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. BB 4i & N IL-18 M N S on PR BUIR 45 5877 o

2. BOMEK 1 B, Forp iR 4 2 i 55 3 AR g , Frid Stk sl L Hi IR 45580
5N TL-18 R B ke SR HCH 0. 157 8L 0. 1s™ BUF ;B E EIMHEIA 1L-18 35 PER 1C,,
Hlx 10°M B 1x 10°M BLF,

3. BURIELSR 1 Buak, o 2 i 55 2 R LRI i , Frik Sk sl LB 4558 70
N TL-18 R ke SR FHON 1x 107°s 8 1x107%s " BUR sEcE EH A 1L-18 151
K] 1C, M 1x 10 M ER 1x 10M BAR,

4. BUCRVELSR 1 T, Forboae 2R 1 45 B R LRI E , Irik Bk s PR 55558 4
5N TL-18 BB ke HORFEHCH 1x 107 8L 1x107°s™ LT sk F EHHI A TL-18 3
K] 1Cy, My 1x 10°M B 1x 10°M AR,

5. BUMEK 1 Bufk, Hr iR 4 26 i 25 & AR g , Irid ik sl BT 25580 7
55N TL-18 BB ke BEAHHOA 1x 107°s " 8 1x107"s " AN ;83 EHHIA IL-18 #5 M
K] 1Cy My 1x 10°M B 1x 10°M PA'F,

6. AUCMEK 1 T, Ho PR 3R 1 48 B R LR IE , Irik Bk sl PR 555 88 4
5N TL-18 BB ko MR FHHON 1x 107°s " 80 1x107°s™ LR sk FH E KA 1L-18 354k
K] 1Cy, My 1x 107°M B 1x 10M PA'F,

7. BOMESK 1 IR, Hr iR 2 i S AR I g, iR BTk sl BT R 4558
5N IL-18 fRBS koo HORFEHCH 1x 10°s " 8L 1x10°s™ LT sk #F S HHI A IL-18 36
K] ICy, Ky 1x 10°"M B 1x 10"'M AR,

8. BUNIE K 1| BIPTR ek HLIR 45580 7, HoA Fridfeik e A Hiig.

9. BOFEK 1 BIPTR ek LPIR 45580 7, HoA pridfu ik EA DA

10. 73 BSIALTIR , T B BR Gm b AR 22 3R 1-9 T — I B R s L B R 25 53040 o

L1, AURIER 10 (173 BILIR, Frid iR AL T AR KB N .

12. 15 =400, Bridgg F40 e C N TSR 11 AR ISE L.

13. BREA N IL-18 B ANBURI 7, BTk T A R A R R B th 5 7o AR 2 3K 12 1
16 EA M, BRI TR MG s & N IL-18 [ ABLIR K1k,

14. ZIHAED, Fridd A9 & BAE K 1-9 RAE— I ik s IR 45 4 5 7 f
25 BRI A

15. BURELSR 14 25 HA G, iR -Gkt & 22 /b —Fh 5 4R T 294

16. AUCMELSK 16 MG HAEY), Horb ik 54 259 1k B Rt 456 N TL-12 hifksk
SOR B 2 PPN (BT TNE | B2 o 28 [ e B F i 25 L B A 85 25 L FK506 FHFE S 1R £ 25 .

17. H 697 B & S maE FIBCHE K 14-16 thE— I HA 59 .

18. #il#& & & NANFE -18(TL-18) W AFURR 51k, Frid 5kt

B APURERE TBE5 N IL-18 RAL a7 iR

MITIR NBUIAREEL B LS G N TL-18 R A7 s L5843 i NPTk,

19. BUMEK 18 W 7735, Hoh Prid ik e & sh W iA WPt iR e, 3 Bk 77 V4B 46 H A
TN IL-18 A7 8B LR S Tk sh ) o

20. BOMESR 19 1773, o Brik AR N Bt ik e 2 G AN Tk s 5L R 20 P i) e 4 A e
PEBREH R
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21. FEARANRAR N TL-18 ¥R TR 58, B 7 i s ¥s N TL-18 S HRUR)ZR 1-9 T —
TR BT PR s BT R 45 A 30 o B, A5 N TL-18 35 M R P 3R

22. BRI R 1-9 FE— I BT AR BT IR 45 A 80 20 76 1 4 T ih 7 W iR 1 5 2
(R NAS R B 258 T 1

23. BURIEESR 23 (W T, Forh ik B B G e i 1 15 EG - R I LD BRI B O 42
75 BB RN B gt .

24. BURNEER 1-9 T — T\ BRSSP IR 4545 0 26 1 4 FH THLA TL-18 3511
ALY/l aliN)aE b

25. BURNEER 1-9 FE— TR BRSSP IR 4545 40 26 4 T30 R AR 1 5 5%
(f B 25 i o, PRI SR 1-9 W ISR B PR &5 A i A R4 T3 —
PR A RN 8 J5 25 7, Sorh ik 88 R 2k B9 TL-12 Jrik s L piIa g & B
2 ERS (BT TNF Bk sl Hpi IR 25 & 1 B R DS [0 I IRP0L 25 R I 25 3% L K506 FHAE
USTER &P

26. BURIESK 25 BIATE, Horb BTk B & G295 % E PR SLE B 1T 2 4 B o1y
RN B
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HEABNE 18 WinA KB EFIERTTE

[0001]  ANHIIE A& HIIE 5 0 “01807735. 87, K AN “ 4t N3 —18 [P K il #%
A 73227 1R BH B R FR A I 7 S R

[0002]  AHOCHIIE

[0003]  AHIEESK T 2000 4F 2 H 10 HHIE K H 2“5 N AAF 18 Pk M il %
RS 5357 1626 [ i i 5 1 FRAE U 5 60/181, 608 (K AR I i 5 A1) F & KR 564, 16 A
HISI N S E 5 A RIS 746, BAS A HE 5| ARG 225 S0k B2 7 1 & R A
ANAPERHER AT H 2% ORI AR 5 1S G R4 .

[0004] KA &

[0005]  FH/1M 3 —18(TL-18) H - T 1989 4 HiA N Tz - v B FH ¥ (IGIF), &2
bR TR IHE R TINE v ANERA B IR R 40 MR o X EE AR A R R L R SO
NF-x b, Fas BRI S CC LR T-H1 CXC RaL I 1~ LA B 38 7= A I8 52 2 A A 2 B b
T o

[0006]  HHT IL-18 fef% 15T T Aifa B g My oy 7= 2B TH0 5% v, BIEAE Thl B 5 i
HZhREZEMEMN B2 5 RERERSRG R, IL-18 R4t 5 IL-1 HKEH
Ko A K IL-18 Zife) DhREA A3 T 2873, 22 WA i Dinarello, C. 5§ (1998) J. Leukoc.
Biol. 63 :658-654 ;Dinarello,C. A. (1999)Methods 19 :121-132 Fll Dinarello,C. A. (1999)
J.Allergy Clin. Immunol. 103 :11-24,

[0007] R A B & B A IS N ) TL-18. HAARSk UL, 5 TL-18 &5 & Jf
ATL-18 HIPT A ERE A FEAR T o BbAh, H AR AR/ BT SS T A AR BIAR K 7] 3, 451 40 135 2
I WA AN e A A e N RN - D RE I HLAE A P75 BT RIS R BT AN 757 2 1) B 5 RV 25
C“ANBUNRBUAER” (HAMA) N ) 5 PRI/ B, TL-18 BT A Py N 52 21 PR i o

[0008]  — i &, 22 RS 58 /N BT A T AN ZEAH G i), 48398 SO ik Bt
AR TEAT B R T2 s A HE 5 “ AREAL (human—1ike) 7o 6201, 048 4% HUIXAE (K Bk & HL
s A Bl BT AR RE )R A2 DRI TN B 1 Pl B AR BE )18 2 X RIE T A (Junghans 5%
(1990) Cancer Res. 50 :1495-1502 ;Brown 2§ (1991) Proc. Natl. Acad. Sci. 88 :2663-2667 ;
Kettleborough 28 (1991)Protein Engineering. 4 :773-783) . 4R, K AiX k& AJEiL
FUAATS R B L8N (141, B LLE AT AT BES A AN 75 B2 1) 40 038 R A BTtk &Pk (HAMA)
AR B S S o N R T S ]

[0009]  EF X/ BT BEAT A (i G Hiik s NJEAL DA ) Lt TL-18 #HIFHH4
SEA AP IL-18 Bk, H FIXFERI 29 A 2155 Kk HAMA [BY, (R B A K HA R A 2555
R HAMA [N o SR, IR IR HTAR A SIS b R D41, DRI AT9 9K 77 B A I P A

[o010] & EHAIA

[0011]  AREHW K456 N TL-18 [ Wi R 4k &4 LA S il 45 F R T IX 2R 40 & P elidit
I T71

[0012]  — 5[, A B K REME 45 & N 1L-18 & ILIR P 4 s B 2 14k &4, Horb firid
IR AL E SEQ 1D NO :70 B¢ SEQ 1D NO :71 $2AEH A TL-18 1 N AR ¥ il 73 8 C AR % il 77 o

4
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FE— AN ST =, TR &2 — /N 7 K Z K Bk e ik v B B i se 4 Ak
s B

[0013]  YA—J7 1, AR KEEW S5 N 11L-18 45 & A 8 58 TR s L PR 45 5885
FE S St T B, IRPE R M 55 B F A YR (surfaceplasmon resonance) Wl 5E, AT ik
s B S N TL-18 R B kof £ A 200 0. 1s—1 BRLA M 1x 10E-2 s-1 8L F.1x
10E-3s—1 8L R 1x 10E-4s—1 8{PA N 1x 10E-5s—1 B{LA N 1x 10E-6s—1 8L R ;8]
I TL-18 35K 1C50 24 1x 10E-6 B AR 1x 10E-7 8L R 1x 10E-8 8L F.1x 10E-9
LA 1x 10E-10 stPA R 8k 1x 10E-11 8REA R

[0014] 55— Ty, AR KW FOXFER 3 SPiR s PR G870 E 4605 AR
PLFEDMTDSDCRDNA (SEQ ID NO :1) \VIRNLNDQVLFIDQ (SEQ ID NO :33) 8K — /T — AN — &
SN TL-18 AL FriRPrik i ir 2R Fdiik . Fridbuih i iy & APuik. ESFhcin &
o TR AR EAPUA (a0 BEEHUA (scFv)) B DA

[0015]  FEHESLHE T &, ik B Ak iR 455370 5 A IL-18 K7 sk — & AT
FI— A8 455, PR 3E R 0 555 LRI, Priddik sl LPtm g &80 5 A
IL-18 R B I koo SR HE N 0. Ls™ BLATN s BCE AN IL-18 ¥E R I1C, A 1x 10°°M
BULLR o B, IRIE R S S IR GE , PridPi A sk LB 45 5870 5 IL-18 fi# & 1K)
Koee SR HOCH 1x 105 SRR ;8 F KA TL-18 3E R IC, 24 1x 10 ML . 5,
FRAE 2 1 55 5 AR IR E , PridPiiA sk L HIR 45 58 70 v UL S N TL-18 fif 55, 3L ko 1L
WHEON 1x 107°s " BLLR 8 T LMHI A TL-18 36, 2 IC,, 4 1x 10°MB{LL R . i,
FRAE 2 1 55 B 1 R SL AR I E , Prid HiA s PR &5 58050 5 N TL-18 MBS ke 18 38 5L
1x 107 BEAR sBE PIHIN TL-18 3EPEM 1C, A 1x 10°MBREAF o o3 , MR ¥ 2 1 45
B ARSERIN 2 , TR PR B PR Z A3 5 TL-18 SR ES I ke MR EH 1x 107°s
AT s FE IR IL-18 WEPERT 1C, M 1x 10"M BLAF o 88, MR R 1 55 B 1Mt
E, R PR S HPUR Z5 450 5 N TL-18 R I kg SERFECA 1x 10°s " 8P ;8]
HIMHIN TL-18 W ME 1C, 4 1x10 "M BRRL R,

[0016]  ARBHI A — W NS HREME 455 TL-18 KALA & /b— A AZ X CDR 25 44511
ST B APUASI PR 45 A8 0. EA ST b, Tl oy B ik sl i h s 45 &3 1
AR AWK 6 B3R 9 s EERERT / BeRE CDR1 &5 M43k CDR2 25 #4)35E) CDR3 25 #4145,
Fr i &5 f 3 ] LAESR 7-8 AR 10-11 F 7R (KT — Kabat £ & b sl &R 1 AT ik 47 & 2 A %1
M IEERBEIEA . B ML T R, Pk 73 B ik sl i R &5 54
IEA A E AT SEQ 1DNO 129 s n A2 X (LCVR) Fl— A E 2741 SEQ 1D
NO :26 [EHE W] AZIX (HCVR) o 7E 55— ML S T 20, Iridk 7 ik sl i Jr &5 43047
A MNMHARIEEFA) SEQ 1D NO 29 (BN AZ X (LCVR) M—A> KA 2 L1241 SEQ
ID NO :27 [ EHE R AZ[X. (HCVR) .

[0017] AR B 5y — J7 M9 BB 2 A B I P A4 s Pt R 45 5 88 40 FH 242 b 332 11
BARKAHAEY . £ ASEHT RS, Pri’d 2 HA G Wie a8 20 —F 54 Gy K
[L-18 ¥ PR A2 F W0 A TT 259 o

[oo18] AR B Iy — J7 0 wh K il & 455 N B & -18(IL-18) W HL ik 77 ik. &
KB T7 5 AR5 ¥ B 4 B (antibody repertoire) % Fr T B E Al AR

5
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PLFEDMTDSDCRDNA (SEQ ID NO :1) .VIRNLNDQVLFIDQ(SEQ ID NO :33) 5k AT — N —3f
BN TL-18 SRALIIPUR 5 IF H NIl B4 FE ik £ 45 5 0 & 2 2L 8 PLFEDMTDSDCRDNA (SEQ
IDNO :1)  VIRNLNDQVLFIDQ(SEQ 1D NO :33) 83 — AT — AN —E 4 N TL-18 RALH
ik,

[0019]  7E— /NSt 75 S, BTl P74 JE 2 B ) 1R 9 B0 A N AR 26, B ok U7 325 A 4%
A5 CLR A 5 19 e R S0 5 BT iR 3 A - A B & 25 R PLFEDMTDSDCRDNA (SEQ 1D NO :1) .
VIRNLNDQVLFIDQ (SEQID NO :33) ) A IL-18 & i A IL-18 B N K ¥ 3 4 5k C K ¥ 4
43 (SEQID NO :70-71) BIX LR AL PAE—RA W —H 0. 1273 —ASEHE T Eh, ikt
A 2 AU SO, BTk 77 v A 38 & LR 4100 B9 B0 IR 0 1k P ik SO - A 2 R 1R
PLFEDMTDSDCRDNA (SEQ ID NO :1) . VIRNLNDQVLFIDQ(SEQ 1D NO :33) fKJ A IL-18 A7 SEQ
ID NO :31-32 1 SEQ ID NO :34-60 K/ FIIRBAE—ATR A 7 18— 53« Tk SRRl 2 A
PR

[0020] 5T 1Hl, AR IR RS E— BAR T bk (FlanERER / BUREE AR X )
SR 23 B L IR o« TEAHOCSE T 2, Pk gm i i TL-18 PR s 40 1 4 B R fr
THEAREE A, Gln7EE F4 b RIA.

[0021]  [RIk, 55— 51, AR MR B4 S N iR E4l R &8 1 rid e 40
H A AN TL-18 BRI T2, BTk 7 i G A 35 72 55 rh 3 98 i 1 3= 40 e 5 281 i ik 4
MG g & N IL-18 [HifA.

[0022] AR BHE S — 7 T R W N TL-18 W&k i 753, iR i s A 1L-18 H A
KRBT BELDUIR &5 6380 7 B, AF43 N TL-18 3 g H0 il o

[0023] A W FF— 7 [ B i o 2R r N TL- 18 i P i o 3 I 09 ) AR A 1)
N TL-18 3 ME B 7%, BT 7 A6 45 7 P i s N AR B I B AR B BT IR 45 58 4r, 1815
Pl N BN TL-18 S5 PR o 75— ANty &b, W LA An{ELs 7 5 S 2542
AU~ AN B2 5, 45 7 il it TL-18 Hutk, frid 7 A il ando 1L-12 ks i Jng: &
Jr B 2 RS BT TINF ik sl Heh s g6 B B i S ] 1 L P90 B 2% B A5 35 \FK506 5%
AEEARTH R 25,

[0024]  Fff Kl fejid

[0025] &1 &Rt IL-18 ( /£) A1 ILIRACA ) AHELHY TL-18 (HhiR] ) IS5 Rl
[o026] &2 /R 5 IL-18 2 A A1 IL-18 By 45 A BLAY, Horp TL-18 14 & = & 1R

PLFEDMTDSDCRDNA (SEQ ID NO :1) FIRKEAT IR K BRI~ o IZIREAL BT IL-18 Piik 2B1 &5

I
| o

[0027] K3 B 5 IL-18 ARG IL-18 M4 M AL, o IL-18 B & & FE 1R
VIRNLNDQVLFIDQ (SEQ ID NO :33) BISERAT LIRIK K R ZIERA AT IL-18 ik LT28
LA

[0028] &4 Bonb IL-18 2B G MK IL-18 (S MR, BRIE R K (ORI K (A A7
fREE TL-18 1 N R¥m Al C A2 Az (43524 SEQID NO :70 A1 71) .

