[19] FEARENMEERMEENGE

. & B & F O B OP

EH)S ZL 200510083696. X

[45] &M AEH 2008 4 730 H

[51] Int. CL
CO7K 19/00 (006.01 )
CO7K 14/435 (006.01 )
CO7K 14/505 (006.01 )
CO7K 16/18 (006.01 )
CO7K 17/02 (006.01 )
CI2N 15/12 (006.01 )

[11] A4S CN 100384880C

[51] Int. CL (&%)
CI2N 15/63 (006.01 )
CI2N 15/70 (006.01 )
[22] &aig A 1999.10.25
[21] Baig= 200510083696. X

SEEHRES 99814727.3
[30] fisEM

[32] 1998.10.23 [33] US [31] 60/105371

[32] 1999.10.22 [33] US [31] 09/428082
[73] EHA ZWRERAF

etk 58 EUINAAE Jé YL
[72] %A U-3Efg Ce -F <X
Jo 3t TeC- )8

[56]1 &3 3k

W09640772A2  1996.12.19

Identification of a 13 amino acid peptide mi-
metic oferythropoietin and description of amino
acids critical for themimetic activity of EMP1. D.
JOHNSON %:. BIOCHEMISTRY, Vol. 37 No. 11.
1998

WER A
[74] £rREHM TEEHNRE(FE)ERAF
rREA X 5

BURESRAS 3 BT Y5 497 T K& 37 I

[54] X &RR
YE R IRIT FIRE i ik

[57] ®E

KRR K Fe X 5 4 W% MK Rl A R
EYEERHI S AP T, AR, Bl
FEUUT BT ES S A B 2R A a) B
2= HMEBEEMA: fb) H&—Frgy
HERT, HEgENERTFmdEekhzEb—
MEEBRIB D —A Fe Ko S8 RERE T
WREKRIEAE R, P IR e R AT AR AR A N AR
TR IERBARE Fe X T Ik & i 8 i i
FRRER. KA wER. iR, RNA - ik
i A 2 — PRI R AT I #E



200510083696. X R ) E ok $ 1/35

1. TR ML S FAK:
(XDaF'-(X?)y
AL,

F'2ZFcX;

X' FaX2 o s k5 ibik f -L)P' . -LDeP-L)g-P?. -(L)-P'-
(LHa-P2-(L)e-P*Fo-(L1)e-P'-(L)g-P2-(L?)e-P*-(LY)-P*,

P'. P2, PAP'o 344 32 s AL 69 EPOAE A BK 4 77 71 ;

L', LA LAL'aaliksnhisk, &

a. b.c. d. efafoA A OR], ARAEaFbFTE)—
Ah 1, L EPO AB#AkZ 2 £ 40 ARABMAST, FAX & X2
HARRAESD.

2. BAIER 16T XALb:

X!-F!

F-X?,
3. BMAEK 16T e

F-(L).-P',
4. BAER 16T Xpc4:

F! _(LI)C_PI_(LZ)d_PZ ]

BAER 1 e91o4, £+ F A IgGFc K.
BAIER 169454, £ F F 4 IgGl Fe R.
BAIZR 1944, £ F F &4 SEQIDNO: 2 #9571,
s )2 K 1 #9184 49 DNA,
a8 A &K 8 &) DNA &) R A B4R,
10. AR F 2K 9 9 REBRG B ZWiC.
11 BRAZR 10 89mfe, L P @mpeh XmitE @i,

L e 2o W
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12, #1&ARH)F K 1 69 EPO b o-Mey 7 ik, Pk 7 ik 4%

a) IR R E AR TR, KIATE BT LA, R SR KA

FRR L A2 ) —FP AL EPO Ak, H A

b)#|& A T A4 EPO b4 KL % Foak:

(XD F-(X
A

F'2FcR;

X'F X5 A ik 2 it § -(L)eP' . -(L)eP'-(L)gP? . -(L))-P'-
(L?)g-P*-(LY)e-P*Fo-(L")e-P'<(L)g-P>-(L3)e-P>-(LH)-P*,

P, P, P’#eP'4 A4k 3 4 2 AL 49 EPOAR SRR 84 5 31 ;

L', L2 L’AL'saaiAiEk, &

a. b.c. d. eFfHRRIHAAOR], AIRAaFDFE)—
A1, A4 BPO ik Z 2 £ 40 NEEBGHST, F8 X & X
ATLERARESA.

13. AR 12695 %, Lk Fe B2 IgGFe X,

14 BAEK 1285 %, LPHESBARZ IgGlFc R.

15. BAER 12 895k, £+ ARS8k e4 SEQ ID NO: 2 4
7).

16. AR 12697 %, £ FAmd4&enbmBEr T

X'-F!
N
FI-X2,
17. BAZRK 128975 %, L PRSI &L BER T A
Fl_(Ll)c_Pl

Fl_(Ll)C_Pl_(L2)d_P2°
18. A ZK 12845, £+ F 4 1gGFc X,
19. BRAIEK 12895k, £+ F 2 1gGl Fec K,
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20, MAEK 12895 %, £ F F &4 SEQID NO: 2 4457,
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M 2 % 9T W 94545 Bk

AFHEATHD H1999410A258, 55 :599814727.3, X

ZARA “HEHETHNGEMR” HEBER TiFHHSR P,
XAEE

FTHFOR—EIXGEAHN, IRTUELFHCL2IILTEGL
BAMLEEM Y, IREHTUARPEHFES, T RABtmE
MNBEFTEAKBRE. EABMHELTUARGSEFEQWNBTH. BK
HiEfahEr. BEEGENHFRESE G %KL F £ Francis
(1992), Focus on Growth Factors 3:4-10 (Mediscript, London), i1t 3|
A& RLP,

—HH R SRS AR “Fo» R&4-. RKQIERA D
SR —AEESTARGIRS “Fab” T E Rfe—AFRkA “Fe”
BER, BRERSFwiMRBEEFRG LA M LHEGREFHER
%, Feth i ¥ F HK, mFabR 444 . Capon¥(1989), Nature
337:525-31. HFcR 53657 %G —RME, FcR T ARk Kk oy %
B, RImAN—EIhEE, HFefhg s, ARGE4S. 4AMRE L, &
FEERNBESBE(ELR). RIEL T FAE Oty Fork ke
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%1 -Fchi%6 57 &G thakiik

Fc#y 7% X, > ¥ %7
L ALE:N EX BE K
IgGl1 CD30-L#) Hodgkin#; % B ¥ #14 5,480,981 5
NA % i)
(anaplastic lymphoma);
T-m A o F
A Fcyla IL-10 #E; BHHEF  ZhengH, (1995), ] Immunol.
154:5590-600
IgG1 TNF5 4k WAL Fisher¥ (1996), N. Engl. J. Med.
334:1697-1702; Van Zee, K. ¥
(1996) J. Immunol. 156:2221-30
IgG, IgA, IgM TNF4% 4& K, AF LB 1998598150 ¥ T L E+ 4
RIgE (R e.35 #5,808,029-%
F—ARK)
IgGl CD4% 4% AIDS Capon%(1989), Nature 337:525-
31
IgGl, IL-269 N 3% i, wFEE Harvill ¥ (1995), Immunotech.
IgG3 1:95-105
IgGl OPG#CE 3% CESEE 19974743 B AF HWO
TEAE 97/23614
1gG1 leptin 8§ N 3% AR 1997412411 8 ¥k 45PCT/US
97/23183
A Ig CTLA-4 GRS X & Linsley (1991), J. Exp. Med.
Cyl 174:561-9

B F NG —FHE AR ST ERRLEFiE, BaftihsE
TG EMERABFTLELEMAT RO RO L. RAd, EfALKHE
EFRALZHRATERS, Fo LR BEXREALRMERESLE L.
Clackson%(1995), Science 267:383-6. X % ¥ & & BAREIE & #9454t
M TRFTEESE, XATELSLXAEE. B, X “KK” K
EQ-ANBEABYN S TFTUAL S THRIKREGRANTHARES. X
AT AR IUAT IR K& @ Bk ey £ 4piE e ( “RRE A7 ), R@iTH
S HLWHTR K EQRAGEHFEM( BRERHN ).

ERARRTHRILECEEAS T I KEHDHFRFERA GH
5 8475 i B, A I deScottF(1990), Science 249:386; Devlin(1990),
Science 249:404; 199356 A 29 B % F ¢4 £ B+ £ £5223,4095: 1998
FIANBHRFHEREHE5,733,7315; 199653128 ¥ FH LR




200510083696. X o P E3/497TmW

+ 55,498,530 ; 19955F7TA1BEFHEE+555432,018%;
199448 A 16 A 3T 64 £ B+ #%5,338,665%; 199947 A 1384 F#
£ B +4)5,922,545%; 19965127198 A F 4 WO 96/40987; #21998
F4716 B 2T 69WO 98/15833 (HAX#k BT 5| A 442 K F).
BEMNTEY, B2 RBHRGIMEE GBS IG5,
BE, *HARE RGN EF AR R 2K, Tridid
B F AN EREEET ERGORER, Tzt R A0k
o AER —ARENEMABXREHR A 6 X R, R ILF4eCwirla
F(1997), Science 276:1696-9, £+ %X T AAREI Kk, FFEKAF
) 7T vA SR AR 2 X T vA i i R R B 3 4 8 i ADNAK-FE Eif
TRE#H, TOAEFELEF LRk, dit—FRAUREL S
4/ 5]. Lowman (1997), Ann. Rev. Biophys. Biomol. Struct. 26: 401-24,

FO-FQHREMRGLERITELT AR AR TEMKE & Rk
BHEMOK, AXMHSHPY, MARLEHTURTHEREGERKRE
RAEKG F B FetBstF A, BT LKA, A A 4o TakasakiF
(1997), Nature Biotech. 15:1266-70, iX 2 44 5 i 4T vA ) R AF 70 AR
FOAd AR R TR A A LR, LT AR TR
BR Y it — 4540 A S Aa sk S Aa i,

Re7EERRRF BEEIRRETES. TUEKIE Slack
HHBI RS FERPATEFTRE., F—ATRXBAENF EAF
BLERRELESNEEOPALRSMEALABBIEL, AT
¥, ZEFEREXTERERY “KBHBRT . EF—FEFP,
BB AT L MAURNAGERE, F A5 £ L4 4 4RNA
HERIE. ETX, A EFMEAFTERAEAS “HBEKET
£ EF EAAKERNAGILE4E; 4 T4 deRobertF=Szostak (1997),
Proc. Natl. Acad. Sci. USA, 94:12297-303, A TF X, &F &AL F ik
%A “RNA-KBL” . CEFLTHEFTEGRLE, EPKEL
ERZGELMMR L, HeR OREIENTHEGRIE. 5—1
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FHERL B AR ERBAR LB ABEA LOK, AT, &
kX AN ACFRBL” . LFRFILTREIA A,
B % e AF A AD-REBRA LR AL MBI B AERE S, £ Wells
FeLowman (1992), Curr. Opin. Biotechnol. 3: 355-62% 4xi& T A #5 ik
FalbF % k.

EBAL, AAXHARRTRLAGLEEF %, ANTIRERE
RO REIY, X FHOEA TRAEME. $XEQ-FHHE
YER o Rprey B, FERMELRIAE T HHIEF. #ldeCorteseF
(1996), Curr. Opin. Biotech. 7:616-21. FAEMKL B % ¥ A T 5EFH
%, BldekiivEE. Kreeger (1996), The Scientist 10(13): 19-20.

AXFAXENRRLEFALECBRELRABBFZEZRRT G
KRR, BF2P XL T RARBERGF S XA, LA 460 B
FRET AR, EMBEBRBALT)ALESBRAILT. #HET AAEK
HHEFEM, FEAFSHFATAESABELMEAE. XBK
o 2 K Z AT T 45 (H oM ARCR 3% LB RAR). BF, R
5RBREMEG TR WEPOL RN LSRR E, £V —H
LT (CTLAY), #RIEL5 2 5 ke 46 6-Th ik AT AKSUE,
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R2-HEZEHRK

B X, =S
AABAR/ BEFEHR AH LK
Bé%kag"
B —%  EPO%4& EPO-##4:4% Wrighton¥(1996), Science 273: 458-63;
i 1998456 A 30 B 3 F Wrighton¥ #4 £ [
+4)%5,773,569%
CAs% B EPOZK EPO-4§4004% Livnah%(1996), Science 273: 464-71;
=R Wrighton3¥(1997), Nature
Biotechnology 15: 1261-5; 1996412 A
19 B A7 ¢ B Fr-4 $) & WO
96/40772
B EPO% 4k EPO-#f4:t4h Naranda¥(1999), Proc. Natl. Acad. Sci.
USA, 96: 7569-74
&k c-Mpl TPO-AE4dh Cwirla%(1997) Science 276: 1696-9;
199942 A9 & T LB L+ H &
5,869,451%; 199948A3RK FH L
B + 4% 5,932,946 %
CX 3% LBk c-Mpl TPO-#& 4% Cwirla¥(1997) Science 276: 1696-9
Z—R&
SERAEE ) B o 4w 0L AR, Paukovits % (1984), Hoppe-Seylers Z.
EH R (“G-CSF-#£#:49)  Physiol. Chem. 365: 303-11; Laerum%
#* (1988), Exp. Hemat. 16: 274-80
Tic Kk G-CSF-#E34% Bhatnagar¥(1996), J. Med. Chem. 39:
B 3814-9; Cuthbertson¥(1997), J. Med.
73 Chem. 40: 2876-82; King¥(1991), Exp.
Hematol. 19: 481; King%(1995), Blood
86 (#¥I1): 309a
&t IL-1% 4k Xfhyofkm LBH5%56080355;
(“IL- 177, £ B+ 4%5,786,3315;
“IL-lra-#4049”) A B+ 4% 5,880,096 5;
Yanofsky#(1996), Proc. Natl. Acad.
Sci. 93: 7381-6; Akeson¥(1996), J.
Biol. Chem, 271: 30517-23; Wiekzorek
%(1997), Pol. J. Pharmacol. 49: 107-17;
Yanofsky (1996), PNAs, 93: 7381-7386
Hoh facteur H A Inagaki-Ohara¥(1996), Cellular
thymique (“FTS-43:44) Immunol 171: 30-40; Yoshida (1984),
serique (FTS) Int, J. Immunopharmacol, 6: 141-6
Bk —# CTLA4 MAb CTLA4-AE 4% Fukumoto % (1998), Nature Biotech. 16:
A ik 54 267-70
shIResy TNF-a & 4 TNF-adg 7.7 Takasaki%(1997), Nature Biotech 15:
1266-70; 1998412 A 3 B 2-F WO
98/53842
K4 TNF-a % 4 TNF-adg HH Chirinos-Rojas ( ), J. Imm., 5621-5626




200510083696. X s
BRA ZH C3b FHAMERE; A% SahuF(1996), J. Immunol. 157: 884-91;
ALk ey R Morikis % (1998), Protein Sci. 7:619-27
(“C3b-3E33]7)
-3 #Erkd A A LA - Adey¥(1997), Biochem. J. 324: 523-8
mpEk. oL, o
4. WREH
“HEREGLEL)
Ko Cio-%kn F e B, Linse % (1997), J. Biol. Chem. 272:
(CABP) 14658-65
2N AEBELA  FlLAMMESLL448  Goodson¥(1994), Proc. Natl. Acad. Sci.
EHEAAmEGERM@E 91:7129-33; 1997410 A28 AF ¥ E
dode A 8. AP FEdHWO 97/35969
BNFadEAS);
(“UKR4E#H])
%4  Mdm2, Hdm2 94| dgMdm23hdm24 Picksley¥(1994), Oncogene 9: 2523-9;
F69pS3&iE; AMAE Bottger¥(1997) 1. Mol. Biol. 269: 744-
(“Mdm/hdm#EH.H)”) 56, Bottger ¥ (1996), Oncogene 13:
2141-7
2ot p21VAFI i it Adep21 VA gy Batt¥(1997), Curr. Biol. 7: 71-80
EMWFIR
gh  ERAMBE APt #iErasE R Gibbs¥F(1994), Cell 77:175-178
B % FLAY
X3 Ras# g F i id#rdiras A B4 Moodied(1994), Trends Genet 10: 44-
MR 4k mAARE 48 Rodriguez¥(1994), Nature 370: 527-
532
Ko SH2/SH3 Wit A A LEBRBH  Pawson¥(1993), Curr. Biol. 3: 434-432
S5 MR B AAL KRR Yu¥(1994), Cell 76: 933-945
i
Kok ple™k4 i idtAdpl67E M Mk Fahraeus¥(1996), Curr. Biol. 6: 84-91
Bb 7, 5] S ] 4 . )
& aD-CdkE 44k
(“pl6-ARiundh™)
Kk Src,Lyn  ##ie K @pe %, IgE Stauffer¥(1997), Biochem. 36: 9388-94
KSR,
1R S8R 5
“RX@mRIERN)
Zoht ’BXmpE ARG THEAEME 1998458868 AFEHEFRPHWO
% 9213 G 8g-6Feg X4 98/33812
“RAmMEEG B
FHIH)
Lo SH3 45 M) 3%, 76 FFSH3N S84 Rickles¥(1994), EMBO J. 13: 5598-
H AR 5604; Sparks3(1994), J. Biol. Chem.
(“SH34H##)7) 269: 23853-6; Sparks ¥(1996), Proc.
Natl. Acad. Sci, 93: 15404
gt HBVE.SH#E 477HBVFAER%E  DysonfeMuray (1995), Proc. Natl. Acad,
(HBcAg) (“4LHBV”) Sci. 92: 2194-8

10
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K ko g2 AL 2ot ) Martens¥(1995), J. Biol. Chem. 270:
A, K& 21129-36; 199646 A 5 B 2 FF &9 Bk M &
(“BFZARRMN)  F$HEP 0714912
2oht, BHAZa 5BE E F N Pierce¥(1995), Molec. Diversity 1: 259-
e 65; Dedman¥ (1993) J Biol. Chem. 268:
23025-30; Adey#=Kay (1996), Gene
169: 133-4
&t ¥BEE M F¥e(homing); 5 199556 A 1 B AT & EFE ®HWO
FiLEY FHEBREONFH  95/14714; 199753 A 68 A F ¢ WO
mpEFHAIREGRHE  97/08203; 199843 A 198 AFHWO
#, Qigd M ERE. 98/10795; 199945 A 20 B AF #HWO
AR R HORE . 99/24462; Kraft¥(1999), J. Biol. Chem.
FREgA. BB K. 274 1979-1985
1o A (B H0i 5T
B AR RARN
(“HBEHLEL)
& E AT %97 K He 199843 A 12 B 2~ F #YWO 98/09985
Ly, mpfE-dm b % %EH
Bl RHRIRAR
445
Bt RAKEIH G RFBRMESLE 199954 28 B AFeERM 4 A &0
¥ Ancortistatin MR, MAEksE, E 911393
&, dR, B,
MRELEK, FHBES
#, P RRAAVZE
3
#ht mEEER RAE; REMAKL 19943828 % FHABREHE
CAP37TTR¥ &%k % 5,877,151
ZHRIHK  pardaxin, IR Y 199748 A 28 B A F #4WO 97/31019

ey, @4 Mellitin

D-$A 8%
&k, VIP fagk, AAEMMER 1997410 A 30 8 2F ¢HWO 97/40070
RALEY
Kk CTL & A 199745 f 2 8 22F &#EP 0 770 624
B THF+2 Burnstein (1988) Biochem , 27: 4066-71
& Bk Cooper (1987), Proc. Natl. Acad. Sci.,
84: 8628-32
&M Adrenomedullin Kitamura (1993), BBRC, 192: 553-60
Rk, VEGF  #is¥ A &; 4. % Farbrother (1998), Biochem., 37: 17754-
K BBMXF X, Hhmn 17764
MR A, 4B RC
VEGF##7.#™)
R1L MMP Kafet) 4 % & ; M Koivunen (1999), Nature Biotech.,
REK 17:768-774
(“MMP3% 4| %))
HGHA & £ B+ 4)%5,869,452%

11
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Echistatin 4l de oA E Gan (1988), J. Biol. Chem., 263: 19827-

32
Y2 SLE SLE 199610 A 3 B 2F #5WO 96/30057
il &
GDla FrHIAT R A4S Ishikawa % (1998), FEBS Lett. 441 (1):
20-4

FAERER-2- A A SmEMIE, FHNE Blank¥(1999), Proc. Natl. Acad. Sci.
BEH-1  AHIE(APS), fuiest USA 96: 5164-8
(B2GP1) ERL, S bHEAK S E
k7 3 Fo S IRM R &
Kh  TEKLkpit L e 199644 £ 18 B A F WO 96/11214

EARALF AT S 6 & & ST IAARAR K 4 B (P H0EPOS 4k, IL-14K) 45 43 ak40 £ #y R 40t
B 5) th 64 A Xk 53 ) S BEBA 8T AT Rk 45 A-3F R AR T & BRAR S
PFSTR WAL PH Fakineg —HMMA £, A REHRELEHFLo04Hk,

1 3 BB P it S A BR 2N RS E T R 09455, AR
RBINARAETANAE ., ARECEAFRR—H, SNELAKnBTE
LR FRARRLET G BIRARIE R E G KRR #RHkE £
F&. Francis (1992), Focus on Growth Factors 3: 4-11, %%, RARSE 87
RL ) BT 2 04 RR R AR E 2 A Fe A it b R g ad it 3 R Th it 2
5 BPRRERHAPACSH 9B F R, Lowman (1997), Amn. Rev.
Biophys. Biomol. Struct. 26: 401-24; Kay%(1998), Drug Disc. Today 3:
370-8. AARBHM—FrF ik FRE, BT F EEZFFRTAERS &
L RCEEiR

R A
AEXRB Rk, RAEFE, B E RS I—FF X,
FHAMEMKGKRALFR. EXALRF, BT FEMASHEH
&7k eFE:
a) RFPFTEHBEOGERGES—FK; H
b) #&—FHY, LOLEV—FHENERTE) PRI K
# R BF 5 0 Bk,

12
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Rk g BARRFCE . FR()F Fite) KRBT ALERETIEP
FOE, PR SRS BB T VAE 3T BT 3 B AT AR GINASE S CR 3%
HH, TR —FREY, REAPLOFE LRSS WGITEBD(ET
X H#4ik).

AL R T AR AR A S Ak . EEDNAR AR R & KA
RRAE G AT L E F ik kB &, RSB R A AR AL F B R ST,
6,4 3F BRBR -84 R K AL A-03E o7 v AR B A AL 5 BEL AR

BB I ERNBRREASANNXBEGH . SREHEKRLA GFH
THE BRI AR BekAa s, KL ZEHEF., A, X&XF
RARECAREY G 7R T 8635 5402 &8 & & A REUVR IR %ﬁﬁ%
HAEGE I LF R BA REBF REFTER REEARLZ A,

%7 XFERTE,

EREERMREPABESSFTH, BREAHSHET
VAR T iR biX As AR . Hlde, E4EARFcOBAME R F AT VA
KL R Fe-Ak (7] 4oFc-SH2 & M 3R BK). P& #i4K, A HRFc™T A Rt
R AH TN, FERTATHS RS,

B I AL P 1L Sdh B A8 69 35 B B R — e B, R
AR ELTFAHEEZHEH B ARECHILFY), TAERKLH
WA TARATE A, FEHXFTELCHEERLAT.

ZRIAMEBFRLPFE, REAPNHFLIAECTORRERZER
5.

W R
BB RARLAFHMT ZOBRLA, EZREFTEY, HK
AFCR , FoR it IhMATEFo R o F & I ey DNAK) A &I o 24
TR, wBIFR, £iXF & PR A 2eH R RRIK,
B2 77 Tbt 4 A leGClank ey mHBFc Rk, B &
“Fo” RAAX FolbMd® AXANEMFER, X" Fo <

13
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KA F LRA 4R k-84, BKe) B K4 T

A.D: R omAiie FUK, GIRAKRBFTEBERATER
Z A 9B R LA B —sst. B2ARE2DY YFcR TiAB it AHA
AR R IR AR BT R, R IR — AN 3R BRORL 3R (1 o R B BL)
BR—ANFRABRALAH AR, £B2AF, FcRi#4#FRAOAEKLKR
%, E2D¥, #HETFHREKRS.

B. E: M A8 IR, FFcR Tl B H-BR Gk AL
ARGFCRE& T o) A F L RBLEE D A, NiB TN A4 #
MFcR & 7 Mt X . AEB2BY, FcR#EH-FRMGEL
Rig; EET, #HETFTERERSR.

C. F: MoK, TABRA BT R BN R PR F LA
BLAERA, MAREFcX ., AMTaA ZHRAT=FHABLEL, ABL
BERFREBELAS BTIBETAEH LT EOGLHABREL
B LR At 2 f . FeR 6 3F MR AK PR —RARRI A —AL,
BILRAITAE B FE ERFAR(BHeIgG2. IgM)HFcE, TlHALEE
ZRAK.

B3Z T ARLARRIESWeG s, HIFER TR BB EEMK
HERTE. B3ART—HEELST, LT UREEH, T HDNAMA
¥. B3BREF—F R, L oRKGI—F8k LA AR KKK
%-. B3CETAMEH L3 A TR RIS IR, ERABEIAF
TREGDNAM B AN, EXEEImet A XM RBICH K
W, ERAemImey, AT E TiEFHAR—RKGLH
P, KT ARRIY RATE ZRIK,

A48 77 TA R T AL\ AIgG] Foby =4 B AF 7] f R A
B 5 (%1 A SEQ ID NO: 15=2),

B 52+ 7 #4PEGIL(PEGylated)i 19 (SEQ ID NO: 3)#94- %
%.

B 627 T #&PEG/LA20 (SEQ ID NO: 4)#9 A5 &.

14
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BTIRFT ETXEAB2TRETH “Fc-TMP” th45-F 458
B3\ A= R I BA 5 (£ %] 4 SEQ ID NO: 55=6),
B8R F T ATXERAF2TRERTH “Fe-TMP-TMP” 54T 4
B BT 7] A B BA 7] (47 A SEQ ID NO: 74=8).
AIRTTATLEAFRFRELSN “TMP-TMP-Fc” #§4-F )
HH BUT 51 A RE BT 7 (4% % SEQ ID NO: 94=10),
BI0R 7T ATXIEAF2FHRERLS “TMP-Fe” &4-F o945 %
B 5 A R BUF 5 (2% 4 SEQ ID NO: 114212),
AR FEA—KI0 ngkg kA M EHILOHLBHYEF
SEMBDF1/ s R P ARA & A 6 ARHK, ATE KRB TR
PEG-MGDF: i itif & fefbif 3 F X A ATPORABR1-1636NK
3% R A 20 kKDF ¥ 4FEHPEG, © A XATHE P A X (E
© RMAERAL);
TMP: EA £4 84 5| IEGPTLRQWLAARA (SEQ ID NO: 13)#
TPO-AEHARK;
TMP-TMP: £#4 £A B4 5 [EGPTLRQWLAARA-GGGGGGGG-
IEGPTLRQWLAARA (SEQ ID NO: 14)#9TPO-A£ LK ;
PEG-TMP-TMP: SEQID NO: 14498k, £ ¥ F7iAPEGA H 2 4= H6
B = 154695 kKD 34T £ 49 PEG;
Fc-TMP-TMP: 548 &9 % — %4k =% #9SEQ ID NO: 8¢4/L4-%
(B 8)(BP X A 7 55 K 1089 Cysik 48 F H — #4K ¥+ 48 5 49 Cysik
X, BRERAK, w=B2HF); o
TMP-TMP-Fc: SEQ ID NO: 104544 (E9), AR5 X5
TMP-TMP-Fc#8 R}, R ZFcR FTMP-TMPAk ¢4 C K % £ 38,
AR FNREHE,
AREFEAMBIBMAFERELEOEHRLEDAEGETF
BDF1-h &9 TR AKRRK & 4 6 f 3580, FTEA =BT L.
BIBRFATXRAEGIPRERH “Fe-EMP” #945--F 6448k

15
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P35 A BB 5] (%) 5 SEQ ID NO: 154=16).
BI4E FATUEABBTHRER S “EMP-Fe” 94T et Fak
£ 5| A= BB A7) (4% 4 SEQ ID NO: 17418),
B158 A& FTXERFB3TREL A “EMP-EMP-Fc” #94-F t94%
FEF 5| AR BA 5 (95 4 SEQ ID NO: 194220),
B16E A FTLKAFITRERLH “Fe-EMP-EMP” #4-F#94%
F BT 3 BB 5 (£ %) A SEQ ID NO: 214222).
B 17A#17B R F#HApCFM1656 ¢4 3 — Atall (£ pCFM1656 % ¢4
1 £ #4364)F=Sacll (£pCFMI1656%F 6945 B #4585)FR A4 & Z 18] vA S %,
AR FApAMG21 (ATCCHR 5 98113)49DNA ) (SEQ ID NO: 23),
B18AR = A —K100 pgkgk H FizH EF S B Y EF
MMBDF1/ ) SRR FA M RLES . Safhmbys. HI18BE
TERTRAEZG N ATRROHEGLER: 2TRAREFAEFRUI0
ngkg/ X A5#ARE F &, FAvA100 pgkett % HEMP. 30 U/+ls & 49rhEPO
HATRE, (ERAZET, EPEmt. Ao mefn ) BisP
. ) AXEEAY, KifdeTEL:
Fc-EMP: 548F 6% —$4K K4 SEQ ID NO: 16894¢4-4n (B
13)(B7 AA TA KA 1089 Cysib 3 F £ = 24K 48 & #9 Cys &
A, BARK, B2 F);
EMP-Fc: A 5Fc-EMPARF] & 7 X, = ¢ SEQ ID NO: 18454k.4-4%
(B14), {234 ¥FcR 4 F A EMPAR #) CR % o RANK
3.
“EMP-EMP-Fc” 2 488 id AT ik RRe9 SR K 34548 TRl —Fc X &9
A F) Bk & % B4 & & (SEQ ID NO: 20). “Fc-EMP-EMP” £ 4%
Frid heGEl —SKEL, BF—FcR THZASHRELHARL
Ak, A THEXBAE TR, BiRRBANL,
B19AF19BR & T T L L4444 F B & Fc-TNF-odr 4| 7] B4 F
#4% F BF 7 Fo R BUF 51 (SEQ ID NO: 1055421056).

16
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E20A#20B 2 7 7 F X L5414 F p7id TNF-o9 4| % -FcRa4-5F
W% F B 7 A R BUF 7 (SEQ ID NO: 105741058),
A21AF21BR 7 7 F X R#&H]5F Ak Fe-IL- 142 I Rk A5 F 4
B 5 A R BUF 5)(SEQ ID NO: 1059421060).
E22A#22BE 7 T T X E#4H5F FrRIL-138 7 -Foakd-oF 8
H B 5 A R BAF 7] (SEQ ID NO: 10614=1062).
B23A.23B#23CR 7 T F X #4416 Fi&Fc-VEGFH A #k 4
4T 9 B 7] Fo RABUF 7 (SEQ ID NO: 1063421064).
A24A#24B 8 7 T F X £ #4616 ¥ BT i VEGFH ] -Feakd4-F
#3871 A R BUF 5 (SEQ ID NO: 1065421066).
B25A#25BR 7 T T X 347 F AT & Fc-MMPH#v #| | a4-5-F
# A% F B 5 A RIK B 5] (SEQ ID NO: 10674=1068).
B26A#226BE = T T X L3417 F A7 & MMPH#r & f| -Fcak4-4-F
#4% 3 BUA 5] A R84 70 (SEQ ID NO: 10694=1070),

K RHE

RiEGE L

BEEANFRAABPHAGREZ T, RIEELKEALT S I
PR,

RiE “0.47 RBAWTIALL ST EGNARBRCRE Lads
HHRAR, SR, FEFSGRABREZREETRENEHE
Eh,

Rig “BR” AW ILE 7 B OB A/ R A FF . Bt
HH. BRELZBREIRZEAWERGSTF. BB GHEKCIEFC
R (RIFEAFcR AR EE RS (Hl 4ok L_B3(PEG). RHRK. #
EBF), 4R W(A LA 40198149 f 15 B 4% F Denkenwalter ¥ &4
£ B +#)%4,289,8725; 199347 A 20 B 3% FTam#45,229,490; 19934

17
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10 A 28 B A JF ¢4 FrechetF 69 WO 93/21259); s /f; e B B2 & F (4 4ek
E82); BREME, REAIRTRESNETARKEAEE. KK
B, ETF it —F R 8K,

Rig “RAFe” A48 04T EITAR T 489, Kb 224K
BRAZS RARHXGERRLESGHBEFI N TRAT . RAFcH
BHs % EIREORBIFRBTFAL, TURFRLERES b o91E—
F, REHiklIgGlA1gG2, X KFcd 7T vl it 4/ % (4] 4o —2H4R)
Fodf MR SR A KR S AR X8 IR 2 IR . RRFc
oFHBARTEREZ A 6T —misE 4B E1-dA T3, BRETFER(
4elgG. IgA. IgE)RX T £ (#l401gGl. IgG2. IgG3. IgAl. IgGA2). &
RFchy—/~ 4] R T Al ANE QBRI L1gG = 4 ¢ —riddis 469 —
AR (A JLEllison%(1982), Nucleic Acids Res. 10: 4071-9), ALFf 9
ARiE “RAFc” —R AR, ZRAKF S RAKH X,

RiE “FeEAR” Z45dy X RFcif4h. 1248 &4 4T ARFcRngt &
{25869 F A5 . BFF®HWO 97/34631 (F19974:9 A 25 B 9 4=
WO 97/32478%5:8 T SR G Fc AR VAR 5 FT R AN & AR 6 AR AR )
Frid B PR @ @it 7] g8 AP, Bk, KiF “FcER” &M
FAEXERAFCARK ST HFF] . sboh, RAFca & T AEKRe9{L
b, B APEAL ERBERL PSS, TREENENIFERLYE
M, BEt, KiE “Felik” QFEHRZHFHhILL TIHHRAY—FRS
#RAFAL ERELG O TFRAT): () s H s, Q5kTBEL
M FA M, Q) ERER T M FRARNAS AR, (OEEML,
(S)EAMRAAEAEA, (6)5 AL R FeARE S, R(TIRBIIAAREY
¢ . ta B (ADCC), £ F L —F Ik Fed ik,

KiE “FcR” @3Eh EF U R AFeAFFcERSTFHFRAFF]. £ T
FeRRFa R KFc, RiE “FcR” QIERRKERUBANHTF, Lk
FRBEHITERRTELRALE TR TAE,

R FER X @&EFcR ty4-F o RE “2 AR ZIBEAREX

18
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BEFA L&A, FEHRBLEN o E LN IR L0 5 kY
o F. EGaFRFHA_RMAK; [gMBRERAE; IgDH R —RAK;
mIgAM B, KK, Z K. RWBIK, BTHAFcE Kightd
Frid Fr 3 Fa bl = A 69 M. RABIHTE (3o F 2 X)X K KRFe, Tk
B3 RAK,

R TFREXREEFCRG4THRIE “—RIK RIEELAHEL
M e MRy ZREG ST, A, AELAPLEANARNY =%
HrFHE2P.

RiE “GTAE” A= “FTAEH” R “GTEH” 45 CieHeyitsim
B g iedh, ()i EA RIS Hliekizid P
T HEBARAZ D XK, QESP R B REH B AL, #)
%9, AL A F R B AR AST B AR P AR A AR R B
ZRAK; B)—A KB ARG R ERA; (HNKZM-NRR'.
NRC(O)R!. -NRC(O)OR!. -NRS(O),R!. -NHC(O)NHR. %348 T B
A ABARRABRRYF BHEE-NH-BRAX, L+ RFRFepr kKR
RERTILEX; (5) CR#H-C(OR*HENRREA, £ +FR>. R3FR*
3o F S5 A2(6) 1 F AN RABRE S8 1T 4648 5 b & sk S K sy
BRI B XA AL B R 6 A4

ARiE “BK” RIGEA2-AONRABRN ST, KR LA 204N AL
BegHT, BRAEERGCISAREMYSF. BdE—LRkF %, A
BRI E (B e E AR T R)T #ATRBTH N EQIT A, T
FARR R,

R R AGRRAF 5 09 RIE “REAAL” R 38 K 4 MAE B 5] (5] doil ol
HRBTHRABOFEFRRAAEEN S TFH—ANRASIANAELBRIE
RERKRBAEGS TV EEEHRERBELABNNFF]. KT KA 5
G RB T EOEEHRET. XKBAHEET. HBARET. RNA-BK
. FHEF.

RiE “BEFEN ZRBRGOWERAZLAYHE A

19
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Y(HBldodE. mtmfeitH. PEEBKPRERRESHILEE. AF
SER)GER, Bit, HEFERKOIE T XSRS
Fads FLAK.

A& AR Ao MBI BEBEHESBEHEQEIHY
&4 (H)4EPO. TPO. G-CSF)A8 & #y k. iX b Ri5iL 357 AL H
HEGERGIK, Flie@Bil#EE HEGYRRRARKE, FAF 4
F2Fa R T P37 ik 6§G-CSF-AE 3Bk, B, KiEF “EPO-HEik” 6.3
=T A 4o Wrighton % (1996), Science 273:458-63, Naranda%(1999), Proc.
Natl. Acad. Sci. USA 96: 7569-74 3% %2 % % & % B4 EPO-#E4 £ A 4
FEATRCAE LR P RENH EERIITEGK. KABRBEAARS
NIRE], RELFIRT HE—NHRFAMNEGRA LT T
%, AIAREMKRE, RBFERE TP LRI,

KiE “TPO-AEMBK” GETUBA T AF LK PREHFELERT
HATA 6 BK: Cwirla%(1997) Science 276: 1696-9; £ B -+ A £ 5,869,451
5 Fo % 5,932,946 5 A k2P K H LA TPO-Hdn T MG T E 5%
LRAR HE— B BeFegE£B A T “hRERLES
TANALT AL SIALT . AMAEHRAR SRR, REEF
WP Y FE—AHRFANKBRRA AT F &, FARE HRK
B, BB T L8k P EFRAFF AL,

RiE “G-CSF-HLAMBR” Q35T FTAE XSk Xy F E %
F_BAT A 6Bk Paukovits%(1984), Hoppe-Seylers Z. Physiol. Chem. 365:
303-113% A2 F 524 LA G-CSF-A 4ol £ 8 94547 8 A F Lak. 47
BEARAR AT, HEAFE KT HE—AHRFAMNES KA
BT ek, FIRTEGRIE, B RE F Lok P 5 R oAk,

AR3E “CTLAA-EIBK” €, 3% 7T ¥4 B Fukumoto % (1998), Nature
Biotech. 16:267-70F #i #45 ix 5 X AATA K, RABBEAAR &
NIRE|, XBRAEILRTHE-NRBANRBBRATLAF S
ik, PRATRE AR E, B RE TP EFRAF K,

20
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Rif “FRAK” R “FHIk” ZI8FET IO K 7 XFRFLES
HENEOAWERGIK. REBFREMESHBNEEY LR
RA B IpEI R e AR B AR, B, KiF “TINF-HRK> 3T
WA T AE LRk THAENF SRR E K TakasakiF(1997),
Nature Biotech. 15: 1266-703% 42 ¥ %% 35 B4 TNF-$ i £ M a9 4E4T 5
CHREL#, FABHBEARAR LAIRE], KEAE LR HEF—N
HRAMNBS A AT 7%, ARAREMRIE, BEREFL
B P K FRAF AR,

RiE “IL-1-FRAK” Fo “IL-lra- k" GEFHXATHRAT &
-1 IL-1 %4 iE g ik, BT AIL-1. IL-13%AFIL- 1248 &G
Z AR EAK, FHIL-1%AKREN, L-1HERH XL-lre- RS
IL-1. IL-13ARARIL-1 2R B O84S, HHHAE AR H
AR EAELSZ A AR E AR, SR TL-138 37 SIL-1ra-AE 4K =T 1A
BATAEZLKPHAN T ELTRAE: £BF 45608035,
5,786,331, 5,880,096 £ 2% %% 4 £A IL-1ra- 4R MUK IL- 152 L £ 8 49
TR 2% Xk, AAERBEARARQIAIRE], XELFLRF 0&
— AR FAMNGS XA FTATF 5 ik, PIRARRYRKRLE, £ER
B} F Sk o 55 PR T 69 AR

KiE “VEGF-RHAMK> QETUEATAEL LK P HAGFT EL
AT 4 #9 Bk Fairbrother (1998), Biochem. 37:17754-64Fw £ 2% £
A VEGF-HE R EMAIEFMEC AT LK., KAABIEARAR AR
3, W BHE KT AR FAMNRE KA T AT 5 &, #
B RRI AR B, @48 RE F Lk P 5 R T 69 AK.

KiE “MMP-# 4K G TIABATAE LK PHENF HE
R RSTA 6k Koivunen (1999), Nature Biotech. 17: 768-74F= &2 % %
F A B A MMP-# %] TG EFTRE AH Lk, RAABEAAR A
iR, W EFE P HGE—NYEBAN S KA AT F ik,
FIRAREI R E, dBRE T kT %R,

21
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B, RERLOERLANSMHG LR E FTRZE . AE
“ARFFTHRINE” RELIRAB LIRS F LTHLNGER
#. e AKREHR: ZEBRE. ZRERE. ROBE, FledmKl
AEGRBRE; AMBRHE; AFRERE, BB, ALBEATRE,

4440 i 24
ALY ARBALAAKENDHRESHY, FIEKRTART
BREGNA S RCK S S BT AHA K, Bt, KEPEHBIK-KLSTFT

VAR CATF X444
1
XDaF'-(X)
L
F' 2 #AR (B AFRFcR);

X' F X2 A2 ik § -L)P' . -L)P-L)eP*. -L)-P-
(L2)g-P~(L)e-P*F-(L)e-P'-(L7)a-P*-(L7)e-P* (L) P,
Pl P2, PYaP'i A2k 5 b2 25 38 56 WA 5 51
L. L2 D#L'ssfsbit k; A
a. b. c. d. eI HAHOK], R R aFDF Z )V —A-H1,
B, Le-dmieiesit ey NIMLe-dp & L % RIK
II
X!-F'
EFF HFcR, #FX'YCR#%EHE;
KIMLS-4h B 3 % Tk
I
Fl-x?
EFFAHFcR, #FXHNR®EE;
KIVILA-H A& L § ik
1A%
Fl_(Ll)c_Pl

22
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EPFAFCR, H#F-L)-P#NKsbiEdE,
KVILS-H AR 5 % Rk
\%

Fl_(Ll)c_Pl_(Lz)d_PZ

A FFAHFcR, #F-L-P-L-PHNKsEiEd.

AR, SESRKATAERAEATHE 64 Rk 45518 Y48 84 2 AR B
THREMGK: EPO. TPO. AK#t#%. G-CSF. GM-CSF. IL-lra.
leptin. CTLA4. TRAIL. TGF-ofeTGF-B. RRIEIF| LA H{E, 455
BRI THR GBI FA: TNF. leptin. 42— @M H0L-1. 2. 3...)
Fo 5 5 AMABE R E G (H)40C3b). 3| FREF ML, IEHRE T
AR BRAERE, RARXLARPIAGEE Lakft© AFKP
FA Tk, TIAKRATA L KR Rk,

ERRETAETRAT AR TRLAMNK, KRR T MEMN
BR S B o AT 5 Ao i 38 5T vA Al RS AT 2 B 7= 4 69 44T 4o 6 44 B B
#K. Dedman#(1993), I. Biol. Chem. 268: 23025-30, @Rk TLHLE
STER SR ARTHRGE HEQREAERERLHETES
£ 449 BK., Wilson(1998), Can. J. Microbiol. 44: 313-29; Kay%(1998),
Drug Disc. Today 3: 370-8. ZHerz% (1997), J. Receptor & Signal
Transduction Res. 17(5): 671-776 % 2t X # &G #ATT -2 69 45&, B
RBILF|ALEGEALY, IHENEORLEATFALAF,

ARG — AR R 5 WO F RSk, R OBARES
R, stmeBFi#iT7 5 £, & Linglot (1997), Archivum
Immunologiae et Therapiae Experimentalis 45: 353-7, ftifit 3] Bl 45|
AXLF, EXEEARTY, BRECKR (R3FHEAD., FHhyEFF
A3F.
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3 - RE|EZERB S L Wi E T 24K

a0 B T (B4k) FHREY
K#% X Kk EN 3 * K#%
1 &k 1. IL-2,IL4,IL-7,1L-9, | 1. #@mB-FR 1. HHHCr
MR F IL-13, IL-15 (CKR)
2. IL-3,IL-5, GM-CSF 2. ¥H#GP140 BR
3. IL-6,IL-11,1L-12, 3. 3.EHHRP130
LIF, OSM, CNTF,
leptin (OB)
4. G-CSF, EPO, TPO, 4. “EHR
PRL, GH
5. IL-17,HVS-IL-17 5. XER
I IL-1084k IL-10, BCRF-1, o IL-10R
HSV-IL-10
m F¥H£ 1. IFN-al,a2,04,m,t, | I FKER 1. TFNAR
INF-g¢
2. IFN-«y 2. IFNGR
IV. IL-18 4 1. IL-le, IL-1B,IL-1Ra | IV. IL-IR
V. TNF#ttk 1. TNF-a, TNF-B (LT), | V. NGF/TNF R°
FAS1,CD40 L,
CD30L, CD27L
VI #LRF 1. o#iBF: VI #4LBFR 1. CXCR
IL-8, GRO «, B, v, IF-
10, PF-4, SDF-1
2. BAMLEF: 2. CCR

MIPla, MIP18, MCP-
1,2, 3,4, RANTES,
eotaxin

3. yMLBRF. 3. CR
Iymphotactin

4. DARC

“IL-17RABFCKRE#, {2k 53482 B K& P eh 47— K%k,
CRCIMIFNERMARL, S hmpBF. L-10RAFRTFHEREADRBALETOR
B, kR e 54T RIAK. STATA#E MRS F. IL-14. IL-16#=1L-18 &3k
M, RRESERGCHAHE.
*TNFEAAER 3 AR MR 9F RitAT1E 54#%, QBFASRY “RTR” iS5 Lmk
A M ¢555kDa TNF-aR. NGF/TNF R¥T iABL4E & NGFfuAR £ B F, X &4 TNFAtik, #
B FEARCTO BB .. TABI(TTM, S2k 698 MIRAG LK,

"Duffy fo & 0B (DARC)Z T A 54 /LA RE BB T e mpe L4k, € BT ok
REARTKR, ERAESHEFHGHENTFE.
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V. £kBF VIL. RKF 1. TKEX#%

1.1 SCF, M-CSF, PDGF- 11 IgTKMR
AA, AB, BB, FLT-3L, :
VEGF, SSV-PDGF

1.2 FGFa, FGFB 12 IgTKIVR

1.3 EGF, TGF-a, VV-F19 13 F¥BRBTK-I
(EGF#)

1.4 IGF-I IGF-II, ak &% 1.4 % FPEBMTK-I

1.5 NGF, BDNF, NT-3, 1.5 FBBEBLTKV
NT-42

2 TGF-Bl, B2, p3 2 STKEER#

i hmbE T4 T8 SNGF/TNFLAk,
b STKST 34 3 R T A SR TGE-PAAXE F. 1% M8 2 L ABBEARKIE
KRG BIA3RS. PTRBARL @R TR T/,

AL AR QBB R T RA20F, X80 BT vA 3 1T R4
T FENE. RRARFFRARES. XEFIH|(FEANRLAH
P, RIELELKRFLT AR AT OXERETRAL20FRARAL
HRABR T R —AF, XK 4 —FF T A B R RA 3 5k B BRE
3, EFZRRPREIA SHEHGREH. KA A Fld, #
HTARZARAX TR KT HE—F. ATARRLERELARLA
BFTRARF.ETSF N FRABAEGKHTIUE 5 —4Cys
PR BK, AR GE—FFRAETARETER, EFFERY
FAETUA LK R AR S A — /A A L CysaRA 69 BT AR s AR A
—HAE;, ARl R ST HEPO-BHIAK. AiZk P EARHLIA T UMK
R AL A BR G SEAE ), XS R $94E—FP I T AR L AT iR 7
RATRE, EEACP RN IUNFTE RG], T A P 65T KRR T 4
Mehy, MARRREIMEE, BAHRESGRITARELTURA FRLAF.
st FHRE K A BEFOITAY, B ALUANHLE R, A FRE
BR SR Ak E R A B AL RS BRANITAY, TR UoR T, EX
KA F Lk FTE 3R 4442 —FF: Bhatnagar¥(1996), J. Med. Chem.
39: 2814-9#=Cuthbertson¥(1997), . Med. Chem. 40: 2876-82, A7t X #k
B G| AEESBNALY, JIBRRAFZEARK(Z. Zs. - Ziye£ B+
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#)%5,608,0355 . #5,786,3315 #25,880,096 % % & 3, FrktHlid it
FIASAB KL ¥, 3 TFEPO-EiMA 5)(KRS), BRALX-X ok
“a" wWO 96/40772% & X, Fid LkiBt3| AAn AL d, RA
A Y| “@” = “+” 4eSparks%(1996), Proc. Natl. Acad. Sci. 93: 1540-4
FPRXL, FrALekBTF] ALEBALT. X Xs5. XX £ B4
#)55,773,5695 P &L, Frd Lak@it3] AeE4B AP, Hl52:
SNTFEBEEALSK, X, X5 X5 X X X XoFoXed0199526
A 18 26 B Fr &5 WO 9514714421997 43 A 6 B A F 8 WO
97/08203%F 3L, A& XakiBit 5| LB AP, *FF VPR,
Xiv X' X070 X Xse Xy Xso XefeZiA B $HmAnie 1997410 A 3
HAFF#WO 97/40070%F 3L, AT LakbiB it AL43 AL+,
YA XaaFnYaa4e 199843 A 12 B AFF 49 WO 98/09985% & 3L, Ffik L #k
Wit AL AR AP, AA;. AA,. AB;. AB,#nACH19985:12 F 30
BTGB R HWO 98/53842% & X, Ak Lakdits] A4 K
XF. AE1TRHX. X2 X3 X4w199944 A 28 B AT 84 BH &
EP 0911 393AT & L. vAMARFT A H A RD-RARK, FrA k@it
BRepddx, IRIEFA A, ERNPHLEELHNETHE. £ “SEQID
NO.” —#%, “NR” EhRAETFHREGZFINREEAFT A
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#4 - IL- 13 F bk A 5

SEQ
ID NO:

212
907

908

909

222Q2Y2227, _ 910
|22 2 ZRL L 222 Ll Z2OZNEZL L 917
e :
7. ALPL 213
SWIDYGYWOPYALPISGL 214
ﬁmYYWQPYALPL 215
" ENTVSPNWADSMYWQPYALPL 216
" SVGEDHNFWTSEYWOPYALPL 217
 DEYDRWROSGERYWOPYALPL _ 218
"FEWTPGYWQPY 219
FE Y 20
"FEWIPGWYQJY 21
" ACFEWTPGWYQJY 2
L -
FA 24
" EEWAPGYWOJY 225
"FEWVPGYWOJY 226
Y 227
ACFEWTPGYWQJY 28
" FEWTPaWYQJY 229
230

" FEWTPGYYQPY 31
"FEWTPGWWQPY 232
FEWTPNYWQPY 233
FEWTPVWQJY 284
FEWTPScGYWGJY 25
FEWTPABYWOY 236
 FEWTSaIGYWQJY 237
" FEWTPGYWQPY _ 238
FEWTPGYWOHY 239
240

27
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ACFEWTPGWYQJY %1
FEWTPGW-pY-QJY 242

243

244

FEWVPGYWQJY 245
246

ACFEWTPGYWQUJY 247

8

$

§§§§§§§ﬁ§§§§§§3§&3§§§5§5§§§§55§§E§§Eﬁﬁﬁﬁﬁ
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ALVWWQPYSEQ!

{ SRVWFQPYSLQS

WEQPYALPLE

QLVWWOQPYSVQR

Jlialiatalaleielleleialelsz s slele

3

i I

714

a

716

717

718

713

NBINIR)

SN E

§§§§Q@§F§§

29
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DAYWVQ PYALPL 740
"WSGYFQ PYALPL 781
"NIEFWQ PYALPL 742
‘ PYALPL 743
DSSWYQ PYALPL 744
JGNWYQ PYALPL 745
PYALPL 746

LPEFWQ PYALPL 747
"DSYWWQ PYALPL 748
"RSQYYQ PYALPL 749 _
%‘T\E” PY 750
"NSYFWQ PYALPL 751
 RFMYWQPYSVOR 752
[ AHLFWOQPYSVOR 783
| ALPL 754
 YYQPYALPL 755
YFQPYALGL 756
ALPL 757

" AWWQPYATPL 758
759

 YWYQPYALGL "760
[ TWYQPYAMPL 761
 SNMOPYQRLS _ 762
"TFVYWOPY AVGLPAAETACN 763
' 765

TEVYWOPY YONPOWAIHVAR 766
TFVYWOPY VLLELPEGAVRA 767
" TEVYWQPY VDYVWPIPIAQY 768
 GWYQPYVDGWR _ 769
e =
ALGW, 71
GWWOPYARGL 772
LFEQPYAKALGL 773
A -
775

"MWYQPYSSOPAE 776
"GWIQPYSQQGEV 777
 DWFOPYSIQSDE 778
" PWIGPYARGFG 779
TAPLYWQPYSVQV 780
[ TUYWQPYSVQI 781
"REDYWGOPYSDQT 82
"WHQFVQPYALPL 783
"EWDE VYWQPYSVQ TLLR — 784
“TWEGN VYWOPYSVQ SFAD ~ 785
"SDV VYWQOPYSVQ SLEM 786
T e va VPR o
| SDIWYQ PYALPL 788
ORIWWQ PYALPL 789
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[SAIWWG PYALPL
RSLYWQ PYALPL
TIWEQ PYALPL

WETWYQ PYALPL

PYALPL
SRIWCQ PYALPL

EFWQ FYALPL
DYVWQQ PYALPL
MDLLVQ WYQPYALPL
GSKVIL WYQPYALPL

RQGANI

SR RS R RIRE PRI R

:
:

z
3
5

|
é

3
3
S S E R

BIR

| WLAWEQG PYALPL _
[ VMEWWO PYALPL
PYALPL g24
NXOCWXX PYALPL
[WGNWYQ PYALPL
TLYWEQ PYALPL
VWRWEQ PYALPL
" TLWTQ PYALPL_

SRIWXX PYALPL
SOMING FYALPL

[WGYVXKX FYALPL_
| TSGWYQ PYALPL
VHPYXX PYALPL

‘| EMSYFQ PYALPL
XXIWYQ PYALPL
PYALPL
Wm PYALPL
SRLYSQ PYALPL

il

SIBIR|BIBIS|BIRIZ| S| BIRIRIBIR
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[GVTFSE PVALPL
SIVWSQ PYALPL

§§§J§§E§E§§§§i§§3§f3553§§§§§§5555%552@@&59585555288;85
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[ STSFTWEESNAY YWQPYALPL
| DSTFTWEESNAY YWQPYALPL
YIPETWEESNAY YWOPYALPL
TGTAFTWEESNAY YWQPYALPL
ETLFTWEESNAT YWQPYALPL
| VSSFTWEESNA YWOPYALPL
QPYALPL
1 ALPL

TANVSSFEWTPG YWQPYALPL
FEWTPGYWQPYALPL

3
R S R R R H R E R E R R R

[—d £
- -1 -

0

§
éqoo

i

%
PR R R B R R RN S RN
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RLVWFQPYSVQR

 DNTAWYESFLA
DNTA

A

PARE DNTAWYDSFLI WC

TSEY

"SQIP DNTAWYOSPLL HG

SPFI DNTAWYENFLL TY

EQIY DNTAWYDHFLL SY

TP ONTAWYENFLL TY

TYTY DNTAWYERFLM SY

TMTQ DNTAWYENFLL SY

[ TTDNTAWYANLVQ TYPQ

TI DNTAWYERFLA QYPD

HI DNTAWYENFLL TYTP

| Q DNTAW SYKA
| oa""'—"oun‘mwvsnmm

bR R R R RIS R RIE R RIS R R SRR R R E R R R
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| NQ DNTAWVESFLL QVNT 9%
| T DNTAWYENFLL NHNL 997
HY DNTAWYERFLQ QGWH 996
ETPF TWEESNAYYWQPYALPL 999
[YIPFTWEESNAYYWOPYALPL 1000
DGYDRWHQSGERYWQPYALPL 1001
pY-Nap oY-OIVALPL el
TANVSSFEWTPGYWQPYALPL 1003
"FEWTPGYWOUYALPL _ 1004
[ FEWTPGYWOPYALPLSD 1005
FEWTPGYYQUYALPL 1006
| FEWTPGYWOJY 1007
ACFEWTPGYWQJY 1008
ACFEWTPGWYQUY 1009
ACFEWTPGYYQJY 1010
ACFEWTPaYWQJY 1011
[ ACFEWTPaWYQJY 1012
[ ACFEWTPaYYQJY 1013
[ FEWTPGYYQJYALPL _ 1014
 FEWTPGYWQUYALPL 1015
FEWTPGWYGUYALPL _ 1016
 TANVSSPEWTPGYWOQPYALPL 1017
Wﬁ’a“% 1018
1019

| ACFEWTPGYYQJY 1020
ACEEWTPAYWQJY 1021
AWYQJY 1022
ACFEWTPAYYOJY _ 1023

35



200510083696. X oo 5E32/497Tm

£5 - EPO-E#1 Bk A- 71

B 5\ /5 SEQ
v ID NO:
YXCXXGPXTWXCXP 8
" YXCXXGP X TWXCXP-YXCXXGPXTWXCXP )
YXCXXGPXTWXCXP-A-YXCXXGPXTWXCXP [3
YXCXXGPXTWXCXP-A- 86
Yi&)
P
/B 86
YXCXXGPXTWXCXP-A” (a-82)
 GGTYSCHFGPLIWVCKPQOGG 87
 GGDYHCRMGPLTWVCKPLGG 88
e :
' )
: o1
GGTYSCHFGPL 'T""‘mvms& )
| GGTYSCHFGPLTWVCKPQGG
GGTYSCHFGPLTWVCKPOGG -A- 93
GGTYSCHFGPLTWVCKPQGG .
GG TYSCHFGPLTWVCKPQGGSSK 9
GGTYSCHFGPLTWVCKPQGGSSK- %
GGTYSCHFGPLTWVCKPQGGSSK
GGTYSCHFGPLTWVCKPQGGSSK-A- %
GG L
GGTYSCHFGPLTWV ' %
e-RK)
e
97
GGTYSCHEGPLTWVCKPQGGESS (a-fX)
GGTYSCHFGPLTWVCKPQGGRSSK(-A-blotin) 98
%ﬁ% 21
422
VONTUAMGFTVGRPGE @
GGPHHVY TWIC ©4
| GGTYSCHFGPLTWVCKPQ _ >
GGLYACHMGPMTWVCQPLRG &6
[ TIAQYICYMGPE TWECRPSPKA 27
 YSCHFGPLTWVCK 08
TWVC 29
124
461

| YXXXXGPXTWX X,
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[XYXX X XGPY,TWXX XXX, 419
G 420
GGLYLCRFGPVTWDCGYKGG 1024
| GGTYSCHFGPLTWVCKPOGG 1025
GGDYHCRMGPLTWVCKPLGG 1026
VGNYMCHFGPITWVCRPGGG 1029
"GGVVACRAMGPTTWVCSPLGG 1050
VGNYMAHMGPITWVCRPGG ' 1085
GG PLYTWVCKPQ 1086
" GGLYACHMGPMTWVCQPLRG 1067
TIAQYICYMGPETWECRPSPKA 1038
GPLTWVCK 1089
YCHFGPLTWVC 1040

| SCHFGPLTWVCK 1041
[ XX XGPX,TWXX, 102
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%6 - TPO-Ak 3 Bk /- 5]

B 5 /8% # SEQ
ID NO:

| IEGPTLRQWLAARA
[ IEGPTLROWLAAKA
|
IEGPTLROWLAARA-A-EGPTLROWLAARA
IEGPTLROWLAAKA-A-IEGPTLROWLAAKA

IEGPTLRQCLAARA-A-IEGPTLRQCLAARA
l ]

IEGPTLRQOWLAARA-A-K(BrAc)-A-[EGPTLRQWLAARA
IEGPTLRQWLAARA-A-K(PEG)-A-IEGPTLROWLAARA
IEGPTLRQCLAARA-A-IEGPTLRQWLAARA

!
IEGPTLROCLAARA-A
IEGPTLRGWLAARA-A-EGPTLRQCLAARA
I
IEGPTLROWLAARA-A-EGPTLRQCLAARA
| VADQOOKL

| TLREWL
GRVRDGVAGW

%
&S&&ﬂg&.‘ﬂﬂﬂ.‘ﬂ@%&&l&&t&!‘:s83338{&238 Ble 28yl BINIRIBIRE
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[[CEQDGPTLLEWLKC %6
CELVGPSLMSWLIC 67
"“e’%‘iﬁcw YEC 68
CRAGPTLLEWLTLC )
" CADGPTLREWISFC 70
| C(X), EGPTLREWL(X),.C 71-74
GGCTLREWLHGGFCGG 75
GNADG 77
LAIEGPTLRQWLHGNGRDT _ 78
HGRVGPTLAEWKTOVATKK 7
“TIKGPTLROWLKSREHTS _ 80
ISOGFTLKEWLSVTRGAS B
[SIEGPTLREWLTSRTPHS 82
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%7 - G-CSF-# 4\ bk A 7]

SEQ
3 /%
| EEDCK %
EEDCK 99
|

EEDCK 9
[EEDeK 100
EEDoK 100

|

L EEDoK__ 100
[ pGUEDGK 101
PGEDoK 101

l
pGIUEDoK 101
PleSDoK 102
PicSDoK 102
|

PicSDcK 102
A 103
EEDXK-A-EEDXK 104
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B E37/497m

8 ~ TNF-3 # bk 5 5

5 /5% #3 SEQ
ID NO:
[ YCFTASENHCY 106
{ YCETNSENHCY 107
YCFTRSENHCY 108
[ FCASENHCY 109
YCASENHCY 110
FCNSENHCY 1
| FCNSENRCY 2
RCY 13
YCSQSVSNDCF i
FCVSNDRCY 115
| YCRKELGQVCY 116
YCKEPGQCY 117
"YCRKEMGCY 118
FCRKEMGCY 119
YCWSONLCY 120
YCELSQYLCY 121
YCWSQONYCY 12
YCWSQYLCY 123
DFLPHYKNTSLGHRP 1085 _
AA-AB, NR
\
AC
/
| AA-AB,
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B 5E38/497m

£9- ERFOLLKAF

f
9!0

z

442

443

444

445

446

| CPSRLDSPC 447
| XXX RGDX XX, 4“8
e =
450

" CDCRGDCLC. &1
CLCRGDCIC 452

[ XXDOX XXX, [
e z
455

 CWDOLWWLC 456
CWDDGLMC 457
| CWDDGWMC _ 8
CSWDDGWLC 4%9
CPDDLWWLC 460
NGR NR
GSL NR
RGD NR
CGRECPRLCQSSC 1071

| CNGRCVSGCAGRC 1072
CLSGSLSC 1073
RGD NR
NGR NR

GSL

NGRAHA 1074
| CNGRC 1075
COCRGDCFC 1076
CGSLVRC 1077
DLXOXL 1043
RTDLDSLRTYTL 1044
RTDLDSLRTY 1053
 RTDLDSLRT 1054
"RIDLDSLA 1078
" GDLDLLKLRLIL 1079
GDLHSLROLLSR 1080
| RDDLHMLRLOLW 1081
SSDLHALKKRYG 1082
RGDLKQUSELTW 1083
RGDLAALSAPPV 1084
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£10- B X R ALK )

R

FDITWDOLWDLMK

rﬁ'i’l/;%#l

SEQ
ID NO:

DITWDQLWDLMK

147

 DITWOELWKIMN _

148

DYTWFELWDMMQ

QITWAQL

b
Ble

[ GITWAGLWNMMK
 DMTWHDLWTLMS

151

DYSWHDLWENMS

EITWDQLWEVMN

RANMSWLELWEHMK

o bt e

AEWTWDOLWHVMNPAESQ
[ HRAEWLALWEOMSP

g

[ KKEDWLALWRIMEV

2

ITWDQLWDLMK

3

DITWDQLWDLMK

&

B

8

SIS ARG AR 2
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A1 - RARBR KA T

-2 VE-F ) SEQ
IDNO:
[ GFEALIPKISSPLFKTLLSAVGSALSSSGGOQ _ 503
GFFALIPIISSPLFKTLLSAVGSALSSEGGQE 504
" QEEALIPKIISSPLEKTLLSAV 505
ALIPK) V 506
 KGFFALPKIISSPLEKTLLSAY 507
"KKGFFALIPKNSSPLFKTLLSAV 508
“mﬁmi v 509
[ GFFALIPKIS 510
GIGAVLKVLTTGLPALISWIKRKROQ 511
GIGAVLKVLY TGLPALISWIKRKROQ 512
GIGA GLP, KR 513
GIGAVLKVLTTGLPALISWIKR 514
L‘mm""'m' 515
KLLLLUKELLLK 516
[ KLLLKLILKLLK 517
KLLLKLKLKLLK 518
KILLKLKLKLKK 519
I KLLLKLLLKLLK 520
KLLLKLKLKLLK 521
KLLLLK 522
| KLLLKLLK 523
KLLLKLKLKLLK 524
KLLLKLKLKLLK 525
 KLLLKUKLKLLK 526
KAAAKAAAKAAK 827
KVVVKVVVKVVK 228
{ KVWVKVIKVIKWWK 529
" KVVVKVKVKVK 330
KVVVKVKVKVVK 531
KUILKL 532
oL LL 533
 LKLALL 534
"KPLHLL 535
KLILKLVR 336
[ KVFHLLAL 537
HKERILKL 538
KPFHILHL 539
KHAKIKIKEK _340
KIKIKIGIK 541
KNIKIKIKIK 342
Ki PK 43
KIPIKIKIKIVK 544 -
RIIRIRIRIR 545
"RINRIRIRIA 546
RUIRIRIRIR 547
RIVIRIRIRUR 548
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i

B 5E41/497m)

RIVRIRLRIR

RIGIRLRVRIIR

KIVIRIRIRLIR

RIAVICWRLRFIK

KIGWKLRVRIIR

KKIGWLHRVRR

RIVIRIRIRLIRIR

RIVRIRLRIRVR

RIGIRLRVRIRRV

KIVIRIRARLIRIRIR

[ RIVKIRLRAKKIRL _

| KIGIKARVRIIRVKI_

RIIVHIRLRIIHHIRL

| HIGIKAHVRHRVHI

| KIGHKARVHURYIK!
[ RIYVKPHPRYIKKIRL

KPGHKARPHIIRYKII

VIR RIRKIV

RIVKIRLREKKIRLIKK

KIGWKLRVR

 KIVIRIRIRLIRIRIRKIVKVKRIR _

KA NR GWKKRVRIK .

L

slsstlsfalislels)sls|e(ales s|e|elalalalesln|s|afe

KIVIFTRIRLTSIRIRSIV
 KPIHKARPTIRYION

Alz

afe| sfelsleisis/elugla

&EI
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12 - VIP-BE L RL - 51

| BF /s SEQ

_ ID NO:
[ HSDAVE YONYTH LAKOMAVKKYLN SN

Nie HSDAVFYDNYTR LRKOMAVKIKYLN SILN
XXX X,

SX N
NH CH CO KKYX5 NH CH CO X6

3

K

l
CH2 {CH2)n

§E_

NSILN

KKYA
AVKKYL
NSILN

SiLauN

Jrmcomms——

i

Z

3
§ﬁ§§§§§§§§§§§§§F gi8l8

[
b
o

i

a
wid

alo

i

:

alo
zle

3

:

-}

=
©

B

|

i

:

NSILN

:
@ﬁggﬁeaa@esfk

SiLauN
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LauKKYL

§§§§H§§§§E§§§§§l‘§‘ﬁk‘§§i§§§§£, §$ﬁ$88£§§§§§§%¥%§§
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#.13 - Mdm/hdm3 32 Bk A 5|

A5\ 135 SEQ
ID NO:
TFSDLW 130
GETFSOLWKLLP &1
WKLLP 132
QETFSDYWKLLP 13
 QPTFSDYWKLLP _ 134
MPRFMOYWEGLN 135
VONFIDYWTOQF 136
TGPAFTHYWATE 137
IDRAPTFRDHWEALV 138
"PRPALVFADYWETLY 139
PAFSAFWSDLSAGAR 140
P , o
PXFXDYWIOL 10
| QETFSDLWKLLP A 168
GPTFSDLWKLLP T
"QETFSDYWKLLP 16
[ QPTFSOYWKLLP _ 6

k14- FHRAZ QRIS F)

A1 185 SEQ
I ID NO:
SCVKWGKKEFCGS 164
SCWKYWGKECGS 165
SCYEWGKLAWCGS 166
SCLAWGKWENCGS _ 167
SCWRWGKYQICGS _ 168
[SCVSWGALKLCGS _169
e i
7]
SCVAWGOLEICGS 172
| LKKFNARRKLKGAILT TMLAK _AB
 RAWKKNFIAVSAANRFKK _ 174
"AKWORKTGHAVRAIGRLSS _ 175
176
KIWSILAPLGTTLVKLVA 177
TIIKLLKLLIKLLKL 178
179
[AEWPSLTEIKTLSHFSV 180
SPTR ' 1
| AELAHWPPVKTVLRSF T 182 -
AEGSWLOLLNUMKQOMNN 183
AEWPSLIEIK 184

48



200610083696. X

i

B 4 5E45/4971

£15- X BRI X fa RF & 50§ B A 5

) % SBQ
5136 M D NO:
SGSGVLKRPLPILPVTR 72
RWLSSRPLPPLPLPPRT 273
 GSGSYDTLALPSLPLHPMSS 278
GSGSYDTRALPSLPLHPMSS 75
GSGSSGVIMYPKLPPHWSMA | 276
mﬁSEESE"ﬂIW’NPPI TWSMA v 77
" GSGSSSMRMVPTIPGSAKHG 278
RANR _NR
| QT NR
ROK NR
NRQ NR
ROK NR
" RNROKT 436
"RNRQ 437
RNRACK 438

439
440
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B 4 5E46/4971

#.16 - SH33: $L Bk A 5]

B3l 155 #

ID NO:

RPLPPLP

RELPPLP

SPLPPLP

[GPLPPLP
" APLPIPP

a§§§§§§§§§§§§§§§ﬁﬁnggsgsssﬁagas
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A17- &4 KEHH £ L crotistatinB Bk 5 51

L 8

. _ ID NO:
X-X-Asn-Pha-Pne-Trp-Lys-Thr-Phe-X -Ser-X 473

| Mst Pro C Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys Lys 474
Met Pro Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys L

| g_xy_\gm!;'m! "'m'r"it.""#ﬁe'_n Ser Ser Cys _pl'-l-m 7%

Met Pro Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys

{ Met Pro Cys Arg Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys
Asn Phe Phe Trp Lys Thr Phe Ser Ser

,&%wm%%mmmjﬁ%mmws«oﬁ

{ Met Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys Lys
Lys Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys Lys

Met Pro Cys Lys Asn Phe Phe T1p Lys Thr Phe Ser Ser Cys

| Mot Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys

\Mmm_ﬁ

| Met Pro Asn Phe Phe Trp Lys Thr Phe Thr Ser Oys L

1 Met Pro Cys Arg Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys Lys

Asn Phe Phe 17p Lys Thr Phe Thw Ser Cys L) _
M_MMM_—W”W%
Met Pro Cys Arg Asn Phe Phe 11p Lys Thr Phe Thr Ser Cys

Asn Phe Phe Trp Lys Thr Phe Thr Ser _

Mt Pro Cys Lys Asn Phe Phe Trp L Phe Thv Ser Oys L
| Met Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Thr Ser Oys Lys
.M'ML?L’_}NWM
‘MWWWSU%
| Met Pro Cys Lys Asn Phe Phe Trp Lys Tiv Phe Thr Ser Cys
Cys Lys Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys

S

alalelstslsialelslelalslelslslsls

3

'Y
b -]
(3]

¥

8
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#18 - UKR#: # bk A 51

A5 /35 4 SEQ
ID NO:
AEPMPHSLNFSQYLWYT 19
WDTYSPLAF 197
A 199
 AEWHPGLSF GSYLWSKT 200
AEPALLNWSFFFNPGLH 201
AEWSFYNLHLPEPQTIF 202
] =
204
[ AEISFSELMWLRSTPAF 205
il :
207
| AESLPTLTSILWGKESV 208
AETLFMDLWHDICHILLT 209
AEILNFPLWHEPLWSTE 210
| AESQTGTLNTLEWNTLR 21
AEPVYQYELDSYLRSYY 430
CAELDLSTFYDIQYLLRT 1
CAEFFKLGPNGYVYLHSA o2
TPRLOXGYVYL <3}
AESTYHHLSLGYMYTLN _ a4
YHXLOXGYMYT 85

52
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19 - E-xme#a/smaﬂe#ﬂ&ﬁ %)

ID NO:

SEQ

44;5%55;;ﬁﬂﬁaﬁﬁg%§ﬂa A{AARF 5 R Bl AR
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| Arg-Ala NR _
| Arg-Asp
| Arg-Cys- o
NR
| Arg-Gly 3
NR
| Arg-His NR.«._
| Arg-He 0
| Arg-Leu =
| Arg-Lys £}
| Arg-Met NR__
| Arg-Phe_ =
| Arg-Pro D
| Arg-Ser Ni
Arg-Thr =
| Arg-Tip_ %
| Arg-Tyr =
 Arg-Val 3
| Arg-Gu-Ala NR_
Arg-Glu-Asn )
| Arg-Giu-Asp x
| Arg-Gu-Cys 0
| Arg-Giu-Gin =
| Arg-Giu-Giu _N-i
| ArQ-Gli-Gly x
e m
NR
£ =) >
| Arg-Glu-Lys &r
| Arp-Giu-Met =
| Arg-Glu-Phe 2
| Arg-Glu-Pro =
| Arg-Glu-Ser 3
| Arg-Glu-Thr s
|Ag-Giu-Trp z
e =
e .
NR_
| A-Ag-Glu 5
| Asn-Arg-Glu 1)
| Asp-Arg-Glu x
| Cys-Amp-Glu 3
Sas
NR
{ Gly-Arg-Giu =
e :
= T - NR
i “NR
Met-Arg-Glu =
NR
NR

54



200510083696. X oo E51/497TH

[GhuArg The
| Glu-Arg-Trp
Glgﬂgvar

[ Glu-Arg-Val

8
R R P B R A
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R20-F RV BB FEN KA
SEQ
F 51 145 H) D g3
NO:
VEPNCDIHVMWEWECFERL 1027 VEGF-# #.#)
GERWCFDGPLTWVCGEES 398 VEGE-$#HL.#)
RGWVEICVADDNGMCVTEAQ 1085 VEGF-# 3|
GWDECDVARMWEWECFAGV 1086 VEGF-#&#.¥
GERWCFDGPRAWVCGWEI 501 VEGF-# #.#)
EELWCFDGPRAWVCGYVK 502 VEGF-##L#
RGWVEICAADDYGRCLTEAQ 1031 VEGF-# A
RGWVEICESDVWGRCL 1087 VEGF-# H#.3|
RGWVEICESDVWGRCL 1088 VEGF-# #.H
GGNECDIARMWEWECFERL 1089 VEGF-# #.#)
RGWVEICAADDYGRCL 1090 VEGF-3# .34
CTTHWGFTLC 1028 MMP#7 41 ¥
CLRSGXGC 1091 MMP#7 ] #|
CXXHWGFXXC 1092 MMP#7 %1 %]
CXPXC 1093 MMP#p 4] |
CRRHWGFEFC 1094 MMP#p %) |
STTHWGFTLS 1095 MMP#7#} #)
CSLHWGFWWC 1096 | CTLA4-##4%
GFVCSGIFAVGVGRC 125 CTLA4-AR#14
APGVRLGCAVLGRYC 126 CTLA4-314%
LLGRMK 105 & HBV)
ICVVQDWGHHRCTAGHMANLTSHASAI 127 C3bdt A
ICVVQDWGHHRCT 128 C3bH LA
CVVQDWGHHAC 129 C3biz #H
STTGGFDDVYDWARGVSSALTTTLVATR 185 | ##mEh-44
STTGGFDDVYDWARRVSSALTTTLVATR 186 | HAmEa-44
SRGVNFSEWLYDMSAAMKEASNVFPSRRSR 187 | #EmEEH-#4
SSQNWDMEAGVEDLTAAMLGLLSTIHSSSR 188 | HEmEG-5£45
SSPSLYTQFLVNYESAATRIQDLLIASRPSR 189 | #AmEH-44
SSTGWVDLLGALQRAADATRTSIPPSLQNSR 190 | #AmEEH-44
DVYTKKELIECARRVSEK 191 | #HEREG-445
EKGSYYPGSGIAQFHIDYNNVS 192 CABP-#: 4
SGIAQFHIDYNNVSSAEGWHVN 193 CABP-#:4-
LVTVEKGSYYPGSGIAQFHIDYNNVSSAEGWH | 194 C4BP-# 4
VN
SGIAQFHIDYNNVS 195 C4ABP-#:4-
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LLGRMK 279 #HHBV
ALLGRMKG 280 #HBV
LDPAFR 281 #AHBV
CXXRGDC 322 | ##lblBRE
RPLPPLP 323 Srcdt Hu A
PPVPPR 324 Src A
XFXDXWXXI.XX 325 Ew .
(AR T AR
KACRRLFGPVDSEQLSRDCD 326 ple-A$4m
RERWNFDFVTETPLEGDFAW 327 pl6-#dndh
KRRQTSMTDFYHSKRRLIFS 328 pl6-kidh
TSMTDFYHSKRRLIFSKRKP 329 pl6-Akindh
RRLIF 330 pl6-Adindh
KRRQTSATDFYHSKRRLIFSRQIKIWFQNRRMK | 331 pl16-44:.4%
WKK
KRRLIFSKRQIKIWFQNRRMKWKK 332 ple-Akdidy
Asn Gin Gly Arg His Phe Cys Gly Gly Ala Leu Ile His| 498 |CAP3744s4%/LPS4:
Ala Arg Phe Val Met Thr Ala Ala Ser Cys Phe Gin A
Arg His Phe Cys Gly Gly Ala Leu Ile His Ala Arg| 499 |CAP3744u%h/1.PS4:
Phe Val Met Thr Ala Ala Ser Cys A
Gly Thr Arg Cys Gln Val Ala Gly Trp Gly Ser Gln| 500 |CAP37484.40/LPS%:
Arg Ser Gly Gly Arg Ser Leu Arg Phe Pro Arg Phe A
Val Asn Val
WHWRHRIPLQLAAGR 1097 | #&(GDlo)4itddh
LKTPRV 1098 B2GP1 Ab% 4~
NTLKTPRV 1099 B2GP1 Ab%t 4~
NTLKTPRVGGC 1100 B2GP1 Ab%s4&-
KDKATF 1101 | B2GP1 Ab%: 4
KDKATFGCHD 1102 B2GP1 Ab% 4~
KDKATFGCHDGC 1103 B2GP1 Ab% 4~
TLRVYK 1104 B2GP1 Ab%s 4
ATLRVYKGG 1105 B2GP1 Ab% 4
CATLRVYKGG 1106 B2GP1 Ab%t 4
INLKALAALAKKIL 1107 Ji $%-12
GWT NR JR&EE
GWTLNSAGYLLG 1108 4t
GWTLNSAGYLLGKINLKALAALAKKIL 1109 i % e

AXRELETRERERGIKETT
® EE, P ATERA VEGFAE M R VEGFZ k4t 3% . HER2:M
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A XIERA . CD0R A5,

o v, Ho A HHMEEACKRIERN . L-5THRBERAF;
oH K, £ FHEB¢EESRGPIbERA . GPHlakk M F;
0 ARSRFRFRACHTRLERATINRE, LETPHEENEOR

IL-2%AREHA . CDA0OM shF RAE#H . CDAOLE 3 A XK

. BRAEREARSF.

HAK AL RAESHAEE TNRBRCRBRATEREBREAZ
— Mk ey £ U —FEKE. FD)., TR S E4K; HldeFols T
HAK, RFclzF—F K%, m—APEGEAHALTH —R#FX—A
M4k,

FcIX 2 ik g #Ak, FoR T A 5 Ak AR BN 3% RCHR 3% Bk, X
AENK 3% FaCH % ¥ Rk 4. & FTTPOAEMAR, BA #&A-TF ATk 4 F AK3R
ASNFRMUFCR 5 F oA dENE T HEXHRRAK, Bibhit
mRA-TFNA.

