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B -~ FHFIR
HESYY YIS CPY BRSNS B M C-E Pl £ e P X
B-AEef$s: & A 8-
AEVYHWLATHEER (RE) PHE4:
1. ; 2003403 4108 ; 60/453,672

2.

3

4.

5. -
EREASRLEEAEE =+ ) °

(X% 2BRAE (BE); ¥358 P ERHE EAFER)
1.8 ; 200303 5108 ; 60/453,672

HEX LT E 2P EX a2 T2
[#XH&K: FH8  PHERH JEFER]

1.
2.
HEX TPy ERPY Y TT K ;

U] mrmskddn [(HBAHER: FHEME 8888 MEFER]

(] Bsmsdy [(#X3k: 540 B4 88 %8 JEFEL)

U] sn8sasms s nme  RASSE -
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R~ FHARA :

[ % 88 A7 B = 3% 47 48 5% ]
AERAGHMP IS 2 ek Es TFXRERMEMER
Bl e RHTZXZ A AGLHMANTANGEAAEMRBEREZ S
Lt B EREOEREH B A -

[ % A7 &% 47 ]
BEREBTHROLABRAARESNZIRE - L AREZH% G

HAEBEAZLHREORFTH @B Sl ER @B - E %
B RR@BDC) s tFams ~ Twfs - Béa o B %
P EG@E ZERECERFTHaBELA»LHEAEES
¥ RERCEBAMBYE  BEwmBKELE (F

o )i & £-10 (IL-10) ~ F 4 % -y (IFN-y) ~ IL-12 & IL-23 -

ABERRBELCERX  TEHLSEFHERRT BIHFHRIFMY R
X HE ERENREBHRIRDE R
MR E mEBRREFXAG LA REBIEE - FR 5
LRER - RBRRBETELAREAR Bl AEFRBEH
X BWwERBS A ARMEREARY  mMITHEHEARE )
TEHREE  HBELAARALZIIEEORELE  AX %

KB O Bl E B EHE@iE  NKaep R PHawpRiEiE
Z %% REBEM LK > Bl bl REE @M (APC) ~

‘o B R Bém o R W13 2 %&£ & (# 40 » % R Abbas % A (eds.)
(2000) Cellular and Molecular Immunology, W.B. Saunders
Co., Philadelphia, PA ; Oppenheim& Feldmann (eds.) (2001)

Cytokine Reference, Academic Press, San Diego, CA ; von
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Andrian & Mackay (2000) New Engl. J. Med. 343:1020-1034 ;
Davidson & Diamond (2001) New Engl. J. Med. 345:340-350)
AL BRRBEBIIFCAN LR ELEERBZIEE -
FrhxeEnaBygiiieb i@ Resrss  #
o IL-2 ~ IL-12 ~ B2 JE 3E £ B F -oo (TNF-a) ~ IFN-y ~ % %=
o E % = e & % # % B F (GM-CSF) A # 1t & k& B F
(TGF) - ¥ Rm e TEAH B LB S 4 RkA A B FHE2
MR ERT > ReRRFRETHEALEEE G S HE(H
40 » % R Ramirez-Montagut% A (2003) Oncogene 22:3180-
3187 ; Braun%¥ A (2000) J./mmunol.164:4025-4031 ; Shaw %
A(1998) J. Immunol. 161:2817-2824 ; Coussens & Werb (2002)
Nature 420:860-867 ; Baxevanis ¥ A (2000) J. Immunol.
164:3902-3912 ; Shimizu%¥ A (1999) J. Immunol. 163:5211-
5218 ; Belardelli & Ferrantini (2002) TRENDS Immunol.
23:201-208 ; Seki® A (2002) J. Immunol. 168:3484-3492 ;
Casares & A (2003) J. Immunol. 171:5931-5939 ; Oft% A

(2002) Nature Cell Biol. 4:487-494) -

8 %-23 (IL-23)4%4 & &8 F & T (F BPplI & pd0) 4 m&

Z R —_ Rl E cpl9FE AL EHLEHRIL-6 F ta g
£ % 2 % B F(G-CSF)RIL-122p35F £ u 48 B - IL-23 %
p40-F E T F AIL-122 ¥ 4o » A ¥ IL-124%% & 4 p35 &9401
Mo Rk o IL-23# 344 2 §IL-23RAIL-12B1 A
Az RXHBRAABSEMR - IL-12B1F ¥ L & IL-12%
BEE . ZIL-12% 8 S IL-12B1RIL-12B24A & - K & 7 &
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MREEBEET RSN Zpd0z 4 2R (pAOH BN A
P40KO /I & ¢ p407" /N &)F R # p3SKO/ & ¥ A B R &) 4
HERERX HlrhZERERERARE - ZFLER T F — &
EREE B HIL-232 K % R p40KOm £ IL-128 IL-23 = &
Z k% B &) % B R M # (Oppmann % A (2000) Immunity
13:715-725 ; Wiekowski% A (2001) J. Immunol. 166:7563-
7570 ; Parham% A (2002) J. Immunol 168 » 5699-708 ; Frucht
(2002) Sci STKE 2002 E1-E3 ; Elkins% A (2002) Infection
immunity 70:1936-1948 ; Cua®% A (2003) Nature 421:744-
748) -

ARERBEIASTEZLIFER AKX BR# wIL-1254
IFN-y2 m o % % & 2 &£ % 814 A (# & » % R Naylor &
Hadden (2003) Int. Immunopharmacol. 3:1205-1215 ; Fernandez
£ A(1999) J. Immunol. 162:609-617) - A % 88 # & 32 % 1&
RAIL-23B S B AERBZIF ERBAZERAE -
[#5AnRE]

AERAGENIL-2ZHGHIAERBETAGTEE A KX
wE -

AEARB-HEAGDREBERITE  BF RO E
B e e A B EXIL-2330 % Bl R BEAE - KB A
TREELFPIL-2IZRAB P H X LER @B 4Ee k2 b
Tk RAEVTE BB &R RIL-232 L ik o £ B — K&
HF o AEHARMBEBEL PIL- 23 B B LS E LTS
apl9 (FFIAEMBE P 1> 2 3R4)RIL-23R (F 7] 42 % 5%
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5O I RABBENE L BL T LHEF %K RE T &
cHEMELTTIHEDZILAEAFT R  RBIZRELELE
IL-23R (A7 BR#ER - SOz mpstER o F 0 R&
#% B % b F#RNA (siRNA) > ZTHAKE ) AL F &L
meMesTHEMZILET K S BB EnH
AL B £ B & » Fab > Fv& F(ab"), B & > &K # 2 2 45
BK # (peptide mimetic) - '

MARRALA -~ TRGBRB - HAGEBL A R H %
SHhELCTHEEB R AR AR EXIL-23%% 8 X # i
BB A  BEBeBRA  EBESE LB eE
UM E e R B FJE e o

A —BHRT  AEARB-HALBEBREREREREZ
BEH TR BRI EOLLAEHLTH LB EZIL-23H%
BB FERE S REFIL-23HA B EA R THHERZ
TH TR H B BEEREBZIAEAR WHERE > HER
BE > R H 2B ER -  AFEATRMSLE L FIL-234 3 3
BB ETELEPII(FAIABE - 1~2-3R4)%IL-23R (F )

FIARBMR SO FRAXABBEYELS LA LR

ke MABRRZAF —FRARBETELSLSHESL T
EHmx Ltk RBZTREE S 0 IL-23R (A 7 2 #
o SR6)Xtm et B R R A BB R K F #ERNA
(siRNA) » /o F » R T4 R 242 % RETHSBSH
CaToEMZI LT X SHAE EHhRE > AR
Bk HE K& Fab  Fv&kF(ab' ), A & » BBy o
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EA—FTRETFT  AELARBVAEATEEXRBEEEARXT A
MIZEEXREBYO LA TR EHE +RE £ 84 4%
A EHE MRETRERIAEBAUNTEERER 2
rEFECRERE  FRE ZEB O RILKRE -

ARAILA —REEARBUTHES L —HLE B E X
BBk  SHEOLERATAEZH AR LR F S
ZELEEMBE URETRELBLHLELBTE LR
BRRXREFINRERA]L - 2RS5BT H O R B IESH RE
T B 2 bk P e F ok

MABRRAZIA -~ FTRARE - RANRLDHEERXREBE X
FE BEPLHOLLAEFEZIELELMWAEARET X FE A
ZREARAA FAHEAFRBEFE LGS DAL BIESL
EplY (FFIAMMBE 1~ 2 3K4)KIL-23R (A 742 #H 3%
Skée)zm By L x4 -

[ %% K]

W KXHER > CHMBEMPFEHNED RELTXH
B AT E 0 F R # 4 "— (a/an)" & "3 (the)" % ¥ 2 £ # #
AECHHEBEZIHBAOARRE - AKX A AEXEY
R A TAHFARAX LI AHRERDEAOLHEI®LA
BHeRERB2HAE FHATHEREHNEZBTFTRNE R
A 8 F XA — e
L& &

T EAL""RMBMR SR RA N e R T
BEABESHETR  #Flo BRIFELTXXAEZTHELE > F
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Rl ST A B FREFAL - MR Hae R T8 - "B TF"
HERARRABRBEMF  Bliom B f ~ g+ %5 -
Fl#h & % 78 (analogue) - RE ZE G H A RN R &L @
bt "RATFFBENYTF bl EIHEKRY R
BB Z B o B AR A M N K R g
XEBEREFHEHEZEZ®BZEIL  "BE" el &A% K
%?z@@’%ﬁi&ﬁiﬂﬁ%z%&FM%i%%i
NZRE -ZE BEBMAXBEZIELILL RABEARZIRE
gL bR EZEIL HPEILEZFL - B Kb

B RFAE L EFEX LN H A

FFER"TRHRERENR OB, FREMLFRTEYE
REALZTMH D MNBEEABDER R @BRIE - 216 R R H
z%ﬁ:ﬁ&%ﬁ’%%EA%z%ﬁ%%”$°A%"
EH"TTHAG R H oA e F oM Nz iE
EHRZEH Ao BB FREI @R EHE
B EMN "FER"FTEFLREFNRE flo[#HLER]IEL
ZFAH] (R EHRVEALEZEGE] AV REFTZIRE
XEBEMY  "HAEFTH"EE  REWBI)EFT @by B
BBE BB BFEF @Rt 48 £FT4LRZ
EH G REALEZER RELSTHBZE MR
FHRBR"EBR"ERNGY - ANBE - TRE L - =
fo ~@a% > BERADABEST > A4 HEESBE L ER B
BE T EE - tShRESHBGY - AN %R H
g - BB - RTRAEYARBES - "BRE"R"LER"TIH
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(Blim)i6 B A E >~ RBEBEFE - BEG NS FE - S W H
E R RFIERERIE "Bt R"BEERE e
EBAGERABARRES  HPaAB G AmBLEE "
BE"R"6R"TERRABRE - WA - B2H64@0HhK
#dh A — @i REE N (n vitro) & B s (ex vivo) s # (]
o )im g o EER"ERAMNAR  HEIAALTH LY 0 K &
BEHARARSTERRA GG HERE AW R E % H#E
(measure) - €"4 BR"EANAE HEXAELH L - X £
Mg~ BB KRBT ESEEIL-238 % # % IL-23# i
BAANBREMTRAE >~ s - 88 - £ 2 BT R4EER
REE - - "WRBER"FTRE D FTHAEH ¢ IL-23:% & &
IL-23 4% 30 #] 4 A 1L-23 % 2% (IL-23R A IL-12RBl = 2% — %
W) Bl RN BHEIBEA T D REKS B XA LB
AR Pl A B ERA e R EREBET RS B RRER
BlEEeaBixBIEL -

"E oMo ERPMABERELSZISTF MY TF VB
ﬂ%%~ﬁ%\%ﬁ&ﬁ@%§:%’?%‘ékL?Ti&fi%’:%“’
o8 bH"TTHEHABREZELSZITHHE 4 F4&
et Bl kL BHEEY BT T REE RIELE
XAz F Bl asisti 8- X% - BLLRRAR
RBRABREZID T - "85 86H"FTTHRLEH - BW

Bl B EEH BB RS M ESZ ST - BATE
A
j=

2\%\7

>

RAEE S WAL HE B AR Z G A (association) » £ ¥ 2 & 4

HMeMTHERANIRENERY  AuG b insgsa
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CHXEFTHHTAEG KD -
"EBAA AT RANAE LA HAHE)R AR H

MEESE  EaHRAHZLAHI £ - ERAMNEH
B E - R MM E MR (COPD) ~ & # (advanced) B ¥ & 5
BAIDSY - "BREBRE"AHEMEELEHHEHYE - BE

BERAIFBEN " HloBEHREIRE KL - EHA
o  REERENHLTERGRAI LG BEE > 6o R
2R (4 % A MacDonald% A (2003) J. Am. Coll. Surg.
197:143-161 ; Rubin (2003) Proc. Natl.Acad.Sci. US4 100:
5384-5389 ; Tisdale (2002) Nature Reviews Cancer 2:862}2871 ;
Argiles% A (2003) Drug Discovery Today 8:838;(‘844 » Lelli
% A(2003) J. Chemother. 15:220-225; Argiles% A (2003)
Curr. Opin. Clin. Nutr. Metab. Care 6:401-406) -

