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L. —Fr R FERESE & AN IL-18 MBS S5 & I 45 & 81 B, Tk Bt JR 455 45 i A 4
2 /b —AEFEE BN R 2R R A1 CDR

CDR-H1. X,~X,~X,~X,~X,~X,—X, (SEQ ID NO :42), H: .

X, 4= S, N, H, R, Bl Y

X, %&£ Y,G, R, S, B C;

X, =W, G, Y,D,S, V80 T ;

X, & 1L,HWY,ML,eD;

Xs &G, Y, S, N, B H

Xs & W, B ANFAE s H

X; & T, S, G, HENTFLE ;

CDR-H2. X,~X,=X;=X,~Xo~Xs=X,~Xs= X=X ;0= X10~X,,~X,5=X =X, s~ X=X, (SEQ ID NO :43), H:

X, & F, Y, 1, S,8V;

X, 52 1,8 F

X, 42 Y, S, 5L W,

X, &P, Y,8S;

X5 72 G, S, R, BY D 5

Xo & D, 8L G ;

X; &S, T, G, BE R 5

Xs¢ 72 E, T, T, BUN 5

X 2T, Y,N, I,K,8{ H;

Xio &R, Y, 8L S ;

Xp, &Y, N, 58S ;

Xip &S, Py A, 8LV

Xis &P, S, 80D ;

Xpo & T, LB S

X5 & F, K, 80V

X5 72 Q, S, B K ;A0

Xi7 & G, B AFAE 5

CDR=H3. X, —X,~X,~X,~Xe=Xs—X,~Xe—Xs—X =X, X1y X=X~ X=X 1e=X,—X,s (SEQ ID NO :44) ,
L s

X, & V,D,E, S,8 C;

X, & G, R, D, S, K, L, Y, B A ;

X, 42 S, G, Y, B R ;

X, 26, S, Y,N, T,8,D;

X =W, S A G Y, T,

Xs 2 Y, G, S, F, W,8{ N ;

X, &P, S, FY,V,G, W,8( V;

X2 Y,F, D, P, M, I,8{N;

\
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Xo & T, W,D, L, Y, E, P, F, 8 G ;
Xpo £ Fy D, Y, H, Vs Y, B8 A -

X, &D, Y, F, L, i AL

Xy, %2 1, D, Y, Bk ANTELE 5

Koy J Yo BRE A -

Koo J Yo RE A -

Koo JE G RE A +

Xeo J2 My BRE AL

Xi7 & D, B AFAE A

Xy SV, SEATE

CDR-LT. X, =X,=X3=X,~X5=Xs=X;=Xg=Xg=X;0=X;, Xiz=Xi5 =Xy~ X5~ X6~ X, (SEQ 1D NO :45) , H;

X, /& R, 8K ;

X, /& A, G, B S ;

X, 72 S

X, 7&E, R, QE{H;

X, 42 S, I, T, 8 N

Xe 72 1, V, L, 8L F

X, 4 S, G, L, N, BL R ;

Xe 1S, G, Y, R, N, H, 5 D ;

Xg &N, G, Y, R, BE S ;

Xpo 2 L, Y, S, B D ;

Xy A LN, V, G, 80D

Xyo 42 Ay N, B, K, Gy BE NAELE 5
Xi5 72 K, T, N, BUE ANAFLE

Xy 2N, Y, T, BUE ANAFLE

Xp5 72 Y, L, B ANFAE

Xig 72 L, C, Y, B ALFEAE s A
Xy7 72 A, D, B ANFAE
CDR-L2. X,~X,~X,~X,~X;~X,—X, (SEQ ID NO :46) , H:H .
X, & T,G, S, W, 8 E ;

X, AV, T, I, B L s

X; /& S, B F 5

X, & T, I,N, S, R, 8L Y ;

Xs & R, B L ;

Xs 72 A, Q, B, 8¢ F ;f0

X; & T,8 S ;

FH

CDR-L3. X,~X,—X,—X,~X;~X,—X,~Xs—X,—X,, (SEQ ID NO :47), Hrp .

3
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le%Q,@iM;

X, 72 Q H, 8L Y 5

X; 2 YN, G, S, 8 R ;

X, ZN,HY,D,G V,L, 81,
X; &N, G, 1,Y,S,Q,F, 8 E ;
Xe =W, S, T, L, I, BLF ;

X, %P, L, T,D, 81 ;

Xe &S, L, P, C, W, I,8( F;
Xo 5% I, T, S, B#H AAFAE s
Xio & T, B ANFAE

2. MRAEBCHEK 1 Mg & &a, i prid 20— COR ik A IR RS
SEQ ID NO. :6 %% % 31-35 ;SEQ ID NO. :6 %% % 50-66 ;SEQ ID NO. :6 [ 7% F&

99-110 ;
SEQ

89-98 ;
SEQ

100-110 ;

SEQ
90-98 ;
SEQ
98-107 ;
SEQ
89-97 ;
SEQ

100-108 ;

SEQ
90-98 ;
SEQ
99-111 ;
SEQ
95-103 ;
SEQ

100-109 ;

SEQ
90-98 ;

SEQ
99-108 ;

SEQ
89-97 ;

s

s

s

ID NO. :7 %% 3 24-34 ;SEQ

ID NO. :8 f#) %% & 31-37 ;SEQ

ID NO. :9 1) 7% %k 24-35 ;SEQ

1D

1D

ED

1D

1D

1D

ID

ID

1D

1D

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

:10 R IE 31-35 ;SEQ

11 R IE 24-34 ;SEQ

12 R 3E 31-37 ;SEQ

13 [ 2 24-35 ;SEQ

14 5% 2 31-35 5SEQ

:15 HIFR L 24-40 ;SEQ

16 %% AL 31-37 ;SEQ

17 H%R AL 24-35 ;SEQ

:18 k3L 31-35 ;SEQ

:19 [ EE 24-34 ;SEQ

ID NO. :7 [ %% 3L 50-56 ;SEQ ID NO. :7 1) %% %t

ID NO. :8 ¥ % %k 52-67 ;SEQ

ID NO. :9 %% 2 21-27 ;SEQ

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

:10 R 50-65 ;SEQ

11 FREE 50-56 ;SEQ

12 R FE 52-67 ;SEQ

13 AL 51-57 ;SEQ

: 14 R FE 50-66 ;SEQ

: 15 R 2 56-62 ;SEQ

:16 [Ih%IE 52-67 ;SEQ

17 %% 3E 51-57 ;SEQ

:18 kL 20-36 ;SEQ

:19 R FL 50-56 ;SEQ

ID NO. :8 |1 %% 3

ID NO. :9 ¥ %% 3

1D

ED

1D

ED

1D

1D

ID

ID

1D

1D

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

10 5

11 5L

12 fFRIE

13 HFR S

14 FFE S

: 15 [ h Ak

:16 frI5AHE

17 kIS

18 [k

19 FFRIE
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SEQ
100-108 ;
SEQ
90-98 ;
SEQ
99-116 ;
SEQ
94-102 ;
SEQ
100-109 ;
SEQ
90-98 ;
SEQ
100-109 ;
SEQ
90-98 ;
SEQ
100-108 ;
SEQ
90-98 ;
SEQ
99-109 ;
SEQ
90-98 ;
SEQ
100-109 ;
SEQ
90-98 ;
SEQ
100-108 ;
SEQ
90-98 ;
SEQ
99-116 ;
SEQ
94-102 ;
SEQ
99-108 ;
SEQ

1D

1D

1D

1D

1D

1D

ID

ID

1D

1D

1D

1D

1D

1D

1D

ID

ID

1D

1D

1D

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

:20 k3L 31-35 ;SEQ

:21 BRI 24-35 ;SEQ

:22 [k 3E 31-35 ;SEQ

:23 AR IE 24-39 ;SEQ

:24 1A% %S 31-37 ;SEQ

:25 [k 3L 24-35 ;SEQ

:26 MR IE 31-37 ;SEQ

27 Wb AL 24-35 ;SEQ

:28 kL 31-37 ;SEQ

:29 [P EE 24-35 ;SEQ

:30 %3 31-37 ;SEQ

:31 BRI 24-35 ;SEQ

:32 R 31-37 ;SEQ

:33 kL 24-35 ;SEQ

:34 kI 31-37 ;SEQ

:35 HIFR AL 24-35 ;SEQ

:36 [I%%FE 31-35 ;SEQ

:37 FRIE 24-39 ;SEQ

:38 kL 31-35 ;SEQ

:39 LI 24-35 ;SEQ

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

:20 PR3 52-67 ;SEQ

:21 FREL 51-57 ;SEQ

:22 R FE 50-66 ;SEQ

:23 [k FE 55-61 ;SEQ

:24 R HE 52-67 ;SEQ

:25 R 51-57 ;SEQ

:26 1583 52-67 ;SEQ

:27 [I5% %L 51-57 ;SEQ

:28 kL 52-67 ;SEQ

:29 R FE 51-57 ;SEQ

:30 FRIE 52-67 ;SEQ

:31 3 51-57 ;SEQ

:32 PR3 52-67 ;SEQ

:33 R 51-57 ;SEQ

:34 R 52-67 ;SEQ

:35 [EHE 51-57 ;SEQ

:36 [15% % 50-66 ;SEQ

:37 %3S 55-61 ;SEQ

:38 [Pk 3L 50-66 ;SEQ

:39 MFRFL 51-57 ;SEQ

1D

1D

1D

1D

1D

1D

ID

ID

1D

BD

1D

1D

1D

1D

1D

ID

ID

1D

1D

1D

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

NO.

:20 PRI

21 [R5

:22 {5

:23 HFRIE

:24 FFE S

:25 HFRHE

:26 I

27 RS

:28 [k I

:29 PRI

:30 FFRIE

31 HFRIE

:32 HFRIE

:33 FFR S

:34 HIFREE

:35 {5k

:36 [ I

37 WBRIE

:38 [k

:39 {5
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90-98 ;

SEQ ID NO. :40 [F5%%E 31-37 ;SEQ ID NO. :40 [{1%%3E 52-67 ;SEQ 1D NO. :40 [fik 3L
97-109 ;

SEQ ID NO. :41 [{5%%E 24-40 ;SEQ ID NO. 41 F%%3E 56-62 ;SEQ 1D NO. 41 [k
95-103.

3. MRAEBMZE K 2 11 TR g A B AR 2R /D 3 S CDRs.

4. MRPEACREK 2 (1) TR BLIR 55 G R I HE — A Vo

5. MIEMAEK 4 &G HEE, Kk v, 8L B T iRm0

SEQ ID NO :6 ;SEQ ID NO:8;SEQ ID NO:10 ;SEQ ID NO:12;SEQ ID NO :14 ;SEQ ID
NO :16 ;SEQ ID NO :18 ;SEQ ID NO :20 ;SEQ ID NO :22 ;SEQ ID NO :24 ;SEQ ID NO :26 ;SEQ
ID NO :28 ;SEQ ID NO :30 ;SEQ ID NO :32 ;SEQ ID NO :34 ;SEQ ID NO :36 ;SEQ ID NO :38 ;
A1 SEQ ID NO :40.

6. MRIEACHEK 2 (455G EE, b IridHila 455 g5 I HE—14 Vi,

7. WRAEBCHIESK 6 4G E, A prid v, ik B R 2R T -

SEQ ID NO :7 ;SEQ ID NO:9;SEQ ID NO:11;SEQ ID NO:13;SEQ ID NO :15;SEQ ID
NO :17 ;SEQ ID NO :19 ;SEQ ID NO :21 ;SEQ ID NO :23 ;SEQ ID NO :25 ;SEQ ID NO :27 ;SET
M NO :29 ;SEQ ID NO :31 ;SEQ ID NO :33 ;SEQ ID NO :35 ;SEQ ID NO :37 ;SEQ ID NO :39 ;0
SEQ ID NO :41,

8. MM E K 2 Mg & &, K PriRPiR &G St i —A4 vy fl—4 V.

9. MRPEACRIE R 7 s &EA, PR AV, Hprd v, G5 E A T
751 :SEQ 1D NO :6 ;SEQ ID NO :8 ;SEQ ID NO :10 ;SEQ ID NO :12 ;SEQ ID NO :14 ;SEQ ID
NO :16 ;SEQ 1D NO :18 ;SEQ ID NO :20 ;SEQ ID NO :22 ;SEQ ID NO :24 ;SEQ ID NO :26 ;SEQ
ID NO :28 ;SEQ ID NO :30 ;SEQ ID NO :32;SEQ ID NO :34 ;SEQ ID NO :36 ;SEQ ID NO :38 ;
M1 SEQ ID NO :40.

10. HRIEBCHE KR 8 g &, Hh rid v, 845 SEQ 1D NO 7 2 218 741, Tk v,
A5 SEQ 1D NO :6 IS LR 5.

L1 RN R 2 4G & E, DAL AN TeMHE X ;A TGl HEX ; A
TgG2 fHEIX s N TgG3 fHEIX s A TgG4 fHEX s A TgE fHE X RN TgA {8 & X ¥ H 5t A K
HAMEEX

12, WRAEBRER 11 45 & A, L TR ERE e Bk AEE X 2N 1861 fHEX .

13. MRPEBCHIE K 12 &8558 B, K ik A 161 15 X A5k H SEQ 1D NO. :2, Al
SEQ 1D NO. :3 IR ILER T4 .

14, RPEACRE R 2 MgGEE, - PaRFE A A Tex fHEX, A Tgh fHE X
R BRI A EE X

15, MAENAE K 14 455 & A, KPR BB R EAEE X 2N Tgx HEX,
F R R LR SEQ 1D NO. 4 HIZE IR F1.

16. MRAEAHE K 14 K456 &0, Hrb Pl 25k 0z 23k 5 1E 2 O B4 SEQ 1D
NO. :5 I ZEMR AN Tg A fHE X

17 RIEACRE K 2 giEaEa, K ridgi & Eak B REREA ST, scFv ;§ig

6

i, 1
i, 1

2
2
2
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BEDLIR s NPUIR s iR A DU s NIRAL UK s 5 M 3811k sFab B sFab’ B sF(ab’ ), 5
Fv ; i BEERL Y Fv,

18. RABEBCRIEER 17 g5 G & E, KR d & & a2 Abik,

19. —FhBESE & N 1L-18 M &8 E, kg & EA T

HA % H SEQ ID NO :2 1 SEQ ID NO :3 (IR IERITFAIN 1g EREEEX ;

HA % H SEQ ID NO :4, M1 SEQ ID NO :5 [IZ LI AN 16 BHEEX ;

HA SEQ ID NO :6 R ZEMRFHIH) Tg EHEN AR [X Al

HA SEQ ID NO :7 R ZER FHIH) 1g HREP AR X .

20. —FPEELE A N IL-18 M4 68 A, ks 4R A0 -

HA SEQ ID NO =3 2L 7 VK] Tg EREMEEX

HA SEQ ID NO :4 (27 HI) 1) 16 HREHE X

HA SEQ ID NO :6 (2 FEMR 74 Tg BEAEn AR X il

HAT SEQ 1D NO =7 Wz 5/ -1 1K) Tg FEBEn] 221X o

21, —Fh g A& a, Kk g & E A R SR 1- 20— TN 6 &
1, A prid s gs & E R Al 1L-18.

22, FRAEBUR Sk 21 Wb Mg & &0, Hrp Jrid 1L-18 X6 B A TL-18 i s i3 -
IL-18 sy — N IL-18.

23, IRPEBRNE R 21 b Figs & 8 a, Hrh iR R g5 & 8 Ak T 1L-18 456152
K RE

24. IRPEAANE K 23 By RIgs G, b iR g5 &8\ Bmb T IL-18 Ji s i
o N TL-18 s - A TL-18 45 & 2R EE S .

25. MR ZE R 21 Pyrh g A & E, LR h R4 & & aRem/h ik B e
IL-18 AE M g —FPE LA Thl 875 sTh2 7Y Nk 7T ;W8 ik 40 B =iy s k% 4
W — B4 B R AT s b M 0 BT S RE R T Al TR YT B A BT s At e IRl R
FEALR IR R 2> R s R M s B T o

26. RIWBANER 21 Wh RS & E A, Hrhrd b g &m0 A% B T i E s
(K 5K KZ) 107 555 KR4 107 585 KR4 107°M 55 KK 107M 555 K K2 107 5
B RKKZ 107°M s F 1 KR 107 e

27, MRPEBRNE SR 21 Wrh g4 8 8, Hrp ik o fn 456 8 3 2 AA % B F AR Sk
FRHORA10M s s 2D KRA10°M s s BB KA 10°M s 52K 10°M s s DK
Z510M s,

28. MR BRNE K 21 WS & 8 8, Horp Ik dropn 456 8 0 1A 0 B i S R
F O KKZ 107 s KR 107 s sl KK 107°s s KR 10°°s ™

29. FLFERUFER 1-20 (T — TN 4 SR AMPRICE S E A, KPR 4 4E A 51
PR B o

30. BUFIEESK 29 PRI gs &, oA B v AT FR iC ik B SO AR e, B, 26
FRidd, ROGHRICH), ‘LR OChR e, BEYEFRiC Ay 2= .

31. BUFIZESR 30 fibric g5 & & A, b pridbricm 2 & | °H,“C, S, ™Y, *Tc, M n,
1251 , 1311 , 177LU, 166HO, %l] ISSSm E@ﬁﬁ%ﬁ‘fﬁ*ﬁiﬂﬁ@o

7

p

k
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32. AFERMIE R 1-20 (E— TR 45 & A RRIRE & e, kg6 &8 5inT7
e s m o 2 ) SR R

33. BUMEK 32 WREREE &t B, rp irakva g7 M sl 4 B s M) ook B Bt — A
BRI AR AR T I T bt - B RN 5l - LR B
A TR MR IR A AE T

34. FRRAGAUMIE R 1-20 (T — TR &5 & B A @R R P A K70 B R IR .

35. AL EARIE K 34 15 B LR K2 4 o

36. BAEK 35 WA, Hod Prif 84k i% B :pcDNA ;pTT ;pTT3 ;pEFBOS ;pBV ;pJV ; Al
pBJ.

37. A EBURER 35 51 36 /&I 2115 = 41

38. MRIEBUNE SR 37 1% 40, F b B A 40 o Je iz 40 M

39. MRIEBUNESR 38 [ 40, Fo b Brid A =40 Mo Kt i

40. FRIEBOME R 37 175 AL, Hoh ik fE 140 i SOz 4.

A1, RIEBOME R 40 5975 A0, S Bk SOZ 4 ik B JR A A= 40, sh 4 i, 1
0 LR 4 Y

A2. FRYEBUNER 41 597 E 40, FCrh Pk JOZ 40 2 1k B FLah i an i, & 2K 4n i,
TR, S A0 e O s A A

43, MRYEAURE K 42 B)fE E 4L, Hoh Tk sh W 4n g CHO 41 i .

A4, FRPBORE K 42 175 F 4010, Jorb ik fa £ 40 g2 Cos.

45, MRYEAUHEER 41 B97E 40 ML, FLr Ik SO A0 o R P B 7 B

46. MRYEAUHE K 42 B)fE L4000, o Tk sh P 4n o B 1L ST9 41 .

AT, &5 N IL-18 & & BT 7%, B L LU E 46 N IL- 18 M & A K
S N AERR TR IR FRROR B K 3746 AT— I 17 =41 ..

48. FRYEAUMESK A7 (770 S G B H .

49. WHEIRIEBONER 1-28 (F— TN G G EARE RS G & a, P rkgaEa L
A A7 A o

w

o Ol

50. BURIESR 49 W& G BT E , Forb BT il 2 BOA 380 (1 2 2 4 TR F e 1
1. BUAIESK 49 W47 & G 8 H, P ik gl Gl A RA TR 46 & AR

SK7/F NIEENSE Sed e i

52. BUREER 49 g dh i & dr A, b rid 45 & SR A R B SLE I T

3. — MM TRINE S E AN ST, Frid A E5WEA -

(a) — MY, JoH TR A AP S AT IRIE UM K 49-52 (E— UK 45 45 & & A, Al
— Rl gy s

(b) 2R EWEAR,

4. MRAEAUFER 53 AGW, b Prid & WakE B il — e Lk 2R (W
MR ), 2 CREENGIRE ), 2 (RIHMR ), R (RET ), % (460K, 2R (B8, 2R (FLR)
R - -RELR) SPLGA, B (b-RETIR), K (v-CWER), B ( —FHNH
i) 53R (L —H), 8 (CRAEE) MEENMBLL, 8 [CANL) #iE 1,52 (E8R ), R (&
Tl ), 3R (LA BENT ) oRIRIT - Bkt LMFEBEIL IR, 2 I, A, BRREL, 2

8
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UEMETUEZAT LY, IR, ST YRR 1, WIS, BRI, 2R B, glycaminoglycans, iR %
B ENRR G eI IR .

55. MRAEBHM LK 53 A G, Hoh Brik gesr i B B 81 1, TEBE i Beml, FLRERS, 9
JB, FEA AL - B - HARIRS, AR L IR AR L

56. X FLENYIGTT 17515, BLAEX IR FL sl it FH AT R0 U ARAE UM K 53 A&
b

BT, — X 1 5 DA AR 2k DR R R R A 8 07 v, A R T2 R

(a) 4R TL-18 55

(b) B 15 5 e e 40

Forp ik B R ) B AL R T Genbank 2852 5 Al & HUEEDA -

NM_000389, NM_002198, NM_002163, NM_006144, NM_006515, NM_007185, NM_002288,
NM_003661, NM_021958, NM_001335, Hs. 382006, NM_020125, NM_007210, NM_021798,
NM_013324, M11313, D88152, NM_001103, U37519, NM_000697, J03600, NM_014578, S66793,
U47054, 119871, M81181, NM_001188, U15460, NM_014417, 723115, N\M_001713, U45878,
U37546, U72649, U49187, J03507, U50360, XM_071866, NM_005623, 232765, 711697,
XM_071866, U51096, M83667, D87469, LO7765, U66468, X14830, L29217, X15880, NM_001851,
M27691, M37435, X13589, X16866, X59131, NM_004393, U73328, L19267, Ub3445, X68277,
U48807, NM_001950, U87269, M57730, X52541, J04076, X63741, L.O7077, M62831, M60830,
Ub3786, NM_001988, NM_000141, M23668, U60062, NM_000141, U49973, U89995, U27326,
A28102, M25667, 134357, U19523, L01406, U03486, X68285, 718859, D49958, D43772,
AC000099, M57731, X53800, M91036, D16583, X64877, X58431, M16937, NM_014468, X92814,
19314, M26665, D10995, L.41147, M24283, S81914, J03171, J00219, NM_000619, NM_000585,
U31628, X04500, M27492, X01057, M26062, YO0081, YO0787, 7231695, X06256, X57206,
U20734, NM_014879, D31762, D42038, NM_005551, NM_014846, X06182, NM_005551, X07730,
M13955,M57710, 583362, NM_002314, NM_005569, U49957, U89922, X14008, U59914, D14497,
X59727, NM_000429, U43944, X72755, NM_021230, NM_005951, X78710, X70991, M32011,
ST7763, M58603, S76638, M69043, U91616, D86425, .13740, U44848, U79251, M27288,
AF000234, D50640, L.20971, 110343, U77735,NM_003579, U17034, AB000584, X63131, D11428,
NM_032940, NM_005035, NM_003579, M18255, LO1087, D38128, Y10375, D15049, M31166,
Ub9877, NM_003579, U64675, S57153, NM_002903, NG_000013, X75042, M83221, NM_000537,
U22314, 559049, U70426, U22377, U38480, L10338, M23178, M69203, NM_005409, D79206,
NM_005065, NM_004186, J03764, NM_006802, D89077, NM_003037, MI1463, D82326, L05568,
U96094, X83301, D21267, L31529, M62800, NM_021014, Z35093, NM_005816, L.25444, M95787,
NM_005421, 1L.47345, M57732, NM_003205, M96956, U19878, M92357, M59465, X83490, U37518,
NM_003294, U19261, U78798, S69790, U53476, L.15309, U78722, X57809, U79249, AB000464,
X77744,U079248, A1420129, HG2981-HT3127, HG3548-HT3749, HG870-HT870, HG4333-HT4603,
HG3111-HT3287, HG4593-HT4998, HG961-HT961, HG1877-HT1917, HG3115-HT3291,
HG4115-HT4385, A1 HG3925-HT4195,

58. MRIBANER 57 17715, Horh Brid | 5m 2 H545m) o

9
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59. MRPEBCRE R 57 {53, HoA Frd 55702 TL-18.

60. MBI ELSK 57 {17514, Horr Prads i 755 5503k AR AR AR 223K 1-284F— T 45 A 1R
Ho

61. S ABURIE SR 1-28 (B &5 &t 252 2 3R M 25 A &40

62. BHZK 61 MM, Hit— 2 5a 20— H T 7 b IL-18 3G k2
FRIEIR I 5 MR T 29

63. BURIELK 62 KI5l &4, Hod ek S 4M 29k B - i 8 AL e il 5] s s il
) s 3L [R] — 7 BEW ) RS 27 BRI 51 - 40 MR h ik sl oo ae i B s A 2
W s B BRI I s MR 3R IR AR & s FKB06 s HIEE SRR 25

64. — P/ N TL-18 WE TR 7%, BAEAT N TL-18 Bl E ok 1-28 - — i 455
AL AN TL-18 W& MR o

65. — R EA A IL-18 WA FRZINI A EE BN IL-18 WG TiE, 1
FEXE N2 9077 il BN EEK 1-28 (- — I 45 5 B, 843 N2 a7 & PN TL-18 5 1t
W o

66. — M HBAA Lrh TL-18 3 M2 F 5 B IE 1) 2 V8 7 & AT VR IT I T, A
FE X S2 VRT3 i AR SR 1-28 A — IR 455 8 L 58 IAaIT -

67. AUREESK 66 (17515, HoA Il Bk B - RGBT &, B O 98, 44 AUg M
KT R, AT 9, WG OGN 98, IO SGT &, FIRTE PR OC T 28, A, R B 4L
PEARI, o PR [9]  %, J5 02 1Hk 45  %, W %, i I 2= MG M B PR PR IR 4%, By, 2 3
RN > A B et R A R, A PUE B, Sy B B HE R, SRR SRR E R
FEAH O 1 G 8 595 » TRIDR I8 99 » Sl K SR A B A, A% 198 2k 1 57 8 (3], Kaw P =) UTAR ki’ s 94,
Grave' s ¥, BEIREESTE, 12 M9 57 455 1E, Wegener' s A 2975, Henoch—Schoenlein
SR BT ERKE R BRI R IR R R R, IR, h R T R A1, ik
NE 2 B 908 0L, AR Gei 1t 75 AL g LR IR , 5 R S e B FR 2R Ak, SV MER ) B 8 2%
Huntington’ s ZEIEWE, TGN, S22 MHpiR, o R B kS D) RE RS AG 5 | S IR R AL, 375 1
PSR I, SR R, O JIE 20, OV UURE 3E, Addison’ s 95, BORPE, T B IRtk = A1 11 Y % i
Bz, Schmidt’ s ZREME, N (M) PRSI SRE 1, WA, Bl R 5T, M35 SO B 7 20
W, KW, Reiter’ s i, 24 BT, 505 MR 5 W 01, Wt I 28, KB, Bl Avb )
PG AH OCRAT9 , BMESS T, s KR AL / ShIb AL, e N AR S I N, B B iz K
R, T PER I, VR M MR, RN, 2o TeA e, B B ez i i % 23 1ML, Coombs
SRS A PR BT I, J5 R P B I, DA Pt ST I, WU PE KM% 28 /Royal Free i, 18 MRS
B BR B, 40 B oG 28, JRORIEAL I 98, B RIS B B B e IF 4R, i R f iz ik B
AL, Ja R G S5 i B AH DI » L5 TR, 38538 2% 28 AR 1) A e ik B (7 18 25 A5
() P AR ET 8D ) S BRI, S PEANZE , OF SE A uby, 57 O S RE vl , A1 470 1 it »
7S BRI AN BH IRV £ AR 2 2R T8 18 4R 9%, 98 Jia B) St » 10 5y PR i 98, 5 T) J0 ool A 5 1) 4 &5
LR 5 I AH O (1K) VR G 48 5 AL 2R3 » 55 TR) JB i A DG 1 4 B4k, 55 18] JB it AH %
IR R T CTT R, A R4 S BERIE, S AE SR R 28 / 2158, S
TWAHIK I Sjogren’ s i, 5 I AH G IR AR HME 28, 45 17 MENKE R IR BUI , 55 I AH ¢
[Pk LB R UTE W > 2590 5 | R (1) 1R) S , 4 3 41 44k, I ZEME BSO8R 1B B TR

10
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PRI 9 , Wk 240 B v 90 P05, A% 9 I 1) Do » R RO 98, 1 SH s iF 8, |- T E B e
BERFH (A B B RE SORIEFERT 22 ), 2- T A B P2 (BT -LKMBLIRAT 22 ) , B B 7z
AR, B AR 22 B TR e, FOR S ML RE IR , 55 2% B B AH OS2 S
PEP, 538 B B AEAR K I8 M i i, B D01 98, IR R AL A8 58, 1 A g, 2 A
BIE, R VA B D, B B Stk A B gD, B NOS, /R &, B microscopic
vasulitis, M, TR BEIRIE, Fr R 5 PE AN ZAE B NOS, K5 H & iz ik, 2 R P L
(PRI ), ATIRAR IR 5%, 4 45 AL 2R 50 4k R 1k =i 1L, Goodpasture” s A1k, &5 7151
Z Bk R i), S KGR RE RIRHEAHER, Still’ s 5, =81k, Sjogren’ s 45
Ak, Takayasu' s / Bk 58, B & Gl i /MRIED, R M Mk b, 5 5 S FARIR
Wi, FRIRALRE ok, FORIR M 5 & fefz FRIRMLBE Uk (Hashimoto! s ), itk H &
G35 FURBRALRE T, SRR PR AC I & AP0 B 1 8 28 R A%, SRR PR A5 I A %, 1
P BPE I 5 12 M, TR PR AL, TR 5 LRI 4497, choleosatatis, 8 P 9
25005 | RS R I 28, AETPPRS PR 1D 14 I 98, 28 R PR AR 28 S N RHIBE N, B B REIR B (GBS) Sk 4%, K
FIPT AR, FARAE RIS #4240 ) , Th2 BRI Th YA S I000 , S R M 0 , FRAE o

68. — Rl B L TL-18 WM& 35 I 1) AR 2 BEAT YR T I 7 v, A s A0 Tt FH 26
TR T R, B JE R M AR B R 128 AT — I 45 A B L DR, Sorh
W AL B RESS AN TL-12 BIPUIA, B B s M SR & N INF [Pk, 8k
SR B s SR I s PAFR R 22 s BN E5 3% sFK506 s FIAE S BB 25

69. —FhAIg A s a, KPR b g G A RS A B - A IL-18, (2 AR 7 1
gia N IL-18 Ji, I B R fI 45 4 dE Ak B AP s G P s NIRALBTA R CDR $2
TR

70. MRAERURIESR 1 Mg GEA, P pTids
LA N TL-18 J5.

71, —RirhRIgE A E A, W R P AIS S S H RS 126 2H LA 455 A TL-18, JF
BRI & & Ak B ADUE B G P s NIRALHLART COR it difk.

T2 WMBWAANER 1 G EED HPhARGEEARS 125 2HHA T4 E A
1L-18.

73. —HMh g GO, K iRt g Gl O AR S 1252 LA TR S A N IL-18,
I HIE P PR R A Ak B ABUE B EPUE s NIEALPTARAT CDR R hifk .

T4 MIBRAER 1 WgGEO, KPR & EOAGRS 125 2H Pk w4545 A
1L-18.

75. RIS A E, b At A A A AR S E A 2. 5 (B)mgl HriAAI IL-18BP
MesaEAmFga N IL-18, JF HH A PR 454 E Ak B APUE sk & Hiik s N
U CDR ek Ptk

76. MR ER | G EA, KPR A EaAREER 2.5E) mgl FrikH
IL-18BP [&i & A g4 & A 1L-18.

TT. RPEARE K 8 &G E B, Kok v A48 SEQ ID NO <9 [z JE /R 741, ATk
vV, £34E SEQ 1D NO :8 [E LR T4 .

78. —FhEELE A N IL-18 IS &8 A, iR gi 6 E AN -

11

i
o

FHERERES A - N IL-18, (HEAKF
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HAT% E SEQ ID NO :2, M1 SEQ ID NO :3 (2 LM FAIIK T BEREEEX ;
HAT% E SEQ ID NO :4, M1 SEQ ID NO :5 [ LM FAIIK 16 BHEEX
B4 SEQ ID NO :8 LR 7 HIH) Tg EHEN AR X 5 Al

B4 SEQ ID NO :9 R ZERFHIH) 1g HREN AR X .

79. —FREEEE A N IL-18 IS &8 A, TR g 6 E AN -

B4 SEQ ID NO :3 R LR FHIH) Tg EREMHEX

HA SEQ ID NO :4 2R FHIH) 16 FHREMHE X

HA SEQ ID NO :8 R 7 HIH) Tg BHEN AR X Al

HA SEQ ID NO :9 R IERFHIH) Ig HREN AR X .

12
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IL-18 £&5EH

[0001] A HEE AL HIIE 5 00 200480039948, 2. HiE H 2k 2004 4E 11 H 12 H G & B LA i
(K53 S G o

[0002]  AH O HIF ) AS S TRk

[0003]  AHIEZESK 2003 4F 11 H 12 HHE13EE H1E No. 10/706, 689 FIHLFEBUR) 7 -

AR
[0004] AW R4 2 18 (IL-18) Zi Gt H, K Al S CATIHE SR 1t RAE R
TARITRBE AT / 83677 H IR T

B

[0005]  fH-7E 1989 4F 1425 -18 (IL-18) #iHiid A v - TMHRFFH T (IGIF), I
HRERIEMME -, BT EAFES v- TIENR I, EHGZ TR, X4
EVEREALIE NP-x b T, Fas FL/RRIA, CC F CXC ML IR T I S, 2 48 N\ S B ik [
RIS . BT IL-18H S T 41 Bnggn furh v - T3 Ihee, ©1E
Thl- B Gz V& th 2 55 R E R et e G EEAE . TL-18 g S5 AT Rk ui
W L1 k. AKX IL-18 g5, DhRe MY 23 1, 2 WL, 49 Wl Dinarello, C. %% (1998)
J. Leukoc. Biol. 63 :658-654 ;Dinarello,C. A. (1999)Methods 19 :121-132 ;1 Dinarello,
C.A. (1999) J. Allergy Clin. Immunol. 103 :11-24 ; McInnes, I.B. Z& (2000) Immunology
Today 21 :312-315 ;Nakanishi, K. Z& (2001) Ann. Rev. Immunol 19 :423474.,

[o006] 41 fifd A TL-18— Ji £F N B 3% — ) ¥ ) 40 i b 42 Bt K i A B8 1 (Ghayur, T. 4%,
(1997)Nature 386 :619-623 ;Gu, Y. Z&, (1997)Science 275 :206-209), {F Fas—L 5% 40 1#
DNA Hill540 f rh 22 e R S g 4, 5 F0 6 85 A 0 T 18kDa v B (Tsutsui, H. %%,
(1999) Immunity 11 :359-67 ;Ghayur, T., % A H W Observations) . [L—18— J&id #7 H
b 25 AR I L, 491 40 g Tt 1 40 R LR 3 (Sugawara, S. 4%, (2001) J. Immunol. , 167,
6568-6575) , Bt K &7 i 3 (Akita, K. 2%, (1997) J.Biol. Chem. 272,26595-26603) , il £«
AR AT E A AN E AR (Gracie J.A., %5, (2003) Journal of Leukocyte
Biology 73,213-224) » NI IL-18 WA R RT T 741, I HLAH0 M peeh TL-18 BRI I
HIEA TG,

[0007]  TL-18 {yAEMpd ThId I TL-18 55 A MR IR 3 — 2R 44 11-18 3244 (IL-18R)
LGNS s a - WA (TL-1R FKEP I — 5, WARME IL-1R- AHG B A -1 B¢ IL-1Rrpl) Al
B-rH (HFRME IL-18R 4HBhE 1, IL-18AP B} AcPL) . IL-18Ra WEH: %454 1L-18,{H
EABETHEST. B-UEREAGALES IL-18,HEE a- WHEKSENRESHE S L HR&E
SERMEZ AR (K, =~ 0. 3nM) (Sims, J. E., (2002) Current Opin Immunol. 14 :117-122). if
i IL-18 a B H &K IL-18 15 545 ST IL-1R F1 Toll 524K (TLR) FA%k. 1L-18R
15 51 SR HAE 5435+, B MyD88, IRAK, TRAF6, Jf H ™ A= F0 TL-1 7 A= (I AH LU i
N (4, NIK, TkB J, NF-kB, JNK Fl p38 MAP JBERIEGE ) 5 IL-18 A3k Xt

13
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IL-18Ra MfE 54 FHRFE DAL 5 A IL-18Ra - W3 (Hoshino K., %% (1999)
J. Immunol. 162 :5041-5044 ;) , MyD88 (Adachi0. , 2% (1998) Immunity 9 :143-150) &
IRAK (Kanakaraj P., (1999) J. Exp. Med. 189 :1129-1138) mfRiFsL T .

[0008]  &i4r IL-18 HIBIAAR AT A 410 . BP 0 974 600 AT T Heh Al IL-18 i/ Bt
Ko L TL-18 ABUATE PCT AFF WO 0158956 HH AT, X 5I11ES%5 . AL T RELL &
FH NG IL-18, 255 IR 1L-18 145 & S A R IH Kk, Abuik, &HF B,

REAE

[0000] % EHMEIA

[0010] AR BHEEME IL-18 45 &85 1, Rl N IL-18 B ik, LA il 28 Rl X AL (1) 25
JRIG T V0 AR — A7 TS P TL-18 Y3 U5 SR I 1 i

[0011]  AKK—ADT7 IR s G A IL-18 MBLIR 455 G5 i B 45 & 8 B .
TE— AL T b, USRS S a5 22 /b — AN HE G B i 2 SR 7 411K CDR -
[0012]  CDR-HI. X,~X,~X;—X,~X,~X¢—=X, (SEQ ID NO :42), H:+p .

[0013] X, &S,N,H,R, 8 Y;

[0014] X, &Y,G,R,S,8C;

[0015] X, &W,G,Y,D,S, VvV, 1 ;

[oo16] X, /& I, H,W,Y, M, L,8(D;

[0017] X, &G, Y,S, N, 8 H;

[0018] X, J& W, BN NTELE

[0019]  FIX, 2 T, S, G, BE AL ;

[0020]  CDR-H2. X,~X,~X;—X,~X;~X~X,~Xg~Xo=X,0—X;;~X o~ X5~ X, X=X~ X;7 (SEQ ID NO :43),
Hrr

[0021] X, &F,Y,H,S,8V;

[0022] X, /& I,8(F;

[0023] X, &Y,S,8(W;

[0024] X, &P, Y,8(S;

[0025] X, &G, S,R,8(D ;

[0026] X, /& D,8 G ;

[0027] X, /&S, T,G,E8(R;

[0028] X, /&E, T, I,8(N;

[0029] X, &T,Y,N, I,K,8¢H;

[0030] X, /&R, Y,E(S;

[0031] X, & Y,N,8S;

[0032] X, A& S,P, A, B V;

[0033] X, /&P,S,8D;

[0034] X, A&T,L,8(S;

[0035] X, A& F,K,8{V;

[0036] X, /& Q, S, B K ;01

14
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[0037] X, /& G, B AAFAE 5

[0038]  CDR-H3. X,—X,~Xs—X,~Xs—Xs—X;—Xs—Xo=X 0~ X~ X oK 15X, X, 5Ky~ X, ~X1s (SEQ ID NO :
44) , Hrp s

[0039] X, &V,D,E,S,8C;

[0040] X, Z&G,R,D,S,K,L,Y,80A;
[0041] X, /&S,G,Y,8R;

[0042] X, &G,S,Y,N,T,8(D;

[0043] X, & W,S,A, G, Y,8(T;

[0044] X, &Y,G,S,F,W,8(N;

[0045] X, &P,S,F,Y,V,G, W,8{V;
[0046] X, & Y,F,D,P,M, I,8(N;
[0047] X, & T,W,D,L,Y,E,P,F,8(G;
[0048] X, A&F,D,Y,H, V,Y, 8 & ANIFLE
[0049] X, & D, Y, F, L, B& INAFAE 5
[0050] X, & I, D, Y, B ANAFLE
[0051] X, 42 Y, sRE AAFAE

[0052] X, A& Y, BE ANAFAE

[0053] X, /& G, BREANIELE

[0054] X /& M, B AAFAE 5

[0055] X, & D, B AIEAE

[0056]  Xys 52 V, B AT 5

[0057]  CDR-L1. X,—X,~Xs—X,~ XX ~X-—X—Xs—X, o~ X, ;X ;,—X,s—X,,~ X, s~ X,s—X,7 (SEQ ID NO :45) ,
Horfr

[0058] X, &R, B{ K ;

[0059] X, & A, G, 8BS ;

[0060] X, A& S;

[o061] X, /& E,R,Q B{H;

[0062] X, &S, I,T,8(N;

[0063] X, A& I,V,L,8(F;

[0064] X, & S,G,L,N,B(R;

[0065] X, #1S,G,Y,R,N, H,8¢D ;
[0066] X, /&N, G,Y,R, B S;

[0067] X, s&L,Y,S,8D;

[o068] X, /&2 A,L,N,V,G,8D;

[0069] X, & A, N, E, K, G, i ANAFAE ;
[0070] X, 72 K, T, N, Bl ANFAE
[0071] X, /& N, Y, T, & ANFAE
[0072] X, /2 Y, L, i ANAELE 5

[0073] X, #& L, C, Y, BUE AALELE s A

15
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[0074] X, /& A, D, BLEAIELE 5

[0075]  CDR-L2. X,—X,~X;—X,~X,~X¢—X; (SEQ ID NO :46) , .

[o076] X, & T,G,S,W,8E ;

[0077] X, &A,V, T, 1,8 L ;

[0078] X, /& S,E(F;

[o079] X, &T,I,N,S,R,8(Y;

[0080] X, Z&R,E(L;

[0081] X, +2 A, Q, B, B F ;0

[0082] X, &T,8S;

[0083] FH

[0084]  CDR-L3. X,—X,~X;=X,~X,—X—X,—Xs—X,=X,, (SEQ 1D NO :47), H:H .

