TH0F — B la(Avonex ;Biogen) ; T4 % — B 1b (Betaseron ;
Chiron/Berlex) ;Copolymer 1 (Cop-—1 ;Copaxone ;Teva Pharmaceutical Industries,
Inc.) ;& HRIK N I S BREE 1 selabribine s Hofth A48 o PR B AR KPR I B A4 B8R
F59i5), @, TNE, LT, 1L-2, IL-6, 1L-7, IL-8, IL-12, IL-15, IL-16, IL-18, EMAP-11, GMCSF,
FGF, 1 PDGF o A< 7 BH IR B BT IR 45530 40 7T 5 4l e % 1 43+, 491 4 €D2, CD3, CD4, CD8,
CD25, CD28, CD30, CD40, CD45, CD6E9, CDSO, CD86, CDIO BY Hifit FE(IHT A 454 o

[0139] AR BB s L BT IR 45 A3 7 b vl 5 T IR R0 AH 45 A, 9] T, P e 8, AR
%, FK506, 5 A% 3%, B M IR AR 5o, SR UK RE, NSAIDs, 9l i1, At 25, COX—2 HHilFH), Kz
SRS W, ) N AR IR B AL, T R — IR R R, ISR, P AR T R, RS I,
B R R BRI, FTIA RGN IE ok R R 4 M R T S A S, P 48 i ERL 491 Gn TNF (X Bk
IL-1 (54 TRAK, NIK, IKK, p38 Bl MAP g5 ), IL- B ALBEHHIGR, TACE #PilsH,
T— 41 B A5 5 A S i 57), 491 n J e w50, 4 2 1 RS0, 7K A% TR A8 AUt e L e , ot e
WS, 6 SRIENENG , /8 B IR Z A5 AR D7), Pl Mg B PR 52 A4 S LT A4 (49l m] ¥
PEp55 8% p75 TNF 524K, sIL-1RI, sIL-1RI1, sIL-6R) FIHT 4 5E40 bR+ (ot 1L-4, IL-10,
IL-13 FTTGF B ) »

[0140]  PLIEIRIGIT 2 MR Hn] 5 4% % I B Pe iR s B IR 25 630 70 AH 455 1116 97 1R
FIEFETILE - B , 1, TENB la F1 IFN B 1b scopaxone, ¢ 525 |, TL—1 315, TNE )
Hill371), F11 CD40 BeARAI CDSO [KPTiA.

[0141]1 AR MU EWiEn] AR WA 8" 8" MPiaEn” Ax W
PR By 7 MR ARG TR IE B P RF aIT OUR AR R R I (R B
BEN I BILRR o FrRBUARBET AR 73 A TT A8 8w AR I8 R = A [ 49 A A
TR, AE WS, PERFN &, DL IR I B AR BChT A 43 78 B il A R v 5 | B w3 .25 1) R
To WGITAME W TR ARSI 2 A s By RO T A FH AR 7 T
BraRcE " Fa I8 2 s I AR, 750 R AT 75 I AT B N I s IS 28R o 7 3l
FH T S2RE H  FH IC T 711) B RE A A P o 50 1) - S BN T 52 183 P BA TR
B s B LR TT AR EK .

[o142] W] LA EEH & 7 52 LLA B BRAR K B /3 NV 8 (9l , Y7 sy R 25 ) o 91 ] DL AR
RS R ALt AT BL— BN TA) P9 LA 23 w50 5 2 it FH 5 B30 P s 16 51 s mT LIAR RV o7
RSP a7~ B BB Pk Rl Le A s/ D B Tn . 31X A B T BRI SR e B B E B iE
AP UL R it H IE 5 o B & . A By KR & S o T g A 2 EANIESL I ociE &
TAEN I T2 A AL R A ) & oo B g B At E U 5 24
BRA K BEIT RS E Y o AR5 & 50 IS 2 PR T I BB T« (a)
T IR T T A S P R B R I R T B0 B R 3R 57 PR 28R, F (b) A iR iG AL SR &
ARG ST R AR AU A BT [ A PR o

[0143]  JRyuPEHE, A% B BT BLET AR 40 016 7 A R BT A 280 1 AR PR & T e
[l 2 0. 1-20mg/kg, BEALIE 1-10mg/ kg o {E A B IR A2 T AR Y50 2 (1 R BEAK i ads 248 2R iy 22
RS B 55 B P BV TR T AN Ao SE N Y TR IR A R TR RS S 1 52 10, Y A 1K
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AR ) T B R i )R 7 48, il P B 4 I AR 2 4 it P PR N SR R M e R S U
Ak B3R 1 301 0 [ S R T A 1 B, FETF AN R T PR S 3 SR ORI R 2 AL S
5

[0144] AR BHAE I O (1) S A BEAT PE 4R R IR , AH AR A B A AT ] 1 =X g R 1o
BT 53R 19225 SCRR I N 2%, G5 225 SOk, CAUR &), FIE H R &1 B, ZE A H
WP A E MBI NAE NS5