"FE K E 2 % 8% (conservatively modified variant)"i@ B
NEEBEFINRBBEFI —F  REBRBEREI AT 0 F
ER T2 ERAE hERAXRAAEBRAZIEABRS G
BB REBREARGERABRAFT G AAEAARER
ZHBERFY - BAHAERESBZIBEL  AAUAKRE T RMAEEFR
ZHMBETHBEERLTZIEEE -

BB ERBA T > ARALERME SR A AR T
RBZABFINTHBREBRR DTSR A B 8
R Z2RXEFEEFINVEBINARDAE " TER T 48
" R T REEBMUZIHEABEHOTES R AL LEREN
FTAHAEAMBPLR TFEXRHWZ-—FHALEBETIHEE 2 —

W

B A%

oS
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BYH —BRABRRBARETZH —KABEGETFLeeE A
8 £ B & A £5,767,063%% ; Kyte & Doolittle (1982) J. Mol.
Biol. 157:105-132):
(1) giAKM - THB ~1lle~ Val ~ Leu ~ Phe ~ Cys s Met ;
(2) $ -8 AMH ¢ Cys~ Ser~ Thr;
(3) 88 : Asp ~ Glu;
(4) &M © Asn ~ Gln ~ His ~ Lys ~ Arg ;
S) BEHRGZEZHLY  Gly » Pro;
(6) % & ™ : Trp >~ Tyr ~ Phe ;
(7) /B X 8 © Gly ~ Ala~ Ser-
"AHRBE"RERAREAFT LB EER I M L RHE A
ZHE AHBEFTEFRAAFRENADEH ZH E - &
REFRABEXRAALZIARXBETRELB TR LA -
W EEERMHER S BEXEIKERBERL - KB F ERE
fBEERAMAZIRERLE (Bld > 2 A3 T NettiE A &
AR EAFS58885303% ) AABET AR LB E KA
XEHER IR ANE E K& E F £ (dosing protocol) - £ %
ABERLEEERLHBAREDS% BEEL10% &
BEED20% RBFED30% BEELVI0% EHE
L 50% 0 ZAEELO60% ERELEENVTO% > R IEAEED
80% > EHREMBEDLIO% > H P HFI00%RETALEE SAH
P8R X5 W % 8 (f % » £ R Maynard & A (1996) 4
Handbook of SOPs for Good Clinical Practice, Interpharm
Press, Boca Raton, FL ; Dent (2001) Good Laboratory and
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Good Clinical Practice, Urch Publ., London, UK) -

RETX "$PEAMR"GIEELANFTAE - @8 R AHIT
ZHWE  c RLETX"WEAM"LIEELENmiL ~ 5 &8 %
AERZHE -
"REAMEKR"R"LERMRE"SEE(F Lo )m EHEF R
FPRMBRERB S AEBRERER - "LBEMER"THE
B - HERLAHAERER  HloBE - BBARAE 4
AR BB RE S %R B (irradication) 2 & % - &
ZRBERE - "BBEER"CIEMWBL)EE - Bk s BEE -
B EARBREWEFTFEETZIBRBEANHER -

"EXAMRAE"EFEAIFAESL R LT~ E (Bl o) R
Ah el BB E - BREBAFERAEREFRHLBI LY
FREXRBERER - R RASKL I @ OLIE(Flw)Tafm - B
Wmig s EBeBERELE@E - LEEZ @B (APC) ~
Kamfg ~ B H@e - NK@ef ~NKTae fs - £ v M4 &
R omig  RBR@BIRECAERERFTHB G
mfig Bl ELr e FTZIRN @B RE K@l -

"R BRI BI"R"FACE RS E B 535 R
SFREFARSTF > Blh o REARK )ERALTF - S8 - #
BEF KB @@ aBRNEET - (Fe)AE -~ 2
B TRt AGHARERAR - S8 @A FRaip
ZEMG ST EFTEAL R A SR BEIESET 2E
e RABBTERRMER  ATHEAHEYEF > Hlokh

SRBETRISF - WHBGRD - BE - ok~ R
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BEFEALAXRE BBEXATAZWB )EAEB - Z a4 -~ &
fL F - X B Rmp2ibbdh - FALB AN M- FI - L
BB FLAKCXRALAZEW)ER - Z 8% - &
frf ~XBR@lexitbdh - WHEFTTERAEARYD -9

HABRTEATRZESY - "HHBE"LHLBEZRELNEA
MalAe RIREBRZFTILE meh bW - "#H 3B "% 8%
BH XA ARG A o BB E - B 3 K P
BB ZENE FERBRNEBBHE > BB TH
kR R RELERIBIERYE R F N

Bl he > B EHH 2 £ E 0 L% 4 (potential)iE 16 B %
I w B R R THEPBl)EEE AR -~ @R AH K
MZHEAIREY  EHELAAANHBEREIHBHRA
BATHE - #HEBHERA THARAUAERBREREZIH A #HBR
F100% ey A FMHE - TRAHENHBEHNETREART
BEEERTHH D GI0%RNED » A ABSURED » &
B BHB0%RED RBHAVABATSU%RED » — & AHT0%K
2L BR—MABOSHRED » T —HKAHOO%NRE D > # A
BSS%hHED > BEASONNKRE D » 2B E AH4IS%HKE
Yo RBEAAONKED B ASURED 0 B4 A
30%R D > BAEBLSURED 0 REBB/N25% - F 48
HNHBANTHEAXNTHEFTERTEFIL D H110% > —
BRED BHBI20% 0 E — KR E D BHI40% 0 R —HZE DB
160% > & F 20 B180% E & ¥ E2V A2 > B ¥ ED
BLS5KE - BEED ASE FREEDAIONRE  BEZE D
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2045 0 RHZED AH404 AR AR BLOR

FARXHHBBETEE T - Sl Hamp - £ 2R
Ba8  BTREVRABELREZ LK FE S 04
BRERTHREBREY HRETELLHAIHBERBTHILZ
(B 4o )2 BB R RS ARE Bl B
FOFHALAEZREOBIBER LT ELEL I (Fl)ALH
BZBFAAESN WREL @BBM B8 E ;B
BHE w2 REAAAE  HlMNE L kA
T Hit-mR AR EE AN AR &R E (B
%o » % R Knight (2000) 4Ann. Clin. Lab. Sci. 30:145-158 ;
Hood & Cheresh (2002) Nature Rev. Cancer 2:91-100 ;
Timme % A (2003) Curr. Drug Targets 4:251-261 ; Robbins
K Itzkowitz (2002) Med. Clin. North Am. 86:1467-1495 ;
Grady & Markowitz (2002) Annu. Rev. Genomics Hum. Genet.
3:101-128 ; Bauer® A (2001) Glia 36:235-243 ; Stanimirovic
& Satoh (2000) Brain Pathol. 10:113-126) -

R mE - RAHBAZTSREY B AHBEAZ
50%R BV 0 B4 AHBMAEAZ2%RED 0 ARG A HE
BEZ10%HED - —f&m T P FlamBAHBREZEYD
150% » B AHBEXZE 2 ZHAHBHEZE VA
£ AR AHRMEZZEDI0ME -

A AT E S RILR e AMILEFE - RIS
HE BB ETEFRILE T2 TEAREXHMBEHEA"CL
'z ed bl TRAZZi e PP Ps .
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CAPHSPT B AR E C BALH C BFEFRA 2

T HRBRAEHMLBEFR R Bl ANBEREELEERE
% R B AF Y (B o 0 % A Rozinov & Nolan (1998)
Chem. Biol. 5:713-728) -

"B FGBEMW )N F K FRABAMY T X
BEen FRELE S A TRAELZTH I %G B RHER
Bloo "EALFR R E — B A MR B L KA KR
Bl EERTAXBELAARACEEIVELLA DS HYE (H
ho 3R KR FE M) o sk S o %a&%"@ﬁEé%éUHhMb%&
T ERGEATERABAK ZIBEARML FHBRELRM
T #BES  TRATFTRELANE —B@khe g L
XBBYHANS —Baapt  F_ BT EhEE—
WA XA ZEHE  BEBEAFREBRTAEASE@BE A
FPETRM N @R -t cwBNRmE F - &
FRERTREERE Hldo o KmBR RN LSER
ARBZIE - A TRLBZEOYBEL S TFeR
B  TERATFRLIBOSAMNFEEE NG > B F
HALEARBEZIEHRLE LB LEALRAKTBEEXT
WAL E e

BRBE"IMNTF"UREBREBREEZIALAELRBE - K"
NagF"FEE > FEADNLI0O KD~ s A w4272 kD @
BEZIRL KDZ g F - oy FaEMERTRN)EE S
FABYSTF LA ERARTIERLST ALK HKE
FTXZoT AR F BERURBERLEY - A LEBH®
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ToOMMTURASPTFEFEBeE - EXHFEHR BER
AR RERRE - ECHET I F Sl BREHK
MEZHEKY KR AT EF (Bl 0 % R Casset® A
(2003) Biochem. Biophys.Res. Commun. 307:198-205 ;
Muyldermans (2001) J. Biotechnol. 74:277-302 ; Li (2000)
Nat. Biotechnol. 18:1251-1256 ; Apostolopoulos% A (2002)
Curr. Med. Chem. 9:411-420 ; Monfardini? A(2002) Curr.
Pharm. Des. 8:2185-2199 ; Domingues % A (1999) Nat.
Struct. Biol. 6:652-656 ; Sato & Sone (2003) Biochem. J.
371:603-608 ; %8 F Stewart % A &) £# B & 7'F'J # 6,326,482
) e

T'HE"REER"ELGEBRELT/ZHE LB /RER

RETEAHS RAFHEOLALCA ML B 2 B

9104

BRIT2XLEAETNFAEAEAREEERAZIELASGARE - Bt
EHEIZHKHAT HEZLIERLTFABFAZAILBES  MAHEHE
BRATHAEZECEAETARELS HBENFTET
BXEBNBIRARESCHETEANE LS AELRE Y
BIAEREFOREORONEL  BRAETLEECRE R
BEMTAGELSCBLEAEMZHRAN URANED B HE2
£ BERAELIOE ZHABED20E > BERiEAHED
100F - 2 — 84 T H ¥ » (# o)# & Scatchard 4 # #7
B EHORBZRANEYHRANIONF/E F (MunsenZ A
(1980) Analyt. Biochem. 107:220-239) -

IT. 48 B

66 -19-




1357336

ABRARMBIL-23% = R4 ~pl9F E T ~ pd0OF & T -
IL-23% 8 % — % 4 ~ IL-23RF+ ¥ 5 £ IL-12RB1 F & 1t =
ZHK - B 28 REZ AT AREE W (mimetic)z 4 A
ik AEATNRBRBR@B F(EF &4 (H )ik # 2 p40
FTEAZPIIFEANRLAEZTOLE )R GER B EZLHE
(Blde » 2 R FFI4ZHE - 10K 11)89 4 A # 7% (Oppmann %
A supra ; Fischer% A (1997) Nature Biotechnol. 15:142-145 ;
Rakemann % A (1999) J. Biol. Chem. 274:1257-1266 ; &
Peters % A (1998) J. Immunol. 161:3575-3581) -

f+ & % -23(IL-23 > X £ IL-B30)44 & IL-12% % @ pl9oF &
FL(F P RMBK C 2RA)Rp40TF E A (F FI 2 WK - 894
RIZ¥E_REBEEFE c  wREDP3S BT AEMEMN » plo9E L
p40x H F] & H (Wiekowski % A supra) - 1L-23% 8 & 4 &
HplOZ #E LB FEAAL-23R: £ A AZME : 6)& & &
p40x IL-12RBI(AF %] A& #| 3% © 7)(#) 40 » %4 R Parham% A
(2002) J. Immunol. 168:5699-5708) - % %X H #& 2 8 F £ 7
MR MAEMEMIEMASY 0 B L &KRALCDICDISRL BT
ta jo B IFN-y/E 1L B 3 E % %48 B2 £ (Parham¥ A supra) °

HBETHA(Aaise) bBEARABFAEA(DRI)WERL TAWE
(Fldo » 2 R A FIAZMIE © 24 10R11)2 & 48 ta o &
Zaf > e#ER - FHE - F40 BRI EELBERLA
B RBETHERAARAR(RER)BRERIEFTRYE
(Fldw » EHEB)ZXRETEET W4 > £ 857 25K

E3)

6) o 5 T4 A L8 8 A& B A 3 88 (anti-idiotypic antibodies) -
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#™ FIL-2330 %) & (75 Bp IL-23 % IL-2342 % B % )T 3% % (41
o)t E T s - PHARE @m s - CD45RO T4 fg - CD45RO T
ta f 2 3 A& 5 3 b PHARE 49 88 5, CD45RO T i ¢ 3% F &
% -y(OFN-y) 2 & 4 - B IL-1248 tb » IL-23 & 48 # 4] ¥ 2
" WBEABRDAFZRAT@EAEMR - IL-23/F 1tk K
TN ek s F 0 ) 4o Jak2 ~ Tyk2 ~ Statl ~ Stat2 -
Stat3 & Statd - IL-127& {6 F 48 4 F - {2 Statd # IL-23 2 & f&
B # 5B @ StatdH IL-122 & & # % (Oppmann £ A -
supra ; Parham# A (2002) J. Immunol. 168:5699-5708) -