[0085] X, /& Q,Ei M;

[0086] X, #& Q, H,BL Y ;

[0087] X, & VY,N,G,S,8R;

[oo88] X, &N,H,Y,D,G,V,L,8T;

[o089] X, J/&N,G,1,Y,S,Q,F, 5 E;

[0090] X, &W,S,T,L, I,8(F;

[0091] X, &P,L,T,D,8 I ;

[0092] X, A&S,L,P,C, W, I,8(F;

[0093] X, /& I, T, S, & ANAELE sH

[0094] X, A2 T, BRE AAFLES

[0095]  fLidkth, Hi)m 455 &5 i A 4% 2 /b — AN BUREE B T i RS B A Kz A R
JF4 1% CDR :SEQ ID NO. :6 [I%% % 31-35 ;SEQ ID NO. :6 %% 35 50-66 ;SEQ 1D NO. :6 [1I%5%
HE99-110 ;SEQ ID NO. :7 (%% 3L 24-34 ;SEQ ID NO. :7 [{i#%3E 50-56 ;SEQ ID NO. :7 (%%
5k 89-98 ;SEQ ID NO. :8 [{F%JE 31-37 ;SEQ ID NO. :8 [{IF%%E 52-67 ;SEQ ID NO. :8 [I%%
£ 100-110 ;SEQ ID NO. :9 (%% % 24-35 ;SEQ ID NO. :9 [I%%3E 21-27 ;SEQ ID NO. :9 (%%
5E 90-98 ;SEQ ID NO. :10 [{F%%E 31-35 ;SEQ ID NO. :10 [I%%3E 50-65 ;SEQ ID NO. :10
B%5L 98-107 ;SEQ ID NO. 11 [#J5%Hk 24-34 ;SEQ ID NO. :11 %% %L 50-56 ;SEQ ED NO. :11
[R5 55 89-97 ;SEQ ED NO. :12 [I%%3E 31-37 ;SEQ ID NO. :12 [kt 52-67 ;SEQ ID NO. :
12 [{5kAE 100-108 ;SEQ ID NO. :13 HAkAL 24-35 ;SEQ 1D NO. :13 ({53 51-57 ;SEQ ED
NO. 13 flI%%3E 90-98 ;SEQ ID NO. :14 [%%3E 31-35 ;SEQ ID NO. :14 [{¥%%E 50-66 ;SEQ 1D
NO. :14 [J5%FE99-111 ;SEQ ID NO. :15 [k AE 24-40 ;SEQ ID NO. :15 [#¥)5% %5 5662 ;SEQ 1D
NO. :15 %% 25 95-103 ;SEQ 1D NO. :16 %% 31-37 5SEQ 1D NO. :16 (%% 3E 5267 ;SEQ 1D
NO. :16 F%%ZE 100-109 ;SEQ ID NO. :17 f{4%AE 24-35 ;SEQ ID NO. :17 FJ5%4E 51-57 ;SEQ
ID NO. :17 [F%% 55 90-98 ;SEQ ID NO. :18 [fi%% 3L 31-35 ;SEQ ID NO. :18 [{1%% 3k 20-36 ;SEQ
ID NO. :18 [K%%JE 99-108 ;SEQ ID NO. :19 (%% %k 24-34 ;SEQ ID NO. :19 [{IF%3E 50-56 ;
SEQ ID NO. :19 [f1%%3L£89-97 ;SEQ ID NO. :20 [¥¥%3E 31-35 ;SEQ ID NO. :20 [{15% 3k 52-67 ;
SEQ ID NO. :20 [{J%%7%E 100-108 ;SEQ ID NO. :21 [KJ%%JE 24-35 ;SEQ ID NO. :21 [k
51-57 ;SEQ ID NO. :21 [K%%JE 90-98 ;SEQ ID NO. :22 [KJ%%J%E 31-35 ;SEQ ID NO. :22 [{%%

16



CON 101979412 A WO P 5/80 7T

J:50-66 ;SEQ 1D NO. :22 (K% 3L 99-116 ;SEQ ID NO. :23 [¥%3E 24-39 ;SEQ 1D NO. :23 ]
WL 55-61 ;SEQ 1D NO. :23 [{I5%3E 94-102 ;SEQ ID NO. :24 [{15%3%E 31-37 ;SEQ ID NO. :24
[{1%7% 3L 52-67 ;SEQ 1D NO. :24 [{%%3E 100-109 ;SEQ ID NO. :25 [f14%3E 24-35 ;SEQ 1D NO. :
25 [RARFE 51-57 ;SEQ ID NO. :25 [#¥15% 3£ 90-98 ;SEQ ID NO. :26 [f15%3E 31-37 ;SEQ 1D NO. -
26 [{5% 3L 52-67 ;SEQ ID NO. :26 [F%HE 100-109 ;SEQ 1D NO. :27 4%k 24-35 ;SEQ 1D
NO. :27 [RI5%3E 51-57 ;SEQ ID NO. :27 [4%5E 90-98 ;SEQ 1D NO. :28 [{h% 3L 31-37 ;SEQ 1D
NO. :28 A% HE 52-67 ;SEQ 1D NO. :28 [#¥4% 3L 100-108 ;SEQ 1D NO. :29 A% HE 24-35 ;SEQ
ID NO. :29 4% % 51-57 ;SEQ BD NO. :29 [Kj5% 3L 90-98 ;SEQ 1D NO. :30 fyh% 3k 31-37 ;SEQ
ID NO. :30 %% 3 52-67 ;SEQ ID NO. :30 [{I4%FE99-109 ;SEQ ID NO. :31 4%k 24-35 ;SEQ
ID NO. :31 (%% 51-57 ;SEQ ID NO. :31 [K%%3E 90-98 ;SEQ 1D NO. :32 fyh% 3k 31-37 ;SEQ
ID NO. :32 %% 3k 52-67 ;SEQ ID NO. :32 [k 100-109 ;SEQ ID NO. :33 fiA%HE 24-35 ;
SEQ ID NO. :33%%FE51-57 ;SEQ ID NO. :33 %% 3£ 90-98 ;SEQ ID NO. :34 [h%IL31-37 ;
SEQ ID NO. :34 [%4%3E 52-67 ;SEQ ID NO. :34 %% %E 100-108 ;SEQ ID NO. :35 fij 5k
24-35 ;SEQ ID NO. :35 %3 51-57 ;SEQ 1D NO. :35 [{17%3HE 90-98 ;SEQ ID NO. :36 [k JE
31-35 ;SEQ ID NO. :36 {5 3E 50-66 ;SEQ ID NO. :36 [I%%3E 99-116 ;SEQ ID NO. :37 [{5%
FE 24-39 ;SEQ ID NO. :37 fJ5%3E 55-61 ;SEQ ID NO. :37 %% 3k 94-102 ;SEQ ID NO. :38 [
HE3E 31-35 ;SEQ 1D NO. :38 (5% 3L 5066 ;SEQID NO. :38 [f1%%3E 99-108 ;SEQ ID NO. :39
[R5 3 24-35 ;SEQ 1D NO. :39 5% %E51-57 ;SEQ ID NO. :39 [#¥5% 3 90-98 ;SEQ ID NO. :40
[RI%% 3L 31-37 ;SEQ 1D NO. :40 [{¥5%FE 52-67 ;SEQ ID NO. :40 [{¥%3E 97-109 ;SEQ ID NO. :
41 W% 3L 24-40 ;SEQ 1D NO. :41 [I¥%3E 56-62 ;SEQ ID NO. :41 [{h%3E 95-103, LidkHh,
s EAmEEE D 3 4 CDRs.,

[0096]  7E 5 MMRIESLE T &, 46\ AR A Vy il ik, vy 2 FE ik
B LS5 :SEQ 1D NO :6 ;SEQ ID NO :8 ;SEQ ID NO :10 ;SEQ ID NO :12 ;SEQ ID
NO :14 ;SEQ ID NO :16 ;SEQ ID NO :18 ;SEQ ID NO :20 ;SEQ ID NO :22 ;SEQ ID NO :24 ;SEQ
ID NO :26 ;SEQ ID NO :28 ;SEQ ID NO :30 ;SEQ ID NO :32 ;SEQ ID NO :34 ;SEQ ID NO :36 ;
SEQ ID NO :38 ;1 SEQ ID NO :40. 7F5— kit 5 b, g G\ ash— v, g8 L
M, vV, gt AREE B R = ERR)T 4 <SEQ ID NO <7 ;SEQ ID NO :9 ;SEQ ID NO:11 ;
SEQ ID NO :13;SEQ ID NO :15 ;SEQ ID NO:17 ;SEQ ID NO :19 ;SEQ ID NO :21 ;SEQ ID NO :
23 ;SEQ ID NO :25 ;SEQ ID NO :27 ;SET M NO :29 ;SEQ ID NO :31;SEQ ID NO :33;SEQ ID
NO :35 ;SEQ ID NO :37 ;SEQ ID NO :39 ;#1 SEQ ID NO :41.

[0097]  fE— LRI SEHETT 9, 46\ AR —A Vy I—A V, 5 fale. Bk, 2454
AR EREIE B T R IERR A V, 4584918 :SEQ 1D NO :6 ;SEQID NO :8 ;SEQ ID NO :
10 ;SEQ ID NO :12 ;SEQ ID NO :14 ;SEQ ID NO :16 ;SEQ ID NO :18 ;SEQ ID NO :20 ;SEQ ID
NO :22 ;SEQ ID NO :24 ;SEQ ID NO :26 ;SEQ ID NO :28 ;SEQ ID NO :30 ;SEQ ID NO :32 ;SEQ
ID NO :34 ;SEQ ID NO :36 ;SEQ ID NO :38 ;1 SEQ ID NO :40 FIFS$EE [ T 2 LR
[K1V, 45f 1% :SEQ ID NO :7 ;SEQ ID NO :9 ;SEQ ID NO :11 ;SEQ ID NO :13 ;SEQ ID NO :15 ;
SEQ ID NO:17 ;SEQ ID NO :19 ;SEQ ID NO :21 ;SEQ ID NO :23 ;SEQ ID NO :25 ;SEQ ID NO :
27 ;SEQ ID NO :29 ;SEQ ID NO :31 ;SEQ ID NO :33 ;SEQ ID NO :35 ;SEQ ID NO :37 ;SEQ 1D
NO :39 F11 SEQ ID NO :41. ik, 455 5O 0GR SEQ ID NO -7 2L A0 V,
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SERRIALHS SEQ 1D NO =6 [IE IR F AN v, S5 F 3.

[0098]  {EJ — AL R, A EAS—DARIEA A TeMEZX ; A Tg61 {HEX ;
N TgG2 fHE X 5 A TgG3 fHEX s A TgG4 fHE X ; A TgE EZ XA TgA HE X 1 =5 4
PR AEE X . ik, EEERIEERE A E X e A 1g61 HE X . ik, EaEEEX
TR — AR R IR R E A B, AR PRI, T D BE A O . B IEHE, A TgGL fEH & X
FFEE E SEQ D NO. 2,81 SEQ 1D NO. :3 (A ILMRITH.

[0099] {ES— AL R, EE5RAS—PERIEAAN Tgx fHEX, A Igh HEX
[ o BRER I E G X o IRIEHE, N Tgx 12 X AR E AR T4 SEQ ID NO. :4, A Ig)
fE 7 X AR A RR 741 SEQ 1D NO. :5.

[0100]  {E5—ASLii s B, 45RO EFE A% B SEQ 1D NO =2, FISEQ 1D NO :3 1%
FERF 1g BREEE X  HA L H SEQ ID NO 4, FISEQ ID NO :5 I LR FH 1 16 %
HEMEEX ; H AT SEQ 1D NO :6 [ ZEE A Tg AR A2 X s FIHAT SEQ ID NO .7 [z 2k
BRIe A Tg FRE AR X

[0101]  {E5— A7 &b, 45 68 A HE A SEQ 1D NO :3 2R 74 1g EHEE
SEIX s A SEQ 1D NO :4 EIEERFA 1 16 FBEE 2 X s A SEQ 1D NO :6 [ LR P4
(1) Tg ERETTARX s FIEA SEQ ID NO :7 (AL FAIN 1g HRETT AR X,

[0102]  {E5 —ANSZiir &b, 456k B R BR R 140 1 30 ARSI 2 S0 16 L Th RE AR K,
BT IR R R 45 A B I IRRRIE 25 A E . LR S Bk R (1 St 7 10 FE H AR T
scPv ; B LR s APUIER ik & PuiE s NIBAL PR 5 Fp &5 M) BTk sFab Fr B sFab’ FEX
Flab' ), :Fv ; “HIEERR Py, FIOXUCR S SO0 B S Dk, st 45 58| A 2 A
ik

[0103]  AKREIR 7 — Rt T i g & i n, HaHs F XA RS & EafiE—,
Hrp g G E AR R 1L-18. fhikth, PR SR AR &R TL-18 J7 sl - A
TL-18 BRI — A TL-18 F AT —Ffr e FE 5 — AL Eh, g & & A/ T
IL-18 &5 A H 2RI Re 0y Puidkth, g &8 Emh 7 IL-18 it s ik — A 1L-18 Bk
JHI - N TL-18 Z54 H2 1K1 R

[0104] {5 —ASEHli7 S&rf, ORI 45 A B A REINHIE B N K TL-18 AEWG PE A i) —
Fhe JLAP :Thl 871 ;Th2 i 37 (Nakanishi K., ZE (2001)Cytokine and Growth Factor
Rev. 12 :53-72) Nk Y75 ;R H I 40 B 1y s FRAX 4 A — Wt B SR s rh M 1 40 i
VAT se REERTEAN MY B 4Lty 40 R IR sk R AR sRE 2 AR sl
M S AR

[0105]  TEARIE I Lt 7y S b, Rl 54 88 A B 1k B 1 i B w2 (K) R RY
107M s 50K K40 107°M 5 55 K K2 10°M 5 55 K K2 107M s e KK 107 M 3 5 KR4 107°M 5
R KZ 10 M,

[0106] fEH — AL EP, PAgGAEEARFERA FHMAERER . E/b LY
L0°M s ™ s AR 10 s s 80K 100 s B AR 10°M s ™ 58D KL 10M s
[0107]  FE5 — A7 S, PR GO AL B T SRR KK 107
AR 107 s s I KKA 10°s s KR 10°s

[0108] AR B Iy — 7 4R A LA FF W& E AP TR —Mbrcs &EN, L
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T S 4 TR 1 TR BRI L . DD, FTRY IR IS RO P b4, B, 96
FREH, R ITA, E RO B bR R R SO O PR TR
SH’ 14C7 3587 90Y’99TC, IHIn, 1251’ 1311’ 177Lu, 166HO, ﬁ ISSSmO

[0100] AR B o5 —J7 4 it — M e s Ll AT G E B — Mg G Ea, H
TR S G E SIRIT S R E Y T A S . DLk, ik e T s A i A ik B
Pt - AREY) FEEAEG) AR AR KRBT 4 T Bt - R BT - 2R
W s AR A T2 A AT

[o110]  — AL 7 R AVE D BRI R AT EG &8 P REA — R .
— AN 77 S AR AL HE xR B 2 T BRI B B, b i E R 3k H peDNA
pTT (Durocher Z&,Nucleic Acids Research 2002,Vol 30,No. 2) ;pTT3 (H ABIZA v lEAT
AUHI pTT ;pEFBOS Mizushima, S. 1 Nagata, S. , (1990)Nucleic acids Research Vol 18,
No. 17) ;pBV ;pJV ;1 pBJ.

[011]  FE5)— Sy 20, B Jurg 4. ARiki, 16 T 402 S iz 40 . SEA
Medh, i E AN KT B o CEAHSR ST 22 P, 16 AR A A . A, ik FA%
A0k AR A A AN, ShA) AN, R A MR AN SR AN . SEAR e, T R A0 M FLBh )
A0, AFEAHANFR T, CHO 1 COS Bl 5 0 1 400 ., 191 4 WP % B 5 i B s 4 i, 439 4n SE9.6
[0112] AR BHI o —Jr 4R 45 & A TL-18 145 & & A 16 % 07 v, AR AE 2 D= 45
AN IL-18 & & E RIS TAERE TR TP 98 LI 2 T i E 40 b AT —Fb o o5 —
AN SEE DT AR RS i A TR AR & g e HE .

[0113] AR I —J7 I s LA TS & E A h e T — R S5 g 5 E A,
Hrpprid g5 & E L ARAFAE . I, FTad b 7R 2 B Bk ) 25 A4 IR IR . 45—
ANSEHE 7 S AR A A IR AR 256 A EL 455 8 AT v PR ) 5K R4 N 2 A7 B
Wl fE5—NSETT R, S aEaas i n R EIEYRE .

[0114]  —ANSEjl Ty St RIS & S A By, Jorp Ik sl s (6 & A L2 JT i)
gims e ANy 2D —MREWBARI A EY) . LM, Tk G VakE B N
F—Fe UM R (IR ), 58 (FUEENMIREE ), 58 (&AM ), B (RET), %R (Fk),
(), (AR, R (AR - -RELK) BiPLCA R b-RETKR), X (yv-C
WEE), B (OS5 (478 ), B ((GRINEE) WENEBZ, B [(AIL) #
1,5 CJRlE ), B ( LIEEE ), B ( SIRMEE Bl ) , R IRET - it S ImEERIL R Y, £
R, B H, B, A Rm AT QR AT A, IR, dh 4t A, P, & iR, [RS8,
glycaminoglycans, il % B, © AN IR SRR Y . Uk, Prid sesr ik H A& H,
B N, SUBEIE, DI, FR O EE - B - FORIRS, MR C MR S . 75— ety
SARMNI LG T W77 1%, AHER I FLEh Wit A B0 ) EIR A SR P ER.

[0115] AR B () I — J7 114 fAE — ofr S M B ) 2k AT ) 5 DR 3R A iR 105 7 v, RG22
BRI TL-18 22 JIkE TL-18 Y57 s A2 IR = sn e fu 4t e, 2L rh B BRI R Rl B R
[l Genbank %5 72 5 i 52 AUZER :NM_000389, NM_002198, N\M_002163, NM_006144, NM_006515,
NM_007185, NM_002288, NM_003661, NM_021958, NM_001335, Hs. 382006, NM_020125,
NM_007210,NM_021798, NM_013324,M11313,D88152,NM_001103, U37519, NM0O00697, J03600,
NM_014578, S66793, U47054, L19871, M81181, NM ~ 001188, U15460, NM014417, 723115,
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NM_001713, U45878, U37546, U72649, U49187, J03507, U50360, XM_071866, NM_005623,
732765, 211697, XM071866, U51096, M83667, D87469, 107765, U66468, X14830, 1.29217,
X15880, NM_001851, M27691, M37435, X13589, X16866, X59131, Nu004393, U73328, .19267,
U53445, X68277, U48807, NM001950, U87269, M57730, X52541, J04076, X63741, L0O7077,
M62831, M60830, U53786, NM_001988, NM_000141, M23668, U60062, NM_000141, U49973,
89995, U27326, A28102, M25667, 134357, U19523, L01406, U03486, X68285, 218859, D49958,
D43772, AC000099, M57731, X53800, MI1036, D16583, X64877, X58431, M16937, NM014468,
X92814, 119314, M26665, D10995, 141147, M24283, S81914, J03171, J00219, NM_000619,
NM_000585, U31628, X04500, M27492, X01057, M26062, YO0081, YO0787, 731695, X06256,
X57206, U20734, NM014879, D31762, D42038, NM_005551, NM_014846, X06182, Nu005551,
X07730, M13955, M57710, S83362, NM_002314, NM_005569, U49957, U89922, X14008, U59914,
D14497, X59727, NM000429, U43944, X72755, \M021230, NM005951, X78710, X70991, M32011,
S7T7763, M58603, S76638, M69043, U91616, D86425, 113740, U44848, U79251, M27288,
AF000234, D50640, L20971, L10343, U77735, NM003579, U17034, AB000584, X63131, D11428,
NM_032940, NM_005035, NM_003579, M18255, L0O1087, D38128, Y10375, D15049, M31166,
U59877, NM_003579, U64675, S57153, NM_002903, NG_000013, X75042, M83221, NM_000537,
U22314, S59049, U70426, U22377, U38480, 110338, M23178, M69203, NM_005409, D79206,
NM_005065, NM_004186, J03764, NM_006802, D8I077, NM_003037, M91463, D82326, 05568,
096094, X83301, D21267, 1.31529, M62800, NM_021014, 235093, NM_005816, 1.25444, M95787,
NM005421, L47345, M57732, NM_003205, MI6956, U19878, M92357, M59465, X83490, U37518,
NM_003294, U19261, U78798, S69790, U53476, L15309, U78722, X57809, U79249, AB000464,
X77744,079248, A1420129, HG2981-HT3127, HG3548-HT3749, HG870-HT870, HG4333-HT4603,
HG3111-HT3287, HG4593-HT4998, HG961-HT961, HG1877-HT1917, HG3115-HT3291,
HGA115-HT4385, Fil HG3925-HT4195,

[o116]  PLikth, TR FOLEH, FFELS S EOSP Y S EA.

[0117]  ARUECIREESH LIRg G EOST Mg & E O M = #2825 4a &
Yo TE5—NSERTT ST, ZMAEW A 20 —MAH THT b IL-18 G2 A F I
P B S AN RR T 25 . ORIk, Bk 5y AN 2tk B - I AR LR CEFEEA R T
Pt —VEGF Pk sl VEGF- FFHli) ) Wl i) (R4S {HA PR T KDR A1 TIE-2 #i)7) ) 4%
[7] — S PR CRLFE(E AR 51 -B7. 1, 5t -B7. 2, CTLA4-1g, $it -CD20) ;444 731 FH
Wil (ELFEEABR T-Ht -LFA-1Abs, $it -E/L 8 H Abs, /Ny T ) Pt - LA 1
Piiksi g Hoh e B (AR EARBE T4t —1L-12, Bt —INF, $i -1L-6/ 40 oK 2 K5k ) ;
RS ;s R R A s AR 22 5B A% 25 sFKB06 s FEE S R B R 25 .

[0118] A — 5, A< & B F AL —FpmE] A TL-18 3E T 5 5, AR A8 A TL-18 % fih b ik 45
HEA, N IL-18 G IS . FEAHIC 7 1, 4% BHER A0 A Horp TL-18 & 2 A
FIPRN B E IR TL-18 W& 7, A N B F ] LR 4 & B AMia AN EE
RN TL-18 E AR A0, A SEIATT « DLt th, Pk sm it B 2R RGBT R, i o8
TR, AR YE OGN 5, WO R, MR, NPT %, MRS R, B/
MESCT T, 22 5 LLBEIRIE, Jm PRI (R 48, 10t J T 45 i R, o 9%, ok Iy 2= OIS PR 0 PR FRAR
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JIR 9%, W, AR 25 R NI » A R I, R R R, BRI PUE B, AR e BREHER (R
AR T E B SRS BHER ), SPESUBIE R 5 2 B B R G 1 G 0 » AR I8 94 » 3 ik
SRAEIEAY , £6 R PE M B BEE, Kaw BT RIUCAKR ki’ s W4, Grave' s, BWLRETE, 18 5T
LGk, Wegener' s ZFM, Henoch—Schoenlein S, B 1l 19 MK S 58, 18 13 PRI
RO 5, IREE AR5, h R &R G, IR EFRESR G AE, 501 0L, A5 G490, 1 7 28 L |
LI » Ji R B B SR A AE , SMER R BE 2, Huntington’ s SEIFM, tHE AR, B2
PERIR , o R, JRUR T Th RE R A5 5 D 6 BRI A , 5 0P 30, P g, O 5t , o AR 2E
Addison’ s, HUKME, I RZRREZ A 1T B2 JRE =, Schmidt' s Z5A1E, A (&)
W 0 ) 5 i, JE A » JE R B, L7 S N BH 1 DG 1 93, K198, Redter’ s i, 21 B2 81T
T3 » 10t D T 5 T DRV 0, Bt R A%, A B R R D 1) B BRI AH DR O 8, B HE D195, Bl ko
FEACTE I / B KEEAL,, R MR 2 RN, 1 B e I , 0 PR R, Y I R, 2R
FIIHE, Lk TgA 5, [ B A m Vs Mt 231, Coombs [PV L1t 22 1ML, Ji5 S Ptk S ME 72 1ML, /D 4F
AP A, WM R % /Royal Free i, 12 MR M6 B2 ok 8 BR RT3, 40 B OG5 48, i i
T 58, AR RIANBH B B S B T 58, J5 R S S5 SR B G 25 G Ak, S5 RME Sz S B AH X0, &
JF s TR 5 2 208 45 A RE R A e B (8 o5 X & A R L S Ak a2l ), IR Lo UL » &
YEANZOIE, O S35 vty , 57 BN S, 2 4R AR s S RN BRI AF 4 S U T R 98, RS
(i) J5R 995 » T80 J50Jmd IR P il 2%, -5 i) JBRO Bt 4 % 1100 485 45 AL 2P0 93 » 55 i A S ) TR 6 i 45 4L 27
P » 55 R 5 9 A % 0 4 B A4k, 55 TR0 5 I 9 A % 0 28 IR 1 D05 4%, S5 i A O 1) 4
CLBEARIE, SIMRAR R B RIL R / Z LR, 5 IR AH G Sjogren’ s 1, 5 i AH G I
EAEEMESE, 257 MRS R ORI » 15 Jitios AH DG I 2 R 00 3% 2R T 0 > 299005 RS 1) ) o fr
i FR S AT YA, PR ZE B S R, 18k G I T i 58, A €2 40 B 1 it s » 2 44 ) ()
SR T A OSTT 98, BB F R, 1- R B S R (A B S sORIERE R 2 )
2- A G R R (PL-LKM BUAF 28 ), B & R/ 3 AR eE, B AU 5 2550 0 28 i
FEIE, FARSE IRHLREIROR , 538 B B HEAH G 1 SV S 5 50 , 588 B B REAH O 118 1tk S s Ik
e, BT R, R R 5, | A Bt , 2 R A e, B R B 40 s, 3 B s rh b
H 4D, BHNOS, B/NER'E &, B microscopic vasutitis, AN, S ALBEIRIE, FF
R FAEAZIE S NOS, K5 B & oz ik, 2 R (Fraliiy) , ATIEKMEIR 5%, 4F 4541
PR R YE R L, Goodpasture’ s ZRETE, 4515 ML Bk M5l Stk RIRPE &k ke, 2K
MR HER , Still’ s i, B, Sjogren’ s ZRE1iE, Takayasu' s i / BIKEK, B
B Gz /AR, e R M AL/ AROR A, B B G FUR IR, B ARALBE T, ORI A
5 2% FURBRALBE TCIE (Hashimoto! s 9 ), Z=4uE B B 70 3% FURBRALE TCE, JR R PR RS
TR i PR IR P A A 5%, DR R PR A A, R, SR I 18 P RS PE
FFREAL,, RS 5 S AT HR4% , choleosatatis, KN PR, 2945 1B AT 2%, AT S M i 1
PERT 2, A5 B PEAR 25 S N R , B MR BEER I (GBS) B, K A5 (114, I FRS o 73 24
YiE ), Th2 BUFN Th RS 5500 , FUIREE , B a0 il , FL 05, B0, e b s, 45 e, IR e »
NS85, B4 R A e, N I S R R (P I AR LR )

[0119]  Y—J71f, A % AR Ak fAg o TL-18 W Mk 2 A 3 I3 () JR 3 VT B v,
BLFEAE A LIRS R 25 2 1T, RN, 82 JE X R A B g A B e R AT — R

LR,
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[0120] AR B 5 — R B AP sk A BUiA s NIRALPT AR CDR Bt A i rh A
SAEEA, PR S EARS G - A TL-18, H2 AR R LA A 1L-18 JR.
[0121] AR5 — ettt B APk s A B s NIRAHTIRFN COR Bt bk i rh A
SAEA, LPirRh g A EARS 125-2H Bk w4 44 A 1L-18.

[0122] AR B — Rt B AP sk A B s NIRAHTIRFT CDR Bt ok i rh A
giamn, Kb g &R AR S 125-2H Puik 44 & A 11-18.

[0123] AR5 — ettt B AP s A B s NIRAHTIRFT COR Bt ok i oA
SHEEA, PR PAEEEANESER 2.5E)mgl HUAERA 1L-18BP & A E A4S
g N IL-18,

[0124]  TEARIERISEE B, i A ABRE AR A - N TL-18, HE AR R 46
IL-18 Ji. fEn— DL Ed, S5 EARYS 12520 PiikE 446 N 1L-18. ER—1
ST RS, 5 EAANRES 12520 Hiikmagia N IL-18,

[0125]  {E5—ASEHE T R, 45 G AARES E A 2.5 (E)mgl PUAFN 1L-18BP (454 &
A4 A N 1L-18.

[0126]  {EARIEMSLHE 7 S, 45 6 8 ARG HE SEQ 1D NO 9 [ ZERR7 51 (1 V,, FHALHE
SEQ 1D NO :8 FIZFEIR T HH Vyo

[0127]  ZE5— LT &9, i 6 AAFE A A SEQ 1D NO <2, fISEQ 1D NO :3 {14
R 1g EREEE X  BAAEE SEQ 1D NO :4, 1 SEQ ID NO :5 I EERTFAIM 1 G
BREEEX B SEQ 1D NO -8 R THIM 1g TaE AR X s FHA SEQ ID NO :9 &
FEIRITHIN 1g BN AKX .

[0128]  FE5—ASEHET &, 45 E AR AL A SEQ 1D NO 3 R ZERTHIN [g &
FefE X s BHAEH SEQ 1D NO 4 MEEITHI 16 HaEE 2 X s B4 SEQ ID NO :8 &
FEBFEHK 1g EHE AR X S FEFA SEQ 1D NO :9 R IEMFHK 1 BB 25X,

B A
i mp

BAELHEAR

[0120] AU W4 A

[0130] AR EAIRML IL-18 S5& &, Feal 2l -11-18 Pifk, i 5 HE 5t - 45
GGy o AR I T7 T K BUIR R B A i B, ML G4, UL & XA B R
BUIALIR , A RIS EARFIE 40

[0131] AR WIEAFEAE H AR R HUA ARSI SR N RTI TL-18, 9 A TL-18 35 %,
PR R IR . AR RSO 1L-18. EAHIC T T, A K BB H AL F il 26 4%
T TL-18 IR, B4R IB R ARFTE E 40

[0132]  BRAEAEIX B YA 02 X, HA K AR AL R R AR E SOV BA ARG
N GUE BRI E o BRAL, BRAE BT S0 T UL RH , BRI AL AR R AL R UV Y AL R
o EARVEHBA, BRAESA U 807 FEEE" /87 o AN KR BT, LKL
HARIE A, B an, 25 = AFRRFIRE L2007 B A, 2 AERR IR A, BrAE S A U
B, ARGE, Blan” JeE” 87 gy AR — N T =M LR AR — AL BT
AT B TC RIS -

[0133]  — I T, 5iX R 4N A28 7%, oy TR, sk 22, B2, 5t
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ke 25 VB 11 JTURHAZ R A 2 R 23 A8 7 AAH A (AT A2 AR A3k 2 S0 R R A 1 o Ak
BF 14 77 V25 R0 B A — AR i A A3 2 R0 PR R 7 vk R A B 5 5 S %0 R 8 ) 5 o M s 1
(IR T Tl [ 225 SOk IEAT, Bl 50 A U AR 1 U I AT B S N R A A HR
WA AT SE IR B3 WX AR IA Y . 51X B RS20 0 IR, A ik s, S cE AL
2 R0 AN 27 AR A 2 R AR T 2 A AT 2 S0 P R85 A FH 1 o A2 B i AL 22 T, 25036
B 5 HIFRIANIE 25 RO IR T AR ER AR

[0134] N & SGEFPERIARTE, 7] DL 75 5 P A R 1 .

[0135] XEAFHIIARE" 2" FRE T ERIIR AR RiE" K7 f7 &EER” 5K
W2 IKEHAE A, e R R A A 20" BFERABNEERA T, A B
R AT F 2 IR . 2 KT DLZ AR B & 1

[0136] RiE" AEEER" 87 HENZIK" 2l T H RS0 AR IEA 5 H KRR
A N EREE I RIRAE R B AH G s REA IR >k B AH R Ah B 3eAth B 51 5T s B AS [ 4
MM AL B A B AR AEAE B8 A B IR PRI, A 57 kA E AN [R] - R AR U 4
JELAS (] FRT 0 JH 8 mh 5 B 22 R 5 L RARAH O 43 7 43 B o M FH AR 80888 2 6 ) 2 1 5
AR, I 5 &, AT DA AR R A R AR B RARAH G

[0137]  3X HLfd A AOARTE " (B &, 190 dn, A1) A 4T 28 20 0 & 3 R 4iAb 0K, @ i 4
B A AL 2= T a0 22 IRIE A B3 RARAH S B 1R T ¥

[0138] X HEAFHMARE" IL-18" , et M A TR - v WA K 7, SR 7
(IGIF), M — M R QM T, B T SME - v MEE WM BRA &M g, 5
B hIL-18" H#AFHMIAIE" A IL-18" 455 SEQ 1D NO :1 ({2 Bk b H A B, B iHEA
BT, N TL-18 J&, e TL-18 J&, AR B X B 1) TL-18 B 2B W7 M AT A A N
IL-18. X HAFHMAIE" AN IL-18JA" $8SEQ 1D NO :1 fZ k. X BAFHMAE " A
IL-18" ,$8SEQ ID NO :1 [%%3E 37193, X BAF HIARE " B A" ,F5SEQ 1D NO =111
BRI 59-193. fLikHh, T1L-18, KH B EWE e . XA AR " E4 AN 1L-187
B” rh1L-18" F5H|H B4 DNA ARSIl 4 A IL-18.

[0130]  IXHAFHIM " IL-18 MIAEMatE " fadi il ¥ TL-18 i Brd [ AP 1k i
TL-18 WA M AR R AR T 455 TL-18 5244 o2k Th1 A1 Tel 40 M ir) e s F B0 18
iof JUA B 25 A 3k 40 I DR 745 201 TNF, TEN v T TL-1 B 77 A (L 32 I 40 JHa B et B bR
40 TNF F TFEN Y, ;=42 NO {2 2 Fasl 1A, 40 B a5 4 R0 40 f P57 A NK 4i kg (IEN )
e 33E 41 M EEL -7/ Haqk IR R T8, 9 R P B, ROORE R T, W8 mh MR Al L ok o 7y AR IS
HE PR 40 W AT A AT LB AR B s 30 GAG R T8, T B 41 i Hh MMP R NO 7 A 5 i i it e 44 iy
W COX2 RIA s FNAE R Lo i ek 2D 40 M 451

[0140] X THuik, 85 A5, BUKS 38 A2 SURH B X A R TR 7 e e M 45
H" A Ferihgi G B EAE R T e e g5 (9 e iR vk e 1 Bk
RAL) WIAFEAE s a0, HUA RN g &R 8 A iU f i A 2 — AR I & A it W BT T
AL A" SRR, SEWICK AT AR R N, S R AL A (BEETTE, A
FRICHT A) , 50+ BIAFAE, 20> SHUAR S G RARIC ) A & .

[0141]1  XEAFHPIAR" Hidk” )~ L Efg i PUA 2 IRRER AT e Bk (Ig) 4
TN ERE () AR (L), SR g 7 F IR AR RAL &5 5 R 1R ) AT AT Th g
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B, ALK, AR, BT o X FERI ALK, AR, BT BT R ARG A FE .
T 14 A PR )R S it 7 52

[0142]  FEAKPUAS, BAEFEH —NERZX (X4 A HCVR 5 VH) fl—A> =4
P8 52 XA . EERETE B X = AN IR, CHL, CH2 I CH3 #4 k. FF488E H— MR 4r
X (CIXHAE R LOVR B VL) Fl— 4RI & X A e FRREIE & X — NS5 R 38, CL 4 i
VH F VL X EeE—20 00 Ry s 78 X, FRAE FLAME g DX (CDR) 5 37 [A) BUAR 5 SR LR <1 AR VE 1A 42
X (FR) WX R4% VH AT VL H =~ CDRs FHPYA™ FRs #4) e, N2 26 R o 22 4 256 R o LA 1D
I k41 :FRL, CDR1, FR2, CDR2, FR3, CDR3, FR4,

[0143] X HAFHEIARTE, PUIAR " JUR - G587 (SEEfpi” siiEdln” ), fafk
WSS G PR (B0, hIL-18) B8 PR — 80U B &k g 2K hifk
(R BCRESE BT IA IPUIR — G55 DhRE. IXAEIIPUIR S 77 538 AT LA XU 7 1 1R, RUEE Ry
R, 2R IR RS S WA EE DA FERPUR . RIBETURK" PR - &5
Gy BT ARE R 45 A B SR A4S ¢ (i) Fab A B, B VL, VH, CL ORI CHI &5 #4384 ik
F—tr B s (L) Fab’ )2 Jy By, SR TERRBE X I Wi B A~ Fab J BLI — 0 v
B (1ii) f VHFI CHL S5 F S8 ity Fd v B 5 (Lv) FHBTAR BRE (1) VL R VH &5 R4 $850RE) R )
Fv FFEX, (v)dAb FFEX (Ward 25, (1989)Nature 341 :544-546) , HALFE— PR AR X /1 (vi)
ST EANRGEDR (CDR) o b4k, HAR Fv 7 BERIM AN 25 A3k, VIL R VH, AR 2 R b
) 20 7 %, e Ad e AT ) 4% s He A VL T VH X — 0 1 (25052 BBE Py (scFv)
Z W, 40, Bird 2% (1988)Science 242 :423-426 ; F11 Huston 25 (1988) Proc. Natl. Acad.
Sci.USA 85 :5879-5883) M [l tREE )& ik, BEM AT+ . IXFE R BB At
FERE, PLEK” BUR - S558 07 . aERHHEAE XK S aEPUE, Bl ik, X
PO AE A, SRR S PR, Hodh VHRD VL S5 Rk /e sp i £ Ik B3R 1K, (H AT T K AN BE
AHTRVEE b WA~ 25 e Jel 2z TR eS8 Sk, AT 25 A0 3k 55 ) — AN B 1) BB &5 R S e 6, 7 A=
A HUE &5 A7 5 (S0, 6, Holliger, P., 2% (1993) Proc. Natl. Acad. Sci. USA 90 :
6444-6448 ;Pol jak, R. J. , %% (1994) Structure 2:1121-1123) , IXFEMIPLIALE S8 2 A
Ml A1 (Kontermann 1 Dubel 45=%, Antibody Engineering(2001)Springer—Verlag.
New York. 790pp. (ISBN 3-540-41354-5) ,

[0144]  J0Ah, HUAR B BLIR — 4558040 n] DL BRI Sk 7+, 2l il Jr ik slipi ik
oy 5 — A EULA HAR S B el IR 0 SR 25 S TR . XA ) S R R 4 T
() s ) R 55 A0 B & B AE Y R B AL X B Y 2B & scFy 73+ (Kipriyanov, S.M. ,
4E (1995) Human Antibodies and Hybridomas 6 :93-101), #ric Bk 1 C- K i 2 4 2 &
WREETE 1 A B M A4 & 4k scFy 4 1 (Kipriyanov, S. M. , 2 (1994)Mol. Tmmunol. 31 :
1047-1058) » HLIAHRSY, Bl Fab R F (ab ), J7 BL BEMHIH RBCA, B 73 B 4 ik ik
AT A B S 2] E B AT A BRI A8  Bhah, N I FLHE AR AR HEE 20 DNAa HE AR
REIRISF B, DUAES 20 R b 5 70 o

[0145]  XHATHPIARE" 2 ERPUA"  BfREAR EERA BRAAFDURE: R4
PUARIBUAE (1, R 454 hIL-18 M B PR AR F AR R 454 hIL-18 LISt
PURMIPUAR ) o SR, R 45 4 hIL-18 4 S WPtk B S5 H A BR B sk B HAab
[#) TL-18 43 FHIAE R it o AL, 73 B PRI AR | e SLAhat s LR / B4k 2o
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[o146] XHEATHIARTE " APiiE” iR HA K A M R A sk e 8 w41 1) m] 22 i
TEE XA AR BT APUAR] DLALFE A2 AP 2R o B 3R 1 1) 9 A 1) 2 SR PR PR ik
(B an AR BE L EOE m35 AL sl I 1R N AR AR 1 FIISEAL ) , 40 4E CDRs 77, R il 22 £F CDR3
e SR, X BRATHEIARTE " APiE” AEEH S COR A1k B 55— Ml FLah it 240 a0
AN O EE N ETRE S E 2 S DN AR 95 7| M

[0147]  XHEAFHARE" EHAANPUER" SAAREEEEH TG, RiK, - E sy
BT DUk, B an R G 200 E 4 b M E AR B EAARE KPR (£
11 CEWHE—FHE), NEAHAEG ANTUAKED BB P (Hoogenboom H.R., (1997)
TIB Tech. 15 :62-70 ;Azzazy H.,f1 Highsmith W.E., (2002)Clin.Biochem. 35 :425-445 ;
Gavilondo J.V., # Larrick J.W. (2002)BioTechniques 29 :128-145 ;Hoogenboom H. ,
1 Chames P. (2000) Immunology Today 21 :371-378), M A % BK 8 F 35 A %% 5L K 1) 3))
W (N B EPLE (20, B0, Taylor, L.D., % (1992)Nucl. Acids Res. 20 :
6287-6295 ;Kellermann S—A.,#1 Green L.L. (2002)Current Opinion in Biotechnology
13 :593-597 ;Little M. %% (2000) Immunology Today 21 :364-370) 8k i by Sz A\ sk
R 41 5 A DNA J 90 BY B AR T A 7 V4, 38, 7 AR B0 B IR P4 o XY
HEH NP AR B AR R 2Bk e 07 H0 ] AR RE E X o (7R — 288 7 S, 4
EFEREANGUREINER (808, AN AFZE N g Je o LRSI ), A
HHBUART VH R VL X 28 5508 21 A2 R B AR A B 232 43 b RAR IF AL A R
VH A VL P51 8l 5 AR AR VH AT VL R AUARSC 174

[o148]  RiE" W EPIA" FeARKE — DM EREN R 2 X Rk B 7 — 4
VIR EE 2 X P AN LA, 6 an B 5 e e X IR I B R R R v AR X P i .

[0140]  RiE" CDR- Befiifd” fatudlizk A — MM ERARFE X, H2HPF
F R VHAT /8 VE A A EULAS COR DA T3 — MR COR 51 B #, 6 B o —A4
LA B CDRs (401, CDR3) 48 A CDR J7- 41 ' 46 (1% [l B E AT A2 B ml A0 X [ B Ak

[o150]  ARiE" ANEMTUA" Fat Sk BAEAYF (Fan ) HZ2H A VEA / 8 VL P
I b —E AR R BN - HE 7, BRI R AT AR 2 41) SEARBLR) B RE MR B m] AR X 41 1
ik NIEALHUARR — MR A0 2 CDR- A ik, Hrp A CDR 741 AFEA VH AL VL P21 &
AN IAE N CDR JF41.

[0151] i B4 A, RiE 7 hIL-18 RIS &8 H " 184 =454 hIL-18 Jf Hrp Al
hIL-18 WIS RIS A BT, Piks, hgi & & a2 S hIL-18 456 FEhIL-18 11
A AT IR TR AR . DRk, RIS & B E 455 hIL-18 JF HA4 hIL-18 AV
Mg /N 2R /b K2 20%,40%,60%,80%, 85 % BB £ . HPORILE 4 88 (% hIL-18 A M
[ IX A I H BEE A DU E hIL-18 AEWG ) — DB LA e RIEE « hIL-18 493 1k
[R)IX LEF b e 18 I AR T 2 ) AR R AR P 23 B R LR 7 32 1 — R B LR TR E
[0152]  RiE" A" HLAEReNr 1t 45 & Jo e 2Rk 8 1 B T 40 J S AR I AT AT 22 Ik e 1
PE— SO St 7 Z2 T, RAT R 8 AR R 2 IR R, BN BE , EIEAE, SRR () 43 1 4k
PG MR AL A, IF HAE— 2SIty S, AT LA R R E B S 4RSS MR/ SR S8 HLAe
FHIE . RALEDUAZL G IIPURIIIX o 75— SSl 7 9, [P pise Rnl & B s / 80K
2 ARGV H Y HURIN, PUAR: RS S PR .
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[0153]  4mixX AT IARTE " RIS IR IR fa— POty %, AR m ALY
A SR T P TP R 1 B R TR OSSR 0 T S I AR e S Pt AH EAE A, 4 0 M) ) BIAcore R 4E
(Pharmacia Biosensor AB, Uppsala, Sweden and Piscataway, NJ). N T #E—F4iik, =
L Jonsson, U. , 2% (1993) Ann. Biol. Clin. 51 :19-26 ;Jonsson, U. , 28 (1991) Biotechniques
11 :620-627 ; Johnsson, B., Z& (1995) J. Mol. Recognit. 8 :125-131 ; fI Johnnson, B., %%
(1991) Anal. Biochem. 198 :268-277,

[0154] WX BAFHHIARTE " K"  BfRe AR A MEHUR S PRS- S AERbiUE / iR R
E R A ROR R E AL

[0155]  GX AT HIIARTE " K" » IRV A FIKIBUE AT / HLURE A 7 S 1)
AR AR R

[o156]  AmX BLATHI I ARTE " K,” , ETe A 2 50 HIRe € Bk — HusUAH AR A sl
[0157] X ATHIHIARTE " Frid g &8 B " e AmA KRR g G Ha %E
(R ER 5T AIk s, FRic P2 Rl R AR i, 491 G AR P AR 2 i 2 B IR BOE B 1d AR
Y2 8 A REASIN R AE R IR B0 I 2 K (0, A5 6 FRid ) s i 2 B B (.07 VL e A
W EEE RSP EDRED ) « Z2IKEFRICY 6] 7 E RS E AR T 1 805 7
R EEORET MR ZE (B, °H, 140, 3G, 90y 9T AML[y 125] ASLY AT 166k 159G AT
W (I, FITC, 2P, R AR ) , B bric (Flan, B AL, 56 =, 5
VEREIRIG ) AL ROGKRICY) s AEV B AR s PISTHA E B0 58 435 ZE A FON ) 22 IRER A (41
u, SLE TR P RERT A, IRPUA IS G, BB &5 G A, RAFREE ) sHIa RS 1
A, 1 gL ZE A

[o158]  Ri&E" a4 GHEA" 1855 %80, 4 Wiy T 254 5048 M 25 M),
Mg G EH. Rig” W7 X R HRIBEY, (LS RREY, E0K 5
T BB WNEYIM R 24 ISR U . AR, 67 Tk 25 oA i F PR R B FEE AR F,
HHEFR, L0, 450 ER B, AT LD, AL O 58, ARG, 2% %=, {(KiEm
tenoposide, KEFIL, KB, KA, P& 2R, RAHER, AERBERER M, 2E
T, MR ER, TR D, 1 A R, B R R, S EREL T REL A RE, A
IR, MG F2 22, FEATTIR SR sk R R4 o

[o150]  XHEHMIARE" difdsiaEma” el M FAERZ IR d ik — R &S E
2 e B HAR B A w8 e T AR A SR AR IR HIR T B, 01 (BlandEs
L ZPUR) , 8 ARG IR (Blnails / Sik B 61K) AR ES R =45 4 k. Xeb =
YEHEFFRIE AR 0 IR R R HE A SRR R SR 58, sk R, BRVEAS X
PR TG UESEZ A E (R 2 5 R R PR R HES o B S AR FR R TP it i AR i) 7 A
T = AN T7 I R e 4 i et L T 243 8 K. 22 Giege, R. M Ducruix, A. Barrett,
Crystallization of Nucleic Acids and Proteins, a Practical Approach,2nd ea.,
pp. 20 1-16, Oxford University Press, New York, New York, (1999) " .