[0020] &5 By —MPANF P TL-18 LAk rh AT TL-18 I AR N K0 B 4 i) KG1 48 Jig
W IFN-v BRIEH KRR ik 125H( J7HE ) A1 2E11gG Ptk ([AJE ) 8k 2E1 HEEHLIA
(=) i) 1C50 {55 54 2. 1E-10.9. 0E-10 F11 3. 3E-9,

6
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[0030]  kHHiFIK

[0031] AW SIEFEREE X TL-18 /1 R HIME T 5 3 7 A rh AR B BT AR IR R A il
P PUXLEZRAL B PUAA LUK S HTUAA I N, A48 F R IG 7 I8 Je TL-18 BRI o I FER ALY
MG AR 3 TL-18 H 1 S FLAR M. ) S AA B R PR A o AR 5 25 B H AT o Sl ot i
B TE A B A AR IR X B o AR SCHT7R I 2 S5 1R 41) i F bR B 7 BE 4 B AR
R

[0032]  IL-18 FA7MIHEFE

[0033] iz F] 72 /¥ Modeler(Sali, A. %%, il it MODELLER ¥V #i tU % 7 R B 5 &2 #
(Evaluation of comparative protein modeling by MODELLER). Proteins :Struct. ,
Funct. , Genet. (1995),23(3), % 318-26 T, CODEN :PSFGEY ;ISSN :0887-3585) r=/E A T
TL-18 T TL-18 S2 AR & [ [FIJR AL A TL-1 B (Priestle, J. 2%, NAMNE -1 B [ =4E45H4
Kifaz) 2. 0. ANG. 43 #5% (The three—dimensional structure of human interleukin—I.
beta.refined to 2.0.ANG.resolution). Prog.Clin.Biol. Res. (1990),349 (Cytokines
Lipocortins Inflammation Differ.), % 297-307 i ) I IL-1RA(Schreuder, H. 2%,
HA 2 -1 ZAEFEDUNROR 4 b R 450« ol SR i 2 IR I 47 /£ (Refined crystal
structure of the interleukin—-1 receptorantagonist :presence of a disulfide
link and a cis—proline). Eur.]J.Biochem. (1995),227(3), & 838-47 Wi ) HJ X & £k &4
G5 TR B IF H AR TL-18 BB R i i) 2% A8 bk M TL-1 2 K451 (Viger,
G. %, HANK -18 BEH I AN E -1 ZAERKRALH (Crystal structure of the
type—linterleukin—1-receptor complexed with interleukin-1.beta) .Nature (London)
(1997) , 386 (6621) , 5 190-194 7T ) X IL-18 32 {REERL,

[0034]  FCHE—URlIA TL-18 Rl TL-18 24K 45 MR 7 5T

[0035]  IL-18 fEi7RIgE T

[0036] 5 A B (1R (B TL-1B A1 TL-18) (44 P e 9 R MEAT AT, 4 A S T
[FJAE P A2 TL-18 42 TL-1 K& K it (£ 0 Dinarello, C. A. IL-18 : —Ff TH1 5 3 R & &
MM R M TL-1 K H B 2 (1L-18 :aTHl—inducing, proinflammatory cytokine and
new member of the IL-1family). J.Allergy Clin. Immunol. (1999),103(1, Pt. 1), 8
11-24 50 ), FF HRARARIT &AL, F1 IL-18 —FE, TL-18 fH#I LLRT AR 243 vk
Ko B TL-18 (pro-TL-18) FFTK TL-18 (pro-TL-18) W& ¥4k 1L-18 #4LEF (ICE)
s (Fantuzzi, G. #1 Dinarello, C.A. A2 -18 A/ & -1 B :ICE (caspase—1) [
PR gl fe 8] 7 JE 4 (Interleukin—18 andInterleukin—1B :two cytokine substrates
for ICE(caspase=1)). J.Clin. Immunol. (1999),19(1), % 1-11 7)., %018 1L-1 521K
MITL-18 ZAAAHAL (Dinarello, C. A. &, BN R -I8 WA AL —F TR v 5T
K1~ (Overview of interleukin—18 :more than an interferon—Yy inducingfactor).
J. Leukocyte Biol. (1998),63(6),658-664) ., TL-1B fEfES T1L-18 2 1k4E &, BARIXH
b 5T R) (R AR 1) [RIE P A TL-18 ()41 (R A ] (ERAE A i 4 ie ik, TL-18 A
IL-1RA SR AR FE 3 8. XX =FE )5 (BI TL-18 IL-1 8 A1 ILI-RA) [A)f{ /351 L X
B Insight 1T A THT. PRI ALK 1.

[0037] 3£ 1:1L-18 5 IL-18 Fl IL-1RA {75 LLX}

7
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24
IL-18: YFGK-LESKLS-VIRNLNDQVLFIDQGNRPLFE--DMT-DSDCRD~~NAP
IL-1B:  AP-VRS-LNCTLRDSQQKSLVMS-G--P-YELKALHLQGQ--D--MEQ
IL-1RA:  SSKMQA-FR--IWDVNQKTFYLR-N-~N--QLVAGYLOGP--NVNLEE
80
IL-18: RTIFIISMY-KDSQPRG-MAVTISVKCEKISTLSC--~-ENK~IISFKEM
IL-1B: QVVFSMS-FVQGEESNDKIPVALGLK~EKNLYLSCVLK-DDKPTLOLESV
IL-1RA: KI--DV---VP-IEPH---ALFLGIH-GGKMCLSCV-KSGDETRLOLEAV
[0038]
123
IL-18: NPEDNI-KDTKSDIIF-FORSVPGHDNKMQFESSSYEGYFLACE-KERDL
IL-1B: DPKNYP-KK-KMEKRFVFNK-I~EINNKLEFESAQFPNWYISTS-QRENM
IL-1RA: NITDLSENR-KQDKRFAFIR-S-DSGPTTSFESAACPGWFLCTAMEADQ-
170
JL-18: FKLILKKED-ELGDRSIM-FTVQNED (SEQ ID NO: 4)
IL-1B: -PVFL--GG-TKGGQDITDETMQFVSS (SEQ ID NO: 5)
IL-1RA: -PVSL--TNMPDEGVMVTKFYFQED (SEQ ID NO: 6)
[0039]  IXULfF A 2 [B) 0 [FIYRPEAE R 2 A o o) b = A JE R P A e 40 R — 1 1 40

o 10N =S R ARSY PR A IR 7 0 4. AR 1 AR ARaE (1 58 B 7 51 1 B 20 e IAE K 2
g, W EPTIR, BT SRR ) B AR PR PR AR (EARE o

[0040] 3R 2 :TL—1 S A 5 1) (540 [R5 P
[0041]
T IL-18 IL-18 IL-1RA IL-1Rec IL-18Rec
IL-18 - 20.0 21. 8 - -
IL-1b 3.5 - 27.5 - -
IL-1RA 50.6 4.4 - - -
IL-1Rec - - - - 26. 1
IL-18Rec - - - 50.5 -
[0042]  FIf 13 IL-18 & 4y 3% [A] IL-1B A1 IL-1RA — 2 K 78 T B | . 72 JF What_

Check (Hooft, R.W. %%, & M Ji &5 M * 0 & 1% (Brrors in ProteinStructures) .
Nature (1996) 381, 58 272 U ) VPP SR 2 A FE R, (R MEMA SUK (SRR 3)
7 3 :What_Check &5ty 72— 08 CIEAEAC TF3ME )

[0043]
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[0044]
1L-1B IL-1IRA |IL-1 Rec | IL-18 IL-18 Rec
(RR) | (RR)

CERE -1.6 -2.3 -3.6 -5.5 -5.7
Ramachandran | -2.0 -1.3 -2.9 -3.3 -2.3

Plot

B EE R MR -1.6 -0.8 -1.5 -0.6 -0.6
HERAE

EX:.3 53 -1.7 +0.5 -1.6 -5.6 -2.7

[0045]  4X1fI, What_Check X ik 2 L g5 /4 (R PEOT 02 IR, P izt B T B AE S &
MR E TP AR 22 . 2058, AR BATTAETE Bk E B i &, (2 741 [RIURAR S BUR £
SR SEE . SR, A T IR THuE - AR 5, WAL 2 2B

[0046]  1L—18 A7 R AR 7 V7

[0047]  TL-18 ZAKI S5 M4t iz IR T Modeler il %5, 2% 445153 H IL-1 %244, 1IEWILE
B I 57 A AH OC R 40 W ERL 1 RIS 0 T 5 BT S5 A e 1) e — PR AR, AELR DA AR R A1 B A o 17
FIRPREEC B HEAE B3R 2 o FriRF At i HFRSP Insight 1T A T4 Hoan Tk 4
e

[0048] 3% 4 .IL-18 %24k TL-1 SZARI 741 ELXS

22
IL-18 Rec: CTSRPHITVVEGEPFYLKHCSCSLAREIETTTKSWYKSSGSQEHVELNPR
IL-1 Rec : CKEREEKIILVSSANEIDVRPCPLNPNEHKGTITWYKDD-SKTPVSTEQA
72
IL-18 Rec: SSSRIALHDCVLEFWPVELNDTGSYFFQMKNYTQKWKLNVIRRNKHS-~-
IL-1 Rec : S—--RIHQHKEKLWFVPAKVEDSGHYYCVVRNSSYCLRIKISAKFVENEPN
119
IL-18 Rec: —~CFTERQVTSKIVEVKKFFQITCENSYYQTLVNST--—--SLYKNCKKLLL
IL~1 Rec : LCYNAQAIFKQKLPVAGDGGLVCPYMEFFKNENNELPKLOWYKDCKPLLL
163
[0049] IL-18 Rec: EN-—-——- NKNPTIKKNAEFEDQOGYYSCVHFLHHNGKLENITKTFNITIVE
IL-1 Rec : DNIHFSGVKDRLIVMNVAEKHRGNYTCHASYTYLGKQYPITRVIEFITLE
209
IL-18 Rec: DRSNIVPVLLGPKLNHVAVELGKNVRLNCSALLNEEDVIYWMF-GEE-NG
IL-1 Rec : ENKPTRPVIVSPANETMEVDLGSQIQLICNVIGQLSDIAYWKWNGSVIDE
257
IL-18 Rec: SDPNIHEE~KEMRIMTPEGKWHASKVLRIENIGESNLNVLYNCTVASTGG
I1~1 Rec : DDPVLGEDYYSVENPANKRRSTLITVLNISEIESRFYKHPETCFAKNTHG
306
IL-18 Rec: TDTKSFILVRKAD (SEQ ID NO: 7)
IL-1 Rec : IDAAYIQLIYPVT (SEQ ID NO: 8)

[0050]  J& ] Modeler R/l € [¥) TL-18 52 1A S5 A4 ) PR i 2 5 LAY, B/ 4% What _
Check FHXIH 2 IEIR (S LK 3) o X EAITBNEFTEEMGH IL-18 55 IL-1 M 11-18
SR E G IS o TR e 81 RIS R ARG 70 M i 28 5 A 0 5, AR 1T, 5 7 3 AH DG 2
HE TRl 7 (i DL, N BT IR S BTS2 S 08 1o VRN T3 AN RIRAE, XS4 LT28 255 1K) TL-18

9
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JRLAL (SEQ ID NO:33) 45 IL-18 2B AW dATEAEE (8] 3) o« VRN &G HIHRAE, R4
IL-1B /IL-1 2R &5 M3k IL-18/1L-18 Z B G HIARAY (¥ 4) . 45 WIEIE EE ik
0 M IR 1- 2 A R TR 2 AR S5 M AT o B0 2R AT 48 55 1 1) e = A4k o

[0051]1 kA7 HIIE£E

[0052] il & MY B H IR T Be 5 T BT s F A1 k. 18T B
R A TR E AR (8255 K M I HIRAEFTid 52k / 4l R IR+ B AW ) 1%
FREEX B, T IE R R A R R T IR PRV o 1B 8 W IKRAT 52 S I e B 3 I A AL
B B R A% AN R 1 o FRYEZARUE, M TL-18 XEFEIK . Y41, 3B 4 T 4K N IL-18 (SEQ
ID NO :61) ffj—41) 72 M ES ALK (SEQ ID NO :31-60) , Fifg X 46 1L-18 #1177
TR T FE S5 H.

[0053] %% 5. MM IL-18 fCE Mk

RRA 3 SEQ ID NO:

PLFEDMTDSDCRDNA {SEQ ID NO: 1)
CPLFEDMTDSDCRDNA (SEQ 1D NO: 2)
PLFEDMIDSDCR (SEQ ID NO: 3)
YFGKLESKLSVIRN {SEQ ID NO: 31)
ESKLSVIRNLNDQV (SEQ ID NO: 32)
VIRNLNDQVLFIDQ (SEQ ID NO: 33)
(LT28 #54-4&4)

NDQVLFIDQGNRPL (SEQ ID NO: 34)
FIDQGNRPLFEDMT (SEQ ID NO: 35)
NRPLFEDMTDSDCR {SEQ ID NO: 36)

[0054] (2E1 % 8-%42)

EDMTDSDCRONAPR (SEQ ID NO: 37)
SDCRDNAPRTIFII (SEQ ID NO: 38)
NAPRTIFIISMYRD , (SEQ ID NO: 39)
TFIISMYKDSQPRG [ (SEQ ID NO: 40)
MYKDSQPRGMAVTI (SEQ ID NO: 41)
QPRGMAVTISVKCE (SEQ ID No: 42)
AVTISVKCEKISTL (SEQ ID NO: 43)
VKCEKISTLSCENK (SEQ ID NO: 44)
ISTLSCENKIISFK (SEQ ID NO: 45)
CENKIISFKEMNPP (SEQ ID NO: 46)

10
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ISFKEMNPPDNIKD (SEQ ID NO: 47)
MNPPDNIKDTKSDI (SEQ ID NO: 48)
NIKDTKSDIIFFQR (SEQ ID NO: 49)
KSDIIFFQRSVPGH (SEQ ID NO: 50)
FFQRSVPGHDNKMQ (SEQ ID NO: 51)
VPGHDNKMQFESSS (SEQ ID NO: 52)
NKMQFESSSYEGYF (SEQ ID NO: 53)
ESSSYEGYFLACEK (SEQ ID NO: 54)
EGYFLACEKERDLF (SEQ ID NO: 55)

[0055] ACEKERDLFKLILK (SEQ ID NO: 56)
RDLFKLILKKEDEL (SEQ ID NO: 57)
LILKKEDELGDRSI (SEQ ID NO: 58)
EDELGDRSIMFTVQ {SEQ ID NO: 59)
DRSIMFTVQNED (SEQ ID NO: 60)
YFGKLESKLSVIRNLNDQVLEIDQGNRPLFEDMID | (SEQ ID NO: 61)
SDCRDNAPRTIFIISMYKDSQPRGMAVTISVKCEK | 4k & % LT28 &Ai#f=
ISTLSCENKIISFKEMNPPDNIKDTKSDIIFFQRS |{2E1 &A%
VPGHDNKMQFESSSYEGYFLACEKERDLFKLILKK
EDELGDRSIMETVQONED

[0056]  SEQ ID NO :2 FK7/RH IL-18 K N A Pzl B AN 2 R AR IL-18 JE41 i —#8 4,
BV — DA BN . BRI, 7ERSR TL-18 SR 71, Wf R T 326 5 26 A7 Fy X 3
f0,5r A 2 3518 %1 PLEEDMTDSDCRDNA (SEQ ID NO :1) (2 JEmahk it .

[0057] 5 TIL-18 SZAKZA 1K IL-18 ik (SEQ ID NO :1) f7nm MR R T 2, HirhiZfik
A IR K ORI o

[0058] i f5 %) TL-18 JIK/ P BT B IR M T 50, &5 RO IR el =y e & oI ik, JF
W HEAE T da ERN = AEBURII RS . Wik 2 FEl 3 fron, 500E5 4k (B 1L-18 5244k)
FELE, S TL-18 ik PLFEDMTDSDCRDNA (SEQ ID NO :1) 8% YFGKLESKLSVIRN (SEQID NO :31) 3k
138 T BAEAR Te s TP AU IAR B ST DL TR EEE FAH HAEH

[0059] R izt £, 1 ok i e — AR LMK, TR Z ATAT 4 T2 0T, v] LLSE B TRk
RAOLEFER AR 7. FE—Fhorid, v UMY A e s A P R R ESIK. 7E
— s PRI 7, SOE R A — AR B R PR Tk, AT UME A 1
Bk S E W] Re S F BN R AT o AR5 08 AR AL SR AR Ik 38 5 R A7 1 — 2 ik (431
WIE BN ) o K AT AN bR R AT DL S B 75 DR 7 471 1) i 46 7

[0060]  — HIEH —FhoZ ML &K (Flan—AE SR ) , W] LU & 2 AR AT R i
o B, AT LA MG 8 R S AR AT S 0 1k , 4045 AT LA e HoA M g G o8 MU IR 7]
DA F Je B8R o P 0 e, AAE A] LUK BT 75 52 AR 50T 75 IR 28 8 M ik 456 o, LMt — 2
R . T s m R - A SUEEAE A B e ik 460y 7R/ 8Ot 8B4 G285 )
(R Fp A (bait) ” F“HEY) (prey) ” BRLEARIA N Ao — PRI RIE AP H A

11
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T RV B R R o

[0061]  HL IL-18 Hitk

[0062] AR WIFEML L& TL-18 [Puik S HLPUAE 7o Frik ik sl HE8 7 i i 22 70 B bt
o PR BRI 7 B i A2 Hh AR

[0063]  ASCHTHMIARTE “Pifk” I 4 40t oA FIE R M2 K — 2 & &E (1)
W 2 488 (L) e Bk A 1o BAAEREH — N ER T AEX (A5 A HCVR
B VH) A—AN R 2 X 2. TR 2 X i = AN 454 —CHI . CH2 AT CH3 41k, FH4c
B — MBI X ( ASCYEE N LOVR 8% VL) Fl— N gelE e X A k. HaEfE 2 X H—
ANEERI CL A plie VH RN VL X 0] LIE— 20 T3 23 AR A BAME e X (CDR) IR AZ X, (7]
AR ARG (FR) [ SEfRSF I X S8 F:4> VH AT VL H =4~ CDR FIPUAS FR 418, FF % LA T
I I\ 22 Jik i 28 JR Sk 4 %1) :FR1. CDR1. FR2. CDR2. FR3. CDR3. FR4.