Yo LATiE, FeEARARL VTR ASEHBAR, Tukst R AFeit
ATT 2, A RARB AL AMFeER, MRARFLIRZHK
L AT eWO 97/34631FWO 96/32478., EXFFcEARF, A
MTAERRAFCHRERL AR T REEHEMIFERD T
PR — AR F ML b, B e BRRSEKRRL. FREBNZLE,
RABEA TR EWIHY, AT RAERIZ 45 &, TEARERY
FABTR AT HERAE, HliZidaD-ZAM. TUud T2
HREAALHEFCERK, ATHELPAANARE. #HAHFEA 35X
#eynTHhFa, L+

1. 2L RN R b, R ERT B LS ARFAR
ERASTFTHRBEIMRYALEALCSFHABREGYRE. Ak, T
ARENR B S F ARG E R, XThskX FHABRKE, AL
CRABM(BlARHAB. LAB)EHFABAL. HHA, AMNT
VA ZSEQ ID NO: 269NR #2042 KB KB, KBk X E#%SEQ
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ID NO: 28942 E7A 1089 F L RBR SR A . £ £ S5 XRFBRBM AN,
RHEFCRABT R A LN RBFE A —KFcR,

2. A RRFc#ATHM, AL ERTHE LI MR ENBE. 4
Fo, AT AZ IR X RFc NA S M8 69PARF S, A5 Thd X
FAT @ b & H B ol BB T R AR IR R, AT A e A —A
NA#H FARBBAL, AARIEASTAGH ARSI XIHETE
ta kAR, SEQID NO: 2 (B4)#FcX & — AN X AFcE 4k,

3. FRRRFc NASB Y —3a, AERTNE T RANE
IENASHF R, A, ANTTABR K NKSE 8 FT20/ R BRSR A F 49
FEAT—A, HHNRAEEL. 2. 3. 4F5H RABR AL,

4. EHR—AZZAMBEERELE, BERBEIMGELABI AL
BT AR T E AR R . T A S XA A, KA B AL AL (H)
S0 R R BR) B #eiX A

5. ZR A5 5AMRKEANEE, HleClql oL, Flim, A
T AR K X EBAIZGGIHEKKA 7)., T ARLBPHSTFTRE, *MRE
KT REARF G, BT AAXAFYFeT K8 fAMREE.

6. xMHrh b AN TR Fod R S04 5. RARFCT AL ELA
AL PSS TFTREENEX L@ LML, BRTIAERIX
sfs &,

7. % BRADCCAL ¥ . ADCCAZ ¥ & A4 E4nt; A I B 4=Molec.
Immunol. 29(5); 633-9 (1992)# #IgG1 ¥ ADCCAL S84 R &, X kfs &
LERRLRARESTFTREEY, BTURE.

8. BRMAFATA B IFAXFTARE, TR R KFcARL, B
%, ATHRKRFCARL, AMMNTRALEALEKRFcFBFL AN K
ABARIEAEL R RFcF it T HE . A FIARKARI AR KSR
AR ) o by

K e FeEAR 354 F E4K. ASEQ ID NO: 2 (B4)¥, 42515
8 B RE 5 R BB, 1L 9949 5 RBLA A ABEK; Bz E10]
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A21038) MR B ARBIAK, 5o, Tl i KB RERAARAK A3
A BRBRAEL.

THRIBOBARTULES. K. K. K. FAKRF K. i
8o F AN ARG I 5 F (B 3m BRAR I A4, Blde, AT eA 451998
F4F 148 & FPresta¥ #) £ B+ #)5 5,739,2775 ¥ Ak 64 5 BRAE 4 &
1. BT ARIE HEFcRnAM 2R 69454, BT FARR TR, X
FAMZ AR SO L 36 “BR” 2T, FEBTALAH
TLH . HAREF R he(F) 4ol i B £ AR E G BRI 6 A 5 Fk
RN (B do B LT A R BRMFT), I ERRARAL T LR
i 4R K.

do LATR, REOMEARLTAR FF AP, BaTHAEETA
HBARQGFERSGEF T &, SRR AY NABLFEHES
WoMATF E” WEREELH(CPCT)E FRHLEA H WO 96/11953, i
LakB it 5| Al AL SR . ZPCTHA P FLAF T HKE
MR AL ERET EAONLR.

ik 89 RS- AR R K L —BE(PEG). FTXPEGH H 7T A RALAT F
By 5FHHPEGAR, HEATIAR &K L40). FTAPEGH-FH
SFEWYEERL A H2TERF(KD?)E45100 kDa, F4LikHHS5
kDaZ #550 kDa, JAMAikAH %5 kDaE410 kDa, —#& B T HPEGE 4
EH AR AR (BB, B A REL)BAKERRILERL
BRALE-4h b o) — B A (Hl el . RAREHR), H¥PEGAH 5 AL AL
L4k,

¥ 4 B AKPEGAL (PEGylation) ) — AN A A ) R .46 T A B R
PR R LA, FRPPEGHR N L4, AR RAPEGH,&FA —A
FAELZIGT R ERE. AFRY EAESARE L e B S5F6i 3+
HHGAR), TUS G EFTER, ASENERE TH AL T
FA” PR, ASPEGHA,RAZA], shiLATdaTkHfst Litir4
B . AT RS PEGH 48 F £A48 ¥ 84T, FETRELRA
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A RHPLCE £ YR, PEGALAK T vAK 5342 %] 4% HPLCHAL,
FBILHHAHHPLC, EARSMFHABRBF SR L.

ERREMAF —FERGTR FEHEGHKELESY. &
FAGIZBLol-HEBNHHBNEAZ LMY S HBES
M. ARBRAETULESE)TFEELEARNRRE, FALEHUL] KDE
HIOKDH LT ERA. HRBR —FARLRAFPUAEARAIRE 5 —K
(Bl HoFe) A A BKRN SN RKERE LY. £ L4 WO
96/119534WO 96/05309. E.2RE T 567 MR ISH M L EKEGE
S HEMRG A AP BN £ AT 0 315 4565, Hiditd)
REGBALY., SHREAEZBAL PGSR, k%] kDE
#4520 kD& # FReAE.

Bk AT Bk ARARR TS, SAEN, TAFEMHR
x4, BACIEAMRRER., ARk g Rapkeisit s —
ARGEABMR. Bk, ERAFZHRFEY, RS GiRTkES
HE 120N RABRMR, PR RAML 0 R RALEGEL
BR. X b KRR P 9 b SR BT A A AL, Ehe RARBHAAR
AN ERY. E—ANERLHEARFTEP, FREI20NRLABE A H
BB, AHRMK. MEAM. AABE. SPABREFNAMK., L2841k
R, HkdiFS SRR BRG et RB AR RBEMA. B, 4%
i 8948k R R H KRB (47 Z(Gly),. (Gly)s). R(Gly-Ala)#=% H A8 .
FREGELE BAREHIR

(Gly);Lys(Gly)s (SEQ ID NO: 333);
(Gly);AsnGlySer(Gly), (SEQ ID NO: 334);
(Gly);Cys(Gly), (SEQ ID NO: 335); #=
GlyProAsnGlyGly (SEQ ID NO: 336).
AT BB LA L %, #4e(Gly)sLys(Gly), £ 48 Gly-Gly-Gly-Lys-Gly-
Gly-Gly-Gly, #ALi#£GlyA=Alad2a4-, RXFF w4k 2 FH M.
ALPEENGEXTAKFS, FETUAGKELEHRL.
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B VA R AERRAR k. Blde, T AR SR 4R K 4] 4o -NH-(CH,)s-
C(O)-, 3t%s=2-20, X3y H 38K T oA it — 3 A 4l 4ok T 6942 R4
FRA A BRAR,: KB E(Bl4eCi-Cofk BBt . & (#14=Cl. Br). CN.
NH,. ¥4 %, —A- T ey LZPEGR X,

VI

;\W/\\/&\/»*(/\vﬁk\/&\i

2 b g i34 L HF % 4 100-5000 kD, 4k 4 100-500 kD. T A K Af
R3Sk, A EkARRE #F XHRATES.

WA, AR BA b G 3EAE BT RS 84 Rk Fe/ R BRI S AT A, X
FAT A TOAKBE T RAL S BRI, RIK. A FFRF. A
HROTAREHRRE BB ENSHORF LA GAERF. =4
PG 1T ) LFE AL GG, R

1 PR LA R L& — R R IR, Blde, T AEAR AT iR RKSR
2, VAMERAH AARBANAU LN CysBREA(Bl AL T), FFEKT
AR T R B IRAL. kTSt A e B LK 51 A,
HHEREK2.

2 HEFTRAA M ESTF XA R, RARFAS A STF X AL,
Bldo, TS BT RS, AR EAH —ACyssi X, FBERRSE
ST RS T Ia Zab, AT A8 i A AL A4 8 CR AR AT
RS R B, EATHRHLSTF.

VII

O
FL“”VCON\/\/j)kMﬁ

FLX )y GOy
(0]
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4. FAF BRAEERAR —A 3 3 ABK[-C(O)NR-J42, =45k 64 3 Bk b 2
-CH,- ® & ¥ 8 85 [-CH-OC(O)NR-]. M 8% 8 . -CH,- £ 5% 8 [-CH,-
S(ORNHR-]. Bk[-NHC(O)NH-]. -CHp-4¥ A=t 2 AL AK[-C(O)NR®-, £
FROA KL

5. WNASRATA. BF, T AN BRAL RAS 4 5 BAX 84 B
THENR® T A LB €4 -NRR' (3-NH,-). -NRCOR!, -
NRC(O)OR'. -NRS(O),R!. -NHC(O)NHR'. #3483 e % ¥ F 3 K-
NH- (CBZ-NH-), £ ¥RAR'%5 53k 3 b4 R SI&LEH L, AL b
BERTUA 3N AC-Coi k. C-Con . Filiot £ B
ABAX,

6. HHBCRRITAY., BE, FCRBEBIXBBIL, #lde,
AT AR FARIRA A 6 55 3%, 4 (NH-CH,-CH,-NH,), F C s A
AA SEQ ID NO: 504-508 % 4£— /5| by KK BAIL ¥ . FIAE, AAN
AR AARIBAE R 6 5 i, A -NH2FCR 3 A B4 SEQ ID NO:
924-955. 963-972. 1005-1013,1018-1023 % 4= — & 5| t4 K & 84024
T FHRACKRSITA R E €34 40-COR? (£ FRZZMELEL)
S-NR'RY, 3 P RIFRUE 5 304 S K Ci-Cobi £ (R 3F A Cr-Ci ).

7. A7 — BRI itk BAEF 6 LB (F] do B3 A ) BRAK =
B4, £ 4| 4-Bhatnagar¥(1996), J. Med. Chem. 39: 3814-9; Alberts%
(1993) Thirteenth Am. Pep. Symp., 357-9.

8. BH—AKSEANMFNRAREL, CoEMITAN BT HM
R KR BERFRE T, A THELH,

HEBRAAFRARRBELATULS B AT RLTE BT
RL, XEHMBBARGBFEL, B TFHAES-REANEANLET S
EW AN OFEERBE, w7 L RBK T B (methyl
picolinimidate); A¥BK#LSEE; WS, F A E L4 (chloroborohydride);
EREFEE; O-FRAAM; 24K_F; FitREHILY S LR
B R,
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i RBARA T VLR i JURF AR P 94 —F R BB, FT
HEREN CLIERXTERTE. 23-ToF. 12-RO_FFHZF. H#
ABALGITETZABREM THATZR AL, BAHKRETIEMPKa
&. stobh, IRk T AL B R 6 2 E A B R B R R A

EE7 AT BRABKANGK R A, Bt 2E T
HEFHRERNSW R OAATRREERE ) EIT LI ANBRABRELT.
BTG RS AL N-TBbkek o AL F 5tk £ R O- T BB R Bt
R A3-FEEATES) .

it 5 = B (R’ -N=C=N-R )R AL, ¥ VA b4 iuts4h 5 X M
H(RARBLRL-RBY), T = T B 4e1-3K T 4-3-Q-Bk-(4-T
FOBE — B B X 1- LKk -3-(4-azonia-4,4- — F A X ) — B e, o, &
548 F R T AR X L RBcAe BB B 4L H R A BB Ao 5
WA BEIR A .

A BB B A R A Bl B A A LB H 40 B 9 B KRB A K
A2FBAL. A, TARILEZELBPHBRESA THREBKE. X
BEET HE—FH XY ETALARLE.

FRABEALTUA REBRBERACHROBK, ARFHR=
AR, RAHARRAE BB T, AN doBhatnagar¥(1996), J. Med.
Chem. 39: 3814-9,

B SE B R AT A T R FARPF A B L S AT A B K R M
IFHAERAKEC RS TFEARZIIK. F AN KN L3EH 401, 1-(E &K
LB)-2-RA LK. KB, N-ZRARIART BB 40 54-F FKWB
R8s, EIWERERBME, OIENEMBERELE, #4033 - 5K
R(ABIE BT B R E) AR E DR BRI, HdwsX-N-D R BT A
E-18-F5. #74 R4 F A3 [(3F-F fF L) AR A TR B B
ARBEXFETHARBORTERT AWK, &, tTFEGEAR
e, TR £EEH£3,969,287. 3,691,016, 4,195,128, 4,247,642,
4,229,537424,330,4405 ¥ RX 49 R B MK R AR, 4o §0E
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AR 4 K Fo BT R

BER)ABRTUS @R T O aEE P HEENL S 094
R —BRRE, HLRB. HFRE RABERA F) Asn-X-Ser/Thréd
(G FXT AR R EBI T REAB)N, O-BHEMBER T2 A
B (Ser) & A £ B (Thr) & & b, ®N-BEEA 44 F X ABLB(Asn) s L
L. XoRHF R RBINOF R R A A G R b AT —FF . AE
AR P ZRON-BERAO-REAEFo AT R 04 82 M R E) 4.
EN-BREREFO-BREREF AT LAY —F LN B EN-TBAZE
BR(AR A ik B), "BRBRE T EN-BRENEFoO-BE A8 # & 64 K 35 5%
A, AL TEFH QLT TARFEIMASHEE AN, XH
LT ARANKRL Akt , FARFEEHESA A S K
A4 R R @ (Fl e B Sh M mie, #4eCHO. BHK. COS)iE
A, AR, XAAEE T A I RATUR Cdm 9B Ak ik A B ik i —
Pk AL,

LTRSS QIR EARFMAKNLEI. L ABKF A5t
BANZAGBERIL. CysF AR TR, A, HEAMYo-RLA
Fo 4B B BL M4k 49 F 24k, Creighton, Proteins: Structure and Molecule
Properties (W. H. Freeman & Co., San Francisco), % 79-86 % (1983).

ALK A A-dh T A EDNAKF LA E ., T 4§ ik b o-dpit
TR EIDNAF SR E A SR FEMBEMENTRTF, T H4
HEIMEAXBHE T, RAFATR AR C I8, TARE
AyF B AR AN R PR AL & R ISR PRI 5, KT 484 B FiZDNA
AATEIMOT T, TS AR EAK. %% KDNAF 7],
VA BLIEAEAT Lik B ) T AL,

HE&EF %
FRERAELEDNARAK, AHNE I @B T 485 KL ALY,
At, HlEhiE ke FEDNALSF. 418 XHDNANF &2 K
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R Loty Fldo, TAKA S R4 B MDNAY T bbig ke F
7. KA, TARALFARIER, 4l LEBBMEEE, A 55T EDNA
2-F. LT AR A X K eyLa,

AL RLOHERBASER I T RAFTARG TR, ZHAOS
ABEETOERELH AT, %ADZRGDNASF. £35iZDNA
AT HARR A XSG FIXA A BIE 349 7 7% R RARBA T 40
8. REEHAFIIOELEDT. WET. BT, BRIYAR. BBK
HomE. REET. KLEET. LT, RBREFBRLESHTR
HRIBEFLEHOHLECET.

P 50 B PTEDNAS T 6 BN RS LA 0918 2, XFP4
AT VA R RARIBRACET ) 4 84 T 353847

HETHARA BRI BLBRFHE—FFETUAN FEARL
. BARTE LR FRAR T ARBANF S RE, XL ps
it X RERARG SN EDNAS TSRt ey S0, Lk, B
RKE A HARE . RAE. 2ot A, dFRALK
DNAKFIRmE, REMAGEIHRARFHKY, RI\BX—FH LN
PRIk B A - B, A —RIBFT, FANKEAYE LIS
H(Hl e XA B EH). BREW rEEFEEMLEAT. LR, A
#. HILM(LBEAL)GEFERIFAR LY L ER L,

BTk, BREAEIFELAL. FLRRTUAEFALSESL
T3S, RARETE LS. XFRBHMH ZRARBAKA ] 4o
8. BB, RARMBBLG T E, RERPF LALPTERK,

FriZ AL et TAB I S iE G, Flde, TiAMER BARE AL
R, GEHREARAZRKABE RS, QFEBE T AT IKRGF %
Merrifield (1973), Chem. Polypeptides, % 335-61 (Katsoyannis #=
Panayotis% % ); Merrifield (1963), J. Am. Chem. Soc. 85: 2149; Davis%¥
(1985), Biochem. Intl. 10: 394-414; Stewart#=Young (1969), Solid Phase
Peptide Synthesis; £ B+ $|%3,941,763%; Finn¥(1976), The Proteins
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(% Z#8), 2: 105-253; F=Erickson%¥(1976), The Proteins (% =) 2: 257-
527. BARA-AAFIEAN ARG ELEER, BAT R4 &R BRAR
PR

SHITERRAH KL A 91044 T vl R BT B 40 i 4 HAL 5
FEARA AR,

1e.2-2 t B A

B & TALANESWESBNZ AN, BiRKLBsH
FAEA XM B RO RARRRGEIHA . B RBHRA QS
A, RS H AT TR, LA 675 M o7 w43 it KA,
Sao by HAT R R E . 3 FTPO-HE ML A AEPO-E b o4, £AX
FAS|—F i —F AR R E

WG AT, KARILSH TR THHHESD L0kt 8 4%
AR FTHRRA, E—AFRRFTEF, ELHHLT R RRBHE
Rt B &G Ge RN F ik IEATHR: FEsEss KL 9
We-thikfk;, FOWERIZISWIT IR EONER, AL bien
BAA. TEBRXEMNGRRY . KL R T ol F A58,
MEGRS, ARRELWHE Y AML I EQNAL. EFXA
ERA LA R TG AL ALY, FENSHTRARLERE
EFRFAFEEQGEE., Bliext FEPO-BEiMLEY, AhM LT RE
B Ead e T et AMBLARBERT 0O ERK, BELELZR
FEPOZ ARt LR F .

EPO-t& b e i) i6 73 A€, A K B HEPO-H 4k 44T A %
GITAFAE A S RO F IR AR . AKX A AR D LS4 FEPOS
R BRFRG T, BRFRRESEPOLRENGF ik, —KmT, 7
R MRt B K 6 7T Y AEAT R A2 ) 4o Ffo 7T VA ) K K BA 49 EPO-42
MASE . BHELTRAFAEREATERE. FATUY
AR AN T X 945 % AL B IR 2L T R A, RiFE it
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ERLT, BPREL T R4, R EHRBIAEHLT.

TPO-#R b &My b T Mg *F-FATRTPO-AREMLEH, AT
PAF P ek T RE A b B A g A K Fo oAk 6 40 A o O sk
#W095/26746 % #5144 47 A M F. KA R T AT F T X LHAE P,

BRMRE—RATRAEEGEZ I/ ol K2 XM EH
0/ ) AR B 2 AR (B ey Tt R 69 F R R DRI IK). AR
S H RAK K B 2 JE M MplE AR 8 R, o RS 2 ) RIER MR
B, Bk, KEBQFTERELGH—BTRAREREEEANEL
oy AR Y.

AR Y (AR B Z) AR SR R B R, e le
RS EMGETT. BT FR BirsableHTdRE. ¥
Bt B HFETIABB AL ALF RN T mER: BAK
B, R R Y SRR RS SR, &8
ML BIRS . K. Franconi%zA4E. %4 £B124r 2. ~T B & Z |
May-Hegglin %% . Wiskott-Aldrich4z 4-4E Fo [ & M 18] fo 415 & J&.
suol, sHAIDSH) X 8857 3% B f R Y (B 40 AZT). R0 g4
LR LT e AT 3 T oo M ARHK B 938 e,

A THPG B L, FlodgTFARGFR, TUALAERAL)
BZ TR R EHD LT REAYGLESY. XTEHRERL, FlEs)
S hfeKFE @, TAKKLALESYE fo ik XA S I —R L
.

AL B TPO-3E 4t Adh 45T vl A R Hl 3k EA mpn ey Xtk dm
AR, REBLZAIFFEEREMDITR, 5EEMpIZARNIXHFBIE
AR . 3FMplEAR R BUR AL 69 5 EALE A K BT E R

AL A TPO-BEIL AW T AR TF &5 4 fo ) AR Ko DR A
R R E E R o-MplZ ARG, Bk, #lde ARKL AL
TURAREFLDIY P EFEER B, ERBEFHEMRE. X
A AEF EBGE T AT =AM ER: W095/26746. W095/21919.

68



200510083696. X oo 5E65/497Tm

W095/18858. W095/21920, @ its] AL4 B KLT,

AZ A GTPO-RIML S WL T A A R B H o A/ X EZBR
FoAf £ MM TE A ARG B, B, TR RAEA XA @ity
P OEHMEFH—AREAZIFIAY.

AERRHEST F k. B0t Hhe Tk b LT ek
BF. TEMMplIZK. £hBlF. @i, A KkBFRIKEKLA
RAEFFRALCERAB R HREZ G ERRE, APLES @K
A B — BRI M SE IT R Xt DR &, FIERARL
R ILE-H A R 8, Frid — R B SeIL-3 A GM-CSF. 4k E 4%
e # B T, BPmeg-CSF. FafeAt kB -F(SCF). afiirk BT
(LIF). oncostatin M (OSM), EH Ezxafed|8E e L€ o T T
AESMplik—RAER . B A TFRAFELTFHLE THEREE
F Rk o B F @.3510-1a. IL-1p. [L-2. IL-3. IL-4. IL-5. IL-6. IL-11.
9% #| % B F-1 (CSF-1). SCF. GM-CSF. #*:#mie % )8 B F(G-
CSF). EPO. F# #%-a (INF-a). A F#%E. IFN-BXIFN-y. HHF
B SE R A 4 F A R F 8T B MR IS B Mpl AR T AR A A,
REREA SERBIRED BT XE LHEFEL RIS, H )
MR, B, BHLTRLRNSHOAE R EH @RK),
RJE F T B M MplE AR (AR P i Bk 78 FH12 R 3 E AR 4 0T 84 &
A o35 —FR 4 B A B R AR A e k. TOAR Y B R
¥, AAMERTRE TR P QXM HIMES. B A it
A IR A i W,

BN R Z A Ao N o) A A/ 3 E AL B Ae AR X M A6 484
BFHFELT, RFOSUE—BRAAARAAR DL HERFRE XA
2., BRGEHEEH0.1 pg-1 mgh X BiA-4h/10%m 8.

35 8 4054
R A K TSR K TS 35 R 480 4 B ok L KA 35
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EEoMTURA TERLTFTRATEZ2. . & 2AIHECHXLF.
—BART, AR CHEEIHGH ALY, HEHALESHOLAK
FEAK RIS HABRE F ETHRLHRER . AR . HEH. 1L
AEH] . BB Fo/ R BAR . XA A QI EFTE + F) A B (4] 4o Tris-
HCl. Z&#. Bddl). pHi B FRENHFEY; Finfl, fliiE
H Fo g R (H] 5o Tween 80, % THKEES0). AN (Fl IR Bl
BRABAA). BRI (Flaemidk. KT EB)FAAYR(FloI8. H
BB7), HWATEBRE NGB RILE. RUBEFGHLE
FIF T RAANPERARF . TR FAF B, KT G A AR IR AT
BRHAGIE ., ZHEEGNTAYALALREGRTAHOHER
A REHM., KASKEEFRNFRIEE, & IL4S| doRemington’s
Pharmaceutical Sciences, % 183%(1990, Mack Publishing Co., Easton, PA
18042)%1435-1712 7, #HB LI ML KL T, Tiksl&ahH
XA LAY, RTAKETRH Xtk FH X Pridasdy,
RRT THANTHASERESY, VRATZ2EHH.

DERMAE. HFHIHER, KRBT OREAHNEY, H—ERH
i# -FRemington’s Pharmaceutical Sciences (1990), % 185% #) % 89#  Mack
Publishing Co., Easton, PA 18042, # Li#it 3] AL 42| KL+, BkA
REFRF . KRE. K. KANIBRA . DHERBHAN. b,
TARAE R AR LR G QIR K RS A K LW (Gop 4o £ B+ F)
$49256735 ¥ REHEFOMR). LT ARARRKROKRE, A
B & RE AR T ) 2 A R iTA (£ B £ £5,013,556 %), £
Marshall, K., Modern Pharmaceutics (1979) (G. S. Banker#=C. T. Rhodes
LI FI0F (AL AL SR P)FPL T ATFHRALTHY
TREG EIAR R 940k, —RAm T, ZF0N O RKLBLEWARR
AR P AR B SRS ELA B BT A 78 MR 0 AR S

HAFREAT LR KL AL He 0 RA R, dof 4 E, TAik
FAEATEACS AR O RS T A . —RORP, KA F MR
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HRES MRS ZRTEAMNEMST S, L P RS AL F TS
FaQKBE, FOYAERBBKB| R T, F oSBT N
B hnFo EARIEIRIT B 6938 e, R K b A Rk Bk GG H S
TR TZE 6, AMFSGFEH €% PEG. SR _But
K, RTRA%E. ARE. ROHEE. RUA LR ERE
8. £ JL#)34=AbuchowskiF=Davis, Soluble Polymer-Enzyme Adducts,
Enzymes as Drugs (1981), Hocenberg#=Roberts%: 4%, Wiley-Interscience,
New York, NY., %367-83%; Newmark¥(1982), J. Appl. Biochem. 4:
1859, TR AN AL ERGHRAK-13-ZHK3R. 4o LATE, stF8
# R @ ARIEPEGH 4.

ST ORABFEAR, A 845 B 1545 64 B8 2% R AL B8R 89 3 4] 4o N-
(8-[2-& X F F B AR L) FBRM(SNACHE H 3 3% K 4 84 5 Lo
#4 9Bk ¢ $4K . £ Emisphere Technologiesi#t AT #9114 521w 2,428 T
AASNACHIE#I R I RE A . ARLEBHH%5,792,451% “o
IREG A ik 4 S Ay k7

AZPRASH TR AEZ24] mmeyRE R Kby @ ] 8
FhETFaFEAMASNTY. A TRELHHZHHQHF LTS
AR BRESNGERYElug)RE EHEH R H. TARITE R # &5
HbITH,

TAQIEHF ER AR . Blde, T ABH)(F) 4oB 1B R AR KMk
ROUREVTZEOQRITEY), REL—FOLETRAHSF, #)
o8- F A EF AR 69 % RALH

ALV A RV A AR B R BB, RIE e hikir, sk
BRTACHEBE, LLRHER. o588, AKHE. 45, &
. HAREARE., RRANELTARERARN, QI =58
5. BB RN, X T EHEA R Fast-Flo. Emdex. STA-Rx
1500. Emcompress#=Avicell.

BRER T QIS ARA N BAMN R s A BRI, AKHR
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Rl A e TR TFITh, a3ed 4 093 T4 49 2 &5 Explotab.
RH BB, Amberlite. RF XA L F 4. BLHBEH
(ultramylopectin). 3RB4A. IR, FFA. BRBETEAG L E. ARE
AR LART AR, H—HEXOABHNZ TSR E T8
BERS . B RBCTT VA B AE AR AR SR Fads a5, AT Q3R RIK, Bl
305, Karaya Rk B EK. FMA LA ETARNEHEA.

HKAF AR RIEPTRS R INREE—R, BAEGHH, 0
FARKRFHHPA, FlieFiEak. B EKFR. ZPRK. L€
AEFTEFEEMC). TAHFEEFECOFRTRALEECMC). RT
e eE LB (PVP) A= 72 B AL F AR 4F 4 % (HPMOC)3) =T vA A T BRIE ROAHF
I3 i6 97 7 )4

TAEZAE R R EH P QAERER, Abbib|EE Y G,
BEEMNTAAEZER RN R R —E, ZETIALEERRT
BEROEASEPSE. ROATKPIFE). R4S, Hhbi
5, LT MER TIEWERER, e+ AR, T AR
4. BMHFEHE L 8. Carbowax 4000526000,

T AR N LB B IR B A ShAF A B TR R BR EHEH
BYAM ., BYAFI T AQIE . Folh. REE AR E S
ARk,

A T BB ARL A WER T RMIETY, Tl AR &7 KA
HAHEBH. REFRATACERBEFEERN, Fldot+ A msg
4. RIMBR—FEREBRMAP_FEABRHA. TARAMRETEERN,
FAEFEEHNTIAOEEILAERTERE. T RBFRN
FEAZHH P A B T EERH — KK £ lauromacrogol 400. 4 g
BR-40-R R a8 LB, RATHAMEADI0. 50860, HibLaEfsas
BE. % LEA®L0. 60. 654280, BABREHAREE. FTRALEFART
A E, LR BERMNTALMSM A FE LR GROMELET
BEARTEDGHF R T .
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AR Tl aELAZHR T, AR IZILOMWGEA. BEL
AR AR R BB B B . Tk B A T ARER.

T AR B RN RLANES YT A AR ARF, AR
AR Pl AR, AFBIRHT RIS ZENSEN, ERTH
HERELTARNZHF T, Pk, 28, KLALSHHF
—Hr ) X eh a8 £ B 1K FOrosi 77 & 4%u(Alza Corp )85 ik, PRk
RGN ORTFERTYHY, MRS ERAFKAANF BT
HHEAEHWE T EANDIRE . X O RAE LA R

EEARTUMATEZHH, XL OEEFEHGTUARATFOR
OB, PR FAETOABR A MK XLF, AFEHELY
MRS A2, F—ERFMEMH, QRETFERIEE. TAHF4EE.
BRUASSEE. TRALRLUAAS®E. ARALGSEE. RALTESS
% RTAHREN. WARFAFRL B, F B aEMEMH,
CA—RBAARR T BB,

TR A A RA SRR ARG EEOR, EBEORTUE
R 4% €, RHu(pan coater) LA FALK T #47, RBLE R LRHT,

Fref i . AL RAT AL ARG (R M)6 M dpdt
%, HRAWAEGRTEMMEEZ LW AR, LT
M EEAY B R E SR, (EFH XL ERE @.35Adjei¥, Pharma.
Res. (1990) 7: 565-9; Adjei<r(1990), Internatl. J. Pharmaceutics 63: 135-
44 (leuprolide acetate); Braquet3(1989), J. Cardiovasc. Pharmacol. 13 (3%
#)5): 5.143-146 (A A 4% fo.% Bk-1); Hubbard % (1989), Annals Int. Med. 3:
206-12 (ol-# M % & B8); Smith%¥(1989) J. Clin. Invest. 84: 1145-6 (al-
& @ 8); Oswein¥ (199053 f), “&Z & A FEH4L” , Proc. Symp. Resp.
Drug Delivery II, Keystone, Colorado (£ A4 K #%); Debs%$(1988) J.
Immunol. 140: 3482-8 (-F L& -yA= it 78 3L BE F o) F=Platz ¥ 49 £ B 4 #|
55,284,656 (Axsmfedk E R A TF).
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RERTEARLAYZRTR THFEEETHRHEXE
HOVREE, OFEEFRTREFE. A TERASFHNENE,
FiA X e R AATBBRAAR A, EATRAFTKLANFTERE
&) % 2 B 4K 5 4) % Mallinckrodt, Inc. (St. Louis, Missouri) %) i& &4
Ultravent*% % 2 ; Marquest Medical Products (Englewood, Colorado)#/i&
#9Acom II*f % &; Glaxo Inc. (Research Triangle Park, North Carolina)#
# #9 Ventolinit ¥ #) BN ZE; #=Fisons Corp. (Bedford, Massachusetts)
4| 1% ¢4 Spinhaler# F BN & .

RIS RENEEZEAERATH)RALALSHGFMN, &
%, BRARNSTHALELADZERAY, RATETOHERN. &
EAR Ao/ R BARSS, T R B SiE AR AT R A

ALK RS BB A HABAET A8 &, T TRAKGER
AFERAE S, P20 F10 pm (R AK), &Rk #0.5-5 pm.

HE L THRELOEAQIEB L, FliEiE. EE. B,
BE¥E. JEA LA, ATHAGLELELTAeEDPPC. DOPE,
DSPC#DOPC. A R A KA A BEWF . Tl APEG (&
EAERE BMTAZEARE MR T LARGHEILT). TAEAE
¥, flaefiRkE, TR R AL EAXAGMEER. Tl
Rt fdRE/mAd. TOMERARER, Flofl TEARSIH .

sk, KRBT RARBRKR. BREIME. e B oA LeX
R g BAK,

ETFHEREAHIAERAEREFRI—REAGHNATOLET
K ey KA BAE4h, HRAELH0.1-25 mgi%‘}e‘;'}i%é/mli’é’-iﬁ %
FIH AT L QIEE A H F BB (Bl A TRATOFATSER).
FEHANCTASH R GERN, B XL AN RAFR kﬁz‘*’
BRFALIRGRBEFHFERTOHRE.

EHEMNETRAASEI—REAGHHN RS BRGH
), R A A EREENER B T EF THAN M RLAILESY.
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P& P SR ST A R A FiZ B T F MM, Hlob B aE. &R
FE. SRR, AEZA—ATR. —A—AFR. —ATAL
B3 421,11 2-W R EMNGLEE. SE R THIEHA QIEBAK LA
Bf Z BB A K ZIPAERS. BT A R R @& A,

A TABHNBEARESBRGHHE @A 4 RELALEY
8T8, LT QBRI MRRHNZEESBEAEHRALN, Flde
LB, LABE. BB, RN, BRBEIAAEE, METH AR
$7 #950-90% (£ €).

REFEH X LRAT RELRLSHey B ibid, BB BTEN
PRkt 7 6T B, FEH| S RO AN P IAR, FTEEERTM
it AHAEE R, ATREEQHF LA AREITHRE
QAR SRR, AR T MRS E iR,

MNEAFLIEARENTEFYHFRLAEFTRE DI HAERH
X, ZRALHHEAGEFREAL, Pl Hesih. RE. KE.
MR Ftk . ARG ERE. 2N EOFLCERREE. —&
RE, FOFENEERLEAH0.1-10008 5% AL RSP kehE, &
#F40.1-1504 %./kg.

AR LT E

FEPAACEHET EAFE AT EERG S THRLKAF
5. AEAPAACLLZHA—FAHLT HRGIE X Fo B S0 R K
Wi M. KSR AR AR M T T AT R21F.
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-k RIEFE

Ve UV ) SEQ EH
ID
NO:

F'-(G)s-IEGPTLRQWLAARA-(G)s-I[EGPTLRQWLAARA | 337 | TPO-#idih
IEGPTLRQWLAARA-(G);-IEGPTLRQWLAARA-(G)s-F' | 338 | TPO-#i#:14%
F'-(G)s-IEGPTLRQWLAARA 1032 TPO-Akih
IEGPTLRQWLAARA-(G)s-F’ 1033| TPO-##14p
F'~(G)s-GGTYSCHFGPLTWVCKPQGG-(G)4- 339 | EPO-#4i4h
GGTYSCHFGPLTWVCKPQGG

GGTYSCHFGPLTWVCKPQGG-(G)s- 340 | EPO-#dudh
GGTYSCHFGPLTWVCKPQGG-(G)s-F'
GGTYSCHFGPLTWVCKPQGG-(G)s-F' 1034} EPO-##4
F'~(G)s-DFLPHYKNTSLGHRP 1045 | TNF-a4% 41 ]
DFLPHYKNTSLGHRP-(G)s-F' 1046 | TNF-ou49 41 %)
F'-(G)s-FEWTPGYWQPYALPL 1047 IL-1 RE #HA)
FEWTPGYWQPYALPL~(G)s-F’ 1048 | IL-1 R #1
F'-(G)s-VEPNCDIHVMWEWECFERL 1049 | VEGF-# #u#l
VEPNCDIHVMWEWECFERL-(G)s-F' 1050| VEGF-# #.#
F ~(G)s-CTTHWGFTLC 1051 MMP3v 4}
CTTHWGFTLC~(G)s-F" 1052} MMP#74

“F”£$i£ﬁiiéﬁFCB
T KW

JoF B 4] & Lk A4, Xk 264 QLKL P LS KT
£, AHAKY, ARG,

£k H1
TPO-1k 4
AT SEABMEA b FXKAT ek 5 EA 69K,
BR1989 41 & 45 4k17b (12 mg)AMeO-PEG-SH 5000 (30 mg, 2 eq.)
BT mbKHE A ZREHT. ¥RAMT TR TRIZELHI0N4, @it
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S RHPLCIE &R M, RBRA AT R> 80%. #it4)&HHPLCSH
% PEGILH R .

BR2089 4] & H¥AK18 (14 mg)FMeO-PEG-B % Bt I B2(25 mg)is T
#1.5 miZKME AR (EH 8)F . HRAMT TR THREHI054F, i
H—FHHR EHFHPLCH, @idH54#r R HPLCK R 270%89 3445,
A, it $ &R HPLCSALPEGILA K .

AWERRE. TPOKS A MR Z R F) A €2 A Ampls & 5E4L
& R32D & i 94 T IL-369 LI 942 e o B R . % M 2B 34 4m b,
H#£ FWO 95/26746. & mMtk4F £ 44 10% Fetal Clone II#+1 ng/ml
mlL-3¢§MEM3E SR . A& 3, @Ak mil-3694 ki
FARF F2AAG WM. PR KNI2ETPOM AW, LEM33E39
pg/ml. FHAHE R G5 T BN ZAT A KL B 1 (100-125 pg/ml)
IR IR, L A RATR T AT, HARAR A 100 pledg A 50 84 S5
R R AAT A AN A 10,00048 10/ 5L69 96 T B 8 ARG S8 FLF .
F37CH10% CO, F44- 0 &, 1 ILF he AMTS (—Frik e 4 ik
R A TR ek B a4h), 29605 B, fE iR 4K (plate reader) £ F490
nm Tk HAER. FARNERE &K (log TPOREXO.D.-HE), H#3F
BN G ELMTEBG ESRTEENN, KA FEAGEEARF
R B S B IR R Ko X I S 0 R

AH S HABEINTMPERESE KNWYMAFEHHTMPE
F 3 6938 A FaX A 4948138 TMPS o-Mpl (TPO% 4R )6 A 3k AR B4
RAEE_RAYXNGTMP, FHREBCNETARY R T T4 Z485T
Rok, MATMPH T TIAECKS ENKBEMA T A, L5 X
MERTFRER_FEME., BR, ERELLTORAIRETFiEHE
AARA A B 6 TMP AR 65 CR 3% AN K 3% 6948 5k 09 K B Ao gl B 49
i, & T AR LS Tc-Mply TMPH 15 &, BS R T —
%5 B b 0-10/4Fe 1440 H BB AR A M A8 3k 09 & B AK(RA). it#E
HRRAEBA LM EF RN, FIRBIH - ALREE. ZHIHE
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BAATRETANERYTMPELAF| A ir A A EME, R
CRABA T TARBRIA LA G B, LRI TR E I
Je ZARH F ¥ 8934 Z(packing).

FIT 43 69 AR 5 24 % P B A8 AR 8- A%, % (Meerrifield (1963), J. Amer.
Chem. Soc. 85: 2149)5 & & Fmocskt-Bocib F k4%, ChREEdE 4P
AT =R AE B H R E R R AR Y485 X L, XA
Bt AR5 Xt 2 % 4 Bk (CwirlaF(1997), Science 276: 1696-9), 53t
AR, TLEEFRTEFIGERALALY. RCR#HENKBE T LR
SR REE. o TTMPH) = Joxt 58 7675 b 6 R thdo ) C R — R4k
RS F AN Y B £ B F(CwirlaF(1997)), &4k # FTPOK &
FeX AR ¥, KA 4 Kc-Mplit i ¢4 K32D%m J 6948 FIL-3 4,
(Palacios3, Cell 41: 727 (1985)) HL 4 WX A A Bk 6 2 4% M. Hoik 1o st
RRHA, SR, FTH S HRABMEEY SHE LS5 EPNH A
Ae> 100045, EiZMmEAMNZE T EECRBERREA K. EEMN
8B TP CRI% ZRAR GG 3 & MAK T R KATPOR & 697 M, X REF
K ATIRIE ) K NCK % = RIK 5 R Btk —HF 264 £ W (Cwirla ¥
(1997)). ETRR G TABANRNZ TR GEHGER., Km, AR -
—REY, PREZ-RKE-ANBKRGCRBERTEANEhe
NRSR)FCRIE ZRAK(FE —NEARHCAB SR TE AN BKRHYCK
S, AARHFATZRAR)Z NG F b ey £ F b B biEsA SR FE AT
FATRR R KMME, A RGBT EINELTA LEGKE. LA
2% T A TMPR AR 69 & B Z 18] ¢ R 3B 45 5k 90 B 2 i AN H RBR 4E K.,

CEH 5. BIXFE—ANARFQTMPEHELANE, &
WTRAEEA AR RKRF LRAY P OHBHG LT ST, &
BATPHFE— T - KIBEAH BGPNGAKME X, X2 Ll
HARKMAO T P-4 AR —BEMY—FF 5], RRLHABATR
AR ZH10045, 12K Big Ak 49 7E B 5 ) 6 GGGG-i4 4 44 K Al 14,10
1. Bt, EHKRFIAADN R P-4 A 0T X A48 K A, &
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SR RRERIDH M F B,

ETMPAF) P Tip9A & 8K EF 0 B ERKR Y # HEKTF
8y A . AEPORIARGG LK F 5| P A — A GHERTHTp, H ALK
RiZTrp AL AR 5 HAEMPZH 5 KA% = 65 R H A 81 F H5EPO% 4K
#5EKAE/EA . Livnah%(1996), Science 273: 464-71), Rk HwyF
%, TMPW ¢4 Trp9sX 5 7T s A RRBLk — K F B A A0l 936, 4 AR
B FofE it BASE R I b I NI S B ARR, $ET Bk
TpRE* A2 6 LR R4, B ERIAY, ERHANTMPERARGEA$
A 69 iE TrpsR A A CysBAX,, 18 1T RALE BA-F LR Z A & 4F
A —HidE, RAZIRMK KT EBHANTpARAZ A GRKEIHR.
BRISRZBHXGR14, EKRIOP, AT MATrpHA A AlRTAK, 4=
R BERA, A =R B RRFE MG, KRB H—FiER,
Trp R F R - T4, 3T FTPOALIAARE) & AL R K4ttt
4.

T AAMK(BR] 7aF018) 5% /£ F 8- R A BLIE &k 4 F —ALysK Cys
A, X BHFILSH R E P AT Lys Cysty Mg M PEGER 1845 44
FFPEGILAK 69 ATAR (K 19420), PEG3R4-fEARsT K ey L P RZIA, B
BT KPEGLE (5 kDa)SE & Frik Bk T 7 o £ 484 015 5 R B ik,
PEGR 4oty HARER G4, CARA S AELNESHA, Ak
HE T RAE G 6956 77 R 09 R 3h A 5 A B (profile).

RAT —F R E FERGFER T RMARELMKE FE
MPEGHK. ZF RATRECASH IO RBSERTR, TH
A—REREWEREZ SRR E., B, s FPEGILAKIY,
R 8 TRBUATRAALPT X 40 BB AL, vA = 4 BK1Tb0LE B 5 3 K A7 4 84
PEGR L. A, A ERFEPADIeRRIFHEH AL, YENMK
HABE, NAKEEA-BocERIP. KB 1BRDdent & T3 LB,
RSB R F IR AHPLCHAL &8 69324 k. ApH 8#97K
PR AR R A GRS RABHGHPEGH 48, ZRAAINA R
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. 8L PEGILI  $9MALDI-MS 4547 8 & —Fh 45 AE M 6944 &
%, FEFTEARAEZ A3 fudd Da. 5t FPEG-AR20, #—A 3 BLEREL K
AEFRIREY, AMERAS AL DL LBTBPEGHERE. 4
FABAA G FAF AT Z ARYPEGAL. do 438 29, 5 HEKXPEGiLsT
RApAat, XBAPEGILARMIRI L HiENRLEE S,

B2 L 8-RABHB AT LA —ANBAGEEANEFNGS. &F
BB BT FF 5| RGEE R R AR BABAMA, BriXsfdy
FTFAEGEY R @R FE ST Y RE FE & E Asnéd T B Ao
NSRS GIERR. AR E W EE S SRR, T akE it Ao
HEEQGKBBTHPRAB TR AT EOLA S BR
PR, R BERR, FXAEEAES I DB LT REGE
MiEM, FTEBRABKRGSRITARER G E TR LE-(G)-154 09k
A egEMAe Y. —EBRILE, NFAAiE K E R S5PEGILAKH F
AR —HER, B APEGHIERS RN L 1 F 24 ARML,

Re—MKREBRELFI G TR, BLHFRISEAL, AT
AWM FREBRBELZAH AT 0) sk, mel&XfK, &
THZ KA BLAT M 4 va BRAK 6 TMPA 7B M 6g ST 46t MR BABRB, &
RAPERREAERE, SRGERARETFIHEBELRS, X
e X FEH AL FRBXNTMPER LR _RAK, $BRE
RS —RE#—FT Yt g,

A TS F AR SR, W —FHPEGILTMP S E F 55 (K
AF 89408420y B ERA THEEZLE ) L. WRIAFH o
D BEHARI TR 1A Fo R F 693, EHEBRILIKE| F THMEXRL M)
M KE. 10 pg/kg XA FHPEGILTMP $ K EH 45| Z 4 525
— I 245 % 69100 pg/kg/ X ¥ rHUMGDF (3EPEGAL)AR4 64 KA
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#A - TPOR SRR

Ak 5 o4 SEQID 8
*f NO:

TMP# 4k 13
TMPCC — 2

TMP-(G),-TMP:

n=90
n=1
n=2

Fod

b

n=3
n=4
n=5
n=g
n=7

0w ® N O O s WD

n=8

n=§

n=10

n=14
TMP-GPNG-TMP
IEGPTLRQ?LAAHA-GGGGGGGGJEGFTLRQ%MARA
GRA&

IEG RA-GGGGGGGG-
IEGPTLRQCLAARA(Z 4 )

16 IEGPTLRQALAARA-GGGGGGGG-

IEGPTLRQALAARA

17a TMP-GGBKGGGG-TMP
17 TMP-GGGK(BrAc)3GAG-TMP

18 TMP-GGGCGGGG-TMP

19 TMP-GAGK(PEG)GGGG-TMP
TMP-GGGG(PEG)GGGG-TMP
TMP-GGGN*QSGG-TMP
TMP-GGGCGRGG-TMP

|
TMP-GGGCGGGG-TMP

EEEEREEEEERES

-t
»

-t
o

ND

SRR

RWY

8 BREBEEE § § UEBUUEESSEEERE
t
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. AE&IAK, MGDF# A 87 X 5hGHABML, BF—4-F &
FORAKESASTFHZHRARILHEE. WellsF(1996), Ann. Rev.
Biochem. 65: 609-34, HL, @it 1§ % ¢4 ARTMP &4 Al A X A+ A0 &
HR. K, FXARTER, EHENE ZH/NTMPH T AR,
B 3 TMPRE AC-C-ATH XA EAC-NRA F XM =K, R E
KRS 2 R AR E T 1034504 £, B4R 4 A Aa3TKT 4L R B
HAEEN ZRAH RO BRI, FRAEBRYGENTEFINA R ER
R AE M — R HH £, N RANH R G HELS T 6914-
AR ) 35 6 A AR EAE R 3R 3,

FARGE, XAFEREE F g RLmEREARMEE, B
HIREGC-CoRRAABARY ., XHHME A BHAEF AR
- FHAE, CCoRARANHFELST, REREIFINELZHLEH
AR XM, REEAL—BLEMFPAIFLEF, REXHFHFLY
BT A REBH AT ARG LM ERM K, 5] c-Mpley =R
Fog b, XERBEMERET KEGXTFAANTMPSF T AL Sc-
Mpl¥ A Z @ dfTHREIRA G THR. dL&, ANEESHTMPH T
FACHR 3% o4 A0 AR B B4R, SCRB —RARGRIZAT R,
H R, EZKREAH T XHANTMPS T 48 E NK 3% FaCR AL 3E
FRERAEA A, BEFCMTAAEANRSE A E A —#2, A%
R PHREIRE AR AR KA BESRRE. £HE LA
REMNESUMNHERMEL, THEEFRHEMK)F M, XTEE
B AEXH—AFTER: ML H RS S H A S E (loop
out), MR FIALEARM RAIET B HF T, I FHAAFIRBTMPR SR
HESOBE, UFEAELZRREGATHEHME, FHiEd
M — BRI L. R FX— 56 R R A RIB AR, L9
PEA KRR 2 69045 A K XA 50 A B a4 4 5k ) B) 4847
iad, CTRLUZFEREAD GEMEEE, ARFBEFREES
A-Gly#s 3k &) KAt -a-dp4ark P E (1042 %1%. % =, TMP¥ & Trp9Ff
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R4k SEMP Y 69 Trpl34adil, & RXA LR s — Rk & B BkA8 L
YR, BT TARKSAREIATHAFERHALEERY. AWK
EAHCHEE R MY - RAKFHLEREN, £0 A RR T
BTt R AR B KAR ZAE A, BN s & —F4a4E 4, €M
RAEAATMPRIR K4, BRFHREA_REMHIAME,

3+ TMPRK =T 86 69 — R4 #6990 47 7T WA -4k X T TMPFec-Mpl Z_17)
AMEAR R —F 6T B, BT LAFIREGEPORIBRLE #) 7T £87H BY
Fix#+ 7 #&. Livnah$(1996), Science 273: 464-75. % 4k4:A-HEMPE
A—Ab-A k&M, BAXEMERGLFTE v HELRAFIGly-
Pro-Leu-Thr# &%) — /A b-4% . TMPREAGPLT, mR LA FHELHE
e9GPTLA 7|, iX T 66T mMARIA GG 3¢ f . K o, iX FF 3¢ A A {5 T TMP
NA ¥ 4-MiL. KA Chau-Fasmanik &) — AL RAREKA, #KHC
Rig—F B RBERMEGMAE. 5EE9649FHERTF HTp—R,
EAHCRBERTHRA B T o RIKEHNHIE T, FARGZEEE,
BMEBREIRFNFPHREBWCRBFIT_RAREDITH, BHE
FFWC-CHIT_RETHESTFT—RHEAHAESHME. FREL
Fr- 5 643X b Rl A R AT AR 4 AE T 6848 2 B BaE R REUIK, FTE X
REBLARAE A 3T 4R 5T, AARNTKE G EEESRNHEE TR
¥.

KT FIAPEGH S, AATRBIAT G KBER GRS H LA
IR I B R ) F R T IR AT RS ARG A TR, EH KRB Y
2, BEATFmpeygEnEd, PEGLTA#t—F & BT 5 TMP
BREGARI L % 1

# P2
Fc-TMP# A4
4 5 AlgGlegFc R &9 34 NK 3k X H CR 3% sk Ak, A RE E 4K
7 XX FH —RARK X KA TMP (Fodo 52 364513 4832 64 EMP). L AT A H
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T, RIEM R H A R E EAARpAMG2] # #91luxPR & 3)F .

Fe-TMP. KRR AREPCRE AR, #d405 TPO-BIMMK LA 51t
AE R4~ AlgGl Fc X #9DNAK- 5| . PCRE_SL 694845 2 pFc-A3 #i 4k fo—
FEARTMPRARE ., ®3F LT A= E & FAZFBR(5 %4 SEQ ID NO:
364. 365F366) M AT EABAR: |

1842-97 AAA AAA GGA TCC TCG AGA TTA AGC ACG AGC AGC CAG CCA
CTG ACG CAG AGT CGG ACC

1842-98 AAA GGT GGA GGT GGT GGT ATC GAA GGT CCG ACT CTG CGT

1842-99 CAG TGG CTG GCT GCT CGT GCT TAA TCT CGA GGA TCC TTT
bz

X FRFBRIBK, HRRAATFTTREBRA T (95 AHSEQ ID
NO: 36742368) 84 44k

AAGATGGAGGTGOTGGTATCGAAGGTCCGACTCTGCOTCAGTGGCTGGC TGCTCGTGCT
1 ccccmconn P L D D R LI T + 60
CCAGGCTGAGACAGCAGTCACCAACCAACGAGCACGA
a XK 6 6 6 6 6 I EGPTULURGWIULAR MARD2A
TAATCTCGAGGATCCTTTTIT
6]l vv-neene Pececcccans +- 81
ATTAGAGCTCCTAGGAMMAAA
a ]

R 1842-98F1842-974F H A X 5| A= B X 3] 4, ZEPCREKL ¥ 4 33X
A WAEAK
K AT BT 789 3] #(SEQ ID NO: 369#2370), A pFc-A3#£PCRA

BLYP =2 iZ 4T 49 Fc3R 4
1216-52 AAC ATA AGT ACC TGT AGG ATC G
1830-51 TTCGATACCA CCACCTCCAC CTTTACCCGG m@ AGCCTCTICTGEC

FAFBR1830-5141842-988 K —AN2UNMBH RN TR, #FB LW
LAPCR* ¥ iRb-B KA P30 5] 9 1216-52=1842-97 69 % =N B
P, X HAEE AR b RS AT,

REHPCRA B (2K ek 42 B) A FR$l A A o4 8% B8 Xbal F=
BamHIH b, S /& 4o AL & X FEMP-Fchf ik , %14 4 3] # /KpAMG21
FHAE B L S XA B EHR2596mIET, RBEAMRELES
P oA L A H BT 5 R PR R B R AR R R ) it A, 123
EANZBG AR, HH L H Amgen B HR#3728.

E RS E O (BT 5| o RABMF 5 (SEQ ID NO: 5426)7 F
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A7,

Fc-TMP-TMP. KA #r/EPCRIE AR, #M# %585 TPO-Ek =K
PAF ik AR b Rk A 09 AlgGl1 #Fc X 49 DNA A 5. PCRE_ S #4445 &
PFc-A3H AR A& R TMP-TMPE B . G4l TH ~H € £ FEF8(H
7 SEQ ID NO: 371-374)# 2 Frid A B A R :

1830-52 AAA GGT GGA GGT GGT GGT ATC GAA GGT CCG
ACT CTG CGT CAG TGG CTG GCT GCT CGT GCT

1830-53 ACC TCC ACC ACC AGC ACG AGC AGC CAG
CCA CTG ACG CAG AGT CGG ACC

1830-54 GGT GOT GGA GGT GGC GGC GGA GGT ATT GAG GGC CCA ACC
CTT CGC CAA TGG CTT GCA GCA CGC GCA

1830-55 AMA AAA AGG ATC CIC GAG ATT ATG CGC OTG CTG CAA GCC

ATT GGC GAA GGG TTG GGC CCT CAM TAC CTC CGC CGC €
HiX4# FALFBRAR K, RSB TR ~RAMA 5] (£ % $SEQ ID
NO: 375%2376)#4 sR4E 4K

a R A »-
R 1830-52421830-554F H A X 3| 494 R X5 4, EPCREE ¥ 4 #ix
A RARAK,

KA L& FFc-TMP# 3| 41216-52421830-51, A pFc-A34£PCR
BRLF &g 4-F t4Fcin g, KA SN0 31 41216-52421830-55, A% =
APCRE M FEAFFTE Koo A,

RAMPCRA B & (2K ako 2 B) A Rl b i 4045 8% B Xbal A=
BamHUA 44, REdo LG 1R, 354482 $KpAMG21 + #4640
BRZE KRB ERLmIET . RESALFEETHEG FhFll
AGHERAIERAPTEE B ARG ) Rt 5 IE, BB BH
eI LI, 4% A AmgenB HR#3727.

E RS- O Y F M 7 AR K BF 5 (SEQ ID NO: 7#48)FF
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8.
IMP-TMP-Fc. RA4#7EPCRE R, #MEHmAmE5 AlgGl8FcR #
R AE . RR S0 TPO-E UK $ B4 & 5 A5 ¥ DNAK- 5| . PCRE #y 42
AT B MAR#3688 (A5 #.4)3) 89 EMP-Fc /& 4 A= 4 A TMP = R 4%
oA E. GTR AT AT R E & FAHE (5 % 4 SEQ ID NO: 377-
3BNMHBATA ERERL AT S AAR:

1885-52 TTT T7T CAT ATG ATC GAA GGT CCG ACT C7G CGT CAG TGG

1885-53 AGC ACG AGC AGC CAG CCA CTG ACG CAG AGT CGG ACC TTC
GAT CAT ATG

1885-54 CTG GCT GCT CGT GCT GGT GGA GGC GGT GGG GAC AAA ACT
CAC ACA

1885-55 CTG GCT GCT CGT GCT GGC GGT GGT GGC GGA GGG GGT GGC
ATT GAG GGC CCa

1885-56 AAG CCA TTG GCG AAG GGT TGG GCC CTC AAT GCC ACC CCC
TCC GCC ACC ALCC GCC

1885-57 ACC CTT CGC CAA TGG CTT GCA GCA CGC GCA GGG GGA GaC

GGT GGG GAC AAA ACT
1885-58 CCC ACC GCC TCC CCC TGC GCG TGC TGC

KX LEFHEREKR, BAEDATHFELBRAEF (S HSEQ ID
NO: 384#2385)# R4k 4k

WATGATCMGTCCGACTCTGCGTCAGTGGCTGGC TGCTCGTGCTGGCGGT

. GTATACTAGCTTCCAGGCTGAGACGCAGTCACCGACCGACGAGCACGACCGCCA
a M T B &6 PTLROQUWILAAMARAGSGEG

mmc&mmmmcmccmscmmmccmcmm 120
€1 reverecceduaco-ccscafeoocmrcvadacnconasabeacatenesobocruaacns +
cnccccmcccaccmucmcccccmmcecnmcsmcrcmccscm
a 6 GGG GG I EGPTULRGOQWILAAQRARA

CCCCC'I'CCGCCACCC

a T B T

K F1885-524=1885-584F A A L3 dhAe BS54, EPCRE B F 4 #iX
FF 44K,

R 5| 41885-54421200-54, A% &) EMP-Fcak4- B ##3688 (£
S HI3)HDNA, EPCREA ¥ = A5 FHFcifsy, £ANHI Y
1885-52421200-54, M % ZAPCRR N HiFFrik oKk L A,

RAWHPCRAE 4 (4K a4 4 B)A R4t A b9 8 8 Xbal A=
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BamHIH 4%, /640 A% FFc-EMPAf&, 41448 3| $4ApAMG21
b H BB S X MATE BAR2596mie . HREFAMREATY
FiA LA FRA S EANTEE RS RNE AL LR, BB
BAIHG LS, HAL H AmgenE ##3798.

RS G Y BT 7 AR A BF 7 (SEQ ID NO: 94910)+F
&9.

TMP-Fc. ZTMP-TMP-Fcé§i£3F , BRAKRFRLE AlgGl#Fc
R # A i AE 3 8k A0 TPO- BB £ 4K 69 DNA R 5, B AX R oy T 5|4
1885-541F X % 1885-53:A R 1B K £1885-58# 4L ey, @R
TMP-Fo#) S 4 E i H B A 5 e A4 B, JF4 % ) Amgen 8 #&
#3788,

R RkAF G B F 7 ARABUF FI(SEQ ID NO: 11#12)%F
FH10.

EXIATHE P oAk HHpAMG21-Fe-A-M AW E XA EH
GM221 % #432 Frdh £ 450 mg/mlF#F F & ¢y Luriak gl + F37C
3k, AR O HFHN-G-RAR T8E)-DL-F £ KB A B A \3E 5t
F FARRE20 ng/mlE, AZMIXPREZFHAR ZHRANHETF.
BHHFITCHEIEFINN. 30w E, ALESHBEEaHRZRDA
At AE, REATBECKE., EFFARIDTREHFHANS
K, RIAFTRFc-aAMKRA THAEXHATE ¥ RiEHRSF T4,
BT I B &% T4 10% b-3 4 TBF 69 Laemmli & 48 i &
b, HEEM@mMITE, FiBiESDS-PAGE#ITa#. EFFAEALT,
FESDS-PAGE#% ik L ¥ MEE| A ES FENREL LI EELF,

pPAMG21. T vAMAmgen&k ik H#AKpCFM1656 (ATCC #69576)47F
A R X AAEPAMG21, FMpCFM1656 X 2 Mgk F £ B+ F54,710,473
% 89 AmgenF ik $AK £ 44T A 69, pCFMI1656/F 42 T AR LA T & BAT
4 B %3 69pCFM836 /7 i (5 #]54,710,473):

(a) WL ATAR G BANE R, KRBT FHEHR, BIRAANR
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B Ndel FR$45 % ;

(b) ¥ — AatllF=Clalfk#|42 ¥ Z 1846 APLB 3T ¢y DNAK 5| Al
#% B pCFM636 (4 #]54,710,473) 8 4B 2 PL & 3 F 44404 K
B (H£ WA FSEQID NO: 386)84X,; H

(c) ABASEQ ID NO: 38845 &) F 4% i 8% E #& % —Clal#Kpnl

PR 44, % Z 18] 49 ) DNAF 3] .
SEQ ID NO: 386:
AatIl
S cmmwcmmm AT
3¢ TGCAGATT. TGCATTTGTTACGGGGGEACGTTTTTTATTTAAGTATA

- TACCACTGCGCCCTGATACTGAGCACAT 3¢
-Ammwmummmg: ’
I

SEQ ID NO: 387:
5 C&WTMTMTAW&CGCMMMAC 3
3 Tmcrmmccmcuamu'gmmmccscuccmmc 5’

Clal Kpn!
REFATXAPCRERFHFRAEHNE— LRI EBEAKLENEAK
DNAJA- 7| B %, TAMpCFM165647 £ & & JF #ipAMG21. & 42K
% B 418 3 FPuyp 5 #9Belllfs & (i Azbp #180)F 4, H&fir H A4

Bardt, HABRETFAFABY.
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£B - & A pAMG21 s 8T B &

pAMG2t bp# PCFMI6S6 + 4 bp £ pAMG21 % bp & X

# 204 TIA C/G

# 428 AT G/C

# 509 G/C AT

# 817 .- G/Cbp

# 679 G/IC ﬁ)\fﬁ

# 980 T/A oG

# 884 G/C AT

# 1004 AT cG

#1007 C/G T/A

#1028 AT T/A

#1047 cie T/A

#1178 G/C TIA

# 1466 G/c T/A

#2026 G/C 45% %

#2187 ce 1A

#2480 AT T/A

# 2495-2502 AGIG GICA
TCAC CAGT

#2642 JCCGAGC Tbp

#3435 GIC AT

#3446 G/e AT

# 3643 AT TIA
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#—Aatll (pCFM1656 % #4: B #4364)#=Sacll (pCFM1656 % 444
B #4585 4141 & Z 8 4 DNA K 5| Al B 17A#=18B F AT = #YDNAF- 5
(SEQ ID NO: 23)E#. Atz EMDNAFF| M An st d,
928 Aatll#=Sacllfs S IR, £ E# DNA T A £ — Aatllf=Sacll{z
&

GM221 (Amgen #2596). Amgen & £ ¥ # #2596 R 474 ) Amgen
AN X ATHK-12E . TR L#THEM, AL AT Hebg
X o &4 iR B AR M F Hy cI85TsTVA BE B Mebg X (689-4P) ¥ 44
lacIQFEL4p s, X FFk FLIwdh 2 B 69 A AT T oAt i 8 LA & E
B FERLG, RRX B AFHIE AuxPreg RAL KX, REME
FERARET M,

L2325 cI857sT A B 69 BB AR 4 A4 S AT, A BLFE— /N3
#RBS. 24§ LA JoGenbankF F 5M64441Gb Bat T892
11704214112 18] . 4k % 18] $6ebg/F 5 t9ebg T F . A TR T EHE
AR B FF], B FBRRAEU T~ ATEIEA b R igebg 3|
(SEQ ID NO: 388):

ACAACCACTAMCCCACAGTACCCAATGATCCCN
POATCGCTAGTCAGTGGCCTGAAGAGACCTTTGGCTGATAGACTAGTGGATCCACTAGTg tELCtgeeT

1% /) % # MMebg-cI857s73% 5&RBS #4649 & L4875 B AR5 7 2 M) B
t5if 2 EAREAFet/393. . THEASBE, N LRBLEKRBAK
BREGAEMRY. HLEHP L AP tet/GMI01. /58 1T 45 lacIH A,
4% 1% £ 4o Genbank B 5% 5 M64441Gb_Ba¥ 4 5 #94% B 884+ £2493 %
2937 7). %k % 19 d5ebgF 5! ¢9ebg T+, B4FF tet/GM101, AT
B FHEBANREGFT), D5 FHERRARBEA T T LA
5 B (SEQ ID NO: 389)#4ebg 551 :
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GTAAGGTACCATAGGATCCAgyCaCAgYS

F A H AGebg-LaclQ#5 6y TLE-R 1K, Bz R WiEiE E e
A, HAFtet/GMI01, 855 BE, R EREERBAL BKY
AT, ¥R ENFL AP eGM221. KA AELBY KA 425 ug/ml
&P AR AE B AR P OH R AT P tet M dndk . ARIBVIIRE B L T H B
HEAR, HEUAGMR21IEA.

A&, % 4 pAMG21-Fc-TMP-TMP ¢ X B #F & GM221 /& 4~ 50
pg/ml-F AR F & ey LuriaiR 3% oy b 6932 R TI7TCRT, RE#ATH
F. ARSI FWN-G- B TBL)-DL- 5 £ R BL A B An A3 4
¥ ELRBE20 ng/mlE, A F MIxPR B 3)-F89Fc-TMP-TMPA B & 4%
REGFES, HRHRHTFITCHIEFTINN. 30 E, BB M0
FERERYASRYAE, RERATECKE, £ES0kpd
WELE) A4 A 44K, RBAFc-TMP-TMPR A T 45 X AT 8 F 64 Rk
MRS A, BRI E BT T4 10% b-2k T A 49 Laemmli
HaB Ry, AEAM eI, 8i4SDS-PAGE#/TH#, £
SDS-PAGE#t ik L JLE | #530kDaty 5B H L £ .58 . M AR X
WKW A 269N RAB, FHH T E4295kDa, LAEGFES &M
T, pAL10 LAARHATT K8, &4 5. KMARRF ¢ 4840044 Fe-TMP-
TMP#4 R X KE,

Fc-TMP-TMP# 64t B i & & 5 £ (vA14,000 PSI#)242 )4 K
(1/10)F s e, i id & (J-6B¥ 494200 PRM, 1/ Bk i 4
. HFARSRAEGMIL. S0mM Tris. 8mM DTT pH 8.7% vA1/1044 k.
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BRI, BERGRSHAIMEE. SOmM tris. 160mM£5 .
3mMFBLERBPH 8.5 ##F204% ., o AL S THBER, &
it R ERE 41042, K5 M10mM Trs. 1.5MkEpH 95 #5342,
KRG R LRI RASHpHAZpH S, Bt B BRI, ¥ EFR
L H#HZ £20mM NaAc. 100 mM NaCl pH 5-F#74)SP-Sepharose Fast
FlowA2(10 mg/ml’E & 5 & ¥, Fi&). A20EEARGIARZ AR T A
100 mM NaCl£500mM NaCl#y 4%, ALY &S . ¥k fiZENSs
H M HB34E, A E20 mM NaAc. 150 mM NaCl pH 5 #9 SP-
Sepharose HPA2(10 mg/ml&- & R ¥, ZiR). A204EAERARGIREI %
7 3% P 150 mM NaCl£400mM NaCleg# &, ®BLEEZE. 240%
4Tk,

Fc-TMPEMMAFIESR. AT AL AT KA RLPEHIA
MR L,

QR EEHEMBDFL, #910-12A%.

AprflaR: EFORLEEHEMIOR DK, AAR A RFF 424,
FHER0R DA, EENTEEHSR D RN, PR—ARY K0
3Kk. AAREARE R, BitIES E(orbital sinus)F #)3KAF ¥ 3£140-
160 pHRARey ik, AEAT42t Kot 3k 44 ¢g Technicon H1E e & 4547
R Lt g #ATIHE. REGSB AR, L@, DARILE.
M i1 F G . du Ak k.

RAE: PEARERTESBITRANELE, REHATD KL S
FRBATHRGAE, KT EMEEOERRA02ml. BEERBALK
B AR M AT R T ¥, §1e-49£40.1%BSA
WHPBST ##E, MR ZBRHOFE—AFTRA, FH B, ERA
ERBRAHNLE, AFRFREWGRE, Uk ROBEREZL S
CRNECY SR S o

ot BB R FYGMBRNSWETE MBS ERTHEE
PR ATEBER P RHF H100 pg/kghy &4t 2. R, KE
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HETRAR B F 69 KBS W H — R AR EEHL T L.

FHREER: FTHEBRNLERFTTEIARY. AXATEH
PEERGHNFRERE T, A100 ugke/ X 64SEQ ID NO: 18#4b.4
HIRB B KRB ; 10 pghkg/ R 497 B 6975 W4 F KAE692950%, #1
ngkg RAFERZMNEZAATTUNKIZER QG RENE. AR —F
¥, 10 pgkeg/ XA 69 ATk b4 5 M 5100 pgke/ % A PEGHL
tHu-MGDF#) & H K #9480 % .

X # 43
Fc-EMP&& 44k
Fc-EMP.  RAAFAPCREK, #E %KLL EPO-E MK LA
Ak AERR S8 AlgGl Fc R ¢9DNAA- 7). PCREE #9424 2 6,4 Fc 7))
#BAK(PFe-A3, #iEF B R ¢#HWO0 97/23614, A4 F199747A38)
Ao —Ft o BEPOR ARG & A B . HaAF L T A 78 & & B T B (S
#) 4 SEQ ID NO: 390-393)#) 3¢ A ik $4K 69 - L B ;

1798-2 TAT GAA AGG TGG AGG TGG TGG TGG AGG TAC TTA CTC PTIG
CCA CIT CGG CCC GCT GAC TTG G

1798-3 CG6 TTT GCA AAC CCA AGT CAG CGG GCC GAA GTG GCA AGA
GTA AGT ACC TCC ACC ACC ACC TCC ACC TIT CAT

1798-4 GTT TGC AMA CCG CAG GGT GGC GGC GGC GGC GGC GGT GGT
ACC TAT TCC TGT CAT TIT

1798-5 CCA GGT CAG CGG GCC AMA ATG ACA GGA ATA GGT ACC ACC
GCC GCC GCC GCC GCC ACC CY6

WA AR K, B RGBT T REBRA 5 (%% HSEQ ID
NO: 39442395)84 X4k 4k ;

™™

CCGCTCACTTC
b B R $emcsmesen Pecanancan Prwessonce $ucceccsne D + 60

TACTTTCCACCTCCACCACCACCTCCATGARTGAGAMCOOTGAMCCGLGCGACTGAAC
P M X 8 6 6 6 G 6 6T Y S CHPG?P LT W -

CCAMCGTTTGGCCTCCCALCECCECCOCCECCACOACEN
b V€ X PQGE&EGE GGG GGETY SCHTY
R 1798-18421798-194 H 47 L5 A= R L 5] 41 (% %) A SEQ ID
NO: 39643397), ZEPCRE_E P 3 38 i F# 444K .
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179¢6-18 GCA GAA GAG CCT CTC CCT GIC TCC GGG TAA
AGG TGG AGG TGG TGG TGG AGG TAC TTA
CTC T

#Fo

1796-19 CTA ATT GGA TCC ACG AGA TTA ACC ACC

CTG CGG TTT GCA A
R R VAT BT 845 #(£%] 4 SEQ ID NO: 36942399), M pFc-A3%
PCRE K F & £ iZ5FHFcif o
1216-52 AAC ATA AGT ACC TGT AGG ATC G

1798-17 AGA GTA AGT ACC TCC ACC ACC ACC TCC ACC TTT ACC CGG
AGA CAG GGA GAG GCT CTT CTG C

EAFB1798-17#421798-188F — N6/ N Bk ed & &, #3844
L #PCRZ# 42| R A5 491216-52421798- 190 & = A B
F, AN A A E A AR AR A —AL.

RAPCRARE (2K ka2 B) A PR %] bk i 474% 8% B8 Xbal fv
BamHIH 14, /& 3% L i% 4 |4k A Xbal FeBamHI 7 14, 64 4k pAMG2 1
(A T#HEE)F . HFRBGDNASILE AT A XHATH BH2596% £
MR HBEHGM221)F . RE AR EUETE F P LA BT
BASIEARGMEABRORGEES HRAE, REE2AXHG L
%, &% A Amgen# #k#3718.

it k&% @ B F A 5 AR IE 85 5| (SEQ ID NO: 154216)
=FHE13.

EMP-Fc.  RKAMFAPCRER, #ME%HAE AlgGl FcRX #F4-ik
AE B A6 EPO-HE 4 Ak £ 4k ¥ DNAA 5| . PCREK 844845 2 pFc-A3a#k,
Ao —F S ABEPO LKA AAE . 4R T4 EHF81798-4%
1798-5 (L& )14 B 1798-6421798-7 (%% % SEQ ID NO: 400#4=401)# 2
Fr ik AR e o A R
1798-6 GGC CCG CTG ACC TGG GTA TGT AAG CCA CAA GGG GGT GGG

GGA GGC GGG GGG TAA TCT CGA G

1798-7 GAT CCT CGA GAT TAC CCC CCG CCT CCC CCA CCC CCT TGT
GGC TTA CAT AC

B XAF FRFRE K, HAR%BAAT H = RABRF7) (£ 5% SEQ ID
NO: 402424034 SR 44 4k ;
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GTCCCALCGCCGCCECCGCCGCCACCATGRGATAAGGACAGTAAAANCCG
A vV ¢ X P Q 66 G G & B 6 6 T Y B C HF G

CCGCTGACCTGGGTATGY, M'!’CTCGAG
6l ~~veeceas Poecmenacen PoovenscnugrcsssrncndronnrsnnaPpercoacrun +- 122

WWMWCWCCCKCGCCCCC&MMCTM
A P L TWUVCKPQGG GG G 66 G v

KA 1798-21421798-224F A # L 3| A= R X 5] 49 (%% 4 SEQ ID
NO: 404%2405), ZPCRE AL ¥ ¥ 3 X 4K

1798-21 TTA TTT CAT ATG AAA GGT GGT AAC TAT TCC TGT CAT TTT

For

1798-22 TGG ACA TGT GTG AGT TTT GTC CCC CCC GCC TCC CCC ACC
cee v

A 31 1798-2341200-54 (971 #SEQ ID NO: 40672407),
PFc-A3/£PCRAR A F * % i 4-F ¢9Fcéf 4

1788-23 AGG GGG TGG GGG AGG CGCG GGG GGA CAA AAC TCA CAC ATG
7CC A

Fo

1200-54 OTT ATT GCT CAG CGG TGG CA

FALHBR1798-22421798-23 84 — N3N F RO E R, #FALH
L PCR = 4 R4A2) X A 9305 49 1787-21421200-54 8§ F = A~ R KL
B, TAMKHALE LA R RO —R.

KAHPCRAR & #(£K a4 B)A FR4) M A 042 88 85 Xbal e
BamHI4 b, RJ6 4o LATiE 3 3 548 3| $AKpAMG2]  H4LE) A%
A KIATE BAR2596mMeF . AREBEFAMRELTO TR AHYE
BRAF-P| EH G PR K R BRAKR B D IR it 5 T8, BRANAIHGL
%, F-& 4% $HAmgent $k#3688.

Fi#5 A% G B F B 5 e RA BT 5| (SEQ ID NO: 174=18)
+~FHE14.

EMP-EMP-Fc. KA REPCRIE K, MERMLE AlgGl#FcR A
A1 AE 1o 85k A~ 49 EPO-AE 4 Ak — BRAK 44 DNAF 7). PCRE AL 694848 2 15

B £ B RA368849EMP-Fc /it 41 o 4 35 T R EPO — JAR 69 A s A A
w8 VAT AT = 69 E & FALH B(% %) A SEQ ID NO: 408-415)#y 3 i
—RARG S ARLR:

95



200510083696. X ool 5E92/497Tm

1869'23 mmmmmwncnemmmmmm
TAG AAG GAG GAA TAA AAT ATG

18695-48 TAA AAG TTA AAA CTC AAA TCT AGA ATC AAA TCG ATA AAA
A .

1871-72 GGA GGT ACT TAC TCT TGC CAC TTC GGC CCG CTG ACT TGG
G2T TGC AAA CCG

1871-73 . AQT CAG CGG GCC GAA GTG GCA AGA GTA AGT ACC TCC CAT
AT MA TIC CTC CTT C

1871-74 CAG GGT GGC GGC GGC GGC GGC GGT GGT ACC TAT TCC TGT
CAT TTT GGC CCG CTG ACC TGG

1871-75 AMA ATG ACA GGA ATA GGT ACC ACC GCC GCC GCC GCC GCe
ACC CTG CGG T™IT GCA AAC CCA

1871-78 GTA TGT MG CCA CAA GGG GGT GGG GGA GGC GGG GGG GAC
AAA ACT CAC ACA TGT CCA

1871-79 AGT TIT GTC CCC CCC GCC TCC CCC ACC CCC TIG TGG CIT

ACA TAC CCA GGT CAG CGG GCC
X 8Fr FALFBRIB K, AR BADIL T AT RAB A 5)(9 % 4 SEQ ID
NO: 41652417) 9 3% 4k 4k .

a P QGG GG 6 6D KT HTC C P

RA1869-23421871-79 (A LR A A L3 A5 3| 4, £
PCREREL ¥ ¥ 3 iX F 444K,

KA 31491798-23491200-54 (A LATF), A &#3688 DNA, £
PCREE ¥ * % i% 45-F 4 Fcif 4.

FHHBRI871-79F21798-238H —A 31 BB 64 & &, ¢ e
4§ L PCR /= 4y R4 3] KA 9030 7) 41869-23421200-5480 B = A &
P, TTOAS X A B A E A 6 AR W Bk A — 2 |

SR HPCRA B 7 4 (4K Ak A4 B ) A FR )M 19 4045 B 86 Xbal e
BamHIH 4L, RE4 ALK FF-EMPAIE, #3445 #4KpAMG2]
*#%%ﬂé%ék%ﬁﬁﬁﬁx%%m¢oﬁ%ﬁi%ﬁiﬂ%é
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P B A BF BT E ATk R B Bk AR e B ) Thit su . @
FAXMHG L, oL HAmgenE #r#3813,

P # k6= & & 694 3 BUT 7| A /A BUT 51(SEQ ID NO: 19420)
F*FEIS, AEEUSH—NAKREALAHG, AR T), MER
KM BB ERF I AR THAZETRA T Y EHF81871-
72.

Fc-EMP-EMP. KAl ##PCR#E R, #E %A 5EPO-ik —%
WFF AR AR AR A0 AlgGl#9Fc R 9 DNAA 5. PCRER A #9484 2 1%
B b ik BAR368849381389 4k,

KA1 4#1216-52421798-17 (VA LFTR), M E43688 DNA, &
PCRE E ¥ * £ & 4T ¢Fcii 4. EaTFHEMP K42/ Bk
3813 DNA#AT# F —APCREEL &) =4, &R A RA 5141798-18 (&
R A LB #)AA F BT # SEQ ID NO: 418: '

1798-20 CTA ATT GGA TCC TCG AGA TTA ACC CCC TTG TGG CTT ACAT

FAEFH1798-1741798- 1884 — NI HFHR Y ER, #FH
it LR PCR = 4 R4 3 KA 53151 41216-52421798-2069 F = AR
B#, TRAKXAANEELERGIRIET RESE AL,

KA HPCRAE =4 (2Kaké- 2 B)A P A dri 88 88 Xbal fo
BamHIH 4k, #R/E 4w AL £ FFc-EMPFrik, i 44 3|84 pAMG2]
YL E AR A KIATE BAR2506mEE . ARESAMRAELES
Pt LA BE RS AN TR ARG ) ot L. H
PAKHGG A, 48 b Amgen B #h#3822, |

K REAE G N FBRA | A RA B 5 (4% H SEQ ID NO: 214e
22)7 T A 16,

Fc-EMPE B FIER R, I FAKARATHELL,

NE: EFMMBDFL, #10-128% .

Abf A EFORALEEHMEDR, MRAYERFAH24, &
ELWR DA, AT ERSR D EK s, EA—ARSH M3
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R AR BICARE R, BLIEZ EF R KT E3140-160 mUk R G o
. FEiE ) 4Tx; S ok 69 344 &4 Technicon H1E e & 4-#7 45 _E 3 & 3
A7it4K. ®¥ 69 522 WBC. RBC. HCT. HGB. PLT. NEUT. LYMPH,

2% PRRKEATEHNRTRHNELE, RAHEATD HY %
FERAATEGEAE, LT EMEEGAERA02 ml, HEERIBEANLR
B SRR AR HEGETIno ¢, $144h4£40.1%BSA
WPBSY M, FiA LRHaIE—A3TBA, fh R, SRA
BRBMNLE., AFRFTREWORE, MR A ROREREL H
& P AT 48 2 9% 57 KF.