[0145] S 1 < JEAH R A 2RI 4 0 DS 00Rs S P R e vk

[0146]  FEXX—SEHEf, i TN AFRMEZ A EASCE A, IL-1« F1IL-18 (&K
(KA1 3T AR R 40 B 3, B AR R Vet 7= A2t TL-1 o A1 IL-1 8 XURF S MEBTAA  OURs S v
PUSZERL . BLAST S04 P 85 (kAT b e, A8 AATTREE A V- ZEAR LUy 45 14 B 2 RE X A
— PRI R IE AT REYE . B IX R T RLEE T-1a F1IL-1B (A& KHI4R
T (AR R 0 DX 380 FF rT 38 A BE A AR AU S i i ak — DX 3k DA G A Ay RURR = PR DT R
K. BT ERE— R IKRA MR RERITS

[0147]  NEAQNITDF (SEQ ID NO :1)

[0148] % skkokk

[0140]  FRVEMIES (%) RORAEM &AL, HARTRELAKHE BLAST BE3EH AH L.
a0, e IR BRI & A P A IR, (B AR ARR TN Z R . SEQ 1D NO =1 k2
3 E Bk 25 0 R PR AN IR0 23 B 24 A B e ATl A e BRI — 2R 67 575 — Pl il BE 3R/
%2 :dNAEJAJQNITDF ( A IATER " d” RoRPTiR 2 ZE IRk AL & D 2 JE IRk 2E ) o L 22k
P ZH 18 PR TR JERCRI T 73 F D 28 SE R AR SR A IR Tk R 380 A2 FRARVEE AR 2 T R B i o AR )R
WITR Rk S8k g (B, KLH Bk d ) AHE S, (SH08 s kA T i@k R4 sk ik iy
LT LB

[0150]  SEjitifhl] 2 <55 TR 3 S PR IR RURE S B R i et

[0151]  {RIX— S o, #  N IR HOIRIEVE A 7= A $0 TL-1 « R IL-1 B RURF 5 1Bt
IR SURE S PEBUR , BT IR (G R R IR AE 548 L BERI AS ASRMELZ5 R EAE SR8, TL-1a i
IL-1 B EE ISP I OCHERI IR . FTIEBER RN TL-1 a (¥ 168-184 5%, Fl 1.1 8
K] 160-176 frhkEE. PR3 FEs) 2 :Cyclo-MAFLRANQNNGKISVAL (PG) (SEQ ID NO :2)
[0152] *c bc c ¢ ¢ ¢ ¢ ¢ c¥kekbk

[0153]  FibRIEIES (%) Fom IL-1a F11L-1 8 [A)[A—RIFRIE, ¢ Rondba ks, /I, 25401
T IL-1a FIL-1B8 FRERES, sLhr EAEME BT HEX— A& EIAFIERIRES, b R
AL B S BRI, FTCME R T IL-1 B FEFRIRRIE o T3 1 2 e JO 2 3 b v AL
A ITIEG I o AT IR, B30 T izl IR H 2 Be ik 5k . Frad R R AT LA A
PRUERB AT, 76N, N- P EEZ (Img/ml) & BERRE 0 A 320 1) s NS A
o B R B AR, 9 2 = -1y 1 - S48 - = - ALt - B4R /N TREEIR R (PYBOP 52eq)
MERKIREN (10eq) {EZIR THATH . REHIAKIK S8 AED (FlW, KLHAEH )
ARG, BB R 1) B R T8 ok Ao h s Ak P 7 V0 S P A

[0154]  Sjffsl] 3 < FE T 2% & IKIXCR: e P R i e vl

[0185]  FEXX—SEptifsloh, # i A PR AR SE R FAHR & A, TL-1a AT IL-1B HA]
BREESFANAE IR FEF AR IL-1a F1IL-1 8 XUR S IEPUARRIS S bR, N
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B PTA 2 A IR, B T TL-1a fTL-1 8 ] B ES AR T, Hk LB B Rk
TIRHIAK

[0156]  TKGGQDITDFQILENQ(SEQ ID NO :3)

[0157] b b b bb bb bbb

[0158] a aaa aaaa a a

[0159] LRy a fl b FRME— MR AL BRI RIEES (= 10-1a sb=1L-18).
JITIRI¢) ITDF (SEQ 1D NO :5) 7EPH & I 2 LA 1), AL S fE TR e & ik . i H, X — 244
IREEH T2k B P E R E w7, BT s A i AU R B A PUR M. ik 2y
R I bRAER AL E G BOT VR o R E R TR IR S 8UAE a (B, KLHE A& ) AH
G, BT B KA T8 i AR AR B AA o 7 VAT IR BTk

[0160]  SZiifdl] 4 2EF=EF X TL-1a FIIL-18 FIRUEE Sk

[0161]  NEAQNTTDF (SEQ ID NO :1)

[0162]  Cyclo-MAFLRANQNNGKISVAL (PG) (SEQ ID NO :2)

[0163]  TKGGQDITDFQILENQ (SEQ ID NO :3)

[0164]  SEQ ID NO ;1,2 F1 3 (KK KLH AHARIE, 73l R S e . Lol =ik S22 1)
S BTN R I AR A PR IR B R AF e VA . {H2, A SEQ 1D NO =3 HIJik %
P RPTNTERE S IL-1a AR IL-B AL 4.