IL-12 & IL-23 % A& (engage)#a 1 &9 . 3% & & 4 %] - #7 &
(engage)H % 2% 4% 4 4 2 1L-237% 1t Jak2 ~ Tyk2 & Stat-1 -
-3~ -4 -5 IL-127F %o b - K @ » Stat-42 & 1t H 1L-23 %
B R ENFNMHIL-12Z @ E - Btk > #1I0-1248 b -
W IL-237A7 5] & = & B & #9 Stat A Stat-3(4) 40 » £ B Parham
E ANsupra) o

RFIL-232pl9F E AT ER : (Bl )G eh &1t &
K -FFRATC URFBWERHE WP - FERAFBZ
2% X M & M (infiltrate) > R L R a o 2 A8 F 3 4 ~ 4 ta

ot Bl ~ F P MA@ i e s & F TNFad o 5 &
AP P 2 &2 MHBEA R KR MW (Wiekowski% A supra) »
HRZIL- xR B R AKX LENEBILZ LR @B i P o
Bt » IL-23V R{\FERNEBLEEB 2 T HME -
EETeHAECETIL-2ZEAGHRALZ L BRRE Bl & 0 £
R Pirhonen# A (2002) J. Immunol. 169:5673-5678 ; Broberg
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% A (2002) J. Interferon Cytokine Res. 22:641-651 ; Elkins
# AN (2002) Infection Immunity 70:1936-1948 ; Cooper¥ A
(2002) J. Immunol. 168:1322-1327) -

MrEE R —EBRZIITBERALKTZIRHEEZ E
OB % EYM X B E KR T R R B R E R
(predisposition) » 2 T & # £ &£ 3 F B B K % k 2 77 18 3
HARZAE - ABEAREHGEERAREZE KL WA
R TFTZTAATEREM 4 > % RLi&E Wong (2001) Genome
Informatics 12:3-13 ; Lockhart® A (1996) Nature Biotechnol.
14:1675-1680 ; Homey % A (2000) J. Immunol. 164:3465-
3470 ; Debets® A (2000) J. Immunol. 165:4950-4956) o
HI.EEGH ~-HRBRES A5

ARHARMBIL-2ZH G H R ERB ZER F ik - 1L-23%
Bk E - (Bl 4 )IL-23 -~ IL-234 88 - R F 4% - 2B
F >~ RBHKY CIL-2RZBHRE  ABZE Y B %
B2 e o IL-23Z H A €45 0 (f) 4 )IL-232 $ # - IL-
23Rz ra i g » AMNIL-23RZ FE A @B IR K2 T
AHEXTH - BHERY AR ZEHABGSHZ B -

AR RAEDPIY ~ plo9Lpd0x 42 A4 4 ~ IL-23R ~ & IL-
23RAIL-12RBIZ # 4 M O M B B RAER B ZE B F & >
BB TELSEDPLI pl9#pd0= & 44 ~ IL-23R ~ & IL-
3RAIL-12RBIZ # A Y Z B R Z G &4z &b
meMmZERI K -

IL-238 tm o 57 2 (Bl 40 )& 2 pl9R p402 % BK A 5| 2 3
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cEk A% A TplIRpAOE R ERLZ S KRB T - pIIR p40
ZHFINTAHEMTIBR - A5 FAETA4H&EERF T (liker
sequence) ' HEHEF I MMN —EE S R4 P 2plo9pd0 A
5z B e
Bl AR ZERTHAAREEL - AEplox ¥ fu it

BRMHEEERALE  (F#4) GenBank AAQ89442 (gi : 37183284)
Z B H B 16-28 5 57-87 ~ 110-114 ~ 136-154 & 182-186 & -
A B IL-23RZ ¥ /mw it B & & & 3 £ (# 4 )GenBank
AAMA44229 (g1 ‘@ 21239252) = R # B 22-33 -~ 57-63 -~ 68-
74 ~ 101-112 ~ 117-133 ~ 164-177 ~ 244-264 -~ 294-302 -
315-326 ~ 347-354 ~ 444-473 ~ 510-530& 554-558% - # &
1% B Vector NTI® Suite (Informax, Inc., Bethesda, MD)=
ParkerB R E/T 247 - RE WA FRBIL-23H B > £ AT
B X B > & B & 4 IL-23R X % B 4 B B (F 4
GenBankAAM44229z pz A B 1-353) £ B & > H & t p 4
BB XL R KB RE A EIL-23 - v &IL-23R4% GenBank
NP 653131 (gi: 21362353) - T E G REH - B
o B T = B 1t (pegylation) =k E ¥ ¥ % (mutagenesis) 2 & %
KB B EEZ XA (deamldatlng Asn) % £ 4 o

THHEEHR - FHAEAMLKEB(H k0 » £ R Sheperd &
Dean (eds.) (2000) Monoclonal Antibodies, Oxford Univ.
Press, New York, NY ; Kontermann & Dubel (eds.)(2001)
Antibody Engineering, Springer-Verlag, New Yo<rk » Harlow
& Lane (1988) Antibodies A Laboratory Manual, Cold Spring
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Harbor Laboratory Press, Cold Spring Harbor, NY » # 139-
243 F ; Carpenter® A (2000) J. Immunol. 165:6205 ; He%
A(1998) J. Immunol. 160:1029 ; Tang% A (1999) J. Biol.
Chem. 274:27371-27378 ; Baca® A (1997) J. Biol. Chem.
272:10678-10684 ; Chothia & A (1989) Nature 342:877-
883 ; Foote & Winter (1992) J. Mol. Biol. 224:487-499 ; 7
F Vasquez¥ A #) % B § 4 % 6,329,511%)

P BxEALAMET > BIELAKILILE - T# & DNA
B RRBAAT &K > Bl >0 £ R Wang & A (1997)
Virology 228 : 278-284 - &% > U A MR B X gk
EHWEE PR B@ORETE LRGN ER > ERaR
THEEMBEBEARS N EL HHEE B (Meyaard ¥ A
(1997) Immunity 7:283-290 ; Wright % A (2000) Immunity
13:233-242 ; Preston®¥ A (1997) Eur. J. Immunol. 27:1911-
1918) - T H B TAMREIREDRE FARANRE

BAAGILRRIBRE  REEMFREDBEUAELERRR
B THE#HA #HP A BzELER T  HbdelRiRERN
2 d it B 2 % & (Kaithamana % A (1999) J. Immunol.

163:5157-5164) -

HEHARARSL THLSBILEARETH O X B
tm i g A B £ 3k (Karlsson% A (1991) J. Immunol. Methods
145:229-240 ; Neri % A (1997) Nat. Biotechnol. 15:1271-
1275 ; Jonsson ¥ A (1991) Biotechniques 11:620-627) s &

B % ¥ ELISA (Friguet®¥ A (1985) J. Immunol. Methods
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77:305-319 ; Hubble (1997) Immunol. Today 18:305-306) %
ER - RBEITARABRASNGILRNEERBEZBELERERMN
Wt &% 6 2 & &8 % (associated bound protein) » ] 40 » £ B,
Wilchek % A (1984) Meth. Enzymol. 104:3-55 -

ABBEBFLLELHI0°M2Kp FBEZEZHI0M 82
HELIOM: 2 #AEDLIOCM: 842D 410°M &
EHEDHI0M A RMEEDI0'M(#H o > % B Presta
# A(2001) Thromb. Haemost. 85:379-389 ; Yang% A (2001)
Crit. Rev. Oncol. Hematol. 38:17-23 ; Carnahan% A (2003)
Clin. Cancer Res. (Suppl.) 9:39825-3990s) -

‘@ 2IL-23 K IL-12RBIX B8 % R X Wm B8 5P Kk 8 T &
MRl TERIXBIRBEREF EREHREA (H
%o » % R Jones® A (2002) Biochim. Biophys. Acta 1592:
251-263 ; Prudhomme ¥ A (2001) Expert Opinion Biol.
Ther. 1:359-373 ; Fernandez-Botran (1999) Crit. Rev. Clin.
Lab Sci. 36:165-224) -

IVe ket Fik

AHEARBIL-23ZHIL-23R > £ A 7N (B 40 )6 % 3 4 M4
ERERBRE  LERE BB -LETLER - ERY  BE
BRI BRREREBEAMBAE  HloBEREE - FHRE
B RARZESEHRE AR 0 Bl o % BIL-23 % IL-23Rx #
BRERRAE BERABHS  REBREEH - A5
B N A A HSIRNATF # 2 48 4 % (6 40 » % R Arenz &
Schepers (2003) Naturwissenschaften 90:345-359 ; Sazani

6 -25-
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& Kole (2003) J. Clin. Invest. 112:481-486 ; Pirollo % A
(2003) Pharmacol. Therapeutics 99:55-77 ; Wang ¥ A
(2003) Antisense Nucl. Acid Drug Devel. 13:169-189) -
HRBAORIL- ARG A RE X BLE AL XEHB
Lot HeREREFHEUDXRTEETEE - A # - &
BB®ABELTHELXIRBARBARS  #lbo > 22
Remington's Pharmaceutical Sciences and U.S. Pharmacopeia:
National Formularj/, Mack Publishing Company, Easton, PA .
(1984) - it BB ALCH R X AE W THEH LA L2
THERXZHELREDR - EH - RBERXIBEFRHE A 2K
BB BALZTHRESERELHE(H L » £ R Hardman ¥ A
(2001) Goodman and Gilman's The Pharmacological Basis
of Therapeutics, McGraw-Hill, New York, NY ; Gennaro

(2000) Remington: The Science and Practice of Pharmacy,
Lippincott, Williams, and Wilkins, New York, NY ; Avis%

A (eds.)(1993) Pharmaceutical Dosage Forms: Parenteral .
Medications, Marcel Dekker, NY ; Lieberman % A (eds.)
(1990) Pharmaceutical Dosage Forms: Tablets, Marcel Dekker,
NY ; Lieberman # A (eds.)(1990) Pharmaceutical Dosage
Forms: Disperse Systems, Marcel Dekker, NY ; Weiner &
Kotkoskie (2000) Excipient Toxicity and Safety, Marcel Dekker,
Inc., New York, NY) o

BHERBREHABE GBI )BT REREA 0 KL TFTixs #
WA A~ BB - BN LA A BRSO BBk B A
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BN BERAANTBEZEHRESH L 8HEEHK
AR AHEAY  HW )P EFCELAL2TABEBENC
B4 (> 2 B CuaZd A(2001) J. Immunol. 166:602-
608 ; Sidman%¥ A (1983) Biopolymers 22:547-556 ; Langer
¥ A (1981) J. Biomed. Mater. Res. 15:167-277 ; Langer
(1982) Chem. Tech. 12:98-105 ; Epstein % A (1985) Proc.
Natl. Acad. Sci. USA 82:3688-3692 ; HWang% A (1980)
Proc. Natl. Acad. Sci. USA 77:4030-4034 ; £ B & #| #
0,350,466%% & % 6,316,0243%%) -
ERBIBETAZLEERANZE TR E O ERE
TLentity) 2 h F e KA B E - EARE - BB EALZ 4
"R ME A H B HE T 28 L 8B 2T HE LR
(accessibility) - ZH B F A RMAEBEH AL B LUK ATHES
BEZAGCANERMBERAIL - Bk > R BEGH 4 Y
g3 ﬁh\ﬂxik%#ifﬁkﬁ&ﬁ:ﬁi&i&i‘aﬁ:zﬁﬂké@iﬁéfi
B TREFEERLE  @BREFR I > F2EEEEH
#) 438 % (# & » £ R Wawrzynczak (1996) Antibody
Therapy, Bios Scientific Pub. Ltd, Oxfordshire, UK ;
Kresina (ed.) (1991) Monoclonal Antibodies, Cytokines and
Arthritis, Marcel Dekker, New York, NY ; Bach (ed.)
(1993) Monoclonal Antibodies and Peptide Therapy in
Autoimmune Diseases, Marcel Dekker, New York, NY ;
Baert#% A (2003) New Engl. J. Med. 348:601-608 ; Milgrom
F A(1999) New Engl. J. Med. 341:1966-1973 ; Slamon % A
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(2001) New Engl, J. Med. 344:783-792 ; Beniaminovitz% A
(2000) New Engl. J. Med. 342:613-619 ; Ghosh% A (2003)
New Engl J. Med. 348:24-32 ; Lipsky% A (2000) New Engl.
J. Med. 343:1594-1602) -

il NBRPRROBRFTEIEZERESHB
BEM e  IX-1BXREFBL-TR)RRHE - THEKAN - &
T A 8O0 - EBHFEB - NAN - BA - FHA X
HOARANRRBEBEE BEANB EFIELHLKEBLHAER
REVFRAZIRAREBERBERENIE - BRALHE &K
Z2 25005 pg/kgft &€ 0 2 — K&/ B E 0.2 ug/kg & — £
HZ505 pg/kg A B 2 1 pg/kg @A A E D10
ng/kg R # A A % 5100 pg/kg > &1+ A £ 0.2 mg/kg >
FHAH2510 mgkg R4 %5 Z 2.0 mg/kg: & IFE A A
2510 mg/kg £E R AHE V25 mg/kg) EREHRAHE D
50 mg/kg (#l 4 > % R Yang% A (2003) New Engl. J. Med.
349:427-434 ; Herold% A (2002) New Engl. J. Med. 346:
1692-1698 ; Liu%¥ A (1999) J. Neurol. Neurosurg. Psych.
67:451-456 ; Portielji%¥ A (2003) Cancer Immunol. Immunother.
52:133-144) « ¥ Ak M - R A E S R AR ILE R 2 ) H
ToRBAMEREHNARB RS KRBE > ERNEF/
FroB A o