FKI: A—R KA FEA100 pg/kgh) F 4§ EFFFc-R A EPOREM
REMPHE £ 4R, ATEREBER T HFc-EMPHEE K. A7
RERNARER., &0 EX i ZE51K, WHHGBAHCTH 2| £

K#kH4
TNF-a#¢ #| #]

Fc-TNF-ad7#$1%]. KA AFEPCRE K, #2 %45 TNF-o47 #] KK
ARk AE AR A9 AlgGl FcR 89 DNAA-5). K AA X5 #1216-52
Fa B3 3] 4492295-89 (4% A SEQ ID NO: 369421112), % £/ 4% B Fc-
EMP#k A1k B #k#3718 (R F#4)3)4DNAGPCRELE F F A & 5F
#FoAeSANH BB L 693 4. S AL TNF-od %) Bk 8y 4% F 88 by v A F AT R
#PCR 3| 42295-894% 4

1216-52 AAC ATA AGT ACC TOT AGG ATC G
2395-89 CCG CGG ATC CAT TAC GGA CGG TGA CCC AGA GAG GTG TIT TTG TAG

F AL 822295-89 b5 MEAR 64 FT i H R BRAE Sk AeFedt 0 & £ 224N 3
B, ZPCREAALHILETFBRESWXBHNAR,

FiiZ PCRA B 4 (4K Ak a A B) A Fsl b A 40 4% B 88 Ndel #
BamHI#4 14, 8RB e A X FEMP-Fchfid , 3% 1 i 48 2] & A pAMG21
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A AE AR S KA BHR2596mM T, RBFAFTEFHEY
FA AR ERA I BRI LB RN Rk H k. 3
BEANXMHELE, FF R A AmgenF #4544,

FRRASE Y N FRA H A REABRA 5 (SEQ ID NO: 1055421056)
=F B 19AF19B,

INF-od7#|#l-Fc. XKAFEPCREA, HWEHK»EAlgGl FcK
AF AR AE RS-0 TNF-ad 4| Bk 69 DNA A7) . PCRE_KL ¢4 AEA5 Z 418 115
AHRBRAE kB TFod TAN K ARG k. %A TNF-odF #) Bk 4% 3
B g A SLPCR3| 492295-884=4% 2 B X 3] 44 51 41200-54 (£-%) % SEQ
ID NO: 111742407)484%. Fr& 5|45 5 £vd T B F:

2295-88 WTMWWWMCCNCCGCETACMBMCACCTC‘ICTGGGT
CAC CGT CCG GGT GGA GGC GGT GGG GAC AAA ACT

1200-54 GTT ATT GCT CAG CGG TGG CA
F AL B 2295-88 55 A AR ¢4 FT ik H BB K AFci 0 & B 24N H
AR, EPCRFAAEHIFAETF BRESGXHNAE,

Frif PCRA B 4 (& K a4 B) A MR 41 b A 49 4% B B8 Ndel #o
BamHI§ 14, 8K /& v A X F X FEMP-Fchfid , 34 3 14 4 3] S/ pAMG21
P HALE B A X AT H BAR2596 @, RBEAFRETEES
JFEdhFe BA A E B 5 E AT E LB R AR 8E ) TRt L. %
B I, L A AmgenE #4543,

R AR G WA e RABRF 7] (SEQ ID NO: 1057421058)
FF B20A#20B,

EXBAMEF e EA. HFHPAMG2]-Fo-gk oM 4 X BT H
GM221 ¥ #93& 514 £ 450 mg/mlF 7 F % #9Luriai@ Rz Rk F37°C
JEF . AR B FFWN-G- AR TB)-DL- 5 £ RBL A BEmAIE 5
Wb ZLORE20 ngmls, REMIxPRE#HF AR F i ikthik
§. #FHFITCHEREFINN. 3IIHE, ALBMEHERGRF
¥ ASRGFE, REHETE CIKE. £iFF69ERDFUEK|
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H AR, RPAATEFC-RAARRA T A XAATE T ¢ TR T
F A, B e A & T610% B-3KA A% ¢ Laemmlitf 6o 4% 4
B, BBREBaiesiiE, FRiLSDS-PAGERATHH. EFAWKA
F, #ZSDS-PAGESUKR LK SES T EHRE LML ELT.
Fo-Mk @A E G eq sk, @it FH/E D L (¥414,000 PSI#g242) /K
(1/10)F s B tmpe, H# it & S(J-6BF 694200 PRM, 1+ Bk i 4
4K, A4S RAE6MBA, 50mM Tris. 8mM DTT pH 8.7% ¥A1/1049 k. %
BN, HER G RAWAIMAE. 50mM tris. 160mMFEL .
3mMA A BpH 8.5 #2042, KA AA S/ THHEIA, R
J& B it AR R ME 91045, $K/5 A 10mM Tris. 1.5MAkFpH 9##34%,
A LB R RS pHiA ZpH 5. BB xR, FEHR IS
Z #£20mM NaAc. 100 mM NaCl pH 5 ¥ -F ##7 &) SP-Sepharose Fast Flow
- 4210 mgmlE G A8 F, TR). F204EHARR G AR E B &+ A100
mM NaCl£500mM NaClt)#$ 8, %Lz &d. ¥k gizkeditdy
#4342, A Z20 mM NaAc. 150 mM NaCl pH 5 ¥ 49 SP-Sepharose HP
#2010 mgmlZé i #EEF, TR). A0 KReFE L A4 & P MA150
mM NaCl£400mM NaCleg# &, B EEE. &334 Ik,
Fo-TNF-a#% %] # fe TNF-adp #{ F|-Feid M a4 fE 5 2. B AF
ERHIP PG AT AR EEBRARTHAGF &, TAAT
BlAcorestiX #k ik Bk 6% & 5 TNF-a b £ S B AT4F AR .

EH M5
IL-1& M)

Fe-IL-13235]. RAAFAPCREAR, MELHADLIL-1HRAKLHA
Ak AERR A6 AlgGl FcX ¢4DNAA3]. R AH L3141216-52% K
51 492269-70 (4-#| A SEQ ID NO: 3694=1118), £ X A4 fFc-EMP
FRA-EBR#3718 (A3 #413)8DNAKPCRE A ¥ = 4 % 4T #yFce
SAVH BB K 0980, SADIL- 1 AR89 4% 8% o VA T BT 89 PCR 3]
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4)2269-705% 43t
1216-52 AAC ATA AGT ACC TGT AGG ATC G
2269-70 CCG CGG ATC CAT TAC AGC GGC AGA GCG TAC GGC TGC CAG TAA CCC

GGG GTC CAT TCG AAA CCA CCA CCT CCA CCT TTA CCC

FALH882269-70 5 BiAn o4 AT & H BB 4 K AFei 5 E RN F
B, EPCR™ A L E#MEIEF Rt XHAAE,

Fr £ PCRA B = 4 (&K ak A2 B) A M%) H A 404 B 8 Ndel Ao
BamHI# 44, X/ 3o R L ¥ % FEMP-Fchfik , 3 314 3 3] #4kpAMG21
FHELB RS KBH B ER296mE T, REZLRAEREY
PR R BERA S| LA R AR AR Fr b, ®i
RAZHE A, S % % Amgen# BR#4506.

ERke-& G ¢ FEUF 7| A R BUF 5 (SEQ ID NO: 1059421060)
=FB21A%21B,

IL-1 5 A -Fc. RAIFAPCRIEAR, b AlgGl FcR 44
AR ARG IL- 14 HLAK 69 DNA A 5] . PCREA b AEAE 2 418 it SAH R
MLk TR RMARG A, RABIL- 1K T8 A 5L
PCR 3| #72269-69F4F 4 K X 3| 4984 51 41200-54 (4 %] #SEQ ID NO:
111942407)48 4. BTk 315 5] EA F B 7:

2269-69 GAA TAA CAT ATG TTC GAA TGG ACC CCG GGT TAC TGG CAG CCG TAC GCT
CTG CCG CTG GGT GGA GGC GGT GGG GAC AAA ACT

1200-54 GTT ATT GCT CAG CGG TGG CA

FALF 82269-69 5 AR 04 AT iR H KBS K FoFoiR o E R UM T
B, #PCRZ A EEAREIEP BRI HALHE,

FriZ PCRA B 4 (4 Kk 242 B) A MR 4] M A 4045 B8 B Ndel #=
BamHIH 4L, A& S A X F X FEMP-Fehf ik , 44 4 % 48 3| $4ApAMG21
PHAB R Z S XA EBH2596mIL T, RIBFAFEETHES
FhFe B F BT 5] EA A A B akA Rt ik 1. hiE
PG HIE, F4 4 H Amgen B #H4505,

LR e-& O Y H B 7 A KA BT 5] (SEQ ID NO: 1061421062)
=T E22A822B. R E At o BTk A AT,
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Fe-IL- 1 A AIL-135 Ak -FeE ey 4E 5 2. K A IGEN %
4%, #ATIL-1B. IL-IRAFFc-BAIL-13 5 5] Z ) 4IL-1% 4R 2 A5
%, RASH0AMMA B Z-IL-1R + 15 nM IL-1-TAG + 3 uMZE 4% +
0 ugmiE ERAE M ERG-BoMsks, P £ FHAHIL-1RA. Fe-IL-1
FEHRA. L-13HHRA-Fc. EM3uMELS pM& Z 49 R E T E R4
%, R TTFATACY:

AC-TM-1SKREAFLEMNIHLER

IL-1/&-Fc Fe-IL-1 % IL-ra

KI 281.5 59.58 1.405

EC50 530.0 112.2 2.645
95% & 15 14 1

EC50 280.2-1002 54.75-229.8 1.149-6.086

KI 148.9-532.5 29.08-122.1 0.6106-3.233
o R

R? 0.9790 0.9687 0.9602

E#6
VEGF# #.#|

Fc-VEGF##.A|. K AAFAPCREAR, ¥ %45 VEGFAEEHRK
¥ AR AL AR At AlgGl FeR $9DNAA ), PCREAL 694845 & pFe-
A3 AT A VEGFAEL AR A B . B3R T #f RT3 | M (9
HAHSEQID NO: 1110#=1111)ik K, HEATESREE:

22983-11 GTT GAA CCG AAC TGT GAC ATC CAT GTT ATG TGG GAA TGG GAA
TGT TTT GAA CGT CTG
2293-12 CAG ACG TTC AAA ACA TTC CCA TTC CCA CAT AAC ATG GAT GIC

ACA GTT CGG TTC AAC
K PR B F BALF R K, AR GAL A T AT = 2 BF 5 (SEQ ID NO:
11134021114)84 34k 4K
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GTTGAACCGAACTGTGACATCCATCTTATGTGGGAATGGGAATGTTTTGAACGTCTG

1 cvvrcce- D fecocannece L R L Frr - 87

CAACTTGGCTTGACACTGTAGGTACAATACACCCTTACCCTTACAAAACTTGCAGAC

a vV E P NC DI KR VM W E WUETCV F EBE R L
R K1 2293-05422293-064k A L 31 4 B L 3) #(SEQ ID NO: 112240
1123), EPCRE A ¥ 38 5 s 44K .

R 51492293-03F92293-044k b A 33| 4 Fo 53| (9% A SEQ
ID NO: 1120#=1121), ApFc-A3/f#: EPCRE & P /* 4 i% 4F #Fodn
A RRSHIRE] 452293-03492293-06 4 B = APCREAZ B4k AL
B. X3 HhEATRF:

2293-03 ATT TGA TTC TAG AAG GAG GAA TAA CAT ATG GAC AAA ACT CAC
ACA TGT

2293-04 GTC ACA GIT CGG TTC AAC ACC ACC ACC ACC ACC TTT ACC CGG
AGA CAG GGA

2293-05 TCC CTG TCT CCG GGT AAA GGT GGT GGT GGT GGT GTT GAA CCG

AAC TGT GAC ATC

3293-06 CCG CGG ATC CTC GAG TTA CAG ACGC TTC AAA ACA TTC CCA

FTEPCRA B & # (4K akA £ B) A R4 i A 4 B 58 Ndel #=
BamHIH 4L, K& 4 A X F X FEMP-Foff &, 4 3t % 45 5| A pAMG21
TIHHME AL S XA HBAR2596mME T . B4 R EHEY
Pt ERBERAFIE RO E LB BAKN ) Bk LS. %
BAEAE G LM, HH 2 H Amgen B #h#4523.

HRREE G WAL BUF 5 o UL BUS 5) (SEQ ID NO: 1063#=1064)
= F B 23AF23B,

VEGF##.#|-Fc. RMMFAPCRER, M#%485AlgGl FoX
FS-RAE 4 ¢ VEGFAEIUAK B9 DNAR 7). PCRE & 8948 & pFc-A3
RALFe £ R B VEGFARIUM K B, R 12293-0742293-084 3 4 5L
51 AR X5 #(% %) 4 SEQ ID NO: 112451 125), ZPCRR L ¥4 %
E AR,
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KA 51 492293-09422293-104 5 A L 3] 4 F2 R L 51 4(4-%] 4 SEQ
ID NO: 1126421127), A pFc-A3R# ZAPCRE ¥ & &£ 17 4F t4Fcét
o . KA N3R5 42293-074#22293-108 F = APCRE_R H 54K A4
. X351 EUTRF:
2293-07 ATT TGA TTC TAG AAG GAG GAA TAA CAT ATG GTT GAA CCG AAC

TGT GAC

2293-08 ACA TGT GTG AGT TTT GTC ACC ACC ACC ACC ACC CAG ACG TTC
AAA ACA TTC

2293-09 GAA TGT TTT GAA CGT CTG GOT GGT GGT GGT GGT GAC AAA ACT
CAC ACA TGT

2293-10 CCG CGG ATC CTC GAG TTA TTT ACC CGG AGA CAG GGA GAG

Fr £ PCRA B & 4 (&K mk4- K B) A Fk 4 M A 3048 B B Ndel A=
BamHI# 46, K& %2 KX ¥ & FTEMP-Fehf & , # 5 144 2| 4k pAMG21
b A E BT A KA E 25065 . ARIB AR EUER
FohiBEABEEA 5 AT EAR RSO TFiE LS. &#F
BAZAE R, 4 Amgen i pk#4524,

HRRAE G AL B ELA 7 A RABUF 5 (SEQ ID NO: 10654=1066)
7T E24A%24B, REF LI TR LS HAT,

L h 7
MMP# # #]
Fe-MMP#7#|#]. R A A7 RPCREA , 438 450 &5 MMP#7 4| ik -4k
B Ak ERRA ) AlgGl FcR 4DNARFF]. KA A L31491216-52% &
SLUE1492308-67 (41 35 SEQ ID NO: 369421115), &% /4% f Fe-TNF-o
B H RSB MA4544 (AL FE#H|4)EDNAMPCRA AL ¥ = £ iH 5T
t9FchaSAH BB K 63 a. ST EAMMPIH SR F R BT

Fff 7 89PCR 7] 42308-673% 4%
1216-52  AAC ATA AGT ACC TGT AGG ATC G

2308-67 CCC CGC ATC CAT TAG CAC AGG GTC AMA CCC CAG TGG CTG GTC
CAA CCA -CCA CCT CCA CCT TTA CCC
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F A BR2308-67 HAEM ¢4 T A H RER Bk FeFedf 9 E R NAHH
B, #PCRZ A £ EAAEAE P Bkt X AL E,

FriZ PCRA B & 4 (4K ako 2 B) A Bl A b0 B2 B Ndel A=
BamHI4 1%, 8 & 4o A X ¥ % FEMP-FchT ik, 44 2 i 48 3| 8 4KpAMG21]
b HALB] Bk S R MATH B BR2596mM0F . REFAETAEY
FhiEAEFRA N EAGTE LB BROARNE S FLLE. &
B R, 4L H Amgen Br#4597.,

H AR G A F A 7| AR BUF 71 (SEQ ID NO: 1067521068)
7 FE25AF725B, FAF LA KR E KA HAT,

MMP#p 41 #|-Fe. £ Al 47 APCRE K, Mk 5 AlgGl FeR 44
AR Bk A9 MMPH#r 4| Bk 6§ DNAF 5 . K A 45 B Fc-TNF-odr 41 ) k-8
#4543 (I EH#HA14)8DNA, £PCRE A P & 4 &2 F FchsSAH
KRB KIS, S FTEMMPH &) Bk 694 58 b A SLPCR 3 4
2308-66Fa4F A B3| 4h#G 51 #1200-54 (4% 4 SEQ ID NO: 1116#42407)
®4E. MR MAFINERT BT

2308-66 GAA TAA CAT ATG TGC ACC ACC CAC TGG GGT TTC ACC CTG TGC
GGT GGA GGC GGT GGG GAC AA
1200-54 GTT ATT GCT CAG CGG TGG CA

F A% 82269-69 5 AR 84 P ik H R4 X P9 E R UAHF
B, #PCR™ A A ERERAET BEGiX LA,

PR PCR & B & # (4 Kk a4 K B)A Mk 4 b & 0% B 88 Ndel o
BamHI4 4, 8 & 4o R X ¥ % FEMP-Fchf ik , 4% 3 14 3 5] # 4kpAMG21
A AL B Bk SR BATH AR 2596mIb . RIESEREMLES
F¥A B ERA I ERHGTER B RROKGR A iz, B
BAXAG U, 4L A Amgen B AR#4598.

Z AR G 69A% H B 7 A R BUA 7] (SEQ ID NO: 10694=1070)
*F E26AF26B.

* * *

AELBHAET ALA, HARBRBARAARRRHAGR, £F
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18 B A TAE Y KL B AF AL BRI T, TR S ST A

5.

A8 B A pAMG21 84 X AT E B AHK-12/FM-56F 199442 A 24 B
Rk T £ B A3 R R& oo, KRS AHATCC 69576,

%5

EEARHABPEANEEL LT, RELLKEALTEA

A,
Ac
AcBpa
ADCC
Aib
bA
Bpa
BrAc
BSA
Bzl
Cap
CTL
CTLA4
DARC
DCC
Dde
EMP
ESI-MS
EPO
Fmoc
G-CSF
GH
HCT

LB k48 LB L)
LBALST R F BE-L-3K A R B
AR T AR 21RO 44 S Al
BATHR

B-A AR

*F T B-L- K B A8

;% Z.B(BrCH,C(0O)
+hiFaEa

FA

W3

s A THE
R0 P TH & 4m IR 4R R 4
Duffy.fo & 478 % 44
ZRTEAK TR
1-(44-ZFR£26-—BAK-EHRTE)TE
1R 41 an e A AR F AR B
LAY e

1R 4T s B A A E

AT REA
Al E R E T
AR#E

o 4 e bl
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HGB ER 30 d)

hGH AEKHFE

HOBt 1-# XX =
HPLC 5 BAAR &1

IL =R 3

IL-R aAE LAk

IL-IR aAE-124K
IL-1ra a A E-1 L AREERA
Lau A AR

LPS & % 4%

LYMPH HE
MALDI-MS £ /& $# 85 #) (matrix-assisted) ¥ JE. 88 7R & & i 14

Me L3

MeO FHRE

MHC T RAFAREHE A
MMP AREEEOE
MMPI ARE R G BFH 7
1-Nap 1-2 K AR B

NEUT ok fm e,

NGF AP A KEF

Nle iR A

NMP N-F 3K -2-vthog b7 BF)
PAGE TR M B B R W, ok
PBS BERRR A R

Pbf 2,2,4,6,7- & F K = KK ok oh-5-5 Bt
PCR Kot X R A

Pec 2k BR

PEG KRB
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pGlu
Pic
PLT
pY
RBC
RBS
RT
Sar
SDS
STK
t-Boc
tBu
TGF
THF
TK
™P
TNF
TPO
TRAIL
Trt
UK
UKR
VEGF
VIP
WBC

BB RB

R F 8K

Ao AR

BEBS B R B

Lrémpe
AR A4 5
TiRQ57C)

PLE B

+ A4

# [ER-7 RBL R BE
T REE

RTA

s KEF
PR R B T

B R B B

Ao R A AR AR B
AR IILE T

Ao oA RAE
P-FTNF-48 X 64 400 R T &9 BeAk
ZRTE

Fr gk B

Fr gk B %A

hE AL miet K BT
o$n 7 MR AR

& e
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<110

FEIGE, ULRICH

LIU, CHUAN-FA
CHEETHAM, JANET C.
BOONE, THOMAS CHARLES

<120> B NVAIT RSB Rk

<130> A-527

<140> 99814727.3

<141> 1999-10-25

<150> 60/105, 371

<151> 1998-10-23

{160> 1127

<170> Patentin version 3.1

210> 1

{211> 684

<212> DNA

Q13> A

220>

221> (DS

<222> (1).. (684)

223>

<400> 1

atg gac aaa act cac aca tgt

Met Asp Lys Thr His Thr Cys

1 5

ggg gga ccg tca gtc tte ctce

Gly Gly Pro Ser Val Phe Leu

20

atg atc tcc cgg acc cct gag

Met Ile Ser Arg Thr Pro Glu
35

cac gaa gac cct gag gtc aag

His Glu Asp Pro Glu Val Lys

50 55

gtg cat aat gcc aag aca aag

Val His Asn Ala Lys Thr Lys

65 70

tac cgt gtg gtc age gtc cte

Tyr Arg Val Val Ser Val Leu

85

cca
Pro

tte
Phe

gtc
Val
40

ttc
Phe

ccg
Pro

acc

Thr

F 3 &

cct
Pro

cee
Pro
25

aca
Thr

aac
Asn

Ccgg
Arg

gte
Val

tgt
Cys
10

cca
Pro

tge
Cys

1gg
Trp

gag
Glu

ctg
Leu
90

cca
Pro

aaa
Lys

gtg
Val

tac
Tyr

gag
Glu
75

cac
His

109

get
Ala

cce
Pro

gtg
Val

gtg
Val
60

cag
Gln

cag

Gln

cCg
Pro

aag
Lys

gtg
Val
45

gac
Asp

tac
Tyr

gac
Asp

gaa
Glu

gac
Asp

gac
Asp

ggc
Gly

aac
Asn

tgg
Trp

ctc
Leu
15

ace
Thr

gLg
Val

glg
Val

age
Ser

ctg
Leu
95

ctg
Leu

cte
Leu

age
Ser

gag
Glu

acg
Thr
80

aat
Asn

48

96

144

192

240

288
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ggc
Gly

atc
Ile

gtg
Val

agce
Ser
145

gag
Glu

cce
Pro

gtg
Val

atg

aag
Lys

gag
Glu

tac
Tyr
130

ctg
Leu

tgg
Trp

gtg
Val

gac
Asp

cat

gag tac
Glu Tyr
100

aaa acc
Lys Thr
115

acc ctg
Thr Leu

acc tge
Thr Cys

gag agc
Glu Ser

ctg gac
Leu Asp
180

aag agc
Lys Ser
195

gag gct

Met His Glu Ala

tect

210

ccg

ggt aaa

Ser Pro Gly Lys

225

<210>
211>
<212>
213>

<400>

228
PRT
A%

2

Met Asp Lys Thr

1

Gly Gly Pro Ser

20

Met Tle Ser Arg

35

aag
Lys

atc
Ile

cee
Pro

ctg
Leu

aat
Asn
165

tec
Ser

agg

th
Cys

tee
Ser

cca
Pro

gte
Val
150

142424
Gly

gac
Asp

tgg

aag
Lys

aaa
Lys

tcc
Ser

135
aaa
Lys

cag
Gln

ggc
Gly

cag

Arg Trp Gln

ctg
Leu

cac
His

aac
Asn
215

His Thr Cys

5

Val Phe Leu

gtc
Val

gee
Ala
120

cgg
Arg

ggcC
Gly

ceg
Pro

tce
Ser

cag
Gln
200

cac
His

Pro

Phe

Thr Pro Glu Val

40

tcce
Ser
105

aaa
Lys

gat
Asp

tte
Phe

gag
Glu

ttc
Phe
185

24244
Gly

tac
Tyr

Pro

Pro
25

Thr

aac
Asn

g8g
Gly

gag
Glu

tat
Tyr

aac
Asn
170

ttc
Phe

aac
Asn

acg
Thr

Cys
10

Pro

Cys

aaa
Lys

cag
Gln

ctg
Leu

cce
Pro
155

aac

Asn

cte
Leu

gtc
Val

cag
Gin

Pro

Lys

Val

110

gce
Ala

cce
Pro

acc
Thr
140

agc

Ser

tac
Tyr

tac
Tyr

ttc
Phe

aag
Lys
220

Ala

Pro

Val

ctc cca gce
Leu Pro Ala
110

cga gaa cca
Arg Glu Pro
125

aag aac cag
Lys Asn Gln

gac atc gcc
Asp Ile Ala

aag acc acg

Lys Thr Thr

175

agc aag ctc

Ser Lys Leu
190

tca tgc tcc
Ser Cys Ser
205

agec ctc tcc
Ser Leu Ser

Pro Glu Leu
15

Lys Asp Thr
30

Val Asp Val
45

CcCC
Pro

cag
Gln

gte
Val

gtg
Val
160

cct
Pro

acc
Thr

gtg
Val

ctg
Leu

Leu

Leu

Ser

336

384

432

480

528

576

624

672

684
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B B H107/497TH

His Glu Asp
50

Val
65

His Asn

Tyr Arg Val

Gly Lys Glu

Ile Glu Lys

115

Val Tyr Thr

130

Ser Leuv Thr

145

Glu Trp Glu

Pro Val Leu

Val Asp Lys

195

Met His Glu

210

Ser
225

Pro Gly

10> 3
211> 18
<212> PRT
213>

<2200
<2235

Pro Glu Val Lys Phe Asn Trp Tyr
55

Ala Lys Thr Lys Pro Arg

70

Glu Glu
75

Val Ser Val Leu Thr Val

85

Leu His
90

Tyr
100

Lys Cys Lys Val Ser
105

Asn Lys

Thr Ile Ser Lys Ala Lys

120

Gly Gln

Leu

Pro Pro Ser Arg Asp Glu Leu

135

Cys Leu Val Lys Gly Phe

150

Tyr Pro
155

Ser Asn Gly Gln Pro Glu

165

Asn Asn
170

Asp Ser Asp Gly Ser Phe
180 185

Phe Leu

Ser Arg Trp Gln Gln Gly Asn Val

200

Ala Leu His Asn His Tyr
215

Thr Gln

Lys

ANLF5

& PEGIL IR & BT B

111

Val
80

Gln

Gln Asp

Ala Leu

Pro
125

Thr
140

Lys

Ser Asp

Tyr Lys

Tyr Ser

Phe Ser
205

Lys Ser
220

Asp Gly Val Glu

Tyr Asn Ser Thr

80

Trp Leu Asn
95

Pro Ala Pro
110

Arg Glu Pro Gln

Asn Gln Val

Ile Ala Val
160

Thr Thr Pro
175

Lys Leu Thr
190

Cys Ser Val

Leu Ser Leu



200510083696. X o B 1 2E108/4971

400> 3

Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gin Trp Leu Ala Ala
1 5 10 15

Arg Ala

210> 4

Q1> 18

<212> PRT
Q213> ATLF%

<220>
<223> HIBPEGHLEAHIER AR

<400> 4

Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala
1 5 10 15

Arg Ala

<210> 5

Q211> 794
<212> DNA
Q213> AL

<220>
<223> Fc-TMP

<220>

<221> CDS

<222> (39)..(779)
<223>

<400> 5

tctagattitg ttttaactaa ttasaggagg aataacat atg gac aaa act cac aca 56
Met Asp Lys Thr His Thr
1 5

tgt cca cct tgt cca get ccg gaa ctc ctg ggg gga ccg tca gte tte 104
Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe
10 15 20

ctc ttc cec cca aaa ccc aag gac acc ctc atg atc tcc cgg ace cct 152
Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
25 30 35

gag glc aca tgC gtg gtg gig gac gtg age cac gaa gac cct gag gte 200

112
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Glu

aag
Lys
55

aag
Lys

ctc
Leu

aag
Lys

aaa
Lys

tce
Ser
135

aaa
Lys

cag
Gln

gge
Gly

cag
Gln

aac
Asn
215

ggt
Gly

get
Ala

Val
40

ttc
Phe

ceg
Pro

acc
Thr

gtc
Val

gce
Ala
120

Ccgg
Arg

ggc
Gly

ccg
Pro

tee
Ser

cag
Gln
200

cac
His

gst

Thr Cys

aac tgg
Asn Trp

Cgg gag
Arg Glu

gtc ctg
Val Leu
90

tcc aac
Ser Asn
105

aaa ggg
Lys Gly

gat gag
Asp Glu

ttc tat
Phe Tyr

gag aac
Glu Asn
170

ttc ttc
Phe Phe
185

ggg aac
Gly Asn

tac acg
Tyr Thr

ggt atc

Val

tac
Tyr

gag
Glu
75

cac

His

aaa
Lys

cag
Gln

ctg
Leu

cce
Pro
155

aac
Asn

ctc
Leu

gtc
Val

cag
Gln

gaa

Gly Gly Ile Glu

taatctcgag gatcc

235

Val

glg
Val
60

cag
Gln

cag
Gln

gce
Ala

cce
Pro

acc
Thr
140

agce
Ser

tac
Tyr

tac
Tyr

tte
Phe

aag
Lys
220

ggt
Gly

Val
45

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg
125

aag
Lys

gac
Asp

aag
Lys

agc
Ser

tca
Ser
205

agce
Ser

ccg
Pro

Asp

ggc
Gly

aac
Asn

tegg
Trp

cca
Pro
110

gaa
Glu

aac
Asn

atc
Tle

acc
Thr

aag
Lys
190

tge
Cys

ctc
Leu

act
Thr

Val

gtg
Val

agce
Ser

cig
Leu
95

gee
Ala

cca
Pro

cag
Gln

gee
Ala

acg
Thr
175

cte
Leu

tee
Ser

tce
Ser

ctg
Leu

Ser His Glu

gag
Glu

acg
Thr
80

aat

Asn

cce
Pro

cag
Gln

gte
Val

gtg
Val
160

cct
Pro

acc
Thr

gtg
Val

ctg
Leu

cgt

gtg
Val
65

tac
Tyr

g8C
Gly

atc
Ile

gtg
Val

agc
Ser
145

gag
Glu

cee
Pro

gtg
Val

atg
Met

tct
Ser
225

cag

50

cat
His

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr
130

ctg

Leu

tgg
Trp

gig
Val

gac
Asp

cat
His
210

ceg
Pro

tgg

Arg Gln Trp

240

113

Asp Pro

aat gcc
Asn Ala

gtg gte
Val Val

gag tac
Glu Tyr
100

aaa acc
Lys Thr
115

acc ctg
Thr Leu

acc tgc
Thr Cys

gag agc
Glu Ser

ctg gac
Leu Asp
180

aag age
Lys Ser
195

gag gct
Glu Ala

ggt aaa
Gly Lys

ctg get
Leu Ala

Glu

aag
Lys

age
Ser
85

aag
Lys

atc
Ile

cce
Pro

ctg
Leu

aat
Asn
165

tce
Ser

agg
Arg

ctg
Leu

ggt
Gly

get
Ala
245

Val

aca
Thr
70

gte
Val

tgce
Cys

tce
Ser

cca
Pro

gtc
Val
150

888
Gly

gac
Asp

1gg
Trp

cac
His

gega
Gly
230

cgt
Arg

248

296

344

392

440

488

536

584

632

680

728

776

794
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210> 6
211> 247
{212> PRT
213> ANIFH

220>
223> Fc-TMP

400> 6
Met Asp Lys Thr His Thr Cys
1 5

Gly Gly Pro Ser Val Phe Leu
20

Met Ile Ser Arg Thr Pro Glu
35

His Glu Asp Pro Glu Val Lys
50 55

Val His Asn Ala Lys Thr Lys
65 70

Tyr Arg Val Val Ser Val Leu
85

Gly Lys Glu Tyr Lys Cys Lys
100

Ile Glu Lys Thr Ile Ser Lys
115

Yal Tyr Thr Leu Pro Pro Ser
130 135

Ser Leu Thr Cys Leu Val Lys
145 150

Glu Trp Glu Ser Asn Gly Gln
165

Pro Val Leu Asp Ser Asp Gly
180

Pro Pro Cys Pro Ala Pro Glu Leu Leu
10 15

Phe Pro Pro Lys Pro Lys Asp Thr Leu
25 30

Val Thr Cys Val Val Val Asp Val Ser
40 45

Phe Asn Trp Tyr Val Asp Gly Val Glu
60

Pro Arg Glu Glu Gin Tyr Asn Ser Thr
75 80

Thr Val Leu His Gln Asp Trp Leu Asn
90 95

Val Ser Asn Lys Ala Leu Pro Ala Pro
105 110

Ala Lys Gly Gln Pro Arg Glu Pro Gln
120 125

Arg Asp Glu Leu Thr Lys Asn Gln Val
140

Gly Phe Tyr Pro Ser Asp Ile Ala Val
155 160

Pro Glu Asn Asn Tyr Lys Thr Thr Pro
170 175

Ser Phe Phe Leu Tyr Ser Lys Leu Thr
185 180

114
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Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

195 200

205

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

210

215

220

Ser Pro Gly Lys Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg

225

230

Gln Trp Leu Ala Ala Arg Ala

<210>

245

7

<211>

861

<212> DNA

<213

<220>
223>

<220>
Q221>
222>
<223>

<400>

AIFF3

CDS
(39).. (842)

Fc~TMP-TMP

235

240

tctagatttg ttttaactaa ttaaaggagg aataacat atg gac aaa act cac aca
Met Asp Lys Thr His Thr

tgt cca
Cys Pro

cte tic
Leu Phe

gag gtc
Glu Val
40

aag ttc
Lys Phe
55

aag ccg

cct tgt
Pro Cys
10

ccC cca
Pro Pro
25

aca tgc

Thr Cys

aac tgg
Asn Trp

CEE gag

cca
Pro

aaa
Lys

gtg
Val

tac
Tyr

gag

get cecg gaa
Ala Pro Glu

ccc aag gac
Pro Lys Asp
30

gtg gtg gac
Val Val Asp
45

gtg gac gge
Val Asp Gly
60

cag tac aac

Lys Pro Arg Glu Glu Gln Tyr Asn

75

ctc
Leu
15

acc

Thr

gtg
Val

gig
Val

age
Ser

ctg
Leu

cte
Leu

agc
Ser

gag
Glu

acg
Thr
80

1
888
Gly

atg
Met

cac
His

gtg
Val
65

tac
Tyr

115

gga
Gly

atc
Ile

gaa
Glu
50

cat

His

cgt
Arg

ccg
Pro

tce
Ser
35

gac
Asp

aat
Asn

gtg
Val

5

tca gtc
Ser Val
20

Ccgg acc
Arg Thr

cct gag
Pro Glu

gce aag
Ala Lys

gtc agce
Val Ser
85

ttc
Phe

cct

Pro

gte
Val

aca
Thr
70

gte
Val

56

104

152

200

248

296
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cte
Leu

aag
Lys

aaa
Lys

tce
Ser
135

aaa
Lys

cag
Gln

BgC
Gly

cag
Gln

aac
Asn
215

ggt
Gly

get
Ala

caa
Gln

210>
<211
212>
213>

acc
Thr

gte
Val

gee
Ala
120

cge
Arg

g8C
Gly

ccg
Pro

tee
Ser

cag
Gln
200

cac

His

ggt
Gly

ggt
Gly

188
Trp

<220>

223>

8

268
PRT
NILF5)

gtc
Val

tce

Ser
105

aaa
Lys

gat
Asp

ttc
Phe

gag
Glu

tte
Phe
185

g8¢g
Gly

tac
Tyr

get
Gly

ggt
Gly

ctt

Leu
265

cLg
Leu
90

aac
Asn

gEg8
Gly

gag
Glu

tat
Tyr

aac
Asn
170

tte
Phe

aac
Asn

acg
Thr

atc
Ile

gga
Gly
250

gca

cac
His

aaa
Lys

cag

Gln

ctg
Leu

cce
Pro
155

aac
Asn

cte
Leu

gte
Val

cag
Gln

gaa
Glu
235

ggt
Gly

gca

cag
Gln

gee
Ala

cce
Pro

acc
Thr
140

agce

Ser

tac
Tyr

tac
Tyr

tte
Phe

aag
Lys
220

ggt
Gly

ggc
Gly

cgc

Ala Ala Arg

Fc~TMP-TMP

gac
Asp

cte
Leu

cga
Arg
125

aag

Lys

gac
Asp

aag
Lys

agc
Ser

tca
Ser
205

agc
Ser

ccg
Pro

g8c

tge
Trp

cca
Pro
110

gaa

Glu

aac
Asn

atc
Ile

acc
Thr

aag
Lys
190

tge
Cys

cte
Leu

act
Thr

gga

ctg
Leu
95

gce

Ala

€Ca
Pro

cag
Gln

gee
Ala

acg
Thr
175

cte
Leu

tce
Ser

tce
Ser

ctg
Leu

ggt

Gly Gly Gly

255

aat
Asn

cee
Pro

cag

Gln

gtc
Val

glg
Val
160

cct
Pro

acc
Thr

gig
Val

ctg
Leu

cgt

ggc
Gly

atc
Ile

gig
Val

agc
Ser
145

gag
Glu

cce
Pro

gtg
Val

atg
Met

tct
Ser
225

cag

aag
Lys

Bag
Glu

tac
Tyr
130

ctg

Leu

tgg
Trp

gtg
Val

gac
Asp

cat
His
210

ccg
Pro

tgg

Arg Gln Trp

240

att‘gag ggce
Ile Glu Gly

gcataatctc gaggatccg

116

gag
Glu

aaa
Lys
115

acc

Thr

acc
Thr

gag
Glu

ctg
Leu

aag
Lys
195

gag
Glu

get
Gly

ctg
Leu

cca
Pro

tac
Tvr
100

acc
Thr

cig
Leu

tge
Cys

agc
Ser

gac
Asp
180

agc
Ser

gct
Ala

aaa
Lys

gct
Ala

acc
Thr
260

aag
Lys

atc
Ile

cee
Pro

ctg
Leu

aat
Asn
165

tee
Ser

agg
Arg

ctg
Leu

gat
Gly

get
Ala
245

ctt
Leu

tge
Cys

tce
Ser

cCa
Pro

gtc
Val
150

ggg
Gly

gac
Asp

tgg
Trp

cac
His

gga
Gly
230

cgt
Arg

CgC
Arg

344

392

440

488

536

o84

632

680

728

776

824

861
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<400> 8

Met Asp Lys Thr
1

Gly Gly Pro Ser
20

Met Ile Ser Arg
35

His Glu Asp Pro
50

Val His Asn Ala
65

Tyr Arg Val Val

Gly Lys Glu Tyr
100

Ile Glu Lys Thr
115

Val Tyr Thr Leu
130

Ser Leu Thr Cys
145

Glu Trp Glu Ser

Pro Val Leu Asp
180

Val Asp Lys Ser
195

Met His Glu Ala

His Thr Cys

by

Val Phe Leu

Thr Pro Glu

Glu Val Lys
55

Lys Thr Lys
70

Ser Val Leu
85

Lys Cys Lys

Ile Ser Lys

Pro Pro Ser
135

Leu Val Lys
150

Asn Gly Gln
165
Ser Asp Gly

Arg Trp Gln

Leu His Asn

Pro Pro Cys Pro Ala Pro Glu Leu Leu
10 15

Phe Pro Pro Lys Pro Lys Asp Thr Leu
25 30

Val Thr Cys Val Val Val Asp Val Ser
40 45

Phe Asn Trp Tyr Val Asp Gly Val Glu
60

Pro Arg Glu Glu Gln Tyr Asn Ser Thr
75 80

Thr Val Leu His Gln Asp Trp Leu Asn
90 95

Val Ser Asn Lys Ala Leu Pro Ala Pro
105 110

Ala Lys Gly Gln Pro Arg Glu Pro Gln
120 125

Arg Asp Glu Leu Thr Lys Asn Gin Val
140

Gly Phe Tyr Pro Ser Asp Ile Ala Val
155 160

Pro Glu Asn Asn Tyr Lys Thr Thr Pro
170 175

Ser Phe Phe Leu Tyr Ser Lys Leu Thr
185 190

Gln Gly Asn Val Phe Ser Cys Ser Val
200 205

His Tyr Thr Gln Lys Ser Leu Ser Leu

117
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210

215

220

Ser Pro Gly Lys Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg

225

230

235

240

Gln Trp Leu Ala Ala Arg Ala Gly Gly Gly Gly Gly Gly Gly Gly Ile

245

250

Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg

260

210> 9

211>
212>
213>

855
DNA
ATF3

<2207

223>

220>

221>
222>

CDS

223>

<400> 9

tctagatttg ttttaactaa ttaaaggagg aataacat atg atc gaa ggt ccg act

ctg
Leu

8gc¢
Gly

gga
Gly

gaa
Glu
55

gac
Asp

gac
Asp

cgt cag tgg
Arg Gln Trp
10

att
Ile

gag gsgc
Glu Gly
25

ggt geg
Gly Gly

ggc
Gly
40

ctc
Leu

ctg
Leu

g8
Gly

cte
Leu

acc
Thr

atg
Met

cac
His
90

gtg
Val

age
Ser

TMP-TMP-Fc

(39).. (845)

ctg gct get

cgt

265

get

Leu Ala Ala Arg Ala

ctt
Leu

cca ace
Pro Thr

act
Thr
45

gac aaa
Asp Lys

tca
Ser

gga ccg
Gly Pro
60

atc tcc cgg
Ile Ser Arg
75

gaa gac
Glu Asp

cct
Pro

cge
Arg
30

cac

His

gtt
Val

acc

Thr

gag
Glu

15

caa
Gln

aca
Thr

ttc
Phe

cet
Pro

gtce
Val
95

g8cC

255

56

Met Ile Glu Gly Pro Thr

1

get ggt ggc

Gly Gly Gly Gly

tgg
Trp

tgt
Cys

cte
Leu

gag
Glu
80

aag
Lys

ctt
Leu

gea
Ala

gca
Ala
35

cet

Pro
50

cca
Pro

tge
Cys

tte
Phe
65

cce
Pro

cca
Pro

gtc
Val

aca
Thr

tge
Cys

ttc
Phe

aac
Asn

tgg
Trp

118

5

gga ggg ggt
Gly Gly Gly
20

CgC gCa ggg
Arg Ala Gly

cca gca cct
Pro Ala Pro

aaa ccc aag
Lys Pro Lys
70

gtg gtg gtg
Val Val Val
85

tac gtg gac
Tyr Val Asp
100

104

152

200

248

296

344
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g8C
Gly

aac
Asn

1gg
Trp
135

cca
Pro

gaa

Glu

aac
Asn

atc
Ile

acc
Thr
215

aag

Lys

tge
Cys

ctc
Leu

gtg
Val

agce
Ser

120

ctg
Leu

gee
Ala

cca
Pro

cag
Gln

gee
Ala
200

acg
Thr

cte
Leu

tee
Ser

tce
Ser

<210>
211>

<212>
<213>

<220>

<223>

<400>

gag
Glu
105

acg
Thr

aat
Asn

cce
Pro

cag
Gln

gte
Val
185

gtg
Val

cect
Pro

acc
Thr

gtg
Val

ctlg
Leu
265

10
269
PRT

ANIFF3)

10

glg
Val

tac
Tyr

BEC
Gly

atc
Ile

gtg
Val
170

agc
Ser

gag
Glu

cce
Pro

gte
Val

atg
Met
250

tct
Ser

cat aat
His Asn

cgt gtg
Arg Val

aag gag
Lys Glu
140

gag aaa
Glu Lys
155

tac acc
Tyr Thr

ctg acc
Leu Thr

tgg gag
Trp Glu

gtg ctg
Val Leu
220

gac aag
Asp Lys
235

cat gag
His Glu

ccg ggt
Pro Gly

TMP-TMP-Fc

gee
Ala

gte
Val
125

tac
Tyr

acc
Thr

ctg
Leu

tge
Cys

agc
Ser
205

gac
Asp

agce
Ser

get
Ala

aaa
Lys

aag
Lys
110

agce
Ser

aag
Lys

atc
Ile

cce
Pro

ctg
Leu
190

aat
Asn

tce
Ser

agsg
Arg

ctg
Leu

aca
Thr

gte
Val

tge
Cys

tce
Ser

cca
Pro
175

gtc
Val

888
Gly

gac
Asp

tgg
Trp

cac
His
255

aag
Lys

cte
Leu

aag
Lys

aaa
Lys
160

tee
Ser

aaa
Lys

cag
Gln

gg8c
Gly

cag
Gln
240

aac
Asn

taatggatcc

ceg
Pro

acc

Thr

gtc
Val
145

gcce

Ala

Cg8g
Arg

ggec
Gly

ceg
Pro

tce
Ser
225

cag
Gln

cac
His

119

cgg
Arg

gic
Val
130

tee
Ser

aaa
Lys

gat
Asp

tte
Phe

gag
Glu
210

ttc

Phe

BEE
Gly

tac
Tyr

gag
Glu
115

ctg
Leu

aac
Asn

g88
Gly

8ag
Glu

tat
Tyr
195

aac
Asn

ttc
Phe

aac
Asn

acg
Thr

gag
Glu

cac

His

aaa
Lys

cag
Gin

ctg
Leu
180

CCC
Pro

aac
Asn

ctc
Leu

gte
Val

cag
Gln
260

cag
Gln

cag

Gln

gee
Ala

cce
Pro
165

acc
Thr

agc
Ser

tac
Tyr

tac
Tyr

tic
Phe
245

aag
Lys

tac
Tyr

gac

Asp

ctc

Leu
150

cga
Arg

aag
Lys

gac
Asp

aag
Lys

age
Ser
230

tca
Ser

agc
Ser

392

440

488

536

584

632

680

728

776

824

855
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Met

L

Gly

Leu

Pro

Phe

65

Val

Phe

Pro

Thr

Val

145

Ala

Arg

Gly

Pro

Ile Glu Gly Pro Thr Leu
5

Gly Gly Gly Gly Gly Gly
20

Ala Ala Arg Ala Gly Gly
35

Pro Cys Pro Ala Pro Glu
50 55

Pro Pro Lys Pro Lys Asp
70

Thr Cys Val Val Val Asp
85

Asn Trp Tyr Val Asp Gly
100

Arg Glu Glu Gln Tyr Asn
115

Val Leu His Gln Asp Trp
130 135

Ser Asn Lys Ala Leu Pro
150

Lys Gly Gln Pro Arg Glu
165

Asp Glu Leu Thr Lys Asn
180

Phe Tyr Pro Ser Asp Ile
195

Glu Asn Asn Tyr Lys Thr
210 215

Arg Gln Trp
10

Leu Ala Ala

I1le Glu Gly
25

Pro Thr Leu

Gly Gly Gly
40

Asp Lys Thr
45

Leu Leu Gly Gly Pro Ser
60

Thr Leu Met Ile Ser Arg

75

Val Ser His
90

Glu Asp Pro

Val Glu Val
105

His Asn Ala

Ser Thr Tyr
120

Arg Val Val

125

Leu Asn Gly Glu Tyr

140

Lys

Ala Pro Ile Glu

155

Lys Thr

Pro Gln Val
170

Tyr Thr Leu

Gln Val Ser
185

Leu Thr Cys

Ala Val Glu
200

Trp Glu Ser
205

Thr Pro Pro Val Leu Asp

220

120

Arg

Arg

30

His

Val

Thr

Glu

Lys

110

Ser

Lys

Tle

Pro

Leu

190

Asn

Ser

Ala Gly
15

Gln Trp

Thr Cys

Phe Leu

Glu
80

Pro

Val
95

Lys
Thr

Lys

Val Leu

Lys

Cys

Lys
160

Ser

Pro Ser

175

Val Lys

Gln

Gly

Asp Gly



200610083696. X

oW B OE117/49T]

Ser
225

Gln

His

<210>
Q11>
Q12>
<213>

Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln

230

235

240

Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn

245

250

Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

260

11

789

DNA
ANIF5

<220>

223>

TMP-Fc

<2205

221>
222>

CDS

<223>

<400>
tctagatttg ttttaactaa ttaaaggagg aataacat atg atc gaa ggt ccg act

ctg
Leu

act
Thr

tea
Ser

Cge
Arg
55

cct
Pro

gee
Ala

gte
Val

11

cgt cag tgg
Arg Gln Trp
10

cac aca
His Thr
25

tgt
Cys

ttc
Phe

grt
Val
40

cte
Leu

cct
Pro

acc
Thr

gag
Glu

gtc
Val

gag
Glu

aag
Lys

aag
Lys

aca
Thr

aag
Lys
90

agce
Ser

gle
Val

cte
Leu

(39).. (779)

ctg
Leu

cca
Pro

tic
Phe

gte
Val

ttc
Phe
75

ccg
Pro

ace
Thr

gct
Ala

cct
Pro

cee
Pro

aca
Thy
60

aac
Asn

Cgg
Arg

gte
Val

get
Ala

tge
Cys

cca
Pro
45

tgc
Cys

tgg
Trp

gag
Glu

ctg
Leu

cgt
Arg

cca
Pro
30

aaa

Lys

gtg
Val

tac
Tyr

gag
Glu

cac
His

265

255

o6

Met Ile Glu Gly Pro Thr

1

get ggt gea
Ala Gly Gly
15

gca cct gaa
Ala Pro Glu

cce aag gac
Pro Lys Asp

gig gtg gac
Val Val Asp
65

gtg gac ggc
Val Asp Gly
80

cag tac aac
GIn Tyr Asn
95

cag gac tgg
Gln Asp Trp

121

ggcC

get

5

g8g gac aaa

Gly Gly Gly Asp Lys

ctc
Leu

acc
Thr
50

gtg
Val

gtg
Val

agc
Ser

ctg
Leu

ctg
Leu
35

ctc
Leu

agc
Ser

gag
Glu

acg
Thr

aat
Asn

20

g88
Gly

gga
Gly

ccg
Pro

tce
Ser

atc
Ile

atg
Met

cac
His

gaa
Glu

gac
Asp
70

cat
His
85

aat
Asn

gig
Val

tac
Tyr
100

cgt
Arg

gtg
Val

88C
Gly

aag
Lys

gag
Glu

104

152

200

248

296

344

362



200610083696. X

i

B B 118/497TH

tac
Tyr

acc
Thr
135

ctg
Leu

tge
Cys

agc
Ser

gac
Asp

agce

aag
Lys
120

atc

Ile

ccce
Pro

ctg
Leu

aat
Asn

tee
Ser
200

agg

105
tge
Cys

tce
Ser

cca
Pro

gtc
Val

24244
Gly
185

gac
Asp

tgg

Ser Arg Trp

215

get
Ala

aaa
Lys

ctg

Leu His Asn His Tyr

cac

aag gtc
Lys Val

aaa gcc
Lys Ala

tce cgg
Ser Arg
155

aaa ggc
Lys Gly
170

cag ccg

Gln Pro

gge tec
Gly Ser

cag cag
Gln Gln

aac cac

235

taatggatcc

210>
L1
212>
213>

<220>
223>

<400>

12
247
PRT

NILFH

TMP-Fe

12

tce aac
Ser Asn
125

aaa ggg
Lys Gly
140

gat gag
Asp Glu

ttc tat
Phe Tyr

gag aac
Glu Asn

tte tte
Phe Phe
205

g8g aac
Gly Asn
220

tac acg

110
aaa

Lys

cag

Gln

ctg
Leu

cee
Pro

aac
Asn
190

cte
Leu

gtc
Val

cag

gee cte
Ala Leu

cce cga
Pro Arg

acc aag
Thr Lys
160

agc gac
Ser Asp
175

tac aag

Tyr Lys

tac agc
Tyr Ser

ttc tca
Phe Ser

aag agc

Thr Gln Lys Ser

240

cca
Pro

gaa
Glu
145

aac
Asn

atc
Ile

acc

Thr

aag
Lys

tge
Cys
225

cte
Leu

gee
Ala
130

cca
Pro

cag
Gln

gce
Ala

acg

Thr

cte
Leu
210

tce
Ser

tce
Ser

115

ccc atc gag aaa

Pro Ile Glu Lys

cag gtg tac acc
Gln Val Tyr Thr
150

gtc agc ctg acc
Val Ser Leu Thr
165

Blg gag tgg gag
Val Glu Trp Glu
180

cct ccc gtg ctg
Pro Pro Val Leu
195

acc gtg gac aag
Thr Val Asp Lys

gtg atg cat gag
Val Met His Glu
230

ctg tct ccg ggt
Leu Ser Pro Gly
245

Met Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly

1

5

10

15

Gly Gly Gly Gly Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro

20

25

122

30

440

488

536

584

632

680

728

176

789
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Glu Leu Leu

35

Asp Thr
50

Leu

Asp Val Ser

Gly Val Glu

Asn Ser Thr

Asn
115

Trp Leu

Ala
130

Pro Pro

Glu
145

Pro Gln

Asn Gln Val

Ile Ala Val

Thr Thr Pro

195

Leu Thr

210

Lys

Cys Ser Val

225

Leu Ser Leu

Gly Gly Pro Ser

Met Ile Ser Arg
55

His Glu Asp Pro
70

Val His Asn Ala
85

Tyr Arg Val Val
100

Gly Lys Glu Tyr

Ile Glu Lys Thr
135

Val Tyr Thr Leu
150

Ser Leu Thr Cys
165

Glu Trp Glu Ser
180

Pro Val Leu Asp

Val Asp Lys Ser
215

Met His Glu Ala
230

Ser Pro Gly Lys
245

Val

40

Thr

Glu

Lys

Ser

Lys

120

Ile

Pro

Leu

Asn

Ser

200

Arg

Leu

Phe

Pro

Val

Thr

Val

105

Cys

Ser

Pro

Val

Gly

185

Asp

Trp

His

Leu

Glu

Lys

Lys

90

Leu

Lys

Lys

Ser

Lys

170

Gln

Gly

Gln

Asn

Phe

Val

Phe

15

Pro

Thr

Val

Ala

Arg

155

Gly

Pro

Ser

Gln

His
235

123

Pro Pro Lys
45

Thr Cys Val
60

Asn Trp Tyr

Arg Glu Glu

Val Leu His

110

Asn Lys
125

Ser

Lys Gly Gln

140

Asp Glu Leu

Phe Tyr Pro

Glu Asn Asn

190

Phe Phe Leu

205

Gly Asn Val
220

Tyr Thr Gln

Pro

Val

Val

Gln

Gln

Ala

Pro

Thr

Ser

175

Tyr

Tyr

Phe

Lys

Lys

Val

Asp

80

Tyr

Asp

Leu

Arg

Lys

160

Asp

Lys

Ser

Ser

Ser

240
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210> 13

QL 14

<212> PRT
213> ANLF%Y

<220>
<223> TMP

<400> 13

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
1 5 10

210> 14

211> 36

(212> PRT
213> AIF3I

<220>
<223> TMP-TMP

<400> 14

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
20 25 30

Ala Ala Arg Ala
35

210> 15

211> 812
<212> DNA
213> ANLF%)

220>
<223> Fc-EMP

<220>

<221> (DS

<222> (39).. (797)
223>

<400> 15

tctagatttg ttitaactaa ttaaaggagg aataacat atg gac aaa act cac aca
Met Asp Lys Thr His Thr
1 5

tgt cca cct tgt cca gct ccg gaa ctc ctg gge gga ccg tca gte ttc

124

56

104



200510083696. X P A5 121/497TH
Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe
10 15 20
cte ttc ccc cca aaa CCC aag gac acc ctc atg atc tcc cgg acc cct 152
Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
25 30 35
gag gtc aca tge gtg gtg gtg gac gig agc cac gaa gac cct gag gtc 200
Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val
40 45 50
aag ttc aac tgg tac gtg gac ggc gig gag gtg cat aat gcc aag aca 248
Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
55 60 65 70
aag Ccg CEE gag gag cag tac aac agc acg tac cgt gtg gtc agc gtc 296
Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val
75 80 85
c¢tc acc gtc ctg cac cag gac tgg ctg aat gge aag gag tac aag 1gcC 344
Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
90 95 100
aag gtc tcc aac aaa gecc ctc cca gec ccc atc gag aaa acc atc tce 392
Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser
105 110 115
aaa gcc aaa ggE cag cCcC Cga gaa cca cag gitg tac acc ctg ccc cca 440
Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
120 125 130
tcc cgg gat gag ctg acc aag aac cag gtc agc ctg acc tge ctg gtc 488
Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
135 140 145 150
aaa ggc ttc tat ccc agc gac atc gcc gig gag tgg gag agc aat ggg 536
Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
155 160 165
cag ccg gag aac aac tac aag acc acg cct ccc gtg ctg gac tcc gac 584
Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
170 175 180
gge tce tte tte ctc tac agc aag ctc acc gtg gac aag agc agg igg 632
Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
185 190 195
cag cag ggg aac gtc ttc tca tge tcc gtg atg cat gag get ctg cac 680
Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
200 205 210
aac cac tac acg cag aag agc ctc tcc ctg tct ccg ggt aaa ggt gga 728
Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys Gly Gly
215 220 225 230
ggt ggt ggt gga ggt act tac tct tge cac ttc gge ccg ctg act tgg 776

125
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Gly Gly Gly

gtt tgc aaa
Val Cys Lys

<210>
Q21
<212>
213>

16
253
PRT

<2205
<223

<400> 16

Met Asp Lys
1

Gly Gly Pro

Met Ile Ser
35

His Glu Asp
50

Val His Asn
65

Tyr Arg Val

Gly Lys Glu

Ile Glu Lys
115

Val Tyr Thr
130

Ser Leu Thr
145

Gly

ceg
Pro
250

AILF5Y

Fc-EMP

Thr

Ser

20

Arg

Pro

Ala

Val

Tyr

100

Thr

Leu

Cys

Gly Thr Tvr Ser Cys His Phe Glv Pro Leu Thr Trp

235

cag
Gln

His

Val

Thr

Glu

Lys

Ser

85

Lys

Tle

Pro

Leu

ggt get taatctcgtg gatce

Gly Gly

Thr Cys

Phe Leu

Pro Glu

Val Lys

85

Thr Lys

Val Leu

Cys Lys

Ser Lys

Pro Ser

135

Val Lys
150

Pro Pro

Phe Pro
25

Val Thr
40

Phe Asn

Pro Arg

Thr Val

Val Ser
105

Ala Lys
120

Arg Asp

Gly Phe

240

245

Cys Pro Ala Pro Glu Leu Leu

10

Pro Lys

Cys Val

Trp Tyr

Glu Glu

75

Leu His

90

Asn Lys

Gly Gln

Glu Leu

Tyr Pro
155

126

Pro Lys

Val Val
45

Val Asp
60

Gln Tyr

GIn Asp

Ala Leu

Pro Arg
125

Thr Lys
140

Ser Asp

15

Asp Thr Leu
30

Asp Val Ser

Gly val Glu

Asn Ser Thr
80

Trp Leu Asn
95

Pro Ala Pro
110

Glu Pro Gln

Asn Gln Val

Ile Ala Val
160

812



200510083696. X W P 2123/4977

Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
180 185 190

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
195 200 205

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
210 215 220

Ser Pro Gly Lys Gly Gly Gly Gly Gly Gly Gly Thr Tyr Ser Cys His
225 230 235 240

Phe Gly Pro Leu Thr Trp Val Cys Lys Pro Gin Gly Gly

245 250
210> 17
211> 807
<212> DNA
Q213> ATFH
<220>
223> EMP-Fc
<220>
<221> CDS
<222> (39)..(797)
223>
400> 17
tctagatttg ttttaactaa ttaaaggagg aataacat atg gga ggt act tac tct 56
Met Gly Gly Thr Tyr Ser
1 5
igc cac ttc gge ccg ctg act tgg gta tgt aag cca caa gBE BEt REE 104
Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys Pro Gln Gly Gly Gly
10 15 20
B8a BRC 8EBg ggg gac aaa act cac aca igt cca cct tge cca geca cot 152
Gly Gly Gly Gly Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro
25 30 35
gaa ctc ctg ggg gga ccg tca git ttc cte tic ccc cca aaa cce aag 200
Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
40 45 50

127
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gac acc ctc
Asp Thr Leu

55

gac
Asp

g8C
Gly

aac
Asn

tgg
Trp

cca
Pro
135

gaa

Glu

aac
Asn

atc
Ile

acc
Thr

aag
Lys
215

tge
Cys

cte

gtg
Val

gtg
Val

agc
Ser

ctg
Leu
120

gce

Ala

cca
Pro

cag
Gln

gee
Ala

acg
Thr
200

ctc
Leu

tec
Ser

tece

agce
Ser

gag
Glu

acg
Thr
105

aat

Asn

cce
Pro

cag
Gln

gtc
Val

gig
Val
185

cct
Pro

acc
Thr

gtg
Val

ctg

atg
Met

cac
His

gtg
Val
90

tac

Tyr

ggc
Gly

atc
Ile

gtg
Val

agce
Ser
170

gag
Glu

CCC
Pro

gtg
Val

atg
Met

tct

Leu Ser Leu Ser

210>

18

<211> 253
212> PRT

250

atc
Ile

gaa
Glu
75

cat
His

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr
155

ctg
Leu

igg
Trp

gtg
Val

gac
Asp

cat
His
235

ccg
Pro

tce
Ser
60

gac
Asp

aat
Asn

gtg
Yal

gag
Glu

aaa
Lys
140

acc
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
Lys
220

gag
Glu

ggt
Gly

Cg88
Arg

cct
Pro

gee
Ala

gtc
Val

tac
Tyr
125

acc
Thr

ctg
Leu

tgc
Cys

agc
Ser

gac
Asp
205

agc
Ser

gct
Ala

aaa
Lys

acc
Thr

gag
Glu

aag
Lys

age
Ser
110

aag
Lys

atc
Ile

cce
Pro

ctg
Leu

aat
Asn
190

tcc

Ser

agg
Arg

ctg
Leu

cct
Pro

gte
Val

aca
Thr
95

gte
Val

tge
Cys

tce
Ser

cca
Pro

gte
Val
175

EB8
Gly

gac
Asp

igg
Trp

cac
His

gag
Glu

aag
Lys
80

aag
Lys

ctc
Leu

aag
Lys

aaa
Lys

tce
Ser
160

aaa
Lys

cag
Gln

ggc
Gly

cag
Gln

aac
Asn
240

taatggatec

gte
Val
65

ttc
Phe

ccg
Pro

acc
Thr

gte
Val

gee
Ala
145

CBE

Arg

ggc
Gly

ccg
Pro

tee
Ser

cag
Gln
225

cac
His

128

aca
Thr

aac
Asn

cgg
Arg

gtc
Val

tcc
Ser
130

aaa
Lys

gat
Asp

ttc
Phe

gag
Glu

tic
Phe
210

888
Gly

tac
Tyr

tge
Cys

igg
Trp

gag
Glu

ctg
Leu
115

aac
Asn

ggg
Gly

gag
Glu

tat
Tyr

aac
Asn
185

ttc
Phe

aac
Asn

acg
Thr

gtg
Val

tac
Tyr

gag
Glu
100

cac
His

aaa
Lys

cag
Gln

ctg
Leu

cee
Pro
180

aac
Asn

cte
Leu

gte
Val

cag
Gln

gtg
Val

gtg
Val
85

cag
Gin

cag
Gln

gee
Ala

cece
Pro

acce
Thr
165

agc
Ser

tac
Tyr

tac
Tyr

ttc
Phe

aag
Lys
245

gty
Val
70

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg
150

aag
Lys

gac
Asp

aag
Lys

agce
Ser

tca
Ser
230

age
Ser

248

296

344

392

440

488

536

584

632

680

728

776

807
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213>

220>
223>

<400>

A4

EMP-Fc

18

Met Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys

1

5

Lys Pro Gln Gly Gly Gly Gly Gly Gly

20

25

Pro Pro Cys Pro Ala Pro Glu Leu Leu

Phe Pro
50

Val Thr
65

Phe Asn

Pro Arg

Thr Val

- Val Ser

130

Ala Lys

145

Arg Asp

Gly Phe

Pro Glu

35

Pro Lys Pro

Cys Val Val

Trp Tyr Val
85

Glu Glu Gln
100

Leu His Gln
115

Asn Lys Ala

Gly Gln Pro

Glu Leu Thr
165

Tyr Pro Ser
180

Asn Asn Tyr

40

Lys Asp Thr Leu
55

Val Asp Val Ser
70

Asp Gly Val Glu

Tyr Asn Ser Thr
105

Asp Trp Leu Asn
120

Leu Pro Ala Pro
135

Arg Glu Pro Gln
150

Lys Asn Gln Val

Asp Ile Ala Val
185

Lys Thr Thr Pro

10 15

Gly Asp Lys Thr His Thr Cys
30

Gly Gly Pro Ser Val Phe Leu
45

Met Ile Ser Arg Thr Pro Glu
60

His Glu Asp Pro Glu Val Lys
75 80

Val His Asn Ala Lys Thr Lys
90 95

Tyr Arg Val Val Ser Val Leu
110

Gly Lys Glu Tyr Lys Cys Lys
125

Ile Glu Lys Thr Ile Ser Lys
140

Val Tyr Thr Leu Pro Pro Ser
155 160

Ser Leu Thr Cys Leu Val Lys
170 175

Glu Trp Glu Ser Asn Gly Gln
180

Pro Val Leu Asp Ser Asp Gly

129
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T 5126/497TM

Ser Phe Phe
210

Gln Gly Asn

225

195 200

215

230 235

His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro

<210>
211>
212>
Q1P

<220>
<223>

<220>
221>
222>
<223>

<400>

245 250

19

881

DNA
ANLF3)

EMP-EMP-Fc

CDsS
(41).. (871)

19

tctagatttg agttttaact tttagaagga ggaataaaat

tct
Ser

ggc
Gly

188
Trp

cac
His

gtt
Val
70

acce
Thr

tge
Cys

88C
Gly

gta
Val

aca
Thr
55

tte
Phe

cct
Pro

cac
His

gg8c
Gly

tgt
Cys
40

tgt
Cys

cte
Leu

gag
Glu

tte
Phe

g8C
Gly

aag
Lys

cca
Pro

ttc
Phe

gic
Val

gegc
Gly
10

get
Gly

cca
Pro

cct
Pro

cCcC
Pro

aca
Thr
90

cca
Pro

gst
Gly

caa
Gln

tge
Cys

cCca
Pro
75

1gc
Cys

ctg
Leu

acc
Thr

g8¢8
Gly

cca
Pro
60

aaa

Lys

gLg
Val

act
Thr

tat
Tyr

ggt
Gly
45

gea
Ala

cce
Pro

gtg
Val

tgs
Trp

tce
Ser
30

888
Gly

cet
Pro

aag
Lys

gtg
Val

gtt
Val
15

tgt
Cys

gga
Gly

gaa
Glu

gac
Asp

gac
Asp

tge
Cys

cat
His

ggc
Gly

cte
Leu

accC
Thr
80

gtg
Val

220

205

Gly Lys

atg gga ggt
Met Gly Gly Thr

1

aaa
Lys

ttt
Phe

BEB
Gly

ctg
Leu
65

cte
Leu

age
Ser

130

ccg
Pro

ggc
Gly

888
Gly
50

g8g
Gly

atg
Met

cac
His

cag
Gln

ccg
Pro
35

gac

Asp

gea
Gly

ate
1le

gaa
Glu

act

ggt
Gly
20

ctg
Leu

aaa
Lys

ccg
Pro

tce
Ser

gac
Asp
100

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn

240

tac
Tyr

B8C
Gly

acce
Thr

act
Thr

tca
Ser

Cgg
Arg
85

cct
Pro

55

103

151

199

247

295

343
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gag
Glu

aag
Lys

age
Ser

aag
Lys
150

atc
Ile

ccC
Pro

ctg
Leu

aat
Asn

tcc
Ser
230

agg
Arg

ctg
Leu

gtc aag tic aac tgg tac gtg gac ggc gtg
Val Lys Phe Asn Trp Tyr Val Asp Gly Val
105 110

aca aag ccg Cgg gag gag cag tac aac age
Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
120 125

gtc ctc acc gtc ctg cac cag gac igg cig
Val Leu Thr Val Leu His Gin Asp Trp Leu
135 140

tgc aag gtc tcc aac aaa gec ctc cca gee
Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
155 160

tcc aaa geec aaa ggg cag Ccc Cga gaa cca
Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
170 175

cca tce cgg gat gag ctg acc aag aac cag
Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln
185 190

gtc aaa gge ttc tat ccc agc gac atc gecc
Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
200 205

ggg cag ccg gag aac aac tac aag acc acg
Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
215 220

gac gge tce ttec ttec ctc tac age aag cte
Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
235 240

tgg cag cag ggg aac gtc ttc tca tge tcc
Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
250 255

cac aac cac tac acg cag aag agc ctc tcc
His Asn His Tyr Thr Glin Lys Ser Leu Ser
265 270

taatggatcc

210> 20
211> 277
<212> PRT

213> ATF3

<220>
<223> EMP-EMP-Fc

131

gag
Glu

acg
Thr

aat
Asn
145

cece
Pro

cag
Gln

gtc
Val

gtg
Val

cct
Pro
225

acc
Thr

gtg
Val

ctg
Leu

gtg
Val

tac

Tyr
130

g8C
Gly

ate
Ile

glg
Val

agc
Ser

gag
Glu
210

cCC

Pro

gtg
Val

atg
Met

tct
Ser

cat
His
115

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr

ctg
Leu
195

tgg
Trp

gtg
Val

gac
Asp

cat
His

ccg
Pro
275

aat gcc
Asn Ala

glg gtc
Val Val

gag tac
Glu Tyr

aaa acc
Lys Thr
165

acc ctg
Thr Leu
180

acc tgc
Thr Cys

gag agc
Glu Ser

ctg gac
Leu Asp

aag agc
Lys Ser
245

gag gct
Glu Ala
260

ggt aaa
Gly Lys

391

439

487

535

583

631

679

727

775

823

871

881
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400> 20
Met Gly Gly Thr
1

Lys Pro Gln Gly
20

Phe Gly Pro Leu
35

Gly Gly Asp Lys
50

Leu Gly Gly Pro
65

Leu Met Ile Ser

Ser His Glu Asp
100

Glu Val His Asn
115

Thr Tyr Arg Val
130

Asn Gly Lys Glu
145

Pro Ile Glu Lys

Gln Val Tyr Thr
180

Val Ser Leu Thr
195

Val Glu Trp Glu
210

Tyr Ser
5

Gly Gly

Thr Trp

Thr His

Ser Val
70

Arg Thr
85

Pro Glu
Ala Lys
Val Ser
Tyr Lys

150

Thr Ile
165
Leu Pro

Cys Leu

Ser Asn

Cys

Gly

Val

Thr

95

Phe

Pro

Val

Thr

Val

135

Cys

Ser

Pro

Val

Gly
215

His Phe Gly Pro

Gly Gly

25

Gly Gly

Cys Lys Pro Gln

40

Cys Pro Pro Cys

Leu Phe Pro

75

Pro

Glu Val Thr

90

Cys

Lys Phe
105

Asn Trp

Lys Pro Arg Glu
120

Leu Thr Val Leu

Lys Val Asn

155

Ser

Lys Ala Lys
170

Gly

Ser Arg
185

Asp Glu

Lys
200

Gly Phe Tyr

Gln Pro Glu Asn

132

Leu

Thr

Gly

Pro

60

Lys

Val

Tyr

Glu

His

140

Lys

Gln

Leu

Pro

Asn

220

Thr Trp Val Cys
15

Tyr Ser Cys His
30

Gly Gly Gly Gly
45

Ala Pro Glu Leu

Pro Lys Asp Thr
80

Val Val Asp Val
95

Val Asp Gly Val
110

Gln Tyr Asn Ser
125

Gln Asp Trp Leu

Ala Leu Pro Ala
- 160

Pro Arg Glu Pro
175

Thr Lys Asn Gln
190

Ser Asp Ile Ala
205

Tyr Lys Thr Thr
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Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu

225

230

235

240

Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser

245

250

255

Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser

260

Leu Ser Pro Gly Lys

275

210> 21

211>

885

<212> DNA

<213

<220>
223>

<220>
221>
<222>
223>

<400>

CDS
(39).. (869)

21

AIFF

Fc-EMP-EMP

265

270

tctagatttg ttttaactaa ttaaaggagg aataacat atg gac aaa act cac aca
Met Asp Lys Thr His Thr

tgt cca
Cys Pro

cte tte
Leu Phe

gag gtc
Glu Val
40

aag ttc
Lys Phe
55

aag ccg
Lys Pro

cct
Pro

CcCcC

Pro
25

aca
Thr

aac
Asn

Ccgg
Arg

tgc
Cys
10

cca
Pro

tgc
Cys

tgg
Trp

gag
Glu

cca gca cct gaa
Pro Ala Pro Glu

aaa ccc aag gac
Lys Pro Lys Asp
30

gtg gtg stg gac
Val Val Val Asp
45

tac gtg gac ggc
Tyr Val Asp Gly
60

gag cag tac aac
Glu Gln Tyr Asn
75

cte
Leu
15

acc
Thr

gtg
Val

gtg
Val

agce
Ser

1

ctg 888
Leu Gly

ctc atg
Leu Met

age cac
Ser His

gag gtg
Glu Val
65

acg tac
Thr Tyr
80

133

gga
Gly

ate
Ile

gaa
Glu
50

cat

His

cgt
Arg

ccg
Pro

tee
Ser
35

gac
Asp

aat
Asn

gtg
Val

5

tca gtt
Ser Val
20

cgg acc
Arg Thr

cct gag
Pro Glu

gce aag
Ala Lys

gtc agc
Val Ser
85

ttc
Phe

cct
Pro

gte
Val

aca
Thr
70

gtc
Val

56

104

152

200

248

296
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cte
Leu

aag
Lys

aaa
Lys

tce
Ser
135

aaa

Lys

cag
Gln

ggC
Gly

cag
Gln

aac
Asn
215

ggt
Gly

gtt
Val

tgt

ace
Thr

gtc
Val

gee
Ala
120

11°4°4
Arg

ggC
Gly

ccg
Pro

tee
Ser

cag
Gln
200

cac
His

ggt
Gly

tge
Cys

cat

Cys His

gtc
Val

tee
Ser
105

aaa
Lys

gat
Asp

tte
Phe

gag
Glu

ttc
Phe
185

g88
Gly

tac
Tyr

gg8c
Gly

aaa
Lys

ttt
Phe
265

ctg
Leu
90

aac
Asn

gg8
Gly

gag
Glu

tat
Tyr

aac
Asn
170

ttc
Phe

aac
Asn

acg
Thr

gga
Gly

ceg
Pro
250

ggc
Gly

cac
His

aaa
Lys

cag
Gln

ctg
Leu

cce
Pro
155

aac

Asn

cte
Leu

gtc
Val

cag
Gln

ggt
Gly
235

cag

cag
Gln

gcce
Ala

cee
Pro

acc
Thr
140

agc

Ser

tac
Tyr

tac
Tyr

ttc
Phe

aag
Lys
220

act
Thr

ggt

gac
Asp

cte
Leu

cga
Arg
125

aag

Lys

gac
Asp

aag
Lys

agc
Ser

tca
Ser
205

agc
Ser

tac
Tyr

E8C

Gln Gly Gly

ccg
Pro

taatctcgag gatcca

210>
21
212>
<2135

22

277
PRT
NP5

ctg

acc

1g8g
Trp

cca
Pro
110

gaa

Glu

aac
Asn

atc
Ile

acc
Thr

aag
Lys
190

tge
Cys

cte
Leu

tet
Ser

ggc
Gly

tgg

Leu Thr Trp

270

ctg
Leu
95

gec
Ala

cca
Pro

cag
Gln

gee
Ala

acg
Thr
175

ctc
Leu

tce
Ser

tce
Ser

tgce
Cys

ggc
Gly
255

gta
Val

aat
Asn

cee
Pro

cag
Gln

gtc
Val

gtg
Val
160

cct
Pro

acc
Thr

gtg
Val

ctg
Leu

cac
His
240

ggc
Gly

tgt
Cys

gg8c
Gly

atc
Iie

gtg
Val

agce
Ser
145

gag
Glu

cce
Pro

gtg
Val

atg
Met

tct
Ser

225
ttc
Phe

g8C
Gly

aag

aag
Lys

gag
Glu

tac
Tyr
130

ctg

Leu

tgg
Trp

gtg
Val

gac
Asp

cat
His
210

ceg
Pro

gg8c
Gly

ggt
Gly

cca

gag
Glu

aaa
Lys
115

acc
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
Lys
195

gag
Glu

get
Gly

cca
Pro

ggt
Gly

caa

Lys Pro Gln

134

275

tac
Tyr
100

acc
Thr

ctg
Leu

tge
Cys

agc
Ser

gac
Asp
180

agc
Ser

get
Ala

aaa
Lys

ctg
Leu

acc
Thr
260

888
Gly

aag
Lys

atc
Ile

cect
Pro

ctg
Leu

aat
Asn
165

tcc
Ser

agg
Arg

ctg
Leu

ggt
Gly

act
Thr
245

tat

Tyr

gst
Gly

tge
Cys

tee
Ser

cca
Pro

gtc
Val
150

g88
Gly

gac
Asp

tgg
Trp

cac
His

gga
Gly
230

tgg
Trp

tce
Ser

344

392

440

488

536

584

632

680

728

776

824

869

885



200510083696. X W P F131/4977

<220>
<223> Fc-EMP-EMP

<400> 22
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
i 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
35 40 45

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
50 55 60

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
65 70 75 80

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
85 90 95

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
115 120 125

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
130 135 140

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
145 150 155 160

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
180 185 190

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
195 200 205

135
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Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

210

215

220

Ser Pro Gly Lys Gly Gly Gly Gly Gly Gly Gly Thr Tyr Ser Cys His
230

225

235

240

Phe Gly Pro Leu Thr Trp Val Cys Lys Pro Glin Gly Gly Gly Gly Gly

245

250

255

Gly Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys
265

Lys Pro Gin
275

<210>
<21
212>
213>

23
1546
DNA

AL

<220>
<223>

<400> 23
gcgtaacgta

cgaaaggctc
ctcectgagta
8BE1BECERE
ctgacggatg
aaatatggac
gctttagaaa
tggaaagtga
ccttegeatg
ttatttgcta
ttcatacacg
ctaagcattc

cctgatgatt

260

Gly Gly

3

PAMG21

tgecatggtct
agtcgaaaga
ggacaaatcce
caggacgecce
geetttttge
gtcgtactta
tactttggca
cegtgegett
cccacgetaa
tatttatttt
catgtaaaaa
cgaagccatt

tcgettettt

ccecatgega
ctgggecttt
gCCE8eagey
gccataaact
gtttctacaa
acttttaaag
geggtttgtt
actacagcct
acattctttt
tcgataatta
taaactatct
attagcagta

aattacattt

gagtagggaa
cgttttatct
gattitgaacg
gccaggcatc
actcttttgt
tatgggcaat
gtattgagtt
aatattttig
tetettttgg
tcaactagag
atatagttgt
tgaataggga

ggagattttt

136

270

ctgccaggca
gttgtttgte
ttgcgaagea
aaattaagca
ttattttict
caattgctcc
tcatttgege
aaatatccca
ttaaatcgtt
aaggaacaat
ctttctctga
aactaaaccc

tatttacagc

tcaaataaaa
ggtgaacgct
acggeecgga
gaaggccatc
aaatacattc
tgttaaaatt
attggttaaa
agagcttttt
gtttgattta
taatggtatg
atgtgcaaaa
agtgataaga

attgttttea

60
120
180
240
300
360
420
480
540
600
660
720

780



Ile Glu Gly Pro
1

210> 26

5

10

137

Thr Leu Arg Glu Trp Leu Ala Ala Arg Ala

200510083696. X o 5 Z133/497m)
aatatattcc aattaatcgg tgaatgattg gagttagaat aatctactat aggatcatat 840
tttattaaat tagcgtcatc ataatattgc ctccattttt tagggtaatt atccagaatt 900
gaaatatcag atttaaccat agaatgagga taaatgatcg cgagtaaata atattcacaa 960
tgtaccattt tagtcatatc agataagcat tgattaatat cattattget tctacagget 1020
ttaattttat taattattct gtaagtgtcg tcggecattta tgtctttcat acccatctet 1080
ttatccttac ctattgtttg tcgcaagttt tgegtgttat atatcattaa aacggtaata 1140
gattgacatt tgattctaat aaattggatt tttgtcacac tattatatcg cttgaaatac 1200
aattgtttaa cataagtacc tgtaggatcg tacaggitita cgcaagaaaa tggtttigtta 1260
tagtcgatta atcgatttga ttctagattt gttttaacta attaaaggag gaataacata 1320
tggttaacge gttggaattc gagectcacta gtgtcgacct geagggtace atggaagett 1380
actcgaggat ccgeggaaag aagaagaaga agaagaaagC ccgaaaggaa getgagtigg 1440
ctgetgeecac cgetgagecaa taactagecat aaccccttgg ggectctaaa cgggtcttga 1500
ggggtttttt gctgaaagga ggaaccgetc ttcacgetct tcacge 1546
210> 24
211> 14
212> PRT
213> ATIFH|
220>
<223> TPO-HEflik
400> 24
Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Lys Ala
1 5 10
210> 25
211> 14
212> PRT
213> AIFRFF|
220>
<223> TPO-H#LBL
<400> 25
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211> 14
<212> PRT
213> NI FH
<220>
<223>  TPO-HEfULfik
220>
<221> misc_feature
<222> (14).. (14)
223>

<400>

FRIEL, BERELERET— AR
26

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala

1

<210
211>
212>
213>

220>
223>

<220>
221>
222>
<2235

<400>

5 10

27

14

PRT
ALFF5)