[0160]  IXHFRME" TR MIARTEILIX RIRMABLE MZAT IR, A% A% R B0 A% B
IR BT IS B 1 IR S M T SR B G T 3K o 1A TE R HE S BERDURE T X (1) DNA, H 2 AR
T BUEE DNA
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[o161] IXEATHIIARE" 2 EMNEZZTR" A2 TR (FInZEE4LK), cDNA, 5
BERIE, BE EANINAS ), K THRYE, " 7B ZZTR” - 5SEAAKIN 75
MEZFR" M2 ETFRMAMEGEE S AHE G 5 ARFAEEN 2 REMEER ;
BUFE AR F AR FRAME R 5K JPH1) B8 3 A7 AE

[o162]  IXHAFAHEIARTE" Bifk" Biafel e PiER M — MERLIE IR 7+ Bk
(R — AP A2 " ok, B Fe A DU 5 A DNA v B PR PRO0UEE DNA 3. 00K )
— PRI R R R, o S AR DNA B R R A R . — SR RELE R N EAT]
(7 40 B 3= 200 (040, 40 B 52 RS A P 4 v 2 A R B SR R FLh i a ik ) o B
AR (0, 0 2 B FL B AR ) 7R3 N TE 40 M T I Be A RS 2 7E T A Y 2 R
Hrp, Wit 51 ERERA— RG] ok, —2ediikme s S el BN ER P RE . X
FERI AR AR AR EAR " (BeE e, 7 REREHE" ). RIS, &
24 DNA FEAE R IB R A 2 R e . AR UL B, 7 ok A R LA
AT, R A ook 2 A i A A T 2o SR, Ak BH B 7E AL X R () R IR 1A (1) F A
= I U FERAR (1, 52 s B 0 2 SR 2, W 25 R0 IR — AH O 28, A SR [R) 45 1 2
fEo

[0163]  RiE" #AEIER: " Lol #IR 1 Be  AH R BAE A3 SN LA IR 1) 7 R HE Dh B
(PG . Sombsra) " SRR R 41 LUK RE ) 5 OB RAE S 5 PR 4% 7 S AH DL Bl
(R4 AF T SE S P AR R . 7 BRI " P ARG 5 ORI R AR B I 3Rk T 458 )7
FIFA UL S A AR A B 5 B I R 4 22 R R B I 3R % ) o

[o164] X HUFTAIR " RKETIETFH " FediAT RIEAM T EAE BRI g 0E 751 I 75 19
ZHERITA . RIS FOEFESE KRR, PIbyal, B F s+ 74
ARLRNA N TAF 5, B A By B 2 IR A7 BR IR AL M5 5 3508 MOl mRNA 1979 s 32 =Bl iR 808
1175 (1, Kozak TG 75 ) 42 mra A e 741 s Wi SR HHEE, 5 a5 (o wh i
A1) o IEFE IR 751 B PR BURTE 7 3= AE A R 78 J5AZ A, IR IR 7 41— R
JABN T, HEAR G G AL, R SR ZO LA s BAZ B, — IR D0, XA AR 41 A
FE RS F A SR &R 5. RTE” IR AR EHE AR T 2R N T2 0 20 1
g1, I HIG B35 HATAE 2 A R By, iy 5 e 5 M k& X 51

[0165] X HLE LI HAb” ¥4 DNA 3ENTE A I TAT ok FE o ) FH A4k 2 S 1 4%
Fh B FE R 7 VRAE AR B 45t R LR AEFEAK . B AT LUK 2 0 16 7 VK S SR % 1R
JEHE N JEAZ B A% 8 40 FRAR A 1078 348 ke 07 50 HAFR(HANPR T, i 5 &
gy, WAL, R UL gy, AUk 12wt IXAER " B4k 4 Mo B0 528 Fe AL i 40 i, 4l A1
DNA ReE A B & Bl FUR B E 1 R Bl e AT v] UL R BRI e 18 3 A\
1 DNA 55 RNA B B[] 1 400 e

[o166]  IXHLFN” EA G A (SE MR fmEgiR” ) B oa ANl
U5 DNA P40 M o AR AR R (1) AR T A ANDCHR R o 52 PR 4l e, Ty LIS A IR A 1 40 i 1) )
o BB R T SAR B IABE R M, 76 J5 A n] e R AR — 2e U8R, IXAE I JE AR RSB nT R BEA
LA, (2 AR B R LRI A R TR i R4 e B . L, 1 E 4 et
Fh ik B 2By ST R R LA 40 o D0 I8 1 SR A B 0 D A 2R, SR R R B A 4
Mo sl 7 3= 40 i AFE (AN T IR AZ 40 M 3R KA B s SLBh 4 48 e & CHO 1 COS 5
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F AN AR ST9 5 F R 1 41 L iPg B B

[0167]  FReEF AT LU T H 4 DNA, M IR & i, FIZLZR R g fe Ak (4, M2 £L,
NRE Gy ) o BEAR S NN AEAL AT LIRS U BH A5 3R AT B DLAS S KA 2 B
MRYEIX B RIR AT . FIREARINTT V5 RO AR B 2 201 1) 0L 7 325 0 25 ok AR 5
B ARG 275 SCR IR 1R AT, IX 228 SCRRTE A Ul BH B 51k IR ie . 2 WL, i an,
Sambrook 2§ Molecular Cloning :A Laboratory Manual ( 38 —h, ¥ R Hk A, ¥ R,
2y (1989)) , XE A THARKHKGIES %,

[0168]  IEUNAAI AR FIX AT A, " BB, faa & 5 ZE R i 40 e i 2
W), oA G N R R (CE R G ) RIBAEAEDE P KRR HARIERK Z K, "
EEILPR" i DNA A AR, HAS E B AR 3G B A R L D A AR I 40 i i R PRV 2, AR
PR AR WD I — PP s LPh 4l i 2 T s el 2 b ¥ T b 5 R = K R 0k o

[0169]  ORTE" Ha$=" A7 A7 " HHAT ], anik BAT A 0, fis BB 4> s v (i,
hIL-18 BT ) AR BREAR o YA AT DU BOGBR IV 73 1 B 2815 MR s Dh BE K/ I 8
TNEIE N o 28460 1) 73 - ()3 PE RN Dh Re L FR(HANBR T, 25 G REAE , BT 14, 40 i S2 A0 , FiAE
S,

[0170]  AHAVHI, 3K HAE I AARTE " TR0 A2 B8 508 B A B R I 23 1 v PR B DD B
(i, hIL-18 WIAEDVETE ) L&, Bl P57 mT DLS 1 73 1 e 28 v Pk Bl Dh RE 1
KNG ASLEAE 5 i A B0 3 PR B B8 I /AR LL A B KB AR . 7E— 285 7 &
o YRR I, G R 2D —FhE R RE RN 28481 13 ol 5 AL FEEAS PR
THE A, B Pifk, s peptibodies, kKAWL 73F - Peptibodies ik T+, 4,
W001,/83525,

[0171] X HATAHBIARTE " Bshil” fa— P50, 224 5RO > 1 B, 51845y
TR LE P B BRI R /N 5 ANEAE SR BT AR P B D B (R K /MH B BT ok
BB EE AR EAR T, 1L-18 2k, IR, /KA E&4), Bi4s & h1L-18 (KR
73+

[0172]  IXHAFTHEIATE " FEPUH 7 807 JEIH" F5— R, 22 5RO 718
il N, 5 172 73— ) 2 L9 MR BTN BE IR/ 55 ANAEAEFE BRI P A IR 935 1k BRI BRI OR/IMH EL
A PTG R o e B BRI 5 PO A HE BT B Y hTL-18 [ A4 2 B e g5 24 0 PR I 0 26
hIL-18 FIFEHURIAEFD S ARG EAR T, & B 5L IR, oKL&Y, 80456 hIL-18 K FA
HoAt 71

[0173] X BATHEIARTE " A DL S . X BAT AR AR S B AR EARR
T ok BIEARBEE AT — 2 B . XA AR RR AR T A /N R KR A% 0, f
FIANBI Y o XFE W) SR FEAE AR T, M8 M35, JRVE Yo, 40 M, 25 5, 4148, B, Wk
£ 455 L

[0174]  IXHAE AT, — AR, RAUSEARN ZAE I, RIE” 58247, 8RR
5 ZME G EALS GG R AL B (Fan, TL-18) [1AH BTk FHAS 1
REJT o I T-IUE 456 8 A B 58 PR AR 1R 30 A2 AR 2 F T o 3K BLHEIR AR I (1) 55 5 iR 5
[0175] 1. &4 A IL-18 M ABith

[0176] AR W —AJ7 &AL LS SR & 0, IR S M m h ABe ), 456 TL-18 73
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NP, HPURES G885 o PLibhh, Pk, s H o 2 S Ptk Pk, A% B A
PriRE DL -1IL-18 Hifk,

[0177] A, $i IL-18 HLARI e85 T7 %

[0178] T8 AR 23 0 (1) 2 PR W] LUl 6 AR R BBk il & AR Bt -1L-18 Hi
PR IR A D0 1 7 V2 B HE A A XENOMOUSE 4% 225 (R /)N B, 3 HLASE A AR S8R 2 1) FH 1 4l &5 e
PRI ZAT I SLAM 4H fudfEHE AR (Abgenix, Inc. , Fremont, CA) , 3 HA¥ A ALFE Lt 3. 2
AR TL-18 RAIHT)E, B, 55 SEQ ID NO. 1 Bz FE MRy 7RI A B A 1L-18.

[0179]  TEARK B —ANSEE /7 2, 1l H TL-18 HiJR S L hE A fo 5z 2k g 1 2 AL A 4
e 7 AE NS & NPTk . EARIE R SET 7 20, AE A Bh) /& XENOMOUSE 4% JE A /)y
b, ALFE N S e Bk R AR PR R 1R K v B gF AR /D IRk A rp sk 2 2R R TR/ B &R o
Z: 0, 140, Green 2% Nature Genetics 7 :13-21(1994) fIEHE LH5, 916, 771,5, 939, 598,
5,985, 615, 5, 998, 209, 6, 075, 181,6, 091, 001,6, 114, 598 F1 6, 130, 364, i&Z W, 1991 4F 7
H 25 HAFFHI WO 91/10741,1994 4 2 H 3 HAFFI WO 94/02602, 1996 4F 10 H 31 H2
TFH WO 96/34096 F1 WO 96/33735, 1998 4F 4 H 23 H A JF ) W098/16654, 1998 4F 6 H 11
H 2 JFH WO 98/24893, 1998 4F 11 H 12 HAFHH WO 98/50433,1999 4F 9 H 10 H A
W099/45031, 1999 4F 10 A 21 H A FFHI WO 99/53049, 2000 4 2 H 24 H A FFH WO 0009560,
F1 2000 4F 6 H 29 H A FF I WO 00/037504, XENOMOUSE #% 35 [Al /s Bl 7= A= 4 A Hi 14 1) il
N - FEABUEREE, 3 B 4B R — R A Mabs, XENOMOUSE %% 3k BRI /s Uil 1t 5 N YR ik
KN, NFEREREDE REAT x SRR Ik DR e (R F R A Y YAy BRI AL & K2 80 % N e . 2 I
Mendez 2%, Nature Genetics 15 :146—156(1997), Green F1 Jakobovits J.Exp.Med. 188 :
483-495 (1998) , H AT A5 IES % .

[o180] AR B ERAL T I e S N Sz BR e 1 AR R R K HE N R R s AAE N HE
/NI H DT - TL-18 HUARN T o AATTRT AR E 1R NG IAR 1) T 56 4 X FE Bl )« 3%
e 1) SR AR A TF IR 5 ] DUR P 25 B &) 5, 994, 619 R NG, R SL i 5 &,
NPT LR B 48, 08, L=, 4 el .

[0181] 75— SEi 7 &, HE N S e Bk i A AR R R AR N B a2 N S e B3k 1 /)
TR R I BhH) o A1 /N FEDR A 5, 380t N Tg 6 AT JRE A 75 38 A JE PR R AR FU S MR T ZE PR 2
X, — A EULAS Vy 2R, — A BULA Dy ZEB, — UL Ty 2R, —A4 v fEE X, fl—A
S EER (RIE v TEEX ) TERUH TSI Rk . XU 5T 2 AR A T35 [
LA No. 5, 545, 807, 5, 545, 806, 5, 625, 825, 5, 625, 126, 5, 633, 425,5, 661, 016, 5, 770, 429,
5,789, 650, 5, 814, 318, 5, 591, 669, 5, 612, 205, 5, 721, 367, 5, 789, 215, Fl 5, 643, 763, iX H
T S,

[0182]  /NJELEAIJEEAIF R AT A A2 AR, B8 AR B HE Tg JE DAL AR (30 23 A 2 1R 3 H 5 A 3))
Yo AR, ZINZE DR BRI 5 16 985 7E 110 e s 2 1T RE VR A 08 10 So 2 BR R A 2 AE Mok SRR 4
B- A& A PR A b

[0183] 24 T il APt —IL-18 Fifk, FH TL-18 Pl et 4% N Sz ik 85 1 JE IRl R ) — 2
HAE NI, BB B HUAR B AEBUR 40 . TL-18 B ] DL 43 B A/ BY
afifui T1L-18, FF HAUE Z N TL-18. 7B —NSEiti )y &, TIL-18 Hilig IL-18 B B
R TL-180 7B — MR &, IL-18 sl fh 2 b —A> TL-18 BIRAL I F BLo
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[0184]  XJ Bl 4) i) F iz W] LA IE i AR Ik 24 R0 AT AT 7 ¥R AT . 2 WL, B 4, Harlow Al
Lane, Antibodies :A Laboratory Manual, 1%y 74 R H A, 1990, XF3E A4 /)N
B KRR 40 =5, 0, AR S 1R AT S B2 () J7 V2 AR AU A J ). 2 WL, 460, Harlow Fi
Lane, & H LM 5,994, 619, fEPLLERISEH )T &, TL-18 Fi i 54 B — e it FH sl i fe iz
P o TR IR A B A A 58 A BRAN 58 4 EQAAE 3R], RIBT ( O BE: — Ik ) B30 TSCOM ( 422 )ik
BEM) o PRGBGSR R SUTR s B e n] LURY 2 IRA RIS SR, 8 e AT L
A RS 3 o AR R A A G AR G K At s A AL TR . DRI Rk, 40 S
Z IR, R AFE N IR B2 IR Z K, 18 LA .

[o185]  SEjifsl 2. 2. A $RAE AR 3h g i £ oK v AN TL-18 #352 XENOMOUSE #% ZE Rl /N BRU ) 7
%o

[o186]  B. HUAAM™ BT 40 R4k

[o187]  H IL-18 HLr e shi 2 Ja, Al LS IRAS Bk A / 8 A BTiRr 4. wid
MBIYIEUIN B R BE BT NBI3RF S B HL —TL-18 LR MG . 7T LAE I B34 11
I3 » ALY SRS S8 3R BT A 20 73, B I A4k BT —1L-18 ifk. LUK Fh oy A3k 1S
() I B S e BR A A2 22 pu I, DR A — 2R 81 SR 1

[0188]  7E 5 — NSy &b, W LA SZ e e sy il 26 7 AL B AR K R BB A0 . i
G RN, F B G5 AR I, # B RN M b5 TG PR B0 i e A0 . 200,
U1, Harlow fl Lane, b 3C. TEARGESEHE T S2rh, B 8ER 40 o Ao wh ez sk s A 2 Ik (HEo
WHRR ) . MEPIAEREPE )G, M 1L-18, s Hil 4y, siaRIA 1L-18 4l i i ik 24 A8
oo FEARESLE 7 Zrp, B BRI S % 43 A7 (BELISA) BE U 3% bt (RTA) AT S w1
i 1, A1k ELISA. WO 00/37504 H42it T ELTSA §fi B s o, iX 5 [1ES % .

[o189] 1R/ AEHL —IL-18 FUAKIM AT I, vo I, FF Hak— 25 i 106 3 28 IR e Ak, A0 6 o it
FATIG A, mrpUA s AR DU, T gk — 2 ie . BRI T HAE FYE s
W, TR R RSB, B, B, th I, s MR R th R A % . B, sofE Rl
P AT IR I T VA AR SR N A I o

[0190]  PLidtth, Sz shi sk N e ik i AL R T HL B JJR4H e 55 ok B AEE A Bl AH ]
VIR B LA ARSI . AL RE, 5% B0 JE XENOMOUSE 4% JE Rl /)N B, By 8 783 41 A
FodAE - U LB BE TR, 19 W BE R 4 M 3R 2 P3X63Ag8. 653 (L, 49 T, SEt 4] 2. 2. B) o
[0191]  — 510, A & IR =42 A$T —1L-18 iR LA o AEDLIE RS2 77 7, 2438
Jei e /N A AT, 1 bl o A8 53— MR RS TT S, 28 A8 2 AR AE RN A R A
AR, AR B, 4R 4, W, ARl o AR — AN SR R, AR A ARSI, Hop A
A WEHE S RIEP -IL-18 FUIARI A4 Mol & .

[0192]  7E A & BH (1) 55 — > J5 11, ) FH A A5 3l Bk A 0 326 vk £ 48 e e 7 U7 v (SLAMD %)
T35 IR — 1Y 4 R IR B A ) % T A BT AR, i SE [ &R No. 5, 627, 052, PCT 22 JF WO
92/02551, fll Babcock, J. S. 2% (1996) Proc. Natl. Acad. Sci. USA 93 :7843-7848 filTik . 7F1%
T3 N TR AR e P /N ASGII R B kT (A) B TP R (R AR ATT — P S R B 1
B Y 53 IR R IR BT AR T B — 40 L, 4] bk 2 40 Y, 7 B SR e P vt /ARG R, PR
TL-18, 8 v By, FIHESK, Bl B, 54040 AR ie, 5 Bk %2 43 Wb X TL-18
A MR DTRG0 o %5 08 BRI 7 W U R A0 2 i, 88 0o 30 2 SR g —PCR M4
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NERAF B RENURBER] A2 X cDNAs, 28 J5 7ENH FL s A4l 19 40 COS BY CHO 4Hi Jid r, 7653 1) f
BERRE AEE X (B, AEEX ) B BRI IR LR AR X, >k E 4 PR i 126 PR ik 2 40
JLER) ™ 1 PR e 2 IR B 1 P 20 e G A = AN, AR 5 i — 28 3 A DT AR A0 e, 491 a3 i A 6 %
N7y B RIEDL IL-18 LA AL . o — AR RAED G 1 S e 2k e 1 e 4], 491 i el A
AP SRR TV 400 PCT 2 JF WO 97/29131 Fl PCT A FF WO 00/56772 itk (4L,
[0193] Al m] LA A4 41 7 ok il 4 A A IR, b i piik ek 25 8 By R 45
e e MBI PUAR . SXFE I 8 FE 2 P AR A () 7 VA A B 2 0 B 9 HLA S 9] G i SC Rk
R B 71 :Ladner 25, Z£[H L4 No. 5, 223, 409 ;Kang 2%, PCT /A JF No. W092/18619 ;Dower
2, PCT 2 JF No. WO 91/17271 sWinter 2%, PCT A JF No. WO 92/20791 ;Markland 2%, PCT /&
JF No. WO 92/15679 ;Breitling %%, PCT 2y JT No. WO 93/01288 ;McCafferty &, PCT & JF
No. WO 92/01047 ;Garrard Z&, PCT 22 JF No. WO 92/09690 ;Fuchs 2§ (1991)Biol Technology
9:1370-1372 ;Hay 2& (1992)Hum Antibod Hybridomas 3 :81-85 ;Huse Z%& (1989)Science
246 :1275-1281 ;McCafferty %%, Nature (1990) 348 :552-554 ;Griffi ths 2%, (1993) EMBO
J 12 :725-734 ;Hawkins Z%& (1992) ] Mol Biol 226 :889-896 ;Clackson 2 (1991)Nature
352 :624-628 ;Gram %% (1992)PNAS 89 :3576-3580 ;Garrad %% (1991)Bio/Technology 9 :
1373-1377 ;Hoogenboom 25 (1991)Nucl Acid Res 19 :4133-4137 ;f1 Barbas %% (1991)
PNAS 88 :7978-7982, 3 [ & F] FHiE /A IF 20030186374, F11 PCT /2 JF No. WO 97/29131, iX 46
BRI B S [ES %

[0194]  EEAAHUAFER LK EH ] 1L-18, B¢ 1L-18 [I# e dE 32 ik . B, EAPUIRE
Al LR B2, B, WA A TL-18 Sz (2303, B i e N TL-18 Sz AN 521K
TG ADUAEE . @ AR TL-18 1K (440, AR T hIL-18 4 Rk ) ffi ik &
Y BRI 126 A A B IR, AT A6 106 TR0 TL-18 FRYABEeHTAd . St XA (1) 0 1B Ik ¢
(R 7R AR A JN T, B b — B 225 SCR P RIR I O TR IE XS hIL-18 oAy
JE [ 456 28 MU I AS 5 I BIBTAR, 1) 20 AR 28 i B 3 0 B M N TL-18 B AR IR L8, )
FHAS SRR 22 5101 ) 2 1D 28 B R L AR ) 7 V2o 0 0k H A 1) B2 P i B0 1 3 U DA . Ol T
IR hIL-18 HA & thAE T A R B BT, 49 a2 RE R 1C;, BIRLE, W] LU FH A8
A KT PP hIL-18 35 P B0 iR B B ARSI 2 R0 BRI AR 77 15

[0195]  —TJ5 M, A B FRAE I B Pk, sl 455 N TL-18 M PURE &8 /0. ik,
P2 PR, itHh, Prik Nk, fEIRZ LT &9, Prik 2 EA DU el 5 o
Ptk o AR I SR H FPUARALEX BARME 2.5 (B) , 7 HHAT SEQ ID NO «7 (2 S5/ 74
[¥) VL F11 SEQ ID NO :6 (2 LM 741 VH. fAikh, 2.5 (E) Hiikss& A IL-18, K, /M T
5x10"M( 2 WLSLHf] 2. 2. F) o

[0196]  Aiddth, AU WIFIHT —TL-18 Huid, @l an 2. 5 (B) FUAMAH P, HAT bl
TL-18 ¥E PRI R 7, 90 2, AR A0 328 2 B LA 4 &R A py 3l i i o 1) (48, 2 WL S
Wi 3. 2. F) o i, X LG AP ATKG-1 i ferh N v TR IL-18- R4, 1C, {H
(TS 2220 K20 10°°M, K2 10°°M, B K40 107°M, BhAh, iX S pRia 4 m 40 fg e A v
THLENM TL-18- 7= 2E, 1Cs, MEITER A0 KL 10°M, K2 10°M, 8i# K4 107°M,
[0197] R AIDLIE R SEHETT 227, P -TL-18 Hifk 2. 5 (B) 454 &ML A TL-18, 4
TL-18 Jif, B3 TL—18 R I TL-18. HiAA 2. 5 (E) ANfr e Pk &6 HoAth 41 o Al 1, 491 o TL-2,
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1L-3,1L-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-10, IL-11, IL-12, IL-13, IL-15, IL-16, IL-17,
IL-21, TNF, LT (WEEHZ), LTa 182, f1LTa2B 1, {H2Z, Hifk2. 5E) H3kEH A
1) TL-18 WA A R NP i, HifkFik 3 cynomolgus &) TL-18 3G (IC50 for
cyno 1L-18 = 9.EX 10" ;2 Wszjifil 2. 2. J1) »

[0198]  — 5 I, AR EH$EME 2. 5(B) HLARIZhREDUIAI 7, 2. 5 (B) — AHKHU IR R Th REHL 1A
#o3, 5 2.5 ) FEFNH B HAR A BT R BT EE 4, 191 an LUK B g 50 0 2 i iy vh Mg
1456 TL-18 sk A o fELIE STt 7 =, 43 B Pk, i iR - 55685, 456
N TL-18, HRA 2% i S B 4R 7~ SE4R i o 1), Herp o dk, 8 bl - g5-6380 455, K difk,
B PR - 455805, LKA 0. 1s™ B /NI K R BN TL-18 B, 838 H LUK
29 1x10M B BE /M TCs, #IHIN TL-18 3 o B3, MR 36 1 55 B4l 7L B e 14, P ik,
o PR - 55 E0, T LALLRZ) 1x107s ™ sREE /MK K B HOA N TL-18 Bifift, ki
HPARZ) 1x10 MBS /N TC,, I TL-18 3Pk . B, MR ¥ 26 1 45 B 3k 1~ 3L 3R i il o2
(1), Pk, B HPrIa — 455385, v LLBARZ) 1x107°s " B /NI Kopp SR UM TL-18
BofiAE, SE SL LUK 1x10°M B/ TCs, I TL-18 3G Tt sl , AR 3% 1h 45 B 4k 13k
PEFTINE I, ik, B HPUR - 455885, W RLLLRZY 1x107s™ B /NI K, SEEH S
A TL-18 B, B H LUK 1x107M BEEE /N TG, I TL-18 3. B, IR ¥E K 4%
SRR BT 1, AR, s PR - G544, WTBARLRZ) 1x10 °s™ B /M K 3
FEBMN TL-18 Bl s H LKL 1x107 M 8N 1C,, PRI TL-18 5 PE. 8, 1R
2 10 S5 B R LR TN 4, P, s HPUR - 456380, T RALLRZ) 1x107°s ™ B/
(4 Ko R HUMN TL-18 B3, 538 HLAKZ) 1x107'M 8 BE /N1 TG, FHIA TL-18 35 M.
[0199]  7E 5 —ASEi 7 Z i, AR K e 7 S i N Bk, sl PR g5 &80 4, A
SEQ ID NO:7 ;SEQ ID NO :9 ;SEQ ID NO:11 ;SEQ ID NO :13 ;SEQ ID NO :15 ;SEQ ID NO :17 ;
SEQ ID NO :19 ;SEQ ID NO :21 ;SEQ ID NO :23 ;SEQ ID NO :25 ;SEQ ID NO :27 ;SEQ ID NO :
29 ;SEQ ID NO :31 ;SEQ ID NO :33 ;SEQ ID NO :35;SEQ ID NO :37 ;SEQ ID NO :39 ;8% SEQ
ID NO :41 LI EH) IR EE T A5 X (VL) , MI49F5 SEQ ID NO :6 ;SEQ ID NO :8 ;SEQ ID
NO :10 ;SEQ ID NO :12 ;SEQ ID NO :14 ;SEQ ID NO :16 ;SEQ BD NO :18 ;SEQ ID NO :20 ; SEQ
ID NO :22 ;SEQ ID NO :24 ;SEQ ID NO :26 ;SEQ ID NO :28 ;SEQ ID NO :30 ;SEQ ID NO :32 ;
SEQ ID NO :34 ;SEQ ID NO :36 ;SEQ ID NO :38 ;E{ SEQ ID NO :40 [{)% 5/ 741 I 4k v A8
X (VH) ,

[0200]  7E—4E5jt 7y &, DLk G FE EREE 2 X, 0 1gG1, 1862, 1863, 18G4, 1gA, IgE,
TgM 8% TgD fH & X o fuitt, BEREE E XA TeGl HEHEIEE X 8 1g64 EREEEX . Hh4h, Bt
BTSRRI E X, « BREEEX L N BREEE X LitHh, PR tss « BREEEX . 8L
L PO AT LU, i, Fab Fy BEER 855 By F B

[0201]  Fe #43 H 2d FERR Bk 2k 1) B 40 O B AR s8N+ T B e A AU 22 A ) (Winter, 55,
% E L H| No. 5, 648, 260 ;5624821) » HUAKI Fe #5341 F LA E LR - D 8 , 461 {41 g K]
Ti5F, ADCC, W AE ], #MAHCO- It 40 Mo Bt (CDC) FAPTARRMIHLIR — FUik R &R K3 4
/IEBR R . AE—EEE LR, X IR MU, X e N T T RE AR BT HAER (1), (ER AR F —2E
DU BE AN T E IR R H, B TR HAs. —28 A TgG R, 5 A& 1gG1 AN
1863, 73 Al I 5 Fe ¥ Rs FfMA Clg 541 /5 ADCC A1 CDC. #i4E Fe 521K (FcRn) A2 #h &
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UK I GBS 7Y o 8 57— ST S, DU IR E X B B8 (1 Fe X 22
D AN G IR IR E AR, AU RN T D e 2L

[0202]  —A~Seitiy Sede it T hmic S & a8 E, Ferp AR BT BT st 14 B 2 e T A= AL
FIER A ThRer 1 (B, 75— D IRBER E R o 91, T8 IR A5 BT AR st 14 v
gy AL AR, SRR A, ARICI 4 & 808 FAl ) 5 — A sU LA Hel 7 5 8870 DhREE
o BERTEAR R I PR L I 2 5 8, P At oy 7 8 0 s — Fbe i (o un, XUks 1
PURBCIRBUIR ), ml AT, 40 Hesg MRG0, 29905, A/ BEE T SPLIR BT IR #E > H
gy B (BRI EM R E OO X SE AR ) 461 E A REUR.

[0203] A B BT AR BT AR &L 23 v LARAT A AR AT F T Asr I R A R85 e &4 o 28451
5 n R R R 9Ot 3, 6 F A MU IR N, 2P, 5- kg —1- 2R fi it S
BRLLHET RS0 3] DU IS DN SR DL AR AT 2R AL, 8] G B ME R IR 8, O L S8 AL Y g,
P AALBE SRR REN o 2 TR B R LR RT ALY, T I A DS S BRI e, B
SR ARSI S N o B 24 A7 A TR U R BRR R S AL I, I A SR SR
BRI A G N, He TR o ] U A SR S 4L, JF Bl e)
P E HTAD) FR 1 SRS 2R A 45 A okIE

[0204] AR T3 — AN STy AR S S G G E . Uik, AR B SOX AT 42
DU -TL-18 JUok S Bt & d, X PE I 45 b A A 5. 6 Sl S, 45
PR 45 B LA BRSBTS O 0 SEA IR AR N A7 B o AE DA SETET S6
SO W n R T A,

[0205]  HR 48 A A 2 ) T A AR AR 22 O (3, R LA 2% A B I 45 45 5 HE A, WO
02072636 {EILSI1ES% (S W 2. 2.0)

[0206] AR ] oy — Aty PSR G & E E, Joh pu iR s - g il e ds —
A EJUABERSL . e WK AR A 1 IR A ] RAaE— 200 T, S R R B . R i,
(L) Bk nl ARG L, IX AN IR SR AL AR AL o 15 2R A5 L B i) S8 I B 1)
H AR C AL A RO B . T TORERL A £ IR T B ) 1 R R R
Fean, AR H AR RIS H A RN 1E 4. SRR AR AR n] LU A AR R AL A R g (4
i, AL H B BRI RS ) , OF LR ARBERY O HIREER) » B TR RER, AR
PR 2, B LA 1) A 73 mT DIAR I L b 2RI Ry B A T A E RS ANF . AR ]
5 P O 2R AR ] AR (AN PR T, A 8, LB, H R, BB, n- ZBR AR AT
WV . P, SIS & B A A R AL R, A AR TR A

[0207]  ACAIIE A 53 23 B0AS A (1 2 SO RE AL FH AT LU AN ) 8 A FCRe ik . 491
41, 50 FLEh P 4 CHO 41 i 28 Hh 38 (AR [R] & 19 5 AR B, Bl 2B e 3 481 G Ao P 13 B8 P9 5
RAR IR BE P = A (R EAR BVR T R B R R Dh 80T RER RS o SXAE OB B A AE A PR
AL e S M 1 O F ELRAT 45 25 Ja /S B A S A7 B . ACRIBLAsh W 10 7 52 AR mT LA
VU BRSO HL e k8 1 e I i R BRI B o A RIAE B RS 8 A 5cdr &, ]
VM, X E R R 8, Feis, XA, 0, A R B B A R, BRI, 51
AR R RS A o TR, B R B DA AT e s W A AT Y e AR S i 7 P 4 1
05 N 20 sOGTE 1 3218 S A — R S A0 G mb o A R AR [R] B /D AR B
ST A
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[0208] 1 i JE RIME i o 4 M >R 6 I S R J AL, m] LUSEIL 5 7 3= 40 i AN [R] i 254k
HAJRMERIE . N ARSURA RN HE A, BN A LSS HAA A& A oo 2540 7 Bk ek
HPUR - 45635055 o 100, X RF ARG T 225 R R IE AR AR AE B 2L B, 151X
SERRE RER R AR R R R R (B ) B S530 40 Bk 2 A 40 i Ak AR R
FAFREREALER (EEEH HiE 20040018590 F1 20020137134) »

[0209] b4, ARSI B AR N G2 BH 1, 43 FH 28 56 D] T R A 3L () 3R T8 45 P b 64K i 1) 1 32 40
JHL g, AT DR 8 SO R 1K) B 1 BT, A9 4 2 o R R fE 32 4 I AR LA AN AR SR A AR R
RGBT B 1 5. BRI ] DU £ I 75 B B e B E R B U BN R S A i fiike
i, B RE 2 AR PR R R 2 A0V E A AR i SR G ) BRSO ) AR T

[0210] C. EZ IL-18 Pk~ 4

[0211]  JE I A A FIR & PR AR T LU 28 A B IS BL A o 40, AT 3= 4l e ik, o
i 0 L BE R B ) R IS BUA TR PR R AR 9 S 18 Edlifarh o S PERARTE " Fge”
BAE AL T SR DNA 5N JE A% B AZ 40 J (9 SRR A, i dn, H g £L, BERR A5 UL
VE, DEAE- #i SRR Y55 o BUORA W] BEAE IR AZ B AZ 18 = 40 i b RIS AR B M HLAE, (HAE
A% A o R B RN, S LI AW LB A1 T 40 M rh IR P, PR A IR 1R B0 A% 48 e
(R FL AN e ) bL SR 40 i 5 A n] B2 AN 2l 38 2t 3 & 0T HA Sz is bt
s

[0212]  HH T 3RIEA K B 09 E b vk f9 00 26 1l L3l ) 1 3 40 i B0 46 o B 6 RO AL
9 A2 (CHO 4 Mg ) (£ & dhfr—CHO 40 Mg, # iR T Urlaub 1 Chasin, (1980)Proc. Natl.
Acad. Sci.USA 77 :4216-4220, 5 DHFR & # br id 9 — #2 {8 A, 49 a0, W1 R. J. Kaufman Al
P. A. Sharp (1982)Mo1l. Biol. 159 :601-621) ik, NSO ‘& i85 41 g, COS 4Hi fluFl SP2 4 ff. >4
G A BRI R K B A R R Bk 3 NI LB 0 32 40 M o I, i i R o A e o LU
HUARLESE 32 40 M SRk I TR) ke il & ik, B0, SR, Hifh 7 w27 =40 fe Horp A=
KRk,

[0213] M HFRHES A BTAL AR A FEIE T [RHTi4 « 15 3= 40 f it w] DUR ki) 4 ThRe bt
R B Bl hn Fab | BEEX scFy 231 BE Bk 7 v AR AE A R B RYE FE o 8, ]
CATICHA I gt Ak B IR R AR B RN / sREBE I Thie i BRI SR B Yo 24 i o s w] LU A
FAH DNA Fi AR L B XS T 5 BOGB PR 256 AN 2 0 77 4R 00 Fe 9 1 F 5% 2 — %) DNA [ —
LEEGE o XA DNA 73 TR I 70 T AR TE AR B PUIA N . 554, AT LA X
DhRepi g, Horp—ANEEEF— N RBER AR B P, M5 — A EREAURREXT T OB
PR AP A2 RE S R, AR 2 S OT VA A R I B P4 5 50 — P AT ik
[0214]  ZEAKRBIPUIARER LR - &5 A3 MEARIENRIE RS S, BRSNS 0
e, W gm b B EREF DA R R E AR IAEAA TN dhfr-CHO 41 M. 7E AR LB A,
U T RE A AR BEIE IR 25 B BB 1 OMV 35558 7 /AdMLP J3 3 T30, )30 K 55 A
e, BHRILEMAENA DHER ZE R, T 0 H AR & W ne it / 4384 2 /R % 441 CHO
MM TR . R IRk RN 18 AL e RE TR ERE R, I+ B AR IR MR e
B R FRAE > T AE W H AR 2% B8 2 R IR S, 6 e - 40 e, e B 1, 15 R
F 40, I H B FREE R A . AR B PR 1l ok 76 A 38 1 35 7R 58 vh B SR A R B 1 3=
A i B 25 A R B B A Bk G A i B B BRI 7 o 107V S A
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[0215] & 1 AR MLLEIPT ~hIL-18 LUK VH A VL X IR ZEIR P K. £E VH X
L B E AR (N= K ) (ALE | H RGN AR 2D EIR (B) SARE (. HiE,
T RS VH X ER R RS A 7 o A [RIE N= R 11 B 4 4 1, N=- AR

g 1R ER B).