[o165]  F H /ML (BA119-BA123) A5 KLH fHIEH SEQ 1D NO :3 FIK (FIA) b apRASE
BAEFNE BT oz, B = S — IR =R AR A S KLH ARG SEQ 1D NO =3 [ ik LTk
W7 AT PRI o BRI GE fa 10 R MNEE R /N BUEUL, 8 1 ELTSA JE BT A . /N
BAL19 1 BA123 (1) R40 M 43 5] 55 TTA &5 A BT i i) B 6 985 40 i 2 P3X36AgS. 653 AHfL &, il
A FRAREAE 96— FLEEFRAR TP R ALEM — A HIRRE S 4. & 25 LAARHERT ELTSA I 5E frd
(R ATIR IR TG RN TeM IR &, DLSSEPUIA - AR wfd . B3 8 TR B/N R #BA123 Bl G
1K) 945 ATl o FH ELTSA £ 355 AN s () FIEVERILHXT IL-1 a , IL-18 , 8L IL-1a
MIL-B WIPURESEIE .

il

[0166]
A& WRFEFEE T 2K Bl
# IL-1af=/K IL-1B)

249 AL IL-1o IgG
19 AL TL-10t IgM
15 AL IL-1B IgG
2 A2 IL-B IgM
57 IL-ofe B IgG
13 IL-af= IgM

[0167] ZEMTER
[0168] It AN B R A0 AU ) AR St T AR BN S BEAE B T, b AL FTid i) o2 5
T BIEAFAEEM R XN AW S AE N IRBCR B SR Ve E 2 ! .
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ool %

1/4 10

[0001]

<110>

<120>

<130>

<140>
<141>

<160>
<151>

<150>
<151>

<150>
151>

<160>
<170>
<210>
211>
<212>

213>

<220>

223> NTEHIHGA: A IL-1a 1 IL-18 2 [BH-E REEIRED B B

<400>

PR

ABBOTT LABORATORIES

XA R & TT AR S

117813-08397

CN 201010583812. 5
2001-06-28

CN 01814818.2
2001-06-28

PCT/US01/20755
2001-06-28

60/215, 379
2000-06-29

PatentIn version 3.5

1

9

PRT
ANIF3|

1

Asn Glu Ala Gln Asn Ile Thr Asp Phe

1

<210>
211>
<212>
213>

<2207

993> ATREFHR: TL-1a il 1L-1 B LRSS 14 B St AL

5

2
19

PRT
ATFZ
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[0002]
<220>
221> misc_feature
<222> (18)..(19)
<223> NI A TR
<400> 2
Met Ala Phe Leu Arg Ala Asn Gln Asn Asn Gly Lys Ile Ser Val Ala
1 5 10 15
Leu Pro Gly
<210> 3
Q211> 16
<212> PRT
213> A%
220>
<223> ANTHFFIHR: IL-1a f1 IL-1 B AR FIESF &R 2RIk
<400> 3
Thr Lys Gly Gly Gln Asp Ile Thr Asp Phe Gln Ile Leu Glu Asn Gln
1 5 10 15
<210> 4
<211> 153
<212> PRT
213> ANTLFFY|
220>
223> NLFHH5d: HRAENGRETURWEN G RS 2K, RAEEE Il-1B /K
XX B A 8 hulL-1 a ] aal68-184
220>
221> misc_feature
<222> (44).. (60)
223> kB IL-1a HRE
[0003]
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<400> 4
Ala Pro Val Arg Ser Leu Asn Cys Thr Leu Arg Asp Ser Gln Gln Lys
1 5 10 15

Ser Leu Val Met Ser Gly Pro Tyr Glu Leu Lys Ala Leu His Leu Gln
20 . 25 30

Gly Gln Asp Met Glu Gln Gln Val Val Phe Ser Met Gly Ala Tyr Lys
35 40 45

Ser Ser Lys Asp Asp Ala Lys Ile Thr Val Ile Leu Gly Leu Lys Glu
50 55 60

Lys Asn Leu Tyr Leu Ser Cys Val Leu Lys Asp Asp Lys Pro Thr Leu
65 70 75 80

Gln Leu Glu Ser Val Asp Pro Lys Asn Tyr Pro Lys Lys Lys Met Glu
85 90 95

Lys Arg Phe Val Phe Asn Lys Ile Glu Ile Asn Asn Lys Leu Glu Phe
100 105 110

Glu Ser Ala Gln Phe Pro Asn Trp Tyr Ile Ser Thr Ser Gln Ala Glu
115 120 125

Asn Met Pro Val Phe Leu Gly Gly Thr Lys Gly Gly Gln Asp Ile Thr
130 135 140

Asp Phe Thr Met Gln Phe Val Ser Ser
145 150

<210> 5
211> 4

212> PRT

[0004]
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213> ANIFF%

<220> .
223> NITFEH)#d: IL-1a F0 IL-1 B WE L RMEF IS BRI

<400> 5

Ile Thr Asp Phe
1
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