TPO-HE LK

misc_feature
(14).. (14)
FRE4, EEMELERT MRS

27

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Lys Ala

1

210>
Q11
<212>
213>

<220>
<223>

220>
<2215
<222>
<223>

220>
2215
222>
223>

5 10

28

14

PRT
AT

TPO-EH FK

misc_feature
(9).. (9
TR BEIE—MHERFFIMAL B K R

misc_feature

(14).. (149
TAIE 14, FERELEE T MERRFS

138
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<400> 28

Ile Glu Gly Pro Thr Leu Arg Gln Cys Leu Ala Ala Arg Ala
1 5 10
<210> 29

211> 14

<212> PRT

213> ALFF3

220>

<223> TPO-A#Mfik

<220>

221>

222>

223>

<2200

<221> misc_feature
<222> (14).. (14)

223> ThrEi4, EEMBELUNZECEETLysTE —BLE— MRS, RLHERE
B TFLystilek

<400> 29

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
1 5 10

<210> 30
211> 14
<212> PRT
213> ATIF%)

<220>
<223> TPO-BEHLRK

<220>
<221> misc_feature
222>
223>

220>

<221> misc_feature

222> (14)..(14)

$23>{NJ¥§&EM’ HEREKUNECER TLysM A — &Lk 5—MHERFI: R BEE
Lys{l

<400> 30

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala

139
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210>
211>
212>
213>

<220>
223>

<220>
<221
222>
<223>

<2205
221>
<222>
223>

<400>

31

14

PRT
ALFF3

TPO-#E 3L ik

misc_feature
(9).. (9
P EIE—A 2 BRI RS MR —Fi R

misc_feature
(14).. (14)
FHIE14, EERELERET—MEREFS

31

Ile Glu Gly Pro Thr Leu Arg Gln Cys Leu Ala Ala Arg Ala

1

<2105
211>
212>
213>

220>
223>

<220>
221>
<222>
<223>

<400>

5 10

32

14

PRT
ANIFF5

TPO-HEFUL K

misc_feature
(14).. (14)
FHIE14, BEMELERNA

32

Ile Glu Gly Pro Thr Leu Arg Gin Trp Leu Ala Ala Arg Ala

1

<210>
211>
212>
<213>

<220>
223>

5 10

33

9

PRT
271

TPO #EHEK

140
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<220>
221>
222>
<223>

<400>

Val Arg Asp Gln Ile Xaa Xaa Xaa Leu

1

<210>
211>
<212>
213>

<2205
223

<400>

misc_feature
(6, 7 and 8)
Xaa = (LSRR

33

5

34

6

PRT
A3

TPO-BHLik
34

Thr Leu Arg Glu Trp Leu

1

<210>
211>
<212>
<213

<220>
<223>

<400>

Gly Arg Val Arg Asp Gln Val Ala Gly Trp

1

<210>
<211
<212>
213>

<220>
223>

<400>

Gly Arg Val Lys Asp Gln Ile Ala Gln Leu

1

<210>
211>
212>

5

35
10
PRT

ATLF3

TPO-BERLfk
35

5

36
10
PRT

ALF3

TPO-#R4lfik
36

5

37
10
PRT
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213> A L)

<2207
<223> TPO-HEHLRL

<400> 37

Gly Val Arg Asp Gln Val Ser Trp Ala Leu
1 5 10

<210> 38
Q211> 10
<212> PRT
213> ALFF%)

<220>
<223> TPO-HEHLAK

<400> 38

Glu Ser Val Arg Glu Gln Val Met Lys Tyr
1 5 10

210> 39
Q211> 10
<212> PRT
213> A%

<220>
<223> TPO-HEHRK

<400> 39
Ser Val Arg Ser Gln Ile Ser Ala Ser Leu
1 5 10

<210> 40
211> 10
212> PRT

213> ALF3Y

<220>
<223>  TPO-RERLAK

<400> 40

Gly Val Arg Glu Thr Val Tyr Arg His Met
1 5 10

<210> 41
211> 11
212> PRT

142



200610083696. X

i

B 5E139/4971

Q13> ATEV

220>
<223> TPO-HLAK

<400> 41

Gly Val Arg Glu Val Ile Val Met His Met Leu
1 5 10

210> 42

211> 11

<212> PRT
213> ANILF%|

<220>
<223> TPO-HEHIAK

<400> 42

Gly Arg Val Arg Asp Gln Ile Trp Ala Ala Leu
1 5 10

<210> 43

21 11

<212> PRT
213> NIF%Y

<2205
<223> TPO-#E%Ifk

<400> 43

Ala Gly Val Arg Asp Gln Ile Leu Ile Trp Leu
1 5 10

<210> 44

211> 11

<212> PRT
213> N3

<220>
<223> TPO-HE$l ik

<400> 44

Gly Arg Val Arg Asp Gln Ile Met Leu Ser Leu
1 ) 10

210> 45
211> 11
<212> PRT

143
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Q13> KILF41

<220>
<223> TPO-tEHLAL

<220

<221> misc_feature
222> (8).. (10)

<223> Xaa = {F{AIEER

<400> 45

Gly Arg Val Arg Asp Gln Ile Xaa Xaa Xaa Leu
1 5 10

<210> 46
211> 10
<212> PRT

213> AIFF

220>
<223> TPO-HEHIEK

<400> 46

Cys Thr Leu Arg Gln Trp Leu Gln Gly Cys
1 5 10

<210> 47

211> 10

<212> PRT
Q13> AIFF

<220>
<223> TPO-#EHIAK

<400> 47

Cys Thr Leu Gln Glu Phe Leu Glu Gly Cys
1 5 10

<210> 48

Q211> 10

<212> PRT
213> ANLF#H

<220>
<223> TPO-EEHLAL

<400> 48

Cys Thr Arg Thr Glu Trp Leu His Gly Cys
1 5 10
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<210> 49
211> 12
<212> PRT

213> NLF%Y

<220>
<223> TPO-REHIRK

<400> 49

Cys Thr Leu Arg Glu Trp Leu His Gly Gly Phe Cys
1 5 10

<210> 50
Q211 12

<212> PRT
213> ANIF3F1

<220
<223> TPO-tERLAK

<400> 50

Cys Thr Leu Arg Glu Trp Val Phe Ala Gly Leu Cys
1 5 10

<210> 51

211> 13

<212> PRT
213> ANIRF%)

<2205
{223> TPO-tEHIEL

<400> 51
Cys Thr Leu Arg Gln Trp Leu Ile Leu Leu Gly Met Cys
1 5 10

210> 52

211> 14

<212> PRT
213> ANIFF%

220>
<223> TPO-HEHIAK

<400> 52

Cys Thr Leu Ala Glu Phe Leu Ala Ser Gly Val Glu Gln Cys
1 5 10
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<210> 53

211> 14
<212> PRT
213> ANIF%)

<220>
<223> TPO-#E4Ilfik

<400> 53

Cys Ser Leu Gln Glu Phe Leu Ser His Gly Gly Tyr Val Cys
1 5 10

<210> 54
211> 14
<212> PRT

213> AIF%)

220>
<223> TPO-HLHARK

<400> 54

Cys Thr Leu Arg Glu Phe Leu Asp Pro Thr Thr Ala Val Cys
1 5 10

<210> 55
211> 14
<212> PRT
213> ANLF%

<220>
<223> TPO-HE#IEk

<400> 55

Cys Thr Leu Lys Glu Trp Leu Val Ser His Glu Val Trp Cys
1 5 10

<210> 56
211> 10
<212> PRT
213> AN TFF3

220>
<223> TPO-HERIRK

220>
<221> misc_feature
222> (8)..(9)

<223> Xaa = {EIRER
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<400> 56

Cys Thr Leu Arg Glu Trp Leu Xaa Xaa Cys
1 5 10

<210> 57

Q1 11

<212> PRT
213> ANIFF%Y

<220>
<223> TPO-#EHLAK

<220>

221> misc_feature
<222> (8)..(10)

<223> Xaa = EEER

<400> 57

Cys Thr Leu Arg Glu Trp Leu Xaa Xaa Xaa Cys
1 5 10

<210> 58

211> 12

<212> PRT
213> ANILFE%)|

<220>
<223> TPO-1&HLAk

<220>

221> misc_feature
222> (8)..(11)

<223> Xaa = {EAEEMR

<400> 58

Cys Thr Leu Arg Glu Trp Leu Xaa Xaa Xaa Xaa Cys
1 5 10

<210> 59
211> 13
<212> PRT
213> A I.FFH

220>
<223> TPO-HIflfK

220>

<221> misc_feature
222> (8)..(12)
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223> Xaa = {EEIEER
<400> 59

Cys Thr Leu Arg Glu Trp Leu Xaa Xaa Xaa Xaa Xaa Cys
1 5 10

210> 60
211> 14
<212> PRT
Q21 AT

<220>
<223> TPO-HS#lBk

220>
{221> misc_feature
<222> (8)..(13)

<223> Xaa = {RfAIE RS
400> 60

Cys Thr Leu Arg Glu Trp Leu Xaa Xaa Xaa Xaa Xaa Xaa Cys
1 5 10

<210> 61

211> 10

<212> PRT
Q13> ALF3H

<220>
<223> TPO-HEfIlfk

<400> 61
Arg Glu Gly Pro Thr Leu Arg Gln Trp Met
1 5 10

210> 62

211> 10

<212> PRT
213> ANTILFH

<220>
<223> TPO~HERIAK

<400> 62

Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala
1 5 10

210> 63
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<211> 10
<212> PRT
213> N L3

220>
<223> TPO-HE Lk

<400> 63

Glu Arg Gly Pro Phe Trp Ala Lys Ala Cys
1 5 10

<210> 64

Q211> 10

<212> PRT
213> ATIFF5Y

<220>
<223> TPO-KERIRK

<400> 64

Arg Glu Gly Pro Arg Cys Val Met Trp Met
1 5 10

210> 65

211> 14

<212> PRT
213> ATFF

220>
<223> TPO-#&ilEk

<400> 65
Cys Gly Thr Glu Gly Pro Thr Leu Ser Thr Trp Leu Asp Cys
1 5 10

210> 66

<211> 14

<212> PRT
213> ATILFF3)

<220>
<223> TPO-HEHIAL

<400> 66

Cys Glu Gln Asp Gly Pro Thr Leu Leu Glu Trp Leu Lys Cys
1 5 10

210> 67
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211> 14
<212> PRT
213> ALF3U

220>
€223>  TPO-HEHLRk

400> 67

Cys Glu Leu Val Gly Pro Ser Leu Met Ser Trp Leu Thr Cys
1 5 10

<210> 68

211> 14

<212> PRT
213> AIRF3

<220>
<223> TPO-HEHLAK

<400> 68

Cys Leu Thr Gly Pro Phe Val Thr Gln Trp Leu Tyr Glu Cys
1 5 10

210> 69
Q11> 14
<212> PRT
213> AIFH

<220
<223> TPO-HERIRK

<400> 69

Cys Arg Ala Gly Pro Thr Leu Leu Glu Trp Leu Thr Leu Cys
1 5 10

<210> 70
Q1 14
<212> PRT
213> ANIFF

<220>
€223> TPO-#ELRK

<400> 170

Cys Ala Asp Gly Pro Thr Leu Arg Glu Trp Ile Ser Phe Cys
1 5 10

210> 71
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<10
212>
AR

220>
223>

<220>
221>
222>
223>

<400>

1

210>
Q211
212>
213>

<220>

13
PRT
NI

TPO- R UK

misc_feature

2)..Q2)
Xaa = (FAEEMR
71
Cys Xaa Glu Gly Pro Thr Leu Arg Glu Trp Leu Xaa Cys
5 10
72
14
PRT
ALF5
TPO-HEFTARK

<223>

<220>
2215
222>
<223>

<400>

1

<210>
QL
212>
213>

<220>

misc_feature

2, 3)..(13)
Xaa = EfIEER
72
Cys Xaa Xaa Glu Gly Pro Thr Leu Arg Glu Trp Leu Xaa Cys
5 10
73
14
PRT
NI 7%
TPO- 3L Bk

223>

220>
221>
222>
223>

<400>

misc_feature

(2, 12)..@13)
Xaa = {FARER
73

Cys Xaa Glu Gly Pro Thr Leu Arg Glu Trp Leu Xaa Xaa Cys

1

5 10
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210> 74

211> 15

<212> PRT
213> NLFH

<220>
<223> TPO-#EHLEK

<2205

<221> misc_feature
<222> (2, 3, 13)..Q04
<223> Xaa = EfIEER

<400> 74

Cys Xaa Xaa Glu Gly Pro Thr Leu Arg Glu Trp Leu Xaa Xaa Cys
1 5 10 15

<210> 75

211> 16

<212> PRT
213> ANTIFF3I

<220>
<223> TPO-AE#LRk

<400> 75

Gly Gly Cys Thr Leu Arg Glu Trp Leu His Gly Gly Phe Cys Gly Gly
1 5 10 15

<210> 76

<211> 18

<212> PRT
213> AIFRF%I

<220>
<223> TPO-HREFARK

<400> 76

Gly Gly Cys Ala Asp Gly Pro Thr Leu Arg Glu Trp Ile Ser Phe Cys
1 5 10 15

Gly Gly

Qo> 77

<211> 19

212> PRT
Q213> AN TEH
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<220>
<223>  TPO-#E Rk

400> 77

Gly Asn Ala Asp Gly Pro Thr Leu Arg Gin Trp Leu Glu Gly Arg Arg
1 5 10 15

Pro Lys Asn

<210> 78
211> 19

<212> PRT
213> ATF3)

<220>
223> TPO-#EHAk

<400> 78

Leu Ala Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu His Gly Asn Gly
1 5 10 15

Arg Asp Thr

210> 79
211> 19

<212> PRT
213> AR

<220>

<223> TPO-AE#LiK

<400> 179

His Gly Arg Val Gly Pro Thr Leu Arg Glu Trp Lys Thr Gln Val Ala
1 5 10 15

Thr Lys Lys

<210> 80
211> 18
<212> PRT
213> NLFFH)

220>

<223> TPO-#LflBk
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<400> 80

Thr Ile Lys Gly Pro Thr Leu Arg Gln Trp Leu Lys Ser Arg Glu His
1 5 10 15

Thr Ser

<210> 81

211> 18

<212> PRT
213> ALRF%

<220>
<223> TPO-HIALAK

<400> 81

Ile Ser Asp Gly Pro Thr Leu Lys Glu Trp Leu Ser Val Thr Arg Gly
1 5 10 15

Ala Ser

<210> 82
211> 18

<212> PRT
213> AT

<220>
<223> TPO MEflAk

<400> 82

Ser Ile Glu Gly Pro Thr Leu Arg Glu Trp Leu Thr Ser Arg Thr Pro
1 5 10 15

His Ser

<210> 83
211> 14
<212> PRT

213> ANTLF3

220>
<223> EPO-#EHAL

220>
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{221> misc_feature
222> (2, 4, 5, 8, 11)..(Q13)
<223> Xaa = {LMEER

<400> 83

Tyr Xaa Cys Xaa Xaa Gly Pro Xaa Thr Trp Xaa Cys Xaa Pro
1 5 10

<210> 84

<211> 28

<212> PRT
213> AIF%F|

220>
<223> EPO-HEf)Bk

<220>

<221> misc_feature

<222> (2, 4, 5, 8, 11, 13, 16, 18, 19, 22, 25 )..(27)
<223> Xaa = {EAEER

<400> 84

Tyr Xaa Cys Xaa Xaa Gly Pro Xaa Thr Trp Xaa Cys Xaa Pro Tyr Xaa
1 5 10 15

Cys Xaa Xaa Gly Pro Xaa Thr Trp Xaa Cys Xaa Pro
20 25

<210> 85

Q211> 14

<212> PRT
213> ALF3

<220>
<223> EPO-#HIBK

<220>

<221> misc_feature

222> (14).. (14)

223> TFTlrE14, EEMELEET—MMHRBES

<220>
<221> misc_feature

222> (2, 4, 5, 8, 11)..(13)
223> Xaa = {EfAIEEE

<400> 85

Tyr Xaa Cys Xaa Xaa Gly Pro Xaa Thr Trp Xaa Cys Xaa Pro
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<210> 86
211> 14

<212> PRT
213> AIF%

<220>
<223> EPO-HEHIK

<220>

221> misc_feature

222> (2, 4, 5, 8 11 )..(13)
<223> Xaa = EfIEER

<400> 86

Tyr Xaa Cys Xaa Xaa Gly Pro Xaa Thr Trp Xaa Cys Xaa Pro
1 5 10

210> 87
211> 20
<212> PRT

213> ANTFF%)

<2205
<223> EPO-HfLfk

<400> 87

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln Gly Gly
20

210> 88

211> 20

<212> PRT
213> ANILF%

<220>
<223> EPO-#E#IAk

<400> 88

Gly Gly Asp Tyr His Cys Arg Met Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Leu Gly Gly
20
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<210> 89
211> 20
212> PRT

213> AILF3

220>
<223> EPO-EERIEK

<400> 89

Gly Gly Val Tyr Ala Cys Arg Met Glvaro Ile Thr Trp Val Cys Ser
1 5 10 15

Pro Leu Gly Gly
20

<210> 90
211> 20
<212> PRT
<213> AIF%

220>
<223> EPO-#EHIAK

<400> 90

Val Gly Asn Tyr Met Cys His Phe Gly Pro Ile Thr Trp Val Cys Arg
1 5 10 15

Pro Gly Gly Gly
20

210> 91

211> 20
<212> PRT
213> AT

220>
<223> EPO-#E#Ak

<400> 91

Gly Gly Leu Tyr Leu Cys Arg Phe Gly Pro Val Thr Trp Asp Cys Gly
1 5 10 15

Tyr Lys Gly Gly
20
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210> 92

Q11> 40

<212> PRT
213> A.LFF%)

<220>
€223> EPO-HERARK

<400> 92

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln Gly Gly Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr
20 25 30

Trp Val Cys Lys Pro Gln Gly Gly
35 40

210> 93
Q21> 20
<212> PRT
213> AILF51

<220> ,
<223> EPO-HEHLAK

220>
221> misc_feature
222> (20).. (20)

223> {rE20, EEBELEET -MERFS
<400> 93

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln Gly Gly
20

<210> 94

211> 23

<212> PRT
213> ANTILFF%

<220>
<223> EPO-HELEK

<400> 94

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
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Pro Gln Gly Gly Ser Ser Lys
20

<210> 95

<211> 46

<212> PRT
213> ATREH

<220>
<223> EPO~-HEMIBK

<400> 95

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln Gly Gly Ser Ser Lys Gly Gly Thr Tyr Ser Cys His Phe Gly
20 25 30

Pro Leu Thr Trp Val Cys Lys Pro Gln Gly Gly Ser Ser Lys
35 40 45

210> 96

211> 23

(212> PRT
213> AIF3)

<220>
{223> EPO-ME#IEK

<2200
221> misc_feature
<222> (23)..(23)

<223> frE23, BEMELEET—MERES
400> 96

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro GIn Gly Gly Ser Ser Lys
20

210> 97

211> 22

<212> PRT
213> AL F5
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220>
<223> EPO-#iHlEK

<220>

<221> misc_feature

222> (22).. (22) \ ‘
223> MERBEIREEETHER, FEET A9 BENAERFEIN Mok ZFHER

<400> 97

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln Gly Gly Ser Ser
20

<210> 98

211> 23

<212> PRT
213> ANLF%

<220>
<223> EPO-HE#LAK

220>

<221> misc_feature

222> (23)..(23)

223> THLE23, 4YFBN —ELEETHRME

<400> 98

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln Gly Gly Ser Ser Lys
20

210> 99
2l1> 5
<212> PRT

213> ANLE%H

<220>
<223> G-CSF-HEIEK

220>

<221> misc_feature
222> (4).. (4)

223> T EAL—ANSEHMEFIINBEITER R
<400> 99
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Glu Glu Asp Cys Lys
1 5

<210> 100
211> 5

<212> PRT
213> ATLFF

<220>
<223> G-CSF-#2HIAk

<220>
221> misc_feature
222> (4).. @

223> TAIE4, XaaBEHET— 0 EARFIIMisotericZB AKX
<400> 100

Glu Glu Asp Xaa Lys
1 5

<210> 101
211> 6

<212> PRT
213> ANLF3

<220>
<223> G-CSF-HE3LBK

<220>
<221> misc_feature

222> (1).. (1)

223> fEl, XeaaREARBEBE

<220>
221> misc_feature
222> (5)..(5)

223> I E5, XaaREET /2 BHREFEFINisoteric ZIEEBX

<400> 101

Xaa Gly Glu Asp Xaa Lys
1 5

<210> 102

Q211> 5

<212> PRT

213> ANTF4Y

<2205
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223>

<220>

221
222>

<223>

220>
22D
222>
<223>

<400>

G-CSF-HEfLLBL

misc_feature
(..
frE1, XaaRuiiE PRBRE

misc_feature
(4).. (4)
frE4, XaaREET AN BHRFFIMisotericZBHRE

102

Xaa Ser Asp Xaa Lys

1

<210>
<21
212>
213>

<220>
223>

<220>
221>
<222>
<223>

<400>

5

103
5

PRT
ANTLFFY

G-CSF-1E Lk

misc_feature
(5).. (5)
TES, BEMRBELEERT—MRFY

103

Glu Glu Asp Cys Lys

1

210>
211>
<212>
213>

<220>
<223>

<220>
221>
<222>
<223>

<220>
221>

5

104
5

PRT
AL

G-CSF-H4A ik

misc_feature
5)..(5)
FTALES, HEMELERET—MEREES

misc_feature
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<222> 4
<223> Xaa = {RA[EEE

<400> 104

Glu Glu Asp Xaa Lys
1 5

<210> 105
211> 6
<212> PRT

213> A%

<220>
<223> HUHHEEAK (HBV)

<400> 105

Leu Leu Gly Arg Met Lys
1 5

<210> 106
Q1 11

<212> PRT
213> ANIFE%)

<220>
<223> TNFIEHUAK

<400> 106

Tyr Cys Phe Thr Ala Ser Glu Asn His Cys Tyr
1 5 10

<210> 107
21> 11
<212> PRT

213> AIFF)

<220>
<223> TNFHHLEK

<400> 107

Tyr Cys Phe Thr Asn Ser Glu Asn His Cys Tyr
1 5 10

<210> 108
Q11> 11

<212> PRT
213> A%
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<220>
223> TINFH AL

<400> 108

Tyr Cys Phe Thr Arg Ser Glu Asn His Cys Tyr
1 5 10

<210> 109
211> 9

<212> PRT
213> ANTF%|

<2200
<223> INFHEHLRL

<400> 109

Phe Cys Ala Ser Glu Asn His Cys Tyr
1 5

<210> 110
211 9

<212> PRT
213> A%

£220>
<223> TNFRSHLBL

<400> 110

Tyr Cys Ala Ser Glu Asn His Cys Tyr
1 5

210> 111
211> 9

<212> PRT
213> ANLFEH|

<220>
<223> INFHHSL

<400> 111

Phe Cys Asn Ser Glu Asn His Cys Tyr
1 5

210> 112
211> 9

<212> PRT
213> N UFF%
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<220>
<223> TINFH5HLRK

<400> 112

Phe Cys Asn Ser Glu Asn Arg Cys Tyr
1 5

210> 113
211> 10

<212> PRT
213> ATRE%)

<220>
<223> INFHE#LBK

<400> 113

Phe Cys Asn Ser Val Glu Asn Arg Cys Tyr
1 5 10

<210> 114
Q21 11

<212> PRT
213> ANIFF)

<220>
<223> INFRS#HLEK

<400> 114

Tyr Cys Ser Gln Ser Val Ser Asn Asp Cys Phe
1 5 10

210> 115
211> 9

212> PRT
213> ANIFF3

<220>
<223> TNFIEHLEK

<400> 115

Phe Cys Val Ser Asn Asp Arg Cys Tyr
1 5

210> 116
211> 11

<212> PRT
213> AN FH
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220>
<223> TNFHs5TLEL

<400> 116

Tyr Cys Arg Lys Glu Leu Gly Gln Val Cys Tyr
1 5 10

210> 117
211> 9

<212> PRT
213> AILFF

220>
<223> TNFREHLRK

<400> 117

Tyr Cys Lys Glu Pro Gly Gln Cys Tyr
1 5

<210> 118
Q21> 9

<212> PRT
213> AILF%|

220>
<223> TNFH5HLEK

<400> 118

Tyr Cys Arg Lys Glu Met Gly Cys Tyr
1 5

210> 119
Q2> 9

212> PRT
213> ALFEF)

220>
<223> TINFH5HLEK

<400> 119

Phe Cys Arg Lys Glu Met Gly Cys Tyr
1 5

210> 120
Q211> 9

<212> PRT
213> N LF%)
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220>
<223> TNF5$LRK

<400> 120

Tyr Cys Trp Ser Gln Asn Leu Cys Tyr
1 5

210> 121
Q1> 10
<212> PRT
213> ANIFH

<220>
<223> TNFS¥HiEE

<400> 121

Tyr Cys Glu Leu Ser Gln Tyr Leu Cys Tyr
1 5 10

210> 122
211> 9

<212> PRT
213> ATIF3

220>
<223> TNFE5¥HLBK

<400> 122

Tyr Cys Trp Ser Gln Asn Tyr Cys Tyr
1 5

<210> 123
211> 9

<212> PRT
213> ANILF5

<220>
<223> TNFIEILAK

<400> 123
Tyr Cys Trp Ser Gln Tyr Leu Cys Tyr

1 5

210> 124
211> 10

<212> PRT
Q213> NLTFFH|
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<220>
<223> EPO-#53tl Bk

220>

221> misc_feature

222> (.. (1)

<223> Xaa (BIE1)ATLLRC. A. a-EHE-g-¥8 T M8kHoc.

220>

<221> misc_feature

222> (2)..(2)

<223> Xaa®[LARR. H. LEW.

<220>

221> misc_feature
222> (3)..(3)

<223> Xaa®]LLEM. FELI.

<2205

<221> misc_feature

<222> (6)..(6)

<223> XaaT] LAR20FL- B ER R 4 F A4
D-EERPHE—H.

220>

<221> misc_feature

222> (9)..(9)

<223> Xaa®JBARD. E. I. LELV.

220>
<221> misc_feature
<222>  (10).. (10

€223> XaaTW LA Ba-EE-g- M THTHoc, WREDBXaa (RIE1D) iiXaa (HLE10) ECEK

Hoc.

<400> 124

Xaa Xaa Xaa Gly Pro Xaa Thr Trp Xaa Xaa
1 5 10

<210> 125
211> 15
<212> PRT
213> AN IFF¥
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<220>
<223> CTLA4-HERIEL

<400> 125

Gly Phe Val Cys Ser Gly Ile Phe Ala Val Gly Val Gly Arg Cys
1 5 10 15

210> 126
<211> 15
<212> PRT

213> ANIR5

<220>
<223> CTLAA-HEHIEK

<400> 126

Ala Pro Gly Val Arg Leu Gly Cys Ala Val Leu Gly Arg Tyr Cys
1 5 10 15

210> 127
Q11> 27

<212> PRT
213> AIF%

<220>
<223> C3B¥HLFA

400> 127
Ile Cys Val Val Gln Asp Trp Gly His His Arg Cys Thr Ala Gly His
1 5 10 15

Met Ala Asn Leu Thr Ser His Ala Ser Ala Ile
20 25

<210> 128
211> 13
<212> PRT
213> AT K3

<220>
<223> C3B¥5HLHAY

<400> 128

Ile Cys Val Val Gln Asp Trp Gly His His Arg Cys Thr
1 5 10

<210> 129
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Q1D 11
<212> PRT
213> AIF%)

<220>
<223> C3B¥EHLF]

<400> 129

Cys Val Val Gln Asp Trp Gly His His Ala Cys
1 5 10

<210> 130
211> 6

<212> PRT
213> ANTIF%

<220>
<223> MDM/HDMILHLRK

<400> 130
Thr Phe Ser Asp Leu Trp
1 5

<210> 131
Q11> 12

<212> PRT
213> ANIFF%

<220>
<223> MDM/HDMEEHLAK

<400> 131
Gln Glu Thr Phe Ser Asp Leu Trp Lys Leu Leu Pro
1 5 10

<210> 132
211> 12

<212> PRT
213> AIF%)

<220>
<223> MDM/HDM$E iRk

<400> 132

Gln Pro Thr Phe Ser Asp Leu Trp Lys Leu Leu Pro
1 5 10

210> 133
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Q211> 12
<212> PRT
213> ANI1FF%)

<220
<223> MDM/HDMIEHIRK

<400> 133

Gln Glu Thr Phe Ser Asp Tyr Trp Lys Leu Leu Pro
1 5 10

210> 134
211> 12
<212> PRT

213> ATLF5

<220>
<223> MDM/HDM¥5$HiAK

<400> 134
Gln Pro Thr Phe Ser Asp Tyr Trp Lys Leu Leu Pro
1 5 10

<210> 135
<21 12

212> PRT
213> A3

<220>
<223> MDM/HDMFEHLEK

<400> 135
Met Pro Arg Phe Met Asp Tyr Trp Glu Gly Leu Asn
1 5 10

<210> 136
Q211> 12

<212> PRT
213> ATIF3

<220>
<223> MDM/HDMIE#HLAL

<400> 136

Val GIn Asn Phe Ile Asp Tyr Trp Thr Gln Gln Phe
1 5 10

<210> 137
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Q211> 12
<212> PRT
<213>  ANLFF%

<220>
<223> MDM/HDM#EHLAK
<400> 137

Thr Gly Pro Ala Phe Thr His Tyr Trp Ala Thr Phe
1 5 10

<210> 138
211> 15

<212> PRT
213> AIFF

<220>

<223> MDM/HDMEEHTAK

<400> 138

Ile Asp Arg Ala Pro Thr Phe Arg Asp His Trp Phe Ala Leu Val
1 5 10 15

<210> 139
211> 15

<212> PRT
213> ANILF%

<2205

<223> MDM/HDM35HTAK

<400> 139

Pro Arg Pro Ala Leu Val Phe Ala Asp Tyr Trp Glu Thr Leu Tyr
1 5 10 15

<210> 140
<211> 15

<212> PRT
213> ANTF3Y

<220>

<223> MDM/HDM#EHLEE

<400> 140

Pro Ala Phe Ser Arg Phe Trp Ser Asp Leu Ser Ala Gly Ala His
1 5 10 15

<210> 141
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211> 15
<212> PRT
213> NI

<220>
<223> MDM/HDMES$LRL

<400> 141

Pro Ala Phe Ser Arg Phe Trp Ser Lys Leu Ser Ala Gly Ala His
1 5 10 15

<210> 142
211> 10

<212> PRT
213> ATF%)

220>
<223> MDM/HDM#EHifk

<220>

<221> misc_feature
222> (2, 4, 8)..(9)
<223> Xaa = {EIEERK

<400> 142

Pro Xaa Phe Xaa Asp Tyr Trp Xaa Xaa Leu
1 5 10

210> 143
211> 12

<212> PRT
213> AL

<220>
<223> MDM/HDM#LEHUBK

<400> 143

Gln Glu Thr Phe Ser Asp Leu Trp Lys Leu Leu Pro
1 5 10

210> 144
Q1> 12

<212> PRT
213> AT

<220>
<223> MDM/HDM¥EHLRK

<400> 144
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GIn Pro Thr Phe Ser Asp Leu Trp Lys Leu Leu Pro
1 5 10

<210> 145
211> 12

<212> PRT
213> AIF3

<220>
<223> MDM/HDM#L#HiBK

<400> 145

Gln Glu Thr Phe Ser Asp Tyr Trp Lys Leu Leu Pro
1 5 10

{210> 146
211> 12

<212> PRT
213> AIXFF%

<220>
<223> MDM/HDM#5HiRL

<400> 146

Gln Pro Thr Phe Ser Asp Tyr Trp Lys Leu Leu Pro
1 5 10

<210> 147
Q211> 12

<212> PRT
213> AT R

<220>
223> EREARBIK

<400> 147

Asp Ile Thr Trp Asp Gln Leu Trp Asp Leu Met Lys
1 5 10

<210> 148
21> 12

<212> PRT
213> ANLF%

220>
223> EBEASHK

<400> 148
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Asp Ile Thr Trp Asp Glu Leu Trp Lys Ile Met Asn
1 5 10

210> 149
211> 12
<212> PRT

Q13> ALFF5

220>
223> EBEFARHE

<400> 149

Asp Tyr Thr Trp Phe Glu Leu Trp Asp Met Met Gln
1 5 10

<210> 150
Q211> 12

<212> PRT
Q13> ATIFF|

<220>
223> EHEFAFBIAK

<400> 150

Gln Ile Thr Trp Ala Gln Leu Trp Asn Met Met Lys
1 5 10

<210> 151
Q1> 12

<212> PRT
213> ANTIF3

<220>
223> EFEQHEPUE

<400> 151

Asp Met Thr Trp His Asp Leu Trp Thr Leu Met Ser
1 5 10

<210> 152
211> 12

<212> PRT
213> AT

<220>
223> EBREAEHEK

<400> 152
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Asp Tyr Ser Trp His Asp Leu Trp Glu Met Met Ser
1 5 10

<210> 153
21 12

212> PRT
213> NI

<220>
223> EEEAERK

<400> 153

Glu Ile Thr Trp Asp Gln Leu Trp Glu Val Met Asn
1 5 10

<210> 154
QI 12

<212> PRT
213> AIFF3

<220>
223> BEHREAHHK

<400> 154

His Val Ser Trp Glu Gln Leu Trp Asp Ile Met Asn
1 5 10

210> 155
211> 12
<212> PRT

213> ATIFFH

<220>
223> EBEOREHEK

<400> 155

His Ile Thr Trp Asp Gln Leu Trp Arg Ile Met Thr
1 5 10

<210> 156
211> 13

<212> PRT
213> AIFEF

220>
223> EEEAEREK

<400> 156
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Arg Asn Met Ser Trp Leu Glu Leu Trp Glu His Met Lys
1 3 10

<210> 157
211> 18

<212> PRT
Q213> ANIF%)

<220>
223> EBEEAERK

<400> 157

Ala Glu Trp Thr Trp Asp Gln Leu Trp His Val Met Asn Pro Ala Glu
1 5 10 15

Ser Gln

<210> 158
211> 14

<212> PRT
Q213> ATREF

<220>
223> EBEARMK

<400> 158

His Arg Ala Glu Trp Leu Ala Leu Trp Glu Gln Met Ser Pro
1 5 10

<210> 159
Q11> 14

<212> PRT
213> AT

<220>
223> EEHEABRK

<400> 159

Lys Lys Glu Asp Trp Leu Ala Leu Trp Arg Ile Met Ser Val
1 5 10

<210> 160
211> 11

<212> PRT
213> N LFF4)

220>
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223> EHREAKEHNK
<400> 160

Ile Thr Trp Asp Gln Leu Trp Asp Leu Met Lys
1 5 10

210> 161
211> 12
<212> PRT
213> AILRFFH

<220>
223> EHEFEAHEPEK

<400> 161

Asp Ile Thr Trp Asp Gln Leu Trp Asp Leu Met Lys
1 5 10

210> 162
211> 12

<212> PRT
213> ATFE%F)

<220>
223> BBEEFARIEK

<400> 162

Asp Ile Thr Trp Asp Gln Leu Trp Asp Leu Met Lys
1 5 10

<210> 163
21 12

<212> PRT
213> ANT.F%)

<220>
223> EHEARHUK

<400> 163

Asp Ile Thr Trp Asp Gln Leu Trp Asp Leu Met Lys
1 5 10

210> 164
Q211> 13

<212> PRT
213> ANT.JE%)

<220>
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223> HHiRE QAL
<400> 164

Ser Cys Val Lys Trp Gly Lys Lys Glu Phe Cys Gly Ser
1 5 10

<210> 165
Q11> 12

<212> PRT
213> ATF%|

220>
223> HWREERHEK

<400> 165

Ser Cys Trp Lys Tyr Trp Gly Lys Glu Cys Gly Ser
1 5 10

210> 166
211> 13

<212> PRT
213> AIFF

<220>
223> HAFARHR

<400> 166

Ser Cys Tyr Glu Trp Gly Lys Leu Arg Trp Cys Gly Ser
1 5 10

<210> 167
211> 13

<212> PRT
213> ANTLFE%)

<220>
223> HHIREOREK

<400> 167

Ser Cys Leu Arg Trp Gly Lys Trp Ser Asn Cys Gly Ser
1 5 10

<210> 168
211> 13

<212> PRT
Q213> NI FE%Y

220>

179



200510083696. X W P Z176/4977

223> HHRAEAEHK
<400> 168

Ser Cys Trp Arg Trp Gly Lys Tyr Gln Ile Cys Gly Ser
1 5 10

<210> 169
<211> 13

<212> PRT
213> AIFEF

<220>
223> HEEFEAHERK

<400> 169

Ser Cys Val Ser Trp Gly Ala Leu Lys Leu Cys Gly Ser
1 5 10

<210> 170
211> 13

<212> PRT
213> AILFE%

<220>
223> BREARHEK

<400> 170

Ser Cys Ile Arg Trp Gly Gln Asn Thr Phe Cys Gly Ser
1 5 10

210> 171
211> 13

212> PRT
213> ALFF%)

<220>
223> HSEERREHMK

<400> 171

Ser Cys Trp Gin Trp Gly Asn Leu Lys Ile Cys Gly Ser
1 5 10

210> 172
211> 13
<212> PRT

Q1Y AL

<220>
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223> HHiREAERAK
<400> 172

Ser Cys Val Arg Trp Gly Gln Leu Ser Ile Cys Gly Ser
1 5 10

<210> 173
211> 21

<212> PRT
213> AILFH

<220>
223> HBREFAFEHE

<400> 173

Leu Lys Lys Phe Asn Ala Arg Arg Lys Leu Lys Gly Ala Ile Leu Thr
1 5 10 15

Thr Met Leu Ala Lys
20

210> 174
211> 18

<212> PRT
213> AIF3|

<220>
223> $HiAEAEPLK

<400> 174

Arg Arg Trp Lys Lys Asn Phe Ile Ala Val Ser Ala Ala Asn Arg Phe
1 5 10 15

Lys Lys

210> 175
<211> 18

<212> PRT
213> ATF%Y

<220>
223> #HiFEARIK

<400> 175

Arg Lys Trp Gln Lys Thr Gly His Ala Val Arg Ala Ile Gly Arg Leu
1 5 10 15
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Ser Ser

210> 176
211> 14

<212> PRT
213> ATFF%

<220>
223> HATEAFENK

<400> 176
Ile Asn Leu Lys Ala Leu Ala Ala Leu Ala Lys Lys Ile Leu
1 5 10

210> 177
211> 18
<212> PRT
213> NI

220>
223> HREHEREHE

<400> 177
Lys Ile Trp Ser Ile Leu Ala Pro Leu Gly Thr Thr Leu Val Lys Leu
1 5 10 15

Val Ala

210> 178
211> 14

212> PRT
213> NI

<220>
223> HREAETA

<400> 178
Leu Lys Lys Leu Leu Lys Leu Leu Lys Lys Leu Leu Lys Leu
1 5 10

210> 179
211> 18
<212> PRT
213> N IUFY
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220>
223> FHAEARIAK

<400> 179

Leu Lys Trp Lys Lys Leu Leu Lys Leu Leu Lys Lys Leu Leu Lys Lys
1 5 10 15

Leu Leu

<210> 180
211> 17

<212> PRT
213> ATF5I

220>
223> HHiREARRA

<400> 180

Ala Glu Trp Pro Ser Leu Thr Glu Ile Lys Thr Leu Ser His Phe Ser
1 5 10 15

Val

<210> 181
211> 17

<212> PRT
213> ANTILF5)

<220>
223> HHiAEBEVEK

<400> 181

Ala Glu Trp Pro Ser Pro Thr Arg Val Ile Ser Thr Thr Tyr Phe Gly
1 5 10 15

Ser

<210> 182
Q211> 17

<212> PRT
Q213> ANTLFEH

<2205
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<223> HHiFEAEHL
<400> 182

Ala Glu Leu Ala His Trp Pro Pro Val Lys Thr Val Leu Arg Ser Phe
1 5 10 15

Thr

<210> 183
211> 17
<212> PRT

213> ALR%

<220
<223> HBREAHBIEL

<400> 183

Ala Glu Gly Ser Trp Leu Gln Leu Leu Asn Leu Met Lys Gln Met Asn
1 5 10 15

Asn

210> 184
Q211> 10

<212> PRT
213> AL

<220>
223> HHBREAHENK

<400> 184

Ala Glu Trp Pro Ser Leu Thr Glu Ile Lys
1 5 10

<210> 185
211> 27

<212> PRT
213> ANIFF3

<220>
223> FEWREARE S

<400> 185

Ser Thr Gly Gly Phe Asp Asp Val Tyr Asp Trp Ala Arg Gly Val Ser
1 5 10 15
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Ser Ala Leu Thr Thr Thr Leu Val Ala Thr Arg
20 25

<210> 186
Q11> 27

<212> PRT
213> ANIFF%

220>
223> HiEREASSEK

<400> 186

Ser Thr Gly Gly Phe Asp Asp Val Tyr Asp Trp Ala Arg Arg Val Ser
1 5 10 15

Ser Ala Leu Thr Thr Thr Leu Val Ala Thr Arg
20 25

<210> 187
211> 30
<212> PRT
213> AT

<220>
223> FEREOEHHK

<400> 187

Ser Arg Gly Val Asn Phe Ser Glu Trp Leu Tyr Asp Met Ser Ala Ala
1 5 10 15

Met Lys Glu Ala Ser Asn Val Phe Pro Ser Arg Arg Ser Arg
20 25 30

<210> 188
211> 30

<212> PRT
213> AZIFF%

220>
223> MEREAGSSE

<400> 188

Ser Ser Gln Asn Trp Asp Met Glu Ala Gly Val Glu Asp Leu Thr Ala
1 5 10 15
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Ala Met Leu Gly Leu Leu Ser Thr Ile His Ser Ser Ser Arg
20 25 30

<210> 189
211> 31

<212> PRT
Q213> AR5

<220>
223> HEWRELLES

<400> 189
Ser Ser Pro Ser Leu Tyr Thr Gln Phe Leu Val Asn Tyr Glu Ser Ala
1 5 10 15

Ala Thr Arg Ile Gln Asp Leu Leu Ile Ala Ser Arg Pro Ser Arg
20 25 30

<210> 190
211> 31

<212> PRT
Q213> AIFF)

<220>
223> MEREBEGE

<400> 190
Ser Ser Thr Gly Trp Val Asp Leu Leu Gly Ala Leu Gln Arg Ala Ala
1 5 10 15

Asp Ala Thr Arg Thr Ser Ile Pro Pro Ser Leu Gln Asn Ser Arg
20 25 30

<210> 191
211> 18

<212> PRT
213> N3

<220>
223> MEWEREE

<400> 191

Asp Val Tyr Thr Lys Lys Glu Leu Ile Glu Cys Ala Arg Arg Val Ser
1 5 10 15

Glu Lys
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<2105 192
<11 22
<212> PRT

213> AIFRF

<2207
<223> CABP&EL

<400> 192

Glu Lys Gly Ser Tyr Tyr Pro Gly Ser Gly Ile Ala Gln Phe His Ile
1 5 10 15

Asp Tyr Asn Asn Val Ser
20

<210> 193
Q211> 22

<212> PRT
213> AIFR%)

<220>
<223> CABPE &

<400> 193

Ser Gly Ile Ala Gln Phe His Ile Asp Tyr Asn Asn Val Ser Ser Ala
1 5 10 15

Glu Gly Trp His Val Asn
20

<210> 194
211> 34

<212> PRT
213> AT

<220>
<223> C4BPZ&fk

<400> 194

Leu Val Thr Val Glu Lys Gly Ser Tyr Tyr Pro Gly Ser Gly Ile Ala
1 5 10 15

GIn Phe His Ile Asp Tyr Asn Asn Val Ser Ser Ala Glu Gly Trp His
20 25 30
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Val Asn

210> 195
211> 14
<212> PRT

Q21 AILFF

<220>
223> C4BPA&

<400> 195
Ser Gly Ile Ala Gln Phe His Ile Asp Tyr Asn Asn Val Ser
1 5 10

210> 196
211> 17
<212> PRT
213> ANILFF)

220>
<223> UKRFEHIBK

<400> 196
Ala Glu Pro Met Pro His Ser Leu Asn Phe Ser Gln Tyr Leu Trp Tyr
1 5 10 15

Thr

210> 197
21> 17
212> PRT

213> AT

220>
<223> UKR¥EHLK

400> 197

Ala Glu His Thr Tyr Ser Ser Leu Trp Asp Thr Tyr Ser Pro Leu Ala
1 5 10 15

Phe

210> 198
211> 17
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<212> PRT
Q213> N LR

220>
<223> UKRIEHLEL

<400> 198

Ala Glu Leu Asp Leu Trp Met Arg His Tyr Pro Leu Ser Phe Ser Asn
1 5 10 15

Arg

<210> 199
Q11> 17

<212> PRT
213> ANILF%

<220>
<223> UKR¥GHLEK

<400> 199

Ala Glu Ser Ser Leu Trp Thr Arg Tyr Ala Trp Pro Ser Met Pro Ser
1 5 10 15

Tyr

<210> 200
211> 17
<212> PRT
213> ATLF%|

220>
<223> UKR¥EHLEK

<400> 200

Ala Glu Trp His Pro Gly Leu Ser Phe Gly Ser Tyr Leu Trp Ser Lys
1 5 10 15

Thr

<210> 201
211> 17

<212> PRT
213> AN L3
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<220>
<223> UKR¥EHUEK

400> 201

Ala Glu Pro Ala Leu Leu Asn Trp Ser Phe Phe Phe Asn Pro Gly Leu
1 5 10 15

His

<210> 202
Q211> 17

<212> PRT
213> ALK

<220>
<223> UKR¥SHLEK

<400> 202

Ala Glu Trp Ser Phe Tyr Asn Leu His Leu Pro Glu Pro Gln Thr Ile
1 5 10 15

Phe

<210> 203
211> 17
212> PRT

213> AIFE%)

<220>
<223> UKR¥SHLEK

<400> 203

Ala Glu Pro Leu Asp Leu Trp Ser Leu Tyr Ser Leu Pro Pro Leu Ala
1 5 10 15

Met

210> 204
211> 17
<212> PRT
213> A F4

220>
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<223> UKR{EHLEK
<400> 204

Ala Glu Pro Thr Leu Trp Gln Leu Tyr Gln Phe Pro Leu Arg Leu Ser
1 5 10 15

Gly

<210> 205
211> 17

<212> PRT
213> ATIF5

<220>
<223> UKRESHLEK

<400> 205

Ala Glu Ile Ser Phe Ser Glu Leu Met Trp Leu Arg Ser Thr Pro Ala
1 5 10 15

Phe

<210> 206
211> 17

212> PRT
213> ATFF

<220>
<223> UKR¥SHLEK

<400> 206

Ala Glu Leu Ser Glu Ala Asp Leu Trp Thr Thr Trp Phe Gly Met Gly
1 5 10 15

Ser

<210> 207
211> 17

<212> PRT
Q1 AT

<220>
<223>  UKR¥EFLEK
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<400> 207

Ala Glu Ser Ser Leu Trp Arg Ile Phe Ser Pro Ser Ala Leu Met Met
1 5 10 15

Ser

<210> 208
211> 17

212> PRT
213> ALFEF

<220>
<223> UKREHLEK

<400> 208

Ala Glu Ser Leu Pro Thr Leu Thr Ser Ile Leu Trp Gly Lys Glu Ser
1 5 10 15

Val

<210> 209
211> 17

<212> PRT
213> ATF3I

<220>
<223> UKR¥EHAK

<400> 209

Ala Glu Thr Leu Phe Met Asp Leu Trp His Asp Lys His Ile Leu Leu
1 5 10 15

Thr

<210> 210
211> 17
<212> PRT

213> NI

<220>
<223> UKR¥SHLEK

<400> 210
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Ala Glu Ile Leu Asn Phe Pro Leu Trp His Glu Pro Leu Trp Ser Thr

1

Glu

<210>
21
212>
213>

<220>
223>

<400>

5 10

211
17

PRT
ATLFr5)

UKRFEHLARL

211

15

Ala Glu Ser Gin Thr Gly Thr Leu Asn Thr Leu Phe Trp Asn Thr Leu

1

Arg

<210>
211>
<212>
213>

<220>
223>

<2205
<221>
<222>
<2235

<220>
221>
222>
<2235

<220>
221>
222>
<223>

<220>

5 10

212

9

PRT
AR5

IL- 14548k

misc_feature

1)..(
Xaaf2V. L. I. E. P. G. Y. M. T&D.

misc_feature
2)..(©
XaafY. WikF,

misc_feature
(3)..(3)
XaaF. Wagy,

193

15



200510083696. X oo P 2190/49757

221> misc_feature
222> (5)..(5)
<223> XYaaRPEE I T .

220>

<221> misc_feature
222> (D)..(N

<223> XaafS. A. VELL.

220>

<221> misc_feature
222> (8)..(8)

<223> XaafV. L. IBKE.

220>

221> misc_feature
222> (9)..(9)
<223> XaafQHEiP.

<400> 212

Xaa Xaa Xaa Gln Xaa Tyr Xaa Xaa Xaa
1 5

<210> 213
211> 21

<212> PRT
213> ANIF%)

<220
<223> IL-1¥59ikk

<400> 213

Thr Ala Asn Val Ser Ser Phe Glu Trp Thr Pro Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

210> 214
211> 18

<212> PRT
Q213> ANIF4)

220>
223> IL-1¥5HK
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<400> 214

Pro Tyr Ala Leu Pro Ile Ser

Ser Trp Thr Asp Tyr Gly Tyr Trp Gln
1 5 10 15

Gly Leu

210> 215
Q11 21
<212> PRT
Q213> AIH
<400> 215

Glu Thr Pro Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 216
211> 21

<212> PRT
213> ANILFE%

220>
<223>  IL-1¥5#HiBk

400> 216
Glu Asn Thr Tyr Ser Pro Asn Trp Ala Asp Ser Met Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

210> 217
211> 21

<212> PRT
213> ATF5

220>

223> I1L-1$5H0k

400> 217

Ser Val Gly Glu Asp His Asn Phe Trp Thr Ser Glu Tyr Trp Gln Pro
1 5 10 15
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Tyr Ala Leu Pro Leu
20

<210> 218
211> 21

<212> PRT
213> ATFF

<220>
223> IL-13&5HiRk

<400> 218

Asp Gly Tyr Asp Arg Trp Arg Gln Ser Gly Glu Arg Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 219
211> 11
<212> PRT

213> AIF%

220>
223> IL-13EHBK

<400> 219

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr
1 5 10

210> 220
211> 11

<212> PRT
213> ANIF%)

<220>
<223> IL-1%EHAK

<400> 220

Phe Glu Trp Thr Pro Gly Tyr Trp Gln His Tyr
1 5 10

<210> 221
211> 11
<212> PRT

213> A1
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220>
<223> IL-1¥$EK

<2207

221> misc_feature
<222> (10)..(10)

223> frE10, Xaa = BEH TR
<400> 221

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Xaa Tyr
1 5 10

210> 222
Q1 11

<212> PRT
213> AIF%

<220>
<223> IL-1#EHAk

220>

<221> misc_feature

222> (.. (1)

223> fE1l, EEHAENKN B

<220>

<221> misc_feature
222> (10).. (10)
<223> 4HIE10, Xaa = EHRAHTIE

<400> 222

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Xaa Tyr
1 5 10

<210> 223
Q211> 12

<212> PRT
213> ALFF%)

<220
<223> IL-1kEPihk

<220>

<221> misc_feature

<222> (11).. (11

223> fIE11, Xaa = B T4

<400> 223
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Phe Glu Trp Thr Pro Gly Trp Pro Tyr Gln Xaa Tyr
1 5 10

210> 224
211> 11

<212> PRT
213> ANTIFE%

<220>
<223> IL-1%Hikk

220>

221> misc_feature

<222> (10).. (10)

223> frE10, Xaa = BHRF T

<400> 224

Phe Ala Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 225
Q11> 11

<212> PRT
Q13> ANIFpFI

<220>
<223>  IL-1¥Hikk

220>
221> misc_feature
<222> (10).. (10)

223> fIE10, Xaa = BNFTH
<400> 225

Phe Glu Trp Ala Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 226
211> 11

<212> PRT
Q213> AIRF%

<220>
223> IL-1¥5HiRk

<220>

<221> misc_feature

<222> (10).. (10)

223> {7810, Xaa = BHERH T

<400> 226
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Phe Glu Trp Val Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

210> 227
211> 11

<212> PRT
213> ATF%

220>
223> IL-1¥5#H0Ek

<220

<221> misc_feature

<222> (10).. (10)

<223> fHIE10, Xaa = EHRFTH

<400> 227

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 228
Q211> 11

<212> PRT
213> ATFE%

<220>
223> IL-1%HiBK

<2200

<221> misc_feature

222> (1).. (D)

223> (E1, EEHENKR ZBL

<220>

<221> misc_feature

<222> (10).. (10)

223> fIE10, Xaa = BEIH T

<400> 228

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 229
211> 1

<212> PRT
213> AN LFR31

<2205
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<223> IL-1#HuBk

220>

<221> misc_feature
222> (6)..(6)
223> {1E6, Xaa 4 = "MeGly”

<220>

<221> misc_feature

<222> (10).. (10)

223> frE10, Xaa = BLEHTLE

<400> 229

Phe Glu Trp Thr Pro Xaa Trp Tyr Gln Xaa Tyr
1 5 10

<210> 230
Q211> 11

<212> PRT
213> ATF%

<220>
<223> IL-1EHiEK

220>

221> misc_feature

222> (6).. (6)

<223> {IE6, Xaa = MeGly

<220>

<221> misc_feature
<222> (10).. (10)

223> {I&10, Xaa = EIHTH
<400> 230

Phe Glu Trp Thr Pro Xaa Trp Tyr Gln Xaa Tyr
1 5 10

210> 231
211> 11

<212> PRT
213> ANLF3H

<220>
<223> IL-1¥53#iBk

<400> 231
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Phe Glu Trp Thr Pro Gly Tyr Tyr Gin Pro Tyr

1

210>
<211
212>
213>

<2205
223>

<400>

5 10

232

11

PRT
ATIF5

IL-1F5HEK
232

Phe Glu Trp Thr Pro Gly Trp Trp Gln Pro Tyr

1

<2105
211>
212>
213>

<220>
223>

<400>

5 10

233

11

PRT
ATFF5

IL- 13540k
233

Phe Glu Trp Thr Pro Asn Tyr Trp Gln Pro Tyr

1

210>
<Lin
212>
213>

220>
223>

<220>
221>
222>
223>

220>
221>
222>
<223>

<400>

5 10

234

11

PRT
AIF3

IL-155 5k

misc_feature
(5).. (5)
&S5, Xaa = 2-WRMEME

misc_feature
(10).. (10)
PrE10, Xaa = BT

234
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Phe Glu Trp Thr Xaa Val Tyr Trp Gln Xaa Tyr

1

210>
211>
212>
213>

<220>
Q23>

<220>
221>
<222>
223>

<220>
221>
222>
<223>

<400>

1

210>
211>
<212>
213>

220>

5 10

235

11

PRT
ANTIF5

IL-145$Bk

misc_feature
(5).. (5)
MBS, Xaa = 2-WRIEEE

misc_feature

(10).. (10)
PE10, Xaa = BFEH Tk
235
Phe Glu Trp Thr Xaa Gly Tyr Trp Gln Xaa Tyr
5 10
236
11
PRT
ANIF%)
IL-155 3Rk

223>

<220>
Q21>
222>
223>

<220>
221>
222>
<223>

<400>

misc_feature
6)..(®
fi8E6, Xaa = Aib

misc_feature

(10).. (10)
fIE10, Xaa = EHIFTH
236

Phe Glu Trp Thr Pro Xaa Tyr Trp Gln Xaa Tyr

I

5 10
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<210> 237
Q1> 11

<212> PRT
213> ANITFFH

220>
223> IL-1¥#AK

<2200

221> misc_feature

222> (5 )..(®)

<223> 4{I®5, Xaa = MeGly

220>

221> misc_feature

<222> (10).. (10)

223> frE10, Xaa = BRI T

<400> 237

Phe Glu Trp Thr Xaa Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 238
211> 11

212> PRT
213> ANIFF%)

220>
223> IL-1¥EHiRK

<220>

<221> misc_feature

222> (11).. (D

223> fIEB1l, ZECEKHMARE

<400> 238

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr
1 5 10

<210> 239
Q11> 11

<212> PRT
Q213> NILFH

220>
<223> IL-1¥E4BK
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220>

<221> misc_feature

<222> (11).. QD

223> fHiE11, ECKEImMARE

<400> 239

Phe Glu Trp Thr Pro Gly Tyr Trp Gln His Tyr
1 5 10

210> 240
Q1 11

<212> PRT
213> ALF%|

220>
<223> IL-1¥EHIEK

220>
<221> misc_feature
<222> (10).. (10)

223> {IE10, XaaRBEH THBRE
fIE11, ZFECRRMAEE

220>
221> misc_feature
<222> (11).. Q1)

223> frE1l, ECRHMARE
<400> 240

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Xaa Tyr
1 5 10

210> 241
211> 11

<212> PRT
Q213> AR

220>
223> IL-1REHIRK

220>
<221> misc_feature
222> (). (D

223> (rE1, (EEMAENKE LB

220>
221> misc_feature
222> (10).. (10)
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{223> FrE10, XaaRBH THBE

<220>
221> misc_feature
222> (11)..(Q11)

223> frEll, HECRRMAERE
400> 241

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Xaa Tyr
1 5 10

210> 242
211> 11
<212> PRT
213> ANIFF3

<220>
<223> IL-1#Hikk

<220>
221> misc_feature
222> (8)..(8)

223> HiES, YaaRBiEERBRE

<220>

221> misc_feature

222> (10)..(10)

223> AHrE10, XaaRBLIH THEE

<220>

<221> misc_feature

222> (11)..-(11)

223> &1, ECRWmMAEE

<400> 242

Phe Glu Trp Thr Pro Gly Trp Xaa Gln Xaa Tyr
1 5 10

210> 243
211> 11
<212> PRT
213> ANTLF3

<220>
<223> IL-1¥5¥18k
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220>

221> misc_feature

€222>  (10).. (10)

223> (IE10, XaaRBLIHR T HBE

(220>

221> misc_feature

222> (11).. (11)

223> frE1l, HECKWMARE

<400> 243

Phe Ala Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 244
Q21 11

<212> PRT
213> AR5

<220>
<223> IL-1#E#HiBk

<220>

<221> misc_feature

222> (10).. (10)

223> {rE10, XaaREXHF THREBE

<2205

<221> misc_feature
<222> (11).. Q1

<223> frEI1l, ZECREIMARE

<400> 244

Phe Glu Trp Ala Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

210> 245
211> 11

<212> PRT
213> ANTIF%)

220>
<223> IL-1¥HEK

<2205
221> misc_feature
222> (10).. (10)

223> f7E10, XaaRE I | ik
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220>

<221> misc_feature
222> (1D.. Qv
223> {IE1l, HECRWMAERE

<400> 245

Phe Glu Trp Val Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 246
QI 11

<212> PRT
213> ANIF%)

220>
223> IL-13¥5HikK

<220>

221> misc_feature

<222> (10).. (10)

223> {IE10, XaaBRBHFT ekt

220>

221> misc_feature

222> (11)..(11)

223> frE11l, ECKHWMAEE

<400> 246

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

210> 247
211> 11

<212> PRT
Q213> ANIFF%|

220>
223> IL-1H5%kk

<220>

<221> misc_feature
222> (.. (1)

223> {PrE1, ENKEZBL

220>
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221> misc_feature
<222> (10).. (10)
223> fIE10, XeaRBE MM THREE

<220>
221> misc_feature
<222> (11)..(11)

223> fiE1l, ZECRWMARE

<400> 247

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 248
Q21> 11
<212> PRT
213> ANLF%

<220>
<223> IL-1¥5HiBk

220>

<221> misc_feature

222> (6)..(6)

223> {rE6, DEEMRBE

220>

<221> misc_feature

<222> (10).. (10)

223> HIE10, XaaBRERF T RBRE

220>

<221> misc_feature

222> (11).. (11

223> fHrE11, ECREWMAEE

<400> 248

Phe Glu Trp Thr Pro Ala Trp Tyr Gln Xaa Tyr
1 5 10

<210> 249
211> 11

<212> PRT
213> N1

220>
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<223> IL-13&EHEK

220>

<221> misc_feature

<222> (6).. (6)

<223> A{rE6, XaaRUIEMBEE

<220>

<221> misc_feature

<222> (10).. (10)

<223> PIE10, XaaREBLF THRBE

<220>
<221> misc_feature
222> (11).. (1D

223> frE11, HECREBIMAER
<400> 249

Phe Glu Trp Thr Pro Xaa Trp Tyr Gln Xaa Tyr
1 5 10

<210> 250
Q11> 11

<212> PRT
213> ATIF3

<220>
<223> IL-1#E#HBE

<220>

<221> misc_feature

222> (11)..(11)

223> fHrE1l, ZCREMARE

<400> 250

Phe Glu Trp Thr Pro Gly Tyr Tyr Gln Pro Tyr
1 5 10

<210> 251
211> 11

<212> PRT
213> ATF7%

<220>
<223> IL-1¥5#ikk

220>
<221> misc_feature
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<222> (11)..{Q11)
223> frE1l, HECKmMMARE

<400> 251

Phe Glu Trp Thr Pro Gly Trp Trp Gln Pro Tyr
1 5 10

<210> 252
Q1 11

<212> PRT
Q13> AILF%

<220>
<223> IL-1H5Hikk

<220>

<221> misc_feature

<222> (11).. (11

223> {rE1l, ZHECKRMWMAER

<400> 252

Phe Glu Trp Thr Pro Asn Tyr Trp Gln Pro Tyr
1 5 10

<210> 253
211> 11
<212> PRT

213> AIF%)

<220>
223> IL-1HEHEK

<2200

<{221> misc_feature

<222> (6)..(6)

<223> AfrE6, DEEMRE

220>
<221> misc_feature
<222> (10)..(10)

223> {IE10, XaaREFRH THERBE

220>
221> misc_feature
<222> (11)..(11)

223> frE1l, ECREMARS
<400> 253

210
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Phe Glu Trp Thr Pro Val Tyr Trp Gln Xaa Tyr

1

210>
211>
212>
213

<220>
223>

<220>
Q2
222>
223>

<220>
Q21>
222>
223>

<220>
Q21>
222>
223>

<400>

Phe Glu Trp Thr Xaa Gly Tyr Trp Gln Xaa Tyr

1

<210>
- <2110
212>
213>

<2205
223>

<220>
221
222>
<223>

220>
221>
222>

5 10

254
11
PRT

ANLFF5I

IL-13EH Ak

misc_feature
(5).. (5)
FLES, Xaa2-WRIEMRE

misc_feature
(10).. (10)
FIE10, XaaRBEMHT RAE

misc_feature
(11).. (1)
fAIE11, ZECREWMANEE

254

5 10

255
11
PRT

AN LFF%

IL- 18K

misc_feature

6).. (6)
%6, Xaa = 2-WEPEME

misc_feature
(10).. (10)
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223>

<400>

V10, Xaa = BEMT L

255

Phe Glu Trp Thr Pro Xaa Tyr Trp Gln Xaa Tyr

1

210>
Q1
<2125
213>

220>
<223>

<2205
221>
<222>
223>

<220>
221>
<222>
223>

<400>

1

210>
211>
212>
213>

<220>
<223>

<400>

1

<210>
<211>
212>
213>

(10).. (10)
RIE10, Xaa = BHEHTE
256
Phe Glu Trp Thr Xaa Gly Tyr Trp Gln Xaa Tyr
5 10
257
15
PRT
AT 5
IL- 155K
257
Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr Ala Leu Pro Leu
5 10
258
11
PRT
N L%

220>
223>

5 10

256

11

PRT
ANIFF3Y

IL- 1853k

misc_feature
(5).. (5)
f18E5, Xaa = MeGly

misc_feature

IL- 154K
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<220>

221> misc_feature

222> (1).. (D

223> fHIE1l, XaaR1-BRERBE
220>

<221> misc_feature

<222> (10).. (10)

<223> 4HIE10, XaaRBAIT HRERE
<220>

221> misc_feature

<222> (11)..(QD

<223> AHIE1l, ZECKEWMAZRE

<400> 258

Xaa Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr

1 5

<210> 259

211> 11

<212> PRT

213> AILF¥|

<220>

<223> IL-1¥54ikk

<220>

<221> misc_feature

<222> (10).. (10)

223> fHIE10, XaaRBEZvH T ek
£220>

<221> misc_feature

<222> (11).. (1D

223> HrE11, HECRIFMAEE

<400> 259

Tyr Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr

1 5

<210> 260
211> 11
<212> PRT
213> A IR

213
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220>

221> misc_feature

<222> (10).. (10)

223> £iE10, XaaBRBLHK T IEBE

<220>

<221> misc_feature

<222> (11).. (11D

223> A{r'B11, FECRRMATE

<400> 260

Phe Glu Trp Val Pro Gly Tyr Tyr Gln Xaa Tyr
1 5 10

<210> 261
<211 11

<212> PRT
213> AIFH

<220>
223> IL-1H54ubk

220>

<221> misc_feature
<222> (6).. (6)

223> fE6, DEEMBE

220>

<221> misc_feature

222> (10).. (10)

223> HIE10, XaaREHATHEBE

<2200

<221> misc_feature

222> (11).. (1)

223> HIE11, HCREMAER

<400> 261

Phe Glu Trp Thr Pro Ser Tyr Tyr Gln Xaa Tyr
1 5 10

<210> 262
Q11> 11
<212> PRT
213> ANILFES
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220>
223> 1L-1¥5FUk

220>
<221> misc_feature
222> (6).. (6)

223> frE6, DEEMBRE

<2200

<221> misc_feature

<222> (10).. (10)

<223> {IE10, XaaRENFTRERE

<220>

<221> misc_feature

222> (11)..(Q11)

223> frE1l, ECRIMARE

<400> 262

Phe Glu Trp Thr Pro Asn Tyr Tyr Gln Xaa Tyr
1 5 10

<210> 263
211> 4
<212> PRT

213> ATLFR%)

<2205
223> IL-1¥5HiRK

<400> 263

Thr Lys Pro Arg
1

210> 264
211> 5

{212> PRT
213> ANIFF3

220>
223> IL-1¥5HuBk

<400> 264

Arg Lys Ser Ser Lys
1 5
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210>
211>
212>
213>

220>
223>

<400>

265

5

PRT
NI

IL-1$&$AK

265

Arg Lys Gln Asp Lys

1

210>
<Cie
212>
213>

220>
<2z

<400>

5

266

6

PRT
ATLFF

IL-135 38k

266

Asn Arg Lys Gln Asp Lys

1

<210>
<211
212>
213>

<220>
223>

<400>

1

210>
2i
212>
213>

220>
<223>

<400>

Glu Asn Arg Lys Gln Asp Lys Arg Phe

1

5

267

6

PRT
ANLFF3

IL- 135400
267

Arg Lys Gln Asp Lys Arg

5

268
9
PRT
ANTIF%)
IL- 1554k

268

5

216
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<210> 269
211> 6

<212> PRT
Q13> ANTEF

<220>
<223> IL-13¥EHiBk

<400> 269

Val Thr Lys Phe Tyr Phe
1 5

<210> 270
211> 5
<212> PRT

213> AIFH

<220>
<223> IL-13EHiEk

<400> 270

Val Thr Lys Phe Tyr
1 5

210> 271
211> 5

<212> PRT
213> ALY

<2205
<223> IL-1%HAK

<400> 271

Val Thr Asp Phe Tyr
1 5

210> 272
211> 17

<212> PRT
213> AIFH|

<220>
223>  JEX40HRHEER/ & A B IRk

<400> 272

Ser Gly Ser Gly Val Leu Lys Arg Pro Leu Pro Ile Leu Pro Val Thr
1 5 10 15
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Arg

210> 273
211> 17

<212> PRT
213> ALF%)

<220>
<223> JEXRHMFEDURK/F A EENEIRK

<400> 273

Arg Trp Leu Ser Ser Arg Pro Leu Pro Pro Leu Pro Leu Pro Pro Arg
1 5 10 15

Thr

<210> 274
211> 20

<212> PRT
213> AIFE%)

<220>
223> BX#MuHEHURK/E S EEHIEL

<400> 274

Gly Ser Gly Ser Tyr Asp Thr Leu Ala Leu Pro Ser Leu Pro Leu His
1 5 10 15

Pro Met Ser Ser
20

<210> 275
Q211> 20

<212> PRT
213> AIF%|

<2205
223> FEXARMEHURK/ & A Be Bk

<400> 275

Gly Ser Gly Ser Tyr Asp Thr Arg Ala Leu Pro Ser Leu Pro Leu His
1 5 10 15

Pro Met Ser Ser
20
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210> 276
Q11> 20
<212> PRT
213> AIFE%

<220>
223> BRI/ FE B EEHIHIRK

<400> 276

Gly Ser Gly Ser Ser Gly Val Thr Met Tyr Pro Lys Leu Pro Pro His
1 5 10 15

Trp Ser Met Ala
20

210> 277
211> 20
<212> PRT
Q213> ATLFFF

220>
223> RERHMEsHLRk/ B GRS IR

<400> 277

Gly Ser Gly Ser Ser Gly Val Arg Met Tyr Pro Lys Leu Pro Pro His
1 5 10 15

Trp Ser Met Ala
20

210> 278
211> 20

<212> PRT
213> ATIFE%)

<220>
223> RERMARFETIK/ & S M HIRk

<400> 278

Gly Ser Gly Ser Ser Ser Met Arg Met Val Pro Thr Ile Pro Gly Ser
1 5 10 15

Ala Lys His Gly
20
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210> 279
Q1 6

<212> PRT
Q13> ATEF

<220>
223> #HiHBV

<400> 279

Leu Leu Gly Arg Met Lys
1 5

<210> 280
211> 8

<212> PRT
213> ATEF

220>
<223> PiHBV

<400> 280

Ala Leu Leu Gly Arg Met Lys Gly
1 5

<210> 281
211> 6

<212> PRT
213> ANTFEF

<220>
<223> HiHBV

<400> 281
Leu Asp Pro Ala Phe Arg
1 5

<210> 282
Q1> 7

<212> PRT
Q213> AT/

220>
<223> SH3FEHIEL

<400> 282

Arg Pro Leu Pro Pro Leu Pro
1 5

220
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<210> 283
(VAR I
<212> PRT

213> ALF%H

<220>
<223> SH3EHLEL

<400> 283

Arg Glu Leu Pro Pro Leu Pro
1 5

210> 284
Q1 7

<212> PRT
213> ANTITF5

<220>
<223> SH3¥EHLRK

<400> 284

Ser Pro Leu Pro Pro Leu Pro
1 5

<210> 285
211> 7

<212> PRT
213> A3

220>
<223> SH3EHIRL

<400> 285
Gly Pro Leu Pro Pro Leu Pro

1 5

<210> 286
Q211> 7

<212> PRT
213> ATF%)

<220>
<223> SH3¥EHBL

<400> 286

Arg Pro Leu Pro Ile Pro Pro
1 5
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210> 287
Q11> 7

<212> PRT
213> ANIFF%Y

<220>
<223> SH3KEHLRK

<400> 287

Arg Pro Leu Pro Ile Pro Pro
1 5

<210> 288
Q211> 17

<212> PRT
213> AILF5

{220
<223> SH3¥EHUAK

<400> 288

Arg Arg Leu Pro Pro Thr Pro
1 5

<210> 289
Q1 1

<212> PRT
213> AIF%|

<220>
<223> SH3 LK

<400> 289
Arg Gln Leu Pro Pro Thr Pro
1 5

<210> 290
Q211> 7

<212> PRT
213> ANTIFFH

<220>
<223> SH3fEHURK

<400> 290

Arg Pro Leu Pro Ser Arg Pro
1 5
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210> 291
Q11> 1

<212> PRT
Q13> ANLFF

220>
<223> SH3HEHLAK

<400> 291

Arg Pro Leu Pro Thr Arg Pro
1 5

<210> 292
Q11> 7

<212> PRT
213> ALREF

<220>
223> SH3EHIRK

<400> 292

Ser Arg Leu Pro Pro Leu Pro
1 5

<210> 293
Q11> 7

<212> PRT
213> AR5

<220>
<223> SH3HEHIRK

<400> 293
Arg Ala Leu Pro Ser Pro Pro

1 5

210> 294
211> 7
<212> PRT

213> ANIF%

220>
<223> SH3REHUIL

400> 294

Arg Arg Leu Pro Arg Thr Pro
1 5
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210> 295
Q211> 7

<212> PRT
Q13> ANILFF

220>
<223> SH3FEHIAK

<400> 295

Arg Pro Val Pro Pro Ile Thr
1 5

<210> 296
Q11> 7

<212> PRT
213> AILFH

<220>
<223> SH3REHLRL

<400> 296

Ile Leu Ala Pro Pro Val Pro
1 5

<210> 297
211> 7

<212> PRT
213> ANTIF%

<220>
<223> SH3¥5HIRK

<400> 297

Arg Pro Leu Pro Met Leu Pro
1 5

<210> 298
211> 7
212> PRT

213> ANILF%)

<220>
<223> SH3¥EHIRL

<400> 298

Arg Pro Leu Pro Ile Leu Pro
1 5

224
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<210> 299
Q11> 7

<212> PRT
213> ANIF%

<220>
<223> SH3¥sHUAK

<400> 299

Arg Pro Leu Pro Ser Leu Pro
1 5

<210> 300
Q211> 7

<212> PRT
213> AIF3

220>
<223> SH3#EHUAK

<400> 300

Arg Pro Leu Pro Ser Leu Pro
1 5

<210> 301
Q211> 7

<212> PRT
213> AIFE%

220>
<223> SH3FEHLAK

<400> 301
Arg Pro Leu Pro Met Ile Pro
1 5

<210> 302
Qi 7

<212> PRT
213> ANTLF%

<220>
<223>  SH3IEHRK

<400> 302

Arg Pro Leu Pro Leu Ile Pro
1 5
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<210> 303
Q1> 1

<212> PRT
213> ANLF%

<220>
<223> SH3FEHLAK

<400> 303

Arg Pro Leu Pro Pro Thr Pro
1 5

<210> 304
Q11> 7

<212> PRT
213> AILF%

<220>
<223> SH3EsHIRK

<400> 304

Arg Ser Leu Pro Pro Leu Pro
1 5

<210> 305
211> 7

<212> PRT
213> ANTLFF3

<220>
<223> SH3#BEHRL

<400> 305

Arg Pro Gln Pro Pro Pro Pro
1 5

<210> 306
Q1 17

<212> PRT
213> AIF%

<220>
<223> SH3EEHUAK

<400> 306

Arg Gln Leu Pro Ile Pro Pro
1 5
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<210>
<21b
212>
213

<2207
223>

220>
221>
222>
<223>

<400>

307

12

PRT
AR5

SH3EPLAK

misc_feature

(1, 2, 3)..an
Xaa = EAEER
307

Xaa Xaa Xaa Arg Pro Leu Pro Pro Leu Pro Xaa Pro

1

<210>
2115
212>
<213>

<220>
<223>

<2205
<221>
<222>
<223>

<400>

5

308

12

PRT
NIF5I

SH3TEHURK

misc_feature
1, 2, 3, 11)..(12)
Xaa = EFIEER

308

10

Xaa Xaa Xaa Arg Pro Leu Pro Pro Ile Pro Xaa Xaa

1

<210>
<2115
<2125
213>

<220>
223>

<220>
221>
<2225
223>

<400>

5

309

12

PRT
ANTLFF5)

SH3FEBLAK

misc_feature
(1, 2, 3, 11,)..(12)
Xaa = {HAIEER

309

10

Xaa Xaa Xaa Arg Pro Leu Pro Pro Leu Pro Xaa Xaa

1

5

10
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210>
2115
212>
213>

220>
223>

<220>
Q221>
222>
223>

<400>

1

<210>
211>
<212>
213>

220>
223>

<220>
{2215
222>
223>

<400>

1

<210>
Q1
212>
213>

<220>
223>

<220>
Q20
222>
223>

310

12

PRT
ANTLFF31

SH3FEHLAK

misc_feature

2, 3, 10)..(1
Xaa = EfIEER
310
Arg Xaa Xaa Arg Pro Leu Pro Pro Leu Pro Xaa Pro
5 10
311
12
PRT
AIF5
SH3HEHLAL
misc_feature
2)..(3)
Xaa = {R{IEER
311
Arg Xaa Xaa Arg Pro Leu Pro Pro Leu Pro Pro Pro
5 10
312
12
PRT
ANTIFF5
SH3HEHLAL
misc_feature
an.. a2
Xaa = {FRIEER
312

<400>

1

Pro Pro Pro Tyr Pro Pro Pro Pro Ile Pro Xaa Xaa

5 10
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<210> 313
Q1 12

<212> PRT
213> ANIFF3

<220>
<223> SH3FEHIBK

<220>

<221> misc_feature
<222> (11)..(12)

<223> Xaa = FMEER

<400> 313

Pro Pro Pro Tyr Pro Pro Pro Pro Val Pro Xaa Xaa
1 5 10

<210> 314
211> 10
<212> PRT

213> ANIRFF

£220>
<223> SH3FEHLRK

220>

<221> misc_feature

222> (2, 3)..(®

<223> Xaa (&2, 3, 8)RAEMEER

<2205

221> misc_feature
222> 9. ®

223> Xaa (LB NREHRRERZE

<400> 314

Leu Xaa Xaa Arg Pro Leu Pro Xaa Xaa Pro
1 5 10

210> 315
211> 10
<212> PRT

213> AILFF

<220>
<223> SH3EHURK

220>
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2215
<222>
223>

<220>
2215
<222>
<223>

<400>

misc_feature
(..
FrE1, XaaRHRIRAERKRE

misc_feature
2, 3..®
frE2. 3§18, XaaRLMEER

315

Xaa Xaa Xaa Arg Pro Leu Pro Xaa Leu Pro

1

210>
211
212>
213>

<2205
223>

<220>
221>
222>
223>

<220>
221>
222>
223>

<220>
221>
(222>
223>

<400>

1

<210>
211>
212>

5 10

316

10

PRT
A5

SH3HEHLAK

misc_feature
(3).. (3
PE3, XaaR{TAEAEMBRE

misc_feature
4).. @
P84, Xaa HIEBERRE

misc_feature

9).. (9
RIEY, XaaRIEHEEREMRE
316
Pro Pro Xaa Xaa Tyr Pro Pro Pro Xaa Pro
5 10
317
11
PRT
AT P4

21
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220>
<223> SH33EHEK

<2205

<221> misc_feature
222> (1).. (1)
223> frE1, XaaRWEEERBE

<220>

<221> misc_feature

222> (4)..(4)

223> HrE4, XeaRFEHREERBE

220>

<{221> misc_feature
<222> (6).. (9

<223> fIE6H9, XaaRTAEEMBE
<400> 317

¥aa Pro Pro Xaa Pro Xaa Lys Pro Xaa Trp Leu
1 5 10

<210> 318
211> 11
<212> PRT
213> AIFF|

<220>
<223> SH3FEHLAK

220>

221> misc_feature
<222> (3, 4)..(6)
223> (B3, 46, XaaRfSREERARE

220>

221> misc_feature
222> (8)..(8)

223> fIES, XeaRWIEEERKE

220>
(221> misc_feature
<222> (10).. Q10
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223> B0, XaaR B EEBRE
400> 318

Arg Pro Xaa Xaa Pro Xaa Arg Xaa Ser Xaa Pro
1 5 10

210> 319
211> 11

<212> PRT
213> ATIFF3

<220>
<223> SH3EEHIBK

<220>

<221> misc_feature
222> (8)..(9)

223> Xaa = {ELAIEER

<400> 319

Pro Pro Val Pro Pro Arg Pro Xaa Xaa Thr Leu
1 5 10

<210> 320
211> 17

<212> PRT
213> ANTIFF

220>
<223> SH3FEHEK

220>
221> misc_feature
222> (1, 3)..(8)

223> {8 1. 316, XaaRIEKEXEMBE

400> 320

Xaa Pro Xaa Leu Pro Xaa Lys
1 5

<210> 321
211> 10
<212> PRT
213> ANTITF3

220>
€223> SH3#EHLEK

220>
221> misc_feature
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(222>
<223>

<220>
Q221
<222>
<223>

<220>
2215
222>
223>

<400>

(..M
B Xaa WM FERIRE

misc_feature
2).. (@
fE2, Xaa HHEBERKRE

misc_feature

4)..(8)
(L E4R8, XaaREMEERRE

321

Xaa Xaa Asp Xaa Pro Leu Pro Xaa Leu Pro

1

<210
21D
212>
213>

<220>
223>

220>
221>
<222>
223>

<400>

5 10

322

7

PRT
ANTFF

1t /R TR R A )

misc_feature
(2)..(3)
Xaa = {EAEER

322

Cys Xaa Xaa Arg Gly Asp Cys

1

210>
21D
212>
<213>

220>
223>

<400>

5

323
7
PRT
N L%

SRCHEHLH

323

Arg Pro Leu Pro Pro Leu Pro

1

5

233
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210> 324
211> 6

<212> PRT
213> AIFH

220>
<223> SRCHEHLHI

<400> 324

Pro Pro Val Pro Pro Arg
1 5

210> 325
Q211> 11

<212> PRT
213> ANIF3

220>
223> g CLHERE)