HHRELEZAARBETRSMEREET M LI Hl 4o E L%
BZERK - BHEHOERREARAL REF LR RLABER
8 A X R ERLE(H > % R Maynard & A (1996) 4
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Handbook of SOPs for Good Clinical Practice, Interpharm
Press, Boca Raton, FL ; Dent (2001) Good Laboratory and

Good Clinical Practice, Urch Publ., London, UK) -
BARE FTRAAALHEEKEELETF - H - > K& -

* ®F >~ X% & (guinea pig) s E R AH -

EREBEREG (Blo)f ALBERMK P Lo R

CHELRAANCHE LRI EH KB FR AR
— T HEAMMORNEARNEHERAML 0 AL
B EELAEERBENET RN R ZIAERER
MR - ERHTEHE «FJ T(H ) R ZB kY E R R A
E AR iémﬁﬁa?i'?z MER o BPMAE R X AW B B
BB IEHEBBRGHABE A BRI HR B 2
R EJE e

AR B E R B (Pl Bt - BE B - b2
ERE AT RBAIRLERKE RGBT H k£ LE
BT P OB EANMNK A (H 40 > £ B Hardman % A (eds.)
(2001) Goodman & Gilman 's The Pharmacological Basis of
Therapeutics » % 103k > McGraw-Hill, New York, NY ;
Poole & Peterson (eds.) (2001) Pharmacotherapeutics for Advanced
Practice: A Practical Approach, Lippincott, Williams &
Wilkins, Phila., PA ; Chabner& Longo (eds.) (2001) Cancer
Chemotherapy and Biotherapy, Lippincott, Williams &
Wilkins, Phila., PA) - 4 % Bl 2 F % & € € 14 #4 k B &
BABELI% BEAHEL20% BEBZEV30% B
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“HEHZELV40% BERMEHZEDVS50%-
V.2 @& R 2B R B

AEARBAE - EH TR FXIL-23FGEFREL A & -
MEBARAEREK RAEATFTRLANEBIL-238IL-23% 2
BERBSYEsBREDZIELSELY  CHERBERRLEH
B PR REA BT EBREASAEDPIOSL K KE R
BRE -HZ&8b@bM ~ BB (Flho o 28kE KK S
B) BHERASGLEZHLEFEFATEH T HBERE S
#Hpl9HK IL-23R2 4 B -

ZEATLOLEMW ) RERBE » RBAEMEBRA > &
ERAREXIKXBAMEARSA - XE T & 4pl9 - ploshpso

Z 444 ~ IL-23R ~ IL-23R#IL-12RB1 = 44 & % ~ % &%
BRhR&E 686 RZ8 - 8NE L8 RIS % (H
W BAVBRARRILREETRETERBFIZELSHE LT G 45
HRBILEH REZLEDRANKEERELSYHAE E L
z B hrdEZFiE -

THOBH LT @R RRY - B EEY - B L
B~ e AWM  BRIAFEBERAZIAYF YL R EA D
ME - THARLEHREFEXBHNZIEERBOLERLSE S
BBk - BREB B (4 0 2 R Le Doussal% A
(1991) New Engl. J. Med. 146:169-175 ; Gibellini 2 A
(1998) J. Immunol. 160:3891-3898 ; Hsing& Bishop (1999)
New Engl. J. Med. 162:2804-2811 ; Everts% A (2002) New

Engl. J. Med. 168:883-889) - A X #x T W X » ] 40 %
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st % ZEAmERIA)CELISAR A% B L X% (AR &4 &
6,176,962% & % 6,517,234% ) -
AEAREE - B E L P 2IL-23RIL-23R2 % %k &
M CRERFBR Bl ARNEAEMRERK - BE > BEERE
EAMEBREMB EFTEF)ZS
RKBERATFRELANARPLI > plosipd0z 4% & 4 - IL-
23R ~ IL-23R\IL-23RBlz & 441 - RAE RSB HH» M E
mMEHMEY AREAHBIANBAEK ZEa-—KEF
» S E 2 A IL-23 K IL-23R% Bk ~ & £ L B A

— W ZE

B-~HEcash BB BEBRESH - KEEH

x » F 12 & )(# 4 > % R Rajendran % A (2003) Nucleic

Acids'Res. 31:5700-5713 ; Cockerill (2003) Arch. Pathol.

Lab. Med. 127:1112-1120 ; Zammatteo%¥ A (2002) Biotech.

Annu. Rev. 8:85-101 ; Klein (2002) Trends Mol. Med.

8:257-260) -

ST ETLTHERAIAE (Bl BRXZTAFH)ZH#
At BER REYZLBLbatMWBRERELSE

O pl9sps02 4 & 4 ~ IL-23R ~ &R IL-23R # IL-12RB1

i
\

B®)
[

M) SRR c M F ETR—F EAEREHB
TR HFZHAARARRRABR RSB FZE T ALK
Ko m oA - s ZHAETEIE A

N

o

SRl F - B

—

)4]\

<
]

2\%‘:
S
ol
by
»1;

ZESYMEBRATAEIBTEL LA DS YEE TS
p:l| HRLAHFEXRE AR LT EZE T AR AR
B REELSCETLEE - BAREARAXB RS EZZ AR RER

3%
&k_ anl
tm

N
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THRAHBRAXIHBRZAZ ZERAARTHETLE -
HRBREATLLW0)BEBLAABREZIEEHFEREHX
FHEIXAMEAEIEAR ARBEZIREHBIAF XHBHK
AZERAXEFRTHEASA BRI HFlooahitZ2LBETY
A XZHBIRAEFRFHME -

VI.A #%
AHEARMEAIL-IH G B AHERE Z 5 x> L4hH
HAZLRRERERASEHHEEERERER £ F5
KM BRERERBBIo)EBREER - BE - BB - 2%
AR - BFENZAEAMER RAE - EHEA
BEERE -
ABRARBZFTEAA NG R RSB N A MERRR
E > Bl FER - FEHEEILRE - AIKRE - F A
B CBREEC-FHAERMWB L RE 0B~ F - B R
A ~EEBREH) - F -Fwalw - Bk --F - FH- K
B ~BA R KK ~FE - -BE - SBR - ~ BRI E
B~ BB FRR M- HMHEFRE - FRERFEAS
(CNS)R B 4 & 4 % (PNS) s R & & % 4 (] 4o » B2 1
BR) - A B HARBANGEANTERIRBEZI TN E | 6l &0
R RBREB  FLEBRER - KREE - BEFEIE
E Pl LR E > AR ke E8 353
RKBRFE KRB HKERB - E2E ER2X8B a6k FH
B~ AB - EKE - LE2FEEIRE  UBHARERLE
AR ABRANTHEMW ) B HFETE B (Treg)x F M
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HMAFRERE BRI BB BEZIA T (H o £
i, Ramirez-Montagut% A (2003) Oncogene 22:3180-3187 ;
Sawaya & A (2003) New Engl. J. Med. 349:1501-1509 ;
Farrar & A (1999) J. Immunol. 162:2842-2849 ; Le % A
(2001) J. Immunol 167:6765-6772 ; Cannistra & Niloff
(1996) New Engl. J. Med. 334:1030-1038 ; Osborne (1998)
New Engl. J. Med. 339:1609-1618 Ly.nch &K Chapelle
(2003) New Engl J. Med. 348:919-932 ; Enzinger & Mayer
(2003) New Engl J. Med. 349:2241-2252 ; Forastiere % A
(2001) New Engl. J. Med. 345:1890-1900 ; Izbicki & A
(1997) New Engl. J. Med. 337:1188-1194 ; Holland % A
(eds.)- (1996) Cancer Medicine Encyclopedia of Cancer. % 4
H& > Academic Press, San Diego, CA) -
AHEARBEANBBIL- 23U G B RHERERE DV — %
SNEBRBRLTE B REBREAEARER - BE - BB X#L
BREFEREYIBEAMPERZIFI K - HED — 86 % E X
%’?‘lﬁ’?';’iﬁ"'lﬂ'%(lﬁd&ﬂ)éﬂaﬂ@ﬁi%éﬁ.ﬁmﬂ@i%i??#%#iﬁ"](fﬁdﬁn » 1L-
12~ F# F-on bkt KRB FLH) - F#HE
(doxorubicin) ~ % % tb 2 (epirubicin) s A X B H (Hl w & F
4 o4& (methotrexate) & # 4 ¥ =2 (fluoruracil)) ~ 4 3 # &
(irinotecan) ~ 3% %% & B% (cyclophosphamide) -~ % & & # /& -
MERIRKEFER (Bl oM 8 F - s - oM
F ~ A4 K 45 (flutamide) &% & # # & (diethylstibestrol)) -
S # F M5 - £ E & ¥ (tamoxifen) - B B % & &
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(ifosfamide) ~ = /& #f F & (mitolactol) ~ JE 1t & (] o - 3k
® % B (melphalan) % JE 48 (cis-platin)) ~ & ¥ z &
(etoposide) ~ & # F (vinorelbine) - & #& & (vinblastine) -
* L8 Kk A8k (vindesine) B LB B E - 2K %
BERE BT EnrHE - 84 BH8LE -
(anthracycline) ~ £ & £ B £ & - £ # & (taxane) (] 4v
K F # ¥ # 8 (paclitaxel) B Bk # % # & (docetaxel)) > 4= g
7R ¥ owl B (F ke 0 BB E KA M B EE W A A (cyclin-
dependent kinase inhibitor)) s Bt i 2 - B LB a5 &
z#by  TeBEHsH FUBME SRR LZ W80
oo R AKeRER) TREZRSEAMWB )T ENKREE
ERébBBHEEEEZHBEMH w0 2 RLe®E Asupra; Grecok
Zellefsky (eds.) (2000) Radiotherapy of Prostate Cancer,
Harwood Academic, Amsterdam ; Shapiro & Recht (2001)
New Engl. J. Med. 344:1997-2008 ; Hortobagyi (1998) New
Engl. J. Med. 339:974-984 ; Catalona (1994) New Engl. J.
Med. 331:996-1004 | Naylor& Hadden (2003) Int. Immunopharmacol.
3:1205-1215 ; The Int. Adjuvant Lung Cancer Trial Collaborative
Group (2004) New Engl. J. Med. 350:351-360 ; Slamon% A
(2001) New Engl. J. Med. 344:783-792 ; Kudelka% A (1998)
New Engl. J Med. 338:991-992 ; van Netten ¥ A (1996)
New Engl. J. Med. 334:920-921) -
AEAREANRCAAVERAERAR R E(AHEE
BRREREIZTE - BRAEG —HEANELAE  HAB 44
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ARERRY CHEREBE Bl BRLEFBHER - FTA R
EEFFTHNEF —FHAERET - EREXIUEHGREKRE
BERE FUoRIRARREEFB (U LG HHAHER M
T)RAA H £ (H 8 & (lean body mass)IE )2 % ¢ - € #
a9 fs 3 & > #l IL-6 ~ IL-1 ~ TNF-a R IFN-y » £2 & % ¥ 48
Bt % (6] 40 > % B MacDonald% A, supra:; Rubin, supra;
Tisdale, supra; Lelli% A > supra; Argiles® A, supra) °

AEBEANTREBELEERBEE X H % (EMH)XZ ¥ /& - EMH
€ A # i (#l 4 > % B Rao% A (2003) Leuk. Lymphoma
44:715-718 ; Lane % A (2002) J Cutan. Pathol. 29:608-
612) -

EHEOLL(Bl)ER -~ R~ F ~ 0B H
B~RKEB &K BEMREIKB FRELCESTW)AE
WX RET S ARE M - WE - A ALK EH (H)E
A-BE -GFR-FFT -HBIFE - N R2GEEHE(H o)
TR -ARETH - -RRFRRER  STFRER "2tk
B~ BB AFERAF LB

SEUTEFATRGLERAEAIRHER > 2% F
Bl TR AEARMNBABBLR-ET RS -

AXAAEFNEHARNIIAGTAXAFARLAX B RARGLAE
Mo UARFEHRBANEREEACRAEXREHNFTHFEZH
TR AE T XA &

ARRAIHFSEHEEREBTAEAARBERBRAESOHE
MTHEE  BHEARIRLRRATEFHN T HREANL AL - A X
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i ARTHRGEFELTHAIR  EXAEAXRAHE
MPFEANBEEALIBRARRARBRELZAEYFEAEE SR
M EHEE AAEALRARAAIXT LT HEARZE
i F e o