[0064]  ASCHT HHIIATEBUR “PURSE G507 (BB “Hifadlin”) Zis— Mz
PR SR (a0 h1L-18) Fr i &s G ae btk i B . CEeRMHAE KSR B L
PATHUARRIPUR S & Dhie . ARIEDUER “HLRG &85 7 AR S G h B A E (1) Fab
B, B VL S5 R IE, VH S5 418k CL 5 Ml CHL Gt sl e i e B s 1) F(ab’ ), v
B AL BB RE X T — A B R A Fab B M B s (111D Fd B, B VH &5
Ry IR CHL S5 R IR AL 5 (Av) Fv Jr B, BT 5 1K VL G5 A0 S8R VH S5 R84 i, (v) dAb Jy
Bt (Ward %%, (1989) Nature 341 :544-546) , iZ% Fr BLH —A> VH Z5 R 2 s /1 (vi) 43 BS I L
AMEYERX (CDR) o U648, BAR Fyv Fr BCI A S5 R4 80 —VL A1 VH H AN R) 2 R 4 ), {2 7]
CLR B4 732, o & pledee Skt FLaE B, AL Re 0% il o Fp— ER BB, o VI ORI VH X
XTTE BN 73§ (FRHBE By (scFv) 2 WA 40 Bird 55 (1988) Science 242 :423-426 ;Fi
Huston 2% (1988) Proc. Natl. Acad. Sci. USA 85 :5879-5883) . iXFf A B4k H A AL FEAEA
WHRR“BURG G5 W SRR BT RRETUE, XA+ XU 02 4
RURE B, Forh VH G5 R IR VL S5 MR IATE 52— 2 JIRBE b, B e Sk 0 DABOAS
REAE [R]— 8 (19 PR > 25 40 B[R] 1R AT XS, AT AR BT IR 25 # 0 5 J — 45 B 1K) FL R 45 R B Be 4T
PR AN LR A AL (2 W64, Holliger, P. %% (1993) Proc. Natl. Acad. Sci. USA 90 :
6444-6448 ;Pol jak, R. J. 2 (1994) Structure 2 :1121-1123),

[0065] T35, PUAABILHUIR L5488 50 o] ORI ot frid ik sk ik o 5 —fai 2 M e
B A BRSSO BUAESA 455 TE R8RS B R B 20— 7 o X R Gl B 43— 1R SE 451
FLFE N FHRE B DUAED 2= AL RIBOE Y B8 1k scFy 73+ (Kipriyanov, S.M. 5§ (1995)
HumanAntibodies and Hybridomas 6 :93-101) DLW 121 Bea Bask Ik bR ic BRI C ot £ 58
HEA B & M W E AL scEv 43 F (Kipriyanov, S. M. 2% (1994)Mol. Immunol. 31 :
1047-1058) o K FAA, 41 4043 ) FHAR R R I B B 2 2 B VH AL S8 B hL ik, w] DL e
U251 W Fab Fr BRI F (ab’ ), B BEIIHURES 73 BEA0, SR WA SO e v S22
DNA Hi AR, AT LASRAS B FUAARHS 53 FH G0 15 B 201

[0066]  ASCHTHIM “ B HUR” RIeEEA L AS A ANFEPURR 5L e R idi ik
(0 G S Pk 4 A hIL-18 W20 B LRI A R &0 5 M 45 A B h1L-18 LIAMEPTR BT
&) o R, FE S5 G hIL-18 (4 LA n] fe 5 e diJm (Hlansk 5L e 1L-18
) HANX RN HeAh, s E PR T e A EAE e gl R/ B sE .

12
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Ah, s EPLR (s B AT ) T DO A B, JLrh ) 4k nl AR X . CDR g #e) s alick
T AR B[R R AR 255 NPk

[0067]  ASCHTHEI“MAY” IR MBI E S 70, 1 2 solE Dk fon ik &
IS & B (H4n Fab B ) BRBERLIR (BT scFv) JIRBURBTA) LA S AE KL 735, 4]
W HABAREE GG N o

[0068]  ASSCHTHH A “ FhFIHLAR” (8« A hIL-18 WG PEIPLIA”) &FeH hIL-18 £54°
FPNH) hIL-18 LG T PUAR . IXFh PN hTL-18 2B 3% 1 m] LB LI 52 h1L-18 A= 43%
PER— B A FE PR R IPOYT o hTL-18 A3 otk i IX Lo g A ] DLIE ik A 450k O 20 125 T b v
PSR I T — R e 2 FR VR

[0069] AL AT AR “ K10 55 B LR 7 2 Fr @ A I A A AR IR A I B
JoWE B oA, 15 4 S FH BIAcore % 4t (PharmaciaBiosensor AB, Uppsala, Sweden and
Piscataway, NJ), A] 73 M7 SE B AR W) RE = HEAH BAE VDL I % . H RIE—B IR, & 0L
Jonsson, U. 2% (1993)Ann. Biol. Clin. 51 :19-26 ; JOonsson, U. %% (1991)Biotechniques
11 :620-627 ;Johnsson, B Z& (1995) J. Mol. Recognit. 8 :125-131 ;i1 Johnsson,B Z& (1991)
Anal. Biochem. 198 :268-277,

[0070]  ASCHT FHIEIARTE “K,p” SRR PUIA S Fridbiik / PR 25U d s i 5 i 22 2
[0071]  ASCHT FHEIARTE “K,” 2 4aRe e Piih — Pl BAEH g s 2.

[0072] — J7 [, 4% & B ¥ K 45 & 49 & 2 L % PLFEDMTDSDCRDNA (SEQ ID NO:1) &
VIRNLNDQVLFIDQ(SEQ ID NO :33) M A TL-18 F A7 miix se 3 A7 FhAE— R AL — 320 1 7 B8
PURB B R A8 . TR PRSI 2P PR, TR PR T & ANBUik. 725 P sl
&, Briddiigae EAHPUARBCR wE DA

[0073] TEHTELE TR, R A ARG GH 5O E A KR
PLFEDMTDSDCRDNA (SEQ 1D NO :1) BN TL-18 647454, Hrh HR ¥ 26 1 2% 5 7~ RS L R o2,
Frid Bk sk PR 45 30 5 N TL-18 B IH Kope SR HON 0. 15 BCLF 30 HH]
N IL-18 35 PE) ICs, Ky 1x 10 °MBREA R o 038, AR 2 11 55 B8 1 R4 5 , Tk Bk sl 4L
PURLE A 5N TL-18 fRE Y Ko B EON 1x 107%s BRUR B kA 1L-18 357k
[ ICs 24 Ix 10 MBRELR o B, AR 3R 55 25 1 PR SL R I, Brid pipk sl 46 4%
35N TL-18 R BIN Ko R FEEN 1x 107 BLLF sBUEIHI A TL-18 3L 1C,, A
Ix10°M 8 BAF o sk, AR R 10 5 B RS4RI e , Fridyiik sk Hopi R 45 4370 5 A 1L-18
FRRBSIR Ko RO 1x 107s ' 8BLT ;BB MHIA IL-18 3EHERT 1C, 24 1x 10°°M 5L
T BUE, IR S ARG, frid bl s NPt R g5 6870 5 A IL-18 B Kg
HREECH 1x 107 BLLR sEE I TL-18 3R T 1C,, i 1x 10 "M AR, 5, i
P3RS S R IARIE , Prif Pk sl PR &5 G870 5 N IL-18 fRES I Ko SR H HUN
Ix 10°s™ BRELR ;B HEI A TL-18 & PE 1C, 24 1x 1" "M BREA T,

[0074] 2% HIPL 1118 FLAKFK] S 7 plt 3k

[0075] AU B4R X 2 A 5 TL-18 RALL A PR UAT U — &40 . XA & % e
(1)t TL-18 FraRdAT &1 A DAkt 45 & ra tep / s fs 1

[0076]  IE¥T A SR 24 517

[0077] AR W3R A 5 A I B P AR sl H DR &5 680 70 DA R 2457 b ml e 52 R 3 A 1)

13
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HRAEW. 1L S, Frid 2 LS Wie & 20— Rl 4t ia 7 2o 1L-18
TR I IR TT 25

[0078] W] LA KR B RIPUAT S B ABIEH T4 T EENAGHA Y. B,
Pk 25 A G5 AR B PUAR BT 7 LA R 22 B2 (M asidk . RSO “ 24
2 BRI AL RE AR B A B A A IR R B A ) S 2 B B A AT S LAt TR R
PR B RIS IR TS o 2% ] H252 (2 (0 S0 A0 HE 7K | BhoK B R 2% 1 b %
T FERE HO SRS I — R ek 2 R DL AEY . BT 20T, B 2RI
AW P AR R 2B G H B BB G 2 e B e Gkl . 252 TRz i
BARIE T F /b DA IR P R BT 2 A LR A7 2 i 50800 1 4 B4 5, 461 vt el
FECFLALT 7 R Bz o

[0079] W[ LKA KR HIBLARIPUATE 5 N BIEH T B A A i s 4L 6 . frg
PR BB 2> B lF ) %6 & A 0. 1-250mg/ml PUAKAIVES R . FTidk i S a] DA AE 6
BT BB H S T 2 S IS (1) 3 56 48 P BV A B Bk T30 8 . Bk % b ) ]
DL L- 1% (1-50mM) 53 5-10mM, pH 5. 0-7. 0 (53 pH 6. 0) » HEAIE MM
FEAEAN R T DRI BR B A7 A5 B B B IR A BB IR o mT LA S B S Vs v i =, Ok
£ 43 0-300mM ( X Ty AR Y 5 il 150mM) o A T8 m] DLAREHTAF], EEh 0-10%
FERE (& 0.5-1. 0% ) o HEAIE FIPUR I L AG g Bap FI UM . A T30 2 mT LA ds
BER], FER 1-10% HEE (HE 2-4% )« ERARANE TR R80T LU E R, &
T 1-50mM L- 2R (5l 5-10m\) o« Hoe A3 3G 5 A s B 2R R 2R, v LAY
FE 0-0. 05% 5 () FLEEHE 80 ( 523E 0. 005-0. 01% ) o Hot TS MR FEE AR T8 1 AL
Mg 20 F1 BRI 2 36 PE 7 o

[0080] AU BH MG AT LA 5 A S FE R K o AR A 1 ~F [ AR [ 4550 284, 461 4
AT (90 e ST AR V) 2 BRI BCBTZ A 7 7S AT R 700 I R R AR 7 o P
TR TR 25 2577 NAR YT N o USR8 416 D v SRR R A v A T =X 49
W EHU A s o NSRBI EY . IERIZ 2575 X o0 B ash (B ke 2~
FEN UL ) 2525 E— ML SERE 7 S, T8 B iy s 56 40 7 Frid b ik . 7655 —
AT B S 7 e, I LN B R VRIS T TR B

[0081] A7 4G4l i Wb 252 T B K I HLAE AR 7= I R 4 A1 T A2 e e 1. ATk 4l &4l
DAl B V8GR Bk 3L 23 BGR IR A B e 18 & T R R B A TP 4510 . T sy
AT LA N S BTIRTE A Y (RIBUARSETARSy ) LU E S UL B A
[ —F e G A % F BB EEE A, ARG IR . — B &, @ TR iE A S
W5 N BN 5 FA A BN ORI DL 51028 14 T 557 (10 e 20 23 ) DI RS 2 b o) 2% 23 BEGR o % T
FH R i) % T B ¥ 5 9D T T TR ) DI R ol % U7 2 T TR R 2 45, DA A
AR I R B B AT B U5 FATART RS T 75 4L 53 (R0 K o 90 L) P a8 2 B9 1k g 4
AT, 7853 BRI 00 AR5 BT 75 S0k /ISR P 28 TS 1 391, P DAV VR ) 3 B P
A] DL i 7E BT IR 4G b AL G R IR A T, A9 G S T 1R R BH S, AT DA S 4
E D IERIIL

[0082]  HARXT TVF 2077 N, LIE 45 25 Ae / J7 2 B TR 59 bk PR e S i
{HA AR R B I BT R HT A0 43 ] DB G A s LN 2 B 45 1 o ARSI AR 52 0

14
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1, 5 2imAcn / 808 R TE s g R Ae . 7RSSy &b, Frd i ML & 4] L
53R BT i Ak & A e e PR TR T80 PR 28 A — kS i 5, 18] AR iR, B REAE N 3 SR
MWL IR G, W] LT ] A PR AR ZE S, ) &9 L8 L0 TR R IR
ORI R R IR BR A SR FLIR o X ST 22 ) £ 77 22 C S T AIE
AR AN R E K. 2 WA Sustained and Controlled Release Drug Delivery
Systems, J. R. Robinson 42, Marcel Dekker, Inc., New York, 1978,

[0083]  FEFHELLSIE Ty S, AR BH BB AR BT AT 43 T LU 1 PR AR R ) BT W i £ FH
RO T Frdib& (RO EA sy, a9 ) RnT Do 3 7e Al 5 BH A s 22 550 4K 7' B
WL FE R R 4 i R FIBRE B AN B Pl B Bk b T4 DR T s 25, b b &
YA LA AR TE ], CART N300 8 B2 30 e 3 I ) VR B3 B % h K 4R 3 57
LW H . A T BB E a5 25 UMK S48 T A K AL G, W] Re /5 FH B
1B IR AL A R 4 O AT B A B W i AL &4 5 Pk iy o i L A 25 7 .
[0084]  ti W] LUK AN R EKIE AL S B AN RIFTA A Gt o AEFEL ST T 9, AR 1K)
PURBHUIAR 35— P Rl 55 ST 697 o TL-18 i PR A T R G IT 45
WAL FEIBCH], B 5 TR G IT 90— AL G 7. B, AR B BT hIL-18 BTk sihiiAE
Gyl LS — el 2 M 5 AN S5 S e R PR (Blngs & H e g e 1 s & 4 ek i
SRR ) ILRIEHIA / B RZG T . AN, AR B — P 2 BB AR LS R
UL B BITETR VT Z9BeA AT o XL & 972 mT LA IR BRI & 1 26 7 1A
ST 250, RN e e T 5 & B B — 7 VEAH QB AT RE B3 M B I ROIE

[0085]  YHITIV

[0086] /13 —18 1E 55 2 ¥ S fo e I 9 ER 22 1140 92 i AH 5K 1Ry 3L 77 1 Ak O B4 FH o
1K P AL R (AN PR T 288 R 1 DG 1Y 28 i KT 8 T D AR M O 4R\ BRI O TTY 6 \A
S P DG 2 RN DT R A MESRTT R ARG M AL BEIRIE T B [P i 48 10 1 & i 4
98 M W 9 « T I 3% ARSI B PR s« FFDR M 2 W Wi« 28 I R 095 24 B 9t g 4 M il 7 9 L BS
PG E0 A B BAEHE TR S4B B S Stk Bl Pk Fe e M5 « ISR i Bl ik
o R AL % O I N BRI )1 W59 (Kawasaki” s disease) 4% 85 KT (Graves’ s
disease) \'BWREGEEME IR ML 57 28 510 B ASDNIA ZE R (Wegener” s granulomatosis) «
Fifiih - & SRR 2B (Henoch—Schoenlein purpurea) . WA Al WA B AKCE & AR G
IR VIR AR E R RS AR 5O PR R s SR B AT IREE I 75 AT S oL SR M g
T~ 77 A2 O 3RAT T S P il B £ 5 A S TR BT PR G 28 I BRI L < AR IO L
PR IR S T R DR R P A P A 3 L P B ot R g L 0 g R L 0 LA B L S
A9 (Addison” s disease) . T ZYHSR 1 2 AR B B RN TT 20 22 R A4k A L Tl 25 R 52 5 1
(Schmidt’” s syndrome) . A\ (Gl ) FPUCE B ERATE Wi & BT it J « I35 S W 3 42 O
I R R (Reiter” s disease) A BB OG0 it 02 TR &5 1 6 ME OG0
T TV T 8 A DR A L HR R AR B ATV 1] B AH O G159 B ME DS « s Tk A BB A g/
AR e NV PR A R N S B B S ORI 0 R VR MR RO I R R 4
P TgA Wi B B A s I PEZT I FE G T (Coombs) BHPE MU SE I SRAF PESPE L0 L
ADAE MBI VLR N R /Royal Free i 12 MRS R R K & 2R B8 4l e ME B ik 2% - B
KRR 2 BRI B G5 PRI 28 A3 1 S 15 R B 0 £ 6 ik SRASH PR A e B e AH G
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PN~ I 58 WA S B S e i (5 DL RT AR RUA T AP ER B 1 I ) T sK PR Lo UL &
PEASTHE  OF S D) RESE G | B AAHT B B D BE v « AT AEAL i B PR £ Ak i ve 2 | 90T I
[i) J5RC e Mt TV 3 P i 8 4 2485 2 R0 A A ) JD ek o V45 28 4 48 20 230 A DG e 1) o ik
95 < 2 8 T A 3 A S D) Jr e o 288 R 1 D1 9 A S ek ) R P s « 2R 4 Tk 41 B AR
FEAH I EIG B IL A% / 22 WL AR I i 0 HERS46 9% (S)jOgren’s disease) AH 21 fifi
I3 ~ R DR P AT 8 AH S M s 0L 8 MR SR V8 M IR 5 Ak I B 2 I e A S M T
2 YR ) O i TS P T A T | P S PR SR AR 1 R TR A M i 4% VR R 4 R
E T 5 SRS I TR M s R AE DG 28 L 1 B S e AT 8 1 B B 5 e ME AT 28 (Y
B & G RIS FERTF R ) 2 B E S AR (Pt LKM B iF 2 ) B & A SR
B B 2R 5 22 HKH L1 Bl B i BOIE AR S5 IR BEJROR E 5 3% B B A S I 2k e
YEIR 5 AR B A DR S M e PR B DT SR R P R M A R 1 T A R
2 R4 K7 et R T 1 40 ek /D E 1 B S g T R T A MR E S R NOS N ER TS 4
ST DL B R A SRR AR IS LB B EARE MR R B NOS RS T B B k.
Z R (FTE WAL ) AT IR 55 | 45 4 241 20 4k S P I 2 ik e T < o B S A 2 A Ak
(Goodpasture’ s syndrome) 4515 14 2 Bl ik 2 1 i 58 22 B o P AR 44 28 AW M A 2
W /R (Still” s disease) & G PEMEAL T HRAEAS 5B 1E  Takayasu s / BIAK 2
5 o i /SRR sk 2D R A PR A BRI < B G 5 M FDR R« FROIR BRI e TRk FOIR
Ji I B B S e PR R IRALERIROE (A9 ) W24 Tk B B Sz M FUIR IR LREROR | J5UR R
TR A RARPEIR (L3R 2 L SR R PEKE SR 55 o ] AR A S B R N LA R A4 38
SHIRTT R H B S USR5 REAH I B B % (R N P I 5 g B 2 R
BHER RSN B SRR B 5 R MEIR 512 28 2w A8 M A2 A
SN FHE Wy KGR RS (A anFPARIE RS A 20 3E ) LA Th2 ZRUR Thl A F 156
[0087] S Ut S N AR & B IR HL AR BRI BT I 255 38 43 16 57 I8 R P D01 % 1 B M AT g
R 2 RMEREAL, | JR B Z2 AP B PR B R E (mellitus) FAFE B2 98¢

[0088] AN BH BT A sk pT 1A 3 43 thn] LA —Fhsl 2 3 A ] B RIGYT B 5 S i i
RS IR TT i) — RS T .