220>

<221> misc_feature

222> (1, 3, 5, 7, 8, 10)..(11)
<223> Xaa = LB ER

<400> 325

Xaa Phe Xaa Asp Xaa Trp Xaa Xaa Leu Xaa Xaa
1 5 10

210> 326
211> 20

<212> PRT
213> ANIF%Y

220>
223> Pl6-HRIY

<400> 326

Lys Ala Cys Arg Arg Leu Phe Gly Pro Val Asp Ser Glu Gln Leu Ser
1 5 10 15

Arg Asp Cys Asp
20

<210> 327
211> 20

<212> PRT
Q213> AN 1T
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220>
223> P16~-¥EHI

<400> 327

Arg Glu Arg Trp Asn Phe Asp Phe Val Thr Glu Thr Pro Leu Glu Gly
1 5 10 15

Asp Phe Ala Trp
20

210> 328
11> 20
212> PRT
213> AR

220>
223> P16-E#lY

400> 328

Lys Arg Arg Gln Thr Ser Met Thr Asp Phe Tyr His Ser Lys Arg Arg
1 5 10 15

Leu Ile Phe Ser
20

210> 329
<211> 20
(212> PRT
213> ALFF

<220>
223> Pl6-HEHIY

<400> 329

Thr Ser Met Thr Asp Phe Tyr His Ser Lys Arg Arg Leu Ile Phe Ser
1 5 10 15

Lys Arg Lys Pro
20

210> 330
211> 5
<212> PRT
213> AN T

220>
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<223> Ple-#inity
400> 330

Arg Arg Leu Ile Phe
1 5

<210> 331
211> 36
<212> PRT
213> AIFRF%)

<220>
<223> Pl6-HEHIY

<400> 331

Lys Arg Arg Gln Thr Ser Ala Thr Asp Phe Tyr His Ser Lys Arg Arg
1 5 10 15

Leu Ile Phe Ser Arg Gln Ile Lys Ile Trp Phe Gin Asn Arg Arg Met
20 25 30

Lys Trp Lys Lys
35

<210> 332
Q11> 24
<212> PRT

213> ANIFF%

<220>
<223> Pl6-HE{UYD

<400> 332

Lys Arg Arg Leu Ile Phe Ser Lys Arg Gln Ile Lys Ile Trp Phe Gln
1 5 10 15

Asn Arg Arg Met Lys Trp Lys Lys
20

<210> 333
211> 8

<212> PRT
213> ANILFZ)

<220>
223> iEMIEk
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<400> 333

Gly Gly Gly Lys Gly Gly Gly Gly
1 5

<210> 334
211> 8

<212> PRT
213> ATF3F

<220>
223> 4RiEA9EEL

<400> 334

Gly Gly Gly Asn Gly Ser Gly Gly
1 5

<210> 335
211> 8

<212> PRT
213> ATFE%)

<220>
223> ke

<400> 335

Gly Gly Gly Cys Gly Gly Gly Gly
1 5

210> 336
211> 5

<212> PRT
213> ANTF%

<220>
223> fRikRE:k

<400> 336

Gly Pro Asn Gly Gly
1 5

<210> 337
Q1 4

<212> PRT
Q213> ANIF%)

220>
<223> TPO-Hifldy
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<2200

221> misc_feature

222> (1).. (D)

223> FelX EHETFNAmAALEL

<400> 337

Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala
1 5 10 15

Ala Arg Ala Gly Gly Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr
20 25 30

Leu Arg Gln Trp Leu Ala Ala Arg Ala
35 40

<210> 338
Q11> 41

<212> PRT
213> ANIF3)

220>
<223> TPO-Hiil#y

<220>
<221> misc_feature
<222> (41).. (41)

223> PR EETCRIMmMA B4

<400> 338

Tle Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
20 25 30

Ala Ala Arg Ala Gly Gly Gly Gly Gly
35 40

<210> 339
Q211> 49
<212> PRT
Q213> A L4

220>
<223> EPO-##l4))

220>
221> misc_feature
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222> (1).. (D)
<223> FcRKEETNARIIMLE]L

<400> 339

Gly Gly Gly Gly Gly Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu
1 5 10 15

Thr Trp Val Cys Lys Pro Gln Gly Gly Gly Gly Gly Gly Gly Gly Thr
20 25 30

Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys Pro Gln Gly
35 40 45

Gly

<210> 340
211> 49

<212> PRT
213> ANTF%)

<220>
<223> EPO-1EA

220>

<221> misc_feature

222> (49).. (49)

223> FcX#EREFCERMMAIE 49

<400> 340

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln Gly Gly Gly Gly Gly Gly Gly Gly Thr Tyr Ser Cys His Phe
20 25 30

Gly Pro Leu Thr Trp Val Cys Lys Pro Gln Gly Gly Gly Gly Gly Gly
35 40 45

Gly

<210> 341
211> 28

<212> PRT
213> N9
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<220>
<223> TPO-AEHIBK

<400> 341

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Ile Glu
1 5 10 15

Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
20 25

210> 342
<211> 29
<212> PRT
213> ATIFF%

<220>
223> TPO-AEHLEK

<400> 342
Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Ile
1 5 10 15

Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
20 25

<210> 343
<211> 30

<212> PRT
213> ANIFFH

220>
<223> TPO-HEHIRK

<400> 343

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
20 25 30

210> 344
211> 31
<212> PRT

213> ATE%)

<2205
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<223> TPO-#&HlBE
<400> 344

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
20 25 30

<210> 345
211> 32

<212> PRT
213> ATFRFF

<220>
<223> TPO-AEHLRK

<400> 345

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
20 25 30

<210> 346
<211> 33

<212> PRT
213> ALFE%)

<220>
<223> TPO-E$IBK

<400> 346

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg
20 25 30

Ala

210> 347
2> 34

<212> PRT
QL3> ANTJFE¥)
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<220>
<223> TPO-HE$LL Ak

<400> 347

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala
20 25 30

Arg Ala

<210> 348
211> 35

<212> PRT
213> AIFF%

<220>
<223> TPO-REHURK

<400> 348

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala
20 25 30

Ala Arg Ala
35

<210> 349
211> 36

<212> PRT
213> NILF4Y

220>
<223> TPO-*¥EHIAK

<400> 349

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
20 25 30
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Ala Ala Arg Ala
35

<210> 350
Q211> 37
<212> PRT
213> AIF%

<220>
<223> TPO-HEHLfK

<400> 350

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp
20 25 30

Leu Ala Ala Arg Ala
35

<210> 351
<211> 38
<212> PRT

213> ANIFF%)

<220>
<223> TPO-HEHIEk

<400> 351
Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln
20 25 30

Trp Leu Ala Ala Arg Ala
35

210> 352
211> 42

212> PRT
213> N L%

<220>
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<223> TPO-AEHIRK

<400> 352

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro
20 25 30

Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
35 40

<210> 353
211> 32
<212> PRT

213> AIFFF)

<220>
<223> TPO-#EHIEK

<400> 353

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Pro
1 5 10 15

Asn Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
20 25 30

210> 354
211> 36
<212> PRT
213> ATF31

<220>
<223> TPO-#&EHIAK

<400> 354

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg GIn Trp Leu
20 25 30

Ala Ala Arg Ala
35
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210> 355
211> 36

<212> PRT
213> ATFFH

220>
<223> TPO-HEHRK

<400> 355

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
20 25 30

Ala Ala Arg Ala
35

<210> 356
211> 36
<212> PRT
213> AIFF5Y

<220>
<223> TPO-tE$LEL

<400> 356

ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
20 25 30

Ala Ala Arg Ala
35

210> 357
211> 36

212> PRT
213> ANTFP%)

<220>
<223> TPO-HIHAAK

<400> 357

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15
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Gly Lys Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
20 25 30

Ala Ala Arg Ala
35

<210> 358
211> 37
<212> PRT

213> AILF5Y

<220>
<223> TPO-H&RIRK

220>

<221> misc_feature

<222> (19)..(19)

<223> {IE19, Xaa = WZ®

<400> 358

Ile Glu Gly Pro Thr Leu Arg GIn Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Lys Xaa Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp
20 25 30

Leu Ala Ala Arg Ala
35

<210> 359
211> 36
<212> PRT
213> NILFF%)

220>
<223>  TPO-HLIEK

<400> 359

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Cys Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
20 25 30

Ala Ala Arg Ala
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35

210> 360
<211> 37

<212> PRT
Q213> AIFF%)

<220>
<223> TPO-HEHIBL

<220>

<221> misc_feature

222> (19)..(19)

<223> {IE19, Xaa = BZ M

<400> 360

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Lys Xaa Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp
20 25 30

Leu Ala Ala Arg Ala
35

<210> 361
211> 37
<212> PRT
213> AIFF3

<2205
<223> TPO-#EHIRK

<220>

221> misc_feature

<222> (19).. (19)

223> {1E19, Xaa = L _EE

<400> 361

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Cys Xaa Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp
20 25 30

Leu Ala Ala Arg Ala
35

247



200510083696. X W B P 2E244/497H

<210> 362
Q11> 36
{212> PRT
13> ATLFFH

<220>
<223> TPO-#EHLEL

<400> 362

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Asn Gly Ser Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
20 25 30

Ala Ala Arg Ala
35

<210> 363
211> 36
<212> PRT
213> ANIFF%

<220>
<223> TPO-HEHLEK

<400> 363

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Cys Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
20 - 25 30

Ala Ala Arg Ala
35

210> 364
21> 57

212> DNA
213> AIRF5)

220>
<223> Fc-TMP

<400> 364
adaaaaggat cctcgagatt aagcacgage agccagecac tgacgeagag tcggace 57
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210>
211>
212>
213>

220>
<223>

<400>

365
39
DNA
N 27

Fc-TMP

365

aaaggtggag gtggtggtat cgaaggtccg actctgegt

<210>
211
212>
213>

<220>
223>

<400>

366

42

DNA
ANIFF3Y

Fc-TMP

366

cagtggctgg ctgectegtge ttaatctcga ggatcetttt tt

210>
211>
212>
213>

220>
223>

<220>
221>
<2225
223>

<400>

aaa ggt gga ggt ggt ggl atc gaa ggt ccg act ctg
Lys Gly Gly Gly Gly Gly Ile Glu Gly
1 5

367

81

DNA
ATLF%

Fe-TMP

CDS
(1).. (60)

367

10

gCt gct cgt gect taatctcgag gatccttitt t
Ala Ala Arg Ala

210>
211
212>
213>

<2205
223>

20

368

20

PRT
ANIFF)

Fc-TMP

249

cgt cag tgg ctg
Pro Thr Leu Arg Gln Trp Leu

39

42

48

81
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<400> 368

Lys Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
1 5 10 15

Ala Ala Arg Ala
20

<210> 369
211> 22
<212> DNA
213> AIF%)

<220>
<223> Fc-TMP

<400> 369
aacataagta cctgtaggat cg 22

<210> 370
211> 52

<212> DNA
213> AIFF%)

<220>
<223> Fc-TMP

<400> 370
ttcgatacca ccacctccac ctttacccgg agacagggag aggctcttct gc 52

<210> 371
211> 60
<212> DNA
213> AIFF%)

<220>
<223> Fc—TMP-TMP

<400> 371
aaaggtggag gtggtggtat cgaaggtccg actctgegtic agtggetgge tgetegtget 60

<210> 372
<211> 48

<212> DNA
213> ATIF%)

<220>
<223> Fc-TMP-TMP

<400> 372
acctccacca ccagcacgag cagccagcca ctgacgecaga gtcggace 48
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210> 373
Q211> 66
<212> DNA

Q213> ATFF|

220>
<223> Fc-TMP-TMP

<400> 373
gglggtggag BigRCEECcEy aggtattgag ggceccaacce ttcgecaatg gettgcagea 60

cgcgea 66

<210> 374
Q211> 16
<212> PRT
Q213> ANIF7F

220>
<223> Fe~TMP-TMP

<400> 374

Ala Ala Ala Ala Ala Ala Ala Gly Gly Ala Thr Cys Cys Thr Cys Gly
1 5 10 15

Ala Gly Ala Thr Thr Ala Thr Gly Cys Gly Cys Gly Thr Gly Cys Thr
20 25 30

Gly Cys Ala Ala Gly Cys Cys Ala Thr Thr Gly Gly Cys Gly Ala Ala
35 40 45

Gly Gly Gly Thr Thr Gly Gly Gly Cys Cys Cys Thr Cys Ala Ala Thr
50 55 60

Ala Cys Cys Thr Cys Cys Gly Cys Cys Gly Cys Cys
65 70 75

{210> 375
211> 126
<212> DNA
213> ANTIFF%)

220>
<223> Fc-TMP-TMP

220>
221> CDS
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222> (1)..(126)
223>

400> 375

aaa ggt gga gt ggt ggt atc gaa ggt ccg act ctg cgt cag tgg ctg 48
Lys Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu

1 5 10 15

gct get cgt get ggt get gega ggt gec ggc gga ggt att gag ggc cca 96
Ala Ala Arg Ala Gly Gly Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro
20 25 30

acc ctt cgc caa tgg ctt gca gca cge gea 126
Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
35 40

<210> 376
Q1> 42

<212> PRT
213> AIF%|

<220>
<223> Fc-TMP-TMP

<400> 376
Lys Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu
1 5 10 15

Ala Ala Arg Ala Gly Gly Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro
20 25 30

Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala
35 40

<210> 377
211> 39

<212> PRT
213> ANTILF¥)

<220>
<223> TMP-TMP-Fc

<400> 377

Thr Thr Thr Thr Thr Thr Cys Ala Thr Ala Thr Gly Ala Thr Cys Gly
1 5 10 15

Ala Ala Gly Gly Thr Cys Cys Gly Ala Cys Thr Cys Thr Gly Cys Gly
20 25 30
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Thr Cys Ala Gly Thr Gly Gly
35

<210> 378
211> 48
212> PRT
Q213> AL

<220>
<223> TMP-TMP-Fc

<400> 378

Ala Gly Cys Ala Cys Gly Ala Gly Cys Ala Gly Cys Cys Ala Gly Cys
1 5 10 15

Cys Ala Cys Thr Gly Ala Cys Gly Cys Ala Gly Ala Gly Thr Cys Gly
20 25 30

Gly Ala Cys Cys Thr Thr Cys Gly Ala Thr Cys Ala Thr Ala Thr Gly
35 40 45

<210> 379
211> 45
212> DNA
Q13> ALFFI

<220>
<223> TMP-TMP-Fc

<400> 379
ctggctgete gtgctgetey aggeggtgeg gacaaaactc acaca 45

<210> 380
<211> 51

<212> DNA
Q213> AT

220>
<223> TMP-TMP-Fc

<400> 380
ctggetgete gtgetggege tggtggegga gggggtggca ttgagggeee a 51

<210> 381
211> 54
<212> DNA
213> ANLFF%)
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<220>
<223> TMP-TMP-Fc

<400> 381

aagccattgg cgaagggtitg ggecctcaat gecacccect ccgeeaccac cgee

<210> 382
<211> 54

<212> DNA
213> ANTLFF|

<220>
223> TMP-TMP-Fc

<400> 382

accctticgec aatggettge agcacgegca ggggegaggcs gteggggacaa aact

<210> 383
211> 27

<212> DNA
213> ATFK%

<220>
<223> TMP-TMP-Fc

<400> 383

cccaccgect ccecectgege gtgetge

<210> 384
<211> 189
<212> DNA
213> AIF%|

<220>
<223> TMP-TMP-Fc

<220>

<221> (DS

<222> (10).. (180)
223>

<400> 384

ttttttcat atg atc gaa ggt ccg act ctg cgt cag tgg ctg get get cgt
Met Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg

1

gCt ggc ggt ggt ggC gga ggg ggt ggc att gag ggc cca acc ctt cge
Ala Gly Gly Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg

15

caa tgg ctg gct get cgt get ggt gga gge ggt geg gac aaa act ctg
Gln Trp Leu Ala Ala Arg Ala Gly Gly Gly Gly Gly Asp Lys Thr Leu

35

54

54

27

51

99
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get get cgt get ggt gga ggc ggt gegg gac aaa actcacaca 189
Ala Ala Arg Ala Gly Gly Gly Gly Gly Asp Lys
50 55

<210> 385
211> 57
<212> PRT
213> AL

<220>
<223> TMP-TMP-Fc

<400> 385

Met I1le Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly
1 5 10 15

Gly Gly Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gin Trp
20 25 30

Leu Ala Ala Arg Ala Gly Gly Gly Gly Gly Asp Lys Thr Leu Ala Ala
35 40 45

Arg Ala Gly Gly Gly Gly Gly Asp Lys
50 55

<210> 386
211> 141
<212> DNA
213> ATLFER

<220>
<223> pAMG21

400> 386
ctaattccge tctcacctac caaacaatgc ccccctgeaa aaaataaatt catataaaaa 60

acatacagat aaccatctgec ggtgataaat tatctctgge ggtgttgaca taaataccac 120
tggcggigat actgageaca t 141
210> 387

211> 5%

212> DNA

Q213> ANUFY|

220>
<223> pAMG21
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<400> 387

cgatttgatt ctagaaggag gaataacata tggttaacge gttggaattic ggtac

<210>
Q21
212>
213>

388
872
DNA

<2205
<223>

<400> 388
ttattttegt

gttagatatt
gataatatat
gccttaaage
cagacaagat
taaatgctta
gcecttecaat
tagaagtgag
gcttagaacc
tgattctgea
gccaagettt
tgatttctge
tagcggtcag
gagttgttce

atagactagt

<210>
<2115
212>
213>

389

DNA

<220>

223>

<400> 389

1197

ALFF5Y

GM221

gcgrecgeac
tatceettge
gagcacaaaa
aatttatgaa
geggatgegs
taacgccgea
cgccagagaa
tatgagtacc
tttaccaaag
ttctggettg
cctgacggaa
atagccagac
gtgtttttac
gitgtgggga

ggatccacta

NLFF5)

GM221

cattatcacc
ggtgatagat
aagaaaccat
aaaaagaaaa
cagtcaggcg
ttgcttacaa
tctacgagat
ctgtttitte
gtgatgegga
aggtigaagg
tgttaattct
ttgegegtea
aaccactaaa
aagttatcge

gtgtttctge

gccagaggta

tgagcacatc
taacacaaga
atgaacttgg
ttggtgettt
aaattctcaa
gtatgaageg
tcatgttcag
gagatgggta
taattccatg
cgttgaccet
tgagtttacce
cccacagtac
tagtcagtgg

cc

aactagtcaa
gatttgattc
gcagcttgag
cttatcccag
atttaatggc
agttagegtt
gttagtatge
gcagggatgt
agcacaacca
accgcaccaa
gagcaggctg
ttcaagaaac
ccaatgatcc

cctgaagaga

cacgcacggt
tagaaggagg
gacgcacgtc
gaatctgtcg
atcaatgcat
gaagaattta
ageegtcact
tctcacctaa
aaaaagccag
caggctccaa
ttgagccagg
tgatcaggga
catgcaatga

cgtttggetg

ggcggaaacc gacgtccatc gaatggtgeca aaacctttcg cggtatggea tgatagcgcee

cggaagagag tcaattcagg gtggtgaatg tgaaaccagt aacgttatac gatgtcgcag
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agtatgccgg tgtctcttat cagaccgttt cccgegtggt gaaccaggece agecacgttt 180
ctgcgaaaac gegggaaaaa gtcgaagegg cgatggegga gotgaattac attcccaacce 240
gcgtggcaca acaactggeg ggcaaacagt cgetcctgat tggegttgee acctccagte 300
tggeectgea cgegeegteg caaattgteg cggegattaa atctcgegec gatcaactgg 360
gtgccagegt ggtggtgteg atggtagaac gaageggegt cgaagectgt aaageggegg 420
tgcacaatct tctegegeaa cgegtcagtg ggcigatcat taactatccg ctggatgace 480
aggatgccat tgetgtggaa getgectgea ctaatgttce ggegttattt cttgatgtet 540
ctgaccagac acccatcaac agtattattt tctcccatga agacggtacg cgactggeeg 600
tggagcatct ggtcgecattg ggtcaccage aaatcgeget gttageggge ccattaagtt 660
ctgtctegge gegtetgegt ctggetgget ggecataaata tctcactcge aatcaaatte 720
agccgatagc ggaacgggaa ggegactgga gtgcecatgte cggttttcaa caaaccatge 780
aaatgctgaa tgagggcatc gttcccactg cgatgetggt tgccaacgat cagatggege 840
tgggcgcaat gegegecatt accgagtceg ggetgegegt tggtgcggat atcteggtag 900
tgggatacga cgataccgaa gacagctcat gttatatccc gecgttaacc accatcaaac 960
aggattticg cctgetgggg caaaccageg tggaccgett getgecaactc tctcagggee 1020
aggcggtgaa gggcaatcag ctgttgeeeg tctcactggt gaaaagaaaa accacccetgg 1080
cgcccaatac gecaaaccgec tctceecgeg cgtiggeega ttcattaatg cagetggeac 1140
gacaggtttc ccgactggaa agcggacagt aaggtaccat aggatccagg cacagga 1197
<210> 390
<211> 61
<212> DNA
213> ANILF%Y
<2202
<223> Fc~EMP
<400> 390
tatgaaaggt ggaggtggty gtggaggtac ttactecttge cacttcggee cgetgacttg 60
g 61
<210> 391
Qi 72
<212> DNA
213> AN LF%)
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<220>
<223> Fc-EMP

<400> 391
cggtttgcaa acccaagtca gcgggecgaa gtggceaagag taagtacctc caccaccacce 60

tccaccttte at 72

<210> 392
<211> 57

<212> DNA
213> ANLFFF)

<220>
<223> Fc-EMP

<400> 392
gtttgcaaac cgcagggtgg CEECERCERC ggcggteggta cetattectg tcatttt 57

<210> 393
211> 60

<212> DNA
213> AIFF)

<220>
<223> Fc-EMP

<400> 393
ccaggtcagc gggccaaaat gacaggaata ggtaccaccg CCgCCBCCgC cgecaccetg 60

<210> 394
<211> 118
<212> DNA
213> ANILF%|

<220>
<223> Fc-EMP

<220>

<221> CDS

222> (2)..(118)
<223>

<400> 394

t atg aaa ggt gga ggt ggt ggt gga ggt act tac tct tge cac ttc gge 49
Met Lys Gly Gly Gly Gly Gly Gly Gly Thr Tyr Ser Cys His Phe Gly
1 5 10 15

ccg ctg act tgg gtt tgc aaa ccg cag ggt ggC ggC ggc ggc ggc get 97

Pro Leu Thr Trp Val Cys Lys Pro Gln Gly Gly Gly Gly Gly Gly Gly
20 25 30
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ggt acc tat tcc tgt cat ttt 118
Gly Thr Tyr Ser Cys His Phe
35

<210> 395
211> 39

<212> PRT
213> ANIFEF

<220>
<223> Fc-EMP

<400> 395

Met Lys Gly Gly Gly Gly Gly Gly Gly Thr Tyr Ser Cys His Phe Gly
1 5 10 15

Pro Leu Thr Trp Val Cys Lys Pro Gln Gly Gly Gly Gly Gly Gly Gly
20 25 30

Gly Thr Tyr Ser Cys His Phe
35

<210> 396
211> 61

<212> DNA
213> ANLFF|

<220>
<223> Fc-EMP

<400> 396
gcagaagagc ctctccctgt ctecgggtaa aggtggaggt ggtggtggag gtacttacte 60

t ' 61

<210> 397
Q211> 40
<212> DNA
213> ANTF%

<220>
<223> Fc-EMP

<400> 397
Ctaattggat ccacgagatt aaccaccctyg cggtttgeaa 40

210> 398
211> 18
212> PRT
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213> NI

<220>
(223> Fc-EMP

<400> 398

Gly Glu Arg Trp Cys Phe Asp Gly Pro Leu Thr Trp Val Cys Gly Glu
1 5 10 15

Glu Ser

<210> 399
211> 61
<212> DNA
213> ANIF5

{220>
<223> Fc-EMP

<400> 399
agagtaagta cctccaccac cacctccacce tttacccgga gacagggaga ggetettetg 60

c 61

<210> 400
211> 61

<212> DNA
213> ANILF3)

220>
<223> EMP-Fc

<400> 400
ggeceecgetga cctgggtatg taageccacaa ggeggetgegeg gaggeggegg gtaatetega 60

g 61

<210> 401
<211> 50
<212> DNA
213> NI ¥

<220>
223> EMP-Fc

<400> 401
gatcctcgag attaccccec geetccecceca ccceecttgtg gettacatac 50

210> 402
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211> 118
<212> DNA
213> ANILFE3

<2205
<223> EMP-Fc

<220>

221> (DS

222> (1)..(108)
<223>

400> 402

gtt tgc aaa ccg cag ggt ggC ggC ggC ggc ggc ggt ggt acc tat tce 48
Val Cys Lys Pro Gln Gly Gly Gly Gly Gly Gly Gly Gly Thr Tyr Ser

1 5 10 15

tgt cat ttt ggc ccg ctg acc tgg gta tgt aag cca caa ggg gegt 888 96
Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys Pro Gin Gly Gly Gly
20 25 30

gga ggc ggg 8gEg taatctcgag 118
Gly Gly Gly Gly
35

<210> 403
211> 36

<212> PRT
213> AIFF)

220>
{223> EMP-Fc

400> 403

Val Cys Lys Pro Gln Gly Gly Gly Gly Gly Gly Gly Gly Thr Tyr Ser
1 5 10 15

Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys Pro Gln Gly Gly Gly
20 25 30

Gly Gly Gly Gly
35

210> 404
211> 39

<212> DNA
213> AT

<220>
223> EMP-Fc
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400> 404
ttatttcata tgaaaggtgg taactattcc tgtcatttt 39

<210> 405
211> 43
<212> DNA
Q213> ANIFF

<220>
<223> EMP-Fc

<400> 405
tggacatgtg tgagttttgt ccccccegee tecceccaccee cct 43

<210> 406
211> 43
<212> DNA
213> AIF%)

<220>
<223> EMP-Fc

<400> 406
aggegetegE ggageceege gegacaaaac tcacacatgt cca 43

210> 407
211> 20

<212> DNA
213> ANIFF3)

<220>
<223> EMP-Fc

<400> 407
gttattgctc ageggtggea 20

<210> 408
211> 60
<212> DNA
213> AIF%

<220>
<223> EMP-EMP-Fc

<400> 408
ttttttatcg atttgattct agatttgagt tttaactttt agaaggagga ataaaatatg 60

210> 409
211> 41
<212> DNA
213> N LR
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{220>
223>

<400>

EMP-EMP-Fc

409

taaaagttaa aactcaaatc tagaatcaaa tcgataaaza a

<210>
Q1
<212>
213>

<220>
<223>

<400>

410

51

DNA
AT

EMP-EMP-Fc

410

ggaggtactt actcttgeca cttcggeeccg ctgacttggg tttgcaaacc g

<210>
Q1D
212>
213>

<220>
223>

<400>

411

§5

DNA
AT

EMP-EMP-Fc

411

agtcagcggg ccgaagtggc aagagtaagt acctcccata ttttattcet cctte

210>
<21
212>
213>

<220>
223

<400>

412

60

DNA
ALF5

EMP-EMP-Fc

412

caggetggce gCcggeggcge cggtggtace tattectgic attttggeec getgacctgg

210>
211>
212>
<213

<220>
223>

<400>

413

60

DNA
NP5

EMP-EMP-Fc

413

aaaatgacag gaataggtac caccgccgee gecgeegeca ccctgeggtt tgeaaacecea
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210> 414
211> 57

<212> DNA
213> ATFEY

<220>
<223> EMP-EMP-Fc

<400> 414
gtatgtaagc cacaagggge tEERERageC ggggELgaca aaactcacac atgicca 57

<210> 415
211> 60

<212> DNA
213> AIF3

<220>
<223> EMP-EMP-Fc

400> 415
agttttgtce cceccgecte ceccaccece ttgtggciia catacccagg tcagegggec 60

210> 416
211> 228
<212> DNA
213> ATIFH

<220>
<223> EMP-EMP-Fc

220>

221> DS

<222> (58).. (228)
<223>

<400> 416
ttttttatcg atttgattct agattigagt tttaactttt agaaggagga ataaaat 57

atg gga ggt act tac tct tge cac ttc ggce ccg ctg act tgg gtt tge 105
Met Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys
1 5 10 15

aaa ccg cag ggt ggc ggc ggC ggC ggc ggt gEt acc tat tce tgt cat 153
Lys Pro Gln Gly Gly Gly Gly Gly Gly Gly Gly Thr Tyr Ser Cys His
20 25 30

ttt gge ccg ctg acc tgg gta tgt aag cca caa ggg gl g8g gga gec 201
Phe Gly Pro Leu Thr Trp Val Cys Lys Pro Gln Gly Gly Gly Gly Gly
35 40 45

ggg ggg gac aasa act cac aca tgt cca 298
Gly Gly Asp Lys Thr His Thr Cys Pro
50 55
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210> 417
211> 57

<212> PRT
213> ANIFF3)

<220>
<223> EMP-EMP-Fc

<400> 417

Met Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys
1 5 10 15

Lys Pro Gln Gly Gly Gly Gly Gly Gly Gly Gly Thr Tyr Ser Cys His
20 25 30

Phe Gly Pro Leu Thr Trp Val Cys Lys Pro Gln Gly Gly Gly Gly Gly
35 40 45

Gly Gly Asp Lys Thr His Thr Cys Pro
50 55

<210> 418
211> 40
<212> DNA

213> AILFF%)

<220>
<223> Fc-EMP-EMP

<400> 418
ctaattggat cctcgagatt aacccccttg tggcttacat 40

210> 419
211> 16

<212> PRT
213> AT

<220>
<223> EPO-#&#0lfik

220>

<221> misc_feature

222> (1, 3, 4, 5, 6, 9, 12, 13, 14, 15, 16)
Q%)X%(&ELB‘LS\&Q\M\H&l%lﬁM@ﬂﬂ%%ﬁbﬁ%@*%&~
Fh

220>
221> misc_feature
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<222> (5)..(5)
<223> Xaa®W LL&ZR. H. LEkw

220>

<221> misc_feature
<222> (6)..(6)

<223> Xaa®[PA&M. FEI

<220>

<221> misc_feature

222> (12)..(12)

<223> Xaa®JLARD. E. I. LERV

<220>
<221> misc_feature
<222> (13)..(13)

<223> Xaa®JBLRC. A, a—8(E-y-¥E T #akHoc
<400> 419

Xaa Tyr Xaa Xaa Xaa Xaa Gly Pro Xaa Thr Trp Xaa Xaa Xaa Xaa Xaa
1 5 10 15

<210> 420
211> 16

<212> PRT
213> ANIFFF)

<220>
<223> EPO-HEHLAK

<220>

221> misc_feature

222> (1, 3, 5, 6, 9, 12, 14, 15)..(16)
223> Xaa = FAEEMBE

<400> 420

Xaa Tyr Xaa Cys Xaa Xaa Gly Pro Xaa Thr Trp Xaa Cys Xaa Xaa Xaa
1 5 10 15

<210> 421
211> 10
<212> PRT
213> ANIF¥)

<220>
<223> EPO-#EHIfk
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<220>

<221> misc_feature

222> (2)..(2)

<223> Xaa®]LAAZR. H. LBEW

<220>

<221> misc_feature
222> (3)..(3)

<223> XaawWLIE#M. FEKI

<220>
<221> misc_feature

<222> (6).. ()

223> XeaBHM Hbi% B 2008 RIS MIL-EE R T (F B AD- SR M AE—Fb

<220>

<221> misc_feature

<222> (9).. (9)

<223> Xaa®WJLARD. E. I. LBRV.

<400> 421

Cys Xaa Xaa Gly Pro Xaa Thr Trp Xaa Cys
1 5 10

<210> 422
211> 19

<212> PRT
213> AL

<220>
<223> EPO-##lAk

<400> 422

Gly Gly Thr Tyr Ser Cys His Gly Pro Leu Thr Trp Val Cys Lys Pro
1 5 10 15

Gln Gly Gly

<210> 423
211> 19

<212> PRT
213> ANTF%Y
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220>
<223> EPO-#Lik

400> 423

Val Gly Asn Tyr Met Ala His Met Gly Pro Ile Thr Trp Val Cys Arg
1 5 10 15

Pro Gly Gly

<210> 424
211> 18

<212> PRT
213> ALF%

<220>
<223> EPO-HERIL

<400> 424
Gly Gly Pro His His Val Tyr Ala Cys Arg Met Gly Pro Leu Thr Trp
1 5 10 15

Ile Cys

<210> 425
211> 18
<212> PRT
213> ANTIF%|

<220>
<223> EPO-HifLlik

<400> 425

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln

210> 426
211> 20
<212> PRT

213> ANTF¥)

<220>
<223> EPO-#i#l Bk
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<400> 426

Gly Gly Leu Tyr Ala Cys His Met Gly Pro Met Thr Trp Val Cys Gln
1 5 10 15

Pro Leu Arg Gly
20

<210>
211>
212>
213>

427

22

PRT
ATFF5Y

<220>
<223> EPO-#EHIAk

<400> 427
Thr Ile Ala Gln Tyr Ile Cys Tyr Met Gly Pro Glu Thr Trp Glu Cys
1 5 10 15

Arg Pro Ser Pro Lys Ala
20

<210>
211>
212>
213>

428

13

PRT
AR5

<220>
<223> EPO-#EHIAk

<400> 428
Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10

210>
211>
212>
213>

429

11

PRT
ALF5

<220>

<223> EPO-#&#il ik

<400> 429

Tyr Cys His Phe Gly Pro Leu Thr Trp Val Cys
1 5 10
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<210> 430
211> 17

<212> PRT
213> ANIF5

<2205
<223> UKRIEHLRK

<400> 430

Ala Glu Pro Val Tyr Gln Tyr Glu Leu Asp Ser Tyr Leu Arg Ser Tyr
1 5 10 15

Tyr

210> 431
Q11> 17

<212> PRT
213> AIFF3

220>
<223> UKR¥SHLEL

<400> 431

Ala Glu Leu Asp Leu Ser Thr Phe Tyr Asp Ile Gln Tyr Leu Leu Arg
1 5 10 15

Thr

<210> 432
211> 17

<212> PRT
Q213> NI

<220>
<223> UKR3¥LEHUAK

<400> 432

Ala Glu Phe Phe Lys Leu Gly Pro Asn Gly Tyr Val Tyr Leu His Ser
1 5 10 15

Ala

210> 433
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<21
212>
213>

11
PRT
NIFF3

220>
<223> UKRIFHLAK
220>
221>
222>
223>

misc_feature
(4, 5)..(6)
Xaa = EMEER

<400> 433
Phe Lys Leu Xaa Xaa Xaa Gly Tyr Val Tyr Leu
1 5 10

<210>
QI
<212>
213>

434
17

PRT
A3

220>
<223> UKR¥EHLEK

<400> 434
Ala Glu Ser Thr Tyr His His Leu Ser Leu Gly Tyr Met Tyr Thr Leu
1 5 10 15

Asn

210>
211>
212>
213>

435
11

PRT
ANTIF3

<220>
<223> UKR¥HLAK
<220>
Q21>
222>
<223>

misc_feature
(3, 5)..(6)
Xaa = FAEIER

<400> 435

Tyr His Xaa Leu Xaa Xaa Gly Tyr Met Tyr Thr
1 5 10

<210> 436
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Q211> 6
<212> PRT
Q213> ALK

<220>
223> FERMMETM/ & aREMEIRK

<400> 436

Arg Asn Arg Gln Lys Thr
1 5

<210> 437
211> 4
<212> PRT
213> AL

220>
223> FEK4ARRFEHURL/ & A RHDSIRK

400> 437

Arg Asn Arg Gln
1

<210> 438
211> 5
<212> PRT

213> ALF%)

220>
223> RER4BRREEHER/E BB IEHIRL

<400> 438
Arg Asn Arg Gln Lys
1 5

<210> 439
211> 5
<212> PRT
213> ANIFF%)

<220>
223> MERAMRFEHLIL/ E OB MEIEK

<400> 439

Asn Arg Gln Lys Thr
1 5

210> 440
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Q211> 4
<212> PRT
213> AT F5)

<220>
223> REXREBRFEHIRL/ & BB SHIRK

<400> 440

Arg Gln Lys Thr
1

<210> 441
Q211> 7

<212> PRT
213> ANIF%)

220>
223> BEEAQ4L4S

220>

<221> misc_feature
222> (2, 5)..(D)
<223> Xaa = H{TEER

<400> 441

Arg Xaa Glu Thr Xaa Trp Xaa
1 5

<210> 442
Q1 7

<212> PRT
213> ANIFF

<220>
223> BEEA4E

<220>
<221> misc_feature
222> (2, 5).. (D
<223> Xaa = {EEER

<400> 442

Arg Xaa Glu Thr Xaa Trp Xaa
1 5

<210> 443
Q11> 5

212> PRT
213> NI FF3Y
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<2205
223>

<220>
221>
<222>
223>

<400>

Arg Gly Asp Gly Xaa
1

<210>
211>
<212>
213

<220>
<223>

220>
221>
222>
<223>

<400>

BEREOSEMK

misc_feature
(5)
Xaa = EFEER

443

5

444
7

PRT
AR5

BEREAS S

misc_feature
(6).. (6)
Xaa = {EEZER

444

Cys Arg Gly Asp Gly Xaa Cys

1

<210>
<211>
212>
<213>

<220>
<223>

<220>
221>
222>
223>

<400>

1

<2105
211>
212>
213>

445
Cys Xaa Xaa Xaa Arg Leu Asp Xaa Xaa Xaa Xaa Xaa Xaa Xaa Cys
5 10
446
9
PRT
ANLF5

5

445
15

PRT
ALF3)

BEREOSSHK

misc_feature
(2, 3, 4, 8 9, 10, 11, 12, 13).. (14)
Xaa = fEEER
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<220>
223> BBEAZS

<400> 446

Cys Ala Arg Arg Leu Asp Ala Pro Cys
1 5

210> 447
QI 9

<212> PRT
213> AIFF

<220>
223> BEEALZS

<400> 447

Cys Pro Ser Arg Leu Asp Ser Pro Cys
1 5

<210> 448
211> 9

<212> PRT
Q213> ATLRE%

<220>
223> BEEARLZS

220>

<221> misc_feature

222> (1, 2, 3, 7, 8)..(9)
223> XaaBEBB LM —ERiLiE

<220

<221> misc_feature
222> (2)..(5)

223> T1. S ERBBER— I FUBII 515/ R EMNE LS BN LR
<400> 448

Xaa Xaa Xaa Arg Gly Asp Xaa Xaa Xaa
1 5

210> 449
Q1> 9
<212> PRT

Q213> ANTFEF

220>
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223> EEEBSEK

220>

<221> misc_feature
Q222> (2)..(8)

<223> Xaa = HEMHEER

<400> 449

Cys Xaa Cys Arg Gly Asp Cys Xaa Cys
1 5

<210> 450
Q11> 9

<212> PRT
213> ATLF%)

<220>
223> BBRERSS

<400> 450

Cys Asp Cys Arg Gly Asp Cys Phe Cys
1 5

<210> 451
Q1 9

<212> PRT
Q13> NI 3

<220>
223> EREAR4ES

<400> 451

Cys Asp Cys Arg Gly Asp Cys Leu Cys
1 5

<210> 452
211> 9

<212> PRT
213> AIFF%Y

220>
223> BBEA4LSE

<400> 452

Cys Leu Cys Arg Gly Asp Cys Ile Cys
1 5

<210> 453
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<211>
212>
213>

<220>
<223>

<220>
221>
<222>
223>

<400>

1

<210>
<21
212>
<213>

<220>

8
PRT

NIF%|

BEEOGE

misc_feature
(1, 2, 5, 6, 7..(8)

Xaa = EMEER
453
Xaa Xaa Asp Asp Xaa Xaa Xaa Xaa
5
454
10
PRT
ANIFE%
BBEOSS

<223>

<220>
221>
222>
223>

<400>

1

<2105
211>
<212>
213

<220>
<223>

<400>

1

AL
211>
212>

misc_feature
(1, 2, 3, 6, 7, 8 9)..Q0)

Xaa = [ EEM
454
Xaa Xaa Xaa Asp Asp Xaa Xaa Xaa Xaa Xaa
5
455
8
PRT
ANIF5
BREOASGS
455
Cys Trp Asp Asp Gly Trp Leu Cys
5
456
9
PRT
N LF%

213>
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<220> _
223> EEBEBAEEK

<400> 456

Cys Trp Asp Asp Leu Trp Trp Leu Cys
1 5

<210> 457
211> 8

<212> PRT
213> ANTIFF3)

<220>
223> BBEA4S

<400> 457

Cys Trp Asp Asp Gly Leu Met Cys
1 5

<210> 458
211> 8

<212> PRT
213> ANTIFF%

€220>
223> BREAY%E

400> 458

Cys Trp Asp Asp Gly Trp Met Cys
1 5

<210> 459
211> 9

<212> PRT
213> ANIF%)

<220>
223> EBREASS

<400> 459

Cys Ser Trp Asp Asp Gly Trp Leu Cys
1 5

<210> 460
211> 9

<212> PRT
Q213> ANTF%)
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<2207 A
223> BBERS S

<400> 460

Cys Pro Asp Asp Leu Trp Trp Leu Cys
1 5

210> 461
QI 12

<212> PRT
213> AT

220>
<223> EPO-AHlBk

220>

<221> misc_feature

222> (2)..(8)

<223> Xaafl LA R20ML-EEM T T —F

<2205

<221> misc_feature

<222> (3).. (1)

<223> Xaa®BARC. A, a~EHE-yv-8 T BakHoc

<2200

221> misc_feature

222> (4).. &)

<223> XaaRJLARR. H. LELW

220>

<221> misc_feature

222> (5).. (5)

<223> XaaW LARM. FE(I; Xaa

<220>

<221> misc_feature

222> (11).. (11

<223> XaaRJLARD. E. I. LELV

220>
<221> misc_feature
222> (12).. (12)

<223> Xaa®JLLRC. A, a~FE-y-W | BRulHoc; IR HEXaa (75 3iK12) £CHoc.
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<400> 461

Tyr Xaa Xaa Xaa Xaa Gly Pro Xaa Thr Trp Xaa Xaa
1 5 10

210> 462
211 18
<212> PRT
213> ALF5

220>
223> EEFAREDK

<400> 462
Cys Gln Asn Arg Tyr Thr Asp Leu Val Ala Ile Gln Asn Lys Asn Glu
1 5 10 15

<210> 463
211> 17

212> PRT
21 ALFH

220>
Q23> EEEFEARENK

<400> 463

Ala Glu Asn Trp Ala Asp Asn Glu Pro Asn Asn Lys Arg Asn Asn Glu
1 5 10 15

Asp

210> 464
211> 19

<212> PRT
Q13> ANIF3

<220>

223> EHEEOHEHK

<400> 464

Arg Lys Asn Asn Lys Thr Trp Thr Trp Val Gly Thr Lys Lys Ala Leu
1 5 10 15

Thr Asn Glu
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<210> 465
Q211> 13

{212> PRT
213> AIFE#H

<220>
223> “EREARBREK

<400> 465

Lys Lys Ala Leu Thr Asn Glu Ala Glu Asn Trp Ala Asp
1 5 10

<210> 466
211> 16
<212> PRT
213> ATLF%

<220>
223> #®BHEAKDEK

<2207

<221> misc_feature
222> (3)..(15)

<223> Xaa = {LfIEEMR

<400> 466

Cys Gln Xaa Arg Tyr Thr Asp Leu Val Ala Ile Gln Asn Lys Xaa Glu
1 5 10 15

<210> 467
211> 19
<212> PRT
213> AILFH)

<220>
223> EFREARKPUKL

220>

<221> misc_feature

<222> (3, 5, 6, 13)..(15)
<223> Xaa = EUEER

<400> 467

Arg Lys Xaa Asn Xaa Xaa Trp Thr Trp Val Gly Thr Xaa Lys Xaa Leu
1 5 10 15

Thr Glu Glu
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<210> 468
211> 17

<212> PRT
213> ANIFF%Y

<220>
223> EEEAREHK

<220>

<221> misc_feature
<222> (13)..(15)

<223> Xaa = {EEER

<400> 468

Ala Glu Asn Trp Ala Asp Gly Glu Pro Asn Asn Lys Xaa Asn Xaa Glu
1 5 10 15

Asp

<210> 469
<211> 16

<212> PRT
213> AILF%

220>
223> BEEEFHREDK

<220>

<221> misc_feature
222> (2, 3, 4, 7T)..(15)
<223> Xaa = FMEER

<400> 469

Cys Xaa Xaa Xaa Tyr Thr Xaa Leu Val Ala Ile Gln Asn Lys Xaa Glu
1 5 10 15

<210> 470
211> 19

<212> PRT
213> ATF3)

<220>
223> EBEAEHK

220>

<221> misc_feature

222> (3, 4, 5, 6, 8, 13, 15)..(18)
<223> Xaa = EAEEE
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<400> 470

Arg Lys Xaa Xaa Xaa Xaa Trp Xaa Trp Val Gly Thr Xaa Lys Xaa Leu
1 5 10 15

Thr Xaa Glu

210> 471
211> 16
<212> PRT
213> AIF%)

<220
223> EEEARKREK

<220>

<221> misc_feature

222> (2, 5, 6, 7, 12, 13)..(14)
<223> Xaa = {E{AEEM

<400> 471

Ala Xaa Asn Trp Xaa Xaa Xaa Glu Pro Asn Asn Xaa Xaa Xaa Glu Asp
1 5 10 15

<210> 472
211> 13

<212> PRT
213> ALF%

<220>
223> EHEERFEDK

<220>

<221> misc_feature

222> (1, 3, 6, 9, 12)..(13)
<223> Xaa = {EAIEEM

<400> 472

Xaa Lys Xaa Lys Thr Xaa Glu Ala Xaa Asn Trp Xaa Xaa
1 5 10

<210> 473
211> 12
212> PRT
QL3> ANLF3F

<220>
223> fRAEKEHEMHIFERCORTISTATIN BELRK
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<220.

<221, misc_feature

222> (1.. Q)

(223> XaaRAsp-Arg-Met-Pro—Cys, Arg-Met-Pro-Cys, Met-Pro-Cys, Pro-Cys
aCys

<2200

<221> misc_feature
222> (2)..(2)
<223> XaafArgdELys

<220>

<221> misc_feature
<222> (10).. (10)
<223> XaafSer®Thr

220>

<221> misc_feature
222> (12)..(12)

<223> Xaa®Cys-Lys&(Cys

<400> 473

Xaa Xaa Asn Phe Phe Trp Lys Thr Phe Xaa Ser Xaa
1 5 10

<210> 474
211> 17
<212> PRT
213> ANTLF%)

<220>
223> {RAEKEEMHEIFECORTISTATIN BLRUAK

400> 474

Asp Arg Met Pro Cys Arg Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys
1 5 10 15

Lys

<210> 475
211> 15

<212> PRT
213> AN 74
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<220
€223>  {RAE KB EMAIFKCORTISTATIN HERIEL

400> 475

Met Pro Cys Arg Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys Lys
1 5 10 15

210> 476
211> 13

<212> PRT
213> AIF%)

<220>
223> {RAEKBEMBIFECORTISTATIN EHIRK

400> 476

Cys Arg Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys Lys
1 5 10

<210> 477
211> 16

<212> PRT
213> ANIF%)

<220>
<223> {RAKEFMFIFZECORTISTATIN ALk

<400> 477

Asp Arg Met Pro Cys Arg Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys
1 5 10 15

210> 478
211> 14

<212> PRT
213> NLFEH)

<220>
223> (RAKBMEMBIZHCORTISTATIN KRRk

<400> 478

Met Pro Cys Arg Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys
1 5 10

210> 479
211> 12

<212> PRT
Q213> N U4
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220>
223> {RAEKBEIMFEIZ NCORTISTATIN REILIAL

<400> 479

Cys Arg Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys
1 5 10

<210> 480
Q1> 16
<212> PRT
213> AIFR#H

<220>
223> (R4 KB EMHIFEECORTISTATIN HERIfk

<400> 480

Asp Arg Met Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys
1 5 10 15

<210> 481
211> 15

<212> PRT
213> ATIF%)

220>
223> {RAEKBFEMEIFELCORTISTATIN HIRIAL

<400> 481

Met Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys Lys
1 5 10 15

<210> 482
Q11> 13
<212> PRT
213> AIF%

<220>
223> {RAEKEEMFIZLCORTISTATIN AL

<400> 482

Cys Lys Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys Lys
1 5 10

<210> 483
211> 16
<212> PRT
213> NIFF%)
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{220>
223> {RA KB E NG| ZE alCORTISTATIN A3 AL

<400> 483

Asp Arg Met Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys
1 5 10 15

<210> 484
211> 14
<212> PRT
213> ANILFE3)

220>
223> (RAeKBEMHIFESMCORTISTATIN HEHLK

<400> 484

Met Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys
1 5 10

<210> 485
211> 12

<212> PRT
213> ANIFF)

220>
223> RAEKBFERMFIFRCORTISTATIN R

<400> 485
Cys Lys Asn Phe Phe Trp Lys Thr Phe Ser Ser Cys
1 5 10

<210> 486
211> 17
<212> PRT

213> ANTLFH

<220>
223> {RAEKBFEMEIFBLCORTISTATIN HILIAL

<400> 486

Asp Arg Met Pro Cys Arg Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys
1 5 10 15

Lys

<210> 487

287



200510083696. X o B 1 2E284/497H

211, 15
212> PRT
Q13> AL

220>
€223> R4 KBEEME FLCORTISTATIN HHUAL

<400> 487

Met Pro Cys Arg Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys Lys
1 5 10 15

<210> 488
211> 13

<212> PRT
213> AILF3

<220>
223> (RAKBMFMEIFLCORTISTATIN BBk

<400> 488

Cys Arg Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys Lys
1 5 10

<210> 489
QI 16

<212> PRT
Q213> ANTIHFH

<220>
<223> (RAKBEIMEBI FESCORTISTATIN BRIk

<400> 489

Asp Arg Met Pro Cys Arg Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys
1 5 10 15

<210> 490
211> 14
<212> PRT
213> ANTIFF%

220>
223> (B4R BFEIMHFBCORTISTATIN Ak

<400> 490

Met Pro Cys Arg Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys
1 5 10

<210> 491
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211 12
<212> PRT
Q213> ANLFH

{220
223> {RAEKBFEMHBIENCORTISTATIN ARk

<400> 491

Cys Arg Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys
1 5 10

<210> 492
Q211> 17
<212> PRT
213> ANIRFF

220>
223> RAKBEMFIFCORTISTATIN #HHLEk

<400> 492

Asp Arg Met Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys
1 5 10 15

Lys

<210> 493
211> 15

<212> PRT
213> AR

<220>
<223> RAKEMFEMHIFLCORTISTATIN HElAk

<400> 493

Met Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys Lys
1 5 10 15

<210> 494
211> 13

<212> PRT
213> AN.LF%

<220>
<223> {4 KB FE MBI FBCORTISTATIN HHlRk

<400> 494

Cys Lys Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys Lys
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210> 495
211> 16
<212> PRT
213> AIFHI

<220>
223> RAEKBEMHIFZICORTISTATIN AL

<400> 495

Asp Arg Met Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys
1 5 10 15

<210> 496
211> 14
<212> PRT
213> ATF3F

220>
<223> {RAKBEINHIFEFKCORTISTATIN #EHLAK

<400> 496

Met Pro Cys Lys Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys
1 5 10

<210> 497
211> 12
<212> PRT
213> AILFF)

<220>
223> REKEEIMNFH)ZRKCORTISTATIN HHlAk

400> 497

Cys Lys Asn Phe Phe Trp Lys Thr Phe Thr Ser Cys
1 5 10

{210> 498
211> 25
<212> PRT
213> NIF%)

<220>
{223> CAP37 #RI4)/LPSLES

<400> 498

Asn Gln Gly Arg His Phe Cys Gly Gly Ala Leu Ile His Ala Arg Phe
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10 1%

o
Q

Val Met Thr Ala Ala Ser Cys Phe Gln
20 25

<210> 499
Q11> 20
<212> PRT
213> AIF3)

<220>
<223> CAP37 MHY/LPSE&

<400> 499

Arg His Phe Cys Gly Gly Ala Leu Ile His Ala Arg Phe Val Met Thr
1 5 10 15

Ala Ala Ser Cys
20

<210> 500
Q11> 27

<212> PRT
213> AIFF%)

<220>
<223> CAP37 HHM/LPSEE

<400> 500

Gly Thr Arg Cys Gln Val Ala Gly Trp Gly Ser Gln Arg Ser Gly Gly
1 5 10 15

Arg Leu Ser Arg Phe Pro Arg Phe Val Asn Val
20 25

<210> 501
211> 18
<212> PRT
Q213> ANTIF5)

<220>
<223> VEGF-H#H|

<400> 501

Gly Glu Arg Trp Cys Phe Asp Gly Pro Arg Ala Trp Val Cys Gly Trp
1 5 10 15
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Glu 1le

<210 502
211> 18

<212> PRT
213> ATF%)

<2205
<223> VEGF-$5¥Hi#

<400> 502

Glu Glu Leu Trp Cys Phe Asp Gly Pro Arg Ala Trp Val Cys Gly Tyr
1 5 10 15

Val Lys

<210> 503
211> 33

<212> PRT
213> AIFH

<2205
223> iR E&RK

<400> 503

Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser Ser Pro Leu Phe Lys
1 5 10 15

Thr Leu Leu Ser Ala Val Gly Ser Ala Leu Ser Ser Ser Gly Gly Gln
20 25 30

Gln

<210> 504
211> 33

<212> PRT
Q213> AL

<220>
223> HifHER4RRK

<2205

<221> misc_feature
222> (7, 18,)..(19)
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<223 (g7, 18MNG, DEIERILE
<400> 504

Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser Ser Pro Leu Phe Lys
1 5 10 15

Thr Leu Leu Ser Ala Val Gly Ser Ala Leu Ser Ser Ser Gly Gly Gln
20 25 30

Glu

<210> 505
211> 22

<212> PRT
213> ATLF31

220>
223> HiFEEAEEK

220>

221> misc_feature

<222> (18)..(19)

223> AIE18F019, DEEMERE

<400> 505

Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser Ser Pro Leu Phe Lys
1 5 10 15

Thr Leu Leu Ser Ala Val
20

<210> 506
Q211> 22

<212> PRT
213> NI FF

<2205
223> PR RAERK

<2205

221> misc_feature
222> (7, 18).. (19)
223> {PrLE7. 18F119, DEEBMEBE

<400> 506

Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser Ser Pro Leu Phe Lys
1 5 10 15
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Thr Leu Leu Ser Ala Val

<2105
211>
212>
213>

220>
223>

<220>
221>
<222>
223>

<400>

Lys Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser Ser Pro Leu Phe

1

20

507

23

PRT
ALF5I

DU R 14K

misc_feature
(8, 19).. (20)
FrE8. 197120, DEEMELE

507

5

Lys Thr Leu Leu Ser Ala Val

<210>
21D
<212>
213>

<220>
{223>

220>
221>
<222>
223>

<400>

Lys Lys Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser Ser Pro Leu

1

20

508
24
PRT

ANILF3)

PO IR i ik

misc_feature
(9, 20, 21)
RIE9. 20021, DEEMKE

008

5

Phe Lys Thr Leu Leu Ser Ala Val

<210>
<211
<212>
<213

20

509

24

PRT
w27l
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<220>
223> HHBRAEK

<220>

221> misc_feature

<222> (9, 20)..(21)

223> {rE9. 20f121, DEEMRE

<400> 509

Lys Lys Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser Ser Pro Leu
1 5 10 15

Phe Lys Thr Leu Leu Ser Ala Val
20

<210> 510
211> 11

<212> PRT
213> ATIFF%)

<220>
223> PimBEERK

220>

<221> misc_feature

222> (N).. (N

<223> 4IE7, DERBMBRE

<400> 510

Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser
1 5 10

<210> 511
211> 26
<212> PRT
213> AIFEF

220>
223> HiRIRAERR

<400> 511

Gly Ile Gly Ala Val Leu Lys Val Leu Thr Thr Gly Leu Pro Ala Leu
1 5 10 15

Ile Ser Trp Ile Lys Arg Lys Arg Gln Gln
20 25
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210> 512
211> 26
<212> PRT
213> AIFRH)

<220>
223> HURIRERE

<220>

<221> misc_feature

222> (5, 8, 17)..(23)

223> {IE5. 8. 17#123, DERMEE

<400> 512

Gly Tle Gly Ala Val Leu Lys Val Leu Thr Thr Gly Leu Pro Ala Leu
1 5 10 15

Ile Ser Trp Ile Lys Arg Lys Arg Gln Gln
20 25

<210> 513
211> 26

<212> PRT
213> NI

<220>
<223> HUREAERK

<2200

221> misc_feature

222> (5, 18, 17)..(23)

<223> frES5. 18, 17H123, DEEMBRE

<400> 513

Gly Ile Gly Ala Val Leu Lys Val Leu Thr Thr Gly Leu Pro Ala Leu
1 5 10 15

Ile Ser Trp Ile Lys Arg Lys Arg Gln Gln
20 25

<210> 514
211> 22

<212> PRT
213> ANIRF%

<220>
223> HiREBEAEEK

220>
<221> misc_feature
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222> (5, & 17)..(21)
<223> {785, 8. 17H121, DEEMKE

<400> 514

Gly Ile Gly Ala Val Leu Lys Val Leu Thr Thr Gly Leu Pro Ala Leu
1 5 10 15

Ile Ser Trp Ile Lys Arg
20

<210> 515
Q211> 19

<212> PRT
213> AIF3)

<220>
223> HRERERK

<220>

{221> wmisc_feature

222> (2, 5, 14)..(18)

223> frE2. 5. 14718, DEEMEE

<400> 515

Ala Val Leu Lys Val Leu Thr Thr Gly Leu Pro Ala Leu Ile Ser Trp
1 5 10 15

Ile Lys Arg

210> 516
Q211> 12

<212> PRT
213> ATIF%)

<220>
223> FURREAK

<220>

221> misc_feature

222> (3, 4, 8)..(10)

223> AHIE3. 4. 8F110, DEEMERE

{400> 516

Lys Leu Leu Leu Leu Leu Lys Leu Leu Leu Leu Lys
1 5 10

<210> 517
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Quly 12
<212> PRT
213> ANTLF3

<220>
<223> HURBRARK

220>

<221> misc_feature

<222> (3, 4, 8)..(10)

223> {IE3. 4. 87110, DEERRE

<400> 517

Lys Leu Leu Leu Lys Leu Leu Leu Lys Leu Leu Lys
1 5 10

<210> 518
Q211> 12

<212> PRT
213> AILFF

<220>
223> HRERERK

<220>

<221> misc_feature

<222> (3, 4, 8)..(10)

223> ALIE3. 4. 8HI0, DEERBRE

<400> 518

Lys Leu Leu Leu Lys Leu Lys Leu Lys Leu Leu Lys
1 5 10

<210> 519
QI 12

<212> PRT
213> ATRFF

<220>
223> iR BikAK

<400> 519

Lys Lys Leu Leu Lys Leu Lys Leu Lys Leu Lys Lys
1 5 16

<210> 520
Q21 12

<212> PRT
213> N R4
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<220
223> PR BRAERL

<400> 520

Lys Leu Leu Leu Lys Leu Leu Leu Lys Leu Leu Lys
1 5 10

<210> 521
QI 12

<212> PRT
213> ALFF)

<220>
223> FUmRGAK

<400> 521

Lys Leu Leu Leu Lys Leu Lys Leu Lys Leu Leu Lys
1 5 10

<210> 522
Q11> 6

<212> PRT
213> ALK

<2205
223> B

<400> 522

Lys Leu Leu Leu Leu Lys
1 5

210> 523
211> 8

<212> PRT
213> ANIF%

<220>
223> HmEBERK

<400> 523

Lys Leu Leu Leu Lys Leu Leu Lys
1 5

<210> 524
211> 12
<212> PRT

213> AT
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220>
<223>  HiHE RIBRR

<400> 524

Lys Leu Leu Leu Lys Leu Lys Leu Lys Leu Leu Lys
1 5 10

<210> 525
Q211> 12

<212> PRT
Q213> AILFF

<220>
223> P BRARK

<400> 525

Lys Leu Leu Leu Lys Leu Lys Leu Lys Leu Leu Lys
1 5 10

210> 526
Q1> 12

<212> PRT
213> ATF¥|

220>
223> HURBRERK

<400> 526

Lys Leu Leu Leu Lys Leu Lys Leu Lys Leu Leu Lys
1 5 10

210> 527
Q11> 12

<212> PRT
213> AIF%|

<220>
223> PR IRAKEL

<400> 527

Lys Ala Ala Ala Lys Ala Ala Ala Lys Ala Ala Lys
1 5 10

<210> 528
Q211> 12

<212> PRT
213> ANTLFF|
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£220>
223> U Bk RK

<400> 528

Lys Val Val Val Lys Val Val Val Lys Val Val Lys
1 5 10

<210> 529
QI 12

<212> PRT
213> ATIFF|

<220>
223> PR R 4kRK

<400> 529

Lys Val Val Val Lys Val Lys Val Lys Val Val Lys
1 5 10

210> 530
211> 11
<212> PRT

213> ATIR%)

<220>
223> PR EAEEL

<400> 530

Lys Val Val Val Lys Val Lys Val Lys Val Lys
1 5 10

<210> 531
211> 12

<212> PRT
Q213> ATF%)

<220>
223> Bk BRKRK

<400> 531

Lys Val Val Val Lys Val Lys Val Lys Val Val Lys
1 5 10

210> 532
211> 6

<212> PRT
213> ANTFF
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<2205
223> HUREBEERL

<400> 532

Lys Leu Ile Leu Lys Leu
1 5

<210> 533
211> 6

<212> PRT
Q13> ANIFF

<220>
<223> iR BRAERK

<400> 533

Lys Val Leu His Leu Leu
1 5

<210> 534
211> 6

<212> PRT
213> ATIFAF

<220>
<223> iR BARRK

<400> 534

Leu Lys Leu Arg Leu Leu
1 5

<210> 535
211> 6

<212> PRT
213> ANLFF3)

<2205
223> FURRMKAK

<400> 535

Lys Pro Leu His Leu Leu
1 5

<210> 536
211> 8

<212> PRT
213> N5
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<220>
223> HURREER

<400> 536

Lys Leu Ile Leu Lys Leu Val Arg
1 5

<210> 537
Q211> 8

<212> PRT
Q213> ANILFF

<220>
<223> iR IRAERK

<400> 537

Lys Val Phe His Leu Leu His Leu
1 5

<210> 538
211> 8
<212> PRT

213> ALF%)

220>
223> HAREBEKRL

<400> 538

His Lys Phe Arg Ile Leu Lys Leu
1 5

<210> 539
211> 8

<212> PRT
213> ANIFEF|

<220>
223> HimIRERK

<400> 539

Lys Pro Phe His Ile Leu His Leu
1 5

<210> 540
211> 12
<212> PRT
213> NLF%)
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220>
<223> HURRERK

<400> 540

Lys Ile Ile Ile Lys Ile Lys Ile Lys Ile Ile Lys
1 5 10

<210> 541
Q211> 12

<212> PRT
213> ANIF3

220>
223> HUREMAER

<400> 541

Lys Ile Ile Ile Lys Ile Lys Ile Lys Ile Ile Lys
1 5 10

<210> 542
211> 12
<212> PRT
213> AIFF3

220>
223> PR RERK

400> 542

Lys Ile Ile Ile Lys Ile Lys Ile Lys Ile Ile Lys
1 5 10

<210> 543
211> 12

<212> PRT
213> AILFEF

220>
223> PimIEAREK

<400> 543
Lys Ile Pro Ile Lys Ile Lys Ile Lys Ile Pro Lys
1 5 10

<210> 544
211> 12

<212> PRT
Q213> AT 5|
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<2205
223> MABRAERL

<400> 544

Lys Ile Pro Ile Lys Ile Lys Ile Lys Ile Val Lys
1 5 10

<210> 545
QI 12

<212> PRT
213> AIF%)

<220>
223> HURREEK

<400> 545

Arg Ile Ile Ile Arg Ile Arg Ile Arg Ile Ile Arg
1 5 10

<210> 546
Q11> 12

<212> PRT
213> AIF3

<220>
<223> YURIRERK

<400> 546

Arg Ile Ile Ile Arg Ile Arg Ile Arg Ile Ile Arg
1 5 10

<210> 547
Q211> 12

<212> PRT
213> ANIFF

<220>
223> FuRREHK

<400> 547

Arg Ile Ile Ile Arg Ile Arg Ile Arg Ile Ile Arg
1 5 10

<210> 548
211> 12
<212> PRT

Q21> NIFH
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220>
<223> PR BRMAK

<400> 548

Arg Ile Val Ile Arg Ile Arg Ile Arg Leu Ile Arg

1 5 10

<210> 549
Q211> 12

<212> PRT
213> AIF%

<220>
<223> PifREERK

<400> 549

Arg Ile Ile Val Arg Ile Arg Leu Arg Ile Ile Arg

1 5 10

<210> 550
Q211> 12

<212> PRT
213> AIF3

<220>
223>  HURERAERL

<400> 550

Arg Ile Gly Ile Arg Leu Arg Val Arg Ile Ile Arg

1 5 10

<210> 551
211> 12

<212> PRT
213> A%

220>
223> HURRERK

<400> 551

Lys Ile Val Ile Arg Ile Arg Ile Arg Leu Ile Arg

1 5 10

210> 552
211> 12

212> PRT
213> NI1Fr¥)
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<220
<223>  HuAEEAKRK

<400> 552

Arg Ile Ala Val Lys Trp Arg Leu Arg Phe Ile Lys
1 5 10

<210> 553
211> 12
<212> PRT
Q13> AIF%

<220>
223> PmBREEK

<400> 553

Lys Ile Gly Trp Lys Leu Arg Val Arg Ile Ile Arg
1 5 10

<210> 554
Q211> 12
<212> PRT
213> ALFRF)

<220>
223> HiRRIEERK

<400> 554

Lys Lys Ile Gly Trp Leu Ile Ile Arg Val Arg Arg
1 5 10

<210> 555
211> 14
<212> PRT
213> ALF%)

<220>
<223> ik BEARK

<400> 555

Arg Ile Val Ile Arg Ile Arg Ile Arg Leu Ile Arg Ile Arg
1 5 10

<210> 556
211> 14
212> PRT
Q13> AW
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<400~ 556

Arg Ile Ile Val Arg Ile Arg Leu Arg Ile Ile Arg Val Arg
1 5 10

<210> 557
211> 14
<212> PRT
Q213> ANIFRFF|

220>
223> PLREBEEEK

<400> 557

Arg 1le Gly Ile Arg Leu Arg Val Arg Ile Ile Arg Arg Val
1 5 10

<210> 558
211> 16

<212> PRT
213> AIF%

<220>
223> tmESEK

<400> 558

Lys Ile Val Ile Arg Ile Arg Ala Arg Leu Ile Arg Ile Arg Ile Arg
1 5 10 15

<210> 559
<211> 16

<212> PRT
213> AILFF

<220>
223> PURRMEEK

<400> 559

Arg Ile Ile Val Lys Ile Arg Leu Arg Ile Ile Lys Lys Ile Arg Leu
1 5 10 15

<210> 560
211> 16
<212> PRT
213> ATIF3

<220>
223> BB RRL
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<400 560

Lys Ile Gly Ile Lys Ala Arg Val Arg Ile Ile Arg Val Lys Ile Ile
1 5 10 15

<210> 561
211> 16
<212> PRT
213> AIFF%

<2205
223> HURRERK

<400> 561

Arg Ile Ile Val His Ile Arg Leu Arg Ile Ile His His Ile Arg Leu
1 5 10 15

<210> 562
211> 16

<212> PRT
Q213> ANIFF

220>
223> BURERMKRK

<400> 562

His Ile Gly Ile Lys Ala His Val Arg Ile Ile Arg Val His Ile Ile
1 5 10 15

<210> 563
<211> 16

<212> PRT
Q13> ANILFEH

<220>
223> PURIRERK

<400> 563

Arg Ile Tyr Val Lys Ile His Leu Arg Tyr Ile Lys Lys Ile Arg Leu
1 5 10 15

210> 564
211> 16
<212> PRT

Q13> ANIFF

<220>
223> Hum R AkAk
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<400> 564

Lys Ile Gly His Lys Ala Arg Val His Ile Ile Arg Tyr Lys Ile Ile
1 5 10 15

<210> 565
211> 16

<212> PRT
213> AIF5

<220>
223> PR ERK

<400> 565
Arg Ile Tyr Val Lys Pro His Pro Arg Tyr Ile Lys Lys Ile Arg Leu
1 5 10 15

<210> 566
211> 16
<212> PRT

213> ANIFF%)

<220>
<223>  HiR B KRk

<400> 566
Lys Pro Gly His Lys Ala Arg Pro His Ile Ile Arg Tyr Lys Ile 1le
1 5 10 15

<210> 567
211> 19
<212> PRT
213> AIF3

<220>
<223> PURERAERK

<400> 567

Lys Tle Val Ile Arg Ile Arg Ile Arg Leu Ile Arg Ile Arg Ile Arg
1 5 10 15

Lys Ile Val

<210> 568
211> 19
<212> PRT
213> AN IFF4Y
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<220~
<223> RBAERL

<400> 568

Arg Ile Ile Val Lys Ile Arg Leu Arg Ile Ile Lys Lys Ile Arg Leu
1 5 10 15

Ile Lys Lys

<210> 569
211> 19
<212> PRT
213> AIREF|

<2205
<223> U RIERK

<400> 569

Lys Ile Gly Trp Lys Leu Arg Val Arg Ile Ile Arg Val Lys Ile Gly
1 5 10 15

Arg Leu Arg

<210> 570
211> 25
<212> PRT
213> AIF3)

<220>
223> HURIEARK

<400> 570

Lys Ile Val Ile Arg Ile Arg Ile Arg Leu lle Arg Ile Arg Ile Arg
1 5 10 15

Lys Ile Val Lys Val Lys Arg Ile Arg
20 25

<210> 571
211> 26
<212> PRT
213> N TR

<220>
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223> FRBRAEAL
<400> 571

Arg Phe Ala Val Lys Ile Arg Leu Arg Ile 1le Lys Lys Ile Arg Leu
1 5 10 15

Ile Lys Lys Ile Arg Lys Arg Val Ile Lys
20 25

<210> 572
211> 30
<212> PRT
213> AIF3

<220>
223> HmBRIKRE

<400> 572

Lys Ala Gly Trp Lys Leu Arg Val Arg Ile Ile Arg Val Lys Ile Gly
1 5 10 15

Arg Leu Arg Lys Ile Gly Trp Lys Lys Arg Val Arg Ile Lys
20 25 30

<210> 573
<211> 16
<212> PRT
213> AIFF5Y

<220>
<223> HUHEIBRAEEL

<400> 573

Arg Ile Tyr Val Lys Pro His Pro Arg Tyr Ile Lys Lys Ile Arg Leu
1 5 10 15

<210> 574
211> 16
<212> PRT
213> AIF%

<220>
223> HUWEREM

<400> 574

Lys Pro Gly His Lys Ala Arg Pro His Ile Ile Arg Tyr Lys Ile Ile
1 5 10 15
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<210> 575
QI 19

<212> PRT
213> ALF%)

<220>
223> HHmERK

<400> 575
Lys Ile Val Ile Arg Ile Arg Ile Arg Leu Ile Arg Ile Arg Ile Arg
1 5 10 15

Lys Ile Val

<210> 576
211> 19

<212> PRT
213> ANTFFY

<220>
223> FimERERk

{400> 576
Ile Ile Lys Lys Ile Arg Leu

Arg Ile Ile Val Lys Ile Arg Leu Arg
1 5 10 15

Ile Lys Lys

210> 577
211> 16

<212> PRT
213> ANIF%)

<220>
223> FURBEARRK

<400> 577
Arg Ile Tyr Val Ser Lys Ile Ser Ile Tyr Ile Lys Lys Ile Arg Leu
1 5 10 15

<210> 578
<211> 19

<212> PRT
213> NI
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<2205
223>

<400>

PO R AR Bk

578

Lys Ile Val Ile Phe Thr Arg Ile Arg Leu Thr Ser Ile Arg Ile Arg

1

5 10 15

Ser Ile Val

<210>
<211>
212>
<213

<220>
<223>

<400>

579

16

PRT
ANIF5

PUR IR ERK
579

Lys Pro Ile His Lys Ala Arg Pro Thr Ile Ile Arg Tyr Lys Met Ile

1

<210>
<211>
212>
<213>

<220>
223>

220>
221>
<2225
<223>

<220>
Q21>
<222>
223>

<400>

5 10 15

580

26

PRT
ANIFF3|

DU IR AR BK

misc_feature
.. @
&1L, HRBEETIE2

misc_feature
(26).. (26)

frE26, —HiBEETMEL
580

Xaa Cys Lys Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser Ser Pro

1

5 10 15

Leu Phe Lys Thr Leu Leu Ser Ala Val Cys

20 25
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<210> 581
211> 26
<212> PRT

213> AT

<220>
223> HUREEEK

<400> 581

Cys Lys Lys Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser Ser Pro
1 5 10 15

Leu Phe Lys Thr Leu Leu Ser Ala Val Cys
20 25

<210> 582
211> 27

<212> PRT
213> ATIF%)

<220>
223> fmBRARK

<400> 582

Cys Lys Lys Lys Gly Phe Phe Ala Leu Ile Pro Lys Ile Ile Ser Ser
1 5 10 15

Pro Leu Phe Lys Thr Leu Leu Ser Ala Val Cys
20 25

<210> 583
Q211> 17

<212> PRT
213> ATFEF

<220>
223> HURBRERK

<220>

<221> misc_feature

222> (1).. (D

223> fEl, “HRBSETFaE17

<220>
<221> misc_feature
Q22> U7n..an
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223> frE17, ZREEETAE!L
<400> 583

Xaa Cys Arg Ile Val Tle Arg Ile Arg Ile Arg Leu Ile Arg Ile Arg
1 5 10 15

Cys

<210> 584
211> 19

<212> PRT
Q213> ATFFH

220>
223> PimBEKRL

220>

221> misc_feature

<222> (1)..(Q1)

223> ME1, ZHREEETMNEL

220>

221> misc_feature

<222> (19)..(19)

223> PLE19, “HBEETNMNEL

<400> 584

Xaa Cys Lys Pro Gly His Lys Ala Arg Pro His Ile Ile Arg Tyr Lys
1 5 10 15

Ile Ile Cys

<210> 585
<211> 29
<212> PRT
213> ALF5I

<220>
223> HumIRAERRK

<220>

<221> misc_feature
222> (..

223> i E1, BB TrME29
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<220>

221> wmisc_feature

222> (29)..(29)

<223> {IE®29, —_HEEETAIE]

<400> 585

Xaa Cys Arg Phe Ala Val Lys Ile Arg Leu Arg Ile Ile Lys Lys Ile
1 5 10 15

Arg Leu Ile Lys Lys Ile Arg Lys Arg Val Ile Lys Cys
20 25

<210> 586
211> 13
<212> PRT

Q213> ANTF3

<220>
223> PR BRAARK

<400> 586

Lys Leu Leu Leu Lys Leu Leu Leu Lys Leu Leu Lys Cys
1 5 10

<210> 587
211> 12
<212> PRT
213> ATF5I

<220>
223> REREERK

<400> 587

Lys Leu Leu Leu Lys Leu Leu Leu Lys Leu Leu Lys
1 5 10

<210> 588
211> 13
<212> PRT
213> ANIF%

<2205
<223> PiRIRIERK

<400> 588

Lys Leu Leu Leu Lys Leu Lys Leu Lys Leu Leu Lys Cys
1 5 10
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<210> 589
<1 12
<212> PRT

213> ANITFF)

<220>
223> iR RARK

<400> 589
Lys Leu Leu Leu Lys Leu Leu Leu Lys Leu Leu Lys
1 5 10

<210> 590
211> 28
<212> PRT

Q13> ATLFH

220>
<223> VIP-EEHIEK

<400> 590
His Ser Asp Ala Val Phe Tyr Asp Asn Tyr Thr Arg Leu Arg Lys Gln
1 5 10 15

Met Ala Val Lys Lys Tyr Leu Asn Ser Ile Leu Asn
20 25

<210> 591
Q211> 28
<212> PRT
213> AILFF%

<220>
<223> VIP-#EHIBL

<400> 591
His Ser Asp Ala Val Phe Tyr Asp Asn Tyr Thr Arg Leu Arg Lys Gln
1 5 10 15

Met Ala Val Lys Lys Tyr Leu Asn Ser Ile Leu Asn
20 25

<210> 592
211> 3

<212> PRT
213> ANTFF%Y
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<220>
223>

<2205
221>
<2225
<223>

<220>
221>
<222>
<223>

<220>
221>
222>
223>

VIP-#E 3L Ak

misc_feature
(1).. ()
fIE1, Xaak L-Lys. D-LysB{ QEBIRE

misc_feature

2)..(@)
782, Xaaf L-Tyr. D-Tyr. Phe. TrpRMEEXFHERRE

misc_feature
(3).. (3
MEIRGFUKIEKREERRE, B3, FEEETleu. FEEM. D-Ala. Asn-

Ser. Asn-Ser-Ile-. Asn-Ser-Tyr. Ser-Ile-Leu. Asn-Ser-Tyr-LeudtAsn-Ser-Tyr

<400>

-Leu—Asn

592

Xaa Xaa Xaa

1

<2105
211>
212>
213>

<220>
223>

<220>
2215
222>
<223>

593
5

PRT
ATLF5

VIP-#4 ik

misc_feature
(1)..(3)
fLE1, XaaBlE N, & RBKISKEEMEE (X5), X5-Asn. Tyr-X5. Lys-

X5. Lys—X5-Asn. Lys-Tyr-X5. Lys-Tyr-X5

<400>

1

210>
Q211>

~Asn. Lys-Lys-Tyr-X5. Lys-Lys-Tyr-X5-Asn. Val-Lys-Lys-Tyr-X5. Val
-Ala—Lys—Lys—Tyr-X5~AsnEEA1a—Val—Lys—Lys—Tyr-XS—Asn

593
Xaa Ser Xaa Leu Asn
5
594
7
PRT

212>
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{2137

220>
<223>

220>
<2215
{2225
<223>

<220>
221>
<222>
223>

<220>
221>
<222>
223>

<400>

N2

VIP-#EHLAK

misc_feature

(1, 5, 6)..(7)

FIE1F16, XaaRHIW097/400705 2 XX B E R E

misc_feature
(5).. (5)
FrES, XaaRRKEKRIAEREE

misc_feature

(N.. (D

I E7, BRI 8 ekAsn. Ser. Ile. Tyr. Leu. Asn-Se

r. Asn-Ser-Ile. Asn-Ser-Tyr. Asn-Ser—Ile-Leu. Asn-Ser-Tyr-Leu. As

n-Ser-I1le-Leu—AsnBiAsn-Ser-Tyr-Leu-Asn.

594

Xaa Lys Lys Tyr Xaa Xaa Xaa

1

210>
211>
212>
213>

<220>
<223>

<400>

5

595

4

PRT
A5

VIP-HEHLAK
595

Lys Lys Tyr Leu

1

<2105
211>
212>
<213>

220>
Q2%

<400>

596

5

PRT
ANIF5)
VIP-$E IR

596
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1

<210>
2ip
<212>
213>

<220>
223>

<400>

Asn Ser Ile Leu Asn

o

597
4

PRT
ANIF5)

VIP-#$I Rk
597

Lys Lys Tyr Leu

1

210>
211>
<212>
213>

<220>
<223>

<400>

598

4

PRT
ATLF3]

VIP-HEHI ik
598

Lys Lys Tyr Ala

1

<210>
<Cip
212>
213>

<220>
223>

<400>

Ala Val Lys Lys Tyr Leu

1

210>
<1
<212>
213>

220>
<223>

<400>

599
6

PRT
AIFF5Y

VIP-#EHI Rk
599

5

600

4

PRT
AR5

VIP-#E LBk

600
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Ser Tle Leu Asn

1

<210>
<21
212>
213>

<220>
223>

<400>

601

4

PRT
AIFH

VIP-HEHL K
601

Lys Lys Tyr Val

1

<2105
211>
Q12>
213>

<220>
<2235

<220>
<221
<222>
223>

<400>

602

4

PRT
ANIFF3)

VIP-H3RK

misc_feature
3..3®
B3, Xaalk BHEBRE

602

Ser Ile Xaa Asn

1

210>
<21
212>
213>

220>
223>

<220>
221>
<222>
223>

<400>

603

5

PRT
ANLFF5I

VIP-HEHRK

misc_feature
(5).. (5)
&S, XeaR EREBRE

603

Lys Lys Tyr Leu Xaa

1

5
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210 60=
(VAR DI
212> PRT

213> AIJFHY

<220>
<223> VIP-#ERLEK

<400> 604

Asn Ser Tyr Leu Asn
1 5

<210> 605
211> 5
<212> PRT
213> ANIFF5)

<220>
<223> VIP-#HLfk

<400> 605

Asn Ser Ile Tyr Asn
1 5

210> 606
211> 11
<212> PRT
213> AIFH

<220>
<223> VIP-HEHifk

<400> 606

Lys Lys Tyr Leu Pro Pro Asn Ser Ile Leu Asn
1 5 10

<210> 607
Q11> 5
<212> PRT
213> ANTLFF%)

<220>
223> VIP-#EHLEk

<2207

<221> misc_feature
222> (..