B #
I.—#& & %

F A M BB E T R A # & (Maniatis £ A (1982)
Molecular Cloning, A Laboratory Manual, Cold Spring Harbor ’
Laboratory Press, Cold Spring Harbor, NY ; Sambrook &
Russell (2001) Molecular Cloning > % = hx > Cold Spring
Harbor Laboratory Press, Cold Spring Harbor, NY ; Wu
(1993) Recombinant DNA, Vol. 217, Academic Press, San
Diego, CA) - 4% £ % 78 % % 4 Ausbel% A (2001) Current
Protocols in Molecular Biology, Vols.1-4, John Wiley &
Sons, Inc. New York, NY» Hf il Tw B @i x & & &4
(cloning) & DNAZ R % # # (Vol.1) » 5L 9 % fa & R & & ®
Z 7 B #o#F (Vol.2) » & 4 # (glycoconjugate) R & & 4 % B
(Vol.3)» B A # F £ (Vol.4) -

Ea R Attty e AL B FEAEALBRRE
(immunoprecipitation) ~ & # /% (chromatography) -~ & #*
k>~ BE W R R & & ik (Coligan® A (2000) Current Protocols
in Protein Science, Vol. I, John Wiley and Sons, Inc., New
York) e b Z 54 ~ L E 54 - @ BB 54 - RS F G E
ZEAE~ZBAHzxzBEALTH R E(H & 0 £ R Coligan¥
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A (2000) Current Protocols in Protein Science, Vol. 2, John
Wiley and Sons, Inc., New York ; Ausubel % A (2001)

Current Protocols in Molecular Biology, Vol. 3, John Wiley
and Sons, Inc., NY, NY, pp. 16.0.5-16.22.17 ; Sigma-

Aldrich, Co. (2001) Products for Life Science Research, St.
Louis, MO ; pp.45-89 ; Amersham Pharmacia Biotech
(2001) BioDirectory, Piscataway, N.J., pp.384-391) - % #%
BEMHRALBMZEE IR %5 R LA KA (Coligang A
(2001) Current Protcols in Immunology, Vol. 1, John Wiley
and Sons, Inc., New York ; Harlow & Lane (1999) Using
Antibodies, Cold Spring Harbor Laboratory Press, Cold
Spring Harbor,lNY ; Harlow & Lane, supra) - ] A # 43 A #
A EBESTF/ZBABALERZZEHM(H 4 » % A Coligan
# A(2001) Current Protcols in Immunology, Vol. 4, John
Wiley, Inc., New York) o

TURER AN @B ENST & OEZ R ETeis ok
(FACS)(#] 40 » % R Owens % A (1994) Flow Cytometry
Principles for Clinical Laboratory Practice, John Wiley &
Sons * Hoboken > NJ ; Givan (2001) Flow Cytometry » % —
& » Wiley-Liss, Hoboken, NJ ; Shapiro (2003) Practical
Flow Cytometry, John Wiley and Sons, Hoboken, NJ) o 7 1%
BRANECHEBR (OB EEBRESH) $ R AL
Z & B XA % (# )L B 3R B (Molecular Probes
(2003) Catalogue, Molecular Probes, Inc., Eugene, OR ;

91066 -37-



1357336

Sigma-Aldrich (2003) Catalogue, St. Louis, MO) -

%k AHBRZZIREREFT LA E(H W £ R
Muller-Harmelink (ed.) (1986) Human Thymus: Histopathology
& Pathology, Springer Verlag, New York, NY ; Hiatt% A
(2000) Color Atlas of Histology, Lippincott, Williams, and
Wilkins, Phila, PA ; Louis®% A (2002) Basic Histology:Text
and Atlas, McGraw-Hill, New York, NY) «

ANEeRARARTEREZI N AT HERMM 4o » £ R Alison
(ed.)(2001) The Cancer Handbook, Grove's Dictionaries,
Inc., St. Louis, MO ; Oldham (ed.)(1998) Principles of Cancer
Biotherapy » % = Jx > Kluwer Academic Publ., Hingham,
MA ; Thompson % A (eds.)(2001) Textbook of‘ Melanoma,
Martin Dunitz, Ltd., London, UK ; Devita% A (eds.) (2001)
Cancer: Principles and Practice of Oncology * % 75 IR °
Lippincott, Phila, PA ; Holland % A (eds.) (2000) Holland-
Frei Cancer Medicine, BC Decker, Phila., PA ; Garrett&k
Sell (eds.) (1995) Cellular Cancer Markers, Humana Press,
Totowa, NJ : MacKie (1996) Skin Cancer » % = IR >
Mosby, St. Louis ; Moertel (1994) New Engl. J. Med. 330:
1136-1142 ; Engleman (2003) Semin. Oncol. 30(3 Suppl. 8):
23-29 ; Mohr#¥ A (2003) Onkologie 26:227-233) o

TUEFANREB )R BERE-TEFS -8 %
B~ iR - RBEALBRAEIHIN I KB ORETHNE
(#] 4 » % R GenBank, Vector NTI® Suite (Informax, Inc,
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Bethesda, MD); GCG Wisconsin Package (Accelrys, Inc.,
San Diego, CA): DeCypher® (TimeLogic Corp., Crystal
Bay, Nevada) ; Menne ¥ A (2000) Bioinformatics 16:741-
742; Menne % A (2000) Bioinformatics Applications Note
16:741-742 ; Wren%¥ A (2002) Comput. Methods Programs
Biomed. 68:177-181; von Heijne (1983) Eur. J. Biochem.
133:17-21 ; von Heijne (1986) Nucleic Acids Res. 14:4683-
4690) -
I/ & & RE 8 3% %

4o Cua$d AfEsupra¥d A il ¥ & 4 4 % IL-23 pl9x /) & o
4 %) & £ IL-232 /b & (p19KO/ & > pl9gl /s & » pl9/
8)pl9" /N R APl H &£ MK B A K HB6/129 F2F

= o

oAb 2 kS B B A BN R (W) R s 2 IL-232 &
(PI9KO/h B)ZX R E /B - % B508 7,12= F & X #
(DMBA)3| # B B » MA T d W RREFaARZIRES
B A5 - RELAHABSAIOMAZTPAR B (Bl 0 » 2 R
Oft% A (2002) Nat. Cell. Biol. 4:487-494) -

=

i

W #H Ep2XIBl-nu/nu/ s B AAEH EBH XM T > BB B
% B IERERERE - DARED(H o)
(EMH)) - # % Ep2XBIl-Balb/c/~ & Ff 45 & & & F %
AEREBES  LWBARBAZE DA IRES
III. pl9 R IL-23RF ¥ . &) %k 3

I %

]

a}

i
R

m
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IL-232pl9F 8 L RIL-23% # 2 IL-23RFE A 2 R &
RERE HEBRWBBE 2RSS  HloiHiERE - £ HE
B RERARILBRE (KL -

% 1.# & Taqman® 4 # » pl9RIL-23RF E 8 ¢ N iz % &
(LO)ZEXAR - AMTHEGREERELRRIALEY @l -

AEpI9Z £ 3,
R Y 4.8 BRI R 30.5
HR 3G 2 OB F BB 2.0 R IR 73.4
R Y 0.8 L L A 18.1 .
SR AT 0.21 2 B 1 A T 34.0
HE R Y ‘ 2.2 AREBILE |78 21.8
iz EE R 6.7 N5 NEESE S 16.4
MEZEERE 8.4 A& B K E |75 26.8
HAZEXKE 9.3 AR RIE A BB R 55 75.1
HEFE 1.6 5p R M ILAK BB 55.0
IR X 1.9 oF R ILBR R B AR 17.7
AR FURR 8.2 HRIBEBE > #88 32.0
Br 3 FUAR 0.6 AROAZRE - ZME 3.1
#030 FUAR 0.2 HRIOAZE » RMHE 3.9
ABIL-23RZ 45,

¥ 3% 4= o /PBMC R 2%, 10.0

Ghik &bk SR aik 415.8

B ik G hE K562 tmitk 396.7

B ik & fm MOLT-4 A 4 0.0

G & % HL60 TB 4=t % 374.1

1% A RNeasy® % £ (Qiagen » Valencia) % B & & 4 & =% %=
e 78 4 4 (pellet)2 RNA » i 24 Dnase I (Promega, Madison,
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WHH HE &7 RE - E#cDNA> EHEAFHRITETH
PCRA Z # A& - & A GeneAmp®5700 54 5| 18 #] % % (Applied
Biosystems, Foster City, CA)# # # cDNA(25 ng)x — & &
Bz ABH iR  BHREEIFTRARBEBELHBRAFTLAEKZ
cDNA# K~ &) 5 # & £ 1t 7%% % % B (housekeeping gene)it
MEZERA | o
IV. p19#5 4 # by ik o i 45 88 - | -
CED RS AICEE ﬂ‘%&iﬁfﬁ"}é‘%?:ﬁ%%iabpw%ﬁfc
(p19KO)z £ B 1 % » & B ‘kzﬁké‘“ TRIL-23E R &l 6 B 2
N B P A 4 2 A A e K A B EOU TR A 98 R 2R
~JEE él9'fj¥; ?'LIL 232 F E 7 ’/fﬁJ p40 [ % IL- 23 & IL- 123/%
B L o B T/@ BT "M-IL-—I/Z’lE/f/Tm v i d
'E@%%’%W%ﬁﬁ%%%ﬁ%%%%$%ﬁWM°
TR PZEBEREE  BEERE C MBI RAERR
T o A HplOi A 6 B 4E B R /B X Balb/c/ B € # %k 4E k¥
Jm RE B B¢ A& ﬂ'?:Lx#ip40#fi%§—‘£iﬁnm%ﬁlﬁiﬁ%?ﬁ%%ﬁéi@
e (TR R ERE X EH) EEE MY W(X2)-
£ 2.0 Ep2(X % XTb#%a B )% %= B (ras$® 1t /N & 3L B8R 4= B2 ) 3E

& z Balb/c/ R 89 BE B £ &k

B8 A0 (mm’)
TR Y3
. B1X B1R B21%
F AL (8DS) - 0 mm’ 225 mm’ 500 mm®
Fipl19Ht a8 (29A2) 0 200 250
#p404L a2 (C17.8) 0 250 1150
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FEIPATXIEERERABEERE A ¥ # & #p4s0
RBRAHFLEECREERE - /) &JE 4 1x10° EpXTh &
ta fo (s.c.) > # % B2 8 2 £/ & (Ep2XBl1 nu/nu) s #» 2% 4 &
A BHERE  EFIRTHLENELHHK2242K% - #HH
i B 2 Exp2XBl Balb/c/s & 76 7 £ 41 % 22-49K » % % &
MBalbC/c/ M B E 2 WA BB MHERE - EREHEBRE
BATHR(RECHIRAT  BREXHAEB LY EI6R KB
BA o BIRM BB ESL2-23L > A THEGE T L£I16-
18 & @MW - .

MCIT8RBRPAOR B (I E XL/B)EITH B LB - B &
A6 & > Ep2XBl-Balb/C/h B (£ R BFH /N BR)GFEEEHE
64X > XK EERESRA LT - pdO &6 & F & & —
FHILEBERBREG(ABITA) AR IVAETH Y
NBEZRHHEME22-23 88 FAME - B b > BRIEHEFH
FlRBERMA  RMp40 R B S EREERE » {2 HLpsO B
TTEREETE ﬁﬂﬂi@kd\i‘?ﬁuﬁﬁﬁ:(%ﬂ"

# & 58 A DMBA(S0# % )& 2x304% % + w b 8 4 % &
13- 7 B8 &5 (tetradecanoylphorbol-13-acetate)(TPA) & 32 & b
2 3% % )& £ (Gschwendt% A (1991) Trends Biochem Sci. 16:
167-169) - # 1 £ B % & & 5% B N B6/129% 4 % ) & &
PI9KO/N& - BFA BN AR GZHEEBL > 2pl9KO A i

TFEB(R3)-
%3.pl9KO/b & 3 1t 2 % B

nﬂ
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U DMBA (50#% %)31 4 : TPA (2 x|:ADMBA (50%% %,)3]% ; sATPA (2 x 30

30 #5480 138) ek # %8 0 20:B)4e i

BAF BB | o BREEEE (L o
B2/129
o4 # 8if 11 8 8
-
pl9KO |EiZHMARA 0 B ARE 0
MR ) #H

B REE : plOKOW LA B & - @ p35KO A Al i

B A (&4) -
%4. pl9KO# p3SKOH L L B B 2 % ¥

BRI DR PFHEER
C57/129%F 4 # 10.0
pl9KO (C57/129) 0.0
CS5TB/GEF 4 %8 45
p35KO0 (C57/129) 11.0

ERBEHREHZ R EIL-232 FEARIL-122 FE 4 &
KR mi &k - B eyDMBA - £ 45 &9 TPA ~ R DMBA
BTPAS HIL-232pl9F B A 28 > H R ELLLHE %
mENBREHF o o B M T ADMBARHE2X 4% » B % pl9
ARBLIS(ARE)H mWEGC3(E2R) - PAOK B fu » {2 k&
DEHEMERBNEERBR(RREF A0.1 £2X% 504) 2
TPAR 5/ 5% » S RploOk R w(HBMEA2.5 UTPA
R IEAHEAHLISS) 2pd0k R H BB (HBHEB2.0
MU TPAKR 32 18 %A 3.5) - A DMBA# TPAK 3 5/ 5 %% » & 5
PIOKR B A & K ¥ w (¥ B{E %60 DMBA+ TPAE %
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320) » 2pA0 X REA F ¥R E N HE w(HBMEBH20
DMBA + TPAE % 4.0) -

TR E AR B f # (# 40 )DMBA ~ TPAR 5 % 4
(LPS)z & B (%5) - TPAE B H Hpl9 BE&V XAEAFHE
p40(HE BIL-23 R IL-122 £ B F ¥ 1) - LPS#% #pl9 - sk %
TARE B FIL-23F 2 A - & 4 LPSX 4548 % 2 (toll-
like receptor) i B A& A it @ B L (#l 4 - % B Song % A
(2002) J. Invest. Dermatol. 119:424-432) - B # 7 & 14 3 4|
& 3R R 4% 85 (topoisomerase)II & 35 % 4 f A © 2 HL & 2 (4
4o > % R Robertson® A (2000) J. Biol. Chem. 275:32438-
32443 ; Karpinich% A (2000) J. Biol. Chem. 277:16547-
16552) o
ESAB ALt HE RSB X EHE - ND.&E 3 k4

B e

% o Bl p19 p40 p35s Iﬁ,;i;jff;ﬁj
# R 1.1 N.D. 0.4 0.01
DMBA 1.0 N.D. N.D. N.D.