[0216] &1 VHAIVL XZILERF55%

[0217]
. a-0.1 = A5
FOkK A FIARR 12345678901234567890
EVQLVQSGTEVKKPGESLKI
SCKGSGYTVTSYWIGWVROM
PGKGLEWMGFTYPGDSETRY
. SPTFQGQVTISADKSFNTAF
VH2.5(E) SEQ ID NO.:6 LQWSSLKASDTAMYYCARVG
SGWYPYTFDIWGQGTMVTVS
s
VH2.5CDR-H1 [SEQ ID NO.: 6457 % 31-35 | SYWIG
VH2.5CDR-H2_[SRQO ID NO.: 644 % 50-66 | FIYPGDSETRYSPTFQG
VH2.5CDR-H3 ISBQ ID NO.: 6 99-110] VGSGWYPYTFDI
EIVMTQSPATLSVSPGERAT
LSCRASESISSNLAWYQOKP
GOAPRLFIYTASTRATDIPA
. RFSGSGSGTEFTLTISSLQS
VL 2.5(E) SEQ ID NO.:7 EDFAVYYCQQYNNWPSITFG
QGTRLEIKR

[0218]

35




CON 101979412 A w B P 24/80 T
EO& B 7518 A7)
= 2-1 ¢’ 12345678901234567890
VL2.5CDRLL _ ISEQ JD NO.: 7493 % 24-34 | RASESISSNLA
VL2.5CDR-L2 |SEQ ID NO.: 744 % 50-56 | TASTRAT
VL2.5CDRI3 _ ISEQ ID NO.: 745 % % 89-98 | QQYNNWPSIT
QVQLOESGPGLVTPSQTLSL
TCTVSGGSISSGGHYWTWIR
QHPGKGLEWIGYIYYSGSTY
. YNPSLKSRLTISVDTSKNQF
VH2.13 SEQIDNO.:8 SLKLSSVAAADTAVYYCARD
RGGSGSYWDYWGQGTLVIVS
S
VH2.13COR-H1 |SEQ ID NO.: 849X 3137 | SGGHYWT
VH2.13CDR-H2 {SEQ ID NO.:8 52-67 | YIYYSGSTYYNPSLKS
VH 2.13CDR-H3 [SEQ ID NO.:SEE‘%IOO—IIO DRGGSGSYWDY
BIVLTQSPGTLSLSPGERAT
LSCRGSRSVSSGYLAWYQOK
PGQAPRLLIYGVSIRATGIP
) DRFSGSGSGTDFTLTISRLE
VL 2.13 SEQ IDN0.:9 PEDFAVYYCQQYHGSPLTFG
GGTRVEIKR
VL 2.13CDR-L1_[SEQ ID NO.:94y3% % 24-35 | RGSRSVSSGYLA
VL2.13CDR-L2 |SEQ ID NO.:949 21-27 | GVSIRAT
VL2.13CDR-L3 |SEQ ID NO.: 9&9%§90—98 QOYHGSPLT
QVOLQESGPGLVKPSETLSL
TCTVSGGSIRNYYWSWIRQP
PGKGLEWVGYIYSSGSTNYN
. PSLKSRVTISVDTSKNQFSL
VH 2.3 SEQ ID NO.:10 KLSSVTAADTAVYYCARDRG
GASFFDYWGQGTLVTVSS
VH 23 CDR-HI_|SEQ ID NO.: 104558 % 31-35] NYYWS
VH23CDR-H2 |SEQ ID NO.: 10453 X 50-65 | YIYSSGSTNYNPSLKS
VH 2.3 CDR-H3 [SEQ ID NO.: 1065 A& %X 98~107 DRGGASFFDY
DIQMTQSPSSLSASIGDRVT
ITCRASQIIGGYLNWYQQRP
GKAPKFLIYSTSILQSGVPS
. RFSGSGSGTDFTLTISSLQP
VL23 SEQID NO.:11 EDFATYYCQQTYITPPTFGP
GTRVDIKR
VL 23 CDR-L1_|SBQ ID NO.: 11#§3% % 24-34 | RASQTIGGYLN
VL2.3CDR-L2 |SEQ ID NO.: 1144 7% % 50-56 | STSILQS
VL23CDRL3 [SEQ ID NO.: 114555 %8997 | QOQTYITPPT
QVOLQESGPGLVKPSQTLSL
TCTVSGGSINSGDYYWSWIR
QHPGKGLEWIGHISYRGTTY
\ YNPSLKSRVTISVDTSKNQF
VH 215 SEQ ID NO-:12 SLKLSSVTAADTAVYCCARD
RGGGEFPDLWGRGTLVTVSS
VH 215 CDR-H1__[SBQ ID NO.: 1244 3% % 31-37 | SGOYYWS
VH215CDR-H2 [SEQ ID NO.:12 52-67 | HISYRGTTYYNPSLKS
VH 215 CDR-H3 |(SBQ ID NO.: 12498 % 100-108 DRGGGFFDL
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EaR VI 3 A7
TaRE 12345678901234567890
EIVLTQSPGTLSLSPGERAT
LSCRASRSLSSGYLAWYQQK
PGQAPRLLIYGASIRATGIP
) DRFSGSGSATDFTLTISRLE
VL2158 SEQID NO.:13 PEDFAVYYCQQYNYSPLTFG
GGTRVEINR
VL 215 CDR-L1_|SEQ ID NO. : 134 & % 24-35 | RASRSLSSGYLA
VL 21SCDR-L2 |SEQ ID NQ.:13 §1-57 | GASIRAT
VL 215 CDR-L3 |SEQ ID NO.:134% 90-98 | QQYNYSPLT
EVQLVESGGGSVQPRGSLRL
SCAASGFTFSSYSMNWVRQA
PGKGLEWVSYFSSSGGIIYY
VH 231 SEQ ID NO.:14 ADSVKGRFTISRDNAKNSLY
LQMNSLRDEDTAVYYCARDD
S5GYYPYFFDYWGQGTLVTV
ss
VH231 CDR-H1__|SBQ ID NO.: 1489 % % 31-35] Sysmn
VH 231 CDR-H2 |SEQ ID NO.:14 50-66 | YPSSSGGITYYADSVKG
VH 231 CDR-H3 |SEQ ID NO.: 14494 %99-111 DDSSGYYPYFFDY
DIVMTQSPDSLAVSLGERAT
INCKSISQTVLYRSNNKNYLA
WYQOKSGQPPKLLIYWASTR
] ESGVPDRPSGSGSGTDFTLT
V1.231 SEQID NO.:15 ISSLQAEDVAVYYCQQYYST
PLTFGGGTKVEIKR
VL 231 CDR-L1 ID NO.:15 24-40 | KSSQTVLYRSNNKNYLA
VL 231 CDR-L2_|SEQ ID NO.: 154535 % 56—62 [ WASTRES
VL 231 CDR-L3 |SEQ ID NO.: 15657% £ 95-103 QOYYSTPLT
QLOLOESGPGLVKPSETLSL
TCTVSGGSISSRVYYWGWIR
QPPGKGLEWIGSIYYSGSTY
. YNPSLKSRVTISVDASKNQF
VH 251 SEQ ID NO.:16 SLRLSSVTAADTAIYY,
DSSAWVFEHWGQGTLVTVSS
VH251 CDR-H1 ISEQ ID NO.: 16457 % 31-37 | SRVYYWG
VH 251 CDR-H2 RO MH'] SIYYSGSTYYNPSLKS
VH251 CDR-H3 |SEQ ID NO.: 16497 %100-109 EDSSAWVFEH
EIVLTQSPDTLSLSPGERAT
LSCRASHILSRNYLAWYQQK
_ PGQAPRLLMYGISIRATGIP
DRFSGSGSGADFTLTINRLE
VL251 SEQ ID NO.:17 PEDFAVYYCQHYDNSLCSFG
QGTKLEVKR
VL 251 CDRL1_PBEQ ID NO.: 1745 % 24-35 | RASHILSRNVLA
VL251CDR-L2 |SBQ ID NO.:174 51-57 | GISIRAT
VL 251 CDR-L3 |SEQ ID NO.:17é&% 90-98 | QHYDNSLCS
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ZaR A5l 4740 A 7
T EXaRK | 12345678901234567890
QVOLVESGGGVVQPGRSLRL
SCAASGFTFRNYGLHWVRQA
PGKGLEWVAVIWYDGSNKYY
VH 268 SEQ ID NO.:18 ADSVKGRFTISRDNSKNTLY
LQMNSLRAEDTAVYYCARES
YYYYGMDVWGQGTTVTVSS
VH 268 CDR-H1 (SEQ ID NO.:18 31-35]| NYGLH
VH 268 CDR-H2 ISEQ ID NO.:18 20-26 | VIWYDGSNKYYADSVKG
VH 268 CDR-H3 |SEQ ID NO.: 18457 %99-108 ESYYYYGMDV
EIVMTQSPATLSVSPGERAT
LSCRASQSFNSNLVWYQQKP
GQAPRLLIYGASTRATGIPA
] RFSGSGSGTEFTLTISSLQS
VL 268 SEQ ID NO.-:19 EDPAVYYCQQYNNWIWTFGQ
GTKVEIKR
VL 268 CDR-L1__[SEQ ID NO.: 19 24-34 | RASQSFNSNLV
VL 268 CDR-L2 |SEQ ID NO.: 19&h & X 50-56 | GASTRAT
VL 268 CDR-L3 [SEQ ID NO. : 1944 89-97 | QUYNNWTWT
QVOLQESGPGLVKPSQTLSL
TCTVSGGSINSGDYYWSWIR
QHPGKGLEWIGHISYRGTTY
, YNPSLKSRVTISVDTSKNOF
VH336 SEQ ID NO.:20 SLKLSSVTAADTAVYCCARD
RGGGFFDLWGRGTLVTVSS
VH 336 CDR-H1 _SBQ_ID NO.: 2045 &% 31-35 | SCDYYWS
VH336CDR-H2 SBQ ID NO.:20 52-67 | BISYRGTTYYNPSLKS
VH 336 CDR-H3 _|SEQ_ID NO.: 2085 % %100-108 DRGGGFFDL
EIVLTQSPGTLSLSPGERAT
LSCRASQSVSSGYLAWYQQK
PGQAPRLLIYGASIRATGIP
. DRFSGSGSATDFTLTISRLE
VL 336 SEQID NO.:21 PEDFAVYYCQQYGYSPLTFG
GGTRVEINR
VL 336 CDR-L1 51’-0 ID NO. ;214458 % 2435 | RASQSVSSGYLA
VL 336 CDR-1L2 ID _NO. - 21 51-57 | GASIRAT
VL 336 CDR-L3 SE. 1D NO.: ﬁ%ﬁo 98 | 0QYGYSPLT
QVQLVESGGGVVQPGRSLRL
SCAASGFTFSHYGMHWVRQA
PGKGLEWVAVISYDGRNKYY
. VDSVKGRFTISRDNSKNTLY
VH 351 SEQ ID NO.:22 LOMNS AVEY X
GGSGWPPFYYYYGMDVWGQG
TTVTVSS
VH 351 CDR-H1 _|SEQ ID NO.: 22# A X 31-35| HYGMH
VH351CDR-H2 [SEQ ID N&;%&SH& VISYDGRNKYYVDSVKG
VH 351 CDR-H3 |[SEQ ID NO.:224% 99-116 EKGGSGWPPFYYYYGMDV

[0221]

38



CN 101979412 A

in P

27/80 11
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: 20 4
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12345678901234567850

VL 351

SEQ ID NO.:23

DIVMTQTPLSLSVTPGQPAS
ISCKSSQNLLYSDGETYLCW
YLORPGQPPQLLIYEVSNRF
SGVPERFSGSGSGTDFTLKI
SRVEAEDVGIYYCMONVQLP
LTFGGGTRVEIKR

VL 351 CDR-L1

KSSQNLLYSDGETYLC

VL 351 CDR-L.2

B .23 4-39
SBQ ID NO.:234) 55-61

EVSNRFS

VL 351 CDR-L3

SBQ ID NO.:23é35 % 94-102

MONVQLPLT

VH 413

SEQ ID NO.:24

QTQLQESGPGLVKPSETLSL
TCTVSGGSISSRVYYWGWIR
QPPGKGLEWIGSIYYSGSTY
YSPSLKSRVTISVDTSKNQF
SLKLSSVTAADTAIYYCARE
DSSAWVF EHWGQGTLVTVSS

VH 413 CDR-H1

SRVYYWG

VH 413 CDR-H2

SIYYSGSTYYSPSLKS

SBQ ID NO.: 244§ 31-37
SEQ ID NO.: 244 52-67
SEQ 1D NO.: 24 100-109

VH 413 CDR-H3

EDSSAWVFEH

VL 413

SEQ ID NO.:25

EIVLTQSPDTLSLSPGERAT

LSCRASQILSRNYLAWYQQK
PGQAPRLLIYGISIRATGIP
DRFSGSGSGADFTLTINRLE
PEDFAVYYCQHYDNSLCSFG
QGTKLEVKR

VL 413 CDR-L1

RASQILSRNYLA

VL 413 CDR-L2

GISIRAT

VL 413 CDR-L3

BQ ID NO.:25 24-35
SEQ ID NO.:25% 51-57
SBQ ID NO.:254% 90-98

QHYDNSLCS

VH 435

SEQ ID NO.:26

QLOLQESGPGLVKPSETLSL
TCTVSCGSIDSRIYYWGHWIR
QPPGKGLEWIGSIYYRGSTY
YNPSLKSRVTISVDTPKNQF
SLKLNSVTAADTAVYYCARE
DSSAWVEDYWGQGTLATVSS

VH 435 CDR-H1

BQ ID NO.: 2657 % 31-37

SRIYYWG

VH 435 CDR-H2

SIYYRGSTYYNPSLKS

VH 435 CDR-H3

SBQ ID NO.:26 51-67
'SEQ ID No.:zsﬁE‘Emo—ms»

EDSSAWVFDY

VL 43§

SEQ ID NO.:27

EIVLTQSPGTLSLSPGERAT
LSCRASQSVRNNYLNWYQQOK
PGOAPRLLIYGAFSRATGIP
DRFSGSGSGTDFTLTISSLE
PEDFVVYYCQQYGNSIDSFG
QGTRKLEINR

VL 435 CDR-L1

|SBQ 1D NO.: 2789 A E24-35

RASQSVRNNYLN

VL 435 CDR-L2

VL 435 CDR-L3

GAFSRAT

SEQ ID NO.: 27%%§51—57
BQ ID NO.:27 90-9

QYGNSIDS
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12345678901234567890

VH 444

SEQ ID NO.:28

QVOLQESGPGLVKPSQTLSL
TCTVSGGSINSGDYYWSYIR
QHPGKGLEWIGHISYRGTTY
YNPSLKSRVTISVDTSKNQF
SLKLSSVTAADTAVYCCARD
RGGGFFDLWGRGTLVTVSS

VH 444 CDR-H1

SBEQ ID NO.: 2885 & X31-37

SGDYYWS

VH 444 CDR-H2

SEQ ID NO.: 2885 %% 52-67

HISYRGTTYYNPSLKS

VH 444 CDR-H3

SEQ ID NO.:28#55%%100-108

DRGGGFFDL

VL 444

SEQ ID NO.:29

EIVLTQSPGTLSLSEGERAT
LSCRASQSVSSGYLAWYQRK
PGQAPRLLIYGTSIRATGIP
DRFSGSGSATDFTLSISRLG
PEDFAVYYCQQYGYSPLTFG
GGTRVEINR

VL 444 CDR-L1

SEQ ID NO.: 2985 A X 24-35

RASQSVSSGYLA

VL 444 CDR-L2

SEQ ID NO.: 29# 51-57

GTSIRAT

VL 444 CDR-L3

SEQ ID NO.:29 90-98

QOYGYSPLT

VH 478

SEQ ID NO.:30

QVQLQESGPGLVKPSQTLSL
TCTVSGGSISSGGHYWSWIR
QHPGKGLEWIGYIYYSGSTH
YNPSLKSRVTISVDTSKNQF
SLKLRSVSAADTAGYYCASL
YNGNGYFDLWGRGTLVTVSS

VH 478 CDR-H1

SEQ ID NO.: 3065 & ¥ 31-37

SGGRYWS

VH 478 CDR-H2

SEQ

YIYYSGSTHYNPSLKS

ID NO.: 30%5&52—67
SEQ 1D NO_: 30 99-109

VH 478 CDR-H3

SLYNGNGYFDL

VL 478

SEQ ID NO.:31

EIVLTQSPGTLSLSPGERAT
LSCRASQSISSGYLAWYQOK
PGQAPRLITYGVSRRATGIP
DRFSGSGSGADFTLTISRLD
PEDFVVYYCQQYGFSPLTFG
GGTKVEIKR

VL 478 CDR-L1

SEQ ID NO.: 318 A& K 24-33

RASQSISSGYLA

VL 478 CDR-L2

SBQ ID NO.: 3189 R X 51-57

GVSRRAT

VL 478 CDR-L3

SEQ ID NO.: 3145% £90-98

QQYGFSPLT

VH 521

SEQ ID NO.:32

QLOLQESGPGLVKPSETLSL
TCTVSGGSISRSYDYWGWIR
QPPGKGLEWIGSIYYRGSTY
YNPSLKSRVTISVDTSKNQF
SLKLSSVTAADTAVYYCARE
YSTTWSIDYWGQGTLVTVSS

VH 521 CDR-H1

SEQ ID NO.: 32 & K 31-37

RSYDYWG

VH 521 CDR-H3

VH 521 CDR-H2

SEQ _ID NO.: 32 52-617

SIYYRGSTYYNPSLKS

SEQ ID NO.: 32455 %100-109

EYSTTWSIDY
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AR

EFaARAK

V. L

A7)
12345678901234567890-

VL 521

SEQ ID NO.:33

ENVLTQSPGTLSLSPGERAT
LSCRASQSIRNNYLAWYQQK
PGOAPRLLIHGASSRATGIP
DRFGGSGSGTDFTLTISRLE
PEDFAVYFCQOQYGNSIITFG
PGTKVDVNR

VL 521 CDR-L1

SBEQ ID NO.: 33 & X 24-35

RASQSIRNNYLA

VL 521 CDR-L2

SEQ ID

GASSRAT

VL 521 CDR-L3

[D NO.: 33 51-57
SEQ ID NO.: 33 90-98

QQYGNSIIT

VH 550

SEQ ID NO.;34

QVOLQESGPGLVKPSQTLSL
TCTVSGGSINSGGYYWSWIR
QHPGKGLEWIGHISYRGTTY
SNPSLKSRVTISVDTSKNQF
SLKLSSVTAADTAVYYCARD
RGGGFFDLWGRGTLVTIVSS

VH 550 CDR-H1

SEQ ID NO.: 34 31-37

SGGYYWS

VH 550 CDR-H2

EQ ID NO.: 34% 52-67

HISYRGTTYSNPSLKS

VH 550 CDR-H3

SEQ ID NO.: 34697 %100-108

DRGGGFFDL

VL 550

SEQ ID NO.;:35

EIVLTQSPGTLSLSPGERAT
LSCRASQSVNSGYLAWYQQK
PGOAPRLLIYGVSIRATDIP
DRFSGSGSATDFTLTISRLE
PEDFAVYYCQQYGFSPLTFG
GGTRVEINR

VL 550 CDR-L1

SBEQ ID NO.: 3565 A ¥24-35

RASQSVNSGYLA

VL 550 CDR-L2

VL 550 CDR-L3

SEQ ID NO.:35 51-57
ID NO.: 35 90-98

GVSIRAT

QQYGFSPLT

VH 581

SEQ ID NO.:36

QVOLVESGGGVVQEFGRSLRL
SCAASGFTFSHCGMHEWVRQA
PGKGLEWVAVISYDGSNKYY
ADSVKGRFTISRDNSKNTLY
LQMNSLRAEDTAVYYCAKDH
GGSGSPPFYYYYGMDVWGOG
TTVTVSS

VH 581 CDR-H1

SEQ ID NO.: 36454 % 31-35

HCGMH

VH 581 CDR-H2

SEQ ID NO.: 364934 % 50-66

VISYDGSNKYYADSVKG

YH 581 CDR-H3

SEQ ID NO.: 3649 A % 99-116

DHGGSGSPPFYYYYGMDV

VL 581

DILMTQTPLSLSVTPGQPAS
ISCKSSQSLLHGDGKTYLYW
YLQKPGQPPQFLIQELSNRF
SGVPDRFSGSGSGTDFTLKI
SRXEAEDVGVYYCMQSLQLP
LTFGGGTKVQIKR

VL 581 CDR-L1

VL 581 CDR-L2

SEQ ID NO.:37
SB

KSSQSLLHGDGKTYLY

1D NO.: 37 24-39
SBQ_ID No.:37aq§§;gss-61

ELSNRF'S

VL 581 CDR-L3

SEQ ID NO.:37&) % %X 94-102

MQSLQLPLT
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FaRkK 12345678901234567890
QUVQLVESGGGVVQPGRSLRL
SCAASGFTPSYYGMHWVROA
PGKGLEWVAVIWYDGRNKYY
VH17S SEQ ID NO.:38 ADSVKGRVTISRDNSKKTLY
LOMNSLRAEDTAVYYCAREG
GYYYGMDVWGQGTTVTVSS
VH7.5CDR-HI SEQ ID NO.: 384§ % 31-35 [ YYGMH
VH7S5CDR-H2 |SRQ ID NO.: 38495 % 50-66 | VIWYDGRNKYYADSVKG
VH7.5CDR-H3 | SEQ ID NO.: 3845 5% % 99-108 EGGYYYGMDV
EILLTQSPGTLSLSPGERAT
LSCRASQONVSSSYLAWYQON
PGQAPRLLIYGASSRATGIP
] DRFSGSGSGTDFTLTISRLE
VL15 SEQ D NO-:39 PEDFEVYYCQQSGSSLFTFG
PGTKVDIKR
VL 7.5 CDR-L1 |SBQ ID NO.: 394) % X 24-35 | RASQNVSSSYLA
VL7.5CDR-L2 (SEQ ID NO.: 3944 51-57 | GASSRAT
VL 7.5CDR-L3 [SBQ ID NO.: 3949 90-98 | QQSGSSLFT
QUQLQESGPGLVKPSQTLSL
TCTVSGGSIRSGDHYWTWIR
QHPGKGLEWIGHIYYSGSTY
. YNPSLKSRLTISIDTSKNQF
VH211 SEQID NO-:40 SLKLSSVTAADTAVYYCARD
YGGNGYFDYWGQGTLVTVSS
VH 2.11 CDR-H1 SEQ ID NO.: 40453 % 31-37 SGDHYWT
VH2.11 COR-H2_SBQ ID NO.: 4089 A X 52-67 | BIIVSGSTYYNPSLKS
VH2.11 CDR-H3 [SEQ ID NO.: 408574 %97-109 CARDYGGNGYFDY
DIVMTQTPLSLPVTPGEPAS
ISCRSSQSLLDSDDGNTYLD
WYLQKPGQSPQLLIYTLSYR
3 ASGVPDRFSGSGSGTDFTLN
VL 211 SEQ ID NO.:41 Is QUORTEP
PITFGQGTRLEIKR
VL2.11CDR-L1 SEQ ID NO.: 4185 & X 24-40 | RSSQSLLDSDDGNTYLD
VL 2.11 CDR-LZ_BEQ ID NO.: 414535 % 5662 | TLSYRAS
VL 2.11 CDR-L3 | SEQ ID NO.: 41458 £ 95-103 MQRIEFPIT

BT > BRI -IL-18 HTAR COR R A S 1 AR ¥ A< B 70 B i 0T HLALHR R ik 2

‘[k_bl)
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CN 101979412 A 1«516_, HH :I:!' 31/80 1L
COR | A7) LR A 5)
& kR *
CDR~-H1 SEQID | X1 X3 X3 X4 Xs X¢ X,
NO.42 |[SYWIG- -
NGGHYWT
HRYWS S
RSDYN G
YCSMH
VL
I D
| CPR-H2 | SBQID | X1 X2 X3 X¢ X5 Xs X7 Xg X9 X30 %11 X132 X1z X X1s Xis Xu7
NO43 |[FIYPGDSETR Y S P T F Q -
YFSYSGTTYY N P S L XK 8 @
H WS R GINS S A D 8 V K
S D RNTI v
v K
H
| CDR-H3 | SEQID | Xi1 X; X3 X, X5 X5 X7 Xg X5 Xy xn X2 Xy xn X1 xls X117 Xis
NO44 |[VGSGWYPYT- - - - - -
DRGSSGSFWPF D I Y Y G M D V
EDYYASFDDD Y D
1S SRNGFYPLY F Y
C K TYWVMYH L
L DTNGIEV
Y WNPY
A v F
G .
CDR-L1 | SEQID | X1 X3 X3 X¢ X5 X6 X7 Xs Xo X10 X11 X1z X153 Xi¢ Xis Xi5 Xuy
NO:4S | RASESISSNL A - - -« « - -
K G RIVGGGY L A K N Y L A
S QTLLYYS N N T Y L C D
HNFNRRD V E N T Y
RNS G KX
H D G
D
CDR-L2 | SBQID | X1 X3 X3 X X5 Xg X,
NO.46 | T ASTRRAT
GVFILQS
sT N E
wI S F
EL R
Y
CDR-L3 | SEQID | X1 X3 X3 X4 Xs X¢ X7 X5 X9 X30
NO.47 ([QQ Y NNWPS - -
MEHNHGSLLIT
YGYITTPT
SbYyLbcCs
RGSIIW
VQF I
L F F
I E
[0228] D, Ht —1L-18 HLikHI N H
[0220]  HITEATS A IL-18 G5 iIfe J), AR BIIHT - A IL-18 fidk, sz s ae

AT TL-18 (4, AR i rb 1), 481 LV B ), 1) 5 ) 8 43 A, 48] dn i
FRIBREIR S e B T 52 i (BLISA) , UG e el g % (RTA) sRA AU e LML 2%« AR Wl
PRI AEYIRE AN TL-18 W77 3, BLHE A AE A Rl oA e B IO B A el AR 8 4, JF HL
Rl 5 TL-18 S5 APl (SR ER ) ST 4 & iptid (sStikai ) Al 44
FES PN TL-18 Il ASr I 5 B4 s B b D LR A 1 4 5 8O 45 G I PUR A
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(I ) T S B L SE AL, e R, B - P ILAE I Bk SRR B BRI s &G R
WA B A R H ARSI RED / EWENSUERED / AR EER
P BB T4 7- RIEE TR, 9OLE, WO R RfCE RN, PP, Za — R«
DL, PHETE S BB A S O s ROCM BB T FEE Ko A 18 R8O MM R 41 16
TE SH, 14C, SSS, 90Y’ 99TC’ HIIH, 1251 , 1311 , 177LU, 166HO, E/E 15381110

[0230] (AR ICHL AT EFER, 18 A8 H A w4 042 B id i hIL-18 bRt ABA brid
9T — A TL-18 PR 38 4 o 3 I 5 BEIN 52 AWK P N TL-18. FEIZIRA3 7, A4
FEG, BRI rh1L-18 FRUEMIFIHL — A TL-18 Hiik & 3%, 7 HllE 5 3 FRic BTk 4 &1
FRic i rhIL-18 Frdedif & . FEfhrP, A IL-18 & 5Pt — A IL-18 Pk 4 & KIbric i
rhIL-18 bRt 1) & R L o

[0231] AR B HTARFBTIARI IR BEARSN R PR N RN TL-18 ¥ 1. PRI, i, 767
A hIL-18 M40 s Ferh, 18 1L-18 5 AR K MU 28 R NI N 23677 & i Hopth
LB 2 1697 & P, IXRE R A A I IR BRI DU 2 e SR 3 ) hIL-18 35 1 fE—4 5k
W 75 FE A, AR BRI AN TL-18 v Pk 1 U7 v, A FR AT TL-18 Befi A & B (e o sl e 451
Iy AE453 TL-18 3Tl ARvEH, TL-18 J& A 1L-18. lan, 7F & A s 58 & hIL-18
(40 f 5 T2 b R B FR IR I AR R B PR BB 23 PRI RS 2 1) hIL-18 J5 2%
[0232]  7E 55— NS 7 &, AR BBk /N S2 167 TL-18 35 M 1R 77 2%, A R Hhon) i
A TL-18 5 P2 A 35 IR0 B i () SR 38 0/ TL-18 Vi Mo AR BRI X R A X ALY
P59 BOPIE 1) R Uk /N TL-18 ¥ PR 7 5 12 5 1A FERT 52 9097 3 i FH A R B Bk st
PRER o AT S AR TL-18 JEPERE I

[0233]  fLikth, IL-18 & A IL-18 JF HZiRyr #H 2 NZifTr & . 8, ik n L2 Rk
Resh AR HBUIAR TL-18 MM LB . IEH , ZiI7 Bkl LUE SN T hI1L-18 [ L
) (e, @k h1L-18 B i85t hIL-18 B IR FRIL ) « A T ¥EI7 B I, WL A
ZARTT E AR BT BRAL, O T SR B B TR AR SR, BEXTRIA
1L-18 ByAE AW FLah it A R B B, Hoh bk aeds & X T e — Mo, XMz
BERUH TPF AR B PR G 7 Phaue A ) CHan, 55210 g 25 FR S 18] ) o
[0234]  dmix BLAGHI Y, R Hrp IL-18 i M2 H N " B ilh o amiz it
AR RN AZAE TL-18 J2 B MR B8 A2 593 i 3L D D1 38 4ot 2 0 205 A D ATy R 32 1
P AT AE o DRI, L TL—18 i Pk A A T 1 5 A e b ) TL-18 3% P IR iR
PRI PRER AN / s R s o A P00 (PSS T AR I AR TL-18 MR 1 39 i wT LATIE 5K
XA (4, B YR , I3, W e v TL-18 IR AR n ) , R 440 Fik$t -11-18
PUORBEART I o BEAE A B BT YA TT 1350 1 A E FR fill A9 5~ 8 T T B AR BH I oA
[RIZ5) 20 A YD B E T TR 18 R IR LS

[0235] D. 2yl &)

[0236] AN BHREFRAE 5 A A B (PR B AL HTIR — 45630 73 T 24 25 n $ 52 BAR K 259
HEW. 1AL ET, PAEWR—PEH 2 D—MH TR P IL-18 iHi 2
A E R T AMNOTR T 259 .

[0237] AR BHRIPUARIPUA IR 2 Be i 3B NIE &3 B E A AW A 5. R, 2
WG A AR AU BB ARR o F 2 2 n e 2 8k . X BUE IR, 7 29224
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7 ARG A B AR, 20 B B0, DU4H B R BT B R, S5 TR RI AR i e IR
FEE o 255l B 2 BRI RS T A — A LR <K BRK, BRI Eh Sz i Eh K, 2B
H, %, UURENNA S IRZET, A-EW P Ik & S5k, Bl Wk, 2 ks, 4
WrH R, (LA R A . 25 AR T B S B A D & A B A T 9 g i R s EL AL
), B3 BB GZ MP, E AR S PR BB AR ES 73 I A7 S B

[0238] AUk BHFIHUIARTIHUIAE 73 BE 5 N6 W B ANA 252 A &4 . ik, Bt
RERHUIA — 3wl B A 0. 1-250 250 / I HHURIITESTE . 75 AL FE i S sk B 5 /)
L, 22BN IS B R S T BV AR BRI 8 o Z2 PRl AT LA L- 2128 (1-50m\) , 5%
4 5-10mM, pH 5. 0 5T 7. 0 (fefE pH 6. 0) o A3 I G2 M AL FRAHANER T+, BEFAMR SN, A7 R IR,
RER AN B R AT o mT LU &AM R 2 ZE 0-300mM ( X TR AR F Y f 4 150mM) ¥R & VS TR
B HTHREAT LLE A BUER, FE A2 0-10% R (5HfE0.5-1.0% ) « HARLEERHUHR
SRS U B AU o TR AT DAS A IR, E 22 1-10% H il iE (dsefE 2-4% )
WARFATFNE ] LE A e, EE g 1-50mM L- A2 iR (&t 5-10mM) o AR A& K
BZRK LS H 2R, KSR, v LA 0-0. 05% iR -80 ( fef 0. 005-0. 01% ) o J34MAER
v PR R AR AN R T kiR 20 0 BRI 2% 119 2251 o

[0239] AU BHIIAL G ] LI & Bl S AE B o X SEA0 5, 451 G, yR0AAR, 21 [T 4R [ 74 55)
Y, U N, S VROFRE R V) 5 A ORI BCRTE R, 3l LA, R R, e R A
) o PLAET AL EL e T REEL K25 25 77 SR 7 N o MLARLAR 1B 416 ) e 1 SR B 8L, 19 dan
55 F AT A% 3 S 2 A8 FH IS AR A A4 . ARIE2e 257 X2 B 4 (i,
AN, B2 IERE Y, LA ) o FEDRE R St 77 S, 20 e i Dk PN v e ST A Btk . 7
Ty MU R S Ty e, B WL B T T AR

[0240]  JRIT VMR AW)— Wb 20 KR I I HAE S & FC A7 44 T 2 A . da4ml U
Pl RV B EL IR, 2 BRI, IR B, B 1A A R 2 DI B R AR e 25 . TE R AL
4 CRIPUAREEUAS 73 ) 5 LI 28 s 18— Fhelk & — RS AT EE 518 K%
), AR T, BE LR I U8, BEdl A KRS . — IGO0, Bk i M BN B
A T AR 43 BSR40 258 P 8 4 g R At i 43 B89 I T T 3] A e il 6 43 5O A8 e B T
0T 5 I TR SRR R R TR AR s R AN G 7 2 B8 T R R : BT 05, 49 2037 T
3 I TR KR I8 RIS ) AT B o S 2 () e o R R AR ) o 4510, 308 e A FH A0 497 Lt B0
> T8 I AE 2 BOGRR D0 T SR e SR ek B AR it s FH 36 1 v 57, BE PR v v A 38 1 o
B . LGP & A IR 5, ) — i iR IR ER MBI S, REASE ] 5 2H 5 ) S 45
W o

[0241]  JE I AR 2 0 B 25 B 7 v R A R B I B AR gL 4 — 55, (R4 TR 246
7R, DU 45 253 A% / 7 X0 R TR VRS, H K P R S B . AN AR N LB B
(1), 25 25 as /7 ORI AR &5 i AN\ o 7628500 g S b, A AR S DT P Id R i
(R A8 AATT L sl 28 i PR A A il 351, 91 42 SRS TR ) A FE RN, 37 R W, R e 30k 24
ARG, W LT AT i A IS LS B, W SR TR IR L0 s, ZEI S, 3R & 1R
I, B R s, FIERFLIR o« X AR I I AR 2 il T B HIE T TR B — O AR R
NRANHIK . Z 0L, #ll, Sustained and Controlled Release Drug Delivery Systems,
J. R. Robinson, 4@, Marcel Dekker, Inc., New York, 1978,
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[0242] {2850 7y ZErh, A% B (BT AR BT AR 23 mT LAAG) A0 e A B ) 8 nT [l ]
AR O RE 2. LAY CAn BRI, T Al 7y ) 36T DAAE AR Bl A 58 B i i 98
B, I, BiE HEB R EEREW . ST ORIBITEZ, T L SR E R
A IF USRI, O 3, B2 70, B3, T3], RV 301, B 0, R K AR SR AU A . XS
Tl B A 25 2 AN A R BRAL S A 0 57 B R R E A R AL A LA
BHE S GRS 2.

[0243] IO L1 G5 AR e id LS. A Sesilir =, AR PR bt
Ay 5 H T 7 o TL-18 VMR A 3 B 1 — sl L P 5 296 97 2590 4L R i 1)
A/ SRS 2y B, AR B EIPT -h1L-18 PUARSPTIAER 70 vl LY 25 & HAh SR i —Ff
BLRR AN IPTAR (ln, g5 A LA 40 B PR 7 B4 & 4 Mok 4 7 b g ) SRR A/
BUAL RIS 20 oAb, A B — R LR RT LA ERG T 2991—Fh B LRS- A -
IEFERIBEA YA TT AT LA R HAE AR 5 1 FH R V6 T 7 2590, DT 38 f 5 25 A B8 — 3597 AH
KN A] BE B R B I -

[0244]  FE—4850J 77 Srb, BU IL-18 Prikel# 1 i Br 5 AU A A0 1~ A7 B K R e
FER . ARSI R EARR T, Fe S8, 28 & g, FaiZpk . X AR
+, 0, 36 1 HE TS No. 09/428, 082 F/A FF (1) PCT HiE No. WO 99/25044, ‘EAT1A T 1T
il B RS 1ES %

[0245]  7E5 45 Fhib S S i FH JRE T0 2 IR AH S IR 3, (138 18 i RBE A . 1X
SRR AR T SR KRN 58, B RN 98, IAERUB P OCTT R, IREEME G 42, 3¢
U8 O 98, BRI 9 DT 98, SIS AT 48, FH R FE I DG T 98, BT, A SRR, R
BRI 92, S 25 T %, W 9%, T B B A R B PR, FFCUR IR 98 5 Wy, AR 285 e B9 » 4
B g, B2 R 7 AR DU 20, 28 B B AEHE S, Sk EIg k1 S48 B B A AR DS
P » PRIBE G » SRR AR AL, , A 78 1k 1 A2 8 B, Kawapapki’ s i, Grave' s i, B4R
G, 1B PRI 57 87 51k, Wegener' s WIZEMMHE, Henoch-Schoenlein 298, "Bl 45 15 MK E
R, BRI R IR R E R, IREMEMOT, h R e SR G 1E, IRERIELRAE, 2B i, A& 4
Wi 125 25 LS RN, Jo R S SR A LR G, SRS E#E 2, Huntington' s SEIGIN,
W9 4 AR > 7 MR R , A SR R I T RE R RS 5| A 16 PRI A, 8 TP 3, 20 P T,
Wl OUAEZE, Addison’ s i, BURTE, T B2 IRz f 1T B EZ PGk 2, Schmidt” s 474
fiEs BN 2k ) FRIRPNHIZRAAE, Wik, BB, 003 5 S B 14 DG 1599, 971590, Reiter” s
i 2 B8 G190 5 15t 02 TR 445 10 QT 0, It T %8, A BT, BB D 1) PRI AH G O 19 0, 5 M
KT > BIKEFEACEI N / AL, R N AR 2 ROV, B B Sz KR, 38 MER A, 7%
PRI, BRI, ek TgA W5, B & S i L MEZ 1ML, Coombs BH PR L MEFE 1ML, 5 R
SENEFL I, DA ME T I, WU K 48 /Royal Free ¥, 18 Rk i 52 ok & 2K B3 » .40 B o
5, SRR AEALRT 58, AL R AN B B B e B, J5 R G P8 i B i 25 5 11k » 5 R I H 93 i P
FHIIER G LTS TR S 323055 AL S B b (58 4% SRR m A AP ER R (1 9d 2D ), 2
ML » e MEANZE , OF S Al , L O S v, £ oA P s » S RIS B I AT 4R A 2UF Ak
TRl 98, 98 J () SN » 1850 JR) BRI 2, 5 1) 5 A A D% (%) 48 25 21 23005 s » 5 i A DR 19
TG 4 25 A 2R 5 » 5 TR) Tt A D 1 4 B4k, 5 Ta) B9 A QI 28 G M D61 4%, 55 i
W AH DG A B LB, 5 i AH DG R B R 98 / 2 LR, Sl AH G Sjogren’ s i,
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5 it AH DG RO AR AR ME 2, 45715 MRS 98 VRO » 5 Il A DR ) & R ML S B2 DT e, 259
5 S [R) TG , 4T 4EAL, 48 B 4T 44k, PR ZE PR B AN S 2, 18 PERE IR MR 2 , Wk 2 410 i
e P i 5 A 0 i TR 0, T AR 48, F S e R 8, 1- B B e IR (L B &
TIESIRIEFERT 5 ), 2- B A SRR (BT -LKM BUiRRE &), B & RN S IR,
B 7 g By BT R R E, RS IR LR IR , S8 B B REAH G B i e, SR E
FEAE AR DG A8 M S B 0 » B DR 98, JRUR AL A 98, 1 B4 e g, 2 202 g, 1 R PR
A9, B 5 Sz B 4e kb, B NOS, BN ER'E K, "B microscopic vasulitis,
SEURI , AL PRI, 5 K M 50 ME AR 20 o NOS, X5 1 B Sy ik, 2 ke MEREAL (FTA
B AR R R, Al 45 R w gk R MR L, Goodpasture’ s AL, 4515 MEZ B ik
RIGZ, SRR R Ge, ENGRIERHER, Still' s, 256, Sjogren’ s ZEGTE,
Takayasu' s¥ii / Bk 5¢, B & Gl /MR, R MR b, 5 & G BRI, 7
PRIRHLRE T, BRI B & S FARBRMLEE TCHE (Hashimoto! s ), Z54A7E B & )/
RIEALEE TCIE, SRR PRSI I &8 AP BR E 2 TBE , JR R MR 1T MRS 2%, VR, itk
JH90 > 12 PR I, RS I REAL, WORS 5 R 4%, choleosatatis, RERPE -, 2545 2
(R 28 AETRDRS 14 i J0 T JHF 26 A8 PR AR 38 S I IR, B R ER R (GBS) JBY, K #ig (41
W, PPARIEFORE 0 73 3RE ) , Th2 BUFH Th A S50, SR MR (N FERER) ,
FEE , 49 Wi g, L e, B e, IS IR, &5 e, T s, O SRR, 0 4 e AN i, A
I B R (e AR LR ) o AR B N BURFIGL AR 2 RE F SR VAT SR B & ik
T AR R 5 REAH IR 28, AL FE S KRR HER , RS RN, H B S bl PR, H
G5 A A

[0246] (LMK, A% B L R B L B0 R — 45 430 40 B F SR VA 7 28 R PR 61T &
Crohn' s 95, 22 R MEAEAL,, 5 B 25 AR IR0 v » K PR s R 2 B 98¢ o

[0247] AR EHBIPLIR, BRI 318 W] LS AR T7 H S Sz f G 1) — Fh el LA
HIT TR — RS,

[0248] AR B HLARBLE LI — 4548 53 v] DL FH BB GV T X FE 5 « M4
B AR B BUAR B FEhT R — 4568 20 ml LA s i i A 88055 B D i 2590 09 v 9 1 2459
HCEr s TR BN 25 BB AR N 53 o0 T AL B Rk e . 02, B D g 2540 m] DL A4k
WA T AR PTG T 0 SRR G T 259 . B2 m LU XHETT A E0a
At DT 259, B4, 52 2 ARG FE I 259

[0249] IRV B AR B BT LR B A2 H e NAR B B IR LE A . T 41 HH 1)
29RO T RN I T AN R T PR o VR A R BB A VAT R AR B T
12 D —Fhik B NS N2 . BEA 25 258 mT LLRLRE— R DL B 254, 51
PR AR =P B I 25900, i SR IR, T R A A P e SE I B AR Th g

[0250]  fRIEIBEA 4 22 AE S 2R BT R 25, HWFRME NSAIDS, WG LA S 1 Zi. SR
TER B 45 25 02 B TR ] i, LR SR B s S AR I IPT —1L-18 LR &7 B
I, 3 k90 (S 25 me N R T B AT A S R A MBI EIER o AR BB, Bibt ik
AT LS 2 A I FH T 2R AR PR T R IR T 254 1 A PR 1 4 A HE T T - 40 i
PRl - 30 Bt 98 254 (CSAIDs) s HoAth 40 W PR - B AR K PR B AR BS B, 4 . INF, LT,
L1, 1L-2, 1L-3, 1L-4, 1L-5, 1L-6, 11.-7, IL-8, 1L-12, 1L-15, 1L-16, IL-21, IL-23, T4
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3, EMAP-1T, GM-CSF, FGF, fl PDGF. A B (P ik, BILHLIR 45484 e 5 4 ek i 43+
(RSB R T4, 40 M 22 1 43 7461 4n CD2, CD3, CD4, CD8, CD25, CD28, CD30, CD40, CD45, CD69,
CD80 (B7. 1), CD86 (B7. 2) , CDI0, CTLA BT AT AA, 4035 CD154 (gp39 B CD40L) »

[0251] 7 [ 5 Sz M s 1) RAE R P AS[F] 2, Va7 9 P A ] R0 s Lk i)
B AL FE TNF F5 507, S5, ANdR4L s INF HTik, D2E7, (PCT /A FF No. W097/29131) ,
CA2 (Remicade™),CDP 571, FIA[VEE p55 B p75TNF 5244, HAT44, (p75TNFRIgG (Enbrel™)
&, p55TNFRIgG (Lenercept) , i TNF a #AbE (TACE) HIHIF) 2 A0IHE, TL-1 FIHIF (A
2 -1 FALBEAEIR], IL-1RA 55 ) X TAHR R B2 A 200 HARRIER G afE a2, &
A5 MUEBE 2 B 5 e NV R HALCEE R &, HAEHPAT T, (Ol Tl 1L-18
DNRE— BRI I A2 TL-12 FEPURIAHE TL-12 HUOR T % TL-12 524k, 8 TL-12 45
HEH. CDAUEY IL-12 F IL-18 BE(H & D REANFE, 3 & M FEHIH IBS 7] e i 28
A T — MU RS R AEFERPT —CD4 T 38 SO0 R B0 55 L R R)od 42
CD80 (B7. 1) B CD86 (B7. 2) WIFHHLH, AAFEHUA, AV I 32 A4 Bfs HUmI e A o

[0252] AU B M HLAR, BRI HLR 45 & 30 40 e m] UL R 1) 25 B, ) 0 R e g,
6-MP, it RPN, RN AUTE ik e , SRV by 2%, By hi s, SALMENK / F2 5, pencillamine,
S T 8 UL AT AR ), B MRS, cochicine, B2 BUS A BE (1R, W N0 J 0
), B2 B2 ARBahF) (0T RelE, FeAm bR, V3R Hpi ), TNEm (2 ek, 2250
BH R, 252 B0K, Bl 55, BT 485 AR S AR, IR R 2=, FK506, 3l 2% 2%, 25 M) FR IS,
KA K, NSAIDs, {51 4, A7 i 55 Bz J5u 2 [8 g, 4910 40, S AR JE AR, B4 IR — M e 30 il 551, R 17
BB, Pl R T SR, AP HIFR], B R BRI, TP a2 2 hE 48 M Bl 5451 41 TNF o
Bt IL-1 e (= 510254 (fin IRAK, NIK, IKK, p38 BY MAP MEGHIHIF] ), IL-1 8 #ALRE
HHIFR, TNF o FALEg (TACE) FHI5R], T- 40 Mef5 5 1% IV, 5 Wi ms7n 6, 48 &
[ P00 ) 51) , A0 2R i ML RE 5 ol PR S, 6— BREBENGENG, I A5 B 9K IR AL B i) 5], W] v e 4
H BR 7 52 A RN LA AR (490 an mT s p55 8] pTHTMF A2 AR FH AT 42 4% p75TNFRIGG (Enbrel™
H p55TNFRIgG (Lenercept)), sIL-1RI, sIL-1RII, sIL-6R), i 4 48 fu b8+ (45 1, 104,
IL-10, TL-11, TL-13 # TGF B ) , ZER A, MR, F2 WM IR 2h, Z/9E 50V, etanercept, 3¢
REBPL, 2585, valdecoxib, 1A IZILRE, K JE 0, L& 5 /e, ke LI, 40
A, PR DT AR, 2 AR, Ry TR EE, TN A, g / b AGEE, MR Eh, ZR I, — =
BN, nt 2 B, ARHGFE IR, USRS IR A, TR, S0 n] A R R 2k, S nT i — WA R 3 / MR
Ii, WS TR / KRR, 25 K8, anakinra, N FE4LMK, i D25 #h G 3k, XUK B8, 7 #k
MG, 4R 2 B2/ IRDTR / 4EHE 2 B6, INIVER, BT OFE BB, EATR e, SRS e, B £
PRI R TR 5, T8 R, B PR 25 MR I / B 3%, ERIR PR bR, Tt flc s g , EhR A T | / 4h S
I, ERIR SR A , KRy, 2835 A0, B SGhr s, BRI i, 24539, TL-1 TRAP, MRA,
CTLA4-1G, IL-18 BP,$i —1L-12, %t -1L15, BIRB-796, SCI0-469, VX-702, AMG-548, VX-740,
Roflumilast, 1C-485,CDC-801, Fll I ALK JEAA « DLIE A CLFE A 2 E M BRI K
TEP S EO ER RGBT RIFO T, AR

[0253] AU BHIIBUAR, BRBUIRES 73 B 5 2 B0G— 21697 1 28 136 T 25 ) Al PR il 14451+
45 T 1 [F) sbudenoside ;38 B A s IR 2=, M AT I ERE s 2 ZE K IR £ 56— 37
FENERS TR WIS S FAE AR s SACAREIDEIR s vb s s Byb R R A sBUEALT
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MARREFIHIF s TL-1 SZARFEBUR ;P -10-1 B HswlEHiA B -1L-6 H gLk sAE KT 5
R BT kR — KAl A s AN 0 B ER - BRAR KR I B AR BRSP4
1, INF, LT, [L-1,L-2, IL-6, -7, IL-8, [L-12, [L-15, [L-16, EMAP-11, GM-CSF, FGF, I PDGF,
AR HLABE PR 4568 7 it 5 40 3R 1 4+ Ptk B4, 440 CD2, CD3, CD4, CDS,
CD25, CD28, CD30, CD40, CD45, CD69, CDI0 sk FH A IMHCEE . AR BT ksl i g
G IE W] UL S 29 A, i 5 T2 e, BRI 2R, FK506, I i 7 2%, 2 MR AR, SR Bs
K, s NSAIDs, 01, A5 35 » B S I B, 49 an & Ak ik Je b » IR — e il 0, Bt s 711l »
PrAR T, AMARIDHIF], B R R BEH], T AL A ML R4 40 TNF « 8 IL-1 /£ 315 S
2% (440 TRAK, NIK, TKK, p38 2} MAP JaBeI il ), IL-1 B 2% ALEgHIEIFR], INF o FAb R
FNHIF, T— 40 M (55 A% T D050, 510 e i35, <e e 25 B iR, A0 ke i ntl e , o A
WIS, 6— ZRIENGE I, I8 B TR I AL BRI 551, RS It 4l e ER 1 S2 AR AT AR 4 (g ml i
P p55 B p75TNF 5244, sIL-1RI, sIL-1RII, sIL-6R), Hi & 40w+ (f#ltn, 1L-4, IL-10,
IL-11, IL-13 I TGF B ) .