<223> f1E1, Xaalk AREBRRIE

<400> 607
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Xaa Lvs Lys Tyr Leu

1

210>
211>
212>
213>

<220>
<223>

<220>
221>
<222>
<223>

<400>

b}

608

5

PRT
ANIFF5Y

VIP-#E4L K

misc_feature
..
&1, XaaRkCERFREE

608

Xaa Lys Lys Tyr Leu

1

<210>
211>
212>
Q213

<220>
223>

<220
221>
222>
<223>

<400>

5

609

4

PRT
NI

VIP-EHUK

misc_feature

4).. (4)

609

Lys Lys Tyr Xaa

1

<210>
21y
212>
213>

<220>
<223>

<400>

610
5

PRT
AT FF3)

VIP-#E4 Bk

610

Val Lys Lys Tyr Leu

1

5
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<2107 611
Q21> 6

<212> PRT
213> ANIFF¥

220>
<223> VIP-HE#IBK

<400> 611

Leu Asn Ser Ile Leu Asn
1 5

<210> 612
QI 17

<212> PRT
213> ALFF

<220>
<223> VIP-AE#AEK

<400> 612

Tyr Leu Asn Ser Ile Leu Asn
1 5

<210> 613
211> 5

<212> PRT
213> AIF%I

220>
<223> VIP-#EHIRK

<400> 613

Lys Lys Tyr Leu Asn
1 5

210> 614
211> 6

<212> PRT
213> ANIF%

<220>
<223> VIP-#iHlAk

<400> 614

Lys Lys Tyr Leu Asn Ser
1 5
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<210> 615
Q211> 7

212> PRT
Q213> NI

<220>
<223> VIP-#E#IRK

<400> 615

Lys Lys Tyr Leu Asn Ser Ile
1 5

<210> 616
211> 8

<212> PRT
213> ANIFF)

220>
<223>  VIP-EEfURK

<400> 616

Lys Lys Tyr Leu Asn Ser Ile Leu
1 5

<210> 617
Q211> 4

<212> PRT
213> ANILFEFI

220>
<223> VIP-#HIEk

<400> 617

Lys Lys Tyr Leu
1

<210> 618
211> 6
<212> PRT

213> ALFF

<2205
223> VIP-tEHLEK

<400> 618

Lys Lys Tyr Asp Ala
1 5
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<210> 619
211> 6

<212> PRT
213> ANLF3

<220>
<223> VIP-HEHiBK

<400> 619

Ala Val Lys Lys Tyr Leu
1 5

<210> 620
211> 5§

<212> PRT
Q13> AR5

<220>
<223> VIP-HE$IAK

<400> 620

Asn Ser Ile Leu Asn
1 5

<210> 621
11> 4

<212> PRT
213> ATFF

<220>
<223> VIP-HERIAK

<400> 621

Lys Lys Tyr Val
1

210> 622
211> 4

<212> PRT
Q213> ANIFH

<220>
223> VIP-HEHIK

220>

<221> misc_feature

222> (1)..(3)

223> {I&3, XaaR AHEBBE
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<400> 622

Xaa ITle Xaa Asn
1

210> 623
211> 5
<212> PRT

213> AIF%)

<220>
<223> VIP-HEHIL

<400> 623

Asn Ser Tyr Leu Asn
1 5

<210> 624
211> 5

<212> PRT
213> ANIF5

<220>
<223> VIP-EEHIRL

<400> 624

Asn Ser Ile Tyr Asn
1 5

<210> 625
211> 5

<212> PRT
213> AN.LFE5)

<220>
<223>  VIP-H$IAK

<220>

<221> misc_feature

222> (5)..(5)

<223> fi¥5, XaaREZEBRE

<400> 625

Lys Lys Tyr Leu Xaa
1 5

<210> 626
211> 11
<212> PRT
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Q213> N1

220>
<223> VIP-HEHARK

<400> 626

Lys Lys Tyr Leu Pro Pro Asn Ser Ile Leu Asn
1 5 10

210> 627
211> 4
<212> PRT
213> AT

220>
223> VIP-#EHIAK

<400> 627

Lys Lys Tyr Leu
1

<210> 628
211> 5
<212> PRT
Q13> ANIFF

<220>
<223> VIP-#lk

<400> 628
Lys Lys Tyr Asp Ala

1 5

210> 629
211> 6
<212> PRT
213> AR5

<220>
<223> VIP-#EHIfK

<400> 629

Ala Val Lys Lys Tyr Leu
1 5

<210> 630
211> 5
<212> PRT
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213>

220>
223>

<400>

NI FFESy

VIP-tEHIRE
630

Asn Ser Ile Leu Asn

1

210>
211>
212>
213>

<220>
223>

<400>

5

631

4

PRT
AIFF5

VIP-HERLEK
631

Lys Lys Tyr Val

1

<210>
21D
<212>
213>

<220>
<223>

<220>
221>
222>
223>

<400>

632

4

PRT
AIFF3)

VIP-HEHIRK

misc_feature
.. @
FIE3, Xaaft BHMEE

632

Xaa Ile Xaa Asn

1

<210>
211>
212>
213>

<220>
<223>

<220>
221>
222>
223>

633

5

PRT
ATFF51

VIP-HERURK

misc_feature
(D.. W
PrEL, Xaakt HERERE
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<400> 633

Xaa Lys Lys Tyr Leu
1 5

210> 634
Q211> 5
<212> PRT
Q213> AL

<220
<223> VIP-#$IAk

220>
<221> misc_feature
222> (1)..(QD

223> frE1l, XaaRCEHERE

<400> 634

Xaa Lys Lys Tyr Leu
1 5

<210> 635
211> 4
<212> PRT
213> ANIF3

<220>
<223> VIP-HHLAK

<220>
(221> misc_feature
222> 4).. @

223> frE4, YaaREEEBMRE

<400> 635

Lys Lys Tyr Xaa
1

210> 636
CI11> 5

<212> PRT
213> N3

<220>
<223> VIP-##IAk

<400> 636

Val Lys Lys Tyr Leu
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210> 637
211> 6
<212> PRT
Q213> ANILF%)

<220>
€223> VIP-#EHIRL

<400> 637

Leu Asn Ser Ile Leu Asn
1 5

<210> 638
211> 7
<212> PRT
Q213> NI

<220>
<223> VIP-#EHIk

<400> 638

Tyr Leu Asn Ser Ile Leu Asn
1 5

<210> 639
Q11> 5
<212> PRT
213> ATFH

<220>
<223> VIP-#flik

220>

221> misc_feature

222> (5)..(5)

<223> fLHE5, Xaa Rk FEEBURE

<400> 639
Lys Lys Tyr Leu Xaa
1 5

<210> 640
211> 5
<212> PRT

Q213> N IF¥)

220>
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<223 VIP-HifLljk
<400> 640

Lys Lys Tyr Leu Asn
1 5

<210> 641
211> 6

<212> PRT
213> ALFF

<220>
<223> VIP-HEfIEK

<400> 641

Lys Lys Tyr Leu Asn Ser
1 5

<210> 642
Q21 7

<212> PRT
213> AILFH

<220>
<223> VIP-HEHIAk

<400> 642

Lys Lys Tyr Leu Asn Ser Ile
1 5

<210> 643
211> 8

<212> PRT
213> ALFF%)

<220>
<223> VIP-HERUEK

<400> 643
Lys Lys Tyr Leu Asn Ser Ile Leu

1 5

<210> 644
211> 6

<212> PRT
213> ANT.FFH

<220>
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<223> VIP-#UAK
<400> 644

Lys Lys Lys Tyr Leu Asp
1 5

<210> 645
Q1L 71

<212> PRT
213> ALFH

<220>
<223> VIP-#EfIRK

<220>

<221> misc_feature

222> (1..()

223> frE1R6E T MBI E

<400> 645

Xaa Cys Lys Lys Tyr Leu Cys
1 5

<210> 646
211> 6

<212> PRT
213> ANLF5

<220
<223> VIP- &Ik

220>
<221> misc_feature
223> 1B 1HI6i@EIS-CH2-COATHR

<400> 646

Cys Lys Lys Tyr Leu Lys
1 5

<210> 647
Q11> 4

<212> PRT
213> NI

<220>
223> VIP-HEfLEK

<220>

<221> misc_feature
223> {4, DEEERE
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<400> 647

Lys Lys Tyr Ala
1

<210> 648
211> 8
212> PRT

213> ATFF

<220>
<223> VIP-#E#lik

<400> 648

Trp Trp Thr Asp Thr Gly Leu Trp
1 5

<210> 649
211> 8

<212> PRT
213> ATF%)

<220>
<223> VIP-#flfk

<400> 649

Trp Trp Thr Asp Asp Gly Leu Trp
1 5

<210> 650
211> 12

<212> PRT
213> AILFE%

<220>
<223> VIP-HE#lik

<400> 650

Trp Trp Asp Thr Arg Gly Leu Trp Val Trp Thr Ile
1 5 10

<210> 651
211> 12

<212> PRT
213> A1 %)

<220>
<223> VIP-#Hlfk
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<400> 651

Phe Trp Gly Asn Asp Gly Ile Trp Leu Glu Ser Gly
1 5 10

210> 652
211> 12
<212> PRT
213> AIH

<400> 652

Asp Trp Asp Gln Phe Gly Leu Trp Arg Gly Ala Ala
1 5 10

<210> 653
Q11> 12

<212> PRT
213> ANIFF

<220>
<223> VIP-#EHIEK

<400> 653

Arg Trp Asp Asp Asn Gly Leu Trp Val Val Val Leu
1 5 10

<210> 654
211> 12

<212> PRT
213> AILFF

220>
<223> VIP-HEHIEK

<400> 654

Ser Gly Met Trp Ser His Tyr Gly Ile Trp Met Gly
1 5 10

<210> 655
Q211> 12

<212> PRT
213> NI

<220>
<223> VIP-Hiflhk

<400> 655
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Gly Gly Arg Trp Asp Gln Ala Gly Leu Trp Val Ala
1 5 10

<210> 656
211> 12
<212> PRT

213> ANILF%)

<220>
223> VIP-HEHIBE

<400> 656

Lys Leu Trp Ser Glu Gln Gly Ile Trp Met Gly Glu
1 5 10

<210> 657
211> 10

<212> PRT
213> AR5

<220>
<223> VIP-HEHIRK

<400> 657

Cys Trp Ser Met His Gly Leu Trp Leu Cys
1 5 10

<210> 658
Q211> 12

<212> PRT
213> A3

<220>
<223> VIP-#EHIK

<400> 658

Gly Cys Trp Asp Asn Thr Gly Ile Trp Val Pro Cys
1 5 10

<210> 659
211> 10

<212> PRT
Q213> ANTLFE¥

220>
223> VIP-tERIAK

<400> 659
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Asp Trp Asp Thr Arg Gly Leu Trp Val Tvr
1 5 10

<210> 660
eIy 10

<212> PRT
21> AT

<220>
223> VIP-HEHIk

<400> 660

Ser Len Trp Asp Glu Asn Gly Ala Trp lle
1 5 10

<210> 661
211> 10

<212> PRT
Q13> AILFF

<220>
<223> VIP-#E3LRK

<400> 661

Lys Trp Asp Asp Arg Gly Leu Trp Met His
1 5 10

<210> 662
211> 10

<212> PRT
213> ANILF3

220>
<223> VIP-#HIEk

<400> 662

Gln Ala Trp Asn Glu Arg Gly Leu Trp Thr
1 5 10

<210> 663
211> 10

<212> PRT
213> ALFH

220>
<223> VIP-#&3LEK

<400> 663
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Gin Trp Asp Thr Arg Gly Leu Trp Val Ala
1 5 10

210> 664
QI 9

<212> PRT
213> AIF3

220>
<223> VIP-HEHIRK

<{400> 664

Trp Asn Val His Gly Ile Trp Gln Glu
1 5

<210> 665
Q211 10

<212> PRT
213> AT

<220>
<223> VIP-HEHIAK

<400> 665

Ser Trp Asp Thr Arg Gly Leu Trp Val Glu
1 5 10

<210> 666
<211> 10
<212> PRT

213> ATFR%)

<220>
<223> VIP-tEHRIEK

<400> 666

Asp Trp Asp Thr Arg Gly Leu Trp Val Ala
1 5 10

<210> 667
211> 10

<212> PRT
213> NI

220>
<223> VIP-#EHUAK

<400> 667
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Ser Trp Gly Arg Asp Gly Leu Trp Ile Glu
1 5 10

<210> 668
211> 10

<212> PRT
Q213> ATILF%

<220>
<223> VIP-KEELBK

<400> 668

Glu Trp Thr Asp Asn Gly Leu Trp Ala Leu
1 5 10

<210> 669
211> 10
<212> PRT
213> AIFF%

<220>
<223> VIP-#E$LRk

<400> 669

Ser Trp Asp Glu Lys Gly Leu Trp Ser Ala
1 5 10

<210> 670
211> 10
<212> PRT

213> AL

<220>
<223> VIP-A&EHlRk

<400> 670

Ser Trp Asp Ser Ser Gly Leu Trp Met Asp
1 5 10

<210> 671
21 11

<212> PRT
213> AIFF3

<220>
<223> IL-1¥5Bifk

<400> 671
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Ser His Leu Tyr Trp Gln Pro Tyr Ser Val Gln
1 5 10

<210> 672
Q211> 12

<212> PRT
213> AIRF%

<220>
<223> IL-1¥5HiBk

<400> 672

Thr Leu Val Tyr Trp Gln Pro Tyr Ser Leu Gln Thr
1 5 10

<210> 673
211> 12
<212> PRT

Q13> AIF%)

€220>
<223> IL-1¥EHiRk

<400> 673

Arg Gly Asp Tyr Trp Gln Pro Tyr Ser Val Gln Ser
1 5 10

210> 674
QLY 12

<212> PRT
213> AIF3Y

<220>
<223> IL-1¥5¥HiRK

<400> 674

Val His Val Tyr Trp Gln Pro Tyr Ser Val Gln Thr
1 5 10

210> 675
211> 12

212> PRT
Q213> ANTLFF5)

220>
<223> IL-1#&%HiRK

<400> 675
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Arg Leu Val Tyr Trp Gln Pro Tyr Ser Val Gln Thr
1 5 10

<210> 676
Q11> 12

<212> PRT
213> AIFF

<220>
<223> IL-13¥5¥ikk

<400> 676

Ser Arg Val Trp Phe Gln Pro Tyr Ser Leu Gln Ser
1 5 10

<210> 677
211> 12

<212> PRT
213> NI

<220>
<223> IL-135HihK

<400> 677

Asn Met Val Tyr Trp Gln Pro Tyr Ser Ile Gln Thr
1 5 10

210> 678
21y 12

<212> PRT
213> ANTF3)

<220>
223> IL-1¥59i8K

<400> 678

Ser Val Val Phe Trp Gln Pro Tyr Ser Val Gln Thr
1 5 10

<210> 679
211> 12

<212> PRT
213> ANTIF%)

<220>
223> IL-1%E3ukk

<400> 679
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Thr Phe Val Tyr Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 680
Q11> 12

<212> PRT
213> ATIFF3)

<220>
<223> IL-13&54ikk

<400> 680

Thr Leu Val Tyr Trp Gln Pro Tyr Ser Ile Gln Arg
1 5 10

<210> 681
Q11> 12

<212> PRT
213> ANIFFF

<220>
<223> IL-1¥59i0k

<400> 681

Arg Leu Val Tyr Trp Gln Pro Tyr Ser Val Gln Arg
1 5 10

210> 682
211> 12

<212> PRT
213> AILF%

<220>
<223> IL-1¥5$iik

<400> 682

Ser Pro Val Phe Trp Gln Pro Tyr Ser Ile Gln Ile
1 5 10

<210> 683

211> 12

<212> PRT

213> AILHy <400> 683

Trp Ile Glu Trp Trp Gln Pro Tyr Ser Val Gln Ser
1 5 10

210> 684
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<211y 12
<212> PRT
Q213> AL

<220>
<223> IL-1¥5¥iBk

(400> 684

Ser Leu Ile Tyr Trp Gln Pro Tyr Ser Leu Gln Met
1 5 10

210> 685
Q11> 12

<212> PRT
213> AIFRF%H

<220>
$223> 1L-18HEk

<400> 685

Thr Arg Leu Tyr Trp Gin Pro Tyr Ser Val Gln Arg
1 5 10

<210> 686
211> 12

(212> PRT
213> ANIFF%)

226>
223> IL-U$EHURK

<400> 686

Arg Cys Asp Tyr Trp Gln Pro Tyr Ser Val Glp Thr
1 5 i0

<210> 687
Q1 12

<212> PRT
213> ANIFF%

<220>
223>  IL-1FEHUK

<400> 687

Met Arg Val Phe Trp Gln Pro Tyr Ser Val Gln Asn
1 5 10

210> 688
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211> 12
<212> PRT
Q213> NLF%Y

<220>
<223> IL-14EHIK

<400> 688

Lys Ile Val Tyr Trp Gln Pro Tyr Ser Val Gln Thr
1 5 10

<210> 689
QI 12

<212> PRT
213> ANILFF|

<220>
223> IL-1¥EHEk

<400> 689

Arg His Leu Tyr Trp Gin Pro Tyr Ser Val Gln Arg
1 5 10

<210> 690
211> 12

<212> PRT
213> AILFF3Y

<220>
<223> IL~1¥5H0Bk

<400> 690
Ala Leu Val Trp Trp Gln Pro Tyr Ser Glu Gln Ile
1 5 10

<210> 691
Q211> 12

<212> PRT
213> N5

£220>
<223> IL-1¥54ijk

<400> 691

Ser Arg Val Trp Phe Gln Pro Tyr Ser Leu Gln Ser
1 5 10

<210> 692
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211> 10
<212> PRT
Q213> NI ¥

<220>
223> IL-1¥5HBK

<400> 692

Trp Glu Gin Pro Tyr Ala Leu Pro Leu Glu
1 5 10

<210> 693
211> 12

<212> PRT
213> ATIFF3)

<220>
<223> IL-135HiRK

400> 693

Gln Leu Val Trp Trp Gin Pro Tyr Ser Val Gln Arg
1 5 10

<210> 694
Q211> 12

<212> PRT
213> AT

<220>
223> IL-135HiAK

<400> 694

Asp Leu Arg Tyr Trp Gin Pro Tyr Ser Val Gln Val
1 5 10

<210> 695
211> 12

<212> PRT
213> AT

<220>
223> IL-1¥5HiEk

<400> 695

Glu Leu Val Trp Trp GIn Pro Tyr Ser Leu Gln Leu
i 5 10

210> 696
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211> 12
<212> PRT

Q213> ALF%

<220>
<223> IL-1%5$iRk

<400> 696

Asp Leu Val Trp Trp Gln Pro Tyr Ser Val Gln Trp

1 5 10

<210> 697
211> 12

<212> PRT
213> ATFF)

<220>
<223> IL-1¥5HEk

<400> 697

Asn Gly Asn Tyr Trp Gln Pro Tyr Ser Phe Gln Val

1 5 10

<210> 698
211> 12

<212> PRT
213> ALFH

<220>
<223> IL-154iBk

<400> 698

Glu Leu Val Tyr Trp Gln Pro Tyr Ser Ile Gln Arg

1 5 10

<210> 699
Q211> 12

<212> PRT
213> AIF%|

<220>
223> IL-15Hkk

<400> 699

Glu Leu Met Tyr Trp Gln Pro Tyr Ser Val Gln Glu

1 5 10

210> 700
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211> 12
<212> PRT
213> AT

<220>
<223> IL-1¥EHEK

<400> 700

Asn Leu Leu Tyr Trp Gln Pro Tyr Ser Met Gin Asp

1 5 10

<210> 1701
211> 12
<212> PRT
213> AILFH)

<220>
<223> IL-1¥EHiBk

<400> 701

Gly Tyr Glu Trp Tyr Gln Pro Tyr Ser Val Gln Arg

1 5 10

<210> 1702
211> 12
<212> PRT
213> AL

220>
<223> IL-1¥5Pukk

<400> 702

Ser Arg Val Trp Tyr Gln Pro Tyr Ser Val Gln Arg

1 5 10

<210> 703
211> 12
<212> PRT
213> ATIFE%)

<220>
<223> IL-135HiBk

<400> 703

Leu Ser Glu Gln Tyr Gln Pro Tyr Ser Val Gln Arg

1 5 10

<210> 704
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Q211> 12
<212> PRT
Q213> ALK

<220>
<223> IL-1¥EHiBE

<400> 704

Gly Gly Gly Trp Trp Gln Pro Tyr Ser Val Gln Arg

1 5 10

<210> 705
211> 12

<212> PRT
213> AIFF3

<220>
<223> IL-13E5Hikk

<400> 705

Val Gly Arg Trp Tyr Gln Pro Tyr Ser Val Gln Arg

1 5 10

<210> 706
211> 12

<212> PRT
213> AL

<2200
223> IL-1¥54Hikk

<400> 706

Val His Val Tyr Trp Gln Pro Tyr Ser Val Gln Arg

1 5 10

<210> 1707
211> 12

<212> PRT
Q213> AL

<220>
223> IL-1#5Hikk

<400> 707

Gln Ala Arg Trp Tyr Gln Pro Tyr Ser Val Gln Arg

1 5 10

<210> 708
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Q211> 12
<212> PRT
213> ANILFF%)

<220>
<223>  IL-1%E3HiBk

<400> 708

Val His Val Tyr Trp Gln Pro Tyr Ser Val Gln Thr
1 5 10

<210> 709
211> 12

<212> PRT
213> AR

<220>
223> IL-1#EHiEk

<400> 709

Arg Ser Val Tyr Trp Gln Pro Tyr Ser Val Gln Arg
1 5 10

<210> 710
Q21> 12

<212> PRT
213> ATIFE%

<220>
<223> IL-15#iBk

<400> 710
Thr Arg Val Trp Phe Gln Pro Tyr Ser Val Gln Arg
1 5 10

210> 711
Q211> 12

<212> PRT
213> AN LS

<220>
223> IL-153Hk

400> 711

Gly Arg Ile Trp Phe Gln Pro Tyr Ser Val Gln Arg
1 5 10

210> 712
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Q21 12
<212> PRT
213> ANIFFY

<220>
<223> IL-1¥5#ikk

400> 712

Gly Arg Val Trp Phe Gln Pro Tyr Ser Val Gln Arg

1 5 10

210> 713
211> 12

<212> PRT
213> AIF3

<220>
<223> IL-1%59ikK

<400> 713

Ala Arg Thr Trp Tyr Gln Pro Tyr Ser Val Gln Arg

1 5 10

<210> 714
211> 12

<212> PRT
Q213> AIF5

<220>
<223> IL-1$5%0fk

<400> 714

Ala Arg Val Trp Trp Gln Pro Tyr Ser Val Gln Met

1 5 10

<210> 715
211> 12

<212> PRT
213> ATFHY

<220>
223> IL-1&5#HBk

<400> 715

Arg Leu Met Phe Tyr Gln Pro Tyr Ser Val Gln Arg

1 5 10

<210> 716
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211> 12
<212> PRT
Q1Y ALREY

<220>
<223> IL-1¥Hkk

<400> 716

Glu Ser Met Trp Tyr Gln Pro Tyr Ser Val Gln Arg
1 5 10

210> 717
211> 12

<212> PRT
Q1 ANILFEH

<220>
<223> IL-1¥5HuK

<400> 717

His Phe Gly Trp Trp Gln Pro Tyr Ser Val His Met
1 5 10

<210> 718
211> 12

<212> PRT
213> AR

<220>
<223> IL-1¥5HBk

<400> 718

Ala Arg Phe Trp Trp Gln Pro Tyr Ser Val Gln Arg
1 5 10

<210> 719
211> 12

<212> PRT
213> ATIR5I

220>
223> IL-1HHfk

<400> 719

Arg Leu Val Tyr Trp Gln Pro Tyr Ala Pro Ile Tyr
1 5 10

210> 720
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Q21 12
<212> PRT
Q213> N L3

£220>
<223> IL-1¥HiBK

<400> 720

Arg Leu Val Tyr Trp Gln Pro Tyr Ser Tyr Gln Thr
1 5 10

210> 721
211> 12

<212> PRT
213> AIFFH|

220>
223> IL-13&Hikk

<400> 721

Arg Leu Val Tyr Trp Gln Pro Tyr Ser Leu Pro Ile
1 5 10

<210> 722
QI 12

<212> PRT
213> ATIFEF

<220>
<223> IL-1¥53ikk

<400> 1722

Arg Leu Val Tyr Trp Gln Pro Tyr Ser Val Gln Ala
1 5 10

<210> 723
211> 12

<212> PRT
213> ANIF%|

<220>
223> IL-1%$EK

<400> 723

Ser Arg Val Trp Tyr Gln Pro Tyr Ala Lys Gly Leu
1 5 10

210> 724
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211> 12
<212> PRT
Q213> ANIFF¥)

220>
<223> IL-1¥EHikk

<400> 724

Ser Arg Val Trp Tyr Gln Pro Tyr Ala Gln Gly Leu
1 5 10

<210> 1725
211> 12

<212> PRT
213> ATIRFE%

<220>
223> IL-13HA

<400> 725

Ser Arg Val Trp Tyr Gln Pro Tyr Ala Met Pro Leu
1 5 10

<210> 726
211> 12

<212> PRT
Q213> AILF5)

<220>
<223> IL-1¥5HEk

<400> 726

Ser Arg Val Trp Tyr Gln Pro Tyr Ser Val Gln Ala
1 5 10

210> 727
211> 12

<212> PRT
213> ANTLTRF%)

<220>
223> IL-13¥EHikk

<400> 727

Ser Arg Val Trp Tyr Gln Pro Tyr Ser Leu Gly Leu
1 5 10

210> 728
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21y 12
<212> PRT
213> ANLE%

<2205
<223> IL-1#EHikK

<400> 728

Ser Arg Val Trp Tyr Gln Pro Tyr Ala Arg Glu Leu
1 5 10

210> 729
Q211> 12
<212> PRT
213> ATIF%|

<2205
<223> IL-1%EHk

<400> 729

Ser Arg Val Trp Tyr Gln Pro Tyr Ser Arg Gln Pro
1 5 10

210> 730
21> 12

212> PRT
213> AIFF

<220>
<223> IL-14E3H0Bk

<400> 730
Ser Arg Val Trp Tyr GIn Pro Tyr Phe Val Gln Pro
1 5 10

210> 731
Q21D 12

<212> PRT
213> ANIF%

<220>
223> IL-13EHk

<400> 731

Glu Tyr Glu Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 732
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Q11> 12
<212> PRT
Q213> NILF%

220>
<223> IL-13EHiRk

<400> 732

Ile Pro Glu Tyr Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 1733
211> 12

<212> PRT
213> ANIFF3

<220>
223> IL-1H5Hikk

<400> 733

Ser Arg Ile Trp Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 734
211> 12

<212> PRT
213> ATIFF3

<220>
<223> IL-1¥5HiRE

<400> 734
Asp Pro Leu Phe Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 735
211> 12

<212> PRT
213> A3

<220>
<223> IL-1¥59L0k

<400> 735

Ser Arg GlIn Trp Val Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 736
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211> 1%
<212> PRT
Q213> AT F5)

220>
<223> IL-1¥EHEL

<400> 736

Ile Arg Ser Trp Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 737
211> 11

<212> PRT
213> ANIF3)

<220>
223> IL-1%5$ikk

<400> 737

Arg Gly Tyr Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 1738
Q11> 12

<212> PRT
213> AIFEH

<220>
223> IL-1¥#Hikk

<400> 738

Arg Leu Leu Trp Val Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 1739
Q11> 12

<212> PRT
213> ANIF%

<2205
223> IL-1¥59kk

<400> 739

Glu Tyr Arg Trp Phe Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 740
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211> 12
<212> PRT
21 ANLF%)

<220>
223> IL-1¥5HiRK

<400> 740

Asp Ala Tyr Trp Val Gin Pro Tyr Ala Leu Pro Leu
1 5 10

210> 741
Q21 12
<212> PRT
213> AL

<400> 741

Trp Ser Gly Tyr Phe Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 742
Q1 12

<212> PRT
213> AIFRF3

220>
<223> IL-1#54H0k

<400> 742

Asn Ile Glu Phe Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 743
211> 12

<212> PRT
213> A L5

<220>
<223> IL-14EHiBk

<400> 743

Thr Arg Asp Trp Val Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 744
211> 12

212> PRT
Q13> AT
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<220>
223> IL-1¥5HEK

<400> 744

Asp Ser Ser Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 745
211> 12
<212> PRT
213> ATLFFY

220>
<223> IL-1¥5¥iRk

400> 745

Ile Gly Asn Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 746
211> 12

<212> PRT
213> AILF¥|

<220>
<223> IL-1¥Hifk

<400> 746

Asn Leu Arg Trp Asp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 747
211> 12

<212> PRT
213> NILFE%

<2205
<223> IL-1¥5#Bk

400> 747

Leu Pro Glu Phe Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 748
211> 12

<212> PRT
213> N 174
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<220>
<223> IL-1¥EHBK

<400> 748

Asp Ser Tyr Trp Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 749
211> 12

<212> PRT
213> ATIF%

<220>
<223> IL-1¥EHBK

<400> 749

Arg Ser Gln Tyr Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 750
Q211> 12
<212> PRT
213> ANIFF%)

<220
<223> IL-1¥#HiRk

<400> 750

Ala Arg Phe Trp Leu Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 751
Q211> 12
<212> PRT
213> ANIFF%)

220>
223> IL-1¥Piik

<400> 1751

Asn Ser Tyr Phe Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 752
211> 12
<212> PRT
213> N T4
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220>
<223> IL-13EHIRK

<400> 752

Arg Phe Met Tyr Trp Gln Pro Tyr Ser Val Gln Arg
1 5 10

<210> 753
211> 12

<212> PRT
213> ANIFF3

42205
<223> IL-1F5HiAK

<400> 753

Ala His Leu Phe Trp Gln Pro Tyr Ser Val Gln Arg
1 5 10

<210> 754
211> 9

<212> PRT
213> AIFF%Y

220>
<223> IL-13¥5HiRK

<400> 754

Trp Trp Gln Pro Tyr Ala Leu Pro Leu
1 5

210> 755
Q1 9

<212> PRT
Q213> AIFF3

220>
€223> TL-13¥5HBK

<400> 755

Tyr Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5

<210> 756
211> 9

<212> PRT
213> AN LF%
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220>
<223> IL-1#HiBk

<400> 756

Tyr Phe Gln Pro Tyr Ala Leu Gly Leu
1 5

<210> 757
211> 10

<212> PRT
213> AIF3)

<220>
<223> IL-13EH0BE

<400> 757

Tyr Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 758
211> 10

<212> PRT
213> ANIFF5)

<220>
€223> IL-1ks¥ikk

<400> 758

Arg Trp Trp Gln Pro Tyr Ala Thr Pro Leu
1 5 10

<210> 759
Q11> 10

<212> PRT
213> AIF%)

220>
223> IL-1¥EHBK

<400> 759

Gly Trp Tyr Gln Pro Tyr Ala Leu Gly Phe
1 5 10

<210> 760
211> 10

<212> PRT
213> AN ILFEY
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<220>
223> IL-1H5¥#kk

<400> 760

Tyr Trp Tyr Gln Pro Tyr Ala Leu Gly Leu
1 5 10

<210> 761
<211> 10
<212> PRT
213> ATFF

<220>
<223> IL-1853iAk

<400> 761

Ile Trp Tyr Gln Pro Tyr Ala Met Pro Leu
1 5 10

210> 762
211> 10
<212> PRT
213> AT

<400> 762

Ser Asn Met Gln Pro Tyr Gln Arg Leu Ser
1 5 10

<210> 763
211> 20

<212> PRT
213> ATFE%|

<220>
<223> IL-1¥5HiBk

<400> 763

Thr Phe Val Tyr Trp Gln Pro Tyr Ala Val Gly Leu Pro Ala Ala Glu
1 5 10 15

Thr Ala Cys Asn
20

<210> 764
211> 20
212> PRT
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213> AN LFF

<220>
<923> IL-1HHk

<400> 764

Thr Phe Val Tyr Trp Gln Pro Tyr Ser Val Gln Met Thr Ile Thr Gly
1 5 10 15

Lys Val Thr Met
20

<210> 765
211> 20
<212> PRT
213> ALRH

<220>
<223> IL-1%Hi0K

<2205

<221> misc_feature
<222> (12, 13).. (16)
<223> Xea = {EIEER

<400> 765

Thr Phe Val Tyr Trp Gln Pro Tyr Ser Ser His Xaa Xaa Val Pro Xaa
1 5 10 15

Gly Phe Pro Leu
20

<210> 1766
211> 20

<212> PRT
213> ANILF%)

<220>
223> IL-1#EHUAK

<400> 766

Thr Phe Val Tyr Trp Gln Pro Tyr Tyr Gly Asn Pro Gln Trp Ala Ile
1 5 10 15

His Val Arg His
20
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210, 767
211> 20

212> PRT
Q13> ANILR3

<220>
<223> IL-1¥5¥iBK

<400> 767
Thr Phe Val Tyr Trp Gln Pro Tyr Val Leu Leu Glu Leu Pro Glu Gly
1 5 10 15

Ala Val Arg Ala
20

<210> 1768
211> 20

<212> PRT
Q213> ANIF3

<2205
<223> IL-14EHiEL

<400> 768
Thr Phe Val Tyr Trp Gln Pro Tyr Val Asp Tyr Val Trp Pro Ile Pro
1 5 10 15

Ile Ala Gln Val
20

<210> 769
211> 11

<212> PRT
213> AILF3

220>
223> IL-1kHiBk

<400> 1769

Gly Trp Tyr Gln Pro Tyr Val Asp Gly Trp Arg
1 5 10

210> 770
211> 12

{212> PRT
213> ANLHFZ

220>
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223> IL-13EPLBE

400> 770

Arg Trp Glu Gln Pro Tyr Val Lys Asp Gly Trp Ser
1 5 10

2100 771
211> 12

<212> PRT
213> ANIRH|

£220>
223> IL-1HBL

<400> 771

Glu Trp Tyr Giln Pro Tyr Ala Leu Gly Trp Ala Arg
1 5 10

Q10> 772
211> 10
{212> PRT
213> AIFEH

220>
223> IL-13EHAK

400> 772

Gly Trp Trp Gln Pro Tyr Ala Arg Gly Leu
1 5 10

<210> 773
QI 12

<212> PRT
213> AILFH

220>
223> IL-1EEHIk

. <400> 173

Leu Phe Glu Gln Pro Tyr Ala Lys Ala Leu Gly Leu
1 5 10

210> 774
211> 12
212> PRT

Q13> ANILF¥)

220>
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<223> IL-1#54iBk

<400> 774

Gly Trp Glu Gln Pro Tyr Ala Arg Gly Leu Ala Gly
1 5 10

210> 775
Q211> 12
<212> PRT
213> AIF%)

<220>
€223> IL-1¥EHEK

<400> 775

Ala Trp Val Gln Pro Tyr Ala Thr Pro Leu Asp Glu
1 5 10

<210> 776
211> 12
<212> PRT
213> ANIF3)

<220>
<223> IL-1354Ek

<400> 776

Met Trp Tyr Gln Pro Tyr Ser Ser Gln Pro Ala Glu
1 5 10

Q10> 777
Q211> 12
<212> PRT
213> AIF%)

<220>
<223> IL-13E5#HiEk

<400> 777

Gly Trp Thr Gln Pro Tyr Ser Gln Gln Gly Glu Val
1 5 10

210> 778
211> 12

<212> PRT
213> NT.FF

220>
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223>  TL-1E#HiEL

<400> 778

Asp Trp Phe Gln Pro Tyr Ser Ile Gln Ser Asp Glu
1 5 10

210> 779
Q211> 11

<212> PRT
213> ATIF3

<220>
<223> IL-13#HBk

<400> 779

Pro Trp Ile Gln Pro Tyr Ala Arg Gly Phe Gly
1 5 10

<210> 1780
211> 12
<212> PRT

213> ALFHY

<220>
<223> IL-1HE#HRK

<400> 780

Arg Pro Leu Tyr Trp Gln Pro Tyr Ser Val Gln Val
1 5 10

210> 781
211 12

<212> PRT
213> ALFF|

220>
<223> IL-1¥5$HiRk

<400> 781

Thr Leu Ile Tyr Trp Gln Pro Tyr Ser Val Gln Ile
1 5 10

210> 782
Q1L 12

€212> PRT
213> ANTHEH

220>
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223> IL-1#E#URK

400> 782

Arg Phe Asp Tyr Trp Gln Pro Tyr Ser Asp Gln Thr
1 5 10

<210> 1783
Q211> 12

<212> PRT
Q213> NI

<220>
<223> IL-1¥5HiBk

<400> 1783
Trp His Gln Phe Val Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 784
211> 17
<212> PRT

213> ANIFF

<220>
<223> IL-1¥5Hi0k

<400> 784

Glu Trp Asp Ser Val Tyr Trp Gin Pro Tyr Ser Val Gln Thr Leu Leu
1 5 10 15

Arg

<210> 1785
211> 17
<212> PRT
213> AIF5

220>

223> IL-1¥5HiBk

<400> 785

Trp Glu Gln Asn Val Tyr Trp Gln Pro Tyr Ser Val Gln Ser Phe Ala
1 5 10 15

Asp
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<210> 1786
211> 16
<212> PRT
213> AR

<220>
<223> IL-1¥5¥EK

<400> 786

Ser Asp Val Val Tyr Trp Gln Pro Tyr Ser Val Gln Ser Leu Glu Met
1 5 10 15

<210> 1787
Q21> 17

<212> PRT
213> ALF%

<220>
223> IL-1%EHEK

<400> 787

Tyr Tyr Asp Gly Val Tyr Trp Gln Pro Tyr Ser Val Gln Val Met Pro
1 5 10 15

Ala

<210> 788
211> 12

<212> PRT
213> ANIFF3

<220>
<223> IL-13EHikk

<400> 788

Ser Asp Ile Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 789
211> 12
<212> PRT

213> ANIF%

220>
223> TL-13EHLK
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<400> 789

Gln Arg Ile Trp Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 790
211> 12

<212> PRT
213> AIFF5|

<220>
<223> IL-13&5HAk

<400> 790

Ser Arg Ile Trp Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 791
Q1D 12

<212> PRT
213> AIFF3)

<220>
€223> IL-13EHiEK

400> 791

Arg Ser Leu Tyr Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 792
Q1D 12
<212> PRT
213> ANIFFH)

<220>
<223> IL-1#5#ikk

<400> 792

Thr Ile Ile Trp Glu Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 793
Q211> 12
<212> PRT
213> ANLFF5)

<220>
223> IL-1¥59iBk
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<400> 793

Trp Glu Thr Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 794
Q211> 12

<212> PRT
213> AIFE%)

<220>
<223> IL-1¥EHiRK

<400> 794

Ser Tyr Asp Trp Glu Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 1795
211> 12

<212> PRT
Q213> ALY

<220>
<223> IL-1¥5H08k

<400> 795

Ser Arg Ile Trp Cys Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 796
Q211> 12

<212> PRT
213> ANIFF)

<220>
223> IL-1¥5HiRK

<400> 796

Glu Ile Met Phe Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 797
211> 12

<212> PRT
Q213> ANLFE%

<220>
223> IL-1¥58Bk
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400> 797

Asp Tyr Val Trp Gln 6ln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 798
211> 15
212> PRT
213> ALFF5Y

<220>
223> IL-1#5HiEk

<400> 798

Met Asp Leu Leu Val Gln Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

210> 799
Q211> 15

<212> PRT
213> ATIFF3

220>
223> IL-1$5HiRK

<400> 799

Gly Ser Lys Val Ile Leu Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 800
211> 15

<212> PRT
Q213> ATFF

220>
223> I1L-1$5HBK

<400> 800

Arg Gln Gly Ala Asn Ile Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

210> 801
Q11> 15

212> PRT
213> ANILFH

<2205
<223> IL-1¥HiBk
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<400> 801

Gly Gly Gly Asp Glu Pro Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 802
211> 15

<212> PRT
213> AIF%

<220>
<223> IL-13EHLBK

<400> 802

Ser Gln Leu Glu Arg Thr Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 803
211> 15

<212> PRT
Q213> ANIFFF

220>
223> IL-1f5HBK

<400> 803

Glu Thr Trp Val Arg Glu Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 804
211> 15
<212> PRT
213> ANIFF3)

£220>
<223> IL-1¥EHIEK

<400> 804

Lys Lys Gly Ser Thr Gln Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 805
<211> 15
<212> PRT

213> AILRF

<220>
<223> IL-1E#HBK
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<400> 805

Leu Gln Ala Arg Met Asn Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 806
211> 15
<212> PRT
213> AIRFF]

<220>
<223> IL-1EHiBK

<400> 806

Glu Pro Arg Ser Gln Lys Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 807
<211> 15
<212> PRT
213> AILF3

<220>
<223> IL-1$5HiBK

<400> 807

Val Lys Gln Lys Trp Arg Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 808
211> 15

<212> PRT
213> ANILFe3l

<220>
<223> IL-1¥EHiRK

<400> 808

Leu Arg Arg His Asp Val Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 809
211> 15
<212> PRT

Q213> NLUF%|

220>
223> IL-14EHRk
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400> 809

Arg Ser Thr Ala Ser Ile Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 810
Q211> 15

<212> PRT
213> A%

<220
$223> IL-1¥53Bk

<400> 810

Glu Ser Lys Glu Asp Gln Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 811
211> 15
<212> PRT
213> ATHRFY

<220>
<223> IL-13#Bk

<400> 811

Glu Gly Leu Thr Met Lys Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

210> 812
211> 15

212> PRT
Q13> NIFF

£220>
223> IL-1§8¥HAK

<400> 812

Giu Gly Ser Arg Glu Gly Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

210> 813
Q11> 12
<212> PRT
213> A U3

220>
223> IL-1H5PLAK
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<400> 813

Val Ile Glu Trp Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 814
211> 12

<212> PRT
213> ANIF3

220>
223> IL-1¥5¥Hikk

<400> 814

Val Trp Tyr Trp Glu Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 815
211> 12

<212> PRT
213> AIF3

<220>
<223> IL-1¥54iBK

<400> 815

Ala Ser Glu Trp Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 816
211> 12

<212> PRT
213> ANILF3

<220>
<223> IL-1¥53iEk

<{400> 816

Phe Tyr Glu Trp Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 817
211> 12
212> PRT
Q213> NP

<2205
223> IL-1#Hkk

371
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<400> 817

Glu Gly Trp Trp Val Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 818
Q11> 12

<212> PRT
213> AIF5

<220>
<223> IL-1EHiEk

<400> 818

Trp Gly Glu Trp Leu Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 819
211> 12

<212> PRT
213> AIF%)

<220>
223> IL-1¥5HiEk

<400> 819

Asp Tyr Val Trp Glu Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 820
211> 12

<212> PRT
213> ANIFF

<220>
<223> IL-1¥591Rk

<400> 820

Ala His Thr Trp Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 821
211> 12

<212> PRT
213> ANTFH)

<220>
<223> IL-1#5HiBK

378
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<400> 821

Phe Ile Glu Trp Phe Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 822
Q211> 12

<212> PRT
Q213> AIFH

<220>
223> IL-1f5#Ak

<400> 822

Trp Leu Ala Trp Glu Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 823
211> 12

<212> PRT
213> AIFF%

<2200
223> IL-15HiBk

<400> 823

Val Met Glu Trp Trp Gin Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 824
Q211> 11

<212> PRT
213> NIFF3)

220>
<223> IL-1$5HiBK

<400> 824

Glu Arg Met Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 825
Ll 12
<212> PRT
213> ANTFH

$220>
<223> IL-1#53iBK
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220>

221> misc_feature
222> (2, 3, 5)..(6)
<223> Xaa = {LAIEER

<400> 825

Asn Xaa Xaa Trp Xaa Xaa Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 826
211> 12

<212> PRT
13> ALFF%

<220>
<223> IL-1¥5HiBK

<400> 826

Trp Gly Asn Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 827
211> 12
<212> PRT
213> ANIF%

<220>
<223> IL-135HBk

<400> 827

Thr Leu Tyr Trp Glu Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 828
211> 12
<212> PRT
213> AL

<220>
<223> IL-1{EHk

<400> 828

Val Trp Arg Trp Glu Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 829
211> 11
212> PRT

380



200510083696. X W B P E3TT7/497H7

Q213> AT FFH

220>
<223> IL-135HBk

<400> 829

Leu Leu Trp Thr Gin Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 830
211> 12
<212> PRT
213> AL

£220>
<223> IL-1¥5#Hikk

220>

<221> misc_feature
<222> (5)..(6)

<223> Xaa = EAIEER

<400> 830

Ser Arg Ile Trp Xaa Xaa Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 831
211> 12
<212> PRT
213> ANITRF%|

<2205
223> IL-13580kK

<400> 831

Ser Asp Ile Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 832
Q211> 12

<212> PRT
213> ATF%

220>
223> IL-UEHBL

<2200

221> misc_feature
222> (5).. (6)

<223> Xaa = {E[EER
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<400> 832

Trp Gly Tyr Tyr Xaa Xaa Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 833
211> 12

<212> PRT
213> ATFH

<220>
<223> IL-1$EHikk

<400> 833

Thr Ser Gly Trp Tyr Gin Pro Tyr Ala Leu Pro Leu
1 5 10

210> 834
211> 12

<212> PRT
213> ANIFE%)

<220>
<223> IL-1%53UBK

<220>

<221> misc_feature
222> (5)..(6)

<223> Xaa = {E{EEEL

<400> 834
Val His Pro Tyr Xaa Xaa Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 835
Q11> 12

<212> PRT
213> ANTF%)

<220>
<223> IL-1¥5Hikk

<400> 835

Glu His Ser Tyr Phe Gln Pro Tyr Ala Leu Pro Leu
1 9 10

<210> 836
211> 12
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212> PRT
213> NI

220>
<223> IL-1¥5#iBK

220>

<221> misc_feature
222> (1)..(2)

223> Xaa = {ETREMK

<400> 836

Xaa Xaa Ile Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 837
211> 12

<212> PRT
213> AIF¥

<220>
223> IL-1F5HUAK

<400> 837

Ala Gln Leu His Ser Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 838
211> 12

<212> PRT
213> AIFF3|

<2205
<223> IL-1#EHURk

<400> 838

Trp Ala Asn Trp Phe Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 839
Q11> 12

<212> PRT
Q213> ATLF3

<220>
223> IL-1¥5Hikk

<400> 839

Ser Arg Leu Tyr Ser Gln Pro Tyr Ala Leu Pro Leu
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<210> 840
QI 12

<212> PRT
213> AIFH

<220>
223> IL-1$EHukk

<400> 840
Gly Val Thr Phe Ser Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 841
Q211> 12
<212> PRT
213> AIFRF%Y

<220>
<223> IL-1$EHEK

<400> 841
Ser Ile Val Trp Ser Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 842
Q21> 12

<212> PRT
Q213> ANIF%)

<220>
<223> IL-13EHiEK

<400> 842
Ser Arg Asp Leu Val Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 843
Q211> 17

<212> PRT
Q213> ANLF%)

<2205

223> IL-1#5#HUBk

<400> 843

His Trp Gly His Val Tyr Trp Gln Pro Tyr Ser Val Gln Asp Asp Leu
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Gly

<210> 844
QI 17

<212> PRT
213> ANIF%I

<220>
<223> IL-1¥5HuRk

<400> 844

Ser Trp His Ser Val Tyr Trp Gln Pro Tyr Ser Val Gln Ser Val Pro
1 5 10 15

Glu

<210> 845
211> 17

<212> PRT
213> AIF%)

<220>
<223> IL-1¥HBk

<400> 845

Trp Arg Asp Ser Val Tyr Trp Gln Pro Tyr Ser Val Gln Pro Glu Ser
1 5 10 15

Ala

<210> 846
Q211> 17

<212> PRT
213> A3

220>
223> IL-1%9ifk

<400> 846

Thr Trp Asp Ala Val Tyr Trp Gln Pro Tyr Ser Val Gln Lys Trp Leu
1 5 10 15
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Asp

<210>
211
212>
213>

<220>
223>

<400>

847

17

PRT
AL

IL-135HRk

847

Thr Pro Pro Trp Val Tyr Trp Gln Pro Tyr Ser Val Gln Ser Leu Asp

1

Pro

210>
<1
212>
213>

220>
223>

<400>

5 10 15

848

17

PRT
AIFF5

IL-13EHikk
848

Tyr Trp Ser Ser Val Tyr Trp Gln Pro Tyr Ser Val Gln Ser Val His

1

Ser

210>
211>
212>
213>

<220>
223>

<400>

5 10 15

849

10

PRT

AT P

IL-1¥54uUhk
849

Tyr Trp Tyr Gln Pro Tyr Ala Leu Gly Leu

1

5 10

<210> 850
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211> 10
<212> PRT
213> ATIF¥|

<220>
<223> IL-1¥5HikK

<400> 850

Tyr Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 851
211> 10
<212> PRT
213> AIFF)

<220>
223> IL-185$ikk

<400> 851

Glu Trp Ile Gln Pro Tyr Ala Thr Gly Leu
1 5 10

<210> 852
211> 10

<212> PRT
213> ANIF3Y

<2205
<223> IL-1¥5%iBk

<400> 852
Asn Trp Glu Gln Pro Tyr Ala Lys Pro Leu
1 5 10

<210> 853
211> 10
<212> PRT
213> ANTIFF%

<220>
<223> IL-1%5HiBK

<400> 853

Ala Phe Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

210> 854
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Q211> 10
<212> PRT
213> ANILF%Y

<220>
<223> IL-1¥5HiAK

<400> 854

Phe Leu Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10

<210> 855
211> 10

<212> PRT
213> AIF5

<220>
223> 1L-13¥53ikk

<400> 855

Val Cys Lys Gln Pro Tyr Leu Glu Trp Cys
1 5 10

<210> 856
Q211> 21

<212> PRT
213> ANTLF%)

<220>
<223> IL-1¥bikk

<400> 856

Glu Thr Pro Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 857
Q211> 21

<212> PRT
213> AL

<220>
<223> IL-13¥5¥Hipk

<400> 857

Gln Gly Trp Leu Thr Trp Gln Asp Ser Val Asp Met Tyr Trp Gln Pro
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Tyr Ala Leu Pro Leu
20

<210> 858
Q11> 21

<212> PRT
213> ANILFE5

220>
<223> IL-1¥5PLRK

<400> 858

Phe Ser Glu Ala Gly Tyr Thr Trp Pro Glu Asn Thr Tyr Trp Gln Pro
1 5 10 15,

Tyr Ala Leu Pro Leu
20

<210> 859
Q11> 21

<212> PRT
213> AIF%

220>
223> IL-1¥5HuhK

<400> 859

Thr Glu Ser Pro Gly Gly Leu Asp Trp Ala Lys Ile Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 860
Q11 21

<212> PRT
Q13> AL

220>
<223> IL-1fHiBK

<400> 860

Asp Gly Tyr Asp Arg Trp Arg Gln Ser Gly Glu Arg Tyr Trp Gln Pro
1 5 10 15
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Tyr Ala Leu Pro Leu
20

<210%
211>
212>
213>

861

21

PRT
ALFF5

<220
<223> IL-1#5Hikk

400> 861
Thr Ala Asn Val Ser Ser Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210>
211>
212>
213>

862

21

PRT
AIF5

<220>
<223> IL-1¥&EHiBk

<400> 862
Ser Val Gly Glu Asp His Asn Phe Trp Thr Ser Glu Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

210>
<211
212>
213>

863

21

PRT
ANLF3)

<220>

<223> IL-1¥53Ek

<400> 863

Met Asn Asp Gln Thr Ser Glu Val Ser Thr Phe Pro Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
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20

<210> 864
QI 21

<212> PRT
213> ALFF¥|

<220>
<223> IL-1¥5$LBK

<400> 864

Ser Trp Ser Glu Ala Phe Glu Gln Pro Arg Asn Leu Tyr Trp Gin Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 865
211> 21

<212> PRT
213> ALF%|

<220>
<223> IL-1353iBk

<400> 865

Gln Tyr Ala Glu Pro Ser Ala Leu Asn Asp Trp Gly Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 866
211> 21

<212> PRT
213> ANIFFY

220>
223> IL-1¥#ikk

<400> 866

Asn Gly Asp Trp Ala Thr Ala Asp Trp Ser Asn Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20
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210> 867
211> 15

<212> PRT
213> AIF%)

<220>
223> IL-1¥5HiEk

<400> 867

Thr His Asp Glu His Ile Tyr Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 868
211> 21

<212> PRT
213> AIF%

<220>
<223> IL-1¥EHikk

<400> 868

Met Leu Glu Lys Thr Tyr Thr Thr Trp Thr Pro Gly Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 869
211> 20
<212> PRT

213> AILRFH

<220>
<223> IL-1¥Hijk

<400> 869

Trp Ser Asp Pro Leu Thr Arg Asp Ala Asp Leu Tyr Trp Gln Pro Tyr
1 5 10 15

Ala Leu Pro Leu
20

<210> 870
211> 21

<212> PRT
213> N3
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220>
223> IL-13EHUAk

<400> 870

Ser Asp Ala Phe Thr Thr Gin Asp Ser Gln Ala Met Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 871
211> 21

<212> PRT
213> AILFF%Y

<220>
<223> IL-135HiRK

<400> 871

Gly Asp Asp Ala Ala Trp Arg Thr Asp Ser Leu Thr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 872
Q211> 21

<212> PRT
213> AILFH

220>
<223> IL-13EHiRK

<400> 872

Ala Ile Ile Arg Gln Leu Tyr Arg Trp Ser Glu Met Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 873
211> 21

<212> PRT
213> AT

<220>
223> IL-13EHEK
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<400> 873

Glu Asn Thr Tyr Ser Pro Asn Trp Ala Asp Ser Met Tyr Trp Gin Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 874
211> 21
<212> PRT

213> AL

<220>
<223> IL-1¥54BK

<400> 874

Met Asn Asp Gln Thr Ser Glu Val Ser Thr Phe Pro Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 875
211> 21

<212> PRT
213> AIF%

<220>
223> IL-13EHUEK

<400> 875

Ser Val Gly Glu Asp His Asn Phe Trp Thr Ser Glu Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 876
211> 21
<212> PRT

213> ANTFF%

<220>
223> IL-1E59LEk

<400> 876
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Gln Thr Pro Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210
21D
212>
<213>

877
21

PRT
AL

<220>
<223> IL-13EHiAK

<400> 877
Glu Asn Pro Phe Thr Trp Gln Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

210>
211>
<212>
213>

878

21

PRT
ANIF5]

220>
<223> IL-1¥54ikk

<400> 878
Val Thr Pro Phe Thr Trp Glu Asp Ser Asn Val Phe Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210>
211>
212>
213>

879
21

PRT
ANILF3)

<220>

223> IL-1¥EHEK

<400> 879

Gln Ile Pro Phe Thr Trp Glu Gln Ser Asn Ala Tyr Tyr Trp Gln Pro
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Tyr Ala Leu Pro Leu
20

<210> 880
211> 21

<212> PRT
213> AL

<220>
<223> IL-1$5H0Ek

<400> 880

Gln Ala Pro Leu Thr Trp Gln Glu Ser Ala Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 881
Qi 21

<212> PRT
213> AILF%)

<220>
<223> IL-1¥5¥HiAk

<400> 881

Glu Pro Thr Phe Thr Trp Glu Glu Ser Lys Ala Thr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 882
211> 21

<212> PRT
213> ATLF3Y

<220>
223> IL-1#EHuEk
<400> 882

Thr Thr Thr Leu Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15
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Tyr Ala Leu Pro Leu
20

<210>
211>
212>
213>

883

21

PRT
ANIFF5I

<220>
<223> IL-1¥538k

<400> 883
Glu Ser Pro Leu Thr Trp Glu Glu Ser Ser Ala Leu Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210>
21>
<212>
<213>

884

21

PRT
ALF5)

<220>
<223> IL-1¥5$iik

<400> 884
Glu Thr Pro Leu Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210>
211>
212>
213>

885

21

PRT

AT P35

<220>

<223> IL-1$EHiAk

<400> 885

Glu Ala Thr Phe Thr Trp Ala Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
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20

<210> 886
211> 21

<212> PRT
Q213> ANIFH

<220>
223> IL~1H#Ek

<400> 886
Glu Ala Leu Phe Thr Trp Lys Glu Ser Thr Ala Tyr Tyr Trp Gln Pro
1 5 10 18

Tyr Ala Leu Pro Leu
20

<210> 887
<211> 20

<212> PRT
213> ATEF

{2200
223> IL-18HEK

<400> 887

Ser Thr Pro Thr Trp Giu Glu Ser Asn Ala Tyr Tyr Trp Gin Pro Tyr
1 5 10 15

Ala Leu Pro Leu
20

<210> 888
Q21> 21

{212> PRT
213> ANTAH

220>
223> IL-1359UK

{400> 888

Glu Thr Pro Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20
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<210> 889
Q11> 21

<212> PRT
213> ANIFF%Y

220>
223> IL-1¥HBK

<400> 889
Lys Ala Pro Phe Thr Trp Glu Glu Ser Gln Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 890
211> 21
<212> PRT

213> AIF%

<220>

<223> IL-1¥EHER

<400> 890
Ser Thr Ser Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 891
211> 21

<212> PRT
213> ANIF%I

220>

<223> IL-1%#HK

<400> 891

Asp Ser Thr Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 892

399
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21> 21
<212> PRT
213> ANLFF

220>
<223> IL-1¥54kk

<400> 892

Tyr Ile Pro Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 893
211> 21

<212> PRT
Q213> AIFF

<220>
<223> IL-1¥5¥HiEK

<400> 893

Gln Thr Ala Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

210> 894
211> 21

<212> PRT
213> ATIFF3i

<220>
223> IL-1¥HiEk

<400> 894

Glu Thr Leu Phe Thr Trp Glu Glu Ser Asn Ala Thr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 895
211> 21
212> PRT

400
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Q213> AN

<220>
<223> IL-1¥5#UAK

<400> 895

Val Ser Ser Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 896
Q11> 7

<212> PRT
213> ANTIFF%)

<220>
<223> IL-1¥54ifk

<400> 896

Gln Pro Tyr Ala Leu Pro Leu
1 5

<210> 897
Q21> 11
<212> PRT
213> ATIH

220>
221> misc_feature
222> (1)..(D

<223> {7E1, XaaRBIESRR BB E

<2205

<221> misc_feature
222> (2)..(2)

223> fE2, XaaR1-EREERE

220>

221> misc_feature
222> (6)..(6)

223> {186, XaaRE T T
<400> 897
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Xaa Xaa Pro Tyr Gln Xaa Tyr Ala Leu Pro Leu
1 5 10

<210> 898
211> 21
<212> PRT

213> AIF3

<220>
223> IL-1EHK

<400> 898

Thr Ala Asn Val Ser Ser Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 899
Q11> 15

<212> PRT
213> ATLFF5

220>
223> IL-1¥5%i0K

<400> 899

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 900
211> 15

<212> PRT
213> AILFF5)

<220>
223> IL-1¥5HUK

<2205

<221> misc_feature
<222> (10).. (10)

<223> frE10, XaaRREIFH T ki

<400> 900
Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr Ala Leu Pro Leu
1 5 10 15
<210> 901
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Q11>
212>
WARY,

<2207
223>

220>
221>
<222>
{223>

<400>

15
PRT
NP3

IL-1354kk

misc_feature
(10).. (10)
A E10, XaaRBRAHT RAEE

901

Phe Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr Ala Leu Pro Leu

1

<210>
QI
212>
<213>

<220>
223>

<400>

5 10 15

902
21

PRT
ALFF

IL-13590RK
902

Glu Thr Pro Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro

1

5 10 15

Tyr Ala Leu Pro Leu

210>
211>
212>
213>

<220>
<223>

<220>
221
222>
{2235

400>

20

903

18

PRT
ATLFH

IL-1353kk

misc_feature
(13).. (13)
fIE13. XaaRB M T HERE

903

Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Xaa Tyr Ala Leu

1

Pro Len

5 10 15
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<210> 904
211> 16

<212> PRT
213> AIF%)

<220>
<223> IL-135H0RK

<400> 904
Ala Asp Val Leu Tyr Trp Gln Pro Tyr Ala Pro Val Thr Leu Trp Val
1 5 10 15

<210> 905
QI 17

<212> PRT
213> ATLF3

<220>
<223> IL-1£EH3H)

<400> 905
Gly Asp Val Ala Glu Tyr Trp Gln Pro Tyr Ala Leu Pro Leu Thr Ser
1 5 10 15

Leu

<210> 906
<211> 18

<212> PRT
213> ANTFF)

220>
<223> IL-1#EHk

<400> 906

Ser Trp Thr Asp Tyr Gly Tyr Trp Gln Pro Tyr Ala Leu Pro Ile Ser
1 5 10 15

Gly Leu

<210> 907
211> 8
212> PRT

404



200610083696. X

i

B 5E401/49710

213>

<2205
223>

<220>
<221
<222>
223>

<220>
<221
<222>
<223>

<220>
221>
<222>
<223>

<400>

NLFFY

IL-135HUK

misc_feature
(1, 2, .. (8
Xaa RAL Al EER

misc_feature
(4).. 4@
PB4, XeaRHEBMERKT RE

misc_feature

(6).. (6)
fIE6, Xaal S. A. VEL

907

Xaa Xaa Gln Xaa Tyr Xaa Xaa Xaa

1

<210>
(VAR
<212>
213>

<220>
<223>

<220>
221>
222>
223>

<220>
2z
<222>
223

<220>
<2215

5

908

8

PRT
AIFF5I

IL- 15658k

misc_feature
1..QQ)
fLE1, Xaafk Y. WEkF

misc_feature
2, 7..(8)
Xaa R EER

misc_feature
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Q222> (4).. (4
223> {4, XaaREBIELE A T Ik E

<2205

<221> misc_feature

<222> (6).. (6)

<223> {rE6, Xaa® S. A. VELL

<400> 908

Xaa Xaa Gln Xaa Tyr Xaa Xaa Xaa
1 5

<210> 909
211> 8
<212> PRT

213> AIFF%)

<220>
223> IL-1}EHiAE

220>

<221> misc_feature
Q22> (1).. ()
223> frE1l, Xaa® Y. WELF

<220>

<221> misc_feature
222> (2).. (2
223> fr&2, XaaR E. F. V. WEY

<220>
<221> misc_feature
222> (4)..(4)

223> fPrE4, XaaRHEBRRE A TREE

220>

<221> misc_feature

222> (6).. ()

223> frE6, Xaa® S. A. VELL

<220>

<221> misc_feature
222> (N).. (D
223> fr#E7, Xeast M. F. V. R. Q. K. T. S. D. L. IikE
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<220>
<2215
<222>
223>

<400>

misc_feature

(8)..(8)

fIE8, Xaa E. L. W. V. H. I. G, A, D. L. Y. N, Q&P

909

Xaa Xaa Gly Xaa Tyr Xaa Xaa Xaa

1

<210>
<2115
<212>
<213>

<2205
<223>

<220>
221>
222>
223>

<220>
<221>
<222>
<223>

<2205
221>
<2225
<223>

<220>
221>
<2225
<223>

<220>
221>
222>
<223>

5

910

9

PRT
ANLFF5

IL-15Hikk

misc_feature
(1).. (1)
fr&E1, Xaaz V. L. I. E. P. G. Y. M. TED

misc_feature
2)..(2)
fIE2, XaaRk Y. WEKF

misc_feature
(3).. 3
frE3, XaaR E. F. V. Wiy

misc_feature
(5).. (5)
frES, XaaRfHEBEEUE AT SRR E,

misc_feature
(N.. (N
&7, Xaafk S. A, VERL
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<220>

<221> misc_feature
<222> (8)..(8) .
<223> A{IES8, Xaaf M. F. V. R. Q. K. T. S. D, L, IEGE;

<220>

<221> misc_feature

222> (9)..(9)

<223> A{rE9, Xaa® E. L. W. V. H. I. G. A, D. L. Y. N. Q&kpP

<400> 910

Xaa Xaa Xaa Gln Xaa Tyr Xaa Xaa Xaa
1 5

<210> 911
Q11> 15

<212> PRT
213> AIFEF

<220>
<223> IL-1¥5#BK

<400> 911

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

210> 912
<211> 15

<212> PRT
213> AIF3

<220>
<223> IL-1¥5¥%iBk

<220>

<221> misc_feature
222> (10).. (10)

<223> Xaa = {E{TEEEE

<400> 912

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr Ala Leu Pro Leu
1 5 10 15

210> 913
<211> 15
<212> PRT
Q213> ANILFF%)
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220>
223> IL-MEHBK

<400> 913

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 914
211> 15

<212> PRT
213> ANIFFF

<220>
<223> IL-13&9uhk

220>

<221> misc_feature

€222> (10).. (10)

<223> {IE10, XaaBEBIMATHERE

<400> 914

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Xaa Tyr Ala Leu Pro Leu
1 5 10 15

<210> 915
211> 15

<212> PRT
213> AL

<220>
<223> IL-135HiEk

<400> 915

Phe Glu Trp Thr Pro Gly Tyr Tyr Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

210> 916
211> 15

<212> PRT
213> ATIFF3F

<220>
<223> IL-135HURk

<220>

<221> misc_feature

<222> (10).. (10)

223> A{IE10, XaaRE M T HikE
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<400>

916

Phe Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr Ala Leu Pro Leu

1

210>
211>
212>
213>

<220>
223>

<220>
221>
222>
<223>

<220>
221>
<222>
223

<220>
221>
222>
223>

<220>
Q21>
222>
<2235

<2205
221>
222>
223>

<220>
221>
<222>
<223>

5

917

21

PRT
AR5

IL-155HRk

misc_feature
(1).. @
fiEl, Xaak

misc_feature
2).. (@)
ALE2, XaaR

misc_feature
3.. 3
fIE3, XaaRk

misc_feature
4).. (4)
84, Xaalk

misc_feature
5).. (5)
HrE5, XaaRk

misc_feature
(6).. (6)
FIE6, Xaakk

A\ D\ G\

A. D, G,

A\ D\ E\

H\ I\ L\

10 15

F. G. K. Q. S. T. V&Y

I. N. P S, T, VERW

L. N. P, S. T. WELY

F. L. N. R, VERY

Q. R. SERT

P. S. TELW
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<220>
221>
<2225
<223>

<220>
221>
222>
<223>

<220>
<2215
<222>
<2235

<220>
221>
<222>
<2235

<220>
Q21>
222>
223>

<220>
@z
<222>
<223>

<220>
221>
<222>
223>

<220>
221>
222>
<223>

misc_feature

(N.. D
frE7, Xaa A. E. F. K. N, Q. R. S&Y;

misc_feature
(8)..(8)
{fIE8, XaaR D. E. F. Q. R. THLW

misc_feature

(9)..(9)
A E9, Xaak A. D. P, S. TakW

misc_feature
(10).. (10)
frE10, Xaa® A. D. G. K. N, Q. SERT

misc_feature
(11).. (11)
fIB11, Xaa®k A. E. L. P. S, T. vaRY

misc_feature

(12).. (12)
1812, Xaa®k V. L. I. E. P. G. Y. M. TERD

misc_feature
(13).. (13)
fIE13, Xaafk Y. WEF

misc_feature
(14).. (14)
fi® 14, Xaa®k E. F. V. WBkY
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220>

<221> misc_feature
<222> (16).. (16)
223> {IE16, Xaalk PEE L THRERE:

220>

<221> misc_feature

222> (18)..(18)

223> {rE18, Xaae S. A. VHIL

<220>

<221> misc_feature
222> (19)..(19)
<223> AHIE19, Xaal M. F. V. R, Q. K. T. S. D. L. IBRE

<220>

<221> misc_feature

<222> (20).. (20)

223> {IE20, Xaalk QHLP.

<400> 917

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Gln Xaa
1 5 10 15

Tyr Xaa Xaa Xaa Leu
20

210> 918
211> 21
<212> PRT
213> ANIF3)

<220>
<223> IL-135$Hipk

<400> 918

Thr Ala Asn Val Ser Ser Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

210> 919
211> 18
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<212> PRT
213> ANIF¥]

<220>
223> IL-1¥5HiRk

<400> 919

Ser Trp Thr Asp Tyr Gly Tyr Trp Gln Pro Tyr Ala Leu Pro Ile Ser
1 5 10 15

Gly Leu

<210> 920
211> 21
<212> PRT

213> ANIF3Y

220>
223> IL-1H5HAK

<400> 920

Glu Thr Pro Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 921
QI 21

<212> PRT
213> AILF5)

<220>
<223> IL-1#¥HiAk

<400> 921

Glu Asn Thr Tyr Ser Pro Asn Trp Ala Asp Ser Met Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

210> 922
211> 21

212> PRT
213> NILF%)
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220>
<223> IL-1¥#iAK

<400> 922

Ser Val Gly Glu Asp His Asn Phe Trp Thr Ser Glu Tyr Trp Gin Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 923
211> 21
<212> PRT
213> AIFF

<220>
<223> IL-1%%ikk

<400> 923

Asp Gly Tyr Asp Arg Trp Arg Gln Ser Gly Glu Arg Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 924
211> 15
<212> PRT
213> AIFRF

<220>
<223> IL-1540k

<400> 924

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr Ala Leu Pro Leu
1 5 10 15

<210> 925
Q21 11

<212> PRT
213> ANLF%

<2207
<223> IL-1E#HAK

<400> 925
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1

<210>
Q211
212>
213>

<220
<223>

<220>
Q21
222>
223>

<400>

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr

5 10

926
11
PRT

ANIF5Y

IL- 1354k

misc_feature
(10).. (10)
ALE10, XaaRBERHT ik

926

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr

1

<210>
<21
212>
213>

<220>
223>

<400>

5 10

927

10

PRT
AT

IL-13EH Bk
927

Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr

1

210>
<21
212>
213>

<220>
223>

<2205
221>
222>
223>

400>

5 10

928

11

PRT

A L5

IL~-1$5#hk

misc_feature
(10).. (10)
fLE10, XaaRBENMH T HBE

928

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Xaa Tyr

1

5 10
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210>
211>
212>
213>

<220>
<223>

<220>
221>
222>
<2235

<400>

929

11

PRT
ANLF5

IL-15EHikk

misc_feature
(10).. (10)
1810, XaaRBHH T i

929

Ala Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr

1

<210>
211>
<212>
<213>

<220>
<223>

<220>
<2215
<2225
223>

<400>

1

<210>
21D
212>
<2135

<2205

5 10

930
11

PRT
ANIFF5

IL-13EHiRE

misc_feature

(10).. (10)
fIEB10, XaaRBEEI T HERE
930
Phe Ala Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
5 10
931
11
PRT
ANLFH|
IL- 185k

<223>

<220>
<2215
222>
<223>

<400>

misc_feature

(10).. (10)
fE10, XaaREFRA TR E
931

Phe Glu Ala Thr Pro Gly Tyr Trp Gln Xaa Tyr

1

5 10
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210>
<2l
212>
213>

<220>
<223>

<220>
221>
222>
<223>

<400>

932

11

PRT
AT

IL-155 400K

misc_feature
(10).. (10)
frE10, XaaREFHT EiRE

932

Phe Glu Trp Ala Pro Gly Tyr Trp Gln Xaa Tyr

1

<210>
Qi
<212>
<213>

<220>
<223>

<220>
<221>
<222>
223>

<400>

5 10

933

11

PRT
AL

IL-155$iBk

misc_feature
(10).. (10)
FE10, XaaREFHT %

933

Phe Glu Trp Thr Ala Gly Tyr Trp Gln Xaa Tyr

1

210>
211>
212>
<213>

<220>
223>

<220>
Q21>
222>
223>

<400>

5 10

934
11

PRT
A5

IL-13EHikk

misc_feature

(10).. (10)
fE10, XaaREZLH TIREBE
934

Phe Glu Trp Thr Pro Ala Tyr Trp Gln Xaa Tyr

1

5 10
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<210>
211>
212>
<213>

220>
223>

<220>
221>
222>
223>

<400>

935

11

PRT
AR5

IL-13530 8K

misc_feature
(10).. (10)
fE10, XaaREFKAT i E

935

Phe Glu Trp Thr Pro Gly Ala Trp Gln Xaa Tyr

1

<210
Q11>
212>
213>

220>
<223>

<220>
221
222>
223>

<400>

5 10

936

11

PRT
AL

IL-185308K

misc_feature
(10).. (10)
1810, XaaREHK T HRBRE

936

Phe Glu Trp Thr Pro Gly Tyr Ala Gln Xaa Tyr

1

210>
211>
212>
213>

220>
<223>

<220>
221>
222>
223>

<400>

5 10

937

11

PRT
AR5

IL-1%5418K

misc_feature
(10).. (10)
fIE10, XaaRBI T ikt

937

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Ala

418



200610083696. X W W

T 5415/497TM

<210> 938
211> 11

<212> PRT
213> ANIF3

<220>
<223> IL-1¥5Hikk

<220>

<221> misc_feature

<222> (10).. (10)

223> (IE10, XaaBEAH THEE

<400> 938

Phe Glu Trp Thr Gly Gly Tyr Trp Gln Xaa Tyr
1 5 10

210> 939
Q11> 11

212> PRT
213> ATLFF

<220>
223> IL-13Hk

<2200
221> misc_feature
<222> (10).. (10)
<223> frES5, DEEMRE
PLE10, XaaRBARHF T BRE

<400> 939

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 940
211> 11

<212> PRT
213> NIF%

<220>
<223> IL-1¥5¥ikk

220>

<221> misc_feature

<222> (5)..(10)

223> fTE10, XaaRBZH THEBE

<400> 940
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Phe Glu Trp Thr Xaa Gly Tyr Trp Gln Xaa Tyr

1

<210>
211>
<212>
213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
221>
<222>
223>

<400>

1

210>
211>
212>
<213>

<220>

Q) 10

941
11

PRT
ANLFF

IL-13&Hkk

misc_feature
(5).. (5)
fIE5, XaaR2-URIERRFRE

misc_feature

(10).. (10)
FLE10, XaaRBEHFIFT IBRE
941
Phe Glu Trp Thr Xaa Gly Tyr Trp Gln Xaa Tyr
5 10
942
11
PRT
ALF3)
IL-15548k

<223>

<220>
221>
<222>
223>

<220>
Q21
<222>
<223>

<400>

misc_feature
(6)..(6)
frE6, XaaREERTHBRE

misc_feature

(10).. (10)
I 810, Xaa BB T iz
942

Phe Glu Trp Thr Pro Xaa Tyr Trp Gln Xaa Tyr

1

5 10
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<2105 943
Q11> 11

<212> PRT
Q213> ATKFH

<220>
223> IL-13¥5¥ikk

<2200

<221> misc_feature

<222> (6).. (6)

<223> fr'EB6, XaaRUERMBRE

<220>
221> misc_feature
<222> (10).. (10)

223> frE10, XaaRELAHTHREBE
<400> 943

Phe Glu Trp Thr Pro Xaa Trp Tyr Gln Xaa Tyr
1 5 10

<210> 944
Q211> 11

<212> PRT
Q13> AIF3|

<220
<223> IL-1$#EHRK

<2205

<221> misc_feature
222> (5)..(5)
223> fIE5, XaaRHEBEFE

<2205

221> wmisc_feature

<222> (10).. (10)

223> HrE10, XaaRREFH T ki

<400> 944

Phe Glu Trp Thr Xaa Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 945
21> 1
212> PRT
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213> AT

<220
<223> IL-1¥5HUEK

<2200

<221> misc_feature

<222> (10).. (10)

223> PHrE10, XeaRENHT KiRE

<400> 945

Phe Glu Trp Thr Pro Asn Tyr Trp Gln Xaa Tyr
1 5 10

<210> 946
<21 11
<212> PRT

213> ANIFEF)

<220>
<223> IL-1¥5Hi0K

<220>

<221> misc_feature

<222> (10).. (10)

<223> {rE10, XaaRBIAA THEBRE

220>
<221> misc_feature
<222> (5).. (5)

223> A{rES. DEERRE
<400> 946

Phe Glu Trp Thr Pro Val Tyr Trp Gln Xaa Tyr
1 5 10

<210> 947
211> 11

<212> PRT
213> ANIFF3)

220>
<223> IL-1¥EHiBK

220>

<221> misc_feature

222> (10).. (10)

223> {rE10, XeaRBRHF THEE

<400> 947
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Phe Glu Trp Thr Val Pro Tyr Trp Gln Xaa Tyr

1

<210>
21
212>
213>

<2205
<223>

<2207
221>
<222>
223>

<220>
Q21
<222>
223>

<400>

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Xaa Tyr

1

<210>
21D
<212>
213>

<220>
223>

<220>
<2215
222>
223>

<220>
221>
222>
<223>

<400>

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr

1

6] 10

948
11
PRT

ANIFF5

IL-1354Rk

misc_feature
(..
A1 B, Z.BE4kPhe

misc_feature
(10).. (10)
PLE10, XaaRBNH T s

948

5 10

949

11

PRT
AL

IL-1359RK

misc_feature
(1).. ()
&1, ZBk{kPhe

misc_feature
(10).. (10)
ME10, XaaRBEIAH T L

949

5 10
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210> 950
211> 11

<212> PRT
213> AILF%)

<2205
€223> IL-1¥H

{220>

221> misc_feature

222> (.. (1)

223> HrE1, Xaa = 1-FEHAEAM

220>

<{221> misc_feature

<222> (10).. (10)

223> fFIE10, XaaRE I THERE

<400> 950

Xaa Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr
1 5 10

210> 951
211> 11

<212> PRT
213> AIFRFH

220>
<223> IL-1#HBK

220>

221> misc_feature

<222> (10).. (10)

223> HRIE10, XaaRBHFKT R E

<400> 951

Tyr Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr
1 5 10

<210> 952
211> 11

<212> PRT
213> AT.FH

<220>
<223> IL-1¥5#BK

220>
<221> misc_feature
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<222>  (10).. (10)
223> HIE10, Xaa B IH THRERE

<400> 952

Phe Glu Trp Val Pro Gly Tyr Tyr Gln Xaa Tyr
1 5 10

<210> 953
211> 11
<212> PRT
213> AILR%

<220>
<223> IL-1$5HiBk

220>

221> misc_feature

<222> (10).. (10)

223> 4IE10, XaaRBMH T HEE

<400> 953

Phe Glu Trp Thr Pro Gly Tyr Tyr Gin Xaa Tyr
1 5 10

210> 954
211> 11

<212> PRT
213> ATLF5)

<220>
<223> IL-135H00K

220>

221> misc_feature

<222> (10).. (10)

223> fHIE10, XaaRBEMHTHRE

<400> 954

Phe Glu Trp Thr Pro Ser Tyr Tyr Gln Xaa Tyr
1 5 10

<210> 955
211> 11

212> PRT
213> A3

<220>
<223> IL-1¥5HUAK

<220>

425
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221> misc_feature
222> (10).. (10) _
223> {LE10, XaaRBHFHT ik

<400> 955

Phe Glu Trp Thr Pro Asn Tyr Tyr Gln Xaa Tyr
1 5 10

<210> 956
211> 12

<212> PRT
213> ANIFF)

<220>
<223> IL-1¥5HiBK

220>

<221> misc_feature

222> (5)..(5)

<223> {IE5, Xaa = HHEM

<400> 956

Ser His Leu Tyr Xaa Gln Pro Tyr Ser Val Gln Met
1 5 10

<210> 957
Q211> 12

<212> PRT
213> ALF%)

<220>
<223> IL-135HiAK

<220>

<221> misc_feature
222> (5).. (5
223> A{rES5, Xaa = BRER

<400> 957

Thr Leu Val Tyr Xaa Gln Pro Tyr Ser Leu Gln Thr
1 5 10

<210> 958
Q11> 12

<212> PRT
213> ANIFF3)

<220>
223> IL-1¥EMAk
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220>

<221> misc_feature

222> (9)..(9)

<223> {1E5, Xaa = EHER

<400> 958

Arg Gly Asp Tyr Xaa Gln Pro Tyr Ser Val Gln Ser
1 5 10

<210> 959
Q1 12

<212> PRT
Q213> ATFF

<220>
<223> IL-1%EHiRk

<220>

<221> misc_feature

222> (5)..(5)

223> {rE5, Xaa = BEHEM

<400> 959

Asn Met Val Tyr Xaa Gln Pro Tyr Ser Ile Gln Thr
1 5 10

<210> 960
211> 9

<212> PRT
213> ATF%

<220>
<223> IL-135HiEk

<400> - 960

Val Tyr Trp Gln Pro Tyr Ser Val Gln
1 5

210> 961
211> 9
<212> PRT
213> ATLH

<220>

<221> misc_feature

222> (3)..(3)

<223> {rE3, Xaa = BHE®

<400> 961
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Val Tyr Xaa Gln Pro Tyr Ser Val Gln
1 5

<210> 962
Q211> 12
<212> PRT
213> ALFF

<220>
<223> IL-1¥5HiRK

<220>

<221> misc_feature

222> (.. (D

<223> {rE7, XaaRERK T HRBE

<400> 962

Thr Phe Val Tyr Trp Gln Xaa Tyr Ala Leu Pro Leu
1 5 10

<210> 963
211> 11

<212> PRT
213> ANIFF3|

<220>
<223> IL-1¥5H0EK

<2200

221> misc_feature

<222> (10).. (10)

<223> A4rE10, XaaRBIMHTHRERE

<220>

<221> misc_feature
222> (11).. @D
<223> frE11, Xaa = MEFBME-L-EHREKM

<400> 963

Phe Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Xaa
1 5 10

<210> 964
211> 11
<212> PRT
213> AN LW

220>
<221> misc_feature
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222>
223>

<2205
Q21>
222>
223>

<220>
221>
Q222>
223>

<400>

(D.. (v
fIE1, Xaa = ZBiftPhe

misc_feature
(10).. (10
B0, XaaRBNH T AR

misc_feature

(.. an

fIE11, Xaa = WEFABRE-L-FRNER.