[0089] W] LA HLBhER IS N H A B (P AR B PR &5 &l 4 VR T IR I . NAZANIE,
A DU BELHUIR 255 8 73 mT LSS F 808 518 Wby 299 1 H e 29 A AT H
BTk Ho e 259 RN SURYE e B BT Hlan, frddte 259 mT LOE e H 8
7 AR BB BT 677 55908 BOPRE I AN U A YR T 25900« FTiR SLE 2500 mT LSS Bk
BIT AV A R R 25, 90 s BT iR 1 S RS R 25

[0090] 3 W12 I AL AE A A B [ N I 4L A2 T LRIV B 4L G . T SCATiR I
I T UL TR B B i AR BREIPE R AE AR B4 () BT IR A A AT DL A R B B
IRFIE B R 52 o i = — R A AN 2. TR A tm] DLEE —Fh DL A 254, 151
WP A =R AR 25, NI RE R4 E T B 4L A e e sSe R L FiE Ve H

[0091]  fRIEZA4 AR AN £ 25, tHFR K NSAIDS, ‘C A S AT IR S 2. ek da
Hr o BRI SRR T AT N IR B R B 54 5 A BT TL-18 HUARBEA Va7 A I, i
1/ S ] 2 PR Bt 711) R A ARG L 2 VR B R P A [ e AR T 1 e vy sl VR FH o ] DL S5 AR R B )
PR BCHTAARES 7 -5 B FH R 7288 G 1 9015 2R IR T 25400 B = PR alll M S 49 A0 45 AT 25
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V) <40 MR PR IR 22 25 (CSAID) it el AR Mo Rl sl AR K IR I A sl o), 1)
i1, TNF, LT, IL-1. IL-2, IL-6. IL-7. IL-8, IL-12, IL-15. IL-16 EMAP-I1.,GM-CSF. FGF Al
PDGFo A B BIFT AR sRILHT IR 45580 73 v LA S dtag i LR 4l o3k 1 7+ B PiiA 45 :CD2,
CD3. CD4. CD8. CD25. CD28. CD30. CD40. CD45. CD69. CDSO (B7. 1) » CD86 (B7. 2) « CDIO ‘171
[EIECAA, 45 CD154 (gp39 BK CD40L) o

[0092] VA IT 5V L 1k 4 & W] LLAE AN A fd T30 B 5 Fe 9% S 21 1 980 908K ;
eI S ) A KR TNE S B R, ik A N IR 46 BN TNF $iT /KL D2E7. (PCT 2 A 5 WO
97/29131) . CA2 (Remicade™) . CDP 571 F 7] ¥ ¥ p55 Bk p75 TNF 52 K. ‘& AT W £7 4 9
(p75TNFR1gG (Enbrel™) u% p55TNFR1gG (Lenercept) LL K% TNF a %5 4LEG (TACE) #1715 [H
FE, TL-1 05 (A2 -1 HALBEMHI) IL-1RA 25 ) W] Re 1 TAH R R Rl A 2. et
EAGEFEANE 1. B REAEGETES IL-18 e PAT/EA K T 1L-18 Zhfg sk
5 TL-18 B [AIE I S e B I e R B E A s LD i 22 TL-12 505, 4% 1L-12
PUARBOT M TL-12 24R8E TL-12 855 & 0. DERH [L-12 1 IL-18 fFAEEESHAEA A
[FII D RE, BT =& IS PURIA G v e A 2. B IRIE A G 2 AEFER BT CD4 FPHIFH] o
vk B 20 A B 5 3L R 0 45 CDSO (B7. 1) Bk CD86 (B7. 2) HIFETLHI, AFEHiiA . ml
ZARFEBUEAE

[0093] AUk B PUAR B BT IR 4553040 v LLS 3 WL R 254l & -2 e L 6-MP it
PReNSEe RN G | SE Vb hy e By PR G T/ PR R E L B R (WL
SRPRI TR ) Bt P R AL B 2R [ i (IR IR AR BB 56 ) « B -2 B IR R
SZARBENF (VDT R R AT AR VD SRR R ) VBN RSSR ( AR B R ) EH R RS
K Wi 25 R AR FE A ER U T 2 L FRB06. 55 0 5 25 F5 1y 58 v A B e L SR UK o
NSAID WIAFi% 55 « cox—2 Ml cox—2 SERE I (F1 U1 rofecoxib (VIOXX™ ;Merck&Co.
Inc.)) B2 SO [ W45 40 3k JE A e« ot 1 —— I Al 470 7050 IR 1P s 3]« B s ) A0 ol 51
B AR TS BB () TNF a 8% IL-1) 5 55 S 254 (140 TRAK.
NIK. IKK. p38 B MAP JBgHDHIR ) « IL-1 B LALBEHPHIF. TNF o #4LRg (TACE) FHHil5H). T
B o 2 T SR ) e D 7 4 R 1 D A A0 R L E L T RS | 6 SRR
WELI | I/ B 9K 3R A AL R HD A7) T MR 4 B R 52 1 e LT A4 (9 ] 5% pbb BX p75
TNF 52 AR FIATA24) p75TNFRIG (Enbrel™ FI p55TNFRIgG (Lenercept) ) « sSIL-1RT. sIL-1RIT,
sTL-6R) At R 4ifaal v (il 1L-4. IL-10. TL-11.IL-13 FI TGF B ) . thiEMIH S IR
FR RS BYCOR FRoK R, 78 T B B0™ B KR OCTT A DL T, BAE MR 2R

[0094] W] DL 5 AR B TR SBT3 416 09 FH T 2 M W9 (10 V6 77 245 W 1 A PR i =k
PG LLR 2590 AT ZR0E 3R B AR 1 s B DO [ I s B AR B 2R s MRV E 5 20 oK
W ;6— SRIENENS STt PRNGENG s PR M 5 IR 07 S8 AL B 3] s e vbuZs s bR &R s A
AT s AR LEFNHI s TL-1 SZARFEHIH Pl IL-1 8 B REPik ;P 1L-6 B EHiik
AP 55U S R RIGR) It rE 2 - BRI S B CL R e A M Rl BRAE KR )
HUABEEHUH W INFL LT, IL-1, IL-2, IL-6, IL-7. IL-8. IL-12, IL-15, IL-16.EMAP-11.
GM—CSF. FGF H1 PDGF o A% & B (PR BRI B IR 45580 73 v UL S P an LUT B4 e & i 73+
HIFLAALH 4 :CD2.CD3.CD4.CD8.CD25.CD28.CD30.CD40.CD45.,CD69.CDI0 B e A T fc Ak . A<
KR HUABEDUR S G n] LS i LU K25 & <2 I (R fi 35 L FK506 .
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T 2R B R SR 50 R WK R NSATD 9 LA i 25 « B2 2 [ B 190 Wik Je A T i R
L1515 N7 € ) 1T A N A B = 3 s T 7 N 7 R 4 A P R R G
WITINF a B IL-1) 1555 0259 (141 IRAKNIK, TKK.p38 B MAP J&fg0HIF) ) \IL-1 B
AL PRI HIF) . TNF o S ALBEHDHIR . T 40 B s 5 e S I 550400 a0 i 5710 4 i il
FOHFA) I BN IV T PRI A L 6— SR FENINA | 1M 5SS o 2 L AL BT L Rl v e 4 e IR - A2
R AT (BInm] P p55 Bk p75TNF 524K sTL-1R\sIL-1RTT.sIL-6R) FHt % 4i ji [l
+ (it 1L-4. IL-104 IL-11. IL-13 F1 TGF B ) »

[0095] W] LA SHuAREHt IR 45 G840 406 10 70 B AT 98 110 v 97 25 4 AR 3k Sz 4]
FELL R 259 < INF $5P1HI 05T INF Fiik. D2E7 (PCT A5 WO 97/29131) . CA2 (Remicade™) .
CDP 571, TNFR-Ig #4744k (p75TNFRIgG (Enbrel™ FI p55TNFRIGG (Lenercept)) HHIF L A
PDE4 #0510 A< R BH IR B BT IR 255 343 ] DL e 5o [ 1 (491 40 A7 Hb 2 1 A kb 58
K ) Aa . RRPPUABEDUR G875 AT LLS 8 i E& i ng . 5- 2 K Rl
BWyb R 29l A, LS T H0E dn TL-1 08 28 40 e IR 7 19 A sl sl A E F 9 2540 (4
IL-1 B ¥ ALEGHNEIFIF IL-1ra) 46 AR RPUABEHDUR S5 G 7 hn] LLS 18 nis 28
P& TR ) 7) 6 SRIENERS V) T 4 JufE S5 IV — R H . AR KIUA PR &
EEAFILLE IL-11 A4

[o096] W] LA 5 A K B FUAR SBT3 41 & T 2 R B4R 1 ¥6 77 25 P i Al PR il v s
P AFE LA 259 R B [ ik JEAA e s IR B 0 A PN We IR LI s IR 3R s T
end 4 EILAEE LB 8 s T % - B la(Avonex ;Biogen) ; T# % — B 1b (Betaseron ;
Chiron/Berlex) ;3LE4) 1 (Cop—1 ;Copaxone ;Teva Pharmaceutical Industries, Inc.) ;
fn R s RN 2 Bk B selabribine P e A R4 i R 1 B AR KR I B AR 535 Bt
5, 0, TNFL LT, IL-1. IL-2. IL-6. IL-7. IL-8, IL-12. IL-15. IL-16, EMAP-I1. GM—CSF,
FGF F1 PDGF . A< BH BT AR B BT IR 45 -G-8 70 T DL S P W LA 140 B3R 1 43+ I B ik
204 :CD2. CD3. CD4. CD8. CD25. CD28. CD30. CD40. CD45. CD69. CDSO. CD86. CDIO BL ' A1)
Bk AR B HUARBILHUR S5 &8 T LS @ W LU N 25 & -2 s Al b
7. FK506 . 75 M85 22 « 52 MR 5 4R 00 R OK ST « NSATD 9 AiAfs v 25« je B [ W) an ik Je
LY AN - L g =1 T | P NS & ) B e 71 = N 1 1 N = ol o e e i ) e w7 K |
MRl (B TNF a B TL-1) 15 58 F254) (440 TRAK, NIK. TKK. p38 B MAP JH gl
7))« IL-1 B HEALEGIHIF . TACE FUHI5) T 40 M f5 5 58 S0 550400 o Sty 300 1610 55 4 8 2%
[ P ) 51) AU SECRER IEE E ot PRI I L 6— SR ENEE NG | I A5 K K 3R A IR A1 1) P 12 4 i A
T3 Ak R Hofm A (lanml e pb5s 8L p75 TNF 524K, sTL-1RI.sIL-1RII.sIL-6R) FlHL %
40 1 (i IL-4. IL-10. IL-13 F1 TGE B ),

[0097] WL S FTiRBiik sk IR &5 &30 416 H T 2 R MR AL 1918 7 259 6 A 146 SE 461
AFETH0E - B (B U1 IFNB La Fil IFNB 1b ;copaxone. ¢ i [E B TL-1 P57 TNF #l
FFIHT CDA0 FELAAFN CD8O FIHTIA

[0098]  AJ BRI 25 FH 0G0 ] LIS “YVa 97 A 2a” sl “ TP A 2E” AR Hiiksibt
Gy o “URTT AR TR IS B P I IR TT 45 B0 77 I B AN A A R . ik BiiA st
P4 (Y6 T A R T AR YR an DU R AR AR5 R 00 A% P R
A K i HUAA BCHTAA 8 70 6 AR N 35 A T s IONE R RE ) o V8T A R B A2 VR YT A 2 2,
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I IR P A BT 73 AT AT B 1t B N I & o TR A AR 7 Fi ik 3 I /5 T
&5 FL b T R 2RI [B) PR 80 o S8, H T TR R R A BT B A T, R
A SR TR A S0

[0099] W LAY 4524 75 58, UISRAE AT i e il e N (B anyfy sy e N s Py e . ) o 49 2, ]
PAZS T 5L R KGR &, BT LR RIE I TR) N 4537 2 4R o0 IR RI 8 5 B0 BT AR 71 B mT AR V6 97 15
DU 75 BLIEAT AH N D 58 0 o JUHA R B T 2 45 25 R ) 45 25 165 2 A T X )
BN A o« AP A7) SRR O e T 75 0T R LB R S AR N B )
SR ES BT TR B B U AR S T T 2 B A G IR BT R VAT RO IR T
AR TSE A 2 I B . AR B 5] B A T SO B T 9 E BB T (a) Aridis b
B P AR R P R 75 3R AT B B ARV T BT 2508, AT (b) XS &N AN PR v 7 B Bl il
P A A A B PR o

[0100] AR BHHUAR BB AR 23 1A 7 BP0 1 7 9] 1 A R il 12 i [ 4 0. 1-20mg/
kg FEALIE 1-10mg/kgo (B AFE B MUAE, TR A T LARE 55 9% (109990 (1) 248 28 R0 ™™ B 1 i A
o JEHNIE, X TATA B AR AR AR T BRI Bk R4 T IR A 59 Sk A 21
SV R I i) P R 3 B (9 265 245 7 48, AR ST 3 ) 31 s PR S 7 A P 1) AN 2 A BR
SR AR A 2L 4 P 3 T B S

[o101] BT 11.-18 BRI i £8 J5 12

[0102] AR B HT TL-18 ik n] DL R A A s H DAl 28 Bk i Ak 2 A AR i —
LR A AHAEAE/ANT T RERR TL-18 SRR AL - B, & 2 ZE R PLFEDMTDSDCRDNA (SEQ 1D
NO :1) HIA TL-18 F AL IR HI 45 o

[0103] i &, HLAHI& 456 AN B3 —18 (IL-18) MIHUARINA K B 5 A AL HE

[0104] ¥4 HiAFE R T T8 &2 HL 1% PLEEDMTDSDCRDNA (SEQ IDNO :1) s§H:#B4> (SEQ 1D
NO :3 5% 33) A IL-18 EALHDUR ;

[0105] M RHL A PR Hh b 8 45460, 2 2 B4 1% PLFEDMTDSDCRDNA (SEQ ID NO :1) BRI 4y
(SEQ ID NO:3 8% 33) BN TL-18 KALIIPTIA.

[0106]  7E— A5 7 S, Pk Bt A A2 3 0 AR N Bt Ok, T IR O A AL R A
47 47 % FE 1 PLFEDMTDSDCRDNA (SEQ ID NO:1) ff1 A TL-18 & 4% ¥ ¥t J& 4 9% BT & )
Yo £ — AL R, FriRPuk e 2 EABASCE, frid 7k HA S S 2 AR
PLFEDMTDSDCRDNA (SEQ ID NO :1) FJN TL-18 FeA7 B0 IR ik ik SCFE . ik S0 JE e U2
NP

[0107]  FHHLIE S 2 B0~ AT BT 58 i i 0 i 7 A R S5 k30 1 16 7 ¥ S AR B A o &
(K)o AT LA 5 2 2 JE % PLFEDMTDSDCRDNA (SEQID NO :1) (A IL-18 FAT () IL-18 5%
T, UL R Z wEDUE ;I IR 2 se Pk i BEaR L8 5 B ik R AL 45 & 1Pk, ml
LAy B8 46 PR R AL R e B AR (ks ik 22 s b s il i e & hIL-18 22
1% PLFEDMTDSDCRDNA (SEQ ID NO :1) HIBKIIAE ) o HSRB R PTIA 2 iR He )il L
SEEE) (RIAK ) hIL-18 BLnT L2t G H R A7 hIL-18 11— 7, Bl it & hI1L-18 [
2 1R PLFEDMTDSDCRDNA (SEQ ID NO 1) HIE ik o Ak, HUBTIR R AL 5 v LA T] LLAn
Tl H BRI, R FRAERATE R, I HE B iR e M 45 6 P B R AL BT
PRI s g , W A FH AL 75 hIL-18 % 25K PLFEDMTDSDCRDNA (SFQ 1D NO = 1) [JJIA#i
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T AT I Hak £ 5 ik IRy 2 1t 455 ik

[o108] R m] LR I AASR 7 ki 46 A e B I P AR, JErp i bR SO LA € R T 45 &
o PR PUAR . X U B 2 T AR ST IR 7 V5 AR TR AR B N A A LR STk
FR 770 U0 Ladner 253€ [E&F) 25 5, 223, 409 5 ;Kang %5 PCT A 455 WO 92/18619 ;
Dower Z5 PCT A AT 'S5 WO 91/17271 ;Winter Z& PCT A A 5 WO 92/20791 ;Markland % PCT
Iy A5 WO 92/15679 ;Breitling 25 PCT A A5 WO 93/01288 ;McCafferty 2§ PCT A A 5
WO 92/01047 ;Garrard Z& PCT /A A5 5 W092/09690 ;Fuchs ¢ (1991)Bio/Technology 9 :
1370-1372 ;Hay %8 (1992)Hum Antibod Hybridomas 3 :81-85 ;Huse 2§ (1989)Science
246 :1275-1281 ;McCafferty £, Nature (1990) 348 :552-554 ;Griffiths & (1993) EMBO
J12 :725-734 ;Hawkins 2§ (1992)] Mol Biol 226 :889-896 ;Clackson %% (1991)Nature
352 :624-628 ;Gram 2% (1992) PNAS 89 :3576-3580 ;Garrad 2¢ (1991)Bio/Technology 9 :
1373-1377 ;Hoogenboom & (1991)Nuc AcidRes 19 :4133-4137 ; Fll Barbas & (1991) PNAS
88 :7978-7982, M PCT ‘A A5 WO 97/29131, Pridh % SCRR A A #R L 5| I 455 BIA L
[0109] PR EZAHUASCER] LIS B AL & & 2 355 PLFEDMTDSDCRDNA (SEQ ID NO :1) [¥]
FAL TL-18 5 IL-18 [—# /- S B . 80, Frd EA BT ARSCRERT LA A R 1)
B, RIR A TL-18 e i i, Bl anfs B RN TL-18 S5z i A ANBUIRSCE . Ak i
(R ] DA LR 755 4% - N TL-18 ()24 58 PLFEDMTDSDCRDNA (SEQ ID NO :1) [
R G BT id B A BRSO, TR SR AZ R AL IR HTAR . HEAT X 0 ML R 77
e AR AR JIT JE S0 T, 1) A0 A T IR BV 1 25 2% SCR P R 1 77