TPA 1.9 N.D. 0.2 1.25

LPS 4.45 0.05 0.35 0.25

E# AR 2.5 0.4 1.75 0.6

91066

RBRPIIN BHATI N A AR B e ER 2B E - 0 g
B mlgGI(27FI1)4u 88 & A pl9 B (29A2) R E /& - £ &
1~3-4-5-6-~7-8-9-10RIIXREFBEBELE - £ 5
2-5BRIORBTFHRAENERL/B) £F4R > RHBR

_44 -
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BABRZDERMEBADNAYLTS mm’ @ R pl9 B 4
BZ ) NEHEBADESHI35 mm® - B> plO9 BT A
HERIREBEEEY - 4X % HEEBARYHERBG R
FA R HEATAULYSFTHAARLBE ER L AR BFRG
& B AT & B & IL-23 o

Ep2/h Rz A M BHE A m & 2% F 7IL-23RE NKéa iz
z%zm’@%é%ﬁ&%%%imamhﬁ%pw%@
B # b MCDAIB(E ANKapp xR )E &mBalg - &£ R
B ELEBEBZIF O EHRALAFELESL - Ep2/h A X
ﬂﬁ%@&%ﬁﬁ%?ﬂ%ﬂ@wz%imon%mﬁ
% E B BCDIZERME ZLENFALELERBZIIA
fir o
V.5 7] 4 ¥ F 7] &

BoAI AR W 14 ABIL-23 plod B & 5]

F o2k 2454 ABIL-23 pl9sk X 8 & %)

F 72wk 3440 RIL-23 pl94% 8 & %]

F 34233k - 44 RIL-23 pl9sk K 8 & 5]

Fr5 A2 33k P St ARIL-23% 8 A 5

F 7l 42835 ¢ 645 ABRIL-23% 28 sk A & & 7]

F ol #2833 @ 744 ABIL-12RB1R &£ & & 7]

BBl 84 A BIL-12 pA0RE & B A7)

B 52K 0 944/ RIL-12 p40sk & 8% A 7]

HF 7 &% 0 1044 & 1L-238 4 fo |

Fol sk 11 ARIL-238 @B & -
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AXFAINEHRIIAOTAHFARI  ZIFRAARE
M AR TR BANEEEBALOAHEREHN T FEZH
TAZRI AH T XA -

ABRRAZHFSHBEREBTAEAARBASFHRAESOE
ATFHEE  LHAMABILBARBT LD T HREML R - A X
P2 BERETRGFAEAATHER  BAFASTKRAK
MY FEAED I RARABEELTETHELHEBZEXK
M LEHREE BAFTARARAAXFTFHLEEFNERZ A

B E o i}
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<110>

<120>

<130>

<140>
<141>

<150>
<151>

<1l60>

<170>

<210>
<211>
<212>
<213>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

atg
Met

gct
Ala
-5

tgc
Cys

cca
Pro

aca
Thr

gga
Gly

ctg
Leu

cct
Pro

91066

ctg
Leu
-20

cag
Gln

cag
Gln

cta
Leu

aat
Asn
45

ctc

Leu

att
Ile

tce
Ser

Schering Corporation

IL-23 HENE RIS E Z i RABRE A

DX06022WO001

U.s.

11

093106213
2004-03-09

60/453,672
2003-03-10

PatentIn version 3.1

1
570
DNA

AR

CDs

{1)..(567) -

mat_peptide
(64)..(567)

1

gg9g
Gly

ggc
Gly

cag
Gln

gtg
Val
30

gat
Asp

agg
Arg

ttt
Phe

ctg
Leu

agc
Ser

aga
Arg

ctt
Leu
15

gga
Gly

gtt
val

gac
Asp

tat
Tyr

ctc
Leu
S5

aga
Arg

gct
Ala
-1

tca
Ser

cac
His

cece
Pro

aac
Asn

gag
Glu
80

cct
Pro

gct
Ala

gtg
Val

cag
Gln

atg
Met

cat
His

age
Ser
65

aag

Lys

gat
Asp

gta
Val
-15

cct
Pro

aag
Lys

gat
Asp

atc
Ile
50

cag

Gln

ctg
Leu

agc

Ser

atg
Met

ggg
Gly

ctc
Leu

cta
Leu
35

cag
Gln

tee
Phe

cta
Leu

cct
Pro

5l %

ctg ctg
Leu Leu

ggc agc
Gly Ser

tgc aca
Cys Thr
20

aga gaa
Arg Glu

tgt gga
Cys Gly

tgc ttg
Cys Leu

gga tcg
Gly Ser
85

gtg gcg
Val Ala
100

ttg
Leu

agc
Ser

ctg
Leu

gag
Glu

gat
Asp

caa
Gln
70

gat
Asp

cag
Gln

cty
Leu
-10

cct
Pro

gcc
Ala

gga
Gly

ggc
Gly

agg
Arg

att
Ile

ctt
Leu

ctg
Leu

gcc
Ala

tgg
Trp

gat
Asp
40

tgt
Cys

atc
Ile

ttc
Phe

cat
His

cce
Pro

tgg
Trp

agt
Ser
25

gaa
Glu

gac
Asp

cac
His

aca
Thr

gcc
Ala
105

tgg
Trp

act
Thr
10

gca
Ala

gag
Glu

cCccC
Pro

cag
Gln

999
Gly
90

tcc
Ser

aca
Thr

cag
Gln

cat
His

act
Thr

caa
Gln

ggt
Gly
75

gag
Glu

cta
Leu

48

96

144

192

240

288

336

384
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ctg
Leu

cag
Gln

ctc
Leu
140

gcc
Ala

<210>
<211>
<212>
<213>

<400>

Met

Ala

-5

Cys

Pro

Thr

Gly

60

Leu

Pro

Leu

Gln

Leu

91066

ggc
Gly

cag
Gln
125

cgc

Arg

cgg
Arg

Leu

-20

Gln

Gln

Leu

Asn

45

Leu

Ile

Ser

Gly

Gln

125

Arg

ctc
Leu
110

att
Ile

ttc
Phe

gtc
vVal

2
189
PRT
AR

2

Gly
Gly
Gln
val
30

Asp
Arg
Phe
Leu
Leu
110

Ile

Phe

agc
Ser

cca
Pro

aaa
Lys

ttt
Phe

Ser

Arg

Leu

15

Gly

val

Asp

Tyr

Leu

95

Ser

Pro

Lys

caa
Gln

agc
Ser

atc
Ile

gcc
Ala
160

Arg

Ala

-1

Ser

His

Pro

Asn

Glu

80

Pro

Gln

Ser

Ile

ctc
Leu

ctc
Leu

ctt
Leu
145

cat
His

Ala

Val

Gln

Met

His

Ser

65

Lys

Asp

Leu

Leu

Leu

ctg
Leu

agt
Ser
130

cgc

Arg

gga
Gly

Val

-15

Pro

Lys

Asp

Ile

50

Gln

Leu

Ser

Leu

Ser

130

Arg

cag
Gln
115

ccce
Pro

age
Ser

gca
Ala

Met

Gly

Leu

Leu

35

Gln

Phe

Leu

Pro

Gln

115

Pro

Ser

cct
Pro

agc
Ser

ctc
Leu

gca
Ala

Leu

Gly

Cys

20

Arg

Cys

Cys

Val

100

Pro

Ser

Leu

gag
Glu

cag
Gln

cag
Gln

acc
Thr
165

Leu

Ser

Thr

Glu

Gly

Leu

s Ser

85

Ala

Glu

Gln

Gln

ggt
Gly

cca
Pro

gce
Ala
150

ctg
Leu

Leu

Ser

Leu

Asp

Gln

70

Gln

Gly

Pro

Ala

cac
His

tgg
Trp
135

tte
Phe

agt
Ser

Leu

-10

Pro

Ala

Gly

Gly

55

Arg

Ile

Leu

His

Trp

135

Phe

cac tgg gag
Trp Glu

His
120

cag
Gln

gtg
Val

ccc
Pro

Leu

Ala

Trp

hsp

10

Cys

Ile

Phe

His

His

120

Gln

val

cgt
Arg

gct
Ala

taa

Pro

Trp

Ser

25

Glu

Asp

His

Thr

Ala

105

Trp

Arg

Ala

ctc
Leu

gta
val

Trp

Thr

10

Ala

Glu

Pro

Gln

Gly

90

Ser

Glu

Leu

val

act
Thr

ctt
Leu

gcc
Ala
155

Thr

Gln

His

Thr

Gln

Gly

75

Glu

Leu

Thr

Leu

Ala

432

480

528

570
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140 145 150

Ala Arg Val Phe Ala His Gly Ala Ala Thr Leu

160 165
<210> 3
<211> 1203
<212> DNA
<213> /JpRE
<220>
<221> CDS
<222> (113)..(700)
<223>
<220>
<221> mat_peptide
<222> (176)..(700)
<223>
<400> 3 -

cgcttagaag tcggactaca gagttagact cagaaccaaa

caggcctggt gcagatcaca gagccagcca gatctgagaa

gat tgc aga gca gta ata atg cta tgg ctg ttg
Asp Cys Arg Ala Val Ile Met Leu Trp Leu Leu
-15 -10

ggc ctg gct gtg cct agg agt agc agt cct gac
Gly Leu Ala Val Pro Arg Ser Ser Ser Pro Asp
-1 1 5

cag ctc tct cgg aat ctc tgc atg cta gcc tgg
Gln Leu Ser Arg Asn Leu Cys Met Leu Ala Trp
15 20

gcg gga cat atg aat cta cta aga gaa gaa dgag
Ala Gly His Met Asn Leu Leu Arg Glu Glu Glu
30 35 20

aat aat gtg ccc cgt atc cag tgt gaa gat ggt
Asn Asn Val Pro Arg Ile Gln Cys Glu Asp Gly
S0 55

ctc aag gac aac agc cag ttc tgc ttg caa agg
Leu Lys Asp Asn Ser Gln Phe Cys Leu Gln Arg
65 70

gct ttt tat aag cac ctg ctt gac tct gac atc
Ala Phe Tyr Lys His Leu Leu Asp Ser Asp Ile
80 - 85

gct cta ctc cct gat agc ccc atg gag caa ctt
Ala Leu Leu Pro Asp Ser Pro Met Glu Gln Leu
S5 100

gga ctc agc caa ctc ctc cag cca gag gat cac
Gly Leu Ser Gln Leu Leu Gln Pro Glu Asp His