[0254] AR IPLAR, BPTIRES & Be 5 2 B0A — R IARYT Crohn' s Wl IIRTT 254
() 26 491 7 A0 45 T T TN $550500, 490 40, $1 -TNF $t4k, D2E7 (PCT 24 FF No. W097/29131 ;
HUMIRA) , CA2 (REMICADE), CDP571, TNFR-Ig #J 7%t 14, (p75TNFRIgG (ENBREL) i
p55TNFRIgG (LENERCEPT) ) FI#il 51 F1 PDE4 $Mil57). A& B PLiA, BRI HTIR 4555 je 5
J SIS [ BEIC 4, 49 40 budenoside FIHBZE KA o AR P, BT R S5 585338 7] LA
525 aign E st v , 5 ZIE K BR AN By b by s, FOT-H 58 PEAE MR R el an TL-1 A
R AE 258, B TL-1 B AL BEINHIFIR 1L-1ra B6& . AR HAPUE, SOLPUR S &
WV LA T 4B M5 5 4% 30T A, 490 0, P 2 BRI B F )57 6— BRZENENS . AR B
gLk, sRLPURS A e S TL-11 BEE . ARBIRIPUA, S sg: &80 ae 5 M
G VSRR, TR JE AR, B MRS, B IENENS, K BT, IR JE I, BRETRR AN, M o5k
s / BRI FE i, SRERISUR T Z, 2 Ene, B Seymy, iRk, SN VP / AiEHE - K, &
AR AR e B / Fh IR, ShIR VYR 22, WARAA TR IR S, TP Ak Me, Bl ok / AR, 7
AR fE / ERE, ERERINTAVD 2, TR RAN T, BRI ALY T, SR IRIKIA M, EhBRAA T W / 174
IR, BRI e AR, BRI, B B/ AR 8, ZER BT, SRINIG TR T, 28R N 4055, &
AT RRR s 2 B At , AN 40, BEIRT] R Rl / FMNEIR, colesevelam hiRER, 4EA 5
B12, Mg, ZEwm Vb A, ik JE T, natalizumab FITFHLZE - v .

[0255] AR BHIIPUIR, BUEPLIARE 3 fe 5 2 WG 16T 2 R ML IR 76 77 2590 1 3 E B i 4 491
TAUFE T B2 BRI R S AR ERS s IRJE 0 R e ng IRREIE NG s P2 s
MERY s4- ZIENMENE B FLJB 2 s THL 3 - B 1a(AVONEX ;Biogen) ;T3 — B 1b (BETASERON ;
Chiron/Berlex) ; T # 2 a —n3) (Interferon Sciences/Fujimoto), T 4 & —a (Alfa
Wassermann/J] & J), T 4 & — B 1A-IF (Serono/Inhale Therapeutics), Peginterferon
a  2b(Enzon/Schering—Plough), 3L 2 4 1 (Cop—1 ; ¥&% $7 K WK /K ;Teva Pharmaceutical
Industries, Inc.) ;mH 2% s A S 3K AT ) s sohr )P 5 Hofh A 4 g IRl B AR K B 1
FENTRISZ AR PR B S B, 49 4, INF, LT, IL-1, IL-2, IL-6, IL-7, IL-8, IL-12, IL-23,
IL-15, IL-16, EMAP-11, GM—CSF, FGF, #1 PDGF. </ BH PR B & Hpt R g5 &3 7 fe 5 40 i
K4 FHIPLREES, 54 CD2, CD3, CD4, CD8, CD19, CD20, CD25, D28, CD30, CD40, CD45,
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CD69, CD80, CD86, CDIO B EATRIEL I . A B I HTIA s L HTR &5 & 0 E vl L5 25
WA, i an 5 2 e, R B 32, FK506, Imih 2% 25, A M R IR, KR W& K, , NSAIDs, 40, A
1655 B S Il I, 49 an A IR JE A, i R — IR IR0 7550, IR s 3] ot B 5, A 1
7, 5 ERRERER, THAE RAELN MR 7 a1 TNF a 8% TL-1 1% S5 5 1254 (#141 TRAK,
NIK, IKK, p38 Bk MAP JEGHDHI5H ), TL-1 8 FALBEHNHIFR, TACE FIHIF], T- 4ifRfE 514 %
FV ), 48] e il 0 ) 5], <6 e R IR A ) AU U R L RE S B NGRS, 6 SRBENR NS, Ifn
SR RS AL BN TR, ]S PR A A RS2 R AT AR (] pb5 B pT5TNF 521K,
STL=IRT, sTL-IRIT, sTL-6R) , G R A LA 1 ( Bilfr, 114, TL-10, TL-11, TL-13 A1 TGF B )
[0256] AR HIHLIABCE PR E G877 it 5 2 BEE18IT 2 K AL IRTG T 25901k
Bl EFETIEE - B, a0, IFNB 1a A1 IFN B 1b s#E R RBK /K, 52 B[ B, DR 85 E B0 i
7, B e H I -1 AR, TL-1 R, TNE 0050, A1 CDA0 FLARAT CD8O [IHTiA.
[0257] AR B HIP A ECE iR 45 & ik vl LS 259G, 1) i1 alemtuzumab, P44
KM, Unimed, daclizumab, KFCE B, xaliproden hydrochloride,4— @ JEMLIE, 4R
¥sHr KKK, natalizumab, sinnabidol, a—immunokine NNSO3, ABR-215062, AnergiX. MS,
FaLL IR T 32 A 55 55, BBR-2778, calagualine, CPT-1189, LEM( Ji 5t A s B K FC 2 )
THC. CBD ( 28 KRR BN ) MBP-8298, I fLik JE ¥ (PDE4 #IIF) ) , MNA-715, Hit ~1L-6
= AK L 1K, neurovax, Y& dF JE Eil, allotrap 1258 (RDP-1258), sTNF-R1, talampanel,
teriflunomide, TGF-B 2, tiplimotide, VLA-4 #5515 (41, TR-14035, VLA4 Ultrahaler,
Antegran—-ELAN/Biogen), v TILEFEHIH], 1L-4 #zh55 .

[0258] A/ B HLAR B PTAR 43 B8 5 2 B6-B ¥R 7 MR 1) A 7 25 P 1 Al PR ol P 491 7 (0. 6
IR < BR) ) DA, A ER I, AR S (L AL, BE R R AR R, BRI R, WA R SR AT
IR, ] 5 s~ R 5, ot U Bl R R B, AR S (L AL, UMb A ER R FR A, LR E , BB AK
7T 45, SR, WRIEK, SF AT, SRR AE LMK, M ==, BhIR OS2, R YEHhig, 25035
), B2 Py B, — SR, OISR B ke iR £, 48 298 IR, 5 KR, A I 2= 80, =, b
H, thER P L0 08, BRIRF AR, ezetimibe, ATSEARJE , RS HAN, Z55 0 H) / — & & E,
i, RIEER], RS R E SRR .

[02509] AR BH I PT AR B BT A S 43 e 5 2 DGR 7 T s il HE R 1996 9T 25 1 4E R
il P 48] RS R T AT Sy, R BR AN UK R, 28 AR, SRR R, TH RO, —
A IR AN, ZE ok A, B HE s v, A0 AU i L e, FR 2 M e, Tl PR OK TR BR ER, IR JE AR,
etanercept, 5K B Hi,

[0260] A/ BB B PTAR 43 B8 55 22 6B VR 97 N (136 T 25 0 i AF PR il P 491 7 R0 35
N 2P TR, VSRR R/ AL, S S m R, RS IR Eh, AP HhIRTE, IR e, WS
R %' xinafoate, levalbuterol hFER#Eh, BHERVY T NERE / S NFGN, IR RS JEBEIR B, ith 22
A, AR EUKAS IR &R, WAL S N HE A, BT 7 55 55, SIRIEAT R 2, S IR Jefn, Jaok Zent
Bk, IR JE S A R HA IR £, e 3, FLE W e, 4 SR BN BIRR AR, VLB ER R, IR e
T, BT BEVEAR = IKEH0, JC AR, 28 R AR 25 e N 5V, €2 IR Sh IR R 36 D Bk, e
Gk / WA IE, B BEPE AR / s Pr 4ERR R, 20 VD AL, W N B e B, A A H Y E, Hb ZEOK AR
BHRERR L, SEVEYD A IR AL, SRR Z VI E, A H I BE /d- I MR, p- R R /cod/ FMIR
B YD A, U R SR £, IR B AAL, YW EHER xinafoate, IBWK, SLIBZF, pe/ &
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AT /IR VERRIE R IR B/ D RRSEBR, ZRARAR /cod/ SR, IR/ R AR, Sk %
55, HIZEKAR , @A H e/ BPR B, 0 /R B/ S AT, 43 22 ZUOKE, B R A A AR, B E
=, PR e, iR B Vg Ak

[0261] AUk BB AR BB 4 BE 5 2 BEA VYT COPD [RIG T 25 W) Al PRl M4 v (0 d&
T BRERYY T GEE / AT R N FE S, WRRE R/ AR, YT R, VSRR
xinafoate, 5 FUKIA N ER, TR JEAn, JL/K Mo, Tk e A DRI IR &, o & W) REah, A
AR, 48 S B IR AL, 22 A0, 2 b 2, A H vk, Bn] 97 & 21, A5 AR N IR
#h,levalbuterol EhPR 2k, FUSHAHA , AL HFAEY, BT SEPIAR —0K &9, I A, LE 7%,
B SEPUAK / vahr ERR PR, e datn / W, $hOKER / ST W, R B PG AR, AR JE e,
B BN, p— BERREK /cod/ FIRE, ZPRMEATHER, p— BERREE / &UE Mg , BB AT At Ak,
tiotropium bromide, (R, R) — #F 5455, TgAAT, Cilomilast, Roflumilast.

[0262] A% BH B4R BT A 70 B8 55 2 BK-G 16 97 HOV ¥R 97 25 90 1) 3E PR i 14 491 5
FE T EE TR —a-2a, THF -« -2b, T FE —a —conl, T FE —a -nl, PEGHLTIL
% —a —2a, PEG AL TH0E — a —2b, FIELF 4K, PEG 4 TP EE — o« —2b+ R, fE L 4AHREE,
HHR, I IRI2HT, Maxamine, VX497 FIH] T [0 LY TP HISR BT HCV RIAEATAL 54 -HCV
AW, HOV & (AW, IOV helicase, HCV IRES ( A BB PRI AL £5)

[0263] Ak BHIHUIARBBL IR 7 B8 5 < BEG VR IT R R M AT dEAL 36T 29I HERR
il P 48] B TR T R JEAR, Tl ARG, b G I, AK KA, T R v T G I, e,
Yy THE, FIRJE AR HIER 5, 57 U0, e SEK, v 5 M), AR H v, 05 P B, BRBE I
W&, SN FG A, R TR 3R d, B I, TR R SR B AL, 70 b 2, o IR B T O A, ot i e i,
BE e m] fr i, SRR, ih 22 53 0, oK e S w), 45, TR E — o, A MENS, MR AR, T4k
H-v-1B.

[0264] AU BB BRPTAR T 43 Be 5 2 B6-& v 97 Lo IUBE ZE 1176 97 25 9 1) A PR i) 451+
ALHE T ) < Bl =) DT AR, AR H i, W5 A PR IS HTI& /R, e I 280, 32, Ui B iR
£, R Y, BRI R B PR N HE, BRI IR S FE S /K, VR SE AR, e S R, SRS IR e L A
Wi, b ==, BRZEOK, SRR TT S B KA, B e, DR IR A, torsemide, Hi B ¥
B, Sy D SH A, R R TS R, Tk IR B, A SEAth )2, Bl g, (0B Ry, e £ R &, R
M D HEYE m- K-S, SRR HUREL &, RIEER, AR DvbIH, GRybIH, EhIe S 2508 /K, f i
R, EhERA 2 R B, RAEAT, S0 eubk il , B R R AT, s 2R, IR R, TR SR, BhIR R
v 2K, FALEH, BRI MR, EhiR 2 Y T i, B35 Oy, 5 Ay T84, Bl G iy T 45 , 21
WKk MG, BRI FE VAT, IR 2 L AL IR, B 3R, 3hiR 2 V%, LU €, rosuvastatin,
ezetimibe/ “EAXAthYT, avasimibe, cariporide,

[0265] AR B IOHUABHUARI 2 B8 5 WA V0 TT 4 OB IR 7 25 W0 1 A PR i 14461 5~ £,
FE R 4590 =, WERE SR, i1 224308, halobetasol NEREL, e BT, &M,
FEAABE R G, BEAC I AR AOK AR, SRURRAR, B4 A, £E IR, G0 5 IR A oK AR, BRIR B A AR,
W e, R SR/ AR, SRR A AT IR, TREAARR , IR, ARAOKAR , N IR A AR / 7
5L, AR AR £h , B 37 5% 25, SAL AT IO AR, IIVR e U7, MR, #4345, pimecrol imus, JEAEH,
T LR PR, etanercept folate, FLER, FFEVPHK, he/bismuthsubgal /znox/resor, Z.
R Rk JE e, s IR, BT G551, A VR 23 28, JK A IR, AR, B IR S nT FE 8, JEHE A, £ v
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[ IKGIR, SEGET / KR / Tk, K FRKAR, 2608, IR 25, WARKABR IR NS / JEIE 25, 0 V) /
BRI /na lact, 4 / feA2m, A/ F VYRR S N B, AhE TR SR, KGR, 52/ =RV
BT / TR, ZERE AR, TR BB, R 2%, alefacept, efalizumab, tacrolimus,
pimecrolimus, PUVA, WB, fII i FZIEL e o

[0266] A/ B HLAR BRPTAR T 43 Be 5 2 B6-& V097 48 BB 001 R (M6 TT 2590 i 4B BR i M
B R FE T IR RS, etanercept, & 4B 5T P, ZE R A0, MR, A0V i L e , 253
A, RFIE K, LR TR JE e, T8 R, i BR 2 U, s KA, &7 ARIR , 7 38 1 — TN R A fth oK
P, S B, TR NS, R, il 2 23, AU IR, IRV OR, otk B B, A ST
B, Wi 55 SR E R, IR JE R, 25 I, ¥ T AN, B5VH —E, MR R, WSS R / oK
FRE, TR AR T IR 195, vt 19 0 28 B M, ot 2 SR IR, ST BV A BR Ul / P IS, AR
V525, A ZE R ER AN , T i vE g , 7 S04, valdecoxib, alefacept, efalizumab.

[0267] A BB BRPTAR T 43 Be 5 2 B6-& V097 T8 28 I8 7 25900 1 A E BR i 14 451
N P52 5E], LR, everolimus, tacrolimus, ABT-578, M HE IR -

[0268] AR B HUABUIARM 7 B8 5 2 WA VR IT A4 B P 2200 1) VA TT 2590 (1) Al PR il 14 191
TG ) T A R AN / AR, PR s, ERIR ISR LR, IR e, 45
L AR, R A AT / FN R, ZESk B AT, valdecoxib, SR FIRJE I, BRIIAL, BEER A]
R/ M EETE, ERIR s / M AER, SRV, 39K RR, SR R LB, EhIRR) £ R A, B
ST, NG T, MU ZEKAR, ROLE 2, MvE IR, 280 T =, T8 R0, $hAEIM, 2208, 280%
A, SRR AT M, 2 L JE 0 EhER 3, USSR AN / KBy, NS itk / b3S, [
FULAR Joxycod/ RV Rl ter, Mg 5y / A>mE T 0, BhIR M Dae, LWk OIR, ThIR N ST
BRI KR, WL 7 / g vl R B/ Bl ) DUAR, B R b e, 22 Pt fth iy, 25308 A 4l 415 FF R
MEZDAVIR i & N = I P

[0269]  AKRHBIPLABBURE G5 e 5 2 BA 6T SLECRE ) IRIT 9t
145 F 171 1¥) NSAIDS, 1 40, XU 55 1R, 28 3% A8, AWy 45, ik 05 Be, V8 28 sCOX2 1)l
7, 90 s ZE R A, BAETOY, valdecoxib sHUAEZY, 4, FR A SR B, ) 41, BRATRA,
AR JEFR, budenoside, HIZE KN s HUEFZR, 19 4, ol PR NIE NS, ERBR LI, 22 M BRI, TP 24
MW sPDE4 [0l 551 SO & s ISR, 4] 22 5 My IR bk L s A % B K B AR BB iR
iGN IR T LLS TR R 2GR L E , 5 Z B K IR, BV RLE, Bt AN
W, A 28 P 40 W EEL 141 n TL—1 ()5 1, il 2% B8R FH K 2540, 40 G e % 2 1 T3 il 551,
% IL-1 B HALERIDHIFIH IL-1ra BEE . AR PR, siEPUR GG En LS T 48
AT 5 A% T A RS, 491 G, 1% 2, PR 00 551 5 et m) T 40 OO 23 1 B0 23,
CTLA-4-1gG BYHL -B7 FKIEPUIA, PL -PD-1 KikHilk. AR KPR EHTR S5 8 7338w LA
5 1L-11 skbt - 4iMe R TPk S, B4, fonotolizumab ($T ~1FNg Hiik ) , BT - 52 1A%2
B, i, Hi -1L-6 ZARPUAFIPL B- 40 R 73 FHifk. AR PR IR 254

IERT UL IR 2B EAE ] (LJP 394 (abetimus) , fl /D 8K S B- 40 B i) 254, 491 4,
P ZAH (P —CD20 Hifk ), lymphostat-B (Hi -BlyS Hiifk ) , INF F5HU5, U1, t —TNF $i
&, D2E7 (PCT 2% T No. W097/29131 ;HUMIRA) , CA2 (REMICADE) , CDP 571, TNFR-Ig #4215,
(p75TNFRIgG (ENBREL) #H p55TNFRIgG (LENERCEPT)) »

[0270] ARG MAEHIULSA " T AME" 87 WA ARHNTE
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BBV oy 7 WRIT A SE T e SEIUHAEE 1R T 45 B 7 IR AN A 2 1) R R
o AR B PR BB RS 2 VR T A S ] DL AR AR N G e JF BRI AR R
A IR A, RS, PR AR EE, DL B BT 2 TR A 1 U0 2 () i 1 () B8 7 T
AFE. 7 ASE R AR A AR VAR B BT AR S s EEH N
o " TUBAERGE" T SR I T £ B0 7F IS NS 2 i TR e . M,
TER 2 A B A FH PRy n &, I 2 e A A/

[0271]  FTEE 255 ARt AR IR M Y. (9, v 7 sRTBG Y. ) o 840, w] DU — ik
RAF, AT LALE— 5 I 18]t LR o3 ) &, BB ARIE 167 IR0 B S5 T8 5L/ 1, AT LA
AH RN B IR o LA Sy 25 2 RN 5 2850 1k 1) S A7 5 Y L il B 1 b FH AL S ) 2 R il
L) o 3% HLAS FH ) SR R B FR 05 4R R B9 T R LBl A 32 V6T 3 ) 5 — 35 = (A 2 3 B
[RIERAL 35 B B A At B AR B IR 7 RO R PUE 2 RS AL S )R 75 B 25 3%
o MR (a) WETEAL S B R AR B SRR 28 IR T BB JOR, A (b) A58
S A T PR IS PR S TR T RN, FR 7R A BT SR R AL 0, OF HoiZ
Ui EEARYE (@) F1(b) .

[0272] {1+, A< BH B BT AR BB AR 23 V6 T BOUST A 280 1 HE BR i ve 2 0. 1-20
=g/ T, BAKE 1-10 =50 / T og. TR, FlE (v LARE & B0 R bR 1 S8 2R f 7 2
FEEEM AR o B — 20 B 1, X AT RE 2 29097 & NAZARYE AT BRI sl sl I B 4 A
WD 55 RN 5 b AT T, e T 0 4 L AR 24 7 22, 3k FEL & R 31 i R L2 481 245 i A
B T BRI SR 1 4 A e v T S

[0273]  II.IL-18 S/

[0274]  TL-18 7E WG4 M, 6 S IR A0 ML, B LA ML, /AR 2 I B 4 i, b 5z 40 g, 1 B0 1
SN, f b5 A0 M, B A0 L, VTR ET A 4 R R AR, DA A S b R R TR i A
thRIk . fE—SBan i, a0 N SRAZ A O RURDIR 48 i rh, FR At A R B I, i AR HAth 4 i

—ERENE S,
[0275]  BRT v THEKIAZAN, AT IL-18 Bk 5 i sl 5 HoAth a4t R 7 W i (0 oA
FE G b,

[0276] AR B — AN SE 7 SRARME T A 2 RN B ) ik DAL 0 26 DR R GA 1 53 B T 110
DR AR TL-18 B TL-18 I 7 548 TL-18 BT 7742 ik 40 e, 240 i Hh J8 X i 2k [ 3

R G I EE A
[0277] %3 1L-18 Z&KEEH
[0278]
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Genbank ID B2 £ Un1&ene£

NM_000389 [p21 ,.;u 3, L3
NM_002198 |IRF1 X8 £

NM_002163 |ICSBP1 FREXFAFNEAEEG]
NM_006144 |GZMA 15 85 A

NM_006515 _|SETMAR _|SET#; M MArmarinerds b Mok o X% B
INM_007185 |TNRC4 e,g:_mzjj

NM_002288 |LAIR2

NM_003661 |APOL1

NM_021958 [HLX!

NM_001335 |CTSW

Hs.382006 _ |FCGRIB__|FcRI bB X (AA 1-344)
NM_020125__[BLAME | o .88 S 2 RE %% 3

NM_007210 |GALNT6 [UDP-N-Z. Bt - o -D-¥ LR
NM_021798 _|IL2IR aX21% 4 _
NM_013324 |CISH 5 [ A FSH2-& &
M11313 A2M a—-2-E =]

D88152 'ACATN z ABEE G
NM_001103 |ACTN2 X , o2

037519 ALDHS 3 8

NM_000697 |ALOX12 ﬁiwgulz - RO
T03600 ALOXS | A v s - gﬁq_ﬁ_
NM_014578 |ARHD RasFl & 30 , MK
566793 ARR3 FHEG3, I a‘: (X-#%a)
U47054 ART3 ADP- E

119871 ATF3 EREHT3

M81181 ATP1B2  |ATP#S, Na+/K+

NM_001188 _[BAK1 BCL2-# oL Hl /& 1 _
U15460 BATF > 153 , ATF-#
NM_014417 |[BBC3 Bcl-28 4% 3

Z23115 BCL2L1 BCL2-#1

NM_001713 |BHMT HES-TIMRBTEARAN

[0279]
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V45878

BIRC3 A 3
U37546_.___|BIRC3 AINPEIHFERAE)
U72649 BTG2 BTG Z ik, 2
U49187 |C60RF32 |3 6 32
703507 C7 # 7
US0360 CAMK2G |CaMilk 811 y
XM_071866 |CATS6 CATS6Z 4 /K
INM_005623__|CCL8
732765 D36 CD36HAK (MRIM / TSP 4K)
HG2981- CD44 CD443 %

HT3127
11697 jcD83 D83
XM_071866 _ |CDR2 oI - B (62kD)
U51096 ICDX2 RAFE &% F2
M83667 |CEBPD CCAAT A C/BBP), d
[D87469 "|CBLSR2 [|4% , BGF LAGE KG- 2
107765 |CBS1 1
U66468 |CGR11 EF-HAND &) #m
X14830 {CHRNB1 1
129217 CLK3 CDC- 3
X15880 COL6AIl IVR, al
NM_001851 |[COL9A1 BE, IX%, a]
M27691 |CREB1 7 1
M37435 |CSF1 ( EXme)
HG3548- lcum 3 (CCAATERZ G )
HT3749
X13589 lcyr19 taje, & XP450, E FHXIX
X16866 [cYP2D7AP P450, ¥ E#kIID
X59131 D13S106E & =)
NM_004393 _ |DAG1 MEARRZGRM]
073338 DLXA d1sta1 lessﬂi&ﬁ-ﬂ&
119267 DMWD T . '-
V53445 DOC1 i
X68277 DUSP1 :
048307 DUSP4 M
NM_001950  |B2F4 — 3k A
87269 EAF1 g4pm_1
M57730 EFNA1 REEG - Al
X52541 EGR1 1
704076 EGR2 2 (Krox-20F] & %)
X63741 EGR3
L07077 BHHADH
M62831 BTR101
M60830 EVI2B ) 243 5 2B
US53786 EVPL E.¢. % 4
NM_001988 S EE
NM_000141 |[FCGBP 1gGak2 Fc
'M23668 FDX1 2 1
U60062 FEZ1 & 1 (zygin 1)
[0280]
NM_000141 FGFR2 AT A AN B A A R 32 1k 2
049973 FLJ10803 HEZ M8 A i FLJ10803
089995 FOXE1 Forkhead F:[K & ( FURIREE KT 2)
027326 FUT3 SURHE L RS R 3
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A28102 GABRA3 Y - &3 TR (GABA) 24K
M25667 GAP43 AR AR 43

1.34357 GATA4 GATA- 45551 4

019523 GCH1 GTP ALK SRl 1

101406 GHRHR AKBEBR R

003486 GJAS M BEEB R 1, a5, 40kD ( LB T 40)
X68285 GK H

718859 GNAT2 B WA R IR &5 A e (G &)
HG870-HT870 GOLGA3 EUREAR H S PR, SRR KK a, 3
D49958 GPMBA B ER 1 MBA

D43772 GRB7 R T2k - S aEa T
AC000099 GRMS BEIRZ R, ARG 8

M57731 GRO2 GRO2 Eje & K

X53800 GRO3 GRO3 Euje K

MI1036 HBG2 MmerdEH, v6

D16583 HDC ZH R IR I

X64877 HFL3 H R CRMA ) - FE 3

X58431 HOXB6 [ 57 I AE B6

M16937 HOXB7 I35 5 JEAE BT

NM_014468 HPX42B I8 I AH G [R5 57 TEAE

X92814 HREV107 KA T A B HREV107

1.19314 HRY B R - FAEY

M26665 HTN3 Histatin3

D10995 HTR1B 5 it (IMigE ) 521k 1B
141147 HTR6 5 Rl (MG ) 521k 6
M24283 [CAM1 40 B[R] 5 2+ 1 (CD54)
S81914 [ER3 BB - g 5 3

J03171 [FNAR1L TIE (a, B Fl e) k1
700219 TENG THE ¥

NM_000619 TENG TP v

NM_000585 IL15 HMNE 15

U31628 TL15RA [N E 15 21K, a

X04500 IL1B HnE 1, B

M27492 ILIR1 A 1 524k, 1T

X01057 TL2RA /)2 2 21K, «o

M26062 [L2RB H % 2 21k, B

Y00081 L6 Aoz 6(THE, B2)

Y00787 L8 H % 8

731695 INPP5A VLB SRR IR 2 —5— W R, 40kD
X06256 ITGA5 SR, ab

X57206 ITPKB WKL 1,4,5— — % 3— B B
020734 JUNB EFE B R Em S A
NM_014879 KTAA0001 UDP- i 25 B 104 S 11 G 25 ({8 BEA2 1K
D31762 KTAA0057 TRAM- #% 25 [ Ji

D42038 KTAAOOS7 KTAAO0S7 FL A=)
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NM_003551 _|KIAAO133 |KIAAOI33 B - %
NM_014846 |KIAA0196 nnow;ﬁﬁf&
X06182 [KIT ~ -
NM_005551 |KLK2
X07730 KLK3
M13955 KRT7 5
M57710 ALS3  [3% 3 S iER IFAREXTY|
583362 LIFR éﬁﬁ#ﬂﬂ% #
NM_002314 |LIMKI LIM
NM_005569 |LIMK2 LIM& 2 s
U49957 LPP a.2LIME IR
089922 LTB :ﬁ»e, (TNFR R %, B R3)
X14008 LYZ JR& H")
U59914 MADH6 ;
D14497 MAP3KS > ; ‘
X59727 MAPK4 s L l
NM_000429 |MATIA ?
AG1877-  |MBP u*ma.&ia
HT1917
HG3115- MBP AR SN EG
HT3291
U43944 ME1 1, NADP (+) H, B
X72755 MIG y ;
NM_021230 |MLL3 A VRIS IR XTI T YK

[0281] |NM_005951 [MT1H
X78710 MTF %@
X70991 NAB2 Gl bp 2)
M32011 INCF2 K 12 ‘
$77763 NFE2 : LEES , 45kD
M58603 NFKB1 '
S76638 NFKB2
M69043 NFKBIA
U91616 NFKBIE
D86425 NID2
T13740 NRAA1 R EE&L, Ak, MR
44848 NRF1 p F1
U79251 [oPCML. [ hH R M-H40%EG / mEEL T -H
HG4115- 101{133? A2 R AR
HT4385
M27288 OSM ETq
AF000234 _ |P2RX4
D50640 PDE3B
120971 PDEAB
110343 PI3
U77735 PIM2
NM_003579 |PIPSK2A BL—4- 5~
U17034 PLAZR1
ABO00584 __ |PLAB
X63131 PML

57




CN 101979412 A w B P 46/80 T
D11428 PMP22 SN 22
NM_032940 |POLR2C 3 NA) 11
NM_005035  [POLRMT A8 (RNA) &1k DNA F )
NM_003579 _|POUZF2__ |POU , 2K, KFAT?2
M18255 PRKCB1 > p1
101087 PRKCQ C, ©
D38128 PTGIR ﬁ';ujg 12 (M5 BRIFE ) %4 (IP)
Y10375 PTPNS1 LT REIZY YIE]
D15049 PTPRH : Yy , H
M31166 PTX3 entaxin-
U59877 RAB3] RAB31, RASEC A% ¥ |
NM_003579 |RADS4L  |RAD54 g%i%&) s
U64675 RANBP2L1 |RAN#E &~ 2-31
857153 RBBP1 FELTL 1Y & X 4B
NM_002903  |RCV1
NG_000013  |RDBP RD RNA-82-% 9§
[X75042 REL v-rel
M83221 RELB v-rel
NM_000537 |REN [
U22314 REST RBI— B¥
$59049 RGS1 érf? M1
U70426 RGS16 g: 1 |16
V22377 RLF ¥ L-aychkS
U38480 RXRG R M XK, v
L10338 SCN1B il i
M23178 SCYA3 JEaTik S E FAS
M69203 SCYA4 s 8 ST 3 A4
NM_005409 |SCYB11 | &3 B: CXC11
D79206 SDCA4 ] 4 (A% , AREOER) |
NM_005065 |SEL1L sel-1 (1lin-12 C. elegans) - ‘
NM_004186  |SEMA3F iF
703764 SERPINE1 ., ¥ N
NM_006802 _|SF3A3 BE T3, FX3, 60kD
gg?zg- SFTPALZ  |R@ERM, M-B8XEH/RAL
19
D85077 SLA Srcjii_ﬁ*
NM_003037 |SLAM
M91463 SLC2A4 2 th % ik :
D82326 SLC3A1 ST 3% 7
1.05568 SLC6A4 ‘T‘ ggggzﬁc (XE)
U96094 SLN rcolipin
X83301 SMA3 'sms
D21267 SNAP25 B 25kD
31529 SNTB1 A - A
HG961-HT961 [SOS1 it 149 >4
M62800 SSAL 52kD, A% SS-A/Ro
NM_021014 |SSX3 , XBF &3
Z35093 SURF1 I 1
NM_005816_|TACTILE |Témb K75, Himthub SR L

[0283]
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L2544 TAF2E TATAMQ (TBP) - X BT

M95787 TAGLN ﬁgg
NM_ 005421 |TAL2 T-8m )0 & HHC W & o 52
147345 TCEB3 kEXE-FBA10kD, EMNEE A)
M57732 TCF1 nwa T (HNF1)

NM_003205 |TCF12 q-

M96956 TDGF1

U19878 'TMEFF1

M92357 TNFAIP2

M59465 TNFAIP3

X83490 TNFRSF6

U37518 TNFSE10

NM_003294 |TPSB1

U19261 TRAF1

U78798 TRAF6 -

569790 WASF3 VASEZ & #* 3

U53476 WNT7A wingless—% MMTV & K3k

L15309 ZNF141 REG141 (F HpHl-44)
U78722 ZNFI165 @38 F G165

HG4333- ZNF79 #8%X4a79 (pT7)

HT4603
X57809 ABMTER

HG3111- ki G AL MEHR409
HT3287

U79249 X 238394 3]
AB000464 #M: RES4-24A
HG4593- & AR # Ml (SCN1A)
HT4998

X77744 AFLI0002Z &K, &%
179248 A% 238264 5
A1420129 BSTs

[0284]  SZjff5] 3 AFF T IL-18 A IR B % 8 7. XS 53R B TL-18 2 H 52
R T, IF H Rt BB g g At 2 M 5 B UM R R I8 . A A N A (1)t
FER XS T IL-18 MR 2w NAE NFErh )2 R A, 9F HAESE T e AME 8 B 2 hrid it
i, UL Pt —1L18 Dy
[0285]  TL-18 Iif~15 71 n] LU IS IS B LIk, e g & Emash Mg & &
Ho
[0286] 25451y TL-18 FNHIFIAFEALALR T, 455 TL-18 Hbifh S H 7 B 454 TL-18R 1)
Uik (455 TL-18RACP FHTAK s TL-18bp s IL-18R v Bt (4lt, TL-18 2 R HV i i) Mo o b 45 14
) 456 1L-18 JF Hig/helPii'e 5 IL-18R AH AR B s 456 TL-18R Ff Hig/helpiy ik
‘©5 IL-18 8¢ IL-18RAcP AH BLAEFH K ;455 IL-18RAcP I Hysk/Nel By k& 55 TL-18R AH
HAEFIIBK ;o8 Nk Bl b 1L-18 P24z s 1L-18, IL-18R, Fll IL-18RAcP Ff—A>2 8] (K 4H
HAEHWI N+
[0287] "I [fI SCRR IR T — 28 TL-18 FP 5], ) U1, 1994 4 7 7 14 H 2 FF 1) 36 [H £ 4
No. 5,912, 324 ;1999 4F 12 H 8 H/AFFHIEP 0962531 ;1994 4 11 H 15 H /A JFHIEP 712931 ;
1994 4 7 H 14 HAFFZEEEH) No. 5, 914, 253 51997 4F 7 H 10 HAFFI WO 97/24441
2000 4F 5 H 9 H A FFIZEE LH) No. 6, 060, 283 51996 4F 12 H 26 H /A FFI¥ EP850 952 ;1998
F9 H 16 HATFIFEP 864 585 ;1998 4 9 A 24 H /A TFI¥I WO 98/41232 ;2000 4 4 H 25 H
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ANTFHIZEE L F) No. 6,054, 487 ;1997 4F 8 F 14 HATTHI WO 99/09063 ;1997 4F 11 H 3 H
ATFFEI WO 99/22760 51998 4F 1 H 23 H AT WO 99/37772 51998 4F 3 H 20 H /A FF i WO
99/37773 ;2000 5F 1 F 26 H/AJTHI EP 0 974 600 ;2000 4E 3 H 9 HAJFHI WO 00112555 ;
1997 410 H 31 HAFHAEHR HIE JP 111, 399194 ;1998 4F 2 H 8 H A LLES L
FIFIE TL 121554A0 sIXLESCRRA 1A B AR LS [1ES5%5 .

[0288] X T A H AR N D4 S 1M 2 L1 A2 X HEL s 1 A i B 1) A A5 3 A8 A T 2 A%
TS 5 DR, FF H AN 125 A 2 BH ) 3 R B B 2 I () S e 7 2450 FH 60 (1) 5 [R] 40 nT LAk
AT o TEVEGRHEAR AR B 20N b, 22 M T 1 (1) SEts), SE5 A M A, Sid) O 1 vE4
Ui BT E R T A A2 22 PR A 2 B ()98 ]

[0289] 5Lty

[0200]  SEZjfifs) | - EL4H TL-18 [ i) 45 FIEAE

[0291]  SEffel) 1. 1 :TL—18 ZE4 3 Pk o2 1K 5

[0202]  SEjids) 1 ASERtAA] 2 H, BRAE S A U0, FAH R TR E TL-18 B4 TE
[0293]  SEZJfEfs) 1. 1. A :KG-1 A4l

[0294]  KG-1 (ATCCHCCL~246) A& 41 i T 3R I K 7K T Th g TL-18 52 AR I N i B 5 1% 41 g
Fo AT TNF VAY7 B BT IX LC A Y Il g TL-18 A2 K[ IL-18Ra 1 B W&, it
ELISA, ¥ TNF- b FRA KG-1 4 e 584 A IL-18 (rhu-1L-18) I8 8E4T KG—1 A4 5 , Il
E IL-18- B S KN IFNy P24 (17K F (Konishi, K. , 2% (1997) J. Immunol. Methods 209 :
187-191) o I KG-1 A4l 52 >k 2 TL-18 FEHUHIM - FIRE Sy #4n, Pi -1L-18 Pifk 5
AR EER rhu-TIL-18 iR &, SR J5 7E 37°C F 1E 96— FLAR 1 5 TNF- AL PR KG-1 41 iR &
16-18 /Nt e B IF Had i ELTSA WlE N IFN Y JK~F o iZ00R5 1S TL-18 F5H17)
IR 4x107" %2 6x10 "M ] IC,, 18

[0295]  Sjifs) 1. 1. B - A4S I #7

[0206]  faj2Etlivhi, N4 s (WBA) Il AL BE24TE 5 T IL-18 F5PiiflPi Rk 1L-18 [
R o AESTRE A, 32 A2 IR TL-18— fKA Pk A TN Y F=A 3] . 78 37°C FLESF
LEEAAEAE IL-18 F5P1H) N, F LPS (1w g/mL) jp IL-12 (50pg/mL) i 4= 1fL. LPS hp IL-12
)2 J5 18-24 /it ELISA JilE A IFN v ¥R JE,

[0207]  SEJifA) 1. 1. C : ARG A 1A%

[0208]  fRjEEHL UL, fE2 MRS AR5 (RBA) A1, *°T FRICHT rhu-TL-18 #H Kz TL-18 5
IL-18 2R 45 Ao " I-rhu-1L-18 ¢ 5 PE 454 TNF A #EfY KG-1 4 i b IL-18Ra B ( ~
7,000 4741/ 4L ) o " T-rhu-TL-18 FA FIEA PRI TL-18 —FERe 590 M I Ho Bk
HFRICH TL-18 344,

[0200] & LR AP D 7 2, AR Be FE PRI A b, TL-18 5 m og F Pk TL-18 2 1k
(IL-18Ra B) & &&A MM, HE IL-18- N FHFESHS (BRI IENyY f=42) $iFEW. £
I B b, TL-18 5 TL-18Ra B [ 4s & HEBHWT, MG A RAEZE - M SHRES
L

[0300]  SEZjfifdl 1. 2 :EE4H IL-18 [

[0301]  SEjffdl 1. 2. A JFURIAAEE, N TL-18 JE R fi4tith

[0302]  JHiLAFE SF-9 B4l RIE TL-18 BHATE = AL AN TL-18, W A ACSIHE 23 4
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(RIFRUE S AW 771, — AN ITFHIFS) (Ushio, S., 2% (1996) J. Immunol. 156 :4274-4279)
N FEREA R PCR 514146 42 K N TL-18 J2 cDNA, Jf HA%E% e B BIFF IR & (BY) #R2 %
& pVL1393 (BD Biosciences, San Jose, CA ;Cat#51-21201P) » HHKHI&E KA IL-18 JR
cDNA [#15"  PCR 5 |HL & 4nhd 6— 2R IX K741, 615 1L-18 JR#) N- Kuifd & 6-HIS— 4
[0303] A EL{ TL-18cDNA [f) pVL1393 AR AT IR B L 4L SFO T 12 BN A o 14 5 4 1)
SFO 4l B it o F OBV B P~ 48 80 AE LAk 41 HIS- i) 1L-18 J& (rhu proll-18)
(BD Biosciences, San Jose, CA ;Cat#554802) . i H AN RE AR -1 /HALEE— 2 4b3H
I HIS- ARic i) TL-18 Jg, P= A A MiE 1 1L-18 ( B3 1L-18) (Ghayur T., (1997)Nature
386 :619-623) ,

[0304]  SEZJtEfH) 1. 2. B :1L-18 [ NEM 4b3H

[0305] M HA Hayashibara Biochemical Laboratories 3kfSHIE 4 A IL-18 £ I+
TETER TL-18 S5 A op MTE I b E o Al TL-18 Fh YAk Z IR AS [ X 2 /], TL-18 43,
TR IXLET R R SRR DhBe e s e, FZE . R TL-1b FRAZ N TL-18 [ [A]
PERMEAR A0, BN TL-18 AL E 38 F1 68 (1) b R ER vk I At JR e 110, IA b S A v ME 1 o
[0306]  FI N- ZEE L REETE i (NEM) AbFESTiEfs) 1. 2. A RIS IL-18, Ry
PG AE A o NEM-TL-18 JE BRI, AT RS FEAA, 2 AR A8 e 1) LRl 5 e [R) PR B e 3
PEo NEM-TL-18 f£ B FI 47, R A PT —hulL-18 R AIH A 454 I Fl NEV-1L-18., S5 NEM
AEFE TL-18, MRPEHT —TL-18 HUAAHFI A WBA ' NEM-TL-18 FIRAR A TL-18 [0 e B8
JIHTINE (¥, NEM-TL-18 b fIERAL R T o NEM-IL-18 H Tl € 2K A Bt — A —IL-18mAbs
[ BRI BN DR AE

[0307]  SEjfs] 1. 2. C :1L-18 [ 4C/A SR HE FRAE

[0308] I jof 4 e 2 TL—18 o PU A 2 It 2 B2 58 78 1 A 2 B2 il %6 TL—18 [1] 4C/A A2 &
(" 4C/A-hul~18" ) . MR FTHIK 4 H 451, TL-18 ] 4C/A 5842 A 5 NEM-hulL-18 LbAs,
RUPPAE ORI A =AY 2 R e A R . B 36 EU (OLS) AR/ Z
#r (SEC) 4347, IL-18 FI NEM-hulL-18 ] 4C/A 5 72 Sk, [ — @AM R B SFY)
PR E HEARL . TL—-18 F NEM—hulL-18 [ 4C/A SE78 4R 1) A% Pt AE KG—1 358 o2 AH R
TL-18 &5 & 1) TL-18BP FlHt —TL-18 HrAk A X A AL e F . 4C/A-hul-18 WA
FACATRE T, I BB G 7E KIT w h m KRk

[0309] K 4 NEM-IL-18 il 4C/A-hull-18 [ LL R ' EA MG IS R WEL R, YFiFa
T RIS PURERAN MU 4l & 12 AR S A = R AR 1

[0310]
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<23 R NEM-huIL-18 (4C/A) -hulL-18
FRIRE SEC %73 B4k
DLS #4k B4k
1% CD (ki) 210 nmCD %) 210 naCD &)
M CD (SEiaH) HEACTHLT SHEACTHT
A& | 2ng/ol IL-18 3|2 8ng/mL IFNvy 8ng/mL IFNy
t9IFNy =4
- 2c REsrokbst IL-18BP-Fc, 125-2H#= | IL-18BP-Fc, 125-2H
IFN y A t¥Ho IL-18R a ¢y FFo Fo IL-18R & &b fer
Biacore (Ko) IL-18BP-Fc, 0. 098nM | IL-18BP-Fc, 0. 135nM
125-2H: 0. 2nM 125-2H: 0. 2nM
2.5(E)mgl: 0. 3nM 2. 5@)mgl: 0. 20M

[0311]  SEjifs) 1. 2. D A=W 2Ak rhull-18 (AEMEAL —1L-18) (K7 A FIE1E

[0312] 1) F A 400 350 2 S0 09 b HE B R, - Bl 2 IR Ak 2R B XSk B S 1. 2. B 1
NEM-TL-18 AT A E 4k (Sul fo-NHS-LC-Biotin, Pierce, Rockford, IL ;Cat#21335) , 313
KA ZE Ak rhu-11L-18 (biot—11-18) £ & hullL-18 & /WA 1,2,3, 8 4 NMEM R IR
I SIRE Y. IEAM, 76 biot—T1L-18 P 4FAN hull-18 454 2 81 3 MEWZE MY fe L3
Vi . HR¥E ELISA 737, Biot—IL-18 RGN, 456 HH0 —1L-18 Huik, JF H AR5 1)
BT AT —hulL-18 JLik M, Biot-I1L-18 454 1 KG-1 40 fufE 40 o 1 25k mop
PERY TL-18Ra B, ML — M EPiiEk (Sigma—Aldrich, St Louis, MO ;cat#B3640) it
FACS 7 ATkl KG—1 4 e 1 b biot-1L-18. Bl b AEMRERMAEHA TG G, A Bk
rhull-18 [ FIRAT

[0313]  SZjffsl 1. 2. B :™°T FRicH) rhullL-18 (7= AR AE

[0314] 1V Amersham # iR 1 4 1 (Piscataway, NJ ;Cat#IM5861) , H "1 #r i SE i 441
1. 2. BR1F I NEM-1L-18 Fita ekt . (R 7 R e vm M T AR i) TL-18 53 &1
(1) TL-18 3a 4+, I HAr R 456 K61 4iMe B/ TL-18R. i FiHr —hull-18 H g EHLik
BHWT “°T FRic i IL-18 5 TL-18 2R 45 Ao PRIk, UL VE AN TL-18 M2 R4 4,
WEASBERC AT TL-18 BRAL . fEZ AR AR50, A ™1 Arid iy 1L-18 i@ Ht ~1L-18
UK A A X R B

[0315]  SZjifhl] 2 51 IL-18 LAk mI= AL F4y 5

[0316]  Sjfdl] 2. 1 %52 Pt —1L-18 ikl E:

[0317]  FESZHEMH] 3, BRAE A UL, R R )R 58 28w FIRAEHT —1L-18 Hiik.,

[0318]  =Ljitafd] 2. 1. A :ELISA

[0319]  #F 4T ELISA, fifi & &5 & A 1L-18 19 it fk. 7E 1X I ELISA v, & 4 % fb
NEM-huTL-18 ( Zx WS 1. 2. B) # 1L — AW 34k TeG Wik el & iR 2R B hi MR
BRI b o AT 24289 B B 40 M BV, IF BRI HRP— BRI EIHL — A TgGs, RHE A4
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B SN BRAE ELTSA J732%, 1l TL-18- &5 & Idifk.