[o110]  Jf T IEFEXT h1L-18 B ARy i 45 A 2k Mk AR BB, Wl A AT AR 4 50 9
RN B PRI 7 O T IR h1L-18 HA R 2 ARG HE R HTak, T LS A A DLV
FPHI hIL-18 35 Pk A O AN AR IE T 1o S db, S e OO A B DR 7 V28073 St NP
G P2 BRET R 705 B« AT ASE Tk A 20 0 0 4 P2 D 25 I 308 8 4 N LA I 7 2 A4 12
H (U . S. P.N. s 5,877,397 fil 6, 150, 584) »

[0111] 3T 11-18 HLARHIVH]

[o112] SR H A e 2 Wl o , 48] g TG e 92 WA B 0 2 (ELISA) USRS 72 Ml 52 (RIA) BR
YA e A A2, W] DU O AN RE S 454 hIL-18 (A K B HT h1L-18 Fi Al 3 55 43 46 il
hIL-18 (4 A= e i, 490 G I B 3R ) o AR B3R A0 T ORI AR 404 5 o hIL-18 (1) 77
% BT 77 SRR R S AR R TP BT A A B ik, SRS AT I B hIL-18 £54
A (BT ) BURE G RIBUR CEGHTAER S ), WA I BT I 4G T A= P i 1
hIL-18. Frif$ifhk B e skiase H—Fal KA Bibsic, BLA B TR0 BT ik 45 6 Hr ik sioR 25
G AIE TR I BTS2 M A 3L O BL SO BRSO A EE . A I
() S A A0 4 R i A Dl B PR R I . B — LB P sk S B IR AR ARG s A IE AR R A
VIR SEp RS ERED / EMENIUEY R ED /AR s EER MR S
AFEDTEH  FOCER M EIR KGR PP R SR RO ER ST R e AL R A
RICHAR B SRR K 5 B 3G JEUR AR SE AL S TP 1S PP BlCH,

[0113] W] LAERACHR i Tl B4, 30 0 56 4 1 A e g, A FH — Fbon] ks T 490 Jo b 1 1)
rhIL-18 FRE AR FRIC P hIL-18 Pk, v LA E AL A Th ) hIL-18. 7Bl &,
W TR AERE bR thIL-18 FRUE S FIHT h1L-18 HURIRE &, 485 I 5 T iR R bR Hiik

20




CON 102206277 A WO B 18/28 Tt

S5 HIARIC rhIL-18 Ard i i . AEMRESL T hIL-18 & & 5 kSt h1L-18 Hilk 4 & HIbr
it rhIL-18 FRife it B s b o

[0114] AR BRI HUARAGTARIR 73 B i EAR SRR N S5 et th A hIL-18 3 1. BRI, ] A
I FH A S B FRD X R AR R0 A48 23 30 i 49 A 755 hIL-18 FRI 4 M35 24 H 1K) hIL-18 35 7k
TN hIL-18 35 1 B AT 5 Ak B BB 38 SR MR TL-18 B e SL3h P i
R hIL-18 W&o 16— ANSEMETT Z& P, AR W S i — R ik TL-18 FE LRI 757%, Pk 7
ALFRR TL-18 5 AR I PUAR st (R 4 e fule, 4845 TL-18 W A5l ik TL-18 &
UF 2 N TL-18, i, 763 A B BE & hIL-18 R4 Muks 29, ml LU AR B BTk slbt
WE S B Pk By 7Rk b, LU IR 55 252 H i hIL-18 35 1

[0115] 55— ALl T7 S, AR B AR A0 5 BRI P TL-18 5 M & A 35 B ) R 7
R TL-18 WG PR R T 100 AR 5 B SR AL 000 ot e 28 P R 97 0 ) AR 8 A N 1) TL-18 WG PR R 7
2%, TR 5 1AL RG24 Y TR B8 3 A I BT AR BT A o8, 4845 T IR SR 3 AR N Y L-18 W
WAl FTiR TL-18 SAF/E N IL-18, ik 3 s 2w N o 83, Prid B n] LRk
AR WIS R B TL-18 KN FLE Y. 3, i i vl L2 £ 3 A hIL-18 (i
W47 hIL-18 BRIA hIL-18 #EEEP ) WIMEFLEN. X T¥R77 H I, 7T LUK AR B3t
REE TN o TN, X T8 RS0 1 N0 KB Y, ml DL AR B pi ik 2e 7
RIL G TR PIARAE ) TL-18 BIAE AR FL B . KT a3, IXFERI s i ] LA
RIPU A B HUAR BT 2R (Bl ik gs 2550 S A7 72 ) .

[o116]  EAKSUE, — M sh Wik i i TL-18 35 ME (R sh WA R F A AR & J& . 26 4% 40
LI NOD-SCID /) ilo AR5, fERSHE T 2—4 Ji CIRIE LIS TP BN TG 2ol s ), X B /s B
TS LPS(JJRZHE ) o 4-6 /NS, llE LPS I I ATHLE — v MG . 75 LPS Xy
— RIS iR iR (ip) , AR5 I PR i sh i S0 A B T P03 — v s 3 i
BRAE (TL-18 AP PERIThfE ) (2 W4T, Holmes 2%, Hybridoma, 19 :363367 (2000) ) , I &
PU IL-18 Hifk (fan IL-18 PRIBLiA ) fIzee (&) .

[0117]  ASCHT FHARTE“ Horh TL-18 3G P A7 35 A 0465 5 Ao A1 E e, Hrp
SR PR ) R B AR AFAE TL-18 LR UE L BUM SR 5 T IR 5 13 BE AR R 27 OC, B
h SRR R R 2. I, Fob TL-18 3 MR F A 2 H b AU ) TL-18
TG PR S GRAR FIT IR 0 IR/ BYCIE R IR0 o 3K R R A3 2 A i e 268 P 2 9269 1) 28
B ED AT TL-18 BV FERT I (45 4n Jridk 88 109 \ L3R W v 55 h i TL- 18 YK
K SRANCAUESE, i b FTIR, AR BT TL-18 HiAn] LUK TL-18.

[0118] W] LLHIAS & BT AR TT 959 B Al PR P SE ) B 6 B3R A K B B A i 24 H
HEY)— 1T ie BRI o

[o119]  AR4fE LT AN NAZAEARE Ay FR i 12k ) S T 481 A S WY ) HL R A A S i o LT
[0120] S8 76 7

[0121]  — i &, B AR S Ul B, SEEAS & B is R B S 5ROy TAED R VEEA
DNA HEAR L PCR BER A A BOR (JEILR BTSN ) LLSAT A 0 75 B 41 B 35 57 5 )
BB, TR BORAE AU AR S AN RS B W O BAE SCER A VRS R . 2 0L, 11
U1, Sambrook.Fritsch fll Maniatis,Molecular Cloning :Cold Spring HarborLaboratory
Press (1989) ;DNA Cloning, 58 1 Z=F1% 2 3, (D.N. Glover %=, 1985) ;0ligonucleotide
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Synthesis (M. J. Gait 4 3 ,1984) ;PCRHandbook Current Protocols in Nucleic Acid
Chemistry, Beaucage % 3, John Wiley&Sons(1999) ( & 4% ) ;0xford Handbook of
Nucleic AcidStructure, Neidle 4% =, Oxford Univ Press(1999) ;PCR Protocols :
AGuide to Methods and Applications, InnisZ¥,Academic Press (1990) ;PCR Essential
Techniques :Essential Techniques, Burke %4 #, John Wiley&Sons Ltd(1996) ;
The PCR Technique :RT-PCR, Siebert %4 =%, EatonPub. Co. (1998) ;Quantitative PCR
Protocols, Kochanowski %5 4 3, Humana Press(1999) ;Clinical Applications of
PCR, Lo 4% #, HumanaPress (1998) ;Antibody Engineering Protocols(Mehtods in
MolecularBiology),510,Paul,S. ,Humana Pr(1996) ;Antibody Engineering :APractical
Approach (Practical Approach Series,169), McCafferty 4m 2, Irl Pr(1996) ;
Antibodies :A Laboratory Manual, Harlow 2& 4% =%, C.S.H.L.Press, Pub. (1999) ;
Current Protocols in Molecular Biology, Ausubel 25453, John Wiley&Sons (1992) ;
Large—Scale Mammalian Cell CultureTechnology,lLubiniecki,A. 4@=%,Marcel Dekker,
Pub. , (1990) ;f1Manipulating the Mouse Embryo,HoganZ,C. S.H. L. Press,Pub. (1994) .
[0122]  BRAETIAH UL, 480 SE ] T B8 EaR B 7 7%

[0123]  SKEtf) 1

[0124] T 1118 PAAMK >

[0125]  JE Id 0 e SR FH KU T A B 40 L (491 4 ks Bk AR FIAEL ) 11 mRNA [ A VL. cDNAFIVH cDNA
Tl 2% AR scFy Wik B 7R FE7R SCE , 73 BT TL-18 Wik, RS RI L% 77 VA AE Vaughan
%% (1996) Nature Biotech. 14 :309-314 47 /44,

[0126] RAAK A IL-18(SEQ ID NO :61) . IL-18 [{IIEFR AL (SEQ 1D NO :1-3) sk—211%
R IL-18 ES 15 MR (HRLFH)7R 3K 5 o1 :SEQ 1D NO :31-60) , ik firidk
SCPE . SRFARRUE T (Marks 25, (1991) J. Mol. Biol. 222 :581-597) , {8 izb ¢ i it Jr A 4
PG LD FE TL-18 Re it ik SRA) IL-18.1L-18 MIRE AL s— 2 A F £ A 3
(1 TL-18 B S 4E A 1L-18 K, ik scFv SCHE . JEF LRI [5] 1 v [ 22 784, 3 3ok PR o)
PERGTH A 1S BT 0 5 , 2R Ja i@ ik DNA I 741 i DAE 5K .

[0127] T2 IUEE: &4 TL-18 AR IEIRAT TL-18 ik, HI ELISA X3k A1)
F TL-18 8 & A schv W_EIEWH, 285 I e 25 AR A

[0128]  SRAFPIANPL TL-18 BBEPUIR, —FIFRA 2E1, 1% 2E1 52 R IRRAr F— AL ik a7 43
BT 558 Ml IL-18 JUAARR A LT28, 1% LT28 2 K 2K IL-18 73 B . X X L35 fUht
IL-18 HUiRdAT e+, LAt — D s FE T H

[0120]  SKjifs] 2

[0130] 5T —18 HUAARINEA ) ple it

[0131] X HA A TL-18 &5-575 1t LA MR T35 6 R EREAUARBE e 21 I HTAR 2E1 (1) SR
Fv BT e, R BLSGdE A TL-18 35 k.

[0132] 6. FBEHT 1L-18 Pilk 281 ()75
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2E1 &4
(S8EQ ID NO: 18)

CDR1 (SEQ ID NO: 9)
QVQLVQSGAEVKKPGASMKVSCKTSGYTFTGYYIHWVRQAHGQGFEWI

[0133]
CDR2 (SEQ ID NO: 10) CDR3 (SEQ ID NO: 11)
GRLNPTTCDANFAERKFQGRVALTRDTSISTAYLQLDSLKSDDTAVYYCAGKEGAWGOG
TLVTVSS

[0134] K 6. FHEHT [L-18 Pifk 281 (/751 (&)

2E1 4%
(SEQ ID NO: 19)

CDR1 (SEQ ID NO: 12) CDR2 (SEQ ID NO: 13)
[0135] SSELTQDPAVSVALGQTVRITCQGDSLREEFYPNWYQQOKPGQAPVLVIYGKNNRPS

CDR3 (SEQ ID NO: 14)
GIPDRFSGSGSGNTGSLTITGAQAEDEADYYCGSRDSSGIBVVFGGGTKVTVLG

[0136] SR TL-18 JIK A1 TL-18 4R 3 Pk (19— 4L /7 55 B JBK, 37 Ml 3 % Bt 1L-18 ik
2E1(Z WK 6) .

[0137]  JEFEHH DAL 16 S ] A8 X R o 2 R ER T A T38 7 e LR U, X T3
BEIX, £F CDR1 A7 & H30. H31. H32. H33 Il H35. CDR2 {7 & H52. H52a. H53. H54. H56 Fil
H58. CDR3 {143 & HI5 H96. HO7 FI HOS, ik oA S FL IR HU AL

[0138]  Xf Tk LA M Rt 2 SRk 2L, 78 CDR1 47 & 130, L31. L32 F11 L34, CDR2
K47 B 150, L52. L53 Fl Ls5. CDR3 HIA7E L89. L90. LI1. L92. L93. L94. L95, LI5a. LI5h.
L96 1 L7, MK Az FE R EUAR o

[0130] £ 7. 5N 2E1 RS ILREUC
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[0140]

[0141]

[0142]

w P P 21/28 7
THEE
CDR/Kabat RAREEA
4
CDR1
H30 ARNDCGHTLFP,S orV
H31 A, CHSToY
H32 R,N,C,H,P,S,or T
H33 N,D,C,Q,H,L,M,F,8,orV
H35 N,D,L,orF
CDR2
H52 T
H52a R,QLS T, oW
HS3 ARNLPS,orY
H54 ARN,D,QLKMPS,orY
H36 ARKNCGHTLLoF
H58 ARQERLLKMFS,TY,PSTWYorV
CDR3
HY35 AR,EQS,Y,V,HP,W,orC
H96 AR QS Y, VHPWorC
HOT AREQSY,V,HPW,oC
H98 REQS,Y,V,HP,W,orC

#£ 8. 5N 2E1 WA BEaE A EUAR

CDR/Kabat
L E

IRRAEE

CDR1

24
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L30 N,D,C,G,LL,S,W,or ¥
L31 R,N,D,C,G,H,I,L,P, S, T,or Y
132 RN,D,E G, LLP,S,T,or V
L34 ARN,D,EHLLKMEP,S,T,Y,orV
CDR2
L350 AN, LI FP,S WY, orv
53 ARDELLLMED,S,T,orV
L53 ARCILKMPS,orT
L55 ARN,D,C,GHILLS,T,oY
CDR3

[0143] 189 AREQSY,V,H P, W,oC
190 AREQY,V,HP W,orC
191 R,E,Q,S,Y,V,HP, W,orC
192 AREQS Y, V,HP,W,orC
L93 AREQY,V,H,7P,W,orC
194 AREQY,V,HP, W,orC
195 AREQSY,V,HP,WorC
195a AR EQS, Y, V,HP,W,oC
L95b A,REQS,Y,V,P,W,orC
L96 AR E QS Y,HP,W,orC
197 —T& R,E QS YV HP W,orC

[0144]  RAMHERI AR (Taylor 28, Nucleic Acids Res. 13 :8764-8758(1985) ;Nakamaye
& Nucleic Acids Res. 14 :9679-9698 (1986) ;F1 0lsen %4, Methods in Enzymology, 217 :
189(1993)) TIANHUR. MEFEHLUE, X T 84T R AL E A s 8 208 1 1R FF B L
&Ptk 2E1 ZERII BRAE Py T 20 JR46 0k i) 2% FRE DNA Bl . S94R 2E1 Pk E BEM
A% R E A0 SEQ ID NO :62 1 SEQ ID NO :64 h4fit, K5 R E TG 4|
#h DNA B, 55 J 7 A2 RURE TR, 4n e A8 BT il B4 1) 25 78 B 65+ 45 N ) IE 1 s AN R 9248
HAAKE, RH QuikChange Kit (Stratagene), fFEAE Ry UL ], o038 2E1 BRI RER
CDR3 [X k.,

[0145]  SRJEX1F HEEANHR R VIV 2 ARl (BRI 7-36 A~ 3a b ) )7, ibAR15 B
AN 2B 1 FBEDL AR T A1) K SO R IS 48 [ 1 40 R mh R0k, FER Lk AT Ak, TRk — 2B
N HTIR RS AR IR .