964

Xaa Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Xaa
1

<210>
<21
212>
<213

<2207
223>

<220>
221>
222>
223>

220>
221>
<222>
<223>

<4007

1

<210>
211>
212>

5 10

965

11

PRT
AR5

IL-1H590BK

misc_feature

(8)..(10)

&8, Xaa = WEFBRE-L-FERER
frE10, XaaREHIH T HERE

misc_feature

(10).. (10)
fIB10, XeaREZH THERE
965
Phe Glu Trp Thr Pro Gly Tyr Xaa Gln Xaa Tyr
5 10
966
11
PRT
AT R5

{213>

220>
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<223> IL-1E5FiRK

Q20>

<221> misc_feature

222> (1).. (D

<223> {rI'B1l, Xaa = ZBtikpPhe

<2200

<221> misc_feature

<222> (8)..(8)

223> {IE8, Xaa = WEFBRE-L-ERNER

220>

<221> misc_feature

222> (10).. (10)

<223> {IE10, XaaREHFTIRBE.

<400> 966

Phe Glu Trp Thr Pro Gly Tyr Xaa Gln Xaa Tyr
1 5 10

<210> 967
QI 11
<212> PRT
Q213> AIRF%)

220>
<223> IL-1¥EHiRk

<220>

<221> misc_feature
Q222> (MN.. (D

223> AHIET, Xaa = WEHRBRE-L-ZRER

220>
221> misc_feature
€222> (10).. (10)

223> AHIE10, XaaRBAHFTHREE.
<400> 967

Phe Glu Trp Thr Pro Gly Xaa Tyr Gln Xaa Tyr
1 5 10

<210> 968
211> 11
212> PRT
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213> A FE¥

<220>
<223> IL-1¥&EPUiK

<220>

<221> misc_feature

222> (1).. ()

<223> {IE1l, Xaa = ZBtfkPhe

<220>

<221> misc_feature

222> (D.. (D

<223> AIE7, Xae = WNEHAHE-L-ERNER

220>

<221> misc_feature

<222> (10).. (10)

<223> AHrE10, XaaRBEHIHT Skt

<400> 968

Phe Glu Trp Thr Pro Gly Xaa Tyr Gln Xaa Tyr
1 5 10

<210> 969
Q1> 11
<212> PRT
213> ANIFF%)

<220>
<223> IL-1¥EHbk

<220>

221> misc_feature

222> (D).. ()

<223> {IE1l, Xaa = ZB{tPhe

220>

{221> misc_feature

222> (3).. (13

<223> (rE3, Xaa = XMNEFBE-L-FRER

<220>

(221> misc_feature

<222> (10).. (10)

223> {IE10, XaaR B Tk,
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<400>

Phe Glu Xaa Thr Pro Gly Tyr Tyr Gln Xaa Tyr

1

<210>
211>
212>
213>

<220>
<223>

<220>
<2215
<222>
£223>

<2200
221>
<222>
<223>

220>
<221
<222>
<223>

<400>

Phe Glu Xaa Thr Pro Gly Tyr Tyr Gln Xaa Tyr

1

<210>
210
212>
<213>

<220>
<223>

<220>
221>
222>
<223>

220>

969

5 10

970

11

PRT
ATLFF)

IL-1354Rk

misc_feature
n.. W
frB1, Xaa = ZBifkPhe

misc_feature
3).. 3
B3, Xaa = WEFBRE-L-FRER

misc_feature
(10).. (10)
PE10, Xaa BB T beikE.

970

5 10

971

11

PRT
ANIFF

IL-1¥5508K

misc_feature

(D.. (1)
LB Xaa = WMEFBRE-L-FRER
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<221> misc_feature
222> (10).. (10)
223> HIE10, Xaa BT THREE,

<400> 971

Xaa Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr
1 5 10

<210> 972
211> 11

<212> PRT
213> ANTFF

<220>
223> IL-1#5HIEK

220>
<221> misc_feature
222> (1)..(Q)

223> fiE1, Xaa = ZBAMLXIERBE-L-FNER

<220>
221> misc_feature
<222> (10)..(10)

223> fIE10, XaaRBMHTHRE.
<400> 972

Xaa Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr
1 5 10

210> 973
211> 9
<212> PRT

Q213> ATLF%)

<220>
223> IL-1EHiBK

<400> 973

Val Tyr Trp Gin Pro Tyr Ser Val Gln
1 5

<210> 974
Q211> 12

<212> PRT
213> AT

220>
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223> IL-1E5HiRK
<400> 974

Arg Leu Val Tyr Trp Gln Pro Tyr Ser Val Gln Arg
1 5 10

<210> 975
211> 12

<212> PRT
213> AIFRF3

<220>
<223> IL-135Hikk

<220>

<221> misc_feature

222> (5).. (5)

<223> fiE5, Xaa = EHREK

<400> 975

Arg Leu Val Tyr Xaa Gln Pro Tyr Ser Val Gln Arg
1 5 10

210> 976
Q211> 12

<212> PRT
Q213> AIF%)

<220>
<223> IL-13EHijk

<400> 976

Arg Leu Asp Tyr Trp Gln Pro Tyr Ser Val Gln Arg
1 5 10

210> 977

Q211> 12

<212> PRT

213> ALK <400> 977

Arg Leu Val Trp Phe Gln Pro Tyr Ser Val Gln Arg
1 5 10

210> 978
211> 12

<212> PRT
213> ANTFF5)

<220>
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<223> IL-1ESHUBEE
<400> 978

Arg Leu Val Tyr Trp Gln Pro Tyr Ser Ile Gln Arg
1 5 10

<210> 979
QI 11

<212> PRT
213> ATF5

<220>
€223> IL-1¥EHikk

220>

<221> misc_feature

222> (1)..(Q)

223> frE1l, Xaa = DERY

220>

<221> misc_feature

222> (3)..(3)

<223> fIE3, Xaa = DELS

<220>

<221> misc_feature

222> (4).. (4)

223> frE4, Xaa = S. THA

220>

<221> misc_feature

222> (5)..(5)

<223> frE5, Xaa = SEW

<220>

<221> misc_feature

<222> (6)..(6)

<223> fr#6, Xaa = SEY

<220>

<221> misc_feature
222> (D.. (D)

223> XeaR{EMEEM
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<220>

<221> misc_feature

<222> (8)..(8)

<223> {rES8, Xaa = N. S. K. HERW

<220>

<221> misc_feature

222> (9)..(9)

<223> 4{rE9, Xaa = FE{L

<220>
<221> misc_feature
<222> (10).. (10)

223> {rE10, Xaa D. N. SBIL

220>

<221> misc_feature
<222> (11)..(11)
<223> {rE1l1, Xaa

L. I. Q. MERA.
<400> 979

Xaa Asn Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 980
QI 11

<212> PRT
213> A%

<220> ‘
<223> IL-135$iRK

<400> 980

Asp Asn Ser Ser Trp Tyr Asp Ser Phe Leu Leu
1 5 10

<210> 981
QI 11

<212> PRT
213> AIFFF|

<220>
<223>  IL-1¥#HBK
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<400> 981

Asp Asn Thr Ala Trp Tyr Glu Ser Phe Leu Ala
1 5 10

<210> 982
QI 11

<212> PRT
213> AIFF5

<220>
223> IL-1$59iEk

<400> 982

Asp Asn Thr Ala Trp Tyr Glu Asn Phe Leu Leu
1 5 10

<210> 983
Qi 17
<212> PRT
213> AT

<400> 983

Pro Ala Arg Glu Asp Asn Thr Ala Trp Tyr Asp Ser Phe Leu Ile Trp
1 5 10 15

Cys

<210> 984
211> 17

<212> PRT
213> AIF3)

<220>
<223> IL-1%53iBk

<400> 984

Thr Ser Glu Tyr Asp Asn Thr Thr Trp Tyr Glu Lys Phe Leu Ala Ser
1 5 10 15

Gln

<210> 985
Q211> 17
<212> PRT
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213>  NIFF%)

{220>
223> IL-1EHkk

<400> 985

Ser Gln Ile Pro Asp Asn Thr Ala Trp Tyr Gln Ser Phe Leu Leu His
1 5 10 15

Gly

<210> 986
Q211> 17

<212> PRT
213> ALF%)

<220>
223> IL-1¥EHk

<400> 986

Ser Pro Phe Ile Asp Asn Thr Ala Trp Tyr Glu Asn Phe Leu Leu Thr
1 5 10 15

Tyr

<210> 987
211> 17

<212> PRT
213> AIF%Y

<220>
<223> IL-13EHBK

<400> 987

Glu Gln Ile Tyr Asp Asn Thr Ala Trp Tyr Asp His Phe Leu Leu Ser
1 5 10 15

Tyr

<210> 988
211> 17

<212> PRT
213> NTFF3
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<2205
223> IL-135HiAk
<400> 988

Thr Pro Phe Ile Asp Asn Thr Ala Trp Tyr Glu Asn Phe Leu Leu Thr
1 5 10 15

Tyr

<210> 989
Q1 17

<212> PRT
213> ATFF|

<220>
<223> IL-13EHBK

<400> 989

Thr Tyr Thr Tyr Asp Asn Thr Ala Trp Tyr Glu Arg Phe Leu Met Ser
1 5 10 15

Tyr

<210> 990
211> 17

<212> PRT
213> AR

<220>

<223> IL-1¥5Hikk

<400> 990

Thr Met Thr Gln Asp Asn Thr Ala Trp Tyr Glu Asn Phe Leu Leu Ser
1 5 10 15

Tyr

<210> 991
Q21> 17
<212> PRT
213> ATFEF

220>

223> IL-14EHikk
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<400> 991

Thr Ile Asp Asn Thr Ala Trp Tyr Ala Asn Leu Val Gln Thr Tyr Pro
1 5 10 15

Gln

<210> 992
211> 17

<212> PRT
Q213> AT

<220>
<223> IL-1¥5$ikk

<400> 992

Thr Ile Asp Asn Thr Ala Trp Tyr Glu Arg Phe Leu Ala Gln Tyr Pro
1 5 10 15

Asp

210> 993
211> 17

<212> PRT
213> ANIF3

<220>
<223> IL-1¥5Hijk

<400> 993

His Ile Asp Asn Thr Ala Trp Tyr Glu Asn Phe Leu Leu Thr Tyr Thr
1 5 10 15

Pro

<210> 994
Q1> 17

<212> PRT
213> NI F3%

<220>
223> IL-1#59iEk

<400> 994
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Ser Gln Asp Asn Thr Ala Trp Tyr Glu Asn Phe Leu Leu Ser Tyr Lys
1 5 10 15

Ala

<210> 995
211> 17

<212> PRT
213> AIFE3

<220>
<223> IL-1¥5HiRK

<400> 995

Gln Ile Asp Asn Thr Ala Trp Tyr Glu Arg Phe Leu Leu Gln Tyr Asn
1 5 10 15

Ala

<210> 996
Q211 17

<212> PRT
Q21> ANIF%)

<220>
<223> IL-1¥53BK

<400> 996
Asn Gln Asp Asn Thr Ala Trp Tyr Glu Ser Phe Leu Leu Gln Tyr Asn
1 5 10 15

Thr

<210> 997
Q211> 17
<212> PRT

213> AT F%

<220>
223> IL-1#HiEk

<400> 997

Thr Ile Asp Asn Thr Ala Trp Tyr Glu Asn Phe Leu Leu Asn His Asn
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Leu

<210> 998
Q11> 17

<212> PRT
213> AIF%)

<220>
<223> IL-1¥E3kk

<400> 998

His Tyr Asp Asn Thr Ala Trp Tyr Glu Arg Phe Leu Gln Gln Gly Trp
1 5 10 15

His

<210> 999
211> 21

<212> PRT
213> AIF%

<220>
223> IL-1$¥5HBK

<400> 999

Glu Thr Pro Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 1000
211> 21

<212> PRT
213> ANTIF3)

220>
223> IL-1¥54ikk

<400> 1000

Tyr Ile Pro Phe Thr Trp Glu Glu Ser Asn Ala Tyr Tyr Trp Gln Pro
1 5 10 15
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Tyr Ala Leu Pro Leu

<210>
Qi
<212>
<213>

<220>
<223>

<400>

Asp Gly Tyr Asp Arg Trp Arg Gln Ser Gly Glu Arg Tyr Trp Gln Pro

1

20

1001

21

PRT
AIFF%)
IL-1354i 8k

1001

5 10 15

Tyr Ala Leu Pro Leu

<210>
211>
212>
<213

<220>
223>

<220>
Q221>
<2225
<223>

<220>
<2215
<222>
<223>

220>
221>
<222>
223>

<220>
221>
<222>
<223>

20

1002
11
PRT

AL

IL-18558k

misc_feature
.. @
fI&1, Xaa = HBHEER

misc_feature
2.. (@)
fIEB2, Xaa = ZEHEM

misc_feature
3).. (3
f1E3, Xaa = HEBRBER

misc_feature
(6)..(6)
ATE6, Xaak BRI | HRE.
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<400>

1002

Xaa Xaa Xaa Gln Gln Xaa Tyr Ala Leu Pro Leu

1

210>
Q21
<2125
<213>

<220>
223>

<400>

5 10

1003
21
PRT

2

IL-18s3URk
1003

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

1

5 10 15

Tyr Ala Leu Pro Leu

<21
211>
212>
213>

<2205
223>

<220>
<221>
222>
223>

<4007

20

1004

15

PRT
AT

IL-13 5K

misc_feature
(10).. (10)
PLE10, Xaa = BHRHFT i

1004

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr Ala Leu Pro Leu

1

<2105
211>
<212>
213>

<220>
223>

<400>

5 10 15

1005

17

PRT
A5

JARSE 17 7 ¥

1005

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr Ala Leu Pro Leu Ser

1

5 10 15
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Asp

210> 1006
211> 15

<212> PRT
213> AT

<220>
223> IL-13HAk

<2207

<221> misc_feature

222> (10).. (10

<223> 1810, Xaa = BEHEATH

<400> 1006

Phe Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr Ala Leu Pro Leu
1 5 10 15

<210> 1007
Q211> 11

<212> PRT
213> AILFH

<220>
<223> IL-1¥EHBK

220>

221> misc_feature

222> (10).. (10)

223> AfIE10, Xaa = BHERHATHR

<400> 1007

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 1008
Q211> 11

<212> PRT
Q13> ATHEHR

220>
223> IL-13¥EHikk

220>

<221> misc_feature
222> (1).. (D)

<223> PrE 1R LB Phe
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<220>

<221> misc_feature

<222> (10).. (10)

<223> {i'E10, Xaa = BHFHTH

<400> 1008

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 1009
211> 11

<212> PRT
213> ATIF3

<220>
<223> IL-13EHkk

220>
<221> misc_feature
<222> (10).. (10)
223> (B 1R ZBE{tPhe
HIE10, Xaa = BRATH

<400> 1009

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Xaa Tyr
1 5 10

<210> 1010
<21 11
<212> PRT

213> AIFF3

<220>
<223> IL-135HBK

<220>

221> misc_feature
222> (.. 1)

223> HIE1RZBitkPhe

220>

<221> misc_feature

<222> (10).. (10)

<223> {r#10, Xaa = BZIFTH

<400> 1010
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Phe Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr

1

<210>
211>
<212>
<213>

<2205
223>

<220>
221>
<222>
<223>

<220>
Q221>
<222>
223>

<400>

1

<210>
21
<2125
<213>

<220>
<223>

(10).. (10)
&Elo’ Xaa = %%’%Tﬁ
1011
Phe Glu Trp Thr Pro Ala Tyr Trp Gln Xaa Tyr
5 10
1012
11
PRT
ATLFF]
IL-1¥PLBK

<220>
221>
222>
<223>

<2205
<221>
222>
223>

<400>

Phe Glu Trp Thr Pro Ala Trp Tyr Gln Xaa Tyr

1

5 10

1011

11

PRT
ANIF5)

IL-135HuAk

misc_feature
..
LB 12 ZBE{kPhe

misc_feature

misc_feature
(1)..
AL B 1R Z®4kPhe

misc_feature

(10).. (10)
frE10, Xaa = BERHTH
1012

5 10
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210>
211>
<212>
Q1Y

<220>
223>

<220>
<2215
222>
223>

220>
221>
<222>
223>

<400>

1013
11

PRT
AR5

IL- 155K

misc_feature
1.. @
fLE 1 ZBE4tPhe

misc_feature
(10).. (10)
fE10, Xaa = BWEPHT L

1013

Phe Glu Trp Thr Pro Ala Tyr Tyr Gln Xaa Tyr

1

<210>
Q1L
212>
<213

<220>
<223>

<220>
<2215
<222>
<223>

<400>

Phe Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr Ala Leu Pro Leu

1

<210>
<1
212>
213>

<220>
<223>

<220>
221
222>

5 10

1014

15

PRT
AL

IL-155 4Rk

misc_feature
(10).. (10)
f1E10, Xaa = B TL

1014

5 10

1015
15
PRT

ANIFF3Y

IL-1FE 5K

misc_feature

(10).. (10)
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223> fIE10, Xaa = BAFF T4
<400> 1015

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr Ala Leu Pro Leu
1 5 10 15

<210> 1016
211> 15

<212> PRT
213> AILEH)

<220>
<223> IL-1¥5$Hikk

<220>

<221> misc_feature

<222> (10).. (10)

223> frE10, Xaa = BBEHTH

<400> 1016

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Xaa Tyr Ala Leu Pro Leu
1 5 10 15

<210> 1017
211> 21

<212> PRT
213> AIF3)

<220>
223> IL-1¥54AK

<4006> 1017

Thr Ala Asn Val Ser Ser Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro
1 5 10 15

Tyr Ala Leu Pro Leu
20

<210> 1018
211> 11
<212> PRT

213> ATFF

<220>
<223> IL-1¥&HuBk

220>

<221> misc_feature
222> (10).. (10)
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223> fiE10, Xaa = BEXH T

<220>
<221> misc_feature
222> (1).. Q)

223> B 17ZZB4kPhe

<400> 1018

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Xaa Tyr
1 5 10

<210> 1019
211> 11

<212> PRT
213> AR5

<220>
<223> IL-1¥EHifk

<2200

221> misc_feature
222> (.. (D

<223> AHIE 1R ZB{tPhe

<220>
<221> misc_feature

<222> (10)..(10)

223> fIE10, Xaa = BHEHFTE

<400> 1019

Phe Glu Trp Thr Pro Gly Trp Tyr Gln Xaa Tyr
1 5 10

<210> 1020
2l 11

<212> PRT
213> AT

<220>
<223> IL-13EHifK

<2205

<221> misc_feature
222> (1).. (1)

223> {811 2B {LPhe
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<220>
221>
222>
223>

<400>

misc_feature
(10).. (10)
R 810, Yaa = EIHTEHE

1020

Phe Glu Trp Thr Pro Gly Tyr Tyr Gln Xaa Tyr

1

<210>
<211
212>
213>

<220>
<223>

<220>
<2215
<222>
<223>

<220>
221>
<222>
<2235

<220>
<2215
<222>
<223>

<400>

5

1021

11

PRT
A5

IL-1FEHURK

misc_feature
1)..
{8 12 ZBEALPhe

misc_feature
6).. ()
PrE6, DEERZE

misc_feature
(10).. Q10)
H1E10, Xaa = BWHH TR

1021

Phe Glu Trp Thr Pro Ala Tyr Trp Gln Xaa Tyr

1

<210>
211>
212>
213>

<220>
223>

<2205
<2215
222>
<2235

5

1022

11

PRT
AIF5Y

IL-1#HURk

misc_feature
(1).. (1
£ 8 1R ZBiikPhe

451
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<220>

<221> misc_feature

<222> (6).. (6)

223> {rE6, DEEMBE

<220>

<221> misc_feature

<222> (10).. (10)

<223> 41810, Xaa = EFTE.

<400> 1022

Phe Glu Trp Thr Pro Ala Trp Tyr Gln Xaa Tyr
1 5 10

<210> 1023
Q11> 11

<212> PRT
213> AIFF%)

<220>
223> IL-13EHE

<220>

<221> misc_feature
222> (1)..Q)

223> (U E 1R ZBikPhe

<220>
<221> misc_feature
<222> (6)..(6)

223> {16, DEEMBLE

<220>

221> misc_feature

<222> (10).. (10)

223> {IE10, Xaa = BT TE.

<400> 1023

Phe Glu Trp Thr Pro Ala Tyr Tyr Gln Xaa Tyr
1 5 10
210> 1024

Q211> 20

452
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<212> PRT
Q213> ANI1F%)

<2200
<223> FEPO-#iftlEk

<400> 1024

Gly Gly Leu Tyr Leu Cys Arg Phe Gly Pro Val Thr Trp Asp Cys Gly
1 5 10 15

Tyr Lys Gly Gly
20

<210> 1025
211> 20
<212> PRT
213> ATIF%Y

<220>
<223> EPO-H&#IEK

<400> 1025

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln Gly Gly
20

<210> 1026
Q211> 20

<212> PRT
Q213> AIF%

220>
<223> EPO-#E#LEk

<400> 1026

Gly Gly Asp Tyr His Cys Arg Met Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Leu Gly Gly
20

<210> 1027
211> 19

212> PRT
Q213> ALFF5)

453
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<220>
<223> VEGFH5HLH!

<400> 1027

Val Glu Pro Asn Cys Asp Ile His Val Met Trp Glu Trp Glu Cys Phe
1 5 10 15

Glu Arg Leu

<210> 1028
211> 10

<212> PRT
213> ALFF

<2205
<223> MMPIN#IF)

<400> 1028

Cys Thr Thr His Trp Gly Phe Thr Leu Cys
1 5 10

<210> 1029
211> 20
<212> PRT
213> ATF3F

<220>
<223> EPO-#EHIK

<400> 1029

Val Gly Asn Tyr Met Cys His Phe Gly Pro Ile Thr Trp Val Cys Arg
1 5 10 15

Pro Gly Gly Gly
20

<210> 1030
211> 20

<212> PRT
213> ATF%|

<220>
<223> EPO-#&HIBK

<400> 1030

454
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Gly Gly Val Tyr Ala Cys Arg Met Gly Pro Ile Thr Trp Val Cys Ser
i 5 10 15

Pro Leu Gly Gly
20

<210> 1031
211> 20
<212> PRT
213> ANIFF3)

<220
<223> VEGF-¥5Hi#

<400> 1031

Arg Gly Trp Val Glu Ile Cys Ala Ala Asp Asp Tyr Gly Arg Cys Leu
1 5 10 15

Thr Glu Ala Gln
20

<210> 1032
211> 19

<212> PRT
213> ATLIRF%)

<220>
<223> TPO-Hi#tl4

<2205

<221> misc_feature

222> (1)..(D

<223> FcRERETNARMKMEL

<400> 1032
Gly Gly Gly Gly Gly Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala
1 5 10 15

Ala Arg Ala

<210> 1033
211> 19

<212> PRT
213> ANTFF%)

<220>
<223> TPO-¥ERlY)

455
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220>

221> misc_feature

222> (19)..(19)

223> FcXEZHTCRMWMHIMLELD

<400> 1033

Ile Glu Gly Pro Thr Leu Arg Gln Trp Leu Ala Ala Arg Ala Gly Gly
1 5 10 15

Gly Gly Gly

<210> 1034
211> 25

<212> PRT
213> AIF3F

<220>
<223> EPO-HE#I%y

220>

221> misc_feature

<222> (25).. (25)

<223> FeREETCRIWAIMLE2S

<400> 1034
Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln Gly Gly Gly Gly Gly Gly Gly
20 25

<210> 1035
211> 19

<212> PRT
213> ANTIFF%)

<220>
<223> EPO-#EHIRK

<400> 1035

Val Gly Asn Tyr Met Ala His Met Gly Pro Ile Thr Trp Val Cys Arg
1 5 10 15

Pro Gly Gly

456
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<210> 1036
211> 18

212> PRT
213> ALF3|

220>
<223> EPO~HE#IEk

<400> 1036

Gly Gly Thr Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10 15

Pro Gln

210> 1037
211> 20
<212> PRT

213> ANILF%

220>
<223> EPO-HERIRK

<400> 1037

Gly Gly Leu Tyr Ala Cys His Met Gly Pro Met Thr Trp Val Cys Gln
1 5 10 15

Pro Leu Arg Gly
20

<210> 1038
211> 22

¢212> PRT
213> AILFF3)

220>
<223> EPO-tE#LRK

<400> 1038

Thr 1le Ala Gln Tyr Ile Cys Tyr Met Gly Pro Giu Thr Trp Glu Cys
1 5 10 15

Arg Pro Ser Pro Lys Ala
20

210> 1039

457
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211> 13
<212> PRT
213> ANLEH

<220>
<223> EPO-HRLBK

<400> 1039

Tyr Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10

<210> 1040
Q1 11

<212> PRT
213> ATIFH

<220>
<223> EPO-HEHLRk

<400> 1040

Tyr Cys His Phe Gly Pro Leu Thr Trp Val Cys
1 5 10

<210> 1041
Q1> 12

<212> PRT
213> ALK

220>
<223> EPO-#E3ARK

<400> 1041

Ser Cys His Phe Gly Pro Leu Thr Trp Val Cys Lys
1 5 10

<210> 1042
211> 11

<212> PRT
213> ATIF%

<220>
<223> EPO-HiHlBk

<220>

221> misc_feature

222> (1).. Q)

<223> Xaa (fIE1)WJLAR20FIL-FERPRE—Fb;, AR
Xaa (FIBEDWUR/ARY, I HMXaa (P81 RYAE,
Xaa (f7E1) 7T LAREAIERRFEERFSHRBEELY .
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220>

<221> misc_feature
222> (2)..(8)

<223> Xaa (fIE2. 8)WTULR20ML-BEMPHE—F

220>

<221> misc_feature
<222> (3)..(3)
223> Xaa (FLE3)TTLLRC. A. a-FE-y-MR T ¥akHoc;

<2200

<221> misc_feature

222> (4)..(4)

<223> Xaa (4IW4)STLARR. H. LBEW

<220>

<221> misc_feature
<222> (5).. (5)

<223> Xaa (fI5)7JLARM. FEI

<220>

<221> misc_feature
<222> (10).. (10)
<223> XaaRAF{IRER

<220>

221> misc_feature

€222> (11).. (11)

<223> Xaa (frE11)®JLARD. E. I. LERV

220>

<221> misc_feature

222> (12)..(12)

<223> Xaa (fIR12)TLARC. A, a-BE:-~y-R T EaHoc,
WIRRE— 1 Xaa (fIE3. 12) £C8iHoc.

<400> 1042

Ala Xaa Xoa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xan Xaa Xaa Xaa Xaa Gly
1 5 10 15

Pro Xan Xaa Xas Xaa Xaa Xea Thr Trp Xas Xea Xaa Xaa Xaa Xaa Xaa

20 25 30
Xaa Xaa Xsa Xaa Xaa Xoa Xaa Xaa

35 40
459
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<210>
211>
212>
213>

220>
<223>

<220>
<2215
<222>
<223>

<400>

1043

5

PRT
ANIF5)

¥HREASE

misc_feature
(3).. @
Xaa = {EAIRER

1043

Asp Leu Xaa Xaa Leu

1

<210>
<2115
212>
<213>

<220>
223>

<400>

5

1044

12

PRT
A5

BHEEOSSHK
1044

Arg Thr Asp Leu Asp Ser Leu Arg Thr Tyr Thr Leu

1

<210>
<2115
212>
213>

<220>
223>

<220>
<2215
222>
223>

<400>

Gly Gly Gly Gly Gly Asp Phe Leu Pro His Tyr Lys Asn Thr Ser Leu

1

5 10

1045
20
PRT

ANLF5I

TNF-ALPHAM4 7]

misc_feature
(1).. (1)
FeX &E# FNA SN E L

1045

5 10

Gly His Arg Pro

20
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210> 1046
Q11> 20

212> PRT
Q1> AL

220>
€223> TNF-a Wi

220>
<221> misc_feature
222> (20).. (20)

223> FeREETFCRMMIIEL0
<400> 1046

Asp Phe Leu Pro His Tyr Lys Asn Thr Ser Leu Gly His Arg Pro Gly
1 5 10 15

Gly Gly Gly Gly
20

210> 1047
211> 20

<212> PRT
213> AR5

<2205
<223> IL-13&EHLH

{2200

<221> misc_feature

222> (1).. (1)

223> PcREHEFNARIHIILEL

<400> 1047

Gly Gly Gly Gly Gly Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr
1 5 10 15

Ala Leu Pro Leu
20

<210> 1048
211> 20

<212> PRT
213> ANILFF%

<220>
<223> IL-135HL7

220>
(221> misc_feature
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222> (20).. (20)
223> FeREHETCHRIFHIAIE20

<400> 1048

Phe Glu Trp Thr Pro Gly Tyr Trp Gln Pro Tyr Ala Leu Pro Leu Gly
1 5 10 15

Gly Gly Gly Gly
20

<210> 1049
Q11> 24

<212> PRT
213> ANIFH

<220>
<223> VEGFH5HiH

<220>

<221> misc_feature

222> (1).. ()

<223> PR EETNARMAEL

<400> 1049

Gly Gly Gly Gly Gly Val Glu Pro Asn Cys Asp Ile His Val Met Trxp
1 5 10 15

Glu Trp Glu Cys Phe Glu Arg Leu
20

<210> 1050
Ql1> 24

<212> PRT
Q13> ANIFFF|

<220>
<223> VEGFH5HLA

<220>
<221> misc_feature

222> (24).. (24)
<223> FcX#EETCKuGHALE 24

<400> 1050

Val Glu Pro Asn Cys Asp Ile His Val Met Trp Glu Trp Glu Cys Phe
1 5 10 15

Glu Arg Leu Gly Gly Gly Gly Gly

462
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20

<210> 1051
211> 15

<212> PRT
213> AIF%H

<220>
<223> MMPHPHIF

220>

<221> misc_feature

<222> (.. (D)

223> FeREETFNARKAEL

<400> 1051

Gly Gly Gly Gly Gly Cys Thr Thr His Trp Gly Phe Thr Leu Cys
1 5 10 15

<210> 1052
211> 15

<212> PRT
Q13> AIFH

<220>
<223> MMPIM&IF

<220>

<221> misc_feature

<222> (15)..(15)

<223> FcREBETCRIKNALEL

<400> 1052

Cys Thr Thr His Trp Gly Phe Thr Leu Cys Gly Gly Gly Gly Gly
1 5 10 15

<210> 1053
<211> 10

<212> PRT
213> AR5

<2200
223> BEEALZEHK

<400> 1053

Arg Thr Asp Leu Asp Ser Leu Arg Thr Tyr
1 5 10

<210> 1054
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223> BBREALSSH

Arg Thr Asp Leu Asp Ser Leu Arg Thr

5

<223> FC-TNF-a i3

aaa
Lys

ccg
Pro

tce
Ser
35

gac
Asp

aat
Asn

gig
Val

act
Thr

tca
Ser
20

cgsg
Arg

cct
Pro

gee
Ala

gtc
Val

211> 9
<212> PRT
213> A%
<220>
<400> 1054
1
<210> 1055
<211> 757
<212> DNA
213> AIF%)
220>
<220>
221> CDS
222> (4)..(747)
223>
<400> 1055
cat atg gac
Met Asp
1
ctg 888 gga
Leu Gly Gly
ctc atg atc
Leu Met Ile
agc cac gaa
Ser His Glu
50
gag gtg cat
Glu Val His
65
acg tac cgt
Thr Tyr Arg
80

aat ggc aag
Asn Gly Lys

cce atc gag

gag
Glu

aaa

tac
Tyr
100

acc

cac
His

gtce
Val

acc
Thr

gag
Glu

aag
Lys

age
Ser
85

aag
Lys

atc

aca
Thr

tic
Phe

cct
Pro

gte
Val

aca
Thr
70

gte
Val

tge
Cys

tece

tgt cca
Cys Pro

ctc tte
Leu Phe

gag gtc
Glu Val
40

aag ttc
Lys Phe
55

aag ccg

Lys Pro

ctc acc
Leu Thr

aag gtc
Lys Val

aaa ECC

cct tgt

Pro Cys
10

ccec cca
Pro Pro
25

aca tgc

Thr Cys

aac tgg
Asn Trp

Cgg gag
Arg Glu

gte ctg
Val Leu
90

tcc aac
Ser Asn
105

aaa ggg

464

cca
Pro

aaa
Lys

gtg
Val

tac
Tyr

gag
Glu
75

cac
His

aaa
Lys

cag

get
Ala

cce
Pro

gtg
Val

gtg
Val
60

cag
Gln

cag
Gin

gcce
Ala

cce

ccg
Pro

aag
Lys

gtg
Val
45

gac
Asp

tac
Tyr

gac
Asp

clc
Leu

Ccga

gaa
Glu

gac
Asp
30

gac

Asp

ggc
Gly

aac
Asn

1gg
Trp

CcCa
Pro
110

gaa

cte
Leu
15

acc

Thr

gtg
Val

gtg
Val

agce
Ser

clg
Leu
95

gee
Ala

cca

48

96

144

192

240

288

336

384
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Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
115 120 125

cag gtg tac acc ctg ccc cca tcc cgg gat gag ctg acc aag aac cag 432
Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln
130 135 140

gtc agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gec 480
Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
145 150 155

gtg gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg 528
Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
160 165 170 175

cct ccec gtg ctg gac tce gac gge tec ttc tte ctc tac age aag ctc 576
Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
180 185 190

acc gtg gac aag agc agg igg cag cag ggg aac gtc ttc tca tgc tce 624
Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
195 200 205

gtg atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc 672
Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
210 215 220

ctg tct ccg gt aaa ggt gga ggt get ggt gac tic ctg ccg cac tac 720
Leu Ser Pro Gly Lys Gly Gly Gly Gly Gly Asp Phe Leu Pro His Tyr
225 230 235

aaa aac acc tct ctg ggt cac cgt ccg taatggatcc 757
Lys Asn Thr Ser Leu Gly His Arg Pro
240 245

210> 1056
211> 248
<212> PRT
213> AIFF%)

<220>
223> FC-TNF-o 3157

{400> 1056

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
35 40 45
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His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
50 55 860

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
65 70 75

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
85 90

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
100 105

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
115 120

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
130 135 140

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
145 150 155

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
165 170

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
180 185

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
195 200

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
210 215 220

Ser Pro Gly Lys Gly Gly Gly Gly Gly Asp Phe Leu
225 230 235

Asn Thr Ser Leu Gly His Arg Pro
245

210> 1057
<211> 761

466

Asp Gly Val Glu

Tyr Asn Ser Thr
80

Asp Trp Leu Asn
95

Leu Pro Ala Pro
110

Arg Glu Pro Gln
125

Lys Asn Gln Val

Asp Ile Ala Val
160

Lys Thr Thr Pro
175

Ser Lys Leu Thr
190

Ser Cys Ser Val
205

Ser Leu Ser Leu

Pro His Tyr Lys
240
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<212> DMNA

213>

<2207

223>

220>

221>

<222>
<223>

<400>
cat atg gac ttc

ccg
Pro

gca
Ala

cce
Pro

gtg
Val

gtg
Val
80

cag
Gln

cag
Gln

gce
Ala

cce
Pro

acc
Thr
160

Met
1

ggt
Gly

cct
Pro

aag
Lys

gtg
Val
65

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg
145

aag
Lys

NIFFH

CDS

TNF-adiiF-Fc

4).. (7147)

1057

Asp Phe

gga ggc
Gly Gly

gaa ctc
Glu Leu
35

gac acc
Asp Thr
50

gac gtg
Asp Val

ggc gig
Gly Val

aac agc
Asn Ser

tgg ctg
Trp Leu
115

cca gee
Pro Ala
130

gaa cca
Glu Pro

aac cag

Asn Gln

ctg ccg
Leu Pro
5

ggt gge
Gly Gly
20

ctg ggg
Leu Gly

ctc atg
Leu Met

age cac
Ser His

gag gtg
Glu Val
85

acg tac
Thr Tyr
100

aat gge
Asn Gly

cce atc
Pro Ile

cag gtg
Gln Val

gtc age
Val Ser
165

cac
His

gac
Asp

gga
Gly

atc
Ile

gaa
Glu
70

cat
His

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr
150

ctg
Leu

tac

aaa

aac

Tyr Lys Asn

aaa
Lys

ccg
Pro

tce
Ser
55

gac
Asp

aat
Asn

gtg
Val

gag
Glu

aaa
Lys
135

acc
Thr

acc
Thr

act
Thr

tca
Ser
40

Cgg
Arg

cct
Pro

gee
Ala

gtc
Val

tac
Tyr
120

acc
Thr

ctg
Leu

tgc
Cys

cac
His
25

gtt
Val

acc
Thr

gag
Glu

aag
Lys

agc
Ser
105

aag
Lys

atc

Ile

cce
Pro

ctg
Leu

acc

tct

Thr Ser

10

aca
Thr

tte
Phe

cct
Pro

gtce
Val

aca
Thr
90

gtc
Val

tge
Cys

ice
Ser

cca
Pro

gte
Val
170

467

tgt
Cys

ctc
Leu

gag
Glu

aag
Lys
75

aag
Lys

cte
Leu

aag
Lys

aaa
Lys

tce
Ser
155

aaa
Lys

ctg
Leu

cca
Pro

ttc
Phe

gtc
Val
60

ttc
Phe

ccg
Pro

acc
Thr

gte
Val

gce
Ala
140

cgg
Arg

ggc
Gly

ggt
Gly

cct
Pro

cce
Pro
45

aca
Thr

aac
Asn

cgg
Arg

gte
Val

tece
Ser
125

aaa
Lys

gat
Asp

ttc
Phe

cac
His

tge
Cys
30

cca
Pro

tgce
Cys

tgg
Trp

gag
Glu

ctg
Leu
110

aac

Asn

88
Gly

gag
Glu

tat
Tyr

cgt
Arg
15

cca
Pro

aaa
Lys

gtg
Val

tac
Tyr

gag
Glu
95

cac
His

aaa
Lys

cag
Gln

ctg
Leu

cce
Pro
175

48

96

144

192

240

288

336

384

432

480

528
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ate
Tle

age
Ser

gac
Asp

gee gtg
Ala Val
180

gag
Glu

tac
Tyr

acc
Thr

cce
Pro

aag
Lys

acg cct
Thr Pro
195

tac
Tyr

ctc acc
Leu Thr

agc
Ser

aag
Lys
210

gtg
Val

ttc
Phe

tca
Ser
225

tge
Cys

tce gtg
Ser Val

atg
Met

aag
Lys
240

agc ctc tcc ctg
Ser Leu Ser Leu

tct
Ser
245

210>
211>
212>
213>

1058

248

PRT
ANTFF31

<220>

<223> TNF-od&IF)-Fc

<400> 1058
Met Asp Phe Leu Pro His
1 5

Gly Gly Gly Gly Gly Asp
20

Pro Glu Leu Leu Gly Gly
35

Lys Asp Thr Leu Met Ile
50

Val Asp Val Ser His Glu
65 70

Asp Gly Val Glu Val His
85

Tyr Asn Ser Thr Tyr Arg

tgg

gag agc

Trp Glu Ser

gtg
Val

gac
Asp

cat
His
230

ccg
Pro

Tyr

Lys

Pro

Ser

95

Asp

Asn

Val

ctg gac
Leu Asp
200

aag agc
Lys Ser
215

gag gct
Glu Ala

ggt aaa
Gly Lys

Lys Asn

Thr His
25

Ser Val

40

Arg Thr

Pro Glu

Ala Lys

Val Ser

aat
Asn
185

ggg cag ccg
Gly Gln Pro

tce
Ser

gac ggc tec
Asp Gly Ser

agg tgg cag cag
Arg Trp Gln Gln
220

ctg cac aac cac
Leu His Asn His
235

taatggatcc gegg

Thr Ser
10

Leu Gly

Thr Cys Pro Pro

Phe Leu Phe Pro

45

Pro Glu Val Thr

60

Val Lys
75

Phe Asn

Thr Lys
90

Pro Arg

Val Leu Thr Val

468

gag
Glu

ttc
Phe
205

g88
Gly

tac
Tyr

His

Cys

30

Pro

Cys

Trp

Glu

Leu

aac
Asn
190

aac
Asn

tic
Phe

cte
Leu

aac
Asn

gte
Val

acg cag
Thr Gln

Arg Pro
15

Pro Ala

Lys Pro

Val Val

Tyr Val
80

Glu Gln
95

His Gln

576

624

672

720

761
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100 105 110

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
115 120 125

Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
130 135 140

Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
145 150 155 160

Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
165 170 175

Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr
180 185 190

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
195 200 205

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
210 215 220

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
225 230 235 240

Ser Leu Ser Leu Ser Pro Gly Lys
245

<210> 1059
211> 763
<212> DNA
213> ANILF%)

<220>
<223> FC-IL-1¥5H17

<220>

<221> (DS

222> (4)..(7147)
223>

<400> 1059

cat atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctce 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu
1 5 10 15

469



200610083696. X

i

B 45 5E466/49710

ctg 888 gga ccg
Leu Gly Gly Pro

ctc atg atc tcc
Leu Met Ile Ser
35

age cac gaa gac
Ser His Glu Asp
50

gag gtg cat aat
Glu Val His Asn
65

acg tac cgt gtg
Thr Tyr Arg Val
80

aat ggc aag gag
Asn Gly Lys Glu

cce ate gag aaa
Pro Ile Glu Lys
115

cag gtg tac acc
Gln Val Tyr Thr
130

gtc agc ctg acc
Val Ser Leu Thr
145

gtg gag tge gag
Val Glu Trp Glu
160

cct ccec gtg ctg
Pro Pro Val Leu

acc gtg gac aag
Thr Val Asp Lys
195

gtg atg cat gag
Val Met His Glu
210

ctg tct ceg get
Leu Ser Pro Gly
225

tca
Ser
20

cgg
Arg

cct
Pro

gee
Ala

gte
Val

tac
Tyr
100

acc
Thr

ctg
Leu

tge
Cys

agc
Ser

gac
Asp
180

agc

Ser

gct
Ala

aaa
Lys

glc
Val

ace
Thr

gag
Glu

aag
Lys

age
Ser

aag
Lys

ate
Ile

cee
Pro

ctg
Leu

aat
Asn
165

tce

Ser

agg
Arg

ctg
Leu

g8t
Gly

tte
Phe

cct
Pro

gte
Val

aca
Thr
70

gte
Val

tge
Cys

tce
Ser

cca
Pro

gtc
Val
150

gEg
Gly

gac
Asp

igg
Trp

cac
His

gg8a
Gly
230

cte
Leu

gag
Glu

aag
Lys
55

aag
Lys

cte
Leu

aag
Lys

aaa
Lys

tce
Ser
135

aaa
Lys

cag
Gln

g8¢C
Gly

cag
Gln

aac
Asn
215

get
Gly

tte
Phe

gte
Val
40

tte
Phe

ceg
Pro

acc
Thr

gtc
Val

gce
Ala
120

cgg
Arg

BgC
Gly

ceg
Pro

tce
Ser

cag
Gln
200

cac

His

ggt
Gly

CCC cca aaa
Pro Pro Lys

25

aca
Thr

aac
Asn

Cgg
Arg

gte
Val

tee
Ser
105

aaa
Lys

gat
Asp

ttc
Phe

gag
Glu

tte
Phe
185

g88
Gly

tac
Tyr

ggt
Gly

tge
Cys

tgg
Trp

gag
Glu

ctg
Leu
90

aac

Asn

gg8
Gly

gag
Glu

tat
Tyr

aac
Asn
170

t1c
Phe

aac
Asn

acg
Thr

ttc
Phe

470

gte
Val

tac
Tyr

gag
Glu
75

cac
His

aaa
Lys

cag
Gln

ctg
Leu

cce
Pro
155

aac
Asn

cte
Leu

gic
Val

cag
Gin

gaa
Glu
235

cce
Pro

gtg
Val

gtg
Val
60

cag
Gln

cag
Gln

gee
Ala

cce
Pro

acc
Thr
140

agce
Ser

tac
Tyr

tac
Tyr

1te
Phe

aag
Lys
220

tgg
Trp

aag
Lys

gtg
Val
45

gac
Asp

tac
Tyr

gac
Asp

cte
Leu

Cga
Arg
125

aag
Lys

gac
Asp

aag
Lys

agc
Ser

tca
Ser
205

agc
Ser

acce
Thr

gac
Asp
30

gac
Asp

ggc
Gly

aac
Asn

g8
Trp

cca
Pro
110

gaa
Glu

aac
Asn

atc
Ile

acc
Thr

aag
Lys
190

tge

Cys

cic
Leu

ccg
Pro

acc
Thr

gtg
Val

gtg
Val

agc
Ser

ctg
Leu
95

gee
Ala

cca
Pro

cag
Gln

gee
Ala

acg
Thr
175

cic
Leu

1cce
Ser

tee
Ser

ggt
Gly

96

144

192

240

288

336

384

432

480

528

576

624

672

720
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tac tgg cag ccg tac gct ctg ccg ctg taatggatcc ctcgag
Tyr Trp Gln Pro Tyr Ala Leu Pro Leu

240

<210> 1060
211> 248
<212> PRT
213> AT

<2205

245

<223> FC-IL-1¥5#17

<400> 1060

Met Asp Lys Thr
1

Gly Gly Pro Ser
20

Met Ile Ser Arg
35

His Glu Asp Pro
50

Val His Asn Ala
65

Tyr Arg Val Val

Gly Lys Glu Tyr
100

Ile Glu Lys Thr
115

Val Tyr Thr Leu
130

Ser Leu Thr Cys
145

His Thr Cys
5

Val Phe Leu

Thr Pro Glu

Glu Val Lys
55

Lys Thr Lys
70

Ser Val Leu
85

Lys Cys Lys

Ile Ser Lys

Pro Pro Ser
135

Leu Val Lys
150

Pro Pro Cys Pro Ala Pro Glu Leu Leu

10

15

Phe Pro Pro Lys Pro Lys Asp Thr Leu

25 30

Val Thr Cys Val Val Val Asp Val Ser

40 45

Phe Asn Trp Tyr Val Asp Gly
60

Pro Arg Glu Glu Gln Tyr Asn
75

Thr Val Leu His Gln Asp Trp
90

Val Ser Asn Lys Ala Leu Pro
105 110

Ala Lys Gly Gln Pro Arg Glu
120 125

Arg Asp Glu Leu Thr Lys Asn
140

Gly Phe Tyr Pro Ser Asp Ile
155

471

Val Glu

Ser Thr
80

Leu Asn

95

Ala Pro

Pro Gln

GIn Val

Ala Val
160

763
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B P 55468/497M

Glu Trp Glu

Pro Val Leu

Val Asp Lys
195

Met His Glu
210

Ser Pro Gly
225

Trp Gln Pro

<210>
Q21
212>
213>

1061
57
DNA

220>
<223>

<220>
221>
<222>
<223>

CDS

<400> 1061

cat atg ttc
Met Phe
1

ctg get gga
Leu Gly Gly

gca cct gaa
Ala Pro Glu

ccc aag gac
Pro Lys Asp
50

gtg gtg gac
Val Val Asp

Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

165

170

175

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

180

185

190

Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

200

205

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

215

220

Lys Gly Gly Gly Gly Gly Phe Glu Trp Thr Pro Gly Tyr

230

Tyr Ala Leu Pro Leu

ANIFF5)

gaa
Glu

g8c
Gly

cte
Leu
35

acc

Thr

gtg
Val

245

4).. (747)

tgg
Trp

get
Gly
20

ctg
Leu

ctc
Leu

age
Ser

IL- 1353 7I-FC

acc ceg
Thr Pro
5

EB8 gac
Gly Asp

ggg gga
Gly Gly

atg atc
Met Ile

cac gaa
His Glu

ggt tac tgg
Gly Tyr Trp

aaa act cac
Lys Thr His
25

ccg teca gtt
Pro Ser Val
40

tce cgg acc

Ser Arg Thr
55

gac cct gag
Asp Pro Glu

235

cag
Gln
10

aca
Thr

ttc
Phe

cet
Pro

gtc
Val

472

cecg
Pro

tgt
Cys

cte
Leu

gag
Glu

aag
Lys

tac
Tyr

cca
Pro

tte
Phe

gtc
Val
60

tte
Phe

get
Ala

cct
Pro

cce
Pro
45

aca

Thr

aac
Asn

ctg
Leu

tgc
Cys
30

cca
Pro

tgc
Cys

tgg
Trp

240

cecg
Pro
15

cca
Pro

aaa
Lys

gtg
Val

tac
Tyr

48v
96
144
192

240
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B 45 5E469/49710

gtg
Val
80

cag
Gln

cag
Gln

gee
Ala

cce
Pro

acc
Thr
160

agce
Ser

tac
Tyr

tac
Tyr

ttc
Phe

aag
Lys
240

65 70

gac ggc gtg gag gtg cat aat gcc aag aca
Asp Gly Val Glu Val His Asn Ala Lys Thr
85 90

tac aac agc acg tac cgt gtg gtc agc gtc
Tyr Asn Ser Thr Tyr Arg Val Val Ser Val
100 105

gac tgg ctg aat ggc aag gag tac aag tgc
Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
115 120

ctc cca gcc ccC atc gag aaa acc atc tcc
Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser
130 135

cga gaa cca cag gtg tac acc ctg ccc cca
Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro
145 150

aag aac cag gtc agc ctg acc tgc ctg gtc
Lys Asn Gln Val Ser Leu Thr Cys Leu Val
165 170

gac atc gee gtg gag tgg gag age aat ggg
Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
180 185

aag acc acg cct ccc gtg ctg gac tcc gac
Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
195 200

age aag cic acc gtg gac aag agc agg tgg
Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
210 215

tca tgc tcc gtg atg cat gag gct ctg cac
Ser Cys Ser Val Met His Glu Ala Leu His
225 230

75
aag

Lys

ctc
Leu

aag
Lys

aaa
Lys

tce
Ser
155

aaa
Lys

cag
Gln

g8C
Gly

cag
Gln

aac

ccg Cgg gag
Pro Arg Glu

acc gtc ctg
Thr Val Leu
110

gtc tcc aac
Val Ser Asn
125

gce aaa ggg
Ala Lys Gly
140

cgg gat gag
Arg Asp Glu

gge ttc tat
Gly Phe Tyr

ccg gag aac
Pro Glu Asn
190

tee tte tte
Ser Phe Phe
205

cag ggg aac
Gln Gly Asn
220

cac tac acg

gag
Glu
95

cac

His

aaa
Lys

cag
Gln

ctg
Leu

cee
Pro

175

aac
Asn

ctc
Leu

gte
Val

cag

Asn His Tyr Thr Gln

235

agc ctc tcc ctg tct ccg ggt aaa taatggatce

Ser Leu Ser Leu Ser Pro Gly Lys
245

<210> 1062
<211> 248
<212> PRT
Q213> AIFH)

<220>
<223>  IL-1$5HL5-FC

<400> 1062

473

288

336

384

432

480

528

576

624

672

720

757
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Met Phe Glu
1

Gly Gly Gly

Pro Glu Leu

35

Lys Asp Thr

Val Asp
65

Val
Asp Gly Val
Ser

Tyr Asn

Leu
115

Asp Trp

Leu Pro Ala

130

Arg Glu
145

Pro

Lys Asn Gln

Asp Ile Ala

Lys Thr Thr

195

Ser Lys
210

Trp Thr Pro Gly
5

Gly Gly Asp Lys
20

Leu Gly Gly Pro

Leu Met Ile Ser
55

Ser His Glu Asp
70

Glu Val His Asn
85

Thr Tyr Arg Val
100

Asn Gly Lys Glu

Pro Ile Glu Lys
135

Gln Val Tyr Thr
150

Val Ser Leu Thr
165

Val Glu Trp Glu
180

Pro Pro Val Leu

Leu Thr Val Asp Lys

215

Tyr Trp Gln Pro
10

Thr His Thr Cys
25

Ser Val Phe Leu
40

Arg Thr Pro Glu

Pro Glu Val Lys
75

Ala Lys Thr
90

Lys

Val Ser Val Leu

105

Tyr Lys Cys Lys

120

Thr Ile Ser Lys

Ser
155

Leu Pro Pro

Val
170

Cys Leu Lys

Asn Gln

185

Ser Gly

Asp Ser

200

Asp Gly

Ser Arg Trp Gln

474

Tyr

Pro

Phe

Val

60

Phe

Pro

Thr

Val

Ala

140

Arg

Gly

Pro

Ser

Gln
220

Ala Leu Pro Leu
15

Pro Cys Pro Ala
30

Pro Pro Lys Pro
45

Thr Cys Val Val

Asn Trp Tyr Val
80

Arg Glu Glu Gln
95

Val Leu His Gln
110

Ser Asn Lys Ala
125

Lys Gly Gln Pro

Thr
160

Asp Glu Leu

Phe Tyr Pro
175

Ser

Glu Asn Asn
190

Tyr

Phe Phe Leu
205

Tyr

Gly Asn Val Phe
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B E471/4977

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys

225

230

Ser Leu Ser Leu Ser Pro Gly Lys

210>

1063

211> 773
<212> DNA
213> AIFF%

<220>

<223> Fc-VEGFH5HUH

<220>

<221> (DS
(4).. (759)

222>
<223>

<400>

cat atg
Met
1

cig ggg
Leu Gly

ctc atg
Leu Met

agc cac
Ser His

gag gtg
Glu Val
65

acg tac
Thr Tyr
80

aat ggc
Asn Gly

cee ate
Pro Ile

cag gtg

1063
gac
Asp

gga
Gly

atc
Ile

gaa
Glu
50

cat
His

cgt
Arg

aag
Lys

gag
Glu

tac

aaa
Lys

ccg
Pro

tce
Ser
35

gac

Asp

aat
Asn

gtg
Val

gag
Glu

aaa
Lys
115

acc

245

act
Thr

tca
Ser
20

163:3°4
Arg

cct
Pro

gee
Ala

gte
Val

tac
Tyr
100

acc
Thr

ctg

cac
His

gtt
Val

acce
Thr

gag
Glu

aag
Lys

agc
Ser
85

aag
Lys

atc
Ile

cce

aca
Thr

ttc
Phe

cct
Pro

gtce
Val

aca
Thr
70

gte
Val

tge
Cys

tee
Ser

cca

235

tgt cca ccg tge
Cys Pro Pro Cys

ctc ttc
Leu Phe

gag gic
Glu Val
40

aag ttc
Lys Phe

aag cCg
Lys Pro

cte ace
Leu Thr

aag gtc
Lys Val

aaa gcc
Lys Ala
120

tce cgg

cee
Pro
25

aca
Thr

aac

10

cca
Pro

tge
Cys

1gg

Asn Trp

cgg
Arg

glc
Val

tce
Ser
105

aaa
Lys

gat

gag
Glu

ctg
Leu
90

aac
Asn

gE8
Gly

gag

475

cca
Pro

aaa
Lys

gig
Val

tac
Tyr

gag
Glu
75

cac
His

aaa
Lys

cag
Gln

ctg

gca

cct

gaa

Ala Pro Glu

cee
Pro

gig
Val

gtg
Val
60

cag
Gln

cag
Glin

gee
Ala

cce
Pro

acc

aag
Lys

gtg
Val
45

gac

Asp

tac
Tyr

gac
Asp

cte
Leu

cga
Arg
125

aag

gac
Asp

gac
Asp

ggC
Gly

aac
Asn

tgg
Trp

cca
Pro
110

gaa
Glu

aac

240

cte
Leu
15

acc

Thr

gtg
Val

gtg
Val

agc
Ser

cig
Leu
95

gee
Ala

cca
Pro

cag

48

96

144

192

240

288

336

384

432
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Gin Val

gte
Val

age
145

gtg
Val
160

cct
Pro

cce

acc
Thr Val

gtg

Val Met

ctg
Leu

tct
225
atc cat

Ile His
240

atcc

210>
211>
<212>
213>

<220>
£223>

<400>

Ser

gag
Glu

Pro

gtg

atg

Ser

Tyr Thr Leu
130

ctg acc tgc
Leu Thr Cys

tgg gag agc
Trp Glu Ser

gtg ctg gac
Val Leu Asp
180

gac aag agc
Asp Lys Ser
195

cat gag gct
His Glu Ala
210

ccg ggt aaa
Pro Gly Lys

gtt atg tgg

Val Met Trp Glu Trp Glu Cys Phe Glu Arg

1064
252
PRT

AIF5)

Fe-VEGFHE 5L

1064

Pro Pro Ser Arg Asp Glu Leu

cig
Leu

aat
Asn
165

tce
Ser

agg
Arg

ctg
Leu

ggt
Gly

gaa

245

135

gtc aaa ggc tic
Val Lys Gly Phe
150

ggg cag
Gly Gln

CCg gag
Pro Glu

gac ggc tcec ttc
Asp Gly Ser Phe
185

tgg cag cag ggg
Trp Gln Gln Gly
200

cac aac cac tac
His Asn His Tyr
215

ggt ggt
Gly Gly
230

ggt get
Gly Gly

tgg gaa tgt ttt

Thr
140

tat
Tyr

CCC
Pro
155

agc
Ser

tac
Tyr

aac aac
Asn Asn
170

ttc
Phe

tac
Tyr

cte
Leu

tte
Phe

aac gtc
Asn Val

acg cag
Thr Gln

aag
Lys
220

gtt
Val

gaa
Glu
235

ccg
Pro

gaa cgt ctg
Leu

250

Lys

gac
Asp

aag
Lys

agc
Ser

tca
Ser
205

agc

Ser

aac
Asn

Asn Gln

atc gce

Iie Ala

acc acg
Thr Thr
175

aag ctc
Lys Leu
190

tge tee
Cys Ser

ctc tcc
Leu Ser

tgt gac
Cys Asp

taactcgagg

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

1

5

10

15

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

20

25

30

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

35

40

45

476

480

528

576

624

672

720

769

713
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His

Val

65

Tyr

Gly

Ile

Val

Ser

145

Glu

Pro

Val

Met

Ser

225

His

Glu Asp
50

His Asn

Arg Val

Lys Glu

Glu Lys
115

Tyr Thr
130

Leu Thr

Trp Glu

Val Leu

Asp Lys

195

His Glu
210

Pro Gly

Val Met

<210> 1065
211> 773
<212> DNA

213>

Pro Glu

Ala Lys

Val Ser
85

Tyr Lys
100

Thr Ile

Leu Pro

Cys Leu

Ser Asn

165

Asp Ser

180

Ser Arg

Ala Leu

Lys Gly

Trp Glu
245

NI %5

Val

Thr

70

Val

Cys

Ser

Pro

Val

150

Gly

Asp

Trp

His

Gly

230

Trp

Lys

Lys

Leu

Lys

Lys

Ser

135

Lys

Gln

Gly

Gln

Asn

215

Gly

Glu

Phe

Pro

Thr

Val

Ala

120

Arg

Gly

Pro

Ser

GIn

200

His

Gly

Cys

Asn Trp

Arg Glu

Val Leu
90

Ser Asn
105

Lys Gly

Asp Glu

Phe Tyr

Glu Asn

170

Phe Phe

185

Gly Asn

Tyr Thr

Gly Val

Phe Glu
250

Tyr Val Asp Gly Val Glu
60

Glu Gln Tyr Asn Ser Thr
75 80

His Gln Asp Trp Leu Asn
95

Lys Ala Leu Pro Ala Pro
110

Gln Pro Arg Glu Pro Gln
125

Leu Thr Lys Asn Gln Val
140

Pro Ser Asp Ile Ala Val
155 160

Asn Tyr Lys Thr Thr Pro
175

Leu Tyr Ser Lys Leu Thr
190

Val Phe Ser Cys Ser Val
205

Gln Lys Ser Leu Ser Leu
220

Glu Pro Asn Cys Asp Ile
235 240

Arg Leu

477
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B

W 5E474/4971

<2205

223>

<220>

221>

<222>
223>

<400>
cat atg gtt

tgt
Cys

cca
Pro

ttc
Phe

gte
Val

ttc
Phe
80

ccg
Pro

acc
Thr

gtc
Val

gee
Ala

cgg
Arg
160

ggC
Gly

Met
1

ttt
Phe

ccg
Pro

cce
Pro

aca
Thr
65

aac
Asn

Cgg
Arg

gte
Val

tcc
Ser

aaa
Lys
145

gat
Asp

ttc
Phe

CDS

VEGFH&HLif-Fc

4).. (759)

1065

Val

gaa
Glu

tgc
Cys

cca
Pro
50

tge
Cys

tgg
Trp

gag
Glu

ctg
Leu

aac
Asn
130

24244
Gly

gag
Glu

tat
Tyr

gaa
Glu

cgt
Arg

cca

Pro
35

aaa
Lys

gtg
Val

tac
Tyr

gag
Glu

cac
His
115
aaa

Lys

cag
Gln

ctg
Leu

cee
Pro

ccg
Pro

ctg
Leu
20

gca
Ala

cce
Pro

gig
Val

gtg
Val

cag
Gln
100

cag
Glin

gee
Ala

cce
Pro

acc
Thr

age
Ser

aac
Asn
5

ggt
Gly

cct
Pro

aag
Lys

gig
Val

gac
Asp
85

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg

aag
Lys
165

gac
Asp

tgt
Cys

ggt
Gly

gaa
Glu

gac
Asp

gac
Asp
70

ggcC
Gly

aac
Asn

tgg
Trp

cca
Pro

gaa
Glu
150

aac
Asn

atc
Ile

gac
Asp

get
Gly

ctc
Leu

acc
Thr
55

gtg
Val

gtg
Val

agc
Ser

ctg
Leu

gee
Ala
135

cca
Pro

cag
Gln

gee
Ala

atc

cat

gtt

atg

Ile His Val Met

get
Gly

ctg
Leu
40

ctc

ggt
Gly
25

BEE
Gly

atg

Leu Met

age
Ser

gag
Glu

acg
Thr

aat
Asn
120

cCccC
Pro

cag
Gln

gtc
Val

gtg

cac
His

gtg
Val

tac
Tyr
105

ggc
Gly

atc
Ile

gtg
Val

agce
Ser

gag

10

gac
Asp

gga
Gly

atc
Ile

gaa
Glu

cat
His
90

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr

ctg
Leu
170

tgg

aaa
Lys

ceg
Pro

tee
Ser

gac
Asp
75

aat

Asn

gtg
Val

gag
Glu

aaa
Lys

acc
Thr
155

acc
Thr

gag

Val Glu Trp Glu

478

tgg

gaa

tgg

gaa

Trp Glu Trp Glu

act
Thr

tca
Ser

Cgg
Arg
60

cet
Pro

gee
Ala

gtc
Val

tac
Tyr

acc
Thr
140

ctg
Leu

tgc
Cys

agce
Ser

cac
His

gtt
Val
45

acc
Thr

gag
Glu

aag
Lys

agc
Ser

aag
Lys
125

atc
Ile

cce
Pro

ctg
Leu

aat
Asn

aca
Thr
30

ttc
Phe

cct
Pro

glc
Val

aca
Thr

gtc
Val
110

tge
Cys

tce
Ser

cca
Pro

gtc
Val

1243424
Gly

15

tgt
Cys

ctc
Leu

gag
Glu

aag
Lys

aag
Lys
95

ctc
Leu

aag
Lys

aaa
Lys

tce
Ser

aaa
Lys
175

cag
Gln

48

96

144

192

240

288

336

384

432

480

528

576
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CCg gag
Pro Glu

tee tte
Ser Phe

cag ggg
Gln Gly
225

cac tac

aac
Asn

tte
Phe
210

aac
Asn

acg

180
aac tac
Asn Tyr
195
ctic tac

Leu Tyr

gtc tic
Val Phe

cag aag

His Tyr Thr Gln Lys

240
atcc
<210>
<21
212>
213>

<220>
<223>

<400>

1066
252
PRT

AIFF5)

VEGFH5 4 F-Fc

1066

aag
Lys

agce
Ser

tca
Ser

agce
Ser
245

Met Val Glu Pro Asn Cys

1

5

Phe Glu Arg Leu Gly Gly

20

Pro Cys Pro Ala Pro Glu

35

Pro Pro Lys Pro Lys Asp

50

Thr Cys Val Val Val Asp

65

70

Asn Trp Tyr Val Asp Gly

85

Arg Glu Glu Gln Tyr Asn

acc

Thr

aag
Lys

tge
Cys
230

ctc
Leu

Asp

Gly

Leu

Thr

55

Val

Val

Ser

185

acg cct ccc gtg ctg
Thr Pro Pro Val Leu
200

ctc acc gtg gac aag
Leu Thr Val Asp Lys
215

tcc gtg atg cat gag
Ser Val Met His Glu
235

tce ctg tet ceg get
Ser Leu Ser Pro Gly
250

gac
Asp

age
Ser
220

get
Ala

aaa
Lys

Ile His Val Met Trp Glu

10

Gly Gly Asp Lys Thr His

25

Leu Gly Gly Pro Ser Val

40

45

Leu Met Ile Ser Arg Thr

60

Ser His Glu Asp Pro Glu

75

Glu Val His Asn Ala Lys

90

Thr Tyr Arg Val Val

479

Ser

190

tce gac ggc
Ser Asp Gly

205

agg tgg cag
Arg Trp Gln

ctg cac aac
Leu His Asn

taactcgagg

Trp Glu
15

Thr Cys
30

Phe Leu

Pro Glu

Val Lys

Thr Lys

95

Val Leu

Cys

Pro

Phe

Val

Phe
80

Pro

Thr

624

672

720

769

773
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100 105 110

Val Leu His GCln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
115 120 125

Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala
130 135 140

Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg
145 150 155 160

Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
165 170 175

Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
180 185 190

Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
195 200 205

Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln
210 215 220

Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
225 230 235 240

Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
245 250

<210> 1067
211> 1748
<212> DNA
213> ATLFH)

<220
<223> Fc MMPHI%IFY

<220>
<221> (DS

222> (4)..(732)
<223>

<400> 1067

cat atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu lLeu
1 5 10 15

480

48
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ctg ggg gga ccg tca gtc tic ctc ttc ccc cca aaa ccc aag gac ace 96
Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
20 25 30
ctc atg atc tcc cgg acc cct gag gtc aca tgc gtg gtg gtg sac gtg 144
Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
35 40 45
agc cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac ggc gig 192
Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
50 55 60
gag gtg cat aat gcc aag aca aag CCE CEg gag gag cag tac aac age 240
Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
65 70 75
acg tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg 288
Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
80 85 90 95
aat ggc aag gag tac aag tgc aag gtc tcc aac aaa gec cte cca gee 336
Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
100 105 110
cce atec gag aaa acc atc tcc aaa gec aaa ggg Cag CcC CRa gaa cca 384
Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
115 120 125
cag gtg tac acc ctg ccc cca tcc cgg gat gag cig acc aag aac cag 432
Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin
130 135 140
gtc agc ctg acc tgc ctg gtc aaa ggc ttc tat ccc age gac atc gec 480
Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
145 150 155
gtg gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg 528
Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
160 165 170 175
cct cecc gtg ctg gac tce gac gge tee tte tte ctc tac age aag cte 576
Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys lLeu
180 185 190
acc gtg gac aag agc agg tgg cag cag ggg aac gtc ttc tca tge tec 624
Thr Val Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser
195 200 205
gtg atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc 672
Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
210 215 220
ctg tct ccg ggt aaa ggt gga ggt ggt ggt tge acc acc cac tgg ggt 720
Leu Ser Pro Gly Lys Gly Gly Gly Gly Gly Cys Thr Thr His Trp Gly
225 230 235

481
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ttc acc ctg tge taatggatcc ctcgag

Phe Thr Leu Cys
240

<210>
A
212>
213>

1068
243

PRT
ANIFF

<220>
<223> Fc MMPHMIIs

<{400> 1068
Met Asp Lys Thr His Thr Cys
1 5

Gly Gly Pro Ser Val Phe Leu
20

Met Ile Ser Arg Thr Pro Glu

35

His Glu
50

Asp Pro Glu Val Lys
55

Val His
65

Asn Ala Lys Thr Lys
70

Val Val Ser Val Leu
85

Tyr Arg

Gly Lys Glu Tyr Lys Cys Lys

100

Ile Glu Lys Thr Ile Ser Lys

115

Val Tyr
130

Thr Leu Pro Pro Ser
135

Ser Leu
145

Thr Cys Leu Val Lys
150

Pro Pro Cys Pro Ala Pro Glu Leu Leu

10

15

Phe Pro Pro Lys Pro Lys Asp Thr Leu

25

30

Val Thr Cys Val Val Val Asp Val Ser

40

45

Phe Asn Trp Tyr Val Asp Gly Val Glu

60

Pro Arg Glu Glu Gln Tyr Asn Ser Thr

75

80

Thr Val Leu His Gln Asp Trp Leu Asn

90

95

Val Ser Asn Lys Ala Leu Pro Ala Pro

105

110

Ala Lys Gly Gln Pro Arg Glu Pro Gln

120

125

Arg Asp Glu Leu Thr Lys Asn Gln Val

140

Gly Phe Tyr Pro Ser Asp Ile Ala Val

155

482

160

748
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Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

165

170

175

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

180

185

190

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

195

200

205

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

210

215

220

Ser Pro Gly Lys Gly Gly Gly Gly Gly Cys Thr Thr His Trp Gly Phe

225

Thr Leu Cys

210>
211
212>
<213

1069
763
DNA

<220>
223>

<2205
221>
222>
<223>

CDS

<400> 1069

cat atg tgc
Met Cys
1

ggeg gac aaa
Gly Asp Lys

tgc cca gea
Cys Pro Ala

cca aaa ¢ce
Pro Lys Pro
50

igc gtg gig
Cys Val Val

MMPHQ

9..

230

AL

#ilF-Fe

(753)

acc acc cac
Thr Thr His
5

ggt gga ggc
Gly Gly Gly
20

cct gaa ctc
Pro Glu Leu
35

aag gac acc
Lys Asp Thr

glg gac gtg
Val Asp Val

tgg ggt ttc
Trp Gly Phe

ggt gegg gac
Gly Gly Asp

ctg ggg gga
Leu Gly Gly
40

ctc atg atc
Leu Met Ile
55

agc cac gaa
Ser His Glu

235

acc
Thr

ctg tgc
Leu Cys
10

act cac
Thr His

aaa
Lys
25

ceg
Pro

tca gtt
Ser Val

tcc cgg acc
Ser Arg Thr

gac
Asp

cct gag
Pro Glu

483

ggt
Gly

aca
Thr

tte
Phe

cct

Pro
60

gte
Val

gga
Gly

tgt
Cys

cte
Leu
45

gag
Glu

aag
Lys

BEC
Gly

cca
Pro

30
ttc
Phe

gic
Val

ttc
Phe

240

ggt
Gly
15

cect
Pro

cee
Pro

aca
Thr

aac
Asn

48

96

144

192

240



200510083696. X oo 5 5480/497m

65 70 75
1gg tac gtg gac ggc gtg gag gtg cat aat gcc aag aca aag ccg cgg 288
Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
80 85 90 95
gag gag cag tac aac agc acg tac cgt gtg gtc age gtc ctc acc gtc 336
Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val

100 105 110
ctg cac cag gac tgg ctg aat ggc aag gag tac aag tgc aag gtc tce 384
Leu His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
115 120 125
aac aaa gcc ctc cca gec ccc atc gag aaa acc atc tcc aaa gec aaa 432
Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys
130 135 140

g8g cag ccC cga gaa cca cag gtg tac acc ctg ccc cca tec cgg gat 480
Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp

145 150 155
gag ctg acc aag aac cag gtc agc ctg acc tgc ctg gtc aaa gge ttc 528
Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
160 165 170 175
tat ccc agec gac atc gec gtg gag tgg gag age aat ggg cag ccg gag 576
Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu

180 185 190
aac aac tac aag acc acg cct ccc gtg ctg gac tcc gac gge tec tte 624
Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
195 200 205
tic ctc tac agc aag ctc acc gtg gac aag agc agg tgg cag cag ggg 672
Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gln Gly
210 215 220

aac gtc ttc tca tgc tcc gtg atg cat gag gct ctg cac aac cac tac 720
Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr

225 230 235
acg cag aag agc ctc tcc ctg tct ccg ggt aaa taatggatce 763
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

240

210>
211
212>
213>

<2205
223>

<400>

1070
250
PRT

ANLF%)

MMPH 57 -Fc

1070

245

250

484
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Met Cys
1

Asp Lys

Pro Ala

Lys Pro
50

Val Val
65

Tyr Val

Glu Gln

His Gln

Lys Ala

130

Gln Pro

145

Leu Thr

Pro Ser

Asn Tyr

Leu Tyr
210

Thr

Gly

Pro

35

Lys

Val

Asp

Tyr

Asp

115

Leu

Arg

Lys

Asp

Lys

195

Ser

Thr His Trp Gly
5

Gly Gly Gly Gly
20

Glu Leu Leu Gly

Asp Thr Leu Met
55

Asp Val Ser His
70

Gly val Glu Val
85

Asn Ser Thr Tyr
100

Trp Leu Asn Gly

Pro Ala Pro Ile
135

Glu Pro Gln Val
150

Asn Gln Val Ser
165

Ile Ala Val Glu
180

Thr Thr Pro Pro

Lys Leu Thr Val
215

Phe Thr Leu Cys
10

Asp Lys Thr His
25

Gly Pro Ser Val
40

Ile Ser Arg Thr

Glu Asp Pro Glu
75

His Asn Ala Lys
90

Arg Val Val Ser
105

Lys Glu Tyr Lys
120

Glu Lys Thr Ile

Tyr Thr Leu Pro
155

Leu Thr Cys Leu
170

Trp Glu Ser Asn
185

Val Leu Asp Ser
200

Asp Lys Ser Arg

485

Gly Gly Glv Gly Gly
15

Thr Cys Pro Pro Cys
30

Phe Leu Phe Pro Pro
45

Pro Glu Val Thr Cys
60

Val Lys Phe Asn Trp
80

Thr Lys Pro Arg Glu
95

Val Leu Thr Val Leu
110

Cys Lys Val Ser Asn
125

Ser Lys Ala Lys Gly
140

Pro Ser Arg Asp Glu
160

Val Lys Gly Phe Tyr
175

Gly Gln Pro Glu Asn
190

Asp Gly Ser Phe Phe
205

Trp Gln Gln Gly Asn
220
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Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

225

230 235 240

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

210>
Q21
<212>
213>

<220>
<223>

<400>

245 250

1071
13
PRT

A5

BRERSEHM
1071

Cys Gly Arg Glu Cys Pro Arg Leu Cys Gln Ser Ser Cys

1

<210>
<Cin
<212>
213>

220>
<223>

<400>

5 10

1072

13

PRT
AR5

BREOSS

1072

Cys Asn Gly Arg Cys Val Ser Gly Cys Ala Gly Arg Cys

1

<210>
<2In
212>
<213

<220>
223>

<400>

5 10

1073

8

PRT
ALFF5)

BEREOSS

1073

Cys Leu Ser Gly Ser Leu Ser Cys

1

<210>
211>
212>
213>

5

1074

PRT
NTF3)

486
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€220>
223> BEHEALZAK

400> 1074

Asn Gly Arg Ala His Ala
1 5

<210> 1075
211> 5

<212> PRT
213> AR5

<220>
Q23> BBEEALEHK

<400> 1075

Cys Asn Gly Arg Cys
1 5

<210> 1076
Q211> 9

<212> PRT
213> AILF%!