[0320]  SEjfsl] 2. 1. B : V. FH BIACORE A S8 At I i

[0321]  BIACORE X% (Biacore, Inc, Piscataway, NJ) M EHTARRI 2 A, T2 4 ml, &
R TR BN Bl ) 2R A RIS I 028 =Pk (a5t - A TeG BiHt — /R
1g6) , ¥ Bt IR B =ML B O i b SRS AT AR B B2 TL-18, S5 id 3k A I [A)
(KR, I B H 3 R A, TR, WA A pls % 10M s ' X AR, B
HERZ 10 WM s XA,

[0322]  SEjifh) 2. 1. C R A7 K3

[0323] AV H] BIACORE £ A2 TL-18 FEHIHIF ndt —TL-18 HLiARAIN KA K.
SR, —Fh IL-18 F5FiI 438 ] Biacore {5 /7 b, rhull-18 HE @ iRF4E & . KRG
MR - IL- 18 FE P S X P AR B E5 G o ARG [R]85 30E B, X & U A
7] R AT o

[0324]  SEEfH) 2. 2 4# F XENOMOUSE [J$t —~IL-18 HuMAbs [#F=4=

[0325] ] [T} XENOMOUSE %% A/ flE A (Abgenix, Inc. , Fremont, CA) 3834 AFi - A
IL-18 By fEHiAR (HuMAbs) o IXIREE AL FE L EL /)N ) #5445 5 f3 VH, DH, A JH,Cu ,C 6 1)
N R] AR Rl R R R, R PR N T oG E 0 S S IR R AR B SR IR RS . FH IR BRI P SR T 3 2
Jii » XN R R AEBUEPUR A AP

[0326]  SZjifdl] 2. 2. A :JH TL—18 il % XENOMOUSE [f] # s

[0327] X T HTA S, ik & #3425 XENOMOUSE St . & ikyy i i S ki 24 1
/INER B0 T T, B HURE 25 Bt A T AR /N R IR SR vE ST, £ 5 TiterMax Gold B
11 v/viREIEHIE DPBS HHEA 40 T A TL-18 (NEM-—rhuTl-18) » A& /N
W5 25 545 Ad ju-Phos (EEREREERS ) TR-& LR DPBS P 40 T A TL-18 AT o
TPz 6 IR, AR 0B K/ BRASE T VA S ) ) 1) Je 2 DPBS Hh 40 Bve N TL-18 B AT /e fa—
g, R &, /55 0,4,8,11,17,21, 25 1 35 KX Zh) e fedeft . fE5 39 K
WATREG . RN 7 S5, /N SRAL B2 SR TE, AR 5 (RSO v Ak 2 45

[0328]  SEiifA] 2. 2. B «ZAT TR KTl 4%

[0320] T ik XoJ 5 IS ) A0 JEE 0 AR U 85 AT ok R A R R SRR 40 STt 9] 2. 2. A AT ) IR T2 4
M, A5 FH AL 23R BE L, G CDOO I I HE R T 40 M. LA 1 ¢ 1 I HNR G vEdR I s
£E B 40 AN ATCC MY AE 7 WA 6 989 P3X63Ag8. 653 ZHififl, cat#CRL 1580 (Kearney 4%,
J. Immunol. 123, 1979, 1548-1550) , AT J8AC IR Al I LA 800g B /L3 41 VR & W) A
DUIE. e RbR BIEW G, A 2-4 Z T8RS B W (CalBiochem, San Diego,
CA scat. #53702 ;0. 5 &5t / ZJt PBS W ) ALAGEE 2 7380, SR MA 3-5 =7+ FBS LA
R B, O ELAE T B4l M E A SR, BCRS (0. 3M JEERE, Sigma—-Aldrich, St Louis, MO ;
Cat#S7903,0. ImM ZFREE, Sigma, Cat#M2545,0. ImM Z 4%, Sigma—Aldrich, St Louis, MO ;
Cat#CAT05) H BTN 2 40 Z T+ SRR B0 2 J5 2Bk LiEW, 7F oA 4 o B3 T 40
ETF BECFS, [ SIX PPy 0 3R, UK 40 i 2508 B T BCFS & 2x10° 40 / TR
[0330] i F ECM2001 %, Genetronic, Inc. , San Diego, CA & & A #eilEAT H — 40 o g & o
RG22 2. 0 Z T, A R I AR B AHESAE L :50v, I [A] 250 5 ;[
RS54 < FLHs =3000v, I R] <30 F sFil& 5 DR B N R) =3 A0
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[0331]  fl& 2 Jo, 40 M B3 B2 T 4% A0 98 fil & 15 7% 2% 7 :DMEM(JRH Biosciences),
15 % FBS (Hyclone) , & 4 0. 5XHA (Sigma—-Aldrich, St Louis, MO ;cat#A9666) , 3+ H % i
H L- BN, pen/strep, OPT ( HLlE L8R £, TNNIER £8, 2R 25 ) (#BM Sigma 3515 )
IL-6 (Boehringer Mannheim, Indianapolis, IN), £F 37°CHl 10% CO, KJZ= S 1577 LABEAL
Ax10° 4 AE T ik 96— FLALZURT TR 10K 40 M P A5 5% o 15 IR 4E J4 AT TR Rl A B 7R I Hh 5
2 JH, R IG L B e Ar B 15 95 5L :DMEM (JRH Biosciences, Lenexa, KS), 15% FBS (Hyclone,
Logan, Utah) , Jf HAMH L- %20k, pen/strep, OPT ( Wil LfREL, WEHIRER, Bl %)
( #ZBM Sigma 3545 ) F1 1L-6 (Boehringer Mannheim, Indianapolis, IN) . PALE 0. 5XHA 4948
TR R B R I TR A SR R AT IR, JF HLAE L BLISA X478 2428 988 i A0 2 Lk B A s i
PEo ELISA ¥ e 44iid 7t B it (N IL-18 Bl PAR ) HiRE Hig, IF HAT
MBS IR (HRP) Fric /NPT — A TeG R AL — N TL-18 g &hiik, R 5 iE il
SPATUEAT PR ZH ELTSA SRAE SEFT A B PERE fh, PEARRIR T AE DR A Ak )~ (A TL-18 &
Al ) BIRE BIEW, I HATH AR A (HRP) FRic /NPt - A v A« BERS
MAPT - N TL-18 G &Pk,

[0332] I A BR AR B PR IR AR BRI BT IR — FRMEAL EEAT el o XA B DA 25 8 —
BE AR BAAAE, AR JF B Bl IR — ek ELTSA Fiiik s — W75 FLI0 LiE . i £ ¢
ELTISA, ] Luminex {85, 738 & SOMWAPE el ESEN v 1 x BEFJZERT .

[0333] S 2. 2. C :XENOMAX $i R

[0334] B, XFSE o] 2. 2. B A 345 09K B 40 Al S i ok B EL 4 B oAk - AR T Tk
(SLAM) , iZJ7EM7E T XENOMAX HifA kA (Abgenix, Inc. ,Fremont,CA) . 7E 96 FLA+
SRR 7R B B A Y, 8 I B A R B S e AR AR U EE BTR (N TL-18) A
FEHUARI B 40 e (Babcook, J. S., Leslie, K.B., Olsen, 0. A., Salmon, R. A. , il Schrader,
J.W.,Isolation of functional antibody genes from single lymphocytes of defined
antigen—specificity. Proc. Natl. Acad. Sci. USA,93 :7843-7848, 1996) , Xf T VH Fl Vk g &
FEAAER 5" 514, T AN Cy M Cx R i) 37 514, Tk xs 7 B B 41 B kAT 540 g
RT-PCR, bl TgG ZEP . ARYE L] 2. 2. E A 2. 2. G Tl {Emf FLah P 4 e R R I &
2 TG FH .

[0335]  SEjtifh) 2. 2.D B ~TL-18 HLAK I E

[0336] AW AL TL-18 ELTSA (22 WSEJtif 2. 1. A) , %o e MR P SLitifs) 2. 2. BRI 2. 2. C
il W A TR = A g A TL-18 PRI B- gl il SRS AEMR A SE s 1. 1. A BEAT 1 KG-1
YRR, A S S S TL-18 DU AR B i g wilsE TL-18 thflge ).
HRRITPT —1L-18 Pk (K EH AT AT SLAM aproaches) Vi b S FLala A&+, 78 COS 41
MrpRIA, 4ifk, 3 HAE KG-1 AEPREe h ke (0K 5) .

[0337] %5 KG-1 EMiAE i ~1L-18 HuMAbs HJHAIfE

[0338]
HuMAb# KG—1 J5E (ICs,M)
NEM-rhull-18
HRATIE
2.5.1 3E-10 ;4E-10
2.13. 1 2E-10 ;1E-10 ;7E-11
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2.3.3 1E-9 ;2E-10 ;7E-10
XENOMAX

215 1E-10 ;3E-10 ;1E-10 ;
444 1E-10 ;2E-10 ;2E-10
478 7E-10 ;2E-9 ;3E-10
435 8E-10 ;7E-10 ;4E-10 ;
413 LE-9 ;7E-10 ;7E-10
581 7E-10 ;3E-10 ;3E-9
231 1E-10 ;3E-11 ;2E-9
521 6E-10 ;3E-10 ;2E-9
336 7E-10

351 2E-10

490 oE-10

950 TBD

268 7E-9

[0339]  7EZR 1 PR 73K 5 PRI AR X
[0340]  SEjifsl] 2. 2. E . /P AIHE —1L-18 HuMAbs YV 5 % RN LA # 1A 8 A
[0341]  #R¥EAEF=F UL, £ CMV B3 TR, 46 pCDNA (Invitrogen, Carlsbad, Ca)
BAR T SRR R R R RESE R o TR I 2 AL A8 R AR A SN AR HE A A, F AR R %
o, ) RS B, A A S AT AL v -2 F ko P8 I 8 ok L[R]3 G COS 4 fid
[0342]  [AUSC4l Y, 7E#b 78 45 R K JE I 3% DMEM Hp 55 540 i, FE 3 WP ik 72 /i SR )5
WAERE FRY) L35, B0V S IF Bk g, JF H L Protein-A B 5. HI PBS PRi&AE 1, FIE pH
Gt FIBEL DT, I B IMTris S ARIE TPl . 7E Amicon—30 JE4% it yESs b PBS XfHifk
Wil &4 AT RNAT . I AE 0Dy T MG 2 VM1 SDS-PAGE 43 HTHT A If1 3k 5 A&
BE SR A R EAT TN e TL-18 rhAIRE
[0343] 24 T SEIR ABUARALE COS 41 e 58 moK PR 1k, fE K BN+ 8 ) i 4%, — 4
BT A [ BB R B T B S 24k pEF-BOS (Mizushima, S. i Nagata, S. (1990)Nucleic
acids Research Vol 18, No. 17).
[0344]  fij 5 2, LLXAER 7 s Bev T EEE AR X (1) PCR 514, [ SR AN 16
55 BN TeGL 152 X 74 [ EF24ER (SEQ ID No. 2) BUZRIESRAZ/A (SEQ ID No. 3)1 K
& pEF-BOS ik o Aif [ Vy PCR 514044 & BRI A5 Neul, S5 5 IKIIZ TR 5 — 1. X
7] Vg PCR 51 Sall FREM S, EHAEEFR TSN v-1Fc JPFIII 5" . H Nrul/
Sall yHAL V,PCR Jv B, 3f H s % 21l pEF-BOS A TgG1 #F A=Ak pEF-BOS A TgG1 F87A% PR 2k
fhrp, dl It HindE FRAEIVE AL, BEASREELISKR B pCDNA ik« TR AAFAE, ## 3 pEF-BOS
kT, B T4 B AR TS, B85 FH Not T i1k . SR BIX Healifty /Not T 5255 Fr B va %
B Srf1/Notl JE4LIF pEF-BOS ik,
[0345]  MIRWIZAAT RS 22 e B DUARIRT Vy ATV X o A= AE BRI 40 e i) 2% RNA, 487 A G by
AV 51T RT-PCR, BUXTF Vy A Nrul/Sall 514, %) Vi A Neul/BsiWl 5149, K4
K TgGl Fl x FEAAE A A 2K
[0346] - DEMIEFERI PR, RAFEMIAHA BT (Q SAARE EB), XU
HREM /SR EE NH,- K. Q 4F 8 NHy— 2K i ) B 44 1 ) 25 159 31 NH,— K g e J 1, BT
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BELEIRAL A E B TRk, — SB35 4 [ NH,— 5 5 BRI B8 WA .
A BRI, Fe #5410 2 4 X b 26 0 234 135 5088 235 75, W79 T B4 102407 1
. FTEEHBUL, FUFBRAE S T AL H R, 70 B0 B s A G 234 2 235 (Lund,
J. 25, J. Immunology (1991) 147 :2657-2662 ;Winter, Z53€ [H & H) No. 5, 648, 260 ;5624821 ;
5,624, 821) o %26 Fo- SEBHAA BT IR (ngl) o FETSHEH 2. 2. J6 i — B E T i% e
Ak

[0347]  SEHEM 2. 2. F EHRH AP ~1L-18 Prik iz 1T

lo348]  ZEWFLENAN Mt 7= 2 BAT S DB R FE S SR ALY — A 1118 $iofk, 4ifl i
HLAE # PRI P AT IDAERAT (W 6) 0

[0349] % 6 -2y ~TL-18 HUAKMIRAMITIR 45 4, MM AL B 45 5051

[0350]

Biacore® | RBA KG-1' | WBA XAR*%kC

R # K | Eo,uM) | ACsi, M) | (ICs, M) | (ICse, aM) | /& 5] $ FH
25@mgl | Ze XA 0.31 2.38 0.20 3 VL12 | VHS-51
25E)wtgl | Fe XAk 0.40 238 0.30 3 VL-L2 | VHS-51
215@8)mgl® | Xenomax 023 117 0.17 3 VL-A27 | VH4-31
444(Qmg!® | Xenomax 1.61 2.49 0.13 1 VL- | VH4-
A27(7) 31()
581(B)mgl’ | Xocnomax 2.00 128 13 3 VL-A2 | VH3-30
231@wigl | Ze X AR 0.23 0.20 0.63 2 VL-02 | VH4-59
213.1@)wigl | XA 0.20 0.20 012 2 VL- | VHd-
A27(8) | 31(18)

[0351]1  f# 4 NEM—cys {547 ] rhullL-18,

[0352] fE5HE AT wiEE P AR S RPN E R

[0353]  SZjififsl] 2. 2. G :77/F 2. 5 (E)mgl [ CHO 40 o & 7= 4=

[0354] M4 T m IR VA& 3R IE 2. 5 (B) mgl PriRRIARE ) CHO iR & .

[0355]  SEjifAl 2. 2. Gl : RIXEAKAI M) 2=

[0356] A& 3d UKL pAS 10 HI T-WHFLBN 40 M 23 H iR s KPRk . 3X A pUCT9- RiTAERY
RS E KT E ColEL Bl A TR N EHRPUER B - WELZREZEER .

[0357] i EEHb U, N FHARTEE 73 AW 2R, SEBEAH Y T 2. 5 (E)mgl HUAR K] VH A VL [X.
(%) cDNA, 73 A 5 AR N v -1 Al fE5E XFE, $il1F 40t R AR 4 N 161/ x FLARH] DNA.
XL DNAs N RIE A ER A pAS10. 75 21 B0k AL 75 7T 1 W 1) 22 DR 3R 428 T 4R 2 41
( AELHE pUCLY) 5" —CMV M5+, I s 3 B A 3+, Ak aES Ik, 2.5 ()
mgl BEREREIRE A AL, A v -1 AEEREAEEX, SV40 BT, A H#’
RSP, SVA0 FHIE A (SV40 JF3h+ / Mg+ ), W EMRIC IR 741, ok B 5§
Sl 92 3 0 B OSSR IR IR AL P 41, CMV a7, iR & B 3 3+, NS e Bk iR
E1E Tk, 2.5 (B) mgl BREFEEFREE BRI AR X, A x IRt AEE X, SV40 R IR IR P
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F=3" o Rz Gmbs DX A NPT PR S s 25 18 31 1T o BiRiL 4w i /)N B DHFR
FERIRIRIE , IR ANFAERZ B BB IR 5 T i AL A B ) 0t I e AL ) 40 i

[0358]  SLjfifA) 2. 2. G2 : RIKBLMEL YL R XEE A ML 5

[0359] f H40}fe 5, CHO DUX B11. (Urlaub, G. F1 Chasin L.A.Proc Natl Acad Sci USA
77 :4216-4220(1980) ) , — & MR IE SR g (DHFR) 22 PR 38 1k il b, o L St ) 2. 2. G1 4
R R ITB B W AR ST S0 B R A% D0UE v 8014k 4% CHODUX B11 40 Jifd (Current
Protocols in Molecular Biology ;Ausubel, F. V., Brent, R., Moore, D. M., Kingston,
R.E., Seidman, J.G., Smith, J.A., F1 K.Struhl eds;Wiley Interscience, N.Y.,
N Y. (1990)) , A N Hy st R TR T B S 9 =7+ F12 Bigrdk. BEIRiAE
3TCHRIR 2 /DI #5150 B30 DNA ¥ i+ 50 ZTHEIHERE 2. 7 ZTHKH. A 300
Tt 2. 5M CaCl2, — K, #51Z DNA VR &) e 50 T RAHE R VE 3 2271 2x Hepes 4%
MK (HeBS) .

[0360]  KifF R RGPt 5 FEhIF HARE IR NHEE 20 080, S M50 1 =7
(AT8RAE F12 1), 35 FRMAE 37T°CARIR 4 /NI ST 2 )5, XTI, IF Ho i & A
2 ZJF F12 #1109 DMSO, DMSO ARPHFFEL 1 708, SR 5 17 S RN 5 T8I £h 2% o 5K
(PBS) % DMSO.

[0361] Xy REFEMAlL, IF H A PBS BERMIIRLA Lo TN 10 ZTHA 1 Gibeo a MEM, K
FEMRAE 3TCORIRIE A . 58 K, Bgr B O A R B A 5% BT NG ZF I (FBS) t 1Y
Gibco a MEM, 6 /M2 5, 40 T ¥ 4 o i 3] 96— FLARC o ) FH R £ 1 Mg v AL 3k 10 JEK
B 4, I B ER &R T3t 300 ZTHRHIZEH 5% LG (FBS) t ) Gibco a MEM H7,
LA 10 22Tt / B, 100 571 / AL, B 20 4~ 96— LA, A 100 ZZTHAHIRI 15 752, fR£F 100
ZTHA L, FF Han FRTIR R 20 N5 AN 96— FLIR (ISR AR ) o — Rl Ja it
96— FLER PG FREE, SO R MR OCE S . (AT RCA TR o MEM B5 IR FE 0 £3K14 DHFR
A, AT IR PR IR B

[0362]  SLjififsl 2. 2. G3 .74 2. 5 (E)mg | 40 iy k¢

[0363] WX T A TgG *Re 5 M ELTSA, X4 5% CHO 40 M iy 15 2240 305 v30AS T 7 2 ) i
& 2.5 E)megl AFAE. — BIfiiL T —41 CHO ¥ 4sv H TR IE AU, F oMk £ BH
P HEEL H RS B CHO FE PR 20 mh R B B IR S 41 i o A58 FH 259 Rz (MTX) JEFE4™
W F o X MTX AFAE T B IR IR 2 e A e e 3R e A RE g o R ECBATT MTX- #50UR%
R SI40) Joe 18 BE 22 AR B MTX= ok R 2EAT o — 8 S e R B2 MTX B 28, I FLIW € # e BR a
F7r=4. £E 18815 FHEY RN AR R FRRIE 2.5 (B)mgl (¥ CHO 4L, Jf HAERZEAT W B e i
EPUAT R~ 1.0 5w / Tto

[0364] St 2. 2. H :CHO 4R L — 7 A2 1 2. 5 (B) mgl A4 PRAL AR il

[0365]  #E4T CHO A 2. 5 (E)mgl FIA] WAL =R AE . XK E 2.5 (E)mgl K153
T E KL L 149kDa, 5H R /r FBIRTFY A NAHMKEER A (K Biemann Annu. Rev.
Biochem. 1992,61 977-1010 ;D A.Lewis Accelerated Articles, Anal. Chem. 1994, 66,
585-595) , iE A 2. 5 (E) mg 1 Xf THeREA H 8 BA IR A0 ) N- Ko A =EH /DI E#E C R m]
e, B 99% 1) 2.5 (B)mgl 7 FEAERFEAR A BEMR . £ 2.5 E)mgl EHEAEH
S H BRSSO — N- JEBHE AN A0 A 0, 1 80 2 AP FURE PR IR A B 2R P H
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56/80 BT
Hife o
[0366]  SKyifs] 2. 2. 1 :CHO 4 M — 7= A2 2. 5 (B) mg1 (OSSP ANAE 1k
[0367]  Ziiff) 2. 5 (E)mgl &RV, £ pH 5,6 A1 7 e b 20 62 250 / ZT1 A 4 F.

76 37°C N AF IR Be L2 35 HEATAE T 2. 5 (B) me 1 AN e g MEWT 9k S e fa g vk — e tE 0 it
FAE K AW AF pHo 183 K/ NHERE HPLC 11 SDS—PAGE LA J 18] BE WAL b b AT 45 47, I 2 B 4
VERI RO P BARVE T, FH T S—S BRI LC-MS/MS JIK I3, B & MEI s AHT s —ELTISA A
/ B AN Bk Bt ) A= ik 8, ATRH B 728 #6 HPLC F1H T Ha fr NS4 A9 M 52 1Y) i so—Asp 5E
BI5E . SEC( A/NEBH 1% ) , SDS—PAGE 1 H 55 A8 # (0,3 v 5o R i U400 25 23 #1322 BH e
H =T Mk B T R25E 7, Bt 2. 5 (B)mgl £~ pH6 N EEARE

[0368]  SEJEfd] 2. 2. J :CHO- 4l fiid — ;= 2E¥9$T —1L-18HuMAb, 2. 5 (E) mg1 [{JZRAE
[0369]  SEZJtEfs] 2. 2. J1 :1L-18 Wik
[0370]  PFHr T 2.5 (E)mgl &5/ BUh AN, cynomolgus &, /N b, K EATATRY TL-18 )

RE 7o M BIACORE 73 A1, ARG A R Ui W45 ( 22 WLSEida) 2. 1. B) , SEW] 2. 5 (E) mgl 455 ik
BN IL-18, HE NG A/ R IL-180 Ji4b, S iitie £ K 2. 5 (E)mgl 454 cynomolgus
o TL-18 (X T4 TL-18 ff) 1C50 = 9. 1E X10"") , {HJEANEE S E KL 1L-18. 2. 5 (E) mgl LA
AL T A IhBE 45 A AR cynomolgus TL-18 443G 1, (H 2% & B4, K e/ 1L-18
(R HIEH o

[0371]  SEjfs) 2. 2. J2 « N4t O Rl -5 e 1k

[0372]  AREAES“RIUABH A5 (22 WS 2. 1. B) , R FH BIACORE 2347, ¥EAT T 2. 5 (E) mgl %
T IL-18 [FfFs o 2. 5 (B) mgl PUARBER SR BN A AL s O v b, I Hile o 5y —4
CA AN MR &5 RE T WIER 7 PR, 2.5 (E) mgl &5 & 41\ e TL-18 Fil IL-18- Ji7,
I, 2.5 (E)mgl A5 A 50 1) HoAth 23 Fi A 4 fa 8+ I AF AT — B, A0 4% TL-1 Kk
IL-1a fIL-18.

[0373] K7 2.5(E)mgl 5414551 Biacore 4347
[0374]

WE 4 2.5E)mgl (25 mg/mL)
TERTHMERF M) 2.5E)mgl 254
IFNy -

[0375]

IL_97 IL_107 IL_lla IL_125 IL_137 IL_157 IL_167 IL_177 IL_217 TNF; LT, LTG 162’ %H
LTa2B 1.

[0376] 2.5 (E)mgl 5iX4E4f fu K AT FhERA L & o

[0377]

IL-lo

n-1g

XeEmpER T’

L8

IL-18 &

ST A 40 i R TR 45 A, A EE TL-2, 1L-3, IL-4, IL-5, 1L-6, IL-7, IL-8,

N e > TN AR R ALK BY P A B 11.-18
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[0378]  SEjEfd] 2. 2. J3 SERIPEDN 2
[0379] 3K 8 25t BTACORE 35 36 M3 45 A= 7= i v B 53 52 11 2. 5 (B) mg 1 AR~ 11L-18 &5

HHE. 2.5 E)mgl HUAHATPRIGA R A4, S48 1 fil B %, SRR PESE 0. 196nM, T
FLAEL 45 TR Z I TL-18 55050 (125-2H F1 1L-18 Zi 5481 ) I8 1124 R B4

[0380] %8 2.5(E)mgl FZHRFIN 1L-18 454k
[0381]
Biacore 4 3k
XA
ARRE | B e Kp
x10°M's? (x10%s?) @M)
2.5(E)mg!® 268 52.4 0.196
KA IL-18 (125-2H) 190 110 0.550
IL-18BP-Kc* 140 26 0.190
[0382]  7F BIACORE /3 #7 (4C/A) -HullL-18.
[0383]  "-125-2H, R/ BT - A IL-18 1gGl mAb
[0384]  “~IL-18BP-Fc, KR 1L-18 F5HiHIM Fe pb &
[0385]  SZHEfH) 2. 2. J4 AKAN IL-18 FHIRE
[0386]  7F KG—1 ZEMsis i, 2k 4h &35 (RBA) A1 WBA( & ILsZjlif) 1. 1. A-1. 1. C),

W5 2.5 E)mgl FIAESMPFIRE S W15 8 FioR, 2.5 (E)mgl PiiAPHIEZ (KG-1 H1 RBA) A
PR IL-18 (WBA) , ( £E KG—1 7 IC,, << 0. 5nM, 7E RBA A7 << 2nM, £ WBA /7 << 5nM) , 3 H 53
IL-18 g &ty 4.

[0387] XK 8 2.5 (E)mgl FIZRUAFM hAIGE
[0388]
&9t b At (IC50,0M)
A M KG-1* RBA® WBA®
[2-5B)mgl 0.2 24 3.0
SHAAIL-18 0.2 >300° 3.0
mAb (125-2H)
IL-18BP-Fc 0.03 1.0 57
| # -IL-18R mAb (M-840) ‘15 1.7 2.7

[0389]  °KG-1 AE4iRE, “FI(H

[0390]  “ FEiZIUAL P AEH (4C/A) —hull-18

[0391] ¢ pAk4h4

[0392]  f# [ 4-6 MEARI A S M. 45 HTH(E.

[0393]  125-2H FP Al IL-18 AMig 1, BAR ARG 2 7R S5 E o
[0394]  SZHEfE] 2. 2. J5 :2. 5 (E)mgl AN HFIRE
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[0395] g T VFHY 2. 5 (E)mgl AR PN 7E RAEFAEE IR AR N TL-18- 5 S IFN v [ 5RE

A8 FH ™ A I S e BB (SCID) /N BB, S5 /s B 46 N PBMCss, FF FL A4 Py sl 84t =2 A
IL-18 (HuPBMC-SCID #1714 ) . &5 (£ 9) K 2. 5 (B) mg1 AR FNHI A TL-18- i A TFN v
PR, PR IR AR ER R TE BRI R - iSOG R A i aE e JIE R Y BER K N 45 2, 2. 5 (B)
mgl ¥ EDs, KZ2 1 FieE 0. 1 55s / /ML (= 0. 05 258 / T388 0. 005 255 / T50) o
[0396] K 9A X HuPBMC-SCID /M ERAEAY i.p. JiliH 2. 5 (E)mgl IR Zhak

[0397]

4 hulFNg (pg/mD) | %6 3R
2.5(F)mgl 0.0251 g/ /ML | 70+17 61
2.5(E)mgl 0.251u g/ /P 112429 36
2.5(E)mgl 2.5u g/ /P 36+ 10 80
2.5(F)mgl 251 g/ /P 1048 94
2.5(E)mgl 2501 g/ /P 342 98

WA AL 193+59

HuTgG %fHE 250 1 g/ /)N i, 177433

[0398] K 9B  XJ HuPBMC-SCID /AR AY i. v. JEH] 2. 5 (E)mgl MR ThaL
[0399]

4 hulFNg (pg/mD) | % HPHIE
2.5(E)mgl 0.025u g/ /M | 156+45 36
2.5F)mgl 0.251u g/ /M 27+9 89

2.5 )mgl 2.50 g/ /N 36+8 85

2.5 )mgl 251 g/ /MR 1146 96

2.5 )mgl 2501 g/ /MR 449 98

WA AL 279+ 26

HulgG % HE 250 1 g/ /MR 245492

[0400]  SEjfd) 2. 2. J6 2N+ D

[0401] LR Fe &7/ LR 2 130+ Dhie, 40 an 48 bRl 75 =, g — Hsi ik 40
M - /- FRI4E MR EEE (ADCC) , & WA, #MA ML 4 foE5 1% (CDC) , MIHLiATIHLIR - Hiik
RERKEAZ IR /TR R . fE—205 00T, IR LN T DY REXS T8 97 PR 2 B 1Y,
{ERAEHADAE LT, AT REAN 20 75 1, B R PR E 1, Bk TRy £k, —28A 1g6 A
Rr 7, RE S TgGl Fl 1gG3, Il It 73 55 Fe v Rs FfMA Clg &5 &1/ F ADCC F1 CDC. e
Fe A& (FeRn) 230 Bk B IR A7 B I S22 Bl o) o

[0402] 5 2.5(E)mgl #HEL, 2. 5 (E)mgl 7 L234A Fl L235A 58 A 540 2. 5 (E)mgl HuMAb i
[FoEA Tsh FIRE ) (3R 10) o AT, IEWIRT T, IX L5 R 55 Fe v R I Clq 45

I
= o

[0403] 3R 10 :FRIE 1234 F1 1235 A AN EIRA M 2. 5 (E)mgl [ZEE sk -hFIfE )
[0404]
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PR LY ¥ KG-144ME
b Owrate wEEE| Ko Tom
a°'M%Yy | «1065" @M) @M)
25E)wig] 281 18 0.170 04
2.5(B)mgl 768 524 0.196 0.2

[0405]  SLjififdl] 2. 2. J6. 1 :Fc v RI 454

[0406] A Fcy RI(CD64) *f T TGl fufze B A KA M &IKZES T (KDIE-8 ~ 1E-9M) .
FE A% 20 f R U 40 B R0 22 Bl ir 6 40 i 2R 3R IE, 045 U937, JB I %€ )6 — Jh 4 il 7 2k
(FACS) (CURRENT PROTOCOLS IN IMMUNOLOGY.Vol(1)5.3.1, J.E.Coligan % %% 2, John
Wiley & Sons,Inc. HiiiZ,2002) 5E 2.5 (E)wtgl Fl 2. 5[E)mgl 5 U937 QRIS 4. 3715
B (ZW0EE 11) IFEH 2.5 (B) wtgl 454 U937 4 i, {H 2 1E an ir Wk, 2. 5 (B)mgl A4
Ho N TUESEIXM G Gl Fe v RT /3, A H /NPT —hFe v RT FHIrHLi4A (10. 1) #4755
A IXLeGE AR, A5 T A AL T, Pk 10, 1 ORISR 77 CBHIT 2. 5 (B) wtgl
50937 4554, BRI, 2. 5 (B) wtgl 454 U937 4w 1) Fe v RI.

[0407] £ 11. WFAHYS 2.5 () wtgl #HJ%, 2. 5 (E) wgl ANFe4E4 U937 4 b ¥ Fe v RT (i
PLMFI+/-SD 451 )

[0408]

4K R [1.00E-09 |1.00E-08 [1.00E-07 {1.00E-06 |1.00E-05 |1.00E-04 |1.00E-03 11.00E-02 ]1.00E-01
()

2.5(B)witgl |0.50+0.00]0.50+0.00 [0.63-+0.12 ]0.57+0.05 [0.60+0.00 |1.10+0.00}5.80+0.05129.60+0.05{38.76+5.19
2.5(B)mgl {0.67+0.09{0.67+0.09 |0.60+0.00 |0.80+0.14 [0.63+0.05 ]0.67+0.05]0.53+0.0510.60+0.05 [0.63+0.08

[0409]  SZjEff] 2. 2. J6. 2 :Fcy R 11 454

[0410] A FcyRIT(CD32) X T IgGl i B4k RAMHMNKME G354 1 (K1E-5 ~
LE-TM) o fEAERAA T, BERAEMEZ M S S TS (A T Fey R 1, IT ¥%s
SR 2O R i AURIREE (FITC) Frid bk, IF Hal i v X 40 M v b AT I0E , FATIE
S K562 4 |- Fe v RIT ({3818, ik 2. 5(E)wtgl 5 K662 AU &R 55. B, {FH]
Pt —x BEPUAAT 1961 707 SIS e 56 1R AsEAC e, JF B B4 K562 41 i
Fe YRIT [N45iG . TR J5,2. 5 (B)wtgl 55 K562 44 &, (HRIAT AT B2 J5, 2. 5 (B) wtgl B
R, B R AEE PG (R 12) o P -Fe v RIT Fudk, 5ol V3, FHIT 2. 5 (E) wtgl 1)
44, Bl 2.5 (B)wtgl 5 K562 (45 & & Fe v RIT /- F [,

[0411] £ 12. HeZ )5 2. 5(E)wtgl 1 2. 5(E)wgl 5 K662 4 I+ Fe v RIT 454 (5
DL MFT+/-SD £5H)

[0412]

h;,%. 3K K [100E-08 [1.00E-07 [LOOE-06 |1.00E-05 |1.00E-04 |1.00E-03 |LOGE.GZ |1.00E.81 |LOOE+00

2.5@)wtgl [0.3740.05 10.3740.05 [0.40+0.00 [0.43+0.05 [0.80+0.08 [3.43+0.21 ]19.7+40.70 [93.33+4.90]134.37+12.93
2.5(B)mgl [0.30+0.00 [0.40+0.00 [0.40+0.00 [0.37+0.05 [0.37+0.05 [0.40+0.00 ]0.50+0.00|1.60+0.08 |5.37+0.38

[0413]  sZjifd) 2. 2. J6. 3 :Clq 455
[0414] @it Clq 5 1gG 43 F 1 Fe 370 45 A, T8 I I 42 1) 40 o ) MR IS0 RV el
BENE N A AT 2N A0 AR VEE ELISA 3 A (Hezareh, M. , 2%, (2001) J. Virology,75(24) .
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12161-12168) , | 52 Clg 5 2.5 (E)wtgl F1 2.5 E)mgl (K4 4. ¥ 2.5 E)wtgl F1 2. 5(F)
mg1HuMAbs L RIERIR b, ¥E S5 AN Claidd . ARG E -$i - A Clg fMifdt - =
TG B E B TR B (R B KR S WIS N &S 511 Clag 0. g RERW 2.5 E)wtgl 454 Clg, H
& 2.5F)mgl ANEiE (K 13),

[0415] £ 13.ELISAUEEH Y5 2.5 (B) wtgl A%, 2. 5 (E) wgl ANfELL & Clq (£ LL D405+/-SD

)
[0416]
ClaRE | O 20 40 60 80 100 120
__(ug/ml)
[ 2.5 1_]0.09+0.000.78+0.000.98+0.001.06+0.07 ]1.14+0.06]1.32+0.131.24+0.06
2.5@)mgl [0.10+0.01]0.12+0.00{0.16+0.00{0.18+0.00(0.21+0.01{0.21+0.01 [0.22+0.00

[0417]  sEjfifs) 2. 2. J6. 4 3§ 4E )L Fe 524Kk (FcRn) 454

[o418]  $&HH TeG 5 2 dliia P4 JL Fe 524k (HPRAE Bramble 524K ) (IAH B AEH & 16
JREIEHI RGN 16 KA e gt Ye 2 A 25 [Ghetie, V. , ZE (1997)Nat. Biotechnol. 15 :
637-640] o LYW 186 43 5 LA S i D kb 55 40 i b FeRn &5 &R MIEER . ASRE
%54 FeRn [ TG 73 1 A o

[0419]  Xf A 1gG 5 FeRn 454 I X B bk 26 4 HY % i 42 CH2-CH3 Z5 M40 (Kim J. K. , %%
(1999) Eur. J. Immunol. 29 :2819-2825) , E&EHk, X 46 FcRn 45 G FEAE AT/ il 50 e Bk 82
2 (A2 A7 1, FF B S BR 85 1 455/ B FeRn, 415 0] LU /s BREAT 45 4 75 PEAH G M
BT

[0420] 4 T IN5E L234A F11 L235A S48 %] FeRn 454 520, A H FcRn 2814 CHO 40U 2 , I
ERF AR 2.5 (B)wtgl MFEAF{A 2.5 (E)mgl 5 FeRn (40554, 2.5 (B)wtgl 1 2. 5(E)mgl 5
FcRn K3 CHO 4 JfafE pH 6.5 NHLE , B 5 FITC- filkHl — A 1eG(2Ab) IRF o Kl ok
%It Hi i FACS 23 #7

[0421] 5 0. 5nM K EAHEL, 500nM ¥ E KT 2. 5 (E)mgl F1 2. 5 (E) wtgl LI 5 FeRn 3 45
Hr X5 B A Al i SR

[0422]  SEjifh) 2. 2. K /N 2530

[0423] PR/ HAFFIH PR 2.5 (B)mgl 2453045 (PK), E Fe A2 HI5 I (L2344,
L235A) 52151k 2.5 (E)mgl 454 Fe ¥ R, BL& Cla x5 @I/E U ify5 PK 4. /N FeRn
GEG /NN TG [RIAE I i A /0 Bl Rl R AH S A, 7 /0 B &5 R0 1 AH G R 9T (Ober,
R. J., %% (2001) Int. Immunol. 13 :1551-1559) o ZE/NEH, it 2. 5 (B)mgl - FF 2 12
Ko EFRFF, HABN 3w BEPUAR 4502 10-14 K,

[0424]  XtHEME/N L (Jackson Labs, C57BL/6n) YA 2. 5 (E)mgl HIZ53ha, — KK N i
A& 0.2 =5 (AT 10 250/ TRRPEEE ) « B3 24 /NG 2, IF BRI/ R
B3 NFESh . BUFE T RHRFEE 7T Ko 2.5 ) mgl Bon— A0, 52— D HER . A fn
T 2P A AL T RS 1.6 /NIRRT 12 K, BUk TN S T OB (% 14) .

[0425] 3K 14 X/ —IKF KN 265 2574210 2.5 (B) mgl (M08 2532 540 0 45

[0426]
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t2o | 128 | Cmax | CL Vis | V1 | V2 | MRT AUC

|_(br) [(X4) | (gml) | (ml/br) | (ml) | (L) | (mL) |(K$)| (hr*ug/mL)
1.58 12.2 63.2 00162 | 682 | 3.15 | 3.67 17.5 12250

[0427]  JRIELAY

[0428]  SEjiifs) 2. 2. L i A8 i —1L-18 PiAkmI4E

[0429]  SEjififsl] 2. 2. L. 1 5t —mulL—18mAbs Xf LPS— i S IFNg 7= 4 i3 i /5 FH

[0430] LPS—i% S/ IFNy P24 ¥k T IL-18 £ i& (Ghayur, T., 2%,1997. Nature 386 :
619-623.) . I LPS— i S IFNy 7= 4238 560 R W 52 93-10C 14 Py 3 ) TL-18— 4 8t 7
LPS- 35S IFN Y AR . RN 1v A 570 &1 93-10C (50 o ) « 30 434z
Jis FHLPS (20 2= 5¢ / T30 ) B/, 4 /N2 JEEUi .G85 ELTSA I M PNy
WL 15 Fizr, 93-10C ¥4 LPS— 5 S IFN v =430 70% .

[0431] £ 15 93-10C RPN Mkl LPS— 5 31 IFNg =4

[0432]
71 mulFNg (pg/ml) | 2 P4
Rat IgG 2501 g/ /g, 72394365 N/A
MBT 93-10C 250 1 g/ /Mg, 2395+ 711 67

[0433]  SEjitifhl] 2. 2. L. 2 g SCEREERE — 353 B0 TCOK I £ 91

[0434] W& ot (3 40 R A P AR RAEAL /U & TL-18. M1 SCEEERBE — 155 2 10 IV K i 2
FAZ 4N M T P A0 B - AR ROERRE Y Tl R R TL-18 B AR M, X AR A 1
K RE B2 B ) (Leung, B.P., % (2001) J. Tmmunol. 167 :2879-2886) » I 1C5 (400 7
7 ) (Hyashibara Laboratories, H AN ) 88 93-10C (100 4 7% ) (Medical and Biological
Laboratories (MBL) Co. Watertown MA.) SN BEPUARTE J5 INE /N 25 2 (ip) , R G A X
BEERPEST (sc) o A 24 /N I 22 96 /NIN RERIN & A SO EERE — i Sk . Btz a5,
M 24 7N A2 96 /)8, 165 93-10C 2 25 F i) A SR ZE0E — 5 7K (~ 50 % Mk
) (£ 16) . BT BHIERE M B4l fayzuE, 93-10C Wb PH W IZ A A r R SEAT &1 TNF Rk
(Leung, B. P. , 2% (2001) J. Immunol. 167 :2879-2886) .