[0146]  7ERA A TL-18 BRI I — M 7, Mg e AR Mt IL-18 ik, H T2k
HZER ) et AT it — el . BARKRUE, R EdRER, E— P M AA/R TR I PR E
BER#BE 74 (FIAE SEQ 1DNO :66 A1 68 HRMLHIZER 741 ) 1) LT28 Hiik.
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[0147] X 9. BHEHT 1L-18 Iifk LT28 K1 JF4)

LT28 €4
(SEQ ID NO: 28)

CDR1 (SEQ ID NO: 20) CDR2 (SEQ ID NO: 21)
LVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISGSGGSTYYADSVKG

[0148]

CDR3 (SEQ ID NO: 22)
RETISRDNSKNTLYLOMNSLRAEDTAVYYCARDDDDYDFDYWGRGTMVTVSS

[0149] 3% 9. BEHL 11L-18 HiAk LT28 [1)F41) (&)

LT28 245
(SEQ ID NO: 29)

CDR1l (SEQ ID NO: 23} CDR2 (SEQ ID NO: 24)
[0150] QSVLTQPPSASGTPGQRVTISCSGSSSNIGINAVNWYQOLFPGTAPKLLIYGNDORPS -

CDR3 (SEQ ID NO: 25)
GVPDRFSGSKSGTSASLAISGLQSEDEADYYCAAWDDSLSGPVFGGGTKLTVLG

[0151] X EHEX, 48 CDR1 F{4A7 & H31.H32.H33 F1 H35.CDR2 {47 & H50.H51.H52  H52a
H53. 154 H56 F1 H58 LL K CDR3 [#] H95., H96, H97 . H98. H99. HL00. H100a, HI01 1 H102, 5| A
AR

[0152] S T-i6$8 1 ULSSAR [ ek 2k, 75 CDR1 [¥47E 130, L31. L32. L34, CDR2 [{Ifr &
L50. L52. L53. L55 LL A& 189, L90. L91, 192, LI3. L94. L95, LI5a. LI5b. LI6. LI7, 5| A
AR

[0153] 3% 10. BN LT28 [ E 5 S IL I EfL
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[0154]

[0155]

[0156]

w B P 24/28 T
THRT
CDR/Kabat AR EG R
i
CDR1
H31 AREQSY,V,HP W,orC
H32 AREQS,Y,V,HP W,orC
133 AREQSY,V,HP WorC
5 AREQS,Y,V,HP, W, uC
CDR2
H50 AREQS,Y,V,HP W,orC
H51 AREQS Y, VEP W, uaC
H52 AREQSY,VHPWoC
H52a AR EQS, Y, V,H P, W,orC
B53 AREQSY,V,5P,W,aC
H54 AR EQS,Y,V,H,P,W,orC
H56 AREQSY,VHP,W,oeC
H58 AREQSY,VHP,W,C
CDR3
[H95 AREQSY,V,HP,W,orC
(H96 AREQS Y, V,HP,W,orC
H97 AREQ,S,Y,V,HP,W,orC
HO8 AREQ,S Y,V,HP,W,orC
H99 AR EQS Y, V.HP,WorC
H100 AREQSY,V,HP WorC
H100a AREQ,S,Y,V,H7P,W,orC
H101 AREQSY,V,HP,W,orC
H102 AREQS Y, V,HP W, orC

11, 5]\ LT28 [k s AU
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BEEE
CDR/4z & IR B 5R I
CDR1
130 ARKEQSY,V,HP,W,C
131 AREQSYV,HPWC
L3z RE QS Y, V,HP,W,C,G
L34 AREQSY,V,HP,W,C
[CDR2
150 AREQS,Y,V,HP,C
L52 ARES,Y,V,HP,W,C
L53 ARES,Y,V, 0P W,CN
L55 AEQS,Y,V,HPW,C

[0157] CDR3
L89 AREQSY,V,HP,W,C
L£90 AREQSY,V.HP,W,C
Lot AREQS,Y,V,HP,W,C
192 A,REQSY,V,HP,W,C
193 AREQSY,V,HPW,C
194 AREQS,Y,V,HF,W,C
L95 AREQSY,VEFW,C
L95a AREQS,Y,V,HF,W,C
195b AREQSY,V.HPW,C
196 AREQSY,V,HP,W,C
L97 AREQS Y, V,HP,WC

[o158] 4 FATiRSI ANBUR. SR JEX15 B BB AL SON I 2 AR ve B, TR AR
K B oRAR LT28 SUBEDL A7 41 B032 () IR 48 v [ £ 41 1 T 08, SR Ja e 4k, (i prdk 1
LA

[0159]  SEjEfs) 3

[o160]  AButh5 11-18 s AiE M

[0161] X BIAcore £ % (Pharmacia Biosensor, Piscataway, NJ) , i o8 2 [ 25 5 114
FLHR (SPR), g FiAA ([l E fE AR S B4R LA R EA N TL-18(rhIL-18)) A
ST (HURISIR ) Z TR SE I S5 S AH BAEH o Brid 22 4R SPR IR 27 M BEAS U i 28
Bl AE DA AR TR A TP R B B PR AR . AR 5 DA R T S P A SR R A S A £
Fo MBI I BT IR A FEME AR ON TR NPT RN 5 B A4 () (1) R e 1 45 & R B R R
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SO FE G A SPR 15 57 4424k SPRAE SARAL AR AL (RU) 3%, FEAHXS T I [R)
sensorgram [ vy #ll &7~

[o162] & THM TR AV ZAL rhIL-18 [ & /ML KRR FLAR L, B JE A 100mM N- 32
BEFIWEV 2 (NHS) 1 400mM N- Z3& -N” - (3- — ZFREAE N AL ) Bk Wiz Eh MR Eh (EDC),
iR HUAEY R R I U B 2 B S TR B e . BTk, I TR AL R AT E N
WEHEINAEMRED . FIEREEYEERESEAN 351 1 FESTRENpH 4. 5 PR 1R
PrEWEREND 26w g/ml), Pridd A B S IE B S R iE RS & o RV IR
EDC- Mg o yE B IM S B RGO 229540« 41, BERE DU/ 35 5 A R B R 2R AL s O i & ]
Rk HEFR1E ) (Pharmacia BR—1000-16, Pharmacia Biosensor, Piscataway, NJ) »

[0163] AW F AL rhIL-18 a1 T il#% 5 264 5. Oomg W= (D- EW R - e - WA R
N- B FEPEHIWE Y 4G ;Boehringer Mannheim Cat. No. 1008960) ¥ T 500 1 —FFHLH,
#il 4% 10mg/ml YW =Tt rhIl-18 U 101 1 ZEMEK (2. 65mg/ml), LW E 5 rhIl-18
FIEEREE A 2 0 1o B RNPIRAHIE S, 85 T =0 DU E 2 /iy ¥ PD-10 i+
Sephadex G-25M(Pharmacia Caralog No. 17-0851-01) H 25ml ¥4 PBS 4T, 48 J5 B A T
R 2ml rhIL-18-E4%. H 10x Iml ¥4 PBS PR ATidAE 1. WCAEHL S, 2R )5 £ 0D280 ik
%4 (1.00D = 1. 25mg/ml) « & HAEW, RGT -80°CIjEfr H o

[o164] K 75 i i BE H BT AV F B B E A Pk Bk E R A R AL rhIL-18 £ #b
72 0.05 % (BIAcore) % 1H 35 ™ # P20 (PharmaciaBR-1000-54, Pharmacia Biosensor,
Piscataway,NJ) f PBS 14722 (Gibco Cat. No. 14190-144,Gibco BRL,Grand Island,
NY) k. O TIE rhIL-18 R MEHi ik g & 1 s 4k rhIL-18 WIBE Ty, T AT 455 I
Eo SR A FAL rh1L-18(25nM ;10 w1 At dt ) BLRIE 5w 1/min VESHE S BEEDIAD)
B0 B IBC I T SRR IR o TN TR 81 1 R AAS A BLJ 5 PBS G2y S it i U =)
FEM. TR SE A Z A rhIL-18 VNG 30 M [AfE 5 i 2 AR L S E.
EEESEEAMEN rhIL-18 454 1) rhIL-18 ¥ S HFifk. #Hifk (20 u g/ml) £E PBS
BATG P ARE, B 25 1 1 2500 DAVAE 5 1 1/min 33 58 ol BT i [ 52 A0 2] 1 31
FENPUERZ BT A LA, PBS S s b it B~ X e it . 74615 5 Ao b ik
NG E S R 2 AR TR R S M4 A 8. fEENT AT, Wik
AR 100mM HCL 4. O TIDEM S IEE (K, FHHLATEHE K,) FH aaHE K)
TR ER (K) HEL 8 BIAcore ) ) # P B (version 2.1)

[o165]  EoACHirk 2E1 AT LT28 ( A/ O ) AHEL, B ik bt 1L-18 Hith 5 L= 1k
rhIL-18 £ & RIS Ron TR R 12 Hho O T edse, t A HE S 140 B it b R & 1 1650
{8, XL AR ST 4 A RIR . P e SR BU8E By Bkl &, F LR Biacore 77
AT IEAT I, 225 T 40 MR R0 2 R BT iR o A1) H R SR A AL 1 AR AR R SR AR BE AN B, 1T
B TARMR G — 4R AR — 45 S RE, Hoh prid 584 e L= () REsls (L) B R, H
JE B IETRHUY Kabat 47 &A1

[0166] K 12. KIET 2E1 F1LT28 [IHL [L-18 FLikMI&5 &

[0167]
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FAR ek EFE | MAERE Kd (M) IC50 f&.*
S S M's™ (s
2E1 FARIAEA T TR

2E1 (#4X) ScFv | 2.6E+3 6.42E-03 1.5E-07 3.3E-8M
2E1 (GER) IgG 9.0E-10M

L34S 1.69E-04 1.5E-8M
H53R 2.34E-03 2.5E-8M
H53Y - 1.5E-8M
H58Q - 1.6E-8M
1.34S + H53R 2.7E+03 6.82E-05 2.3E-08 | 3.0E-09M
(2E1RS)
1.34S + H58Q - 1.5B-8M
L34S + H53Y 5.28E-05 6.7E-9M
H53R + H58Q - 1.2E-8M
H53Y + H58Q ; 1.2E-8M
1.34S + H53R + 6.18E-05 2.8E-9M
H58Q
1.34S + H53Y + ; 8.0E-9M
H58Q
L90C 4x
L93C 2-4x
L94P. Q & R 2-4x
L95R,Y 3-8x
L95bE, W 2-4x

LT28 F R AR A B T AR
LT28 (EK) 1.3E+04 4.8E-04 3.9E-08 9.0E-8M
H54Q 2-3x
H58W 2-3x
1
125-2H 1.7E+05 1.1E-04 6.2E-10 2.E-10M
318-M 1.2E+04 1.1E-04 9.6E-09 4.0E-9M
[0168] s FLLBE {4 5 5 AAH b lodk A5 28

[0169]  SZJEfs 4
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[0170]  $T 11-18 LA A I

[0171] 5 THG & A B BTN TL-18 LA ) rf R 3% P, A8 FH AR 803k 2 60 109 30 7 SRt U
IL-18 35 .

[0172]  MEFEHB U, Bk il e F) 42 BEPR v A RS 75 11 KG1 41 Mg (ATCC#CCL-246, 8 7 1
I 955 8 40 M ) (49 Qn s ] RPMT 1640 5 7% 5 Gibeo#21870-076 5 ( b 78 10 % Jifi 4 if 1%
(BioWhittaker#14-501F) ;2mML &2 ki (Gibco#25030-081) ;50 Ffr /ml FHHF 2,500 g/
ml #5352 (Gibco#15070-063) I . 075 % WREEEEN )

[0173]1 & T IR TL-18 iy h F1/EH, A 20ng/ml hTNF-a (Lot#19130132) (1) 3x
10E5KG-1 42 5 50 1w 1 HT IL-18 Fifk (4x Conc.) FM150 u 11L-18 (4xConc. = 8ng/ml) —it
JEEIHH T 37TCHE 1 /B 16-20 /N 24 1 I5E B S hIFN-y 7= A0 & A= fi AR
FHI TL-18 &, KA T Elisa Kit (R&D#DIF00/Endogen#EH-TENG) , #7 H8 4 7 B (K108 Y ,
HEAT ELTSA, SR SR P FRvE i 6 01 5 hIFN- v 17" & (pg/ml) »

[0174] 2, A FhSRASHL4A, B 2E1 fi74E i) L34S \H53R H53Y AT H58Q L 3G X 2E1 Hifhk f 7R o
BRI IL-18 A (& L3R 12) « KA KG-1 52 1C50 A 2-5 £i%, 3 H2RH BlAcore
ST AR A O 45 A 45 2R

[0175] il o8 25 PP SRR 21 A 1 v [, 0 HEFAT I, i e iR T3k 12 b st
A vl L34S-H53R 7E25E T KG—1 40 M (¥ 52 F1 2K H BIAcore 73 M 9 # R E oA 1A 2E1
A 10 f5dut. ¥ prfsdiikan 4 2E1RS,

[0176]  HRHERH KG-1 MEHE, 2E1 I LA H & RAR vl Wy &L g kg o, B IL-18 Fh e
FHHE5E . SRR LI5Y LEIEAR 2E1 HLiAk 1C50 fHIG I 5-8 £ o JLANIL'E S dE iy 2-3 1%, &
142 2E1 58745 44 HI6A . HO6Q. H96S. HI8S. LI0OC, LOOW. L93C, L94P, L94P. L94Q. LI4R. LI4W.
LI5R. L95aA . L95aH, L95aP . L95aR. LI5aW. L95bE. L95bW., LI5bY. LI7C F LITE.

[0177] L LLEE T 2E1 DL ScFv fifksk 1g6 Fiik e 4sia (WK 5) .

[0178] P33, fiT2E H LT28 SRR AR 5 ik S BT AH L, JL TL-18 rhAE Mk

E

= o

[0179]  XEe4f SRAEI 564 A TL-18 W FIHL A T] LR Ak B 5 AR A 03K 15
[o180] & [A] Sl /7 &

[0181]  AAUIHIAR N GL AN, B R RS 50 Be 8 1 5 AN SO IR B9 AR & B IR LR 5
7 R RV 2 S T %8 1 SCHIBUR B SOk 0 RE I 1) 56 R St 77 4%
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1/30 1

[0001]

[0002]

<110> Ghayur, Tarig %%

120> 456 NANFE-18 KHiik Rl Al i 77k

<130> BBI-149

<110>
<141>

<150> 60/1/81, 60/8
<151> 2000-02-10

<160> 71

<170> Patentln Ver. 2.1
210> 1

211> 15

<212> PRT

<213> A (Homo sapiens)

<400> 1

Pro Leu Phe Glu Asp Met Thr Asp Ser Asp Cys Arg Asp Asn Ala

1 5 10

210> 2

211> 16

<212> PRT

<213> A (Homo sapiens)

<400> 2

Cys Pro Leu Phe Glu Asp Met Thr Asp Ser Asp Cys Arg Asp Asn Ala

1 ) 10

<210> 3
Q211> 12

<212> PRT

<213> A (Homo sapiens)

<400> 3

32
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Pro Leu Phe Glu Asp Mct Thr Asp Ser Asp Cys Arg
1 5 10

210> 4

211> 157

<212> PRT

<213> A (Homo sapiens)

<400> 4
Tyr Phe Gly Lys Leu Glu Ser Lys Leu Ser Val Ile Arg Asn Leu Asn
1 5 10 15

Asp Gln Val Leu Phe Ile Asp Gln Gly Asn Arg Pro Leu Phe Glu Asp
20 25 30

Met Thr Asp Ser Asp Cys Arg Asp Asn Ala Pro Arg Thr Ile Phe Ile
35 40 45

Ile Ser Met Tyr Lys Asp Ser Gln Pro Arg Gly Met Ala Val Thr Ile
50 55 60

Ser Val Lys Cys Glu Lys Ile Ser Thr Leu Ser Cys Glu Asn Lys Ile
65 70 75 80

Ile Ser Phe Lys Glu Met Asn Pro Pro Asp Asn Ile Lys Asp Thr Lys
85 .90 95

Ser Asp Ile Ile Phe Phe Gln Arg Ser Val Pro Gly His Asp Asn Lys
100 105 110

Met Gln Phe Glu Ser Ser Ser Tyr Glu Gly Tyr Phe Leu Ala Cys Glu
115 120 125

Lys Glu Arg Asp Leu Phe Lys Leu Ile Leu Lys Lys Glu Asp Glu Leu
130 135 140

Gly Asp Arg Ser Ile Met Phe Thr Val Gln Asn Glu Asp
145 150 155

<210> 5

<211> 153

<212> PRT
[0003]
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F

¢l

3/30 0T

[0004]

<213> A (Homo sapiens)

<400> 5

Ala

1

Ser

Gly

Gly

Lys

65

Gln

Lys

Glu

Asn

Asp
145

<210> 6

Pro

Lcu

Gln

Glu

50

Asn

Leu

Arg

Ser

Met

130

Phe

Val Arg Ser Leu

Val

Asp

35

Glu

Leu

Glu

Phe

Ala

115

Pro

Thr

211> 145
<212> PRT
<213> A (Homo sapiens)

<400> 6
Ser Ser Lys Met Gln Ala Phe Arg Ile Trp Asp Val Asn Gln Lys Thr
10

1

Phe Tyr Leu Arg Asn Asn Gln Leu Val Ala Gly Tyr Leu Gln Gly Pro

Met

20

Met

Ser

Tyr

Ser

Val

100

Gln

Val

Met

0

Ser

Glu

Asn

Leu

Val

85

Phe

Phe

Phe

Gln

5

Gly

Gln

Asp

Ser

70

Asp

Asn

Pro

Leu

Phe
150

Asn

Pro

Gln

Lys

55

Cys

Pro

Lys

Asn

Gly

135

Val

Cys Thr

Tyr Glu

Val Val

40

Ile Pro

Val Leu

Lys Asn

Ile Glu

105

Trp Tyr
120

Gly Thr

Ser Ser

34

Leu

10

Leu

Phe

Val

Lys

Tyr

90

Ile

Ile

Lys

Arg

Lys

Ser

Ala

Asp

75

Pro

Asn

Ser

Gly

Asp

Ala

Met

Leu

60

Asp

Lys

Asn

Thr

Gly
140

Ser

Leu

Ser

45

Gly

Lys

Lys

Lys

Ser

125

Gln

Gln

His

30

Phe

Leu

Pro

Lys

Leu

110

Gln

Asp

GIn

156

Leu

Val

Lys

Thr

Met

95

Glu

Ile

15

Lys

Gln

Gln

Glu

Leu

80

Glu

Phe

Glu

Thr
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4/30 T

[0005]

Asn Val

Ala Leu
50

Lys Ser
65

Asp Leu

Ser Asp

Trp Phe

Asn Met

130

Asp

145

210> 7

20

Asn Leu Glu Glu

35

Phe

Gly

Ser

Ser

Leu

115

Pro

211> 297
<212> PRT
<213> A (Homo sapiens)

<400> 7

Cys Thr Ser Arg Pro His

1

Leu Lys His Cys Ser Cys
20

Lys Ser Trp Tyr Lys Ser

35

Leu

Asp

Glu

Gly

100

Cys

Asp

Gly Ile

Glu Thr
70

Asn Arg
85

Pro Thr

Lys

Arg

Lys

Thr

Thr Ala Met

Glu Gly

5

Val
135

Ile

Ser

Ser

Pro Arg Ser Ser Ser Arg lle

50

55

Ile
40

Gly

Leu

Gln

Ser

Glu

120

Met

Thr

Leu

Gly

40

Ala

25

Asp

Gly

Gln

Asp

Phe

105

Ala

Val

Val

Ala

25

Ser

Leu

35

Val Val

Lys Met

Leu Glu

75

Lys Arg

90

Glu Ser

Asp Gln

Thr Lys

Val Glu

10

His Glu

Gln Glu

His Asp

Pro

Cys

60

Ala

Phe

Ala

Pro

Phe
140

Gly

Ile

His

Cys
60

Ile

45

Leu

Val

Ala

Ala

Val

125

Tyr

Glu

Glu

Val

45

Val

30

Glu

Ser

Asn

Phe

Cys

110

Ser

Phe

Pro

Thr

30

Glu

Leu

Pro

Cys

Ile

Ile

95

Pro

Leu

Gln

Phe
15

Thr

Leu

Glu

His

Val

Thr

80

Arg

Gly

Thr

Glu

Tyr

Thr

Asn

Phe
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[0006]