<220
223> BBEOSS

<400> 1076

Cys Asp Cys Arg Gly Asp Cys Phe Cys
1 5

<210> 1077
<2y 7

<212> PRT
213> ANIRF3F

<220>
223> EEEAZSH

<400> 1077
Cys Gly Ser Leu Val Arg Cys
1 5

<210> 1078
<211> 8

<212> PRT
213> N5

487
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220>
223> BEEALEMK

400> 1078

Arg Thr Asp Leu Asp Ser Leu Arg
1 5

<210> 1079
Q211> 12
<212> PRT
213> AIFRF

<220>
223> BEEAGS

<400> 1079

Gly Asp Leu Asp Leu Leu Lys Leu Arg Leu Thr Leu
1 5 10

<210> 1080
211> 12
<212> PRT
213> ALF%|

<220>
223> EEBEAES

<400> 1080

Gly Asp Leu His Ser Leu Arg Gln Leu Leu Ser Arg
1 5 10

<210> 1081
211> 12

<212> PRT
213> AT

<2205
223> BEBEAS%E

<400> 1081

Arg Asp Asp Leu His Met Leu Arg Leu Gln Leu Trp
1 5 10

<210> 1082
211> 12

(212> PRT
213> AU

488
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220>
223> BEEAZAHK

<400> 1082

Ser Ser Asp Leu His Ala Leu Lys Lys Arg Tyr Gly
1 5 10

<210> 1083
Q1 12
<212> PRT
213> ATLFEH

<220>
223> BEEASZS

<400> 1083
Arg Gly Asp Leu Lys Gln Leu Ser Glu Leu Thr Trp
1 5 10

<210> 1084
Q211> 12

<212> PRT
213> ANIF%

220>
<223> EREALSS

<400> 1084
Arg Gly Asp Leu Ala Ala Leu Ser Ala Pro Pro Val
1 5 10

<210>
<21
<212>
<213>

1085

20

PRT

N L5

<220>

<223> VEGFHHL7

<400> 1085

Arg Gly Trp Val Glu Ile Cys Val Ala Asp Asp Asn Gly Met Cys Val
1 5 10 15

Thr Glu Ala Gln
20

<210> 1086

489
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211> 19
<212> PRT
213> ANIFH

<220>
<223> VEGFH5HLAY

<400> 1086
Met Trp Glu Trp Glu Cys Phe

Gly Trp Asp Glu Cys Asp Val Ala Arg
1 5 10 15

Ala Gly Val

<210>
<21
212>
213>

1087

16

PRT
ATFF3Y

<220>
<223> VEGFH5Hi7HI

<400> 1087
Arg Gly Trp Val Glu Ile Cys Glu Ser Asp Val Trp Gly Arg Cys Leu
1 5 10 15

<210>
211>
<212>
213>

1088

16

PRT
ATFF5

220>

<223> VEGFH5#Hi7

<400> 1088
Arg Gly Trp Val Glu Ile Cys Glu Ser Asp Val Trp Gly Arg Cys Leu
1 5 10 15

<210> 1089
211> 19

<212> PRT
213> ANIF3)

220>

<223> VEGFH5Hi#

<400> 1089

Gly Gly Asn Glu Cys Asp Ile Ala Arg Met Trp Glu Trp Glu Cys Phe

490
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Glu Arg Leu

210>
211>
212>
213>

220>
223>

<400>

Arg Gly Trp Val Glu Ile Cys Ala Ala
1 5

210>
21D
<212>
213>

220>
223>

<220>
221>
222>
<223>

<400>

1090
16
PRT

AL

VEGFHE L7
1090

1091

8

PRT
ANIFF5I

MMP3 1177

misc_feature
(6).. ()
Xaa = {EfJRER

1091

Cys Leu Arg Ser Gly Xaa Gly Cys

1

<210>
<211>
<212>
213>

<220>
<223>

<220>
221>
222>
223>

<400>

Cys Xaa Xaa His Trp Gly Phe Xaa Xaa Cys

5

1092

10

PRT
ANIFFF)

MMP31 577

misc_feature

2. 3. 8)..(9)
Xaa = A EER.
1092

Asp Asp Tyr Gly Arg Cys Leu

15
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(210> 1093
211> 5

<212> PRT
213> AIFFEF)

<220>
<223> MMPIP &I

<220>

<221> misc_feature
222> (2).. @)

<223> Xaa = {EATEER

<400> 1093

Cys Xaa Pro Xaa Cys
1 5

210> 1094
211> 10

<212> PRT
Q213> ANIFF

220>
<223> MMPHE&IFY

<400> 1094

Cys Arg Arg His Trp Gly Phe Glu Phe Cys

1 5 10

<210> 1095
211> 10
212> PRT

Q13> AIRFF

<220>
<223>  MMPHIsEIF

<400> 1095

Ser Thr Thr His Trp Gly Phe Thr Leu Ser

1 5 10

<210> 1096
<211> 10

<212> PRT
213> AT FEHY

<220>

492
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<223> CTLA4-REHULEK
<400> 1096

Cys Ser Leu His Trp Gly Phe Trp Trp Cys
1 5 10

<210> 1097
211> 15

<212> PRT
Q213> ANIF3

<220>
<223> $EZ (GDlo) HEHIEL

<400> 1097

Trp His Trp Arg His Arg Ile Pro Leu Gln Leu Ala Ala Gly Arg
1 5 10 15

<210> 1098
211> 6

<212> PRT
213> ATIF3

<220>
<223> P2GPI ABZ&

<400> 1098

Leu Lys Thr Pro Arg Val
1 5

<210> 1099
<211> 8
<212> PRT

213> ALFE¥

<220>
<223> PB2GPI ABZ&Hk

<400> 1099
Asn Thr Leu Lys Thr Pro Arg Val
1 5

<210> 1100
211> 11

<212> PRT
213> N4

<2205

493
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<223> PB2GPI ABZ-&Hk
<400> 1100

Asn Thr Leu Lys Thr Pro Arg Val Gly Gly Cys
1 5 10

<210> 1101
211> 6

<212> PRT
213> AIF3

220>
<223> P2GPI AB&4

<400> 1101

Lys Asp Lys Ala Thr Phe
1 5

<210> 1102
211> 10

<212> PRT
213> AT

<220>
<223> P2GPI ABZ#

<400> 1102

Lys Asp Lys Ala Thr Phe Gly Cys His Asp
1 5 10

<210> 1103
211> 12

<212> PRT
213> AR5

<220>
<223> PB2GPI ABZ &

<400> 1103
Lys Asp Lys Ala Thr Phe Gly Cys His Asp Gly Cys
1 5 10

<210> 1104
Q21 6

<212> PRT
213> ANT.5F%)

220>

494
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223> PGPl ABLS
400> 1104

Thr Leu Arg Val Tyr Lys
1 5

<210> 1105
211> 9

<212> PRT
213> ANIFF%

<220>
<223> P2GPI ABL&Hk

<400> 11056

Ala Thr Leu Arg Val Tyr Lys Gly Gly
1 5

<210> 1106
211> 10

<212> PRT
Q213> ANIF3

<220>
<223> B2GPI AB%&

<400> 1106

Cys Ala Thr Leu Arg Val Tyr Lys Gly Gly
1 5 10

<210> 1107
211> 14

<212> PRT
13> ANIFF%

<220>
223> MEEIERK

<400> 1107

Ile Asn Leu Lys Ala Leu Ala Ala Leu Ala Lys Lys Ile Leu
1 5 10

<210> 1108
Q211> 12

<212> PRT
213> ANTIF¥

<220>

495
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223> WEEHEBK
<400> 1108

Gly Trp Thr Leu Asn Ser Ala Gly Tyr Leu Leu Gly
1 5 10

<210> 1109
Q1> 27
212> PRT

Q1P ATIFFH

<220>
223> MEEERK

<400> 1109

Gly Trp Thr Leu Asn Ser Ala Gly Tyr Leu Leu Gly Lys Ile Asn Leu
1 5 10 15

Lys Ala Leu Ala Ala Leu Ala Lys Lys Ile Leu
20 25

<210> 1110
<211> 57

<212> DNA
213> ANTIFFF

<220>
<223> Fc VEGFISHLF

<400> 1110
gttgaaccga actgtgacat ccatgttatg tgggaatggg aatgttitga acgtctg 57

<210> 1111
211> 57

<212> DNA
213> ANIFEA|

<220>
<223> Fc VEGFHEHLFI

<400> 1111
cagacgttca aaacattccc attcccacat aacatggatg tcacagtticg gttcaac 57

210> 1112
<211> 81

<212> DNA
213> ANILFF%

220>

496
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<223> Fc-TNA-ALPHAM#IF

<400> 1112
Ccgcggatlce attacggacg gitgacccaga gaggtgtttt tgtagtgegg caggaagtea 60

ccaccacctc cacctttacc ¢ 81

<210> 1113
<211> 57

<212> DNA
213> ANILFF5

<220>
<223> Fc VEGF¥5HLI

<220>

221> CDS
222> (1)..(57)
223>

<400> 1113

gtt gaa ccg aac tgt gac atc cat gtt atg tgg gaa tgg gaa tgt ttt 48
Val Glu Pro Asn Cys Asp Ile His Val Met Trp Glu Trp Glu Cys Phe

1 5 10 15

gaa cgt ctg 57
Glu Arg Leu

210> 1114
211> 19

<212> PRT
213> ANIFF3I

<220>
<223> Fc VEGFHEHIF

<400> 1114

Val Glu Pro Asn Cys Asp Ile His Val Met Trp Glu Trp Glu Cys Phe
1 5 10 15

Glu Arg Leu

<210> 1115
211> 66

<212> DNA
Q213> ANTFFEH

220>
<223> Fc MMPJI4%iI5
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<400> 1115
ccgeggatece attagcacag ggtgaaacce cagtgggtgg tgcaaccacc acctccacct

ttaccc

<210> 1116
211> 63
<212> DNA

213> AIF%

220>
<223> MMPIB%IF Fc

<400> 1116
gaataacata tgtgcaccac ccactggggt ttcaccctgt geggtggagg cggtggggac

aaa

<210> 1117
211> 81

<212> DNA
213> AIFF%

<220>
<223> TNF-ALPHAM&I# Fc

<400> 1117
gaataacata tggactticct gccgecactac aaaaacacct ctctgggtca cegtecgggt

ggaggeggtyg gggacaaaac t

<210> 1118
211> 81

<212> DNA
213> AIFEF

<220>
<223> Fc IL-1H#

<400> 1118
ccgeggatec attacagegg cagagegtac ggetgecagt aacccggggt ccattcgaaa

ccaccacctc cacctttacce ¢

210> 1119
211> 81

<212> DNA
213> AR5

<220>
223> IL-1¥E8i# Fe

498
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60

63

60

81

60
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<400> 1119

gaataacata tgttcgaatg gaccccgggt tactggcagc cgtacgctet geecgetgggt

ggaggcggtg gggacaaaac t

<210> 1120
<211> 48
<212> DNA
213> AIF3

<220>
<223> Fc VEGFHEHLF)

<400> 1120

atttgattct agaaggagga ataacatatg gacaaaactc acacatgt

<210> 1121
211> 51

<212> DNA
213> ATIFF%|

<220>
<223> Fc VEGFH:HiFI

<400> 1121

gtcacagttc ggttcaacac caccaccacc acctttaccc ggagacaggg a

<210> 1122
211> 54
<212> DNA
213> AILF%

<220>
<223> Fc VEGFIEILH

<400> 1122

tccetgtete cgggtaaagg tggtggteggt ggtgttgaac cgaactgtga catc

<210> 1123
<211> 39
<212> DNA
213> AIFF

<220>
<223> Fc VEGFHSHLH

<400> 1123
ccgeggatee tcgagttaca gacgttcaaa acattccca

210> 1124

499

81

48

51

54

39
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211> 48
<212> DNA
213> ANIF%!

220>
<223> VEGF¥5Hi# Fc

400> 1124
atttgattict agaaggagga ataacatatg giigaaccga actgigac 48

<210> 1125
<211> 31

<212> DNA
213> ANIF3

<220>
<223> VEGFHEHIH Fe

<220>

<221> misc_feature

222> (2)..(2)

<223> frE2, XaaR L-lys. D-lysBREEBERE

<2200

<221> misc_feature

<222> (3)..(3)

<223> &3, Xaafk L-tyr. D-ytr. phe. trpEBXEEXFHEHRE

<220>

(221> misc_feature

222> (4).. )

<223> fIE4, XaaRF/KIEEKEREERE

2200

<221> misc_feature

222> (4)..(4)

223> B4, EiEHEE T leu. EREBL. D-ala. Asn-Ser

. asn-ser-ile. asn—ser-tyr. asn-ser—ile-leu. asn-ser—-tyr-leui{
asn-ser—tyr-leu—asn

<400> 1125
acatgtgtga gttttgtcac caccaccacc acccagacgt tcaaaacatt ¢ 51

210> 1126
211> 51

<212> DNA
213> ANILF%

500
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<220>
<223> VEGF#HiF! Fc

400> 1126
gaatgttitg aacgtctggg tggtggteggt ggtgacaaaa ctcacacatg t 51

210> 1127
Q11> 39

<212> DNA
Q13> ALRF)

<220>
<223> VEGFIE#HLF) Fc

<400> 1127
ccgeggatee tcgagttatt tacccggaga cagggagag 39

501
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A 4

ATGGACAAAACTCACACATGTCCACCTTGTCCAGCTCCGGAACTCCTGGGGGGACCGICA

...........................

‘!‘ACCTGTTTTGAGTGTGTACAGGTGGAACAGGTCGAGGCCTTGAGGACCCCCCTGGCAGT

a M D XTHTOC P PCPA?PETLULGG P S
Bl T T TCCCGAACCECTAASSTC a0
WWWCMWMTWCTWCAG

a v FL P P P K P KDTTLMTISSRT?P®PEV -

121 ACATGCGTGC TGS TGGACG TOAGCCACGAAGACCCTGAGCTCAAGTTCAACTGGTACGTG
------------------------------------------------------ + 180

TGTACGCACCACCACCTGCACTCGGTGCTTC‘I‘GGGACTCCAGTTCAAGTTGACCATGCAC
a T CVVVDVSEEDTPEVTETFHNWYYV -

GACGGCGTGGAGGTGCATAATCCCAAGACAAAGCCGL GGGAGGAGCAGTACAACAGCACG
181 --------- R e i T + 240

CTGCCGCACCTCCACGTATTACGGI‘TCTGTTTCGGCGCCCTCCTCGTCATGTTGTCGTGC
a D GVEVHNAKTEKPRETEG QYN ST -

Tmcmmmcmmcmmmmm
241 -e--o-- cedmmroccenodrocecan sedecueccnce 4occcacann #oneneanen + 300

AWWWWCW&CMTG
a Y,RVVSVLTVLHQDHLNGXEY-

mmmmcmcccmccmcummmmc
301 -coce-oe e obenaneepannnn c-edemeemenen 4eemmenns 360

a K C KV S NI KA ALZPAPTIUE EIKTTISIKALMN -

WWCCCWWMCCT&CCC&TCCCGGGAWWC
361 cemcececeprcerrecceprcsssarichoncccrccadoronacan orvesanan + 420

T TCCCETCGGGECTC TTGGTCTCCACATG TGGGACGGGGGTAGGGCCCTACTCGACTGG
a K 6 Q PR EPQVYTL PP S R DETLT -

mmmmmmmmmmccmcmrcmcms
LY e R T ettt + 480
mmmmmmcmmcmrmccmmmwcmc

a X N Q V 8§ L TCLV X G F Y P 8 D TIAUV
WMGCMWCWMWCACGCCTCCCGTW

7 S st 540
c'rcacccmmcﬂmcccmmcmmrmmmccm

a EWESNGO Q?PENNTYXKTTUPUPVLD

TCCGACGGCTCCTTCTTCCTCTACAGCMGCTCACCGTGGACWGTGGCAGCAG 600
E4] -c-ccmcacdorcacoccobesanrrocadanacmocs oo oan et

a S DG S F P L Y S KL TVDIX S RWAQQ
s0q SN T T AT TG A e coe o tte 660
CCCTTGCWGAGTACGAGGC&CTACGTACTCCGWCGTGTTGGTGATGTGCGTCTTC
a G NV F S C S VMHEEATLHRUSNMHYTQK

¥l o N issenananeit Ll
661 --------- *esoiiiac- e---- 684
TCGGAGAGGGACAGAGGCCCATTT
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K s

NH-Dde
tBu }'ﬂ be Pu Tﬂ PM
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2% H;NNH,INMPl Wang#} I
NH,
}Su m be g\ Pu Trt I"M
Boc- I!;GFI'LRQWLMRA-GGG-HN CO-GGGG-IEGPTLROWLAARA ocHQ
tBu beBoc thy m.oc
(BEH;CO),Ol Wang#t I
SIJNH
pue B g\ ot P
Boc JEGPTLRQWLAARA-GGG -+ oocccc-lf.cmqmm ochQ
Bu beaoc m
l Wang#} K
TFA

K

H-IEGPTLRQWLAARA-GGG- 'NE\GO'GGGG-IEGPTLIQWIMM-OH
B17b

NH

MeO-{_PEG 5000 |-sH lpgg

PEG Si

H-IEGPTLRQWLAARA-GGGHN" "CO-GGGG-IEGPTLRQWLAARA-OH
AK19
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A 6

}Bu T ?bf Trt tlu Tﬂ PN
u-xscmomm-cccccccs-lgcmnomm—ocw-g
tBu be Boc Pb' Boe
TFA 1 Wanght K

HS

A

H-IEGPTLRQWLAARA-GGGHN' "CO-GGGG-IEGPTLRQWLAARA-OH
Bk18

P

0

o 1

H-IEGPTLRQWLAARA-GGGHN "CO-GGGG-IEGPTLRQWLAARA-OH
k20
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i

ol
i

a
/

]

Xbal
|
TCTAuATrTuT"rTAACTMTrmGGAGuMTMCATATGGACAMACTCACACATGT"

1Toeeeeeass +

R e L R R LT
..................... + 120
GTGGMCAGGTCGAGGCCHGAGGACCCCCCTGGCAGTCAGMGGAGMWW 1

c PCPAPELLGGPSVFLPPPKP-

121 CCMGGACACCCTCATGATCTCCC GGACCCCTGAGGTCACA‘!‘GCGTGGTGGTGGACGTGA
............................................ “d-c-e--.i4 18D
GGTTCCTCTGGGAGTACTAGAGGGCCWCTCWACGC&CCACC&CCTGCACT

KDTLHISRTPBVTCVVVDVS-

[¢]

18 GCCACGMGACCCTGAGGTMCMCTGGTACGTGGACGGCGTGGAGGTGCATMTG
b e R T T T GO Fesoentsoadecaneann. + 240
CGGTGCT?CTGGGACTCCAGTTCMG‘NGACCATGCACCTGCCGCACCTCCACGTATTAC
HEDPEVKFNWYVDGVBVHNA-

(8]

2t ccumcmmmmrmmmcmmcmmmcma

..................................................... 300
mmcmmcmmmmmmmmm

e X TKPREEOYDNSTYRVYVV SV LLT-

CCGTCCTGCACCAGGACTGGCTGMTGGCMGGAGTWCTCCMCMAG

301 seccvcrccecncncrcadocccnconodesviarcsccdhercnonamrdoncceonasn + 360
mmumcmmmmmﬂm

c VLHQDWILNGT XEYTIXCIXVSNTE K A-

ccmccmccmmammmmcccmm .

3 R e R T D + 420
mmwmmmcamcccmrmwc

c L PAPIEBIEKTTISCEKATRKTGT QT PHRTEFPRQ-

AGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGLCCWCWCTWCT

2] ~-ccencscdoe tececssedprancscscshesnsanncndiatacercaadonrennnos + 480
TCCACATGTGGGACWAGGGCCCT&CTCMWGGTC&GTCW

[ vV Y T L P P 8 R D EL T K NGQRV 8 L T C-

GCCTGGTCAMWTATCCCAGCMTCGCCGTGGAGTMGCMTOGGCMC

481 --------- L X R ¢vedecrssocrcaprrsrnaven L R R R + 540
cmcmccmrmmmmcmccrmmﬂcccmc

c L VX G F Y P 8 DI AV EWESNUGUGQU©P-

cmcnmrmumccmcccrccm*rmc&cmcmcmmccwr
5l +-ccccereProrccronshocncsrscrdrroarronodecranccaudonnesnoan + 6§00
cccmnmrmsmcwmmmcmcmmmm

c ENNY KTTZPZPVLDSDGSF F L Y-

EWCWWAGCWMCTCAMCCG

601 --------cdeccmcciacdboncrcacde ittt et ebo oo + 660
TGTCGTTCGAGTGGCACCTG’ITCTCGTCCACCGTCGTCCCCTTGCAGMGAGTACGAGGC

c §$ KL TV DK S RWOQOQG NV P S5 C 5 V-

TGATGCATGAGGCTCTGCACMCCACTACACGCAGMGAGCCTCTCCCTGTCTCCGGGTA .

13 R e boceomannn #oeoonoen #omemnee 4o e + 720
macmmcmmmummmmwmmcwmcpccu

c M § B A L H N H Y T™Q K 8 L 8 L 8 P G K-

AAGGTGGAGGTGGTGGTATCGMGGTCCGACTCTGCGTCAGTGGCTGGCTGCTCGTGCI‘T

921 c--cmvceedencanaaan beeconnnn cheeeeeenas dereneean et + 780
‘I'I‘CCACCTCCACCACCATAGC‘ITCCAGGCTGAGACGCAGTCACCGACCGACGAGCACGM

< 6 6666 666 I B G P T L R QW L A A R A *-

Bmﬂf
T’TCGAGGATCC

781 794
TTAGAGC'!‘"CTAGG
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XbaX
‘ K 8
mrmmmrmrun»mmrm&umcmmrmc

60
mmmnmnumcmmamncmmm

< X D X T H T C P -

mmmcmxmmcmmmmcccem
51 ......... Pporovscnase P wsodpesnrtacssdprsonssas sdpracocmese *> 120
Wmmccccmccmmmmc

¢ P C P A P2ZLWL GG P S V F L F P P K P -

Cmmmmmmmm

121 ~eccecns otheveovovssdevosnsocsePprrsrrvccsPosacsccccrdovensrcnse + 180
mmmmmmmucm

c X DT LHLI $RTPEREVTTCV V VDV Q.

1Bl ccrccvoen “ecccocses $ovcsccvesn @rcercescedeancecesadocnnonene + 240

CWWWMMQMMTM
c H E D P B V X P NWY VD GV B V H N A -

24) ceceecene Pocavessnn Pececscman $reemmnona Preveecnes devscescne + 300

301 evvw-cessedecmavaans PO cesedracccence decenscscadarsvonnan + 350
Wmmmmmmm
c VL HQDWIULRGIKTEYZ KOCHK VvV 8 N X A -

CCCTCCCAGCCCCCATCCARMAMECCATCTCCAMGECAMGGGCAGCCCCGAGAACCAC
361 .-.'.-.I-‘l.Q-.....*-.QO.Q...*O.D.....-*'0-‘I.h."..-...--‘* ‘20

GLOACGCTCOCOOCTAGCTCI T TICCTAGACCTTTCCCTTICCCETCOCSCCTCTTCRTG
c L P A P T T XTI & K AEK'G QPR EP Q-

ummcaoccmmcmwmcmmcrmm
] cecececmedovesteaschorcaccasohracccsocobovoancnncboraos-ons" 480
TCCACATGTGGGACGEGCTAGGGCCCTAC TCGACTGSTTCTTCCTCCAGTCGGACTGGA
c vV YTL! PP S RDELTIK®SNGGQVSLTEC-

mmxmmmmm

48] -r--veccebmemmvcccburocrroocshoonccanne dessscccnsheveccscccd 540
mmrmmmmmm

c L VX G P Y P S DIAV EMWESNGC GO Q®P-

S41 cesanesvefpooscavescocrssvsvane pevese smcspresmcssncsdbercsroncn + $00
ocammmmmmmcm
c !ﬂ'YITTPP\'LDSDGS?'LY-

601 ~o--oon- B o A R SRS $eceovnnnn + 660
mammmcmcmcmmmmm
(- S XK L TV DEKSRWOQQGNUVYV F §C s Vv -

mmmmmccmmcm C-'I'CTCCGGOTA
BEL ~vveconoobaemasnnmodosrcereombuonsnsoaboosonneabosozotons + 720

mmmcmmmmmmmccn
c M E AL KEKNETYTAO QZEXS$L S LS PGK-

mm&muccmcmmmwcm

721 -........¢---....--+.-..-...-4--........+.....-...Q-.....-...@ 780
mmmmmnrmmrmmcmmmm

c GGGGGIBGPTLRQHLAARAG-

mmmmmxmccmmxmmm 840

78] ceeccccncporcccoces GesoaveevedprocsrsnvordrasnvrsorPproccceer + 84
mmmmmurmmmmcmmmm

c GGGGGGGIEGP?LRQWLAAR-

BamRI

|
M(}CATLI‘N"‘PCW‘\‘CCC
Y S R ceete 61
COCOTATTACAGCTCCTNGGS . .
c -
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Xbal
; K9
) mncnmmnmnnmmurmnmrcmcmcc
------------------ drccacecsrdecsciriicdecncncsnchennnanenad §0
Acammcammnumcmmm?mmmammmmcc
c E G P T L R -

mmmcmwmammm

Bl =c---cccedecccriccadoncsonandbacconann
.................. 20
CAGTCACCGACCGACWCGCCACCACCGCCTCCCCMCMMCTCCCW '

c 0 W L AARAGG GGG GGG I EG P T-

CCCWCGCCMWCGCWWAMMT

121 --rccecmedemcaccmcadenccccsccheroctrccodoccceaverPronccns + 180
mmmcm:mmmmcccmccccmmmmx

c L R Q WL AAMRAMGGSGGGD KT HHTC-

mmcmmﬁmcmmccccm

B e Tt + 240
mcmmmmmmmc

cmmmmcm
c P P C P APELLGGU®PSVFLUP P PCK-

MCCWCCTCAT&MWWWWG
28] ---creccedreccenc cheneccacucheoncncecoboanannoas Proenceenw + 300
mmammmmmmm
c P XD TLMZI S RTPERZVT?TCVVVDV-

memmmmx
301 c-cece-- epossscosvoprraccscnsPprasecrccsdoccssccsrsdrrronncen + 360
ACTCGCTGCTTCTGCGACTCCACTTCAAGT TGACCATGCACCTGCCGCACCTCCACGTAT
c S R E D PEV X ? RWY VDGV EV H N-

memmmc

J6) cevevrocedrrnncns codPesocsvvoreodProsnascresvdonccccrccathuce evwewed 420
Tmmmmmmmm

c A X TV XPREEQYUHNZSTYRVYVYV S VYV L-

421 ~-c-ee=- epresanoenn devenann J O T $ecesmnves + 480
AGTGCCAGGACGTGCGTCCTGACCGACTTACCCTTCCTCATCTTCACGTTCCAGAGGTTCT
c vV L H QDWILNGIXKEYEKCKYV 3 N XK

481 ~ce-mce-- T drocvncveoPossesnces bossesscans $orsevcscce + S40

TPCCCCAGGETCEGGGE TAGCTC TT I GG TAGAGCTTTCCRTTTCCCETCGGEGCTCTTIC
c AL P A PIZKTTISEKAEKG Q?®PRTZESF?P

CWACMCCQCQTCCCMW
6§ --o-- cessdeccsonccacheccorns eedosevsoresdescsnrascpoccscnccs + 600

mcmmmmcnmcmcmmmm
c QVYTLPPBRD!LTKNQV!LT'

cc1ccc1cc1cAAAnccrmcramccchccsACAsccccctcuacrcccasascna:ccsc

601 -ccomvenvdnacccccnabroscmocsoprocccvonnponccmcecahorooaenen + 660
caacccaccaarrrcccaaaammcccrcGcrcracccccaccrcnccCTCTcGTTACccs

c Cc LV XGFZY PGS DTIAVEWERSNGO-

WWWCCWMC
GG ---e-vevcoboserrmamndoaccnoceorpoaccsraonbooanaacns desmreanced T20

72] cecccavechbronnnasashrosocscoapoonsrenan PO Hreeceomes + 780

AGAMWW&WCWMW 'RCGA
c YSKLTVD&SR"QQGNVFSCS-

cccmrwrmmmcmmmmmcmcw
JBY ceevrmemmcbemmcmarnedossace cvedemmranon +eccnmmeca e sanves - 840

G&MWMWTWCWWWC
c V-HHEALRNKYTOKQLSLSPG-

BamHI

]
”r‘tlT\ATGnAmrr
Bll -------osdene «« @55
CA‘!T'X'ATI‘ACCTAGG

c K ¢
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K 10

TCTAGAWPMMCTMNMMGAGGMTMTAMTCWCWGC

1l scsvcrnsnedrcrsccatsrorccanrscvdprroccrrsesPprronncrtovdrrocsconeaa + §0
AGATCTMACMTTGAT?MTHCCTCCTTANGTATAQAGCTTCCAGGCTGAGACG

c M I E G P T L R-

mmmmmmacmmcm

5 SRR EEY S $reccrccradectcsccccdrcacrarondhocnncvoene + 120
cmmcmcmmcmmmmmmwm
c Q WL AAMRWAMNMGG G GCGGC D X T H TTTCT®P P -

mccccmcmcrmcrmcwccmmmcmncccccmcu
121 ccveee- crdemcenccoprocanenne L N T T + 180

mmmmcmcmmmmmmrm
c C PAPELLGG?®P SV P LPFP P P K P K-

XI'DaI

AMMCCMMTMCMCCMQMWWC

L L R s S e S e S e S R + 240
TOCTGTOORACTACTAGAGGOCCTOOGRACTCEAGTGTACGEACEACCAS

CTCCACTCGG
c D TLM I 8RTPEUVTTCVVV VDV 8 H-

mmcmmmmmmmxnmu

24] +cevcccocdoccanacos @emroccesadparnansccadhecssensnmrronnnneen + 300
Tmmcmmcummmcunm

c E D P E YV K P NW Y VDGVYEV HRNAMALTEK-

AGACAMGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCG

301 cceveecos T T
TCTCTTICCELCCCCTCCTCCTCATCTTCTCOTOCATGACACACCAGTCCCAGGASTGGE

¢ T XK PREZERQYNSTYRYVYV S VLTYV-

61 -ceeeme-- devocnacen decneaneas $omeccncan beerancren deomncenns + €20
AGGACGTGGTCCTGACCRACTTACCGTTCOCTCATGTTCACGTTCCAGAGGTTGTTTCGES
c L HQ D W L NGCXKE Y X KV 8 NKAWL-

mccmcmmmmcmxmccmm

82] cceccccacte evestvvacdocnavene T + 480
Ammmmmmc

c P AP I ZE K TI 8 K AIK G Q PRZEZU®PAGQUV-

Tmmmcccmmmmcmmmccc
QB ccveccccectd. sessvoevoedprvervece eqprcssscscvcPprosvorscncPrrsvennsen + 540

mmrmmmmcmmcmmmw
c Y TL PP SRDELTTIXNXNKOQYVY 8L TCL-

Tmnmmmum&cmmmmm
541 ~se-ene Cedrecreeem b #reecceeadecne e + 600

MWWMTWWWAC&WC
c vV X G P Y P 8 DI A V B W B S NG OQ P BE-

mmmmmmmmmmmmm 6
601 <-cccccccdercssccccdrocncoccan PressossenPpoccccsovsedocncnnace * §
mmmmmmmm
c N N Y XK T TP PV L D $D G S F F L Y S

mcmmmmmmmmm

IR R R LEREEE LR AL SR A b SRR E R dh e + 720
cmcwmccmcmmcmmccmmmmmmm

c K L TVDTZ KSURWOQO QGCNYVEP S8 CB VK-

TMTWMMMMMWMCCWCWNT 780
92] cccccecm-dhonccccsacdesancannadococcscochornsnencande cesscena

mmmmmmrmmcmma
= H.E AL HNHYTOGQZEKSULSL S P GCZX *-

7BL ----e---- 789
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A 11
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A 12

10000 10000
9500 - 4 9500
9000 |- 4 9000
8300 - - 8500
8000 - < 8000
7500+ < 7500
7000 - -1 7000
6500 |- < 6500
6000 4 6000

v 5500 *’ - 5500
% 5000~ - 5000
& 4500+ - 4500
< 4000 |- - 4000
4 3500} 43500
3000 + -4 3000
2500 < 2600
.2000 4 2000
1500 - g4 1500
1000} © 1000

500} < 500

0 ™1 T 7 1T 1T 1 tr 1 1rt1rrrivie b 0
012345678 91011121314151617181920 21
)G e X
e &Kk
o PEG- MGDF

v TMPTMPFc =R 4
v FCTMPTMP =X 4
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A 13

TCTA&MMCTMNWMTMTATWTCMM

AT CTANACAAAATTCATT AT TCCT OO T AT TG T ATACCT G T M NG TOTCTACA + 60

M D X T 8 T ¢C P -
cmmmu&mmmcmcmeeeecm

(3 1] ~ccrcrene epoevonanve spe s s svans efe s corcccofPpateccnnnms e omeanm—a 1 2 0
CTGGAACAGCTC mmmccccm&mmmmmc
c P C P A PRBBLL GG UP SV FL F P P K P -

12 ccuccacmcmmmccccmcccrcmmmcmmcm
1 eee- cscaecvssrecabrarvossnndan cessccedecsranascdocercncna + 180

WWCCTGTWWWWWMW
c K DTLMISU RTUPEVTCVV VDV S-

Xbal

N GCCMM&WMMMMMWWTMTG
Bl --eecscecbocconcoschraccccocrdeccncrosohocnricaccheoctavann + 240

cmﬂmcmcmummcmmmmmm
c H B DPEBY KPF NWYVDGVEVHNSNNA]A:

CWWWGTWW
241 sessccancsdPpacsssvecvPravsncsaveoPrrncrsosrsnPosncacrnondrcsccocne 300

mmmmmmm
c X T X PREEQYNSTZYRVV SV LT-

ccmmmmmmm

30 re-cecscobrcnccace. $reccae .-.4--.......-4.-.......-4.........4. 360
Wmcammmmwmm

c vV L H QDWULNGTIEKEYIXKZCKV 3 NKZKA-

cmcccmcccmmwamccmcccmcwcm

361 ....... ‘.0..-.0-...’...-....0#-.-.oso.-‘.o-o.o.o-’og.-.u--.’ 420
c LPAPIBITISKRKGQPRBPQ'

mmcmmumccmmmmmmcr 8

421 coe---- cedpromeccccsbocoen ceceebosenanes ederaceensedocccccons + 480
TCQ&MG@G&CWMGWMW

< vV YT LPPS$RDEELTIXKXNG¢ QV SLTC-

ccumcmmramccmmmcccmccmmmmum
GBL --oveemcmdacroosenohroeosao oo oo e b 540

541 ~-e-o-=n- $ocaccccan $eveecccscdscccsccsedhocacss emedhosvecsccsrd BOO

601 cvmewmemn $Poceronccepoocnsan-ode ssemwuase drevescsovdprnasecee o 660
Tmmmcmmcmccmmmm
c s X L TV DK S RWQ Q 6 NV P S C 35 V-

6‘1 ooooo ecveotpososscsancsposerocncapoccocs sedpessesecropovarmmoe + 720

Ammmmmcmmmmmmccm
c _HHBALH“BYTQKSLSLSPGI-

T2 ccc-mo-- doncecnrneprrmrenn=e #esosenaae drevesocsadperacscmne + 780

BamHI

]
GCMCGCWMNTCGTGCRTCC 812
FBY c-cevmsmedmoorermapoccoesa- oo
cmcacmcmmﬂmmmcucc

. R ¥ \‘ S .
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Xba:

B 14

AGA’I”'TC'I'ITTMCTMTTMJ\GGAGGMTMCATATGGuAGuTAC!TMTCTTGC"
U R P SRR $oene

AGAT”TMACAAMTTGRTTM‘I’I‘TCCTCCTTA‘ITGTATACCCTCCLTGMTGAGAACG..
M 6 & T Y S C § -

ACTTCGCCCCGCTGACTTGGGTATGTMGCC&CMGGGGGTGGGGGLGGCGGGGGGGACA

6l corsccrccProecscsossPracarsosobnscceane L + 120

'X‘GMGCCGGGCGACTGMCCCATACA’XTCGGTG‘!’TCCCCCACCCCCTCCGCCCCCCC‘I‘GT
c F 6 P L T WV C K P Q G G G G G & &6 D X

121 mcrmmmcmmmcmcmecmmcmcc
----------------------------------------------------- 180

TTTGAGTGTGTACAGGTGGMCGGGTCGTGG&CTTGAGGACCCCCCTGGCAGTCMGG
c T HTCUPPCPANZPZEBELLGG?P SV 'PrTL-

18 '!‘C‘X'TCCCCCCN\MCCCAAGGACACCCTCATGATCTCCCGGACCCCTG&GGTCACATGCG

] cccecrescderaccnenndans cesacseratcctncpenenanes checcceasaod 240
AWWMCMMAQAWWQMM

c F P P XK P K D TL M I 8 R TP EV T C V-

Tmmmmmwmmcmmcmmmmmmc

28] ~cecevenee Poceennccadracncaccadrrccnmenadone T e 11

Acmmmmmmccmmmmmccc
¢ V VDV 8 H EDUPZEV K F NW VY V DG V-

TGGAGGTGCATAATGECAAGACAMACCCCCOCEAGGAGCAGTACAACAGCACCTACCETG
E L B i e T O ¥
ACCTCCACGTATTACGGTTCTCT TTCGGCGCCETCOTCETCATGTTGTCGTGCATGGCAL
e EVHENAXKXTTERK®PRETETG QT YN STV YR RYV-

TGCTCAGCSTCCTCACCGTCCTGCACCAGGACTGECTGAATGGCAAGGASTACAAGTGCA

3] cccrecccsdecceccrosprrrnrcsseporccorrsrbecnnctocoPrenrencnch £20
ACCACTCGCAGCAC TCCCAGCACCTGETCCTCACCGACTTACCGTICCTCATCTTCACET

c vV 8 vV L T vV L H Q D w L N G XK E Y K ¢ X -

AGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAARACCATCTCCARAGCTAANGEGE
42] cvecmcerabecrcacans dorevescsodecnsomsnchornonsnssdherensson <+ 480
TCWWWMWWTMWWCCG
¢ V S N XK A LGPANZPTITETKTTISTE KA ANTETCETQ-

AGCCCCGAGMCCACAGGTGTACACCE TGOCCCCATCCCOGGATAAGCTGACCAAGANCE
481 -------. edoc-ccscccbeccacsesodessrcrcschronsoneadas ceevceed 540

rcmcmmmcmmcumm

¢ P REPQVYTLPEPSRDTETLTTZXHNGQ-

AGGTCAGCW&GCGMMANC&GCM?CGCW&G

S4] cceccccecdocacoceccbocncocncodiiocanandononcns e cccoaas + 600
TMMWCWCMTMWWCWC

c v 8 L. TCULVEKCGCUPF Y P 8D I AV EWE.-

AGAGCAATGGOCAGCTCCGAGAACAACTACAAGACCACCCCTCCCCTGCTCEACTCCGACG
60 c+------ edemceccons L L dereveccsedoonsvconan edecvecmoan + B60

TCTCGTTACCCGTCLGCCTCTTICTTGATCTTCTCCTGLCGAGGGCACGACC TGAGGETGL
< S N G Q P ENNY X T TP P V L D 8§ D G -

mmcmr&umcmmmmmwmc
661 ~rceccmevdaceconane wecesececepororaranaborsroraroboaroanenn + 720

ccmcucmmmmrcmcummcmccmcmcmmcccmc
c S P P LY 8 KL TVD X S RWQ QO G-K V.-

TCTPCTCATGCTCCGTGATGCATWACMCMA&CG&W’TCT

T72] cccessncnpsrsccerccctoces tsamndroecenocnsfeconsrnn Feeroermoan + 780
Wacmcrmmzﬂccmmmccmmmmcm

c F 8 ¢ 8 V. M H E A L H N H ¥ T Q K 8 L 8 -

BamHu
|
CCCTGTCTCCCGGTAAATAATGAATCC
781 .. S 907

GGGACAGAGGCCCATTTATTACCTAGG
< L 8 P C K ~
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KDE’.Z

T"‘TAGL TT GAS‘?’I‘?‘I‘M\.mAGMGGAGGAATAMATATMAGGTAC‘!TA'T-; G

R ot R S +« §6C
AGATCTAAACTCAAA&TTuAAAAT”TTCCTC:TT)JTTTATACCCTCCATGAATuAGA&C

X & & T Y s =2

61 CCACTTCGGCCCAC TGACTTGGG T TTGCARAC CGC AGEE TG GG aa AGaaECaaTES

......... M SR SRt ST NSRRI S
CGTGAAGCCGGETGACTGAACCCAAACGTTTCGCGTCCCACCECCECCEaCGCOGoCACe

b HPGPLTHVCKPCGGGGGGGC-

) TACCTA‘!TCCTGTCA’HTTGGCCCOCTGACCTGGGTATGTMGCCACMGGGGGTGGGGG

121 ccvteccmcponccancnn e raccccedrac e anane cedmorenmman + 180
ATG&?MGGACAGTMMCCGGGCG&CTGGACCCATACA’!‘X‘CGCTCTTCCCCC&CCCCC

b T Y S CHP G PLT W UV C K PQQ GGG G -

AGGC m&mc&mmmmmccmmmmcm
181 -e-ccecctdicnacaceidirceriroadocaeocnnn deemeeeneabiaiaaan + 240

'rcccccccccmmmmmmmmccwnncamccccc
b G 6 C b X T HKTCU?PUPOCUPAMPELIULGG -

261 Accmcmcc'rmccccccmcmmmcmm'rmccccacccc
esasavvardrsascrceedrranccncodrone SerasdprrranrsvoaPrmecvann- 300

Tmmrcmmmmummmmm
b P 8§ VPLFPPKUPIEKDTILMKTISURTTZ®P -

Twmummmmmmmmcccrmummmc

30 ----- smosesdprornmcrevadacvavencahpmnocusan edeocerccscsbonnnsceeses 360
mccmmmmmmmmmmmmm

b EV TCVV VY DV S H B D P BV K P N W .

crmcmmmwmmmmcmmm

36 - shomemresrw PoescsevecadpravencosnaPpoaccanscns Gesrsmcns - 420
CATGCACCTGCCGCACCTCCLCGTMTWGGCGCCCTCCTCWT@T

b ¥ VDGVEYVHNAXKTE XKT?PREESQ QYN -

Q@CMACCWWWCMWWM
421 +~--- sreossdhoencencosssdporavans espevmsnons odesascae P + 480
WCMTWMWGGCWCMMMW
b 8 T YR VYV SVLTVLHOQDMWTLNGIK -

mmmmmccmcmxmcmm
Y5 R e weetree e + 540

CMAMMWWWWMQ
b -2 Y XK &€ KV 8§ N K AL P A PIEIKTTI S -

cmac:mmcmcccmmmmccmmcmcccwm

B4) -~+-c--- sodprronvoscsbencrcromabernacree eqpeccnvreveprencrecacd 00
mcm&mmcmmcuummmccucr
b K A X C Q P R E PQV Y TUL PP S R D Z -

mcmcmcmammmmmxxccmmr
601 -v--rervrbeccrccnccdocracocsedovrocns L R + 660

c mmmcmcucmccmnm'rcccmn
b ! T K NQV S LTCL VX G FY P S DI -

cmmm&ummmmmccmccm

661 sceccrccccdestoenacccdonrcrranoabonne evevedporcrsnrcvopencasnvan + 720
GCGGCACCTCLCCCTCTCWACCCGTCGGCCWGT!GAWGG&GGGCA

b AV EWESNGO Q?PTEWNUVSNYTZEKTT?PV -

GCTGGACTCccAcGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTE 730
T21 ccvevrmevdrcccccaca decvsssovroprrevenssrdevacosmcntpovrnomone
’ CGACCTGLGGCTGCCG&GGAMMGGAG&TGTCGTTCWWGTCCAC
b L b S DGSF FLY 8 KLTV DK SRW.

MWWT&T@CC@NATGCAT&WWWE 840
b 7~ 3 S L LR Ry R iRt XL R EELE RS St
cmcmcccmmmammwamcmmmwamm

b 0 Q G NV F 8 ¢C S V M HEALMUHNUHEYT .-

BamHI
831 ---- e L)

CGTC‘!'X’CTCG\.AGAGGGACAGAGGCCC)JITTA'!TACCTAGG
b ¢ X¥x 8L S L 8 P G K *

)
GCAGWAGC’TC‘?CCCTGTCTCCGGGTAMTMTGGATCC Q 1 5
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& 16

i
mmmmmuﬂmccurmnmmmmm

AGATCTNAACAAANTTGAJ?AA!TTCCTCCTTASTGTASACCTGTTTTGAGTGTGTACAB
-] M D XTBHBRTTOCE®P-

‘1 -------------------------- ehecocsrsvrioPporsroscertPrsracacnn + 120
GTGGAACGGCTC

GTGGACTTGAGGACCCCCCTGGCAGTCAAAAGGAGAAGGGGGGTTTTC
c P C P AP ELLGGC®P SV F L PF P P KP-
CCA&GGACACCCTCATGATCTCCCGGACCCCTGhGGTCACRTGCGTGGTGGTGGACOTGA

121 #cccervsePerccsrsncdesncnrrtrdoccnnccnodercvncnncbevcannnae -+ 180

0GTTCCTGTGGGA3TACTAGAGGGCCTGGGGACTCCAGTGTACGCACCACCACCTGCAC?
c XK D TLMZI SRTPEV TCVVVYVDVS-

GCCACGAAGAccCTGAGGTCAAG1TCAACTGGTACGTGGACGGCGTGGAGGTGCATNASG

181 cccecovocpronccccan $reveacsncPesscccccePosvsrrenchaccase e + 240
COTCCTTCTGGGACTCCAGTTCAAGTTCACCATCCACCTGCCOCACCTCCACGTATTAC

e H 2 D P EBEV K P NWY VDGV EV H N A-

CCAAGACAAAGCCCCCGGACGACCACTACMCACCACCTACCCTCTCUTCAGCETCOTCA
28] vsecsnsschecsrccccadrcctvarccdacuoranscdoccanaccedrcavorcaad 300
GGTTCTGTTITCGGCECCCTCCTCCTCATCTICTCGTGCATGCCCACACCACTCCCAGGAGT
g K T K PR EEOQYNSTYURVYYVY S VLT

CCCTCETGCACCAGRALTCGCTGAATCCCAACGACTACAACTCCAAGGICTCCAACAALG

I0) cccvvevrchocrvccernbr s onrpmbarancoscedeccvcascndincuncane + 360
CGCAGGALG TGO TCCTGACCGACTTACCCTTCCTCATCTICACCTTCCAGACGTTICTTTC

c Y L R Q DWW L NG X B Y KC KV § N K A-

CCC!CCCLGCQCCCASCGAGAAAACCAJCTCCAAAGCCAAAGGGCAGCCCCGAGAICC&C
361 cevecon- B Y e At cevedrcecccvecs 430

GGGAGGGTCOGﬂGGTAGCTCTTTTGGTAGAGGTTTCBGTTTCCCETEEGGGCTCTTGGTG
c L P A PI P KTTISEKAMK'G QP REUPZQ:

AGGTGTI:ACCCTGCCTCCNTCCCGGGA:G&GCTGACCAABAACCAGGTCAGCCTGACCT

‘21 .............. ceedproncvece oprccrveveoPpoenccscassPorsrsccaca - ‘Bo
TCCA:AIGTGGGICGGRGGTAGGGCCCTQCTCGACTGGTTCTTGGTCCAGTCGGACTGGA

c vV Y TL P P S RDEZLTIKWNO QV S LTOQCGC

GCCTGGTCAAAGGCTTCTATCCCAGCGACATCCCCCTCGACTGCGGAGAGCAATGGGCAGS

48l cvececancbrarascocvdrossccvcodracccccvobocrcncoavrpiocron -+ S40
CAGTTTCCGAAGATAGGETCGCTGTAGCGGCACCTCACCCTCTCOTTACCCETCG

¢ L VX C P Y P 8§ DI AV EWEZSIR KOG G QUP-

CGGhGllCAACT’C&lGlCCACGCCTCCCGTOCTGQACTCCGlCGGCTCCTTCTTCCTC?
841 cccemvemchorvonscoobommonn veebecevorocsbonccncosnndenmonnnn- + §00

GCETCTTUTTGNTGTTCT03TGCﬂGAﬂﬂGClCGACCTGAGGCTGCCQ&GGAAGAAGGAGA
c E N N Y X TT P FV]I.ID S$DGCSCPFrP?®L Y-

ACAGClAGCTCAtCGTGGlCAAﬂhGCAGGTGGCAGCADGGGAACGTCTTCTCATGCTCCG
601 ccceveomedusrrscncobmmoncascobiiancrabioroarodoooo + &0

GTTCGlBTUGCACC1ﬂTTCTCG1CCACCGTCGTCCCCTTGCAG‘AGIGTACG&GGC
e S XL TV DK S RGW®QQG NV F S C S V-

TGATCCATGAGGL TCTGCACACCACTACACGCAGAAGAGCCTCTCCCTCTCTCCGGGTA
€61 ~-vecerecdrccrsccvepecscsrscschrrnsvrnvedornancontsdboonascncnd 720

ACTACGTACTCCGAGACCTGCTTGGTGATGCTICCCTCTITCTCGGAGAGGGACAGAGGCCCAT
e M HE AL HNZBHYTQX SL SLSZPGK-

AACCTGCAGCTGCTCGCGGAGCTACTTACTCTICCCAC TTCGRCCCACTGACTTGGETTT
T2 -~~~ codprsvsresonpassrccrcrsposaccsscscpoonsccscsbocnancscecd TR0
TTCCACCTCCACCACCGCCTCCATCAATGAGAAC CCTCAAGCCOCGCTGACTGAACCCAAA
c 6 6 6 6688 GG&G'TY SCHTF G PLT WUV C-

GCAAACCCCAGGGTGCECECCEECEECGGEEETGGTACCTATTCCTGTCATTITGGLCCGE
Bl cvevecan- e reavevessdesescncscsbronssncssprevssnnsrebeavccccacd 840

COTTTCGCOTCCLACCCLCGCCECCCCCGCCACCATCGATAAGGACAGTAMACCGGGCE
c XK P Q G & G 6 G 8 66 T Y 858 C H ¥ G P L-

BamHI

|
TGACCTGGGTISGTAAGCCACAAGGGGGTTAATCTCGAGGIQCC
Bgl +--weceemboencen ceedreroncmtospeonucrcochone B84¢

\"'rf'@""'”"" ~es -m-ﬁ’ﬁm’ ~

c T WV C K B Q G G
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B 17A

[AatIlFsH X 3%) 5! GCGTAACGTATGCATGGTCTCC -
(PAMG21 ¥ # 4% X #4358) 3' TGCACGCATTGCATACGTACCAGAGG -

- CCATGCGAGAGTAGGGAACTGCCAGGCATCAAATAAAACGAAAGGCTCAGTCGAAAGACT -
-GGTACGCTCTCATCCCTTGACGGTCCGTAGTTTATTTTGC TTTCCGAGTCAGCTTTCTGA -

-GGGCCTTTCGTTTTATCTGTIGTTTGTCGGTGAACGCTCTCCTGAGTAGGACAAATCC G -
- CCCGGAAAGCAAAATAGACAACAAMCAGCCACTTGCGAGAGGACTCATCCTGTTTAGGCG -

- CGGGAGCGGATTTGAACGTTGCGAAGCAACGGLCCCGGAGGGTEGCGGGCAGGACGLCLGL -
- GCCCTCGCCTAACTTGCAACGCTTCGTTGCCGGGCCTCCCACCGLCCETCCTGLGGRCG -

- CATAAACTGCCAGGCATCAAATTAAGCAGAAGGCCATCCTGACGGATGGCCTTTTTGCGT -
-GTATTTGACGGTCCETAGTTTAATTCCTCTTCCGGTASGACTGCCTACCGGAAAAACGCA -

AaLIl
= TTCTACAAACTCTTTYGCTTTATTTT TCTAAATACATTCAAATATGGACGTCGTACTTAAL -
- AAGATGTTTGAGAAAACAAATAAMAGATTTATGTAAGTTTATACCTGCAGCATGAATTG -

- TTTTAAAGTATCECCAATCAATTGCTCCTCTTAAAATTCCTTTAGAAATACTTTCGCAGE -
- AAAATTTCATACCCGTTAGTTAACGAGGACAATTTTAACGAAMTCTTTATGAACCGTCG -

-GG TTTGTTGTATTGAGTTTCATTTGCGCATTGGTTAMTGGAAAGTGACCGTGCGCTTAC -
+ CCAAACAACATAACTCAAMGTAARCGCGTAACCAATTTACCTTTCACTGGCACGCGAATG -

- TACAGCCTAATATTTTTGAMTATCCCAAGAGCTTTTTCCTTCGCATGCCCACGCTAMAC -
- ATGTCGGATTATAAAAACTTTATAGGGTTCTCGAAAAAGGAAGCGTACGGGTGCGATTTG -

-ATTCTTTITCTCTTITGG TTAMTCGTTGT TTGATTTATTATTTGCTATATT TATTTTIC -
- TAAGAAAAAGAGAAAACCAATTTAGCAACAAACTAAATAATAAACGATATAAATAAAAAG -

-GATAATTATCAAC TAGAGAAGGAACAATTAATGGTATGTTCATACACGCATGTAAAAATA -
- CTATTAATAGTTGATCTCTTCCTIGTTAATTACCATACAAGTATGTGCGTACATTTTTAT -

- AACTATCTATATAGTTGTCTTTCTCTGAATGTGCAAAACTAAGCATTCCGAAGCCATTAT -
- PPGATAGATATATCAACAGAAAGAGACTTACACGTTTTGATTCGTAAGGCTTCGGTAATA -

- TAGCAGTATGAATAGGGAAACTAMCCCAGTGATAAGACCTGATGATTTCGCTTCTTTAA -
- ATCGTCATACTTATCCCTTTGATTTGGCTCACTATTCTGGACTACTAAAGCGAAGAAATT -

- PP ACATTTCCAGATITTTTATTTACAGCATTGTITTZAMTATATTCCAATTAATCGGTG -
- AATGTAAACCTCTAAAMATAMTGTCGTAACAAMAGTTTATATAAGGTTAATTAGCCAC -

- AATGATTGGAGTTAGAATAATCTACTATAGGATCATATTTTATTAAATTAGCGTCATCAT -
- PTACTAACCTCAATCTTATTAGATGATATCCTAGTATAAAATAATTTAATCGCAGTAGTA -

- AATATTGCCTCCATTTTTTAGGSTAATTATCCAGAATTGAAATATCAGATTTAACCATAG -
- PTATAACGGAGGTAAAAATCCCATTAATAGGTCTTAACTTTATAGTCTAAATTGGTATC -

- AATGAGGATAAATGATCGCGAGTAAATAATATTCACAATGTACCATTTTAGTCATATCAG -
- TTACTCCTATTTACTAGCGCTCATTTATTATAAGTGTTACATGGTAAMATCAGTATAGTC -

- ATAAGCATTGATTAATATCATTATTGCTTCTACAGGCTTTAATTTTATTAATTATTCTGT -
- TATTCGTAACTAATTATAGTAATAACGAAGATGTCCGAAATTAAAATAATTAATAAGACA -

- AAGTGTCGTCGGCATTTATGTCTTICATACCCATCTCTTTATCCTTACCTATTGTTTGTC -
- TTCACAGCAGCCGTAAATACAGAAAGTATGGGTAGAGAAATAGGAATGGATAACAMACAG -

- COAAGTTMECETGITATATATCAMAAAACGRTAATAGATTGACATTRGATTC TAATAA -
- CCTTCAAAACGCACAATATATAGTAATTTT GCCATTATCTAACTGTAAACTAAGATTATT -
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H 17B

- ATTGGATTTTTGTCACACTATTATATCGCTTGAAATACAATTGTTTAACATAAGTACCTG -
- TAACCTAAAAACAGTGTGATAATATAGCGAACTTTATGTTAACAAATTGTATTCATGGAC -

- TAGGATCGTACAGGTTTACGCAAGAAAATGGTTTGTTATAGTCGATTAATCGATTTGATT -
- ATCCTAGCATGTCCARATGCG TTCTTTTACCAAACAATATCAGCTAATTAGCTAAACTAA -

-CTAGATTTGTTTTAACTAATTAAAGGAGGAATAACATATGGTTAACGCGTTGGAATTCGA -
-GATCTAAACAAAATTGATTAATTTCCTCCTTATTGTATACCAATTGCGCAACCTTAAGCT -

SacII
- GCTCACTAGTGTCGACCTGCAGGGTACCATGGAAGCTTACTCGAGGATCCGCGGAAAGAA -
- CGAGTGATCACAGCTGGACGTCCCATGGTACCTTCGAATGAGCTCCTAGGCGCCTITCTT -

- GAAGAAGAAGAAGAAAGCCCGAAAGGAAGCTGAGTTGGCTGCTGCCACCGCTGAGCAATA -
- CTTCTTCTTCTTCTTTCGGGC TTTCCTTCGACTCAACCGACGACGGTGGCGACTCGTTAY -

- ACTAGCATAACCCCTTGGGGCCTCTAAACGGGTCTTGAGGGGTTTTTTGCTGAAAGGAGE -
- TGATCGTATTGGECAACCCCGGAGATTTGCCCAGAACTCCCCAAAAAACGACTTTCCTCC -

- AACCGCTCTTCACGCTCTTCACGE 3! [SaclI#H K 3%]
- TTGGCGAGAAGTGCGAGAAGTG 5 (PAMG21 *F #4% X #5904)
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A 19A

Ndel

|
CATATGGACAAAACTCACACATGTCCACCTTGTCCAGCTCCGGAACTCCTGGGGGGACCG

--------- 60
GTA'rAccwcrmcasmmuumcsucmrcsmscmcawccccccrssc

a M DKTHTTCPUPCUPAPTETLULGTG GST?
¢ TCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG
b R L R R R R R T + 120
AGTCAGAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGABTACTAGAGGGCCTGGGGACTC

a S VF L F PP KUP KDTTULMTISURTU?PE

GTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC
12] -~ccvsnscedrrovrrerapoencracrncdecornacssdbennscnscnrodhroorcnane + 180

CAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATG

a VT CCV V V p V S HED P E V K P N W Y -
GTGGACGGCOTGRAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGTAGTACAACTAGS
R P A S
a VDGV EV HNAMIKTI KZ PH®RTEEGQVYNZS -

ACGTACCGTGTBGTC&GCGTCCTCACCGTCCTGCACCAGGICTGGCTGAATGGCAAGGAG
241 --eeeecvedaranaca.. $ooeocecabenaann. S SRR T ER TR S + 300

TGCATGGCACACCAGTCGCAGGAGTGGCAGGLCGTGGTCCTGACCGACTTACCGTTCCTC
a T YR V VvV § VL T VL K QDWW L NGIK E -

TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCA?CGAGAAAACCATCTCCAAA
301 -------.- drectnce L R edeconcceve L R R e R R + 360
ATGTTCACGTTCcABAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGT?T

a Yy X C KV 8 N KA L PAPTIUEIKTTI S K »
GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG
T CoTr e TOaa0CTe T TOA TGO AN IS TCaaA A0S TAGIOCETTACTEGAG
a A XK G Q P R E P Q VY TTL P P S R D E L
ACCAAGAACCAGGTCAGCCTGACCTGCCTGRTCAAMGGCTTCTATCCCAGCGACATCGCC
OO IO TC A G TCaOAIGGACIACEACT T GAAGATAGOGTOGCTOTAGIRS
a T K NQV S5 L TCULVKGUZPY P s D I A -

Grcmrscmcmmcccmwmcummucccmccmacm
481 --ccicescdecaceenn R $oenens cvcdececerann L AR R R R + 540
c;_Acc'rcxccmcmacccmccccmmmcammmscmmcuc
a VEWETZSWNGU QZ PENNTYTZ KTTU P UPV L
GACTCCGACGGC‘J.‘CCTTCT’I’CCTCTACAGCMGCTCACCGTGGACMGAGCAGGTGGCAG 60
B84) cecvccccrndeccccornaprsncrrcccbocncnccra deosreecrccdonacncens + 0
cmascc'rcccc;msucucmsxrsrcsmmcmmmncrcc'rccaccc-rc

a D S b G S P P L Y S X L TV DI K S5 R WO
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D R R S R L SRS itk

a QGNVFSCSVMHEALHNHYTQ-
ucmcmmccmsrmcmmmmcmmcncmcccacmxc )
bet I TCCOAGAGOIACAGACGCCEATTTC AT ACEACEAC T oMM GGty 20
a K S L SLSPOGEKGGGGGTDTFTLTPHTY
BamHI
mmcmccc?mcmccrurécmcc
3 D £X

TTTTTGTGGAGAGACCCAGTGGCAGGCATTACCTAGG
a K NT S L G H R P »
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CATA‘I‘GuACTTCCTGCCGCACTACAMAACA"CTCTC‘I’GGGTCACCuTC CGGGTGGAGGC

GTATAC CTGMGGALWLL. TGATGTTTTT GTGGAGAGACCCAGTGGCAGGCCCAC TCCG
a M D F L PH Y X N T S L GHUR P G G G
GGTGGGGACAAMCTCACACATGTCCACCTTGCCCAGCACCTGMC‘I’CCTGGGGGGRCCG

S e R R s St + 120
CCACCCuTGTTTTGAGTGTGTACAGGTGGAACGGGTCGTGGACTTGAGGACCCCCCTGGC

a G 6 D KT H T CUP P C P APELULG GG P -
TCAGT”‘T‘!'CETCTTCCCCCCMAACCCMGGACACCCTCATGATCTCCCGGACCCCTGAG
B T CAAAMGOAGAAGOOOEITI TG STTECTOTGOOACTACTAGASSOCCTECREARTE
a S VvV F L F PP X P XK DT UL M IS RT?PUE -
GTCACATGCGTGGTGGTGGACGTGAGCCACGMGACCCTGAGGTCMGTTCAACTGG'I‘AC

1Bl ------- cedeoeccisobennan R R e R Hmmemmmn e + 240
CAGTGTACGCLCCACCACCT GCACTCGGTGCTTC’I‘GGGACTCCAG‘H‘CMGTTGACCATG

a VTCVVVDVSHEDTPEVEKTFNWY
GTGGACGGCGTGGAGGTCCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGE

241 - L2 S S i P IELEL SAL LR RSt bt oo + 300
CACCTGCCGCACCTCCACGTAT TACGSTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG

a VvV D 6V EVHNRBRMmMEKTIEKZ®PREEHQ QYNS -
ACG'I'ACCGTGTGGTCKGCGTCCTCACCGTCCTGCACCAGGAC‘I‘GGC‘!‘GMTGW

30) ---e--sembomme-oo- deccesecmepramanon-- Hococemnoe doemmconeve + 360
TGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTC

a T Y R VV S VL TV L HQDUWILNGIEKE -
TACMGTGCMGGTC‘I‘CCMCAMGCCCTCCCAGCCCCCATCGAGMMCCATCTCCAM
B A EeA AT TSNS SR TAS T CTTTTORTAGAGTIT
a Y K C KV S NI KAULPAPTIZETZKTTISSK
GCCAAAGGGCAGCCCCGACAACCACAGGTGTACACCCTGCCCCCATCCCGGRATGAGCTS
2L e eeseT MO T T A AT TORACSOGITACOSCCETACTERAS
a AKGQPREPQVYTLPPSRDEL-
- ACCMGMCCAGGTCAGCCTGACCTGCCTGGTCMAGG-TTCTATCCCAGCGACATCGCC
481 --ecev-n R R B e + 540
TGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGSE
a TKNQVSLTCLVKGFYPSDIA-
GTGGAGTGGGAGAGCAATGEGCAGCCGGAGAACARCTACAAGACCACGCCTCECGTCETG
B e TIA SRR T T ST GATSTTCTOR TG BOAGIEACTAT

a v E W E S NG O P E N N Y X T T ? PV L
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GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAG
601 ......... dreeverrrehesacrrorsprrrersnvrobrrrvvcnvnbrnnrnnse v 660

CTGAGGCTGCCGAGGAAGAAGGAGATGTCCTTCGAGTGGCACCTGTTCTCGTCCACCETC
a D S DGS F F L Y S KLTVDI KT ST RUWQ -
cncsccu.ccmwrcmccmcccrcammwccmscamcacnmmc

661 .................. homworostsodhrrsrtncsrroPrrrornanshpaonsccmnvae - 720

GTCCCCNGCAGMGAGTACGAGGCACTACGTLCTCCGAGLCG'I'G'I‘TGG‘I‘GATGTGCGTC

a Q 6 N VF 8§ C 8 VvV M HEALIHKNUHYTTOQ -
Blmﬂf
AAGAGCCTCTCCCTGTCTCCGGG’I’WTMTGGA‘I’CCGCGG 761
79] ceccencocdomcccmoacdoacnnsnsndors cseancde
TTCTCGGAGAGGGACMMGCCC&T’!‘TATTACCTBGGCGCC
a K 8 L 8 L 8 P G XK ~
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|
CATATGGACMCTCACACATGTCCACCTTGTCCAGCTCCGGMCTCCTGGGGGGACCG
+ 60
GTATACCTGTTTTGAGTGTGTACAGGTGGMCAGGTCGAGGCCMGAGGACCCCCC'I'GGC

a M D KT H T C P PC P AP E L L G G P

gy TASTOTTOCTCTICECCOCAMAC CCAMGGACACCCTEATGATCTCCCGNCCETTENS
AGTCAGAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGRGGGCCTGGGGACTC
a S v F L F P P XK P KDTTL M I S8 R T P E -
GTCACATGCGTGGTGGTGGACGTG&GCCICMACCCTGAGGTCMTTCMCTGGTAC
R e SN G

a v.T C VV YV DV S HKEDU&PZEV K F NWY -

X GTGGACGGCGTGGAGGTGCATMTGCCAAGACAMGCCGCGGGAGGAGCAGTACMCAGC
Bl cocececnudpmrcessasndhocnrorroprcrccas Ceprececcsonochrsonrsncy = + 240
CACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG

a VDGV EVHNAKTTEXTPRTETESOQYNS -
ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG
B A TOEEACA CEAGTE COACAGTESA A ST OO T TAACEACTIACEGTTCCTE
a T YRVVSVLTVLHOQODWTLNTGTEKTE -
TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA
B T OTTCCACAGO T T TTTCOGAAGIOTCO000GTAGC TCTITTCRTAGAGSTIT
a Y X ¢ X V38 NJKALTPAPTITETKTTISTZKX -

GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG
36] ccvcemvenn Preveccra wedosscsanes $ocevence ehesuenvscodorroccnna + 420
CGOTTTCCCETCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGAC

a A X G Q PREPQVYVY Y T L PP S RDEW!L
ACWWCWC@@WMGGCMATCCCMCMRGCE 80
L TP EA SN RO NN TAGGET ST TN
a T K NQ V S L TCUL VK G ¥ Y P S DI A
GTGGAGTGGGIGRGWTGGGCAGCCGGAMCMCTMCCACGCCTCCCGTGCTG
481 ~---e---- T L L +.540
CACCTCACCCTCTCGTTACCCGTCGGCCTC‘ITGT‘PGATGTTCTGGTGCGGAGGGCACGAC
a vV E W E S NG Q P ENNY X TTU®PZPV L
pa SACTCCACGCTECTICTICCTCTACAGCAAGCTEACCR TEGACMAASCASTaGENS
CTGAGGCTGCCGAGGAAGMGGAGATGTCG’!‘I‘CGAGTGGCACCTGTTCTCGTCCACCGTC

A D S D 6 S F FL Y S KL TUWVDIXKX S RWOQO -
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CAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGTACAACCACTACACGCAG
B et eI ST T e T et arae e
a Q 6 N V F § C S VM KE AL HNUHYTTOQ
mcccrmcmmmcmmmmcammcmmcceccm
a K 8 L 8 L 8 PG K 66 &6 G 66 6 F E W T P G
BamKI
TACTGGCAGCCGTACGCTC‘!’GCCGCTGTMT&GA‘!CCC‘!CGAG

721 ceeeemeee Woceromesspenereeanobemeao- “--- 763
Amaccmscummmsscucmuccuscsmrc

a Y W Q P Y AL PL ¥
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--------- 60
GTATACMGCT‘!’ACC’I’GGGGCCCMTGACCGTCGGCATGCGAGACGGCGACCCACC TCCG

a MFEWTPGYWQPYALPLGGG~
61 GGTGGGGAWCACACATGTCCACCTTGCCCAGCRCCTGMCTCCTGGGGGGACCG
-------- R St e L R R
CCACCCCTGTTTTGAGTGTGTACAGGTGGMCGGGTCGTGGACTTGAGGACCCCCCTGGC

2 G 6 D KT HTOCP PO CUPAPTELTLTGTG P -

TCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG
121 --en-en- SO e Sedesecccacdania, + 180

AGTCAMAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTC
a SVFLFPPKPKDTLKISRTPE

GTWANCWMWQCGM&QWMCTGGTAC
181 -ecoenvnne R S R LR A -+ 240
CAGTGTACGCACCACCACCTGCACTCGBTGCTTCTGGGACTCCAGTTCAAGTTGACCATG

a VT CVVVDVSHEDTPEVTT EFNUWY -
24 memmmummmcmcceccmmmc
O ST O e Lt T + 300
cncmmmmmxmcscmmcmmmmcs

a vV D GGV EV HNAIKTIEXKUPRETETGQVYNTS -

301 -oc-ecacdea-n Creeedecetoniogieenaas heseeioec oo 360
mcammmcacwcsmscmcmmcmcmcmmccmnc

a T Y RV VSV LTVL HQDUWILNG K E
TACMWCAACWGCCCTCCCAGCCCC&TCGAMCATCTCCW

K R S A S e e i s S 420
ATG”QCGMMMWCWMCWTMW

a Y K C KV 8 ¥ XA L P A PIE X TTI S KX -
GCCMAGGGCAGCCCCGMAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG
eSO TR R AT T A AT ETEons
a A K G Q P REPQ V Y T L PP S R DEL
o, ASMMESAGICICCCIACTOCCIOUICMAGKCTICTAT CCNCCTACNTIRE
TGGTTCWGGTCCAGTCGGACTGGACGGACCAGT‘I‘TCCGAAGATAGGGTCGCTGTAGCGG
a T KN Q VS L T CUL V K G F Y P S DI A
G'I‘GGAGTGGGAGRGCAATGGGCAGCCGGAGMCMCTACMGA%???C????WG 500
R A e S S .

a V E W E S NG QP ENWNUYI KTT PP VL
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A 22B

GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGETGGCAG

B OACTOCCaASGAAGAAGGAGA TGTCE I TCOACTERCACCTATTCTCOTCEACEOTE

a D §$ DGS ¥F¥F FL Y S XKL T VD K S RWNWZQ -
CAGGGGMCGTCHCTCATGCTCCGTGATGCATGAGGCTC‘PGCACMCCACTACACGCAG

661 --cmeceeedocenen R T 4omecenen N EEEREER + 720
GTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGLGACGTG’I‘TGGTGATGTGCG’TC

a QG NVFSCSVHM¥HEAMLLEHENETYTEQ -
BanI
AAGAGCCTCTCCOTSTCTCCGGGTAANTARTGGATEC
T TS A AN AN TTTATIACCTAGS |

a K 8 L S L 8 P G K *
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. CATATGGACAAAACTCACACATGTCCACCGTGCCCAGCACCTGAACTCCTGGGGGEACCS
--------- D R R L R L S A NP4

GTATACCTGTTTTGAGTGTGTACAGGTGGCACGGGTCGTGGACTTGAGGACCCCCCTGGE
a M D K T H T C P P C P A P E L L G G P

61 TCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAS
......... D T R e Rt IR L R R T i )¢
AGTCAMAAAGGAGAAGGGGGETTTTGGETTCCTIGCTGGCAGTACTAGAGGGCCTGGGGACTC

a s V F L F P P K P KD T UL ¥ I 58 R T P E.
121 GTCACATGCGTGETGETGRACCTCAGCCACGAMGACCCTGAGETCAAGTTCAACTGETAC
---------- Weeverscmudeacencarenpecancccschormvmsnendomancean-d 180
CAGTGTACGCACCACCACCTGCACTCGETGCTTCTEGCACTCCASTTCAAGTTCGACCATS

a vV T ¢C VvV VvV VvV DV S BREDUPEV K F N WY -

81 GTGGACGGCGTGGAGGTGCATAASGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGC
181 ----csceccbocccnncnn T R T T + 240

CACCTGCCGCACCTCCACGTAETACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG
a vV D 6 V E VvV H N A KT X P R E E Q Y N 5
ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG
241 ~c-ecsecebrieremcmabomanoasosbioe ot oha e nhan oo + 300
TGCATGGCACACCAGTCGCAGGAGTGGCAGGACETGGTCCTGACCGACTTACCGTTCCTE
a T ¥ R V VS VL TVLHQDJW¥®KTILNGEKE -
TACAAGTGCAAGGTCTCCAACAAAGCECTCCCAGCCCCCATCGAGAMAACCATCTCCARA
B AT T IC AT OGa TR TCTTTTOGTAGAGITTT
a v XK ¢ K VS NKALGPAPTIETEKTTISK
GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTS
B T T TS A AT GO CEGEOTAGOGOCCTACTCOA
a A KGQPRET PQEVYTULPPSRDE.L
ACCAAGAACCAGGTCAGCCTGACCTGECTGGTCAAAGGE TTCTATCCCAGCGACATCGCC
Bl eSO oA TN AT T COANGATAGGITECCTOTAGE G

a TKNQVSLTCLVKGFYPSDIA-

GTGG).GTGGGAGAGCMTGGGCAGCCGGAGMCMCTACMGACCALGLL TCCCGTGCTG
8Bl -t ec-ecmbmcmemmec oo B R R + 540

CACCTC‘.ACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGT’I‘CTGGTGCGGAGGGCACGAC

a VEWESNGQPENNYKTTPPVL

GACTCCGACGGCTCCTTCTTIOLILL ACAGCMGCTCACCGTGGACMGAGCAGGTGGCAG
541 --------- b T SSRGS + 600
CTGAGGCTGCCGAGGMGAAGGAGKTGTCGTT CGAGTGGCAC‘“ TGTTCT! CGTCCACCGT"

& DSDGS?FLYSKLTVDKSRWQ
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CAGGGGMCGTCTTCTCATGCTCCGTGATGCATGAGGCTC‘!’GCACMCCA\CTACACGCAG
60l ~-ccemme- dhrmenavevepecaanse sessdeosvcsacerdrctccrccndenccnccact F60

GTCCCCTTGCAGAAGAG‘X’ACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTC

a Q G NV F SCSVMHEAMALLUHNETYTZQ
AAGAGCCTCTCCCTGTCTCCGGGTAAAGGTGGTGGTGGTGGTGTTGAACCGAACTGTGAC
O T TCOOAGA GOAACAGAGEE AT TTCCACCACCACCACCACAMCTIGOCTIGACACTS
a K S L 8L S5 PG K GGG GGV EUPNTCTD
BamHI

|
ATCCATGTTATGTGGGM’!’GGGAATG’PT’P!GMCGTCTGTMCTCGAGGATCC 773
7.5 T R
TAGGTACMTACACCCTTACCCTTACMCPTGCAGACATTGAGCTCCTMG

a I H V M W EWETCU?FER L *
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|

CATATGGTTGAACCGAACTGTGACATCCATGTTATGTGGGAATGGGAATGTTTTGAACGT
l ......... pocrsorer- L et R R T T Y LI 60
GTATACCAACTTGGCTTGACACTGTAGGTACAATACACCCTTACCCTTACAAAACTTGCA

a M V E P N CD I HV M WEWMWETCTFE R
GACCCACCACCACCACCACTGTTTTGAGTCTGTACAGGTGGCACGGGTCGTGGACTTGAG
a L GG G 6 GD K T H T C PP C P AUPTEL -
12 CTGGGGGG?CCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGAICTCC
e T
a L GG P S V F L F P P KUPIXUDTULMTI S

18 CGGACCCCTGAGGTCACASGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAG
1 ccoccccccde- I RRREEE: IEFEEEE LR R R AR LR TR LR =+ 240

GCCTGGGGACTCCAGTCTACGCACCACCACCTCCACTCGG?GCTTCTGGGACTCCAGTTC

a R T P E VT CVV VD VS HETUDUPE VK -
TTCAACTGGTACGCTCGACGGCCTGGAGGTGCATANTGCCAAGACAAAGCCGCGGGAGGAG
24] ceccc-cen- drececce eedponcrecnasae dooace eveovdhoorcssomedussocance + 300
AAGTTGACCATGCACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTC
a F N W Y VDGV E V HNAMIKTIKPRETE -

CAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTG

NI UTaCATOOCACACAGTCACAGEASTORCAGGACOTCTECIGARAC
a Q Y NS TYRUV YV SV LTVLHQD WL -
MTGGCMMTMW&CWCWGCCC!CCCAGCCCCC&TCM
TR AT COAGAGOTTO T T COOTAGCT COROGTARCTTTT
a N G K E Y KC KV S N K AL P AUPTTEHK

ACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCC
421 -e---een- AR et R R R AR LR Rt + 480
TGGTAGAGGTTTCGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGG

a T I $ X A K G Q PR E P QVYTTLP P S

CGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGECALAGGCTTCTATCCC 540
481 ---ceeeccbecocnnnen PO POSDEDOSP R cebmecaceans +
c;cccmc'rcmrmmmwcucrcsmcrwcmcmcmccmczm\sca

s R D P L TERNGO OV SULTCOCLUVZXGF Y P
mcmcxrccccammrccsmxecnmccmccammcmmummc <00
541 -veocn-e-- O R R
TCGCTGTAGCGGCACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGC

a $ DI A V EWESNGN® Q?PENNVYKTT
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CCTCCCGTGCTGGACTCCGACGGCTCC'MC‘I'PCCTC’I‘ACAGCMGCTCACCGTGGACMG
601 --c-cvv-- +omemeen cedesverincidon. R A A ] +oemmmeen + 660
GGAGGGCACGACCTGAGGCTGCCGAGGMGMGGAGATGTCGTTCGAGTGGCACCTGWC

a P P VL D S D G S F FL Y S KL T V DX

AGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAAC
T CaTCeACCOTCOTErCETTOCAGAGAGTACGAC G EACTACOTAC T CAGACERETTS
a S R W Q 0Q G NV P S C SV M HEALTHN -
BamiI
uumm&mmmcmm&umz‘;mmc
T GATOTECOTCTTCTCCAGAGOACAGAGECCCATITATIGAGETCETAGE

a H YT QQ K 8L 8L 8 P G K
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|

. CA\TATGGACMCTCACACATGTCCACCTTG‘I’CCAGCTCCGGMCTQCTGGGGGGACCG

6
GTATACCTG’I‘TTTGAGTG'I‘GTACAGGTGGMCAGGTCGAGGCCTTGAGGACCCCCCTGGC °

a M D KT HTOCPUPOCUPAZPTETLTLTGTG GT?P -

¢ TCAGTCTTCCTCTTCCCCCCAAMCCCAAGGACACCCTCATGATCTCCCGGACCCC‘I‘GAG
AT EAGAAGEAGAAGISR T T TSI T T A GTAC TAGAssscassaacne 127
a S v P L F PP XUPIXODOTULMTISU RTTE P T E
GTCACATGCGTGGTCETGGACCTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC
D ATOTACGOACACEAC ORGSO TS T e A G T T e aTTaaceTe L
a vTCV V VDV S HEDUPEVI KT FNWY -

181 GTGGACGGCGTGGAGGTGCATMTGCCMGACAMGCCGCGGG&GGAGCAGTLCMCMC
------------- S emdeececteeigecc e afracetccaahraccncsacs 240
CACCTGCCGCACCTCCACGTLTTACGGWCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG

a VDGV!VHN'AKTKPREBQYNS

, Acmmmmmcmcmmcmcmmmm
L i e Ay 300

TGCATGGCAQCCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCMACCM
a T YRV VYV 8 VL TVL HOGQUD-W L NGIEKTE -

TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA
301 -cececioohann R R ARl SRR R R AR L LR #oc-imions + 360
Arcmcsmacmmmcmmmmmrmcrcmmccm

a Y K ¢ XK vV S N KalLlL P AUPTIUEI KTTI S K
GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTOGLCCCCCATCCCGGRATCAGETG
361 cecesesecdocscocosccdencnonna e recncnsceponancvesn [F + 420
CGGTTTCCCCTCEGGGLTCTTGGTGTCCACATGCTGEGRACGEGGETAGGGCCCTACTCGAC
a A K 6 Q PR EPQVY TIL P P S RDEL

AccaacAaccasercacccwsaccrsccrssrcaaasccrrcrarcccaccsacnrcacc
821 ~eec-ceieboncceeaabecennca e nhe ceeeeeebeeeianaas + 480

TGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGG
a 'rxuqunrcx.vxcrvpsnzn
GTGGAGTGGGAGAGCAATGGGCAGCCCGAGAACAAL TACAAGACCACGCCTCCCGTGCTG
AT CACCoTOTCOTTACC O TOHCCTCM TG T TOATOTTC TR T RAGIRACIAT
a V EWE S NG QPENNTYZ KTTUPUZPUVL
GACTCCGACGECTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGEAG
 IOAGIETOCCaAGOAAGANGEAGA TETC O TEGAGTORCACCTETTERCGTCRACERTE

a D 5 D6 § P FL Y S KL T VD K S RWHW OO
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caccscmcmrmmmcsmuwmmccmmmccmrmcccm
O eoEeTTOOA A CAITACGAGCACTACOTACTOCaAGACO ST aaTaaRaTaraTe o
a Q G NV F SCSVMHEANTLUHKNEHTYT?T(Q -
AAGAGCCTCTCCCTGTCTCCGGATAAGGTGGAGGTGC TG TTGCACCACCCACTGGGGT
 TOTCOGAGAGORACAGAGCREATTTCEACETCCACCAR AR GTOOTOROTOACCn
A K S L S L S PGXKGGOGGGCTTHUWE G -
BamHI
mcccmrcc'ruwém'rccmc
721 --em-een- #ecncneccnpeccccces 748
AAGTGGGACACGATTACCTAGGGAGCTC

a F TL C *
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CATATGTGCACCACCCACTGGGGTTTCACCCTGTGCGGTGGAGGCGGTGGGGBCAAAGGT
GTATACACGTGGTGGGTG&CCCCAAAGTGGGACACGCCACCTCCGCCACCCCTGTTTCCA
a M C T T HW GG F T L C G G666 6 G D K G
gy SCAIGCITATTADMMETCNACNTOTCCACCTTOCCEACCACETGANCTECTSGGS |
CCTCCGCCACCCCTGTTTTGAGTGTGTACAGGTGGLACGGGTCGTGGACTTGAGGACCCC

a G 6 G GD X THTTTCUP P CUPAUZPETULUL G

121 GGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACC
------------------------------------------------------ 180’

CCTGGCAGTCAAAAGG&GAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGG

a G P S VFLFPZPXTPIKDTLMISRT -
cmmmmmmmmcrmmcmcmmmc
T ACTOCANTOTACHACCACEACCTOCACTE GG TG TTCTGRGACTCEAGTIANGTTS |
a PEVTCVY VDUV S HA EDPEVKTFN

TGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGRAGGAGCAGTAC
A TECAC TGO EaEACOTEEAC O T TACGOTTCTGT I ICORGCCTTOCTCOTCATS
a W ¥ vV D GV E V HNAIKT K PREEOQ Y
AACAGCACGTACCGTCTGGTCAGCCTCCTCACCETCCTGCACCAGCGACTCGCTGAATGEC
B O TEOTOoN TOUCACA CAGTCOCAGIAG TORCAGGACTTOFTCCTGACCGACTTACES
a N 8§ T YR VYV S5 VL T VUL HQDWUL NG

AAGGAGTACAAGTGCAAGGTCTCCAACAAABCCCTCCCAGCCCCCATCGAGAAAACCATC
361 ----e-e- B L e e S et 420
TTCCTCATGTTCACGTTCCAGAGGRTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAG
a K E Y KC KV S NJIXA ATLTPAPTITETKT!1I

TCCAAABCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCAECCCGGGAT
421 --eececeedumcosenandemmnnnr oo cadecsc e pmsasan 480
AGGTTTCGGTTTCCCGTCGGGGCTCTTGG?GTCCACRTGTGGGACGGGGGTAGGGCCCTA

a S XK A KGQPRETZPOQVYVYTLZPZPSERD -
GAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAGGCTTCTATCCCAGCGAC
481 é;éé;é;éé;;é;;;é;éé:;;ééé;é;;GA;éé;cé;éT;%CCGAAGATAGGGTCGCTG.540
a E L T XK NQVS11LTCLVYVXGTPYP S5 D
ATCGCCGTGGAGTGGGAGAGCAA&GGGCAGCCGGAGAACAACTLC&AGACCACGCCTCCC

Y R B e 600
'rmcsccmcrcnccc'rt:‘rcs'nncccG'rccccc'rmc'r'rcxrmc'rcc'rccccxcsc

a I A VEWESNGO Q®PENNYXKXKTT?PP -
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GTGCTGGACTCCGACGGCTCC‘I‘TC‘!‘TCCTCTACAGCMGCTCACCGTGGACAAGAGCAGG

60)]l ccvcccrcodbonravsonrsbocncrrsncdansnnnnns s eem e mmedraraccnaca + 660
CACGACCTGAGGCTGCCGAGGMGAAGWTGTCGTTCGLGTGGCACCTG"'I'CTCGTCC

a vViI:DS$DGS F FL Y S KL TV DK S R
TGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGLGGCTC’IGCACAACCACTAC

661 ............. evosdproncrsveande-= eescsotederacacemndere—ernma + 720
ACCGT CGTCC CCTTGCAGMGAGTACWACGTACT CCGAGACGTWTGGTGATG

a WQQGNVFSC'SVHHEALHNHY’
) BamAI
 AceamasCsTeCToTC eI TGS
TGCGTCMCGGAWGGCCCAMATTACCTW
a T Q K S8 L 8 L S P G K *
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