[0435] 3K 16 ff SCEZRAE — 7 3 H TR B A4 3 0]

[0436]
AR E £ (um)
BT 0] hrs ) 24 48 72 96
125-2H @ 400 0.357 0.557 0.543 0.414
1C5 @ 400 ug _ 0214 0.300 0.286 0200 -
X ¥, 156G @ 100 ug 0.300 | 0.500 ] 0.550 | 0450
| 93-10C @ 100 0,157 _ 0271 0.243 0.157
[_P<0.05 EEE 1gG [ I I

[0437]  SEHEfH] 2. 2. L. 3 <JRJE — i ST &

[0438] SR PEXRTT R (RA) R fiEAE T 557 B8 1 50, FE FIOC T BCR IR 2. AR
WA RA S B & B2, (HE IR B S W S ) B S PR, 3 H e RORs 0 PR 25 e ANE
o IR - B RERATR (CIA) &) 2 AT K RA B8 IE H A 5 AN FEASSANR) i BT 2R
ZUEAE (Bendele, A. , 25 (1999) Toxicol Pathol. 27 :134-142 ;Trentham, D. E. Z& (1977)
J. Exp. Med. 146 :857-868) o {EIX ML, H 35 [R5e e 1T B (C1T) #5238
R S R/ BLEROK B o 19 21 ) 22 5C 77 RARFIEAE T30 B BOR , i WROBe, Y 98, O Jl 8
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(Bendele,A. , 2% (1999) Toxicol Pathol. 27 :134-142) .,DBA/1 &5 51 TL-18 KO /R ILEL
B9 A RN BR AR I A AR 280 CTA P28 (Wei, X. Q. , 25 (2000) J. Immunol. 166 :517-521) .
[0430] 24 T EIWIE IL-18 7 CIA WML TP I E R, A th AN B TL-18 (4R £ sl
IgG (BATT) AbFE/NFR . MEUBIN LS 25 14 RINF, BATT HEIR poms & AE - B S 8o ™ Er g
()2 29 . BATT & B E W TeG2a i — IIRPUARR ™ A0 XS5 5% T rIL-18 KO /]p
SRHRE AR LE AL, H ELUE SR 8 CTA A SR RAEAN R 7~ — R rIL-18 BIPEA
[0440] >k IL-18 KO /MRAMBL -TL-18 TgC ALFEPEF AN R IR R B, 75 CITI-1
SRR T A MBS, IL-18 i E B KE RAEIEH . 4 7 AR A# TL-18 78 CIA 3
SHARIFVE R, F CIT Sz /N, I HAEZ W KA Z AT 46 K B TG 8 93-10C 4b B, IX K
R 14 K. S0 TeG AHEL, FH 93-10C 3897 S 805 ME K AVEFI ™ B RE I B2 iR (#
17) o XEEEHRR ] IL-18 S H AU, AMGEAE T 405 | &, M HIbsAE CII- R dE T
9 MBS 2 Jafe ik arthritogenic MR,

[0441] 3 17 $Hi -1L-18 mAb 93-10C ZEIR &I 3 HIREE CIA = E Itk

[0442]

i __ Y XS
X 11 J12 |13 J14 15 16 17 18
X $.1gG @200 pg 0.00 [ 0.13]0.13 {0.13 | 0.27 | 0.53 | 1.20 | 1.20
93-10C @ 200 pg 0.00 {0.00 {0.00 { 0.00 | 0.07 {0.00 [ 0.20 { 0.47
3 A 21-P @1mpk 1000 ]0.00 [0.27 [0.27 [ 0.13 [ 0.13 [ 0.13 ] 0.13’
CEEL
P<0.05 2} X %, 186
[0443]
st FHXYP XrH
X J19 20 21 2 23 25 26 27
X ¥ IgG @200 ug 153 |1.73 [ 1.93 | 227 | 2.53 | 420 | 4.27 | 4.53
93-10C @ 200 pg 047 ]0.80[100]1.00] .13 7220227287

WX KA -21P@impk  ]0.07 ]0.07 | 0.07 | 0.00 ] 0.00 ] 0.00 ] 0.07 | 020
T

P<o.os§n¥ £ 16 |

[0444]  SCJtEfh) 2. 2. L. 4 JREFPE G 58

[0445]  TL-18 fEREFIHE IS R/ BB AL I A LB PR B o — AU XA RA
(RIRR Y, (LR [RIFEAT — 8 58 MR 70 A5 RA AR G IR 3L o 7EIX MBI rh o) IR DGy S5 B 4
FEERER (GBS) W5 AW o BRAE KA ST RIS 1L-10 F 1L-6 14 5 KA
I, M5 TNF 26 (Tissi L., 2% (1999) Infect. Immunol. 67 :4545-50) . FH MiE A 1V (GBS)
VRS 12 /NI IR AR T A Il T B TL-18 /KF, BB 4E 5 R A 1L-18 P2 A IR 3
AR ( AbFER 1C5 H1~ 550pg/ml, Xf 1gG Xf a4+ ~ 30pg/ml) o JES G 5 RAEMIE I
FLE IL-18 7K ( AbPEA 165 H~ 180pg/ml, %f 1gG X B4 4 ~ 20pg/ml) .

[0446]  FEJifFH GBS Z Al 1 /NN VEST 165 I, MBS R 2258 T RS i iR A 524 0l
TEA (ORTTHR4L AR 165 1.0, XF TgG X HRYI A+ 2.5) « 734k, 105 AbBHIE FECCTT
ALE FELHE TL-6 AT IL-1 8 KIACE B2 R/ (RAS HEE ) .

[0447]  SCjfs) 2. 2. 1. 5 :SLE

[0448]  KZIFFIIRIEHIALYS K/ R & (MRL/ 1pr F1 NZB/NZW F1) , iZ/NAh R AR K
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ERIEHEIER, (EA T E B/ DIKE R, B SHuir 4 (P -DNA, Bt RNP 55 ) , K, Wk EL 459 ,
MBI RGPV & W A5 3-5 H IR SR 18 &, R, 6-10 D H
A IR R, TR BT IR .

[0449]  FEFENZB/NZW F1 (B/W) /M ARAE (The Jackson Labora tory,Maine,USA) YE AiF
HrAMIE TL-18 X ARIEAE ST UEFE 1 52 el (R S AH OGS A o T 7 7-9 H e IR B/W /R4
PR, 12-14 A AR B b 45 52 8. A T ORIE LB S TL-18 [/EH,
167 A IE R A r-mulL-18 sTE RN FAIG ST B/W /N o 8 I 52 8 B R FEVEOY
B IhRE. 5 PBS WIEFNETY AR, FERH 50 50 / T oa IL-18 897 B/W /M S BT uE ™
BEERAKRB G . 1L-18 J597 10 B/W /b RUE B R INEAET . XL g2 5 EEXf+ MRL/ 1pr
/N AR IR EEAHY) &, IF HRING T B B e i A IL-18 e RIEM o

[0450] 4 T A5 SLE /N EUBEZY Hh TL-18 BHMWT 7 208, B T B/W /NGBS — fREeAL
HTE, EMEE T H TGS RIRRIATT L. R, M8 R 1) B/W /N2 5
FARRBEL L2525 (S, B R KW 105 B/ Te6 X (125-2H) A3 (fR45) .
[0451] 5 LEEH, S5XTHEY) T9Gl 125-2H AHEL, 4k4 130 RERFFALEE, 165 BE K T BW
/NI IE . 125-2H A&/ 1gG1 mAb, B AU mulL-18 (P < 0. 05, ) o & T EKAFIE
9, ZEIR T M E R AR IGTFUS, AR T 1C5 ARBE BW /N R A 1 TgG2a FT 1gG1 BT —dsDNA. 1C5
AR FEXTHT —dsDNA 19k /D A2 BRI 1K), ARGV R . Rt 165 Jifk C(/hEBT — /D Pt
A [MAMAT) , HE 40 £73 8 3R A A FIAE T dsDNA i B2 R0 2 13 R a2 b VB P AR 2 T E B
(1], 130 RZJa 3 Ree R g5k, REPUARIIAFAENRY 165, 165 PHWT TL-18 SEK A7 I, 4E
R EEE RIKRA, 35 IR/ B/W /BT —dsDNA {8 E . X LeRiE R TL-18 EEdE &
i M) N A (KPR T S 308 DR B, e fa R T

[0452]  SEJiifh) 2. 2. L. 6 : 2 K PEAEAL

[0453] W5 T TL—18 XFREGMEAR N M 588 2 (EAE sMS RS ) otik. WA R K - &%
fift EAE J2 NS5 118 X8 28 , BRI A AR ACL IR g ik B2, 1w IR AIE JK , FH ONS g B2, FEiX 4t
g, % IL-18 KO /NI WTCH7/B16 35 5957

[0454]  TL-18 KO /NRRILHE 5 WT /N FUAH EL B R R RS AR AE IR , 7 JE SR IR 8] 55, 9%
TR eI B AL B N (3R 18) o FEALE ST 0-14 K, F BATT (HiL — /b IL-18 TgG (250
55, 2X/wk) AL WT /N B, 78 i > R R) s a2 2 9 o i 19 8 26 L S =5 B o) s 140 7 2
FRREE (K 18) o FEJERIFIIR] A5, RIEAE(E 1 RVRTT 2 5, IERE MR B BT ~1L-181gG KR ME
Ho

[0455] % 18 HT —1L-18 Ab ALPRA /N RN TL-18 mseh /s Bk A5 7™ 5 FE /M) BAE 509
[0456]

SxEEIIK
' i 3906 Kt
SIL/J &P IRGBA77) 4
|PLP# & #9BAR _ A -IL-183u4k 2.7
¥ 18K F 38 16 K¢ 2
[TL-18K0F=WT X &, F WT 3.6
MOG ¥ % #9 BAR KO 2.1

[0457]  sZififdl] 2. 2. L. 7 HF4H45
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[0458]  JJEEREEA(Con A) - FHIMFR / FFH0 A2 T- 4 i - A T FFw B, Con
ASKTIFN T- 4 L 0SS BURES ™ A R AL IS BT/ 48 (#1140 IFN y Hil Fas Btk ) o Fas—Fas
BCIEAH EAEH RECIL-18 (1774, ik — 23 IFN v , Fas FCFEH INF 7= 42, BRI, 757 FH
PE S st P, 0 B0 45 RO A 40 M ok & 7= AR ) 4 ALT FTAST. ZEFRK N A 150 4%
BT Con A Z BT L /MEF, VST (ip) 1C5 8% 93-10C mAbs, ConA JESTJE 24 /NI /S BB, I
HIWERTEE (ALT & AST) RIS .  1C5 F1 93-10C #RPHLET LPS— 5% 5 AT B &, {22
TEARFIEI 93-10C 1% (£ 19).

[0459] 3 19 93-10C %f ConA— 5 5 I 28 (1) 44 PN F1 761

[0460]
Kb AST stdv ALT stdv
PBS 57 16 30 2
ConA HA 1138 416 1294 481
ConA+93-10C (50ug) 183 70 153 88
ConA+93-10C (12. 5ug) 635 427 443 256
ConA+ Kl 1gG1 (50ug) 3924 1062 3455 753

[0461]  SZjifdl 2. 2. L. 8 IR ER4E

[0462]  TL-18 O WIR RN EF RIS E B (1L . [L-18 i gEJe W HE 25 S0, BF
% 228 B v A A (Neeta, M. G. , 25 (2000) J. Tmmunol. 164 :2644-2649) , 11-18
(R A/ FH AT R DAL Y 40 i 25 PR AR 7= 2R I BE D) LA S L0 58 R e 8 N (1 e ) Rk
SRl JE TR A SR RE M (I Al R e o AL, Ak, LPS M s S IFN v, TNF AT TL-1
M35 7K T e, X L4 fu IR 7 X6 LPS— 5 3 AT A uike. A LPS X ity TL-18 w7
B LPS— 5T IFN Y AR, 3 HLEL WT /= A D43 2 1) TNF T TL-1 (Takeda, K. , %% (1998)
Immunity 8 :383-390) .

[0463] Wi FEEAT LPS i RIET-FSLL . 5 0 KA E I Hif e GGG 257 &. 10
T = -1/, F 500 TFt 0. 9% EhK it —TL-18 Frik sl HLIA X SR (IP) V5.
76T =0, H 100 787+ 0. 9% K 20 Z3 / Trafle2 8k (LPS) (R i IMiE AL 0111 :B4
Sigma Cat#L-4130 lo # T1K4110) XIZNHEAK NS o 4 /NN, T8O 28 6 3400 %
Ifo g muIFNy ELISA(R&D Systems) JM3Z I35 mulFN y ¥,

[0464] {34 FI %L —mulL—18mAbs, 1C5 BF 93-10C &b FE (¥ WT /)N iR, %52 LPS— 15 T 308 %
(3R 20) (125-2H, F1 1C5 HA AH A (19 236 [FAL 7Y, {H AN 25 A 4E 9 5 B 1F) muTL-18) » 53
Ah, PRIRIE, P -1L-18 TG AL 1)/ W AE LPS Brihy 22 Ja HA /N B I R0 453 4% 5 3K 5 9k 2 (1)
e 4 HR B AR O (Neeta, M. G. , 2 (2000) J. Immunol. 164 :2644— 2649) ,

[0465] 3 20 1C5 H1 93-10CmAbs [ 11 5 ) & LPS BIENE

[0466]
B p AEuad
W Ch) |0 8 24 32 48 56 72 120 144
100 100 100 50 10 10 10 10 10
125-2H @ 400 100 100 80 70 10 10 10 10 10
1C5@400pg | 100 100 100 90 80 80 80 80 80
[0467]
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Hrn HETLE
o6 (B 0 8 2% 32 48 56 72 120 | 144
& 100 100 90 40 10 10 10 10 10
K& 1gG @ 100 100] 100 | 100 100 70 40 40 0] 40
93-10C @ 100 100 100 100 100 100 100 100 100 100

[0468]  SLjiafy 2. 2. M :2. 5 (E) Fab J BRI 45

[0469] 2 T UEHHAS & BH IR PLAR e 4k 45 i, AT BE 25 5 45 ah DL B 5 A1 4154, 1F
AT N TR S5

[0470]  SEZjfd)] 2. 2. M. 1 :2. 5(E) HifA Fab iy Beid il & fialif

[0471]  7E SR-286 ¥ 732 P 7E CHO 4i e b k1L 2.5 (B) A T1gG. ¥l f5 BiGwiEt 0.5
WOK I JE AR R IF HONZLRIAE Protein A Z21P5f) A (LXPBS) AP () Protein A FE
SR Protein A 225 B (0. IM ZE&%H pH 3. 5, 150mM NaCI) JEfi 1gG. H4-4FF M 1eG ik
Fi% 20 2y / 2T, 5 50% AR NE B MEIRRYR G, BEZWH: T 3T°C NIRRT 24 /)b
I 2RJE 4°CRPUE / KBRSV 50mM Tris Z2ih i pH 7. 0 &M i B, G277 25 B
VSR, Wk 100 ZFEMF] A BGOmM Tris pH 7.0) 4% 25 ZEFHE ()5 A BlSHE 4
Fast Flow sEA1#: (Amersham Pharmacia) . &7 PG HBSEMAE B (R 2 ZTF /
G3Eh) . EVLE M A 2.5 (B) Fab 2043 (1€ 280nm RNl id UV IROEEEE ) » B EHIRE
KF 0.3 =5/ ZFt (7E 280nm ik UV OB 2 ) 1 2. 5(E)Fab 124 & 5, 3F H
{# [ Ultrafree—15Biomax 10kDa #;B5 4> 15 (MWCO) il jgRE Millipore) W45 % ~
20 %55 / BT IFHAE -80°C VAR, £E T AR &5 b 22 250 AT R IR Ga ke o
SDS-PAGE I 52 ¥ Fh 40 .

[0472]  SEjEf) 2. 2. M. 2 :2. 5(E)Fab A B 45 i

[0473] A% 2.5 (E)Fab AP ( ~ 20 250 / ZFt) fEUK Lf#R. FabQTIt) 5 24
FHII T 25-30% 28 2. —EE (PEG) 400, 100mM CAPS pH 10. 5 21/ AE IR S, I3F HAE K4
4CTFEEAB RN P AF R ERIR. —RZWHIFPIR SR TUEFEIR A2
2.5 (E)Fab frBoanfk (A4 HEER ) .

[0474]  SZHEM] 3 :TL—-18 My 55 A

[0475]  SEifs) 3. 1 A BRI

[0476]  SEjids) 4 1, BrAE S A U, AT H T A BRI TV

[0477]  SZjGEf] 3. 1. A 20 AL FEAT RNA )45

[0478]  SCjitafs) 3. 1. A. 1 :KG—1 4 i

[0479]  FEPUASALBRZA A, X 3350 25 A48 H K24 3. 0x 107 AN KG1 40 e (ATCC#CCL-246) o B
e, HERA S 10 =50 / ZFH R 5EIRE 30 8050~ , A 50ng/mL 41 1118 4b
AN, 30 73 Bh JEER 2 /N2 ST, A 4 MO AR RNA. R A EEA S 10 =5 / ZFH
TSI E 30 4 BME LT, 0,0.5,2.0, 10 8% 50ng/mL HEZH TL18 AL L. 2 /N
Z G, AT MOcEE RNA. 55 =, ] 0 8% 10ng/mL TNF AbBE4HM, SRR B )G, AEE 5
10 Z 58 / TS W TSR E 30 48Pl T, 4 0,0.5,2. 0, 10 B¢ 50ng/mL F4H TL18 &b
HANAE. 2 /DB )5, AP HBICEE RNA. FE B G AR BRA BB H 5 10 =58 / =THilsk
BT 2E I E 30 4385, A 0 8% 10ng/mLTNFE F1 0 8% 2. Ong/mL 41 TL18 [A] I 4b BE 41
Mo 2 /N2 S X 40 BB RNA
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[0480] 1A TRIZOL iX55] (Life Technologies,Rockville,MD) 4550 RNA. RIEA R
UL T R B o B, JF HEE A — AR R Ry © &7 © el (25 ¢ 24 1 1, Life
Technologies,Rockville, MD) MEAT 534N HIZEIL . ARHG A7 R TRIZOL F55 1t B REAT RNA I7T
VERIYES: . 7E 1. 0% ZENRRE / AR B E6RZY 3 4 s RNA AT FEL UK & T ot
[0481] X T-75 % TNF FUSEIR T HISEE, KG-1 4/l Y 2ng/ml TINFIRE 12 /ML, ARG 2,
10 5% 40ng/ml FJ TL-18 Jl. 40 Pk iil& RNA.

[0482]  szjiifsl 3. 1. A. 2 : A4ifL 3t

[0483] 2. 5mL 55 fi 42 I 3¢ A 15 2% 71 [ #E & L & JF H A IL18, IL12, IL18+IL12,
ILIS+IL12+ $T —IL18 Bk TLIS+IL12, TL18+IL12+ X ME Fp 1k 4b PH. & KWK F 0 F -
1L12-500pg/mL, IL18(YK27-1) ~ 50ng/mL, mIgG ~ 5ug/mL, it~ IL18 125 2H ~ 5ug/mL,
MPL -TL18 2.5 ~ 4ug/mL. 37°CF, AL A ER A S TRIR G VIR T . IR T )5, Wit
N5 Z Tt IX ML (£E Depe LA 1 ¢ 10 F0RE(#) PharM v Sk v i ilom) ) , A
MG I LT g . 7EDK b 5 438hz Ja, BL 1200rpm MHR-G Y B O 5 70 8h. S i%ferE
R—0 33 AEn A4 BytEy). #ENH ER Trizol #2753 RNA. X FHEEFES) 4)
BT BT BORE SRR G I 4 £

[0484]  SZjf5) 3. 1. B FREF I 48 FIHE ) I AT

[0485] {4 10 7450 it RNA FILH T cDNA 4 %) SuperScript Choice System(Gibco BRL,
Gaithersburg, MD) K& W EE cDNA. HR¥E Affymetrix (Santa Clara, CA) FEJFiHAT & K,
T T7-(dT) 24 519 (GENSET) AV RAM G E (dT) BRaLS 14, 3 HAEERE
YRS —NRES P BRIARAE 42°C MR E - 43211 cDNA H] Phase Lock Gel Light 2%
FHR % (Eppendorf AG, Hamburg, DE) {&¥E, UIIEVEF T 12 47 DEPC-H20, 5 BioArray
High Yield RNA #F#5idiRi& (Enzo, Farmingdale, NY) Be&r 8 FH 5 54 cDNA, it A
T7 RNA ZA 8830 F 1ML (VD) , fil & AP F — F5id cRNA B4, {1 RNeasy Mini
Columns (Qiagen, Hilden, DE) M IVT &z )V 2B U BB B 1R . R)GHEYE Affymetrix /5
NG 15 T 2B - FRIC T cRNA J Bedb . M BUAAE L 5 5 T X R B IR
B2 (Affymetrix), 15 4 JI- 20X Fukaryotic Hybridization Control (Affymetrix),3 1%
T 75 Kb HEL R A5 DNA (10 2278 / 2 TF, Stratagene, La Jolla, CA),3 57+ Z B4k BSA (50
2y / ZF+, Gibco BRL), 150 fFt 2X MES Z4AC G MR, 7K, I8 2 300 F 2461 . iR
Affymetrix /574, T5EH 1X MES ¥2iH Genechip HuGeneFL Arrays (Affymetrix). 2R)5%
FATIRE Y NPT E L, IF HAG 200 ot a2 h bo S R 78 45°CREF B IE 16 /M.
[o486]  SIjAsl 3. 1. C XTEREFBEAIDESR, YRR

[0487] MBS v HUH 24 AC TR & 9 FF HO A AE 7™ 18 PRk 28 P i B # . B EukGE-WS2 J7
%, {F GeneChip Fluidics Station 400 I, R 3 4= 7= w5 v B 15 (Affymetrix) ; H ¥ %
PR R E AL E A (SAPE) Y 07 T AR TR 5 YL 0 ) 07 35, 305 1 i
et JTA I TF 0 58 i e B VBURH G LR R AR U Affymetrix J7 ¥ #5. 5 GeneChip
software (Affymetrix) 518 GeneArray Scanner (Agilent, Palo Alto, CA) 41454y
S,

[o488]  SEJifsl 3. 1. D £ 4k 70 My

[0489]  FEFIHEAE M Affymetrix MAS4A 1£45 Microsoft Excel,®R)5 F# 3| Spotfire
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Decisionsite 7.0,

[0490]  SEJEf 3. 2 :TL-18 FEHIFE IR X

[0491]  SZjf5) 3. 2. 1 B 1118 H BRI IERILE KG1 40 M Hp 72 plc i

[0492] O TSE TL18 B4R A He AR, LEAFAEANANATAE 8 5 505 G0 61 570 T 2 v T
A KGL 40 AT 40 M BR 1 e iR . 3R 1 TS IR A A7 AR A AN A7 A T8 2 1 R ) 22 />
— IS T OB 2 FECE 2R 67 DARREAA (T8 ERITURME) R 62
AN SEARBIANZR, p (/AN T 0. 05 (FIFHITIG ¢ 207 ) o IXLEFE TS S AT RE > 25, LA HE
SRR T W, R VA AR B . PR O I SRR DR A2 AR Y BOA kB R B 5, IR B
BN LIS W 3HIME T . 12 DEER GRS b )8 B 50, JF H. 13 D7y 1 (il
AT HUREEY) ) o HoRGmASAN AZ A B B (L3R 21) .

[0493] % 21. IL1S S HIZE K
[0494]
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I°Y W4 AR L4 IUni genc & ix 0.5 Iz 10 [s0
n| n,

’%2 CLK3 DC~AF 3 5% 3 5&9.1"% 8.1] 1s.9]
MAP3KS (X e TN Iy F U LT T 66| 29] 58| 39|

[P AR AT I T EE 10] 11 33| 26

RIBATF 4_%31_& B FE T, ATF A 15| L7} 24] 28

[P A R [BIRGS O RmEIAPE X 3 700 62| 102] 10.0|
[#% A< < |BIRC3 O AmIEIAPE X3 4] 265 766] 6.6
' ¥ K [BTG2 BTCE#%, A R?2 31 43| 66| s9l
3% K|CESI T3 Lo 13 21 21

M27691 A~ % A|CREBL cDNA%ﬁ AR ED 09l 24| 45| 3.1
[pGssar " X|com Tk (CCAW ) 25| 21| 13| 07
X359131 [ A~ A% A< |DI3S106E X ) 23] _osf i3] 23]
053448 A[poCt_ % X % %1 ; ﬁ tﬂ% 20 33] 30 33
X58277 ﬁ,t# J<|DUSP1 X 7 S B 1 23] 3 el 33
U48807 W~ < [DUSP4 PR L L LY 20| 23] 29] 20|
X52541 I<[BGRI 1 1s5] 127 324] 203]
X63741 @ »i'gx' BGR3 k] 391 13| ts.t] 9.0
L07077 % /™ AKX R [BHHADH S NS BLAN A5 A 34] 23] 18{ 25
62831 /I~ AR A\|BTRI01 Y MESR 34 s3] s3] 6s
L19314 HRY £X (X3%) B &% 23] 23] 23] 20
S81914 B AN AR R [IER3 !F&j‘%m 17.0] “186] 329] 296
X51345 A~ JUNB jun BERX A 72] 61] 107] 9.6
U20734 - JUNB jun B g X B 102] 21.8] 25.0f 254}
75 A2 €, 2L IMSE #) 3% 22] 1] 20f 19]

[MS8603 b A B F x B (p105) 16| 20f 29] 23]
#HF cB 17 221 35f  43]

56 /3y #EBF«cB 96| 104] 155] 153]

01616 i AW FCEXY 11.6] 143] 207] 21.0)
L13740 E53 T %2kd, A, 1 20f 27| 24 25
}wm:- 7<% K [ORIB3P W 45| 120] 42| 41

438

'1.20971 7 |[PDE4B — A58 4B, CAMP-Hr JF B 24| 28] 42| 33
064675 RANBPZLI _ [RNAE 5k & 2-# 1 1.1] 18] 22| 23}
S57153 (P9 A~k A|RBBP1 ; YN 1 25| 34] 50| 41
X75042 A~ A% X [RBL v-rel L6 2sf 39 37
M83221 A< |RELB v~rel 23] 28] 28] 26
559045 F|RGST AR T AEN] 109 m:l 24| 173
{u70426 X |RGS16 C-EaBBETREMIC 391 47 75] 63
U377 A AR K [RLF ¥ HL-nyc k2545 25] 20 25| 26
M95787 A% K |TAGLN ﬂﬁﬁy 6] 41| 19| 14|
47343 7 |TCEBS WB (110kD, £/ 36| 53| 23] 43
[MS9365 |7 /A% A<| TNFAIF3 e 2 X LB 99| 124| 254] 206
U19261 A~ |TRAFI TNF£ ko0 F F1 28] 28] 49 41
U78798 A~ &K I TRAF6 TNF& 4k e85 B F6 12] 20 23] 22
M37435 |55k 44  |CSF1 EEHEE T (EAME) 29] 298] 21] 24|
M37731 |53t 6y |OROZ GRO2E # X B 152]209] 26.3]  27.0}
X53800  |45k49 |ORO3 GRO3E ] 1] S3| 148 99|
X04500  145-nbég (ILIB 1, B 22] 34 53] 47
M28130 |55k L8 & -%8 62] 100] 134] 145
Y00787 6y ok b 18 ask8 s8] 74| 83] 83|
UB9922 b4y [LTB *e B (TNFR Kk, &R ) s0f s7f 11.0] 128

[0495]
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Geabank ID| 13 i 3 65 |2 10 |s
‘5%7 I XR 2z A4 |Unigenedrid b Iﬂlﬂ
M31166 ok PTX3 'p;g tg?g\-}ﬁ XX8, IL-1B ] s2| 103] 6.4
p311s jo-3kéy  [sCyas .j‘ﬁ‘?- A3 18] 20 50| 38
{M65203 sbég  |SCYAM INGEE B A4 ool 19[ 70 s}
{yo4130 oobky |SCYM YES ma, Ad 10] 26] 59| 4]
M92357 |4 b8y  |INFAIP2 : a-HFEKaOMm?2 42] 64| 203] 193]
231168 3 jCD36 CD36 1R /TSPE &) 16] 20 14] 13)
Z11697 iﬁ CDi3 CDE IR e a7 82| 196] 16.7]
7130 d7  [ERvVAL [ - Al 98 60 95| 152
Az i & GABRA3 Lﬁﬁ (GABA) &4 30 25 1.s| 2.7|
M24283 EX ) ICAM1 mpe i 4 o-F1 (CD54) 751 115 14.5] 13.9
IMSSDN EX) ICAM1 LA *1 (CD54) 25 34 32 137
103171 [FNARL x, BArc ) &l 32 25| 28] 26
X01057 ) IL2RA 2 ;o 07] o4 35 3.6
L10338 SCN1B i 18] 23] 15 s
06 SDC4 i a(m ,REX G TM) 40] 42] 72 6.1
;ig:‘sll- FX ) S0S1 Sos& & (F%) El &1 83| 62 9af 99
X83490 'TNFRSFS 7, 6 1.1] 13| 3.8 33

UI9sz3 |4 Z<|GCHI [(ELH 1 21

juazsie .8 |INFSFI0 MEAE T EEARL0 14] 14] 23] 16

[0496]  SEJifA) 3. 2. 2 M IRl ¥~ g [y 5 5 M) KG—1 4 jiwxf TL-18 [r)ui Y

[0497]  [RA7E H sl N 2 b 4l B IR 1~ — e 8 R R, A TL18 Ab T2 BT 5 TNF — iR & KG-1
I M 1 8RBT 3 AT o AU K UE T 40 IRl - R g s R DL e e A X R 1 4 R
TR N AR B EIN TL18 Z HT A 2ng TNF ¥4 40 fRARZE 12 /NN FF HAE 4 /P2 J5
W3k

[0498]  TL18 JA&IX L4 T Ry 125 PraE PRI L (3K 2) o SRAFIXA FE P A 11t 98
ZAF T INF 2246/ T 50%, BT 10ng/mL 1 40ng/mLIL18 T AR AL fF B B K. X 46
PRI B0, 6 25 i 25 FE I Zh e 20 28, A0 46 2 S DR, iy, A i s i (3R 22) « 5 BRI K
HAh 2 A 2, BRATVEILTHLE v mRNA FILEEE TNF 2 )5 1118 i S 1% A i

[0499] & 22. TNF 4bFJ5 1L18 14 A FE A

[0500]
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D10995 HTR1B 5- F e (MG 2 ) 4% 1B 2.5 2.6
M91463 SLC2A4 W R SR 2 AR IE A 3.1 2.5
U19878 TMEFF1 FEIR R [, EGF AR JEVR E0HI =k 2.9 2.4
66468 CGR11 T EF-hand %544 18000 40 i AR K% 2.2 2.4
144848 NRF1 R 7 1 3.5 2.4
U73328 DLX4 distal-less [AJJE 5 AHE 4 3.2 2.4
HG4593-HT4998 R P MR I (SCN1A) 2.3 2.4
X78710 MTF1 SRR AT L 2.7 2.4
X69727 MAPK4 AR AB 5247 — W 1 e 4 2.3 2.4
703600 ALOX5 A 5- feinE g 2.2 2.3
87269 E4F1 FAF #5%:HF 1 3.4 2.3
Y10375 PTPNS1 B IR IR, 2 EA Y 1 4.5 2.2
D49958 GPM6A B [ M6A 3.3 2.2
60062 FEZ1 AR A KB E R € 1 (zygin) 3.3 2.2
X14830 CHRNB1 REBRRESZ A, WiI, B ZHK 1 2.4 2.1
704076 EGR2 FHIAE KR 2 (Krox—20 [6 &4 ) 3.0 2.1
HG2981-HT3127 (D44 CD44 )5 2.2 2.1
149187 C60RF32 Yotk 6 FEROTHE 32 3.8 2.1
X77744 A\ FLJ00032 & (4 )i, ¥4y 2.3 2.1
X68285 GK H i 2.4 2.0
HG3925-HT4195 SFTPA2 R TEPER, Ml - AHCE A i A2 3.9 2.0
M26062 IL2RB BN 2 2 %4k, B 0.2 0.5
X06182 KIT V-l & B S R [F R ) 0.4 0.5
U79251 OPCML Bl e REH R - S e R e/ Ak E ST - FF] 0.5 0.5
103764 SERPINEL EREA, B R ESaE I H R 1A 0.5 0.5
X92814 HRBV107 5K HREV107 23404 0.3 0.5
L01087 PRKCQ HEEEEC, 9 0.2 0.5
D43772 GRB7 ERKETFZAE-S4E5EAT 0.2 0.5
X15880 COL6A1 BEIE VI B, a1 0.5 0.5
HG3115-HT3291 MBP REREIRIR B O 0.4 0.5
X83301 SMA3 SMA3 0.5 0.5
D87469 CELSR2 WRETE A, BGF LAG LESIEIX G- A4k 2| 0.4 0.5
M11313 A2M a-2- BEREA 0.4 0.4
X64877 HFL3 HAF CRME)-F£ 3 0.4 0.4
718859 GNAT2 LEA G RS EE GEE) 0.4 0.4
D89077 SLA Src— FE - B3k 0.4 0.4
125444 TAF2E TATA E 4568 (TBP) — #HK A1 0.2 0.4
M26665 HTN3 Histatin3 0.4 0.4
$69790 WASF3 WAS 25 R, R 3 0.4 0.4
079248 A L% 23826 371 0.4 0.4
L15309 ZNF141 PR E 141 ( Tl pHZ-44) 0.3 0.4
141147 HTR6 - BREEIE (MIEE) 2166 0.4 0.4
X58431 HOXB6 [ 5 S HUHE B6 0.4 0.4
U50360 CAMK2G CaM JffE 11 v 0.2 0.4
D88152 ACATN 2R A iR 0.4 0.4
138480 RXRG P ERE X 248, ¥ 0.3 0.4
X16866 CYP2D7AP AR 2 P450, WK 11D 0.4 0.4
[0502]

Genbank 1D HELZF | Unigene &7F 2 0ong | #7172 40ng
X70991 NAB2 NGFI-A #5& 8 [ 2 (ERGL bp2) 0.2 0.4
M60830 EVI2B WE SR S AT 2B 0.4 0.4
M27492 IL1R1 B2 LK, TR 0.4 0.4
735093 SURF1 SEMKZ 1 0.4 0.4
D86425 NTD2 HEM2 0.3 0.3
159914 MADHS MAD) [R] 2% 6 0.4 0.3
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M18255 PRKCB1 EERENC, B 1 0.4 0.3
AF000234 P2RX4 N A B 22 { P2X 0.3 0.3
S77763 NFE2 R T (LTAIHE - F=HE R 2) , 45kD 0.4 0.3
U78722 INF165 PR A 165 0.3 0.3
105568 SLC6A4 VB 6 (IMIEE) 0.3 0.3
131529 SNTB1 WFEEG - HEEA AL 0.3 0.3
147054 ART3 ADP- A% HE L L FE T 3 0.4 0.3
M13955 KRT7 AEET 0.4 0.3
D15049 PTPRH & LR E R AR, A7), H 0.4 0.3
103486 GIA5 (B BRI ), a b, 40kD CEHEE D) 0.5 0.3
X06256 ITGA5 R H, ab 0.4 0.3
122314 REST REL- 2R EE R A+ 0.3 0.3
U51096 CDX2 R R S T e R T 2 0.2 0.2
D31762 KIAA0057 | TRAM- #£8EH 0.4 0.2
M23668 FDX1 BEALIRRE A L 0.2 0.2
U53476 WNT7A TCFEA MMTV 3507 15 5k 0.2 0.2
X57206 ITPKB WLEE 1,4,5- = ETRES 3- WFE B 0.2 0.2
731695 INPP5A WLES B R T —5- BEIRHR , 40kD 0.4 0.2
S66793 ARR3 PR A B 3, M) (X- #IfIEEE ) [ 0.2 0.2
59877 RAB31 RAB31, il 7 RAS iye 5k [ 5 ik 0.2 0.2
53786 EVPL HNEIE R 0.2 0.2
$83362 LIFR L 0 il R 52 4 0.3 0.2
D42038 KIAA0087 KTIAAO087 F:[KIF=4) 0.3 0.2
HG4333-HT4603 | ZNF79 FEIREE A 79 (pT7) 0.1 0.1
101406 GHRHR KB R AR 0.4 0.1

[0503]  SEjfd] 3. 2. 3 : N FAAH IR TL18 frymin v
[0504] A4 T AF4IME (B rE oA ) iy TL18 8k 5 TL12 K& 1% 1118
(RN o B3 AT T L —IL18 R e DA HI AL SRV B I RE ) o MRYE SEHife) 4. 1 Frk A 35 48
fi. 23 RNA JF HH FHRM Affymetrix Genechips (Hugene,FL) . & 23 5 H 45 B, 5T
IL18+IL12 B R BT —TL18 HUIR R AL 1K 49 NGk JIMER R KRG A K. XLHE
R IR 2t i KG-1 4i i TL18 5 5.
[0505] % 23. HHE{#T Affymetrix Genechips FTIll5E i), M 40 JFE R A TLIS+IL12
IEVTT 4 58 2 3 Bl 125 2H REF IR A g B Ab-A 2 TL18/IL12 brid)

[0506]
FE R 44 B Unigene 27+ Unigene
KTAA0001 52 G S AR B2 AK, BT UDP— 45 254 Hs. 2465
LIMK2 LIM &5 7438 18 g 2 Hs. 278027
KTAA0196 KIAA0196 &K 7= 4) Hs. 8294
TFNG FHE, v Hs. 856
POLR2C A (RNA)TT 2k Hs. 79402
DAG1 ERAREOEM 1 Hs. 76111
TPSB1 RIFEHEAM B 1 Hs. 250700
CDR2 ANERAS P — A )T (62KD) Hs. 75124
TCF12 WRTE — A — e S R 7 4 Hs. 21704
TACTILE MR ISR A I T 40 M Hs. 142023
PIP5K2A ERSBELEE —4— BEIR 5— I Hs. 108966
SF3A3 BB R 1 3a, WIE 3, 60kD Hs. 77897
SEL1L sel-1(1in—12 {7, C. elegans) — ¥ Hs. 181300
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1L15 A% 15 Hs. 168132
BAK1 BCL2- I / 7 1 Hs. 93213
SLAM 1555 Wk L 40 B S o 1 Hs. 32970
SCYB11 ANERT 5 5 40 R - K% B (Cys—X=Cy's) , il it 11 Hs. 103982
LIMK1 LIM 45 fa ks 1 Hs. 36566
CAT56 CAT56 5 [ )i Hs. 118354
POLRMT AW (RNA) Zikifh (DNA $57% ) Hs. 153880
SCYA4 ANEET S 5 40 R 1 A4/Mip-1b Hs. 75703
MIG Y TIEE TR T Hs. 77367
SSX3 TR R TALJRE , X WA 3 Hs. 178749
TNFRSF6 IR SR BRI T 52 AR K A 6 Hs. 82359
MAT1A ERRIBE R 1, o Hs. 323715
KTAA0133 KIAA0133 FE K 7= 4) Hs. 57730
FCGBP IgG 458 A Fe H Hs. 111732
ARHD Ras [F] ZY)5E R K, 1% 5 Hs. 15114
FGFR2 BT 4 A0 AR A IR - 52 4k 2 Hs. 278581
COL9AL JEJE, IX A, al Hs. 154850
HPX42B 38 1M 5G4 [F] Y8 57 TEAE Hs. 125231
TAL2 T— 20 Sk vk B2 40 B 9 I 9 2 Hs. 247978

ESTs Hs. 196244
REN ¥ 2% Hs. 3210
POU2F2 POU Z5 kiR, 2 2, 6 LR 7 2 Hs. 1101
ALOX12 W EVUR 12— feSE &l Hs. 1200
ACTN2 HZER, o2 Hs. 83672
KLK2 MAFEFE 2 2, AT FIIRI Hs. 181350

[0507]
FFE 425 Unigene 7 Unigene
RCV1 WMEEHA Hs. 80539
E2F4 E2F #% A1 4, pl07/p130- 454 Hs. 108371
SEMA3F Gk ER [ E5 Rk (Tg) , BB E 548, 4y Wi, (155 881 ) 3P| Hs. 32981
BHMT AR, - R R Hs. 80756
EVPL A1k B ER Hs. 25482
BBC3 Bel-2 &4 4 3 Hs. 87246
SLN Sarcolipin Hs. 15219
RDBP RD RNA- & &EH Hs. 106061
MT1H & JE i Hs. 26667
RAD54L RAD54 ( IR EERE ) — #F Hs. 66718
MLL3 HHE / WREAEEIRE S - 1M FE A I 3 Hs. 288971
[0508]  SEJEfd) 3. 2. 4 : N4 TL18 fHipY:
[0509] X A6 T 4% I 40 Mo X B TL18 sk 5 TL12 BEA 1 TLIS iy m N e W3 Hr T

Pt —~IL18 i vu FEHUAAIMNHIF Sk N I RE T o ARSI 4. 1 Prid ab 38 5 (R A . 53

5 RNA, 3F H R ER Af fymetrixGenechips (HugeneFL) . 3¢ 24 45 45 3., ‘& 4 4 TL18+11L12

BT Bt -TL18 g S e 1 WP 44t e it 4R 2 s i A A op 16 MRk LA

R 5 RZERGAH K. ATV E & PCR AT 10 44 1E 5 T A 13X SU 35 R () = A 2

AR . 2% 25 X T H0E v 4 XA AAT PR ST 45 2R 536 26 25 CXCL9 45 R, 3 27

25 CCLB IG5 R RIAZPERITIN &5 AR B, Ay rh TL18 X ax S8 5 AR #2 78 Apw]
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[0510] 3 24. W AEAKAN B4R S5 TL1S+IL12 &b ()4 I 1F 1 75 5 S AR vk 8 1 Ho At

IL18/1L12 5 3bwic )

[0511]

AR D M Unigene
202284 s _at |mE A ME QBB BN SR 1A (p21, Cipl) Hs.179665
202531 at | FREAAEHTL Hs.80645
204057 at  (THARA AN EAL Hs.14453
205488 _at 4;!23 g:ﬁﬁl. MM EET-H O mpin X & A8 Hs.90708
206554_x_at |SET# My fonarineri ARk o X H Hs.265855
206817 x_at |64 = FR T X ¥ 44 Hs.26047
207509_s_at | & M —48 X Ig-H £ 42 Hs.43803
209546 s_at | # Mg E &L, 1 Hs.114309
214438 at  [H2. O-HFI AR HIEL (M) |Hs.74870
[0512]
|1214450_at  |#az % & 8%V ( lymphopain) Hs.87450
216950_s_at |FcRI b# X (AA1-344) [ A ], aRNAAF) Hs.382006
217933 _s_at | & SRR R K BER3 Hs.182579
219386_s_at [B#HE. mMEiEN, EAMBEIAH Hs.20450
219956_at  |UDP-N-Z#tAk-a-D-F SLMME: B KN-ZEA Hs.151678
FREI R IS 20 1
219971 at (A AK21%4k Hs.210546
221223 x ot [MEBFTHFSH2-O2FAR Hs.8257
[0513] & 25. 10 ™ AMFEFFILE v PERE. EPUARKFNHITEH p < 0.05
[0514]
IFN A R ) Ht -1IL18 2.5 Bt -1L18 125-2H
4K 3n 0. 001 0. 187 0.014 0.026
{4k Bn 0. 003 0.012 0. 006 0. 006
4K 9n 0.001 1. 250 0.037 0. 000
44K 10n| 0.002 0. 361 0. 024 0. 002
K 1n 0. 002 0. 339 0.022 0.070
4K 2n 0.001 0.032 0. 003 0. 003
4K 4n 0.001 0. 082 0.011 0.027
1K 6n 0. 002 0.076 0. 006 0.010
4K Tn 0. 002 0. 049 0. 009 0.012
fitfA8n | 0.002 0. 049 0. 009 0.012
[0515] 3 26. 10 > AUfLFF:H MIG/CXCLI PERE. RPUAMFHIVEN p < 0. 05
[0516]
CXCL9 B R R it -1L18 2.5 Pi -1L18 125-2H
fiEAA 1 0. 000 0.170 0. 082 0.010
i1 10 0. 000 0.015 0. 000 0. 000
fiLfk 2 0.001 0. 006 0.001 0.001
fit1k 3 0. 000 0. 067 0.010 0. 006
fiE1K 4 0. 000 0.023 0.012 0. 003
fifk 5 0. 000 0. 004 0. 000 0. 000
fi1k 6 0. 000 0.070 0.001 0.001
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N 0.001 0. 034 0.001 0. 000
4k 8 0.001 0. 034 0.001 0. 000
K 9 0. 000 0. 035 0. 000 0.001

[0517] 3 27.10 P AMAEH MCP2/CCLS PERE . APUARRIHITHITER p < 0. 05
[0518]

CCL8 KA T ) 384 11 L -1L18 2.5 L -1L18 125-2H
fEAk 1 0. 036 8.941 4. 054 1. 051
fitA 10 | 0.004 0. 987 0. 009 0. 025
NP 0. 036 1. 225 0. 105 0. 057
Atk 3 0.012 3.923 0. 648 0. 663
fitfk 4 0. 021 2. 927 0.994 0. 630
N 0. 001 0. 005 0. 001 0. 001
N 0. 000 0. 023 0. 002 0. 001
ik 7 0.001 0. 009 0. 001 0. 001
14K 8 0.001 0. 009 0.001 0. 001
A9 0.001 2. 438 0.003 0. 059

[0519]  SEjiifs] 4 -t —1L-18 HuMAb, 2. 13 (E)mgl HIFEHE

[0520]  SEjtifs) 4. 1 - N4 ERl 545

[0521] RV H] BIACORE 14, ARHE A R vi BH 45 ( 2 WL iifs) 2. 1. B) , ¥FHT 2. 13 (E) mgl Xf
N IL-18 (PR . 2. 13 (E) mgl i3k B At Fr v, IF HL e L 5 — 4 C 0 A i e
Rl &5 5 R ). WISk 28 PR, 2. 13 (B)mgl 5 A EA AN 1L-18. 4810, 2. 13 (E)mgl A
5N IL-18 Ja 44, A SR 50 i HoAt 23 P NI MR 745 &, GdE TL-1 Kk IL-1a
FIL-1B.