91066 -3-

155

Ser Pro

ggaggtggat agggggtcca

gcagggaaca ag atg ctg
Met Leu
-20

ccec tgg gtc act cag
Pro Trp Val Thr Gln

tgg gct cag tgc cag
Trp Ala Gln Cys Gln
10

aac gca cat gca cca
Asn Ala His Ala Pro
25

gat gaa gag act aaa
Asp Glu Glu Thr Lys
45

tgt gac cca caa gga
Cys Asp Pro Gln Gly
60

atc cgc caa ggt ctg
Ile Arg Gln Gly Leu
75

ttc aaa ggg gag cct
Phe Lys Gly Glu Pro
S0

cac acc tcc cta cta
His Thr Ser Leu Leu
105

ccc cgg gag acc caa
Pro Arg Glu Thr Gln

60

118

166

214

262

310

358

406

454

502

550
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110 115 120 125

ctt 598
Leu

140

ctc
Leu

cce
Pro

tct
Ser

cag
Gln
135

cag
Gln

cgc
Arg

tgg
Trp

agt
Ser

cag
Gln

ctg
Leu
130

agt
Ser

ccc
Pro

agc
Ser

cag atg
Gln Met

ata 646
Ile

155

gct
Ala

ttt
Phe

ttg
Leu

gcc
Ala

ctc
Leu

gcc
Ala

ctt
Leu

cag
Gln
150

gcce
Ala

atc
Ile
145

agc
Ser

tcc
Ser

cga
Arg

cgt
Arg

aag
Lys

tta 694

Leu

cca
Pro

ccc
Pro
170

gtg
Val

act
Thr

act
Thr

ctg
Leu

gag
Glu

tet
Phe
160

gcc
Ala

cac gga gca
His Gly Ala

gca
Ala
165

gtc
Val

cgg
Arg

aca taaggatgcc caggttccca tggctaccat gataagacta atctatcage 750

Thr

gct
Ala
175

ccagacatct
tgcgtgaagg
ctggctagag
gggcaagcag
acccagagca
aaaggggaac
agacagcagc

gaactaacag

accagttaat
gcaaggacac
aaaggagctg
ctgcgtggcc
tcagaaaaag
attatactcet
tctgtacctyg

gactaccaat

taacccatta
cattattaaa
gagaagaaga
tgaggggaag
tgagcccagg
cctgggtggce
cctgctetgt

acgaactgac

ggacttgtgc
gagaaaagaa
ataaagtctc
gg9g9g9cggtgg
ctttggccat
tcagggaaat
ccctcagttce

aaa

tgttcttgtt'
acaaacccca
gagcccttgg
catcgagaaa
tatctgtaag
gtgcagatgc

taacagaatc

tcgtttgttt
gagcaggcag
ccttggaagce
ctgtgagaaa
aaaaacaaga
acagtactcc

tagtcactaa

810

870

930

990

1050

1110

1170

1203

<210> 4
<211l> 196
<212> PRT
<213> IhRR

<400> 4

Leu Leu Pro Trp Val

-10

Val Ile Met Leu

-15

Met Leu Asp Cys Ala Trp

-20

Arg

Ala Gln

10

Ala Val Pro Arg Ser Ser Ser Pro Asp Trp

-1 1 S

Thr Gln Leu

-5

Gly

Asn Ala His

25

Asn Leu Cys Met Leu Ala Trp

20

Gln Leu Ser

15

Cys Gln Arg

Glu Glu Glu

40

Leu Leu Glu Glu Asp

35

Ala His Met Asn Arg

30

Ala Pro Gly

Thr Asn Val Pro Arg Ile Gln Cys Glu Asp Gly Cys Asp Pro

50

Lys Asn

45

Gln
75

Leu Gln Ile Arg

70

Asn Ser Gln Phe Cys Arg

65

Gln Leu

60

Gly Lys Asp

91066



1357336

Gly Leu Ala Phe Tyr Lys His Leu Leu Asp Ser Asp Ile Phe Lys Gly
80 85 90

Glu Pro Ala Leu Leu Pro Asp Ser Pro Met Glu Gln Leu His Thr Ser
95 100 105

Leu Leu Gly Leu Ser Gln Leu Leu Gln Pro Glu Asp His Pro Arg Glu
‘ 110 115 120

Thr Gln Gln Met Pro Ser Leu Ser Ser Ser Gln Gln Trp Gln Arg Pro
125 130 135

Leu Leu Arg Ser Lys Ile Leu Arg Ser Leu Gln Ala Phe Leu Ala Ile
140 145 150 155

Ala Ala Arg Val Phe Ala His Gly Ala Ala Thr Leu Thr Glu Pro Leu

160 165 170 .

Val Pro Thr Ala

175
<210> 5
<211> 2859
<212> DNA
<213> AJE
<220>
<221> CDS
<222> {119)..(2005)
<223>
<220>

<221> mat_peptide
<222> (188)..(2005)

<223>
<400> 5 .
gtggtacggg aattccattg tgttgggcag ccaacaaggg tggcagcctg gctctgaagt 60
ggaattatgt gcttcaaaca ggttgaaaga gdggaaacagt cttttcctgc ttccagac 118 -
atg aat cak gtc act att caa tgg gat gca gta ata gcc ctt tac ata 166
Met Asn Xaa Val Thr Ile Gln Trp Asp Ala Val Ile Ala Leu Tyr Ile
-20 -15 -10

Ctc ttc agc tgg tgt cat gga gga att aca aat ata aac tgc tct ggc 214
Leu Phe Ser Trp Cys His Gly Gly Ile Thr Asn Ile Asn Cys Ser Gly

-5 -1 1 : 5
cac atc tgg gta gaa cca gcc aca att ttt aag atg ggt atg aat atc 262
His Ile Trp Val Glu Pro Ala Thr Ile Phe Lys Met Gly Met Asn Ile
10 15 20 25
tct ata tat tgc caa gca gca att aag aac tgc caa cca agg aaa ctt 310