Trp

65

Asn

Ser

Lys

Asn

Asn

145

Tyr

Ile

Val

Gly

Val

225

His

Ala

Val

Ser

Pro

Tyr

Cys

Phe

Ser

130

Lys

Tyr

Thr

Pro

Lys

210

Ile

Glu

Ser

Leu

Phe

Val

Thr

Phe

Phe

115

Thr

Asn

Ser

Lys

Val

195

Asn

Tyr

Glu

Lys

Tyr

275

Ile

Glu

Gln

Thr

100

Gln

Ser

Pro

Cys

Thr

180

Leu

Val

Trp

Lys

Val

260

Asn

Leu

Leu

Lys

85

Glu

Ile

Leu

Thr

Val

165

Phe

Leu

Arg

Met

Glu

245

Leu

Cys

Val

Asn

70

Trp

Arg

Thr

Tyr

Ile

150

His

Asn

Gly

Leu

Phe

230

Met

Arg

Thr

Arg

Asp Thr Gly Ser

Lys

Gln

Cys

Lys

135

Lys

Phe

Ile

Pro

Asn

215

Gly

Arg

Ile

Val

Lys

Leu

Val

Glu

120

Asn

Lys

Leu

Thr

Lys

200

Cys

Glu

Ile

Glu

Ala

280

Ala

Asn

Thr

105

Asn

Cys

Asn

His

Ile

185

Leu

Ser

Glu

Met

Asn

265

Ser

Asp

36

Val

90

Ser

Ser

Lys

Ala

His

170

Val

Asn

Ala

Asn

Thr

250

Ile

Thr

Tyr

75

Ile

Lys

Tyr

Lys

Glu

155

Asn

Glu

His

Leu

Gly

235

Pro

Gly

Gly

Phe

Arg

Ile

Tyr

Leu

140

Phe

Gly

Asp

Val

Leu

220

Ser

Glu

Glu

Gly

Phe

Arg

Val

Gln

125

Leu

Glu

Lys

Arg

Ala

205

Asn

Asp

Gly

Ser

Thr
285

Gln

Asn

Glu

110

Thr

Leu

Asp

Leu

Ser

190

Val

Glu

Pro

Lys

Asn

270

Asp

Met

Lys

95

Val

Leu

Glu

Gln

Phe

175

Asn

Glu

Glu

Asn

Trp

255

Leu

Thr

Lys

80

His

Lys

Val

Asn

Gly

160

Asn

Ile

l.eu

Asp

Ile

240

His

Asn

Lys
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[0007]

290 295

<210> 8

<211> 310

<212> PRT

<213> A (Homo sapiens)

<400> 8
Cys Lys Glu Arg Glu Glu Lys
1 5

Ile Asp Val Arg Pro Cys Pro
20

Ile Thr Trp Tyr Lys Asp Asp
35

Ala Ser Arg Ile His Gln His
50 55

Lys Val Glu Asp Ser Gly His
65 70

Tyr Cys Leu Arg Ile Lys Ile
85

Asn Leu Cys Tyr Asn Ala Gln
100

Ala Gly Asp Gly Gly Leu Val
115

Glu Asn Asn Glu Leu Pro Lys
130 135

Leu Leu.Leu Asp Asn Ile His
145 150

Val Met Asn Val Ala Glu Lys
165

Ser Tyr Thr Tyr Leu Gly Lys
180

Ile

Leu

Ser

40

Lys

Tyr

Ser

Ala

Cys

120

Leu

Phe

Gln

Ile

Asn

25

Lys

Glu

Tyr

Ala

Ile

105

Pro

Gln

Ser

s Arg

Tyr
185

37

Leu

10

Pro

Thr

Lys

Cys

Lys

90

Phe

Tyr

Trp

Gly

Gly

170

Pro

Val

Asn

Pro

Leu

Val

75

Phe

Lys

Met

Tyr

Val

155

Asn

Ile

Ser

Glu

Val

Trp

60

Val

Val

GIn

Glu

Lys

140

Lys

Tyr

Thr

Ser

His

Ser

45

Phe

Arg

Glu

Lys

Phe

125

Asp

Asp

Thr

Arg

Ala

Lys

30

Thr

Val

Asn

Asn

Leu

110

Phe

Cys

Arg

Cys

Val
190

Asn

15

Gly

Glu

Pro

Ser

Glu

95

Pro

Lys

Lys

Leu

His

175

Ile

Glu

Thr

Gln

Ala

Ser

80

Pro

Val

Asn

Pro

Ile

160

Ala

Glu
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[0008]

Phe

Pro

Ile

225

Asn

Tyr

Val

Thr

Leu
300

lle Thr
195

Ala Asn
210

Cys Asn

Gly Ser

Ser Val

Leu Asn
275

Cys Phe
290

Ile Tyr

<210> 9
211> 6
212> PRT
<213> A (Homo sapiens)

<400> 9
Thr Gly Tyr Tyr Ile His

1

<210> 10
211> 17
<212> PRT
(213> A (Homo sapiens)

<400> 10

Gly Arg Leu Asn Pro Thr Thr Gly Asp Ala Asn Phe Ala Glu Lys Phe
10

1

Leu

Glu

Val

Val

Glu

260

Ile

Ala

Pro

Glu

Thr

Thr

Ile

245

Asn

Ser

Lys

Val

5

5

Glu Asn Lys Pro Thr

Met Glu
215

Gly Gln
230

Asp Glu

200

Val

Leu

Asp

Asp

Ser

Asp

Pro Ala Asn Lys

Glu Ile

Asn Thr

295

Thr
310

265

Leu

Asp

Pro

250

Arg

Glu Ser Arg

280

His

Gly

Tle

38

Arg

Gly

Ile

235

Val

Arg

Phe

Asp

Pro Val
205

Ser Gln
220

Ala Tyr

Leu Gly

Ser Thr

Tyr Lys

285

Ala Ala
300

Ile

Ile

Trp

Glu

Leu

270

His

Tyr

Val Ser

Gln Leu

Lys Trp

240

Asp Tyr

255

Ile Thr

Pro Phe

Ile Gln

15
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[0009]

Gln

210> 11

211> 1

<212> PRT

<213> A (Homo sapiens)

<400> 11
Lys Glu Gly Ala
1

<210> 12

211> 11

<212> PRT

<213> A (Homo sapiens)

<400> 12

Gln Gly Asp Ser Leu Arg His Phe Tyr Pro Asn
10

1 o

<210> 13

Q211> 7

<212> PRT

<213> A (Homo sapiens)

<400> 13
Gly Lys Asn Asn Arg Pro Ser
1 5

<210> 14

211> 11

<212> PRT

<213> A (Homo sapiens)

<400> 14

Gly Ser Arg Asp Ser Ser Gly Ile His Val Val

1 5

39

10



CN 102206277 A F 3 *x 9/30 7

[0010]

<210> 15

Q11> 11

<212> PRT

<213> A (Homo sapiens)

<400> 15
GIn Gly Asp Ser Leu Arg His Phe Tyr Ser Asn
1 5 10

<210> 16

211> 17

<212> PRT

<213> A (Homo sapiens)

<400> 16
Gly Arg Leu Asn Pro Arg Thr Gly Asp Ala Asn Phe Ala Glu Lys Phe
1 5 10 15

Gln

210> 17

211> 17

212> PRT

<213> A (Homo sapiens)

<400> 17
Gly Arg Leu Asn Pro Arg Thr Gly Asp Ala Gln Phe Ala Glu Lys Phe
1 5 10 15

Gln

<210> 18

<211> 113

<212> PRT

<213> A (Homo sapiens)

<400> 18
GIn Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

40
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[0011]

Ser Met Lys Val
20

Tyr Ile His Trp
35

Gly Arg Leu Asn
50

Gln Gly Arg Val
65

Leu Gln Leu Asp

Ala Gly Lys Glu

100

Ser

<210> 19
211> 109
<212> PRT

Ser Cys

Val Arg

Pro Thr

Ala Leu
70

Ser Leu
85

Gly Ala

<213> A (Homo sapiens)

<400> 19
Ser Ser Glu Leu
1

Thr Val Arg Ile
20

Asn Trp Tyr Gln
35

Gly Lys Asn Asn
50

Gly Ser Gly Asn
65

Thr Gln
5

Thr Cys

Gln Lys

Arg Pro

Thr Gly
70

Lys

Gln

Thr

55

Thr

Lys

Trp

Asp

Gln

Pro

Ser

55

Ser

Thr

Ala

40

Gly

Arg

Ser

Gly

Pro

Gly

Gly

40

Gly

Leu

Ser

25

His

Asp

Asp

Asp

Gln
105

Ala

Asp

Gln

Ile

Thr

41

10

Gly

Gly

Ala

Thr

Asp

90

Gly

Val
10

Ser

Ala

Pro

Ile

Tyr

Gln

Asn

Ser

75

Thr

Thr

Ser

Leu

Pro

Asp

Thr
75

Thr

Gly

Phe

60

Ile

Ala

Leu

Val

Arg

Val

Arg

60

Gly

Phe

Phe

45

Ala

Ser

Val

Val

Ala-

His

Leu

45

Phe

Ala

Thr

30

Glu

Glu

Thr

Tyr

Thr
110

Leu

Phe

30

Val

Ser

Gln

15

Gly

Trp

Lys

Ala

Tyr

Val

Gly

15

Tyr

Ile

Gly

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Ser

Gln

Pro

Tyr

Ser

Glu
80
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[0012]

Asp Glu Ala Asp Tyr Tyr Cys Gly Ser Arg Asp Ser Ser Gly Ile His

85

Val Val Phe Gly Gly Gly Thr Lys Val
100 105

<210> 20

211> 4

<212> PRT

<213> A (Homo sapiens)

<400> 20
Ser Tyr Ala Met
1

210> 21

211> 17

<212> PRT

<213> A (Homo sapiens)

400> 21
Ala Ile Ser Gly Ser Gly Gly Ser Thr
1 5

Gly

210> 22

211> 9

<212> PRT

<213> A (Homo sapiens)

<400> 22
Asp Asp Asp Asp Tyr Asp Phe Asp Tyr
1 5

<210> 23
211> 13
<212> PRT

90 95

Thr Val Leu Gly

Tyr Tyr Ala Asp Ser Val Lys
10 15

42
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<213> A (Homo sapiens)

<400> 23
Ser Gly Ser Ser Ser Asn Ile Gly Ile Asn Ala Val Asn
1 5 10

<210> 24

211> 6

<212> PRT

<213> A (Homo sapiens)

400> 24
Gly Asn Asp Gln Arg Pro
1 5

<210> 25

211> 11

<212> PRT

<213> A (Homo sapiens)

<400> 25
Ala Ala Trp Asp Asp Ser Leu Ser Gly Pro Val
1 5 10

<210> 26

211> 17

<212> PRT

<213> A (Homo sapiens)

<400> 26
Ala Ile Ser Gly Ser Gln Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 27

211> 17

<212> PRT

213> A (Homo sapiens)
[0013]

43
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<100> 27
Ala Ile Ser Gly Ser Gly Gly Ser Thr Trp Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

210> 28

211> 108

<212> PRT

<213> A (Homo sapiens)

<400> 28
Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
1 5 10 15

Phe Thr Phe Ser Ser Tyr Ala Met Ser Trp Val Arg Gln Ala Pro Gly
20 25 30

Lys Gly Leu Glu Trp Val Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr
35 40 45

Tyr Tyr Ala Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn
50 55 60

Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp
65 70 75 80

Thr Ala Val Tyr Tyr Cys Ala Arg Asp Asp Asp Asp Tyr Asp Phe Asp
85 90 95

Tyr Trp Gly Arg Gly Thr Met Val Thr Val Ser Ser
100 105

<210> 29
211> 111
(212> PRT
<213> A (Homo sapiens)

400> 29
Gln Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

[0014]

44
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[0015]

Arg Val Thr Ile
20

Ala Val Asn Trp
35

Ile Tyr Gly Asn
50

Gly Ser Lys Ser
65

Ser Glu Asp Glu

Ser Gly Pro Val
100

<210> 30
211> 235
<212> PRT

Ser Cys

Tyr Gln

Asp Gln

Gly Thr
70

Ala Asp
85

Phe Gly

<213> A (Homo sapiens)

<400> 30
Leu Val Gln Pro
1

Phe Thr Phe Ser
20

Lys Gly Leu Glu
35

Tyr Tyr Ala Asp
50

Ser Lys Asn Thr
65

Thr Ala Val Tyr

Gly Gly
5

Ser Tyr

Trp Val

Ser Val

Leu Tyr

70

Tyr Cys
85

Ser Gly Ser

GIn

Arg

55

Ser

Tyr

Gly

Ser

Ala

Ser

Lys

55

Leu

Ala

Leu

40

Pro

Ala

Tyr

Gly

Leu

Met

Ala

40

Gly

Gln

Arg

25

Pro

Ser

Ser

Cys

Thr
105

Arg

Ser

25

Ile

Arg

Met

Asp

45

Ser

Gly

Gly

Leu

Ala

90

Lys

Leu

10

Trp

Ser

Phe

Asn

Asp
90

Ser

Thr

Val

Ala

75

Ala

Leu

Ser

Val

Gly

Thr

Ser

75

Asp

Asn

Ala

Pro

60

Ile

Trp

Thr

Cys

Arg

Ser

Ile

60

Leu

Asp

Ile

Pro

45

Asp

Ser

Asp

Val

Ala

Gln

Gly

45

Ser

Arg

Tyr

Gly

30

Lys

Arg

Gly

Asp

Leu
110

Ala

Ala

30

Gly

Arg

Ala

Asp

Ile

Leu

Phe

Leu

Ser

95

Gly

Ser

15

Pro

Ser

Asp

Glu

Phe
95

Asn

Leu

Ser

Gln

80

Leu

Gly

Gly

Thr

Asn

Asp

80

Asp
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[0016]

Tyr

Ser

Thr

Ser

145

Tyr

Asp

Gly

Ala

Phe
225

<210> 31

Trp

Gly

Gln

130

Cys

Gln

Gln

Thr

Asp

210

Gly

Gly

Gly

115

Pro

Ser

Gln

Arg

Ser

195

Tyr

Gly

211> 11
<212> PRT
<213> A (Homo sapiens)

<400> 31
Tyr Phe Gly Lys Leu Glu Ser Lys Leu Ser Val Ile Arg Asn

1

(210> 32
211> 14
<212> PRT
<213> A (Homo sapiens)

<400> 32

Arg

100

Gly

Pro

Gly

Leu

Pro

180

Ala

Tyr

Gly

Gly

Gly

Ser

Ser

Pro

165

Ser

Ser

Cys

Thr

5

Thr Met

Ser Gly

Ala Ser
135

Ser Ser
150

Gly Thr

Gly Val

Leu Ala

Ala Ala

215

Lys Leu
230

Val

Gly

120

Gly

Asn

Ala

Pro

Ile

200

Trp

Thr

46

Thr

105

Gly

Thr

Ile

Pro

Asp

185

Ser

Asp

Val

Val

Gly

Pro

Gly

Lys

170

Arg

Gly

Asp

Leu

10

Ser

Ser

Gly

Ile

155

l.eu

Phe

Leu

Ser

Gly
235

Ser

Ala

Gln

140

Asn

Leu

Ser

Gln

Leu
220

Gly

Gln

125

Arg

Ala

Ile

Gly

Ser

205

Ser

Gly

110

Ser

Val

Val

Tyr

Ser

190

Glu

Gly

Gly

Val

Thr

Asn

Gly

175

Lys

Asp

Pro

Gly

Leu

Ile

Trp

160

Asn

Ser

Glu

Val
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[0017]

Glu Ser Lys Leu Ser Val Ile Arg Asn Leu Asn Asp Gln Val
1 5 10

<210> 33

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 33
Val Ile Arg Asn Leu Asn Asp Gln Val Leu Phe Ile Asp Gln
1 5 10

<210> 34

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 34
Asn Asp Gln Val Leu Phe Ile Asp Gln Gly Asn Arg Pro Leu
1 5 10

<210> 35

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 35
Phe Ile Asp Gln Gly Asn Arg Pro Leu Phe Glu Asp Met Thr
1 5 10

<210> 36

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 36
Asn Arg Pro Leu Phe Glu Asp Met Thr Asp Ser Asp Cys Arg
1 5 10

47
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[0018]

<210> 37

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 37
Glu Asp Met Thr Asp Ser Asp Cys Arg Asp Asn Ala Pro Arg
1 5 10

<210> 38

211> 14

212> PRT

<213> A (Homo sapiens)

<400> 38
Ser Asp Cys Arg Asp Asn Ala Pro Arg Thr Ile Phe Ile Ile
1 5 10

<210> 39

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 39
Asn Ala Pro Arg Thr Ile Phe Ile Ile Ser Met Tyr Lys Asp
1 5 10

<210> 40

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 40
Tle Phe Ile Ile Ser Met Tyr Lys Asp Ser Gln Pro Arg Gly
1 5 10

<210> 41

211> 14

<212> PRT

<213> A (Homo sapiens)

48
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[0019]

<400> 41
Met Tyr Lys Asp Ser Gln Pro Arg Gly Met Ala Val Thr Ile
1 5 10

<210> 42

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 42
Gln Pro Arg Gly Met Ala Val Thr Ile Ser Val Lys Cys Glu
1 5 10

<210> 43

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 43
Ala Val Thr Ile Ser Val Lys Cys Glu Lys Ile Ser Thr Leu
1 5 10

<210> 44
211> 14
<212> PRT
<213> A (Homo sapiens)

<400> 44
Val Lys Cys Glu Lys Ile Ser Thr Leu Ser Cys Glu Asn Lys
1 5 10

<210> 45

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 45
Ile Ser Thr Leu Ser Cys Glu Asn Lys Ile Ile Ser Phe Lys
1 5 10