[0522] % 282. 13 (E)mgl F1 2.5 (E)mgl XF40MulAl 1-45& ) Biacore 23 H7

[0523]

TEMTE MWK 2.13(E)mgl W&+ 2.5(E)mgl
A0 B F, (10 (5 mg/mL) (25 mg/mL)
2.13(E)mgl &4 2.5(B)MG14 A
IFNy - -
IL-la - -
IoL-1f - .
tempenF" - -
18 +
Pro-IL-18 -

[0524]  ° | T 45 & 150 19 73 4h i 40 e A v 9 4% 1L-2, IL-3, IL-4, IL-5, IL-6, IL-7,
IL-8, IL-9, L-10, IL-11, IL-12, IL-13, IL-15, L-16, IL-17, IL-21, TNF, LT, LT a 1 B 2, il
LTa2B 1, 2.13(E)mgl HiXLeqn fa Al 11— DAL Ao

[0525]  ~F-WEZ R > N2 FR 5414 BY AT B4 1L-18

[0526]  SEjifd) 4. 2 5 HALPUATE S 455 N TL-18

[0527] RV H] BIACORE {5, #4f AE R Ui BH45 ( WSt 2. 1. B) , vFOY JLAP T -1L-18
Pk 2. 13 B)mgl 34454 N IL-18 fIBE ). TIE M, £ wbEdt - Aokt - /D BPiikd
RENVEY S A bR, R ABL-TL-18 ik, 3F H A B e 7E Bk 2Bt v B2 selEdt - A
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BUHL - /D RO 125-20) Hifk (38— Rtk dirk) k. REFAEAAN IL-18 IF H
H S — B @A i, s, @A WML -1L-18 Pifk. 1R I I E 5 = w1k
Pt -IL-18 Pk di A EA IL-18 JF H 543 —PiAE T HIBE ). 2. 13(E)mgl A5 2.5 (E)mgl
gy IL-18BP %4+, Pt -hull-18 HriEHiLiE 125-2H 5 2. 13 (B)mgl 34454 A IL-18,

77/80 1T

[0528] %29 £54 A IL-18 [PiiATE 4 BIACORE a 43#7
[0529]
AT T 1" Bz Ab _7
AP_» 125-2H 2.5(E)mgl 218 44 581 435 2.13(E)mgl 23 IL-18BP
12520 - + - -+ | + - - +
23Emel | 4 - + | + | - - + +
215 - + - -l o+ | + - - +
444 . + - . + + - - +
3 + - + |+ | - - + + +
a5 + - + | + | - - + + +
2.13(E)mgl - + - - + o - - +
B - + - - 1+ | + - - +
il IR - + + | + | + + + -
[0530]  + ¥RES— IR PRI &55
[0531] - ¥R58 —HiiAARESS G TL-18
[0532]  ARBAZZE T 4> FLED AU A T A AR o X e R, (HARR T, T

WA RER I EOR -
[0533] Ausubel, F. M. Z:4%=%, Short Protocols In Molecular Biology ( Z P4k 1999)

John Wiley & Sons, NY. (ISBN 0-471-32938-X)
[0534]
Analvsis(2001)BioTechniques Press. Westborough,MA. 298 pp. (ISBN 1-881299-21-X) .
[0535] Kontermann F1 Dubel eds., Antibody Engineering(2001)Springer—Verlag. New
York. 790 pp. (ISBN3-540-41354-5) .

[0536]
To Genetic Engineering ( % —h 1985)Blackwell Scientific Publications, Boston.
Studies in Microbiology ;V. 2 :409 pp. (ISBN 0-632-01318-4) ,

[0537]  Sambrook, J. Z£4%3, Molecular Cloning :A Laboratory Manual ( 28—z 1989)
Cold Spring Harbor Laboratory Press, NY. Vols. 1-3. (ISBN 0-87969-309-6) ,

[0538]
Technology (1987)VCH Publishers, NY (HorstIbelgaufts #¥
pp. (ISBNO-89573-614-4) ,

Lu F1 Weiner 4% #, Cloning and Expression Vectors for Gene Function

Old,R.W.& S.B.Primrose,Principles of Gene Manipulation :An Introduction

Winnacker, E. L. From Genes To Clones :Introduction To Gene
). 634

[0539] £ ik
[0540]  ZE[EEF
[0541] 5,545,806 5,545,807 5,591,669 5,612,205 5,625,126
[0542] 5,625,825 5,627,052 5,633,425 5,643,763 5,661,016
[0543] 5,721,367 5,770,429 5,789,215 5,789,650 5,814,318
[0544] 5,912,324 5,916,771 5,939,598 5,985,615 5,994,619
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[0001]

[0002]

%

<110> Ghayur, Tariq
Labkovsky, Boris
Voss, Jeffrey
Green, Larry
Babcook, John
Jia, Xiao-chi
Wieler, James
Kang, Paul
Hegberg, Brad

<120> IL-18 #£&%H
<130> BBC-085US

<140> not yet assigned
<141> filed concurrently herewith

<160> 47

210> 1

211> 193

<212> PRT

213> A

<400> 1

Met Ala Ala Glu Pro Val Glu Asp Asn Cys Ile Asn Phe Val Ala Met

1 5 10 16

Lys Phe Ile Asp Asn Thr Leu Tyr Phe Ile Ala Glu Asp Asp Glu Asn
20 25 30

Leu Glu Ser Asp Tyr Phe Gly Lys Leu Glu Ser Lys Leu Ser Val Ile
35 40 45

Arg Asn Leu Asn Asp Gln Val Leu Phe Ile Asp Gln Gly Asn Arg Pro
50 55 60
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[0003]

Leu Phe Glu Asp
65

Thr Ile Phe Ile

Ala Val Thr Ile
100

Glu Asn Lys Ile
115

Lys Asp Thr Lys
130

His Asp Asn Lys
145

Leu Ala Cys Glu

Glu Asp Glu Leu
180

Asp

210> 2
211> 330
<212> PRT
213> A

<400> 2

Met Thr Asp Ser Asp Cys Arg Asp Asn Ala Pro Arg
70 75 80

Ile Ser Met Tyr Lys Asp Ser Gln Pro Arg Gly Met
85 90 95

Ser Val Lys Cys Glu Lys Ile Ser Thr Leu Ser Cys
105 110

Ile Ser Phe Lys Glu Met Asn Pro Pro Asp Asn Ile
120 125

Ser Asp Ile Ile Phe Phe Gln Arg Ser Val Pro Gly
135 140

Met Gln Phe Glu Ser Ser Ser Tyr Glu Gly Tyr Phe
150 155 160

Lys Glu Arg Asp Leu Phe Lys Leu Ile Leu Lys Lys
165 170 175

Gly Asp Arg Ser Ile Met Phe Thr Val Gln Asn Glu
185 190

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
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[0004]

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu
20 25

Val

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala

35 40

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu
65 70 75

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr
85 90

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr
100 105

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe
115 120

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val
145 150 159

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
165 170

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val

95

45

Gly

Gly

Lys

Cys

Leu

125

Glu

Lys

Lys

Leu

15

Lys Asp Tyr
30

Leu Thr Ser

Leu Tyr Ser

Thr Gln Thr
80

Val Asp Lys
95

Pro Pro Cys
110

Phe Pro Pro

Val Thr Cys

Phe Asn Trp
160

Pro Arg Glu
175

Thr Val Leu
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[0005]

180

His Gln Asp Trp Leu Asn
195

Lys Ala Leu Pro Ala Pro
210

Gln Pro Arg Glu Pro Gln
225 230

Met Thr Lys Asn Gln Val
245

Pro Ser Asp Ile Ala Val
260

Asn Tyr Lys Thr Thr Pro
275

Leu Tyr Ser Lys Leu Thr
290

Val Phe Ser Cys Ser Val
305 310

Gln Lys Ser Leu Ser Leu
325

210> 3
211> 330
<212> PRT
Q213 A

185

Gly Lys Glu Tyr

200

Ile Glu
215

Val Tyr

Ser Leu

Glu Trp

Pro Val
280

Lys Thr

Thr Leu

Thr Cys
250

Glu Ser
265

Leu Asp

190

Lys Cys Lys Val Ser Asn
205

Ile Ser Lys Ala Lys Gly
220

Pro Pro Ser Arg Glu Glu
235 240

Leu Val Lys Gly Phe Tyr
255

Asn Gly Gln Pro Glu Asn
270

Ser Asp Gly Ser Phe Phe
285

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn

295

Met His

Ser Pro

96

Gly Lys

330

300

Glu Ala Leu His Asn His Tyr Thr

315 320
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[0006]

<400> 3

Ala Ser Thr Lys
1

Ser Thr Ser Gly

20

Phe Pro Glu Pro

35

Gly Val His Thr

50

Leu Ser Ser Val

65

Tyr Ile Cys Asn

Glu Pro
100

Lys Val

Pro Ala Pro Glu
115

Lys Pro Lys Asp

130

Val Val
145

Val Asp

Tyr Val Asp Gly

Gly Pro Ser
5

Gly Thr Ala

Val Thr Val

Val Phe Pro
10

Ala Leu Gly
25

Ser Trp Asn
40

Phe Pro Ala Val Leu Gln

55

Val Thr Val
70

Val Asn His
85

Lys Ser Cys

Ala Ala Gly

Thr Leu Met
135

Yal Ser His
150

Val Glu Val
165

Pro Ser Ser

Lys Pro Ser
90

Asp Lys Thr
105

Gly Pro Ser

120

Ile Ser Arg

Glu Asp Pro

His Asn Ala
170

97

Leu Ala Pro Ser Ser Lys

Cys

Ser

Ser

Ser

75

Asn

His

Val

Thr

Glu

165

Lys

Leu

Gly

Ser

60

Leu

Thr

Thr

Phe

Pro

140

Val

Thr

15

Val Lys Asp Tyr
30

Ala Leu Thr Ser
45

Gly Leu Tyr Ser

Gly Thr Gln Thr
80

Lys Val Asp Lys
95

Cys Pro Pro Cys
110

Leu Phe Pro Pro
125

Glu Val Thr Cys

Lys Phe Asn Trp
160

Lys Pro Arg Glu
175
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Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 256

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 4
<211> 106

[0007]
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[0008]

<212> PRT
213> A

<400> 4

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln

1 5

10

15

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr

20

Pro Arg Glu Ala Lys Val
35

Gly Asn Ser Gln Glu Ser
50

Tyr Ser Leu Ser Ser Thr
65 70

His Lys Val Tyr Ala Cys
85

Val Thr Lys Ser Phe Asn
100

<210> 5

<211> 105
<212> PRT
213> A

<400> 5

25

Gln Trp Lys Val
40

Val Thr Glu Gln
55

Leu Thr Leu Ser

Glu Val Thr His
90

Arg Gly Glu Cys
105

30

Asp Asn Ala Leu Gln Ser
45

Asp Ser Lys Asp Ser Thr
60

Lys Ala Asp Tyr Glu Lys
75 80

Gln Gly Leu Ser Ser Pro
95

Gln Pro Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser Glu

1 5

10
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[0009]

Glu Leu Gln Ala Asn Lys Ala Thr Leu Val Cys
20 25

Tyr Pro Gly Ala Val Thr Val Ala Trp Lys Ala
35 40

Lys Ala Gly Val Glu Thr Thr Thr Pro Ser Lys
50 55

Tyr Ala Ala Ser Ser Tyr Leu Ser Leu Thr Pro
65 70 75

His Arg Ser Tyr Ser Cys Gln Val Thr His Glu
85 90

Lys Thr Val Ala Pro Thr Glu Cys Ser
100 105

<210> 6

211> 121

<{212> PRT

213> A

<400> 6

Glx Val Gln Leu Val Gln Ser Gly Thr Glu Val
1 5 10

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr
20 25

Trp Ile Gly Trp Val Arg Gln Met Pro Gly Lys
35 40

Gly Phe Ile Tyr Pro Gly Asp Ser Glu Thr Arg

100

Leu

Asp

Gln

60

Glu

Gly

Thr

Gly

Tyr

Ile Ser Asp Phe
30

Ser Ser Pro Val
45

Ser Asn Asn Lys

GIn Trp Lys Ser
80

Ser Thr Val Glu
95

Lys Pro Gly Glu
15

Val Thr Ser Tyr
30

Leu Glu Trp Met
45

Ser Pro Thr Phe
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[0010]

50 55 60

Gln Gly Gln Val Thr Ile Ser Ala Asp Lys Ser Phe Asn Thr Ala Phe
65 70 75 80

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

Ala Arg Val Gly Ser Gly Trp Tyr Pro Tyr Thr Phe Asp Ile Trp Gly
100 105 110

Gln Gly Thr Met Val Thr Val Ser Ser
115 120

210> 7

<211> 109
<212> PRT
213> A

<400> 7
Glu Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Val Ser Pro Gly

1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Ile Ser Ser Asn
20 25 30

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

Tyr Thr Ala Ser Thr Arg Ala Thr Asp Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Ser
65 70 75 80
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[0011]

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

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

<210> 8

211> 121
212> PRT
213> A

<400> 8
Glx Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Thr Pro Ser Gln

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser Ser Gly
20 25 30

Gly His Tyr Trp Thr Trp Ile Arg Gln His Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Gly Tyr Ile Tyr Tyr Ser Gly Ser Thr Tyr Tyr Asn Pro Ser
50 55 60

Leu Lys Ser Arg Leu Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe
65 70 75 80

Ser Leu Lys Leu Ser Ser Val Ala Ala Ala Asp Thr Ala Val Tyr Tyr
85 90 , 95

Cys Ala Arg Asp Arg Gly Gly Ser Gly Ser Tyr Trp Asp Tyr Trp Gly
100 105 110
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[0012]

Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 9

211> 109
<212> PRT
213> A

<400> 9
Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu

1 5 10

Glu Arg Ala Thr Leu Ser Cys Arg Gly Ser Arg
20 25

Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40

Ile Tyr Gly Val Ser Ile Arg Ala Thr Gly Ile
50 55

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln
85 90

Leu Thr Phe Gly Gly Gly Thr Lys Val Glu Ile
100 105

<210> 10
<Z11> 118
<212> PRT
213> A

103

Ser Leu Ser Pro Gly
15

Ser Val Ser Ser Gly
30

Ala Pro Arg Leu Leu
45

Pro Asp Arg Phe Ser
60

Ile Ser Arg Leu Glu
80

Tyr His Gly Ser Pro
95

Lys Arg
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[0013]

<400> 10

Glx Val Gln Leu Gln Glu Ser Gly Pro Gly

1 5

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly
25

20

Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly

35

Gly Tyr Ile Tyr Ser Ser Gly Ser Thr Asn

50

Ser Arg Val Thr Ile Ser Val Asp Thr Ser

65 70

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr

85

Arg Asp Arg Gly Gly Ala Ser Phe Phe Asp
105

100

Leu Val Thr Val Ser Ser
115

<210> 11
<211> 108
<212> PRT
213> A

<400> 11

Leu Val Lys Pro Ser Glu
15

Gly Ser Ile Arg Asn Tyr
30

Lys Gly Leu Glu Trp Val
45

Tyr Asn Pro Ser Leu Lys
60

Lys Asn Gln Phe Ser Leu
75 80

Ala Val Tyr Tyr Cys Ala
95

Tyr Trp Gly Gln Gly Thr
110

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Ile Gly

1 5

104

15
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[0014]

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ile Ile Gly Gly Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Arg Pro Gly Lys Ala Pro Lys Phe Leu Ile
35 40 45

Tyr Ser Thr Ser Ile Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Thr Tyr Ile Thr Pro Pro
85 90 95

Thr Phe Gly Pro Gly Thr Lys Val Asp Ile Lys Arg
100 105

<210> 12
<211> 119
<212> PRT
Q213> A

<400> 12
Glx Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Asn Ser Gly
20 25 30

Asp Tyr Tyr Trp Ser Trp Ile Arg Gln His Pro Gly Lys Gly Leu Glu
35 40 45

105
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[0015]

Trp Ile Gly His Ile Ser Tyr Arg Gly Thr Thr Tyr Tyr Asn Pro
50 55 60

Leu Lys Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln
65 70 75

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

Cys Ala Arg Asp Arg Gly Gly Gly Phe Phe Asp Leu Trp Gly Arg
100 105 110

Thr Leu Val Thr Val Ser Ser
115

<210> 13
<211> 109
<212> PRT
213> A

<400> 13
Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro

1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Arg Ser Leu Ser Ser
20 25 30

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

Ile Tyr Gly Ala Ser Ile Arg Ala Thr Gly Ile Pro Asp Arg Phe
50 55 60
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Ser

Phe

80

Cys

Gly

Gly

Gly

Leu

Ser
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[0016]

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

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

Leu Thr Phe Gly Gly Gly Thr Arg Val Glu Ile Asn Arg
100 105

<210> 14

<211> 122

<{212> PRT

213> A

<400> 14

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

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

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

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

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

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

Ala Arg Asp Asp Ser Ser Gly Tyr Tyr Pro Tyr Phe Phe Asp Tyr Trp
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100 105

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

<Cl10> 15
211> 114
<212> PRT
213> A

<400> 15
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val

1 5 10

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Thr Val
20 25

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys
35 40 45

Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu
50 : 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
65 70 75

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr
85 90

Tyr Tyr Ser Thr Pro Leu Thr Phe Gly Gly Gly Thr Lys
100 105

Lys Arg

[0017]

108

110

Ser Leu Gly
15

Leu Tyr Arg
30

Ser Gly Gln

Ser Gly Val

Thr Leu Thr
80

Cys Gln Gln
95

Val Glu Ile
110
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[0018]

<210> 16
<211> 120
<212> PRT
213> A

<400> 16
Glx Leu Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro

1 5 10

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser
20 25 30

Val Tyr Tyr Trp Gly Trp Ile Arg Gln Pro Pro Gly Lys Gly
35 40 45

Trp Ile Gly Ser Ile Tyr Tyr Ser Gly Ser Thr Tyr Tyr Asn
50 55 60

Leu Lys Ser Arg Val Thr Ile Ser Val Asp Ala Ser Lys Asn
65 70 75

Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Ile
85 920

Cys Ala Arg Glu Asp Ser Ser Ala Trp Val Phe Glu His Trp
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 17
<211> 109
<212> PRT

109

Ser Glu
15

Ser Arg

Leu Glu

Pro Ser

Gln Phe
80

Tyr Tyr
95

Gly Gln
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[0019]

213> A
<400> 17
Glu Ile Val Leu Thr GIn Ser Pro Asp Thr Leu Ser Leu Ser Pro Gly

1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser His Ile Leu Ser Arg Asn
20 25 30

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

Met Tyr Gly Ile Ser Ile Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

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

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln His Tyr Asp Asn Ser Leu
85 950 95

Cys Ser Phe Gly Gln Gly Thr Lys Leu Glu Val Lys Arg
100 105

<210> 18

211> 119

<212> PRT

Q213> A

<400> 18

Glx Val GIn Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 ) 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Arg Asn Tyr

110
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[0020]

20 25 30

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

Ala Val Ile Trp Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
50 55 60

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

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

Ala Arg Glu Ser Tyr Tyr Tyr Tyr Gly Met Asp Val Trp Gly Gln Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 19
211> 108
<212> PRT
213> A

<400> 19
Glu Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Val Ser Pro Gly

1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Phe Asn Ser Asn
20 25 30

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

111
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[0021]

Tyr Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Ser
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Asn Asn Trp Thr Trp
85 90 95

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

<210> 20
<211> 119
<212> PRT
213> A

<400> 20
Glx Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Asn Ser Gly
20 25 30

Asp Tyr Tyr Trp Ser Trp Ile Arg Gln His Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Gly His Ile Ser Tyr Arg Gly Thr Thr Tyr Tyr Asn Pro Ser
50 55 60

Leu Lys Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe
65 70 75 80

112
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[0022]

Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Cys

85 90 95

Cys Ala Arg Asp Arg Gly Gly Gly Phe Phe Asp Leu Trp Gly Arg Gly

100 105 110

Thr Leu Val Thr Val Ser Ser

<210>
Qip
<212>
213>

<400>

115

21
109
PRT
A

21

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

1

5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Gly

20 25 30

Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu

35 40 45

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

50

55 60

Gly Ser Gly Ser Ala Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu

65

70 75 80

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Gly Tyr Ser Pro

85 90 95

113
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Leu Thr Phe Gly Gly Gly Thr Arg Val Glu Ile Asn Arg
100 105

210> 22
211> 127
<212> PRT
213> A

<400> 22
Glx Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg

1 5 10 15

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

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

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

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

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

Ala Arg Glu Lys Gly Gly Ser Gly Trp Pro Pro Phe Tyr Tyr Tyr Tyr
100 105 110

Gly Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120 125

<210> 23
[0023]

114
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[0024]

211> 113

<212> PRT

Q21 A

<400> 23

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

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Asn Leu Leu Tyr Ser
20 25 30

Asp Gly Glu Thr Tyr Leu Cys Trp Tyr Leu Gln Lys Pro Gly Gln Pro
35 40 45

Pro GIn Leu Leu Ile Tyr Glu Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

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

Ser Arg Val Glu Ala Glu Asp Val Gly Ile Tyr Tyr Cys Met Gln Asn
85 90 95

Val Gln Leu Pro Leu Thr Phe Gly Gly Gly Thr Arg Val Glu Ile Lys
100 105 110

Arg

210> 24
<211> 120
<212> PRT
213> A

<400> 24

115
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[0025]

Glx Thr Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 156

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser Ser Arg
20 25 30

Val Tyr Tyr Trp Gly Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Gly Ser Ile Tyr Tyr Ser Gly Ser Thr Tyr Tyr Ser Pro Ser
50 55 60

Leu Lys Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe
65 70 75 80

Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Ile Tyr Tyr
85 90 95

Cys Ala Arg Glu Asp Ser Ser Ala Trp Val Phe Glu His Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 25
211> 109
<212> PRT
Q13> A

<400> 25

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

116
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Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ile Leu Ser Arg Asn
20 25 30

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

Ile Tyr Gly Ile Ser Ile Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

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

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln His Tyr Asp Asn Ser Leu
85 90 95

Cys Ser Phe Gly GIn Gly Thr Lys Leu Glu Val Lys Arg
100 105

210> 26
211> 120
<212> PRT
213> A

<400> 26
Glx Leu GIn Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Asp Ser Arg
20 25 30

Ile Tyr Tyr Trp Gly Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Gly Ser Ile Tyr Tyr Arg Gly Ser Thr Tyr Tyr Asn Pro Ser

[0026]
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[0027]

50 55 60

Leu Lys Ser Arg Val Thr Ile Ser Val Asp Thr Pro Lys Asn Gln Phe
65 70 75 80

Ser Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr
85 90 95

Cys Ala Arg Glu Asp Ser Ser Ala Trp Val Phe Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Ala Thr Val Ser Ser
116 120

<210> 27
<211> 109
<212> PRT
Q213> A

400> 27
Glu Ile Val Leu Thr 6ln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly

1 5 10 15

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

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

Ile Tyr Gly Ala Phe Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu
65 70 75 80
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[0028]

Pro Glu Asp Phe Val Val Tyr Tyr Cys Gln Gln Tyr Gly Asn Ser Tle

Asp Ser Phe Gly
100

<210> 28
211> 119
<212> PRT
213> A

<400> 28
Glx Val Gln Leu

1

Thr Leu Ser Leu
20

Asp Tyr Tyr Trp
35

Trp Ile Gly His
50

Leu Lys Ser Arg
65

Ser Leu Lys Leu

85 90 95

Gln Gly Thr Lys Leu Glu Ile Asn Arg
105

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

Thr Cys Thr Val Ser Gly Gly Ser Ile Asn Ser Gly
25 30

Ser Tyr Ile Arg Gln His Pro Gly Lys Gly Leu Glu
40 45

Ile Ser Tyr Arg Gly Thr Thr Tyr Tyr Asn Pro Ser
55 60

Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe
70 75 80

Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Cys
85 90 95

Cys Ala Arg Asp Arg Gly Gly Gly Phe Phe Asp Leu Trp Gly Arg Gly

100

105 110

119
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[0029]

Thr Leu Val Thr Val Ser Ser
115

<210> 29
<211> 109
<212> PRT
21 A

<400> 29
Glu Ile Val Leu Thr Gln Ser Pro Gly Thr

1 5 10

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser
20 25

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

Ile Tyr Gly Thr Ser Ile Arg Ala Thr Gly
50 55

Gly Ser Gly Ser Ala Thr Asp Phe Thr Leu
65 70

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln
85 90

Leu Thr Phe Gly Gly Gly Thr Arg Val Glu
100 105

<210> 30
<211> 120
<212> PRT
213> A

120

Leu Ser Leu Ser Pro Gly
15

Gln Ser Val Ser Ser Gly
30

Gln Ala Pro Arg Leu Leu
45

Ile Pro Asp Arg Phe Ser
60

Ser Ile Ser Arg Leu Gly
75 80

Gln Tyr Gly Tyr Ser Pro
95

Ile Asn Arg
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[0030]

<400> 30
Glx Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser Ser Gly
20 25 30

Gly His Tyr Trp Ser Trp Ile Arg Gln His Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Gly Tyr Ile Tyr Tyr Ser Gly Ser Thr His Tyr Asn Pro Ser
50 55 60

Leu Lys Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe
65 70 75 80

Ser Leu Lys Leu Arg Ser Val Ser Ala Ala Asp Thr Ala Gly Tyr Tyr
85 90 95

Cys Ala Ser Leu Tyr Asn Gly Asn Gly Tyr Phe Asp Leu Trp Gly Arg
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 31
<211> 109
<212> PRT
213> A

<400> 31

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

121
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Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Ile Ser Ser Gly
20 25 30

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

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

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

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

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

<210> 32
<211> 120
<212> PRT
213> A

<400> 32
Glx Leu Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser Arg Ser
20 25 30

Tyr Asp Tyr Trp Gly Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu
35 40 45

[0031]
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[0032]

F 3
Trp Ile Gly Ser Ile Tyr Tyr Arg
50 55

Leu Lys Ser Arg Val Thr Ile Ser
65 70

Ser Leu Lys Leu Ser Ser Val Thr
85

Cys Ala Arg Glu Tyr Ser Thr Thr
100

Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 33
<211> 109
<212> PRT
213> A

<400> 33
Glu Asn Val Leu Thr Gln Ser Pro

1 5

Glu Arg Ala Thr Leu Ser Cys Arg
20

Tyr Leu Ala Trp Tyr Gln Gln Lys
35 40

Ile His Gly Ala Ser Ser Arg Ala
50 55

Gly Ser Thr Tyr Tyr Asn Pro Ser
60

Val Asp Thr Ser Lys Asn Gln Phe
75 80

Ala Ala Asp Thr Ala Val Tyr Tyr
90 95

Trp Ser Ile Asp Tyr Trp Gly Gln
105 110

Gly Thr Leu Ser Leu Ser Pro Gly
10 15

Ala Ser Gln Ser Ile Arg Asn Asn
25 30

Pro Gly Gln Ala Pro Arg Leu Leu
45

Thr Gly Ile Pro Asp Arg Phe Gly
60
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[0033]

Gly Ser Gly Ser Gly Thr Asp Phe Thr Lev Thr Ile Ser Arg Leu Glu

65 70 75

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

Ile Thr Phe Gly Pro Gly Thr Lys Val Asp Val Asn Arg
100 105

210> 34

211> 119

<212> PRT

213> A

<400> 34

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

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Asn Ser
20 25 30

Gly Tyr Tyr Trp Ser Trp Ile Arg Gln His Pro Gly Lys Gly Leu
35 40 45

Trp Ile Gly His Ile Ser Tyr Arg Gly Thr Thr Tyr Ser Asn Pro
50 55 60

Leu Lys Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln
65 70 75

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

Cys Ala Arg Asp Arg Gly Gly Gly Phe Phe Asp Leu Trp Gly Arg

124
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80
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[0034]

100 105

Thr Leu Val Thr Val Ser Ser
115

210> 35
211> 109
<212> PRT
213> A

<400> 35
Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu

1 5 10

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln
20 25

Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40

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

Gly Ser Gly Ser Ala Thr Asp Phe Thr Leu Thr
65 70 75

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln
85 90

Leu Thr Phe Gly Gly Gly Thr Arg Val Glu Ile
100 105

<210> 36
<211> 127

125

110

Ser Leu Ser Pro Gly
15

Ser Val Asn Ser Gly
30

Ala Pro Arg Leu Leu
45

Pro Asp Arg Phe Ser
60

Ile Ser Arg Leu Glu
80

Tyr Gly Phe Ser Pro
95

Asn Arg
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[0035]

<212> PRT
213> A

<400> 36
Glx Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg

1 5 10 15

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

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

Ala Val Tle Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
50 55 60

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

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

Ala Lys Asp His Gly Gly Ser Gly Ser Pro Pro Phe Tyr Tyr Tyr Tyr
100 105 110

Gly Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120 125

<210> 37
211> 113
<212> PRT
213> A

<400> 37
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[0036]

Asp Ile Leu Met Thr Gln Thr Pro Leu Ser Leu Ser
1 5 10

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser
20 25

Asp Gly Lys Thr Tyr Leu Tyr Trp Tyr Leu Gln Lys
35 40

Pro Gln Phe Leu Ile Gln Glu Leu Ser Asn Arg Phe
50 5% 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
65 70 75

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr
85 90

Leu Gln Leu Pro Leu Thr Phe Gly Gly Gly Thr Lys
100 105

Arg

<210> 38
211> 119
<212> PRT
213> A

<400> 38

Val Thr Pro Gly
15

Leu Leu His Gly
30

Pro Gly Gln Pro
45

Ser Gly Val Pro

Thr Leu Lys Ile
80

Cys Met Gln Ser
95

Val Gln Ile Lys
110

Glx Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg

1 5 10

15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Tyr Tyr
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[0037]

20 25 30

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

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

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

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

Ala Arg Glu Gly Gly Tyr Tyr Tyr Gly Met Asp Val Trp Gly Gln Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 39
<211> 109
<212> PRT
213> A

<400> 39
Glu Ile Leu Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly

1 5 10 15

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

Tyr Leu Ala Trp Tyr Gln Gln Asn Pro Gly Gln Ala Pro Arg Leu Leu
35 40 45
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Ile Tyr Gly Ala
50

Gly Ser Gly Ser

65

[0038]

Pro Glu Asp Phe

Phe Thr Phe Gly
100

<210> 40
<211> 120
<212> PRT
213> A

<400> 40
Glx Val Gln Leu

1

Thr Leu Ser Leu
20

Asp His Tyr Trp
35

Trp Ile Gly His
50

Leu Lys Ser Arg
65

F 3l %
Ser Ser Arg Ala Thr Gly
55

Gly Thr Asp Phe Thr Leu
70

Glu Val Tyr Tyr Cys Gln
85 90

Pro Gly Thr Lys Val Asp
105

Gln Glu Ser Gly Pro Gly
5 10

Thr Cys Thr Val Ser Gly
25

Thr Trp Ile Arg Gln His
40

Ile Tyr Tyr Ser Gly Ser
55

Leu Thr Ile Ser Ile Asp
70

129

Ile Pro Asp Arg Phe Ser
60

Thr Ile Ser Arg Leu Glu
75 80

Gln Ser Gly Ser Ser Leu
95

Ile Lys Arg

Leu Val Lys Pro Ser Gln
15

Gly Ser Ile Arg Ser Gly
30

Pro Gly Lys Gly Leu Glu
45

Thr Tyr Tyr Asn Pro Ser
60

Thr Ser Lys Asn Gln Phe
75 80
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Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr
85 90 95

Cys Ala Arg Asp Tyr Gly Gly Asn Gly Tyr Phe Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 41
21> 114
<212> PRT
13> A

<400> 41
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Asp Asp Gly Asn Thr Tyr Leu Asp Trp Tyr Leu Gln Lys Pro Gly Gln
35 40 45

Ser Pro Gln Leu Leu Ile Tyr Thr Leu Ser Tyr Arg Ala Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asn
65 70 75 80

Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln
85 90 95

[0039]
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[0040]

Arg Ile Glu Phe Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile

100 105 110

Lys Arg

210>
Q1
212>
213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221
<222>
223>

<220>
221>
222>
223>

<2207
221>
<222>
<223>

<220»
221>
<222>

42

PRT
AL

#i-1L-18 #i4% CDR %)

misc_feature
(1)
Xaa & Ser, Asn, His, Arg, B% Tyr

misc_feature

(2
Xaa £ Tyr, Gly, Arg, Ser, & Cys

misc_feature
3
Xaa & Trp, Gly, Tyr, Asp, Ser, Val, & Ile

misc_feature
4)
Xaa & Ile, His, Trp, Tyr, Met, Leu, 3 Asp

misc_feature

6))
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[0041]

<223>

<220>
221>
<222>
<223>

<220>
@z
<222>
<223>

<400>

Xaa &£ Gly, Tyr, Ser, Ash, BY His

misc_feature
(6)
Xaa & Trp, BAHFHE

misc_feature
(N
Xaa B Thr, Ser, Gly, BRAMLE

42

Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<21
<212>
<213>

<220>
<223>

<220>
<221
222>
223>

<220>
<221
<222>
<223>

<220>
<221>

5

43
17
PRT
AT

Hi~IL-18 $i4% CDR 7Y

misc_feature
(1)
Xaa & Phe, Tyr, His, Ser, B Val

misc_feature
(2
Xaa & Ile, E{ Phe

misc_feature
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[0042]

<222>
<223>

<220>
<221>
<222>
<223>

<220>
<22
<222>
<223>

<220>
<221
<222>
<223>

<220>
<221>
<222>
<223>

<2205
221>
<222>
<223>

<2205
<22
222>
<223>

<220>
221>
<222>
223>

(3)
Xaa & Tyr, Ser, & Trp

misc_feature
4)
Xaa &£ Pro, Tyr, = Ser

misc_feature
)]
Xaa & Gly, Ser, Arg, EX Asp

misc_feature
(6)
Xaa & Asp, BE Gly

misc_feature
)
Xaa & Ser, Thr, Gly, B} Arg

misc_feature
(8
Xaa & Glu, Thr, Ile, 8§ Asn

misc_feature

(9)

Xaa & Thr, Tyr, Asn, Ile, Lys, B§ His

misc_feature
(10)
Xaa B Arg , Tyr , 8% Ser
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<220>

<221> misc feature

<222> (11)

<223> Xaa & Tyr, Asn, # Ser

- <220>
<221> misc_feature
222> (12)
<223> Xaa #& Ser, Pro, Ala, & Val

220>

<221> misc_feature

222> (13)

<223> Xaa B Pro, Ser, B Asp

<220>

<221> wmisc_feature

222> (14)

<223> Xaa & Thr, Leu, BE Ser

<220>

<221> misc_feature

<222> (15)

<223> Xaa & Phe, Lys, #f Val

<220>

<221> nmisc_feature

222> (16)

<223> Xaa £ Gln, Ser, Ef Lys

<220>

221> misc_feature

222> (17)

223> Xaa B Gly, ERAHEE

[0043]

134



CN 101979412 A

F o3l %

43/51 BT

[0044]

<400>

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

Xaa

<210>
Q21D
212>
213>

<220>
<223

<220>
221>
<222>
<223>

<220>
221>
222>
<223>

220>
221>
222>
<223>

<220>
221>
<222>
<223>

<220>

43

5

44
18
PRT
AL

Hi-IL-18 Hi4k COR F¥5)

misc_feature
(1)
Xaa & Val, Asp, Gluy,

misc_feature

(2

Xaa & Gly, Arg, Asp, Ser, Lys, Leu, Tyr, EX Ala

misc_feature
(3
Xaa & Ser, Gly, Tyr,

misc_feature
(4)
Xaa & Gly, Ser, Tyr,

10

Ser, BYCys

Asn, Thr, =Y Asp
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[0045]

221>
222>
<223>

220>
<221>
<222>
223>

<220>
221>
<222>
223>

<220>
221>
<222>
<223>

<220>
<221>
222>
223>

<220>
221>
<222>
<223>

<220>
221>
222>
<223>

<220>
<221>
222>

misc_feature
5
Xaa & Trp, Ser,

misc_feature
(6)
Xaa B Tyr, Gly,

misc feature
"
Xaa £ Pro, Ser,

misc_feature
(8)
Xaa & Tyr, Phe,

misc_feature
(9)

Xaa & Thr, Trp,

misc_feature
(10)
Xaa &£ Phe, Asp,

misc_feature
an
Xaa £ Asp, Tyr,

misc_feature
(12)

Ala,

Ser,

Phe,

Asp,

Asp,

Tyr,

Phe,

Gly,

Phe,

Tyr,

Pro,

Leu,

His,

Leu,

136

Tyr, 8% Thr

Trp, EX Asn

Val, Gly, Trp, 8¢ Val

Met, Ile, 8% Asn

Tyr, Glu, Pro, Phe, BE{ Gly

Val, Tyr, BRAFFEE

A
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<223> Xaa R Ile, Asp, Tyr, AHE

<220>

<221> misc_feature

222> (13)

<223> Xaa £ Tyr, AHE

220>

<221> misc_feature

<222> (14)

<223> Xaa & Tyr, HAHFE

<220>

221> misc_feature

<222> (15)

<223> Xaa & Gly, BRATETE

<220>
<221> misc_feature

<222> (16)

<223> Xaa £ Met, EAFHE

220>

<221> misc_feature

222> (17)

<223> Xaa & Asp, BRAFLE

220>
<221> nmisc_feature

<222> (18)

<223> Xaa R Val, BAFELE

<400> 44

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10 15

[0046]
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[0047]

Xaa Xaa

<210>
211>
<212>
<213>

<220>
<223>

<220>
<22
222>
<223>

<220>
221>
<222>
<223>

<220>
<221>
<222>
<223>

220>
<2215
<222>
223>

<220>
<2215
<222>
223>

45
17
PRT
AL

$1-1L-18 $if%k CDR 5

misc_feature
¢))
Xaa & Arg, B Lys

misc_feature
(2
Xaa & Ala, Gly, = Ser

misc_feature
(3)
Xea & Ser

nisc_feature
(4)
Xaa & Glu, Arg, Gln, & His

misc feature
(5
Xaa & Ser, Ile, Thr, B Asn

138



CN 101979412 A

F

¢l

47/51 L

[0048]

<220>
221>
<222>
<223>

<220>
221>
<222>
<223>

<220>
221>
<222>
223>

<220>
22
<222>
<223>

<220>
<221>
<222>
<223>

<220>
221>
222>
<223>

<2207
22
<222>
<223>

<220>
<2215

misc_feature
(6)
Xaa & Ile, Val,

misc_feature
("
Xaa & Ser, Gly,

misc_feature
(8
Xaa & Ser, Gly,

misc_feature
(9
Xaa & Asn, Gly,

misc_feature
(10

Xaa & Leu, Tyr,

misc_feature
(11)

Xaa & Ala, Leuy,

misc_feature
(12)
Xaa £ Ala, Asn,

misc_feature

Leu,

Leu,

Tyr,

Tyr,

Ser,

Asn,

Glu,

&% Phe

Asn, Y Arg

Arg, Asn, His, BYAsp

Arg, B Ser

& Asp

Val, Gly, BX Asp

Lys, Gly, BRAFFFE
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[0049]

<222>
<223>

<220>
2z
<222>
<223>

<220>
ez
<222>
<223>

<220>
<221
222>
<223>

<220>
<221
<222>
<223>

<400>

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
10

1

Xaa

<210>
211>
<212>
213>

<220>

(13)
Xaa £ Lys, Thr,

misc_feature
(14)
Xaa & Asn, Tyr,

misc_feature
(15)
Xaa & Tyr, Ley,

misc_feature
(16)
Xaa & Leu, Cys,

misc_feature
an
Xaa £ Ala, Asp,

45

5

46

PRT
AL

Asn, ERARFETE

Thr, ERAFEE

BAFE

Tyr, BAEHE

B
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[0050]

<223>

<220>
<221
<222>
<223>

<220>
221>
<222>
<223>

<220>
221>
<222>
223>

<220>
221>
<222>
<223>

220>
<221>
<222>
223>

<220>
221>
<222>
<223>

<220>
221>
<222>
<223>

$1-1L-18 ik CDR B¢ ®)

misc_feature

1)

Xaa £ Thr, Gly, Ser, Trp, BY Glu

misc_feature

2)

Xaa & Ala, Val, Thr, Ile, ER Leu

misc_feature
(3)
Xaa & Ser, BX Phe

misc_feature

CY)

Xaa £ Thr, Ile, Asn, Ser, Arg, B Tyr

misc_feature
(5)
Xaa £ Arg, = Leu

misc_feature

(8)

Xaa & Ala, Gln, Glu, EE Phe

misc_feature
¢))
Xaa & Thr, BY Ser
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[0051]

<400>

46

Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
<212>
<213

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
221>
<222>
223>

<2200
221>
<222>
<223>

<220>
221>
<222>
<223>

5

47
10
PRT
AT

$-IL-18 4% CDR F¥5)

misc_feature
(1
Xaa & Gln, ER Met

misc_feature
(2)
Xaa & Gln, His, BE Tyr

misc_feature

(3

Xaa & Tyr, Asn, Gly, Ser, B% Arg

misc_feature

4)

Xaa f&& Asn, His, Tyr, Asp, Gly, Val, Leu, EX Ile

misc_feature

(%)

Xaa & Asn, Gly, Ile, Tyr, Ser, Gln, Phe, BR Glu
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<2200
221>
<222>
<223>

<220>
221>
<222>
<223>

<2205
Q21>
<222>
223>

<220>
<221
<222>
<223>

<220>
<221>
<222>
<223>

<400>

misc_feature
(6)
Xaa £ Trp, Ser,

misc_feature

)

Thr,

Leu, Ile, BR Phe

Xaa & Pro, Leu, Thr, Asp, &% Ile

misc_feature
(8)
Xaa & Ser, Leu,

misc_feature
(9)
Xaa & Ile, Thr,

misc_feature

(10)

Pro,

Ser,

Xaa & Thr, BWNFFE

47

Cys, Trp, Ile, B Phe

HAEFE

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

5

143
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