49
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[0020]

<210> 46
211> 14
<212> PRT
<213> A (Homo sapiens)

<400> 46
Cys Glu Asn Lys Ile Ile Ser Phe Lys Glu Met Asn Pro Pro
)| 5 10

<210> 47

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 47
Ile Ser Phe Lys Glu Met Asn Pro Pro Asp Asn Ile Lys Asp
1 5 10

<210> 48

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 48
Met Asn Pro Pro Asp Asn Ile Lys Asp Thr Lys Ser Asp Ile
1 5 10

<210> 49

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 49
Asn Ile Lys Asp Thr Lys Ser Asp Ile Ile Phe Phe Gln Arg
1 5 10

<210> 50
211> 14
<212> PRT

50
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[0021]

<213> A (Homo sapiens)

<400> 50
Lys Ser Asp Ile Ile Phe Phe Gln Arg Ser Val Pro Gly His
1 5 10

<210> 51

211> 14

212> PRT

<213> A (Homo sapiens)

400> 51
Phe Phe Gln Arg Ser Val Pro Gly His Asp Asn Lys Met Gln
1 5 10

<210> 52

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 52
Val Pro Gly His Asp Asn Lys Met Gln Phe Glu Ser Ser Scr
1 5 10

<210> 53

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 54
Asn Lys Met Gln Phe Glu Ser Ser Ser Tyr Glu Gly Tyr Phe
1 5 10

<210> 54

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 54
Glu Ser Ser Ser Tyr Glu Gly Tyr Phe Leu Ala Cys Glu Lys

ol
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[0022]

<210> 55

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 55
Glu Gly Tyr Phe Leu Ala Cys Glu Lys Glu Arg Asp Leu Phe
1 5 10

<210> 56

Q211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 56
Ala Cys Glu Lys Glu Arg Asp Leu Phe Lys Leu Ile Leu Lys
1 5 10

<210> 57

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 57
Arg Asp Leu Phe Lys Leu Ile Leu Lys Lys Glu Asp Glu Leu
1 5 10

<210> 58

211> 14

<212> PRT

<213> A (Homo sapiens)

<400> 58

Leu Ile Leu Lys Lys Glu Asp Glu Leu Gly Asp Arg Ser Ile
1 5 10

<210> 59

52
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[0023]

211> 14
<212> PRT

<213> A (Homo sapiens)

<100> 59

Glu Asp Glu Leu Gly Asp Arg Ser Ile Met Phe Thr Val Gln

1

<210> 60
211> 12
212> PRT

5

<213> A (Homo sapiens)

<400> 60

10

Asp Arg Ser Ile Met Phe Thr Val Gln Asn Glu Asp

1

<210> 61
{211> 157
212> PRT

6}

<213> A (Homo sapiens)

<400> 61

Tyr Phe Gly
1

Asp Gln Val

Met Thr Asp

35

Ile Ser Met
50

Ser Val Lys
65

Ile Ser Phe

Ser Asp Ile

Lys

Leu

20

Ser

Tyr

Cys

Lys

Ile

Leu Glu

5

Phe Ile

Asp Cys

Lys Asp

Glu Lys

70

Glu Met

Phe Phe

Ser

Asp

Arg

Ser

55

Tlc

Asn

Gln

Lys

Gln

Asp

40

Gln

Ser

Pro

Arg

Leu

Gly

25

Asn

Pro

Thr

Pro

Ser

53

10

Ser

10

Asn

Ala

Arg

Leu

Asp

90

Val

Val Tle

Arg Pro

Pro Arg

Gly Met
60

Ser Cys
75

Asn [le

Pro Gly

Arg Asn

Leu Phe

30

Thr Ile

45

Ala Val

Glu Asn

Lys Asp

His Asp

Leu

15

Glu

Phe

Thr

Lys

Thr

95

Asn

Asn

Asp

Ile

Ile

Ile

80

Lys

Lys
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[0024]

100
Met Gln Phe Glu Ser Ser
115
Lys Glu Arg Asp Leu Phe
130
Gly Asp Arg Ser Ile Met
145 150
210> 62
<211> 341
<212> DNA

<213> A (Homo sapiens)

<220>
<221> CDS
222> (1).. (339)

<400> 62

cag gtc cag ctg gtg cag

Gln Val Gln Leu Val Gln
1 o

tcg atg aaa gtc tcc tgt
Ser Met Lys Val Ser Cys
20

tat atc cac tgg gtg cga
Tyr Ile His Trp Val Arg
35

gga cgg ctc aac ccc acc
Gly Arg Leu Asn Pro Thr
50

cag ggc agg gtc gec ctg
Gln Gly Arg Val Ala Leu
65 70

tta caa cta gac agc ctc
Leu Gln Leu Asp Ser Leu

Ser

Lys

135

Phe

tet

Ser

aag
Lys

cag
Glin

act
Thr
55

acc
Thr

aaa
Lys

105

Tyr Glu Gly Tyr
120

Leu Ile Leu Lys

Thr Val Gln Asn
155

ggg gct gag gtg
Gly Ala Glu Val
10

act tct gga tac
Thr Ser Gly Tyr
25

gce cct gga cag
Ala Pro Gly Gln
40

ggt gac gca aat

Gly Asp Ala Asn

aga gac acg tcc
Arg Asp Thr Ser
75

tct gac gac acg
Ser Asp Asp Thr

54

Phe

Lys

140

Glu

aag

Lys

acc
Thr

gga
Gly

ttt
Phe
60

atc
Ile

gee
Ala

110

Leu Ala Cys Glu
125

Glu Asp Glu Leu

Asp

aag cct ggg geec 48
Lys Pro Gly Ala
15

ttc acc gge tat 96
Phe Thr Gly Tyr
30

ttc gag tgg ata 144
Phe Glu Trp Ile
45

gca gaa aag ttt 192
Ala Glu Lys Phe

agc aca gce tat 240
Ser Thr Ala Tyr
80

gta tat tat tgt 288
Val Tyr Tyr Cys
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[0025]

85 90 95

gcg gga aaa gag ggt gcc tgg gge cag gge acc ctg gtc acc gtc teg
Ala Gly Lys Glu Gly Ala Trp Gly Gln Gly Thr Leu Val Thr Val Ser
100 105 110

agt gg
Ser

<210> 63

<211> 113

<212> PRT

<213> A (Homo sapiens)

<400> 63
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Met Lys Val Ser Cys Lys Thr Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

Tyr Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Phe Glu Trp Ile
35 40 45

Gly Arg Leu Asn Pro Thr Thr Gly Asp Ala Asn Phe Ala Glu Lys Phe
50 55 60

Gln Gly Arg Val Ala Leu Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80

Leu Gln Leu Asp Ser Leu Lys Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Gly Lys Glu Gly Ala Trp Gly Gln Gly Thr Leu Val Thr Val Ser
100 105 110

Ser

<210> 64
211> 327
<212> DNA

55

336

341
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[0026]

<213> A (Homo sapiens)

<220>
221> CDS

<222> (1)..(327)

<400> 64

tct
Ser
1

aca
Thr

aac

Asn

ggt
Gly

g8C
Gly
65

gat

Asp

gtg
Val

tct
Ser

gte
Val

tgg
Trp

aaa
Lys
50

tca

Ser

gag
Glu

gta
Val

gag
Glu

agg
Arg

tac
Tyr
35

aac

Asn

gga
Gly

get
Ala

ttc
Phe

<210> 65

<211> 109
212> PRT
<213> A (Homo sapiens)

<400> 65
Ser Ser Glu Leu Thr Gln Asp Pro Ala Val Ser Val Ala leu Gly GIn
10

1

clLg
Leu

atc
Ile
20

cag
Gln

aat

Asn

aac

Asn

gac
Asp

g8¢C
Gly
100

act

Thr

aca
Thr

cag
Gln

Cgg
Arg

aca
Thr

tat
Tyr
85

gga
Gly

5

cag
Gln

tge
Cys

aag

Lys

cce
Pro

ggt
Gly
70

tac

Tyr

288
Gly

gac
Asp

caa
Gln

cca

Pro

tca

Ser

tce
Ser

tgt
Cys

acc
Thr

cct
Pro

gra
Gly

gga
Gly
40

888
Gly

ttg
Leu

g8C
Gly

aag
Lys

gct
Ala

gac
Asp
25

cag
Gin

atc
Ile

acc
Thr

tce
Ser

gte
Val
105

o6

gtg
Val
10

age

Ser

gce
Ala

cca

Pro

atc
Ile

Cg88
Arg
90

acc
Thr

tct
Ser

ctc
Leu

cet

Pro

gac
Asp

act
Thr
75

gac
Asp

gte
Val

gtg
Val

aga
Arg

gta
Val

cga
Arg
60

888
Gly

agce
Ser

cta
Leu

gcce
Ala

cac
His

ctt
Leu
45

tte

Phe

gce
Ala

agt
Ser

ggt
Gly

ttg
Leu

ttt
Phe
30

gtc

Val

tct

Ser

cag
Gln

ggt
Gly

g8a
Gly
15

tat
Tyr

atc
Ile

ggc
Gly

8CE
Ala

atc
Ile
95

15

cag
Gln

cca

Pro

tat
Tyr

tcc

Ser

gaa
Glu
80

cat
His

48

96

144

192

240

288

327
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[0027]

Thr Val Arg Ile Thr Cys
20

Asn Trp Tyr Gln Gln Lys
35

Gly Lys Asn Asn Arg Pro
50

Gly Ser Gly Asn Thr Gly
65 70

Asp Glu Ala Asp Tyr Tyr
85

Val Val Phe Gly Gly Gly
100

<210> 66
<211> 354
<212> DNA
<213> A (Homo sapiens)

<220>
<221> CDS
<222> (1).. (354)

<400> 66

gag gtg cag ctg ttg gag

Glu Val Gln Leu Leu Glu
1 5

tcc ctg aga ctc tce tgt
Ser Leu Arg Leu Ser Cys
20

gce atg age tgg gtc cge
Ala Met Ser Trp Val Arg
35

tca gct att agt ggt agt
Ser Ala Ile Ser Gly Ser

Gln

Pro

Ser

55

Ser

Cys

Thr

tct
Ser

gea
Ala

cag
Gln

get
Gly

Gly

Gly
10

Gly

Leu

Gly

Lys

g88
Gly

gce
Ala

gct
Ala
40

ggt
Gly

Asp
25

Gln

Ile

Thr

Ser

Val
105

gga
Gly

tct

Ser
25

cca
Pro

age
Ser

Ser Leu Arg

Ala

Pro

lle

Arg
90

Thr

gg8c
Gly
10

gga
Gly

g8g
Gly

aca
Thr

o7

Pro

Asp

Thr

75

Asp

Val

ttg
Leu

ttc
Phe

aag

Lys

tac

Tyr

Val

Arg

60

Gly

Ser

Leu

gta
Val

acce
Thr

g88
Gly

tac

Tyr

His

Leu
45

Phe

Ala

Ser

Gly

cag
Gln

ttt
Phe

ctg
Leu
45

gea
Ala

Phe
30

Val

Ser

Gln

Gly

cct
Pro

agc
Ser
30

gag
Glu

gac

Asp

Tyr

Ile

Gly

Ala

Ile
95

888
Gly
15

agc

Ser

tgg
Trp

tce

Ser

Pro

Tyr

Ser

Glu

80

His

gE8
Gly

tat
Tyr

gtc
Val

gtg
Val

48

96

144

192
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[0028]

50

aag ggc cgg ttc
Lys Gly Arg Phe
65

ctg caa atg aac
Leu Gln Met Asn

gcg aga gat gac
Ala Arg Asp Asp
100

atg gtc acc gtc
Met Val Thr Val
115

<210> 67
<211> 118
<212> PRT

acc

Thr

agce
Ser
85

gat

Asp

tcg
Ser

atc
Ile
70

ctg
Leu

gac
Asp

agt
Ser

<213> A (Homo sapiens)

<400> 67
Glu Val Gln Leu
1

Ser lLeu Arg leu
20

Ala Met Ser Trp
35

Ser Ala Ile Ser
50

Lys Gly Arg Phe
65

Leu GIn Met Asn

Ala Arg Asp Asp
100

Leu

5

Ser

Val

Gly

Thr

Ser
85

Asp

Glu

Cys

Arg

Ser

Ile

70

Leu

Asp

55
tce

Ser

aga
Arg

tac
Tyr

Ser

Ala

Gln

Gly

95

Ser

Arg

Tyr

aga
Arg

gce
Ala

gac
Asp

Gly

Ala

Ala

40

Gly

Arg

Ala

Asp

gac
Asp

gag
Glu

ttt
Phe
105

Gly

Ser

25

Pro

Ser

Asp

Glu

Phe
105

58

aat

Asn

gac
Asp
90

gac

Asp

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Asp

tcc
Ser
75

acg

Thr

tac

Tyr

Leu

Phe

Lys

Tyr

Ser

75

Thr

Tyr

60
aag

Lys

gce
Ala

tgg
Trp

Val

Thr

Gly

Tyr

60

Lys

Ala

Trp

aac

Asn

gte
Val

88C
Gly

Gln

Phe

Leu

45

Ala

Asn

Val

Gly

acg
Thr

tat
Tyr

cgg
Arg
110

Pro

Ser

30

Glu

Asp

Thr

Tyr

Arg
110

ctg
Leu

tac
Tyr
95

888
Gly

Gly

Ser

Trp

Ser

Leu

Tyr

95

Gly

tat
Tyr
80

tgt

Cys

aca
Thr

Gly

Tyr

Val

Val

Tyr

80

Cys

Thr

240

288

336

354
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[0029]

Met Val Thr Val Ser Ser

115

<210> 68
211> 334
<212> DNA
<213> A (Homo sapiens)

220>
<221> CDS

<222> (1).. (333)

<400> 68
cag tct gtg
Gln Ser Val

1

agsg
Arg

gct
Ala

atc
Ile

ggcC
Gly
65

tct

Ser

agt
Ser

gtc
Val

gta
Val

tat
Tyr
50

tce
Ser

gag
Glu

ggt
Gly

acce
Thr

aac
Asn
35

get
Gly

aag
Lys

gat
Asp

cecg
Pro

ttg

Leu

atc
Ile
20

tgg
Trp

aat

Asn

tet
Ser

gag
Glu

gtg
Val
100

acg
Thr

tct
Ser

tac
Tyr

gat
Asp

g8c
Gly

gct
Ala
85

ttc
Phe

cag
Gln

tgt
Cys

cag
Gln

cag
Gln

acc
Thr
70

gat
Asp

ggc
Gly

ccg

Pro

tct
Ser

cag
Gln

Ccg8
Arg
55

tca
Ser

tat
Tyr

gga
Gly

CCC

Pro

gga
Gly

ctc
Leu
40

cce
Pro

gee
Ala

aac

Asn

888
Gly

tca
Ser

agce
Ser
25

cCa

Pro

tca
Ser

tce
Ser

tgt
Cys

acce
Thr
105

59

gCg
Ala
10

agc
Ser

gga
Gly

g88
Gly

ctg
Leu

gca
Ala
90

aag
Lys

tct
Ser

tce
Ser

acg
Thr

gtc
Val

gce
Ala
75

geca

Ala

ctg
Leu

BE8
Gly

aac

Asn

gce
Ala

cct
Pro
60

atc

Ile

tgg
Trp

acc
Thr

gee
Ala

atc
Ile

cce
Pro
45

gac

Asp

agt
Ser

gat
Asp

gtc
Val

ccc

Pro

gga
Gly
30

aaa

Lys

cga
Arg

288
Gly

gac
Asp

cta
Leu
110

ggt
Gly
15

att
Ile

cte

Leu

ttc
Phe

ctc
Leu

age
Ser
95

ggt
Gly

cag
Gln

aat
Asn

cte
Leu

tct
Ser

cag
Gln
80

ctg

Leu

48

96

144

192

240

288

334
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[0030]

210> 69
211> 111
<2127 PRT
<213> A (Homo sapiens)

<400> 69
Gln Ser Val Leu Thr Gln
1 5

Arg Val Thr Ile Ser Cys
20

Ala Val Asn Trp Tyr Gln
35

Ile Tyr Gly Asn Asp Gln
50

Gly Ser Lys Ser Gly Thr
65 70

Ser Glu Asp Glu Ala Asp

Ser Gly Pro Val Phe Gly
100

210> 70

<211> 66

212> PRT

<213> A (Homo sapiens)

<400> 70
Tyr Phe Gly Lys Leu Glu
1 5

Asp Gln Val Leu Phe Ile
20

Met Thr Asp Ser Asp Cys
35

Ile Ser Met Tyr Lys Asp

Pro

Ser

Gln

Arg

55

Ser

Tyr

Gly

Ser

Asp

Arg

Ser

Pro

Gly

Leu

40

Pro

Ala

Asn

Gly

Lys

Gln

Asp
40

Gln

Ser Ala
10

Ser Ser
25

Pro Gly
Ser Gly
Ser Leu
Cys Ala

90

Thr Lys
105

Leu Ser
10

Gly Asn
25

Asn Ala

Pro Arg

60

Ser

Ser

Thr

Val

Ala

75

Ala

Leu

Val

Arg

Pro

Gly

Gly

Asn

Ala

Pro

60

Ile

Trp

Thr

Ile

Pro

Arg

Met

Ala Pro

Ile Gly
30

Pro Lys
45

Asp Arg

Ser Gly

Asp Asp

Val Leu
110

Arg Asn

Leu Phe
30

Thr 1le
45

Ala Val

Gly

15

Ile

Leu

Phe

Leu

Ser

95

Gly

Leu

15

Glu

Phe

Thr

Gln

Asn

Leu

Ser

Gln

80

Leu

Asn

Asp

Ile

Ile
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50 55 60

Ser Val
65

210> 71

211> 34

<212> PRT

<213> A (Homo sapiens)

<400> 71
Phe Leu Ala Cys Glu Lys Glu Arg Asp Leu Phe Lys Leu Ile Leu Lys
1 5 10 15

Lys Glu Asp Glu Leu Gly Asp Arg Ser Ile Met Phe Thr Val Gln Asn
20 25 30

Glu Asp

61



CON 102206277 A W BB B M 1/4 7

IL-18 18 IL-1RA
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