Ser Ile Tyr Cys Gln Ala Ala Ile Lys Asn Cys Gln Pro Arg Lys Leu

91066
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cat
His

aat
Asn

gct
Ala

ctg
Leu
90

gat
Asp

acc
Thr

cat
His

agc
Ser

ttg
Leu
170

caa

Gln

att
Ile

tac
Tyr

tac
Tyr

aat
Asn
250

aag
Lys

cag
Gln

91066

ttt
Phe

aaa
Lys

tct
Ser
75

ata
Ile

gaa
Glu

tgg
Trp

gtg
vVal

tat
Tyr
155

gtt
vVal

ctg
Leu

tce
Ser

tgg
Trp

aag
Lys
235

tee
Phe

tac
Tyr

cct
Pro

tat
TyTr

aca
Thr
60

atg
Met

tgt
Cys

gta
val

aat
Asn

aag
Lys
140

att
Ile

tgg
Trp

caa
Gln

agg
Arg

gat
Asp
220

gct
Ala

aca
Thr

gta
Val

tgg
Trp

aaa
Lys
45

aca
Thr

tac

Tyr

gga
Gly

acc
Thr

gct
Ala
125

agt
Ser

aac
Asn

gtc
val

att
Ile

gct
Ala
205

agt
Ser

aca
Thr

tat
Tyr

tce
Phe

agt
Ser
285

30

aat ggc
Asn Gly

gct cgg
Ala Arg

tgc act
Cys Thr

aaa gac
Lys Asp
95

tgt gtc
Cys Val
110

rgg aag
Xaa Lys

tta gag
Leu Glu

atc tcc
Ile Ser

caa gca
Gln Ala
175

cac ctg
His Leu
190

gag act
Glu Thr

caa aca
Gln Thr

aca aac
Thr Asn

gtg caa
Val Gln
255

caa gtg
Gln Val
270

tca ccg
Ser Pro

atc
Ile

ctt
Leu

gct
Ala
80

att
Ile

att
Ile

ctc
Leu

aca
Thr

act
Thr
160

gca

Ala

gat
Asp

ata
Ile

aca a

Thr

caa
Gln
240

cag
Gln

aga
Arg

tte
Phe

aaa
Lys

tgg
Trp
65

gaa
Glu

tct
Ser

tat
TYyr

acc
Thr

gaa
Glu
145

gat
Asp

aac
Asn

gat
Asp

aat
Asn

tt
Ile

act
Thr

tca
Ser

tgt
Cys

ttt
Phe

gaa
Glu
50

tat
Tyr

tgt
Cys

tct
Ser

gaa
Glu

tac
Tyr
130

gaa
Glu

tca
Ser

gca
Ala

ata
Ile

gct
Ala
210

gaa
Glu

tgg
Trp

gaa
Glu

caa
Gln

cat
His
290

35

aga
Arg

aaa
Lys

cccC
Pro

gga
Gly

tat
Tyr
115

ata
Ile

gag
Glu

tta
Leu

cta
Leu

gtg
Val
195

aca
Thr

aag
Lys

aat
Asn

tte
Phe

gaa
Glu
275

aaa
Lys

ttt
Phe

aac
Asn

aaa
Lys

tat

Tyr
100

tca
Ser

gac
Asp

caa
Gln

caa
Gln

ggc
Gly
180

ata
Ile

gtg
Val

gtt
val

gtt
vVal

tac
Tyr
260

aca

Thr

aca
Thr

caa
Gln

ttt
Phe

cat
His
85

ccg
Pro

ggc
Gly

aca
Thr

cag
Gln

ggt
Gly
165

atg
Met

cct
Pro

cccC
Pro

tce
Ser

aaa
Lys
245

ttg

Leu

gge
Gly

cct
Pro

atc
Ile

ctg
Leu
70

tet
Phe

cca
Pro

aac
Asn

aaa
Lys

tat
Tyr
150

ggc
Gly

gaa
Glu

tct
Ser

aag
Lys

tgt
Cys
230

gaa

Glu

gag
Glu

aaa
Lys

gaa
Glu

aca
Thr
55

gaa
Glu

caa
Gln

gat
Asp

atg
Met

tac
Tyr
135

ctc
Leu

aag
Lys

gag
Glu

gca
Ala

acc
Thr
215

gaa
Glu

ttt
Phe

cca
Pro

agg
Arg

aca
Thr
295

40

agg
Arg

cca
Pro

gag
Glu

att
Ile

act
Thr
120

gtg
Val

acc
Thr

aag
Lys

tca
Ser

gcc
Ala
200

ata
Ile

atg
Met

gac
Asp

aac
Asn

tac

Tyr
280

gtt
Val

att
Ile

cat
His

aca
Thr

cct
Pro
105

tgc
Cys

gta
Val

tca
Ser

tac
Tyr

aaa
Lys
185

gtc
Val

att
Ile

aga
Arg

acc
Thr

att
Ile
265

tgg
Trp

ccC
Pro

358

406

454

502

550

598

646

694

742

790

838

886

934

982

1030

1078
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cag
Gln

aca
Thr

gac
Asp
330

att
Ile

aaa
Lys

cct
Pro

gaa
Glu

atg
Met
410

gac

Asp

caa
Gln

aac
Asn

cat
His

gtt
Val
4390

aat
Asn

ttt
Phe

cct
Pro

91066

gtc
val

gtt
Val
315

att
Ile

ctt
Leu

aga
Arg

aat
Asn

ctt
Leu
395

att
Ile

tac
Tyr

aac
Asn

act
Thr

ctc
Leu
475

gat
Asp

Lttt
Phe

ctt
Leu

gac
Asp

aca
Thr
300

gct
Ala

gga
Gly

tct
Ser

agg
Arg

atg
Met
380

atg
Met

aca
Thr

aag
Lys

tcg
Ser

gga
Gly
460

agc
Ser

tcc
Ser

gct
Ala

gga
Gly

ata
Ile
540

tca
Ser

tcc
Ser

ctt
Leu

ttg
Leu

atc
Ile
365

aaa
Lys

aat
Asn

gag
Glu

aag
Lys

cta
Leu
445

tat
Tyr

aat
Asn

tta
Leu

tte
Phe

gaa
Glu
525

caa
Gln

aaa
Lys

atc
Ile

tta
Leu

ate
Ile
350

tta
Leu

aac
Asn

aat’
Asn

ata
Ile

gag
Glu
430

ttc
Phe

aaa
Lys

aat
Asn

gac
Asp

tct
Ser
510

tta

Leu

aac
Asn

gca
Ala

tct
Ser

ttg
Leu
335

999
Gly

ttg
Leu

agc
Ser

aat
Asn

aaa
Lys
415

aat
Asn

gac
Asp

cCccC
Pro

aat
Asn

tca
Ser
495

gt
Val

agce
Ser

tca
Ser

ttc
Phe

aca
Thr
320

gga
Gly

ata
Ile

tta
Leu

aat
Asn

tcce
Ser
400

gaa

Glu

aca
Thr

aat
Asn

caa
Gln

ctc
Leu

gta
Val

caa
Gln
305

999
Gly

atg
Met

ttt
Phe

ata
Ile

gtt
val
385

agt
Ser

atc
Ile

gga
Gly

act
Thr

att
Ile
4165

att
Ile

aat
Asn

agt
Ser

ata
Ile

gag
Glu
545

cat
His

cac
His

atce
Ile

aac
Asn

cca
Pro
370

gtg
Val

gag
Glu

tte
Phe

cce
Pro

aca
Thr
450

tca
Ser

act
Thr

aat
Asn

gtg
Val

cta
Leu
530

gag
Glu

gac
Asp

ctt
Leu

gtc
Val

aga
Arg
355

aag
Lys

aaa
Lys

cag
Gln

atc
Ile

ctg
Leu
435

gtt
Val

Asn

tcc
Ser

ccc
Pro

aat
Asn
515

aat

Asn

gaa
Glu

aca
Thr

act
Thr

ttt
Phe
340

tca
Ser

tgg
Trp

atg
Met

gtc
val

cca
Pro
420

gag
Glu

gta
val

agg
Arg
500

tca
Ser

caa
Gln

acc
Thr

tgg
Trp

tct
Ser
325

gct
Ala

tte
Phe

ctt
Leu

cta
Leu

cta
Leu
405

gaa
Glu

aca
Thr

tac
Tyr

ctg
Leu

aca
Thr
485

tta

Leu

cta
Leu

gga
Gly

acc
Thr

aat
Asn
310

gac
Asp

gtt
val

cga
Arg

tat
Tyr

cag
Gln
390

tat
Tyr

cac
His

aga
Arg

ate
Ile

cce
Pro
470

ctt
Leu

caa
Gln

agc
Ser

gaa
Glu

atg
Met
550

tct
Ser

aac
Asn

atg
Met

act
Thr

gaa
Glu
375

gaa

Glu

gtt
Val

aag
Lys

gac
Asp

cct

Pro
455

gag
Glu

aaa
Lys

aag
Lys

aac
Asn

tgc
Cys
535

ctec
Leu

999
Gly

aga
Arg

ttg
Leu

ggg
Gly
360

gat
Asp

aat
Asn

gat
Asp

cct
Pro

tac
Tyr
440

gat
Asp

gga
Gly

cca
Pro

cat
His

aca
Thr
520

agt

Ser

ttg
Leu

cta
Leu

gga
Gly

tca
Ser
345

att
Ile

att
Ile

agt
Ser

ccce
Pro

aca
Thr
425

ccg
Pro

ctce
Leu

agc
Ser

cca
Pro

cct
Pro
505

ata

Ile

tct
Ser

gaa
Glu

1126

1174

1222

1270

1318

1366

1414

1462

1510

1558

1606

1654

1702

1750

1798

1846
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aat gat tca ccc agt gaa act att cca gaa cag acc ctg ctt cct gat 1894
Asn Asp Ser Pro Ser Glu Thr Ile Pro Glu Gln Thr Leu Leu Pro Asp
555 S60 565
gaa ttt gtc tcc tgt ttg ggg atc gtg aat gag gag ttg cca tct att 1942
Glu Phe Val Ser Cys Leu Gly Ile Val Asn Glu Glu Leu Pro Ser Ile
570 575 580 585
aat act tat ttt cca caa aat att ttg gaa agc cac ttc aat agg att 19590
Asn Thr Tyr Phe Pro Gln Asn Ile Leu Glu Ser His Phe Asn Arg Ile
590 595 €00
tca ctc ttg gaa aag tagagctgtg tggtcaaaat caatatgaga aagctgcctt 2045
Ser Leu Leu Glu Lys
605
gcaatctgaa cttgggtttt ccctgcaata gaaattgaat tctgecctcett tttgaaaaaa 2105
atgtattcac atacaaatct. tcacatggac acatgttttc atttcccttg gataaatacc 2165
taggtagggg attgctgggc catatgataa gcatatgttt cagttctacc aatcttgttt 2225
ccagagtagt gacatttctg tgctcctacc atcaccatgt aagaattccc gggagctcca 2285
tgccttttta attttagcéa ttcttctgee tmatttctta aaattagaga attaaggtcc 2345
cgaaggtgga acatgcttca tggtcacaca tacaggcaca aaaacagcat tatgtggacg 2405
cctcatgtat tttttataga gtcaactatt tcctctttat tttccctcat tgaaagatgce 2465
aaaacagctc tctattgtgt acagaaaggg taaataatgc aaaatacctg gtagtaaaat 2525
aaatgctgaa aattttcctt taaaatagaa tcattaggcc aggcgtggtg gctcatgctt 2585
gtaatcccag cactttggta ggctgaggtr ggtggatcac ctgaggtcag gagttcgagt 2645
ccagcctggc caatatgctg aaaccctgtc tctactaaaa ttacaaaaat tagccggcca 2705
tggtggcagg tgcttgtaat cccagctact tgggaggctg aggcaggaga atcacttgaa 2765
ccaggaaggc agaggttgca ctgagctgag attgtgccac tgcactccag cctgggcaac 2825
aagagcaaaa ctctgtctgg aaaaaaaaaa aaaa 2859
<210> 6
<211l> 629
<212> PRT
<213> A¥§
<220> .
<221> misc_feature
<222> (-21)..(-21)
<223> 21 (U ERH " Xaa' KR GInF His, ,
<220> .
<221> misc_feature
<222> (126)..(126)
<223> 126U FERAY Xaa' {XFGly B Arg.
<400> 6

Met Asn Xaa Val Thr Ile Gln Trp Asp Ala Val Ile Ala Leu Tyr Ile
' -10

91066

-20

-15
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Leu

His

10

Ser

His

Asn

Ala

Leu

90

Asp

Thr

His

Ser

Leu

170

Gln

Ile

Tyr

Tyr

Phe

Ile

Ile

Phe

Lys

Ser

75

Ile

Glu

Trp

val

Tyr

155

Val

Leu

Ser

Trp

Lys
235

Ser Trp Cys His

-5

Trp

Tyr

Thr

60

Met

Cys

val

Asn

Lys

140

Ile

Trp

Gln

Arg

Asp

220

Ala

Val

Glu

Pro
15

Cys Gln Ala

Lys
45

Thr

Tyr

Gly

Thr

Ala

125

Ser

Asn

val

Ile

Ala

205

Ser

Thr

30

Asn

Ala

Cys

Lys

Cys

110

Xaa

Leu

Ile

Gln

His

190

Glu

Gln

Thr

Gly

Arg

Thr

Asp

95

Val

Lys

Glu

Ser

Ala

175

Leu

Thr

Thr

Asn

Gly

Ala

Ala

Ile

Leu

Ala

80

Ile

Ile

Leu

Thr

Thr

160

Ala

Asp

Ile

Thr

Gln
240

Gly

Thr

Ile

Lys

Trp

65

Glu

Ser

Tyr

Thr

Glu

145

Asp

Asn

Asp

Asn

Ile

225

Thr

Ile

Ile

Lys

Glu

50

Tyr

Cys

Ser

Glu

Tyr

130

Glu

Ser

Ala

Ile

Ala

210

Glu

Trp

Thr

Phe

Asn

35

Arg

Lys

Pro

Gly

Tyr

115

Ile

Glu

Leu

Leu

Val

195

Thr

Lys

Asn

Asn

Lys

20

Cys

Phe

Asn

Lys

Tyr

100

Ser

Asp

Gln

Gln

Gly

180

Ile

Val

val

val

Ile

Met

Gln

Gln

Phe

His

85

Pro

Gly

Thr

Gln

Gly

165

Met

Pro

Pro

Ser

Lys
245

Asn

Gly

Pro

Ile

Leu

70

Phe

Pro

Asn

Lys

TYY

150

Gly

Glu

Ser

Lys

Cys

230

Glu

Cys

Met

Arg

Thr

55

Glu

Gln

Asp

Met

Tyr

135

Leu

Lys

Glu

Ala

Thr

215

Glu

Phe

Ser

Asn

Lys

40

Arg

Pro

Glu

Ile

Thr

120

val

Thr

Lys

Ser

Ala

200

Ile

Met

Asp

Gly

Ile

25

Leu

Ile

His

Thr -

Pro

105

Cys

Val

Ser

Tyr

Lys

185

val

Ile

Arg

Thr
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Asn

250

Lys

Gln

Gln

Thr

Asp

330

Ile

Lys

Pro

Glu

Met

410

Asp

Gln

Asn

His

Val

490

Asn

Phe

Tyr

Pro

Val

Val

315

Ile

Leu

Arg

Asn

Leu

385

Ile

Tyr

Asn

Thr

Leu

475

Asp

Phe

Thr
val
Trp
Thr
300
Ala
Gly
Ser
Arg

Met

380
Met

Thr

Lys

Ser
Gly
460
Ser
Ser

Ala

Tyr

Phe

Ser

285

Ser

Serxr

Leu

Leu

Ile

365

Lys

Asn

Glu

Lys

Leu

445

Tyr

Asn

Leu

Phe

val

Gln

270

Ser

Lys

Ile

Leu

Ile

350

Leu

Asn

Asn

Ile

Glu

430

Phe

Lys

Asn

Asp

Ser

Gln Gln
255

Val Arg

Pro Phe

Ala Phe

Ser Thr
320

Leu Gly
335

Gly Ile

Leu Leu

Ser Asn

Asn Ser
400

Lys Glu
415

Asn Thr

Asp Asn

Pro Gln

Asn Glu
480

Ser Gly
495

Val Ser

Ser Glu

Cys Gln

Phe His
290

Gln His
305

Gly His

Met Ile

Phe Asn

Ile Pro

370

Val val
385

Ser Glu

Ile Phe

Gly Pro

Thr Thr

450

Ile Ser

465

Ile Thr

Asn Asn

Ser Val

-10 -

Phe

Glu

275

Lys

Asp

Leu

val

Arg

355

Lys

Lys

Gln

Ile

Leu

435

vVal

Asn

Ser

Pro

Asn

Tyr

260

Thr

Thr

Thr

Thr

Phe

340

Ser

Trp

Met

vVal

Pro

420

Glu

Val

Phe

Leu

Arg

500

Ser

Leu

Gly

Pro

Trp

Ser

325

Ala

Phe

Leu

Leu

Leu

405

Glu

Thr

Tyr

Leu

Thr

485

Leu

Leu

Glu

Lys

Glu

Asn

310

Asp

Val

Arg

Tyr

Gln

390

Tyr

His

Arg

Ile

Pro

470

Leu

Gln

Ser

Pro

Arg

Thr

295

Ser

Asn

Met

Thr

Glu

375

Glu

Val

Lys

Asp

Pro

455

Glu

Lys

Lys

Asn

Asn

Tyr

280

val

Gly

Arg

Leu

Gly

360

Asp

Asn

Asp

Pro

Tyr

440

Asp

Gly

Pro

His

Thr

Ile

265

Trp

Pro

Leu

Gly

Ser

345

Ile

Ile

Ser

Pro

Thr

425

Pro

Leu

Ser

Pro

Pro

505

Ile
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Phe Leu Gly

Pro Asp Ile
540

Asn Asp Ser
555

Glu Phe Val
570

Asn Thr Tyr

Ser Leu Leu

<210> 7
<211> 862
<212> PRT
<213> A
<400> 7

Met Aia His
1

Thr Trp Leu

Val Thr Vval
35

Ile Thr Cys
50

Arg Asn Lys

His Gly His

Thr Leu Phe

Ile Cys Gly
115

Glu

525

Gln

Pro

Ser

Phe

Glu

605

Thr

Leu

20

Lys

Ser

Leu

Ser

Val

100

Ala

510

Leu

Asn

Ser

Cys

Pro

590

Lys

Phe

Ile

Pro

Leu

Ile

Leu

85

Cys

Glu

Ser

Ser

Glu

Leu

575

Gln

Arg

Lys

Ser

Lys

Leu

70

Asn

Lys

Ile

Leu

Val

Thr

560

Gly

Asn

Gly

His

Pro

55

Tyr

Ser

Leu

Phe

Ile Leu
530

Glu Glu
545

Ile Pro

Ile Val

Ile Leu

Cys Ser

Lys Ile
25

val Ile
40

Arg Gln

Lys Phe

Gln val

Ala Cys
108

Val Gly
120

-1l -

515

Asn Gln Gly

Glu

Glu

Asn

Glu
585

Leu

10

Asp

Leu

Gly

Asp

Thr

90

Ile

Val

Thr

Gln

Glu

580

Ser

Ala

Leu

Cys

Arg

75

Gly

Asn

Ala

Thr

Thr

565

Glu

His

Phe

Gly

Phe

60

Arg

Leu

Ser

Pro

Glu

Met

550

Leu

Leu

Phe

Met

Lys

Ser

45

His

Ile

Pro

Asp

Glu
125

Cys

535

Leu

Leu

Pro

Asn

Phe

Arg

30

Thr

Tyr

Asn

Leu

Glu

110

Gln

520

Ser Ser

Leu Glu

Pro Asp

Ser Ile
585

Arg Ile
600

Ile Ile
15

Gly Asp

Val Asn

Ser Arg

Phe His

80

Gly Thr
S5

Ile Gln

Pro Gln
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Asn

Trp

145

Leu

Tyr

Glu

Ser

Leu

225

Arg

Leu

Thr

Glu

Trp

305

Pro

Ser

Ala

Gly

Leu

130

Glu

Ser

Cys

Ser

Ser

210

Pro

Cys

Arg

Lys

Tyr

290

Ser

Thr

Arg

Arg

Gly
370

Ser

Arg

Gly

Asp

Asn

195

Ser

Pro

Thr

Tyr

Ala

275

Glu

Asp

Gly

Gln

Gly

355

Lys

Cys Ile

Gly Arg

Pro Lys
165

Tyr Leu
180

Phe Thr

Leu Pro

Trp Asp

Leu Tyr
245

Arg Pro
260

Lys Gly

Phe Gln

Trp Ser

Met Leu

325

Gln Ile
340

Lys Ile

Ala Met

Gln
Asp

150

Asn

Ala
Ser
Ile
230
Trp
Ser
Arg
Ile
Glu
310
Asp
Ser

Leu

Thr

Lys

135

Thr

Leu

Phe

Lys

Thr

215

Arg

Arg

Asn

His

Ser

295

Ser

val

Leu

His

Gln
375

Gly Glu

His Leu

Thr Trp

Gly Ile
185

val Thr
200

Phe Thr

Ile Lys

Asp Glu

Ser Arg
265

Asp Leu
280

Ser Lys

Leu Arg

Trp Tyr

Phe Trp

345

Tyr Gln
360

Asn Ile

-12 -

Gln Gly

Tyr Thr
155

Gln Lys
170

Asn Leu

Ala val

Phe Leu

Phe Gln

235

Gly Leu
250

Leu Trp

Leu Asp

Leu His

Ala Gln

315

Met Lys

330

Lys Asn

val Thr

Thr Gly

Thr

140

Glu

Gln

Thr

Asn

Asp

220

Lys

Val

Asn

Leu

Leu

300

Thr

Arg

Leu

Leu

His
380

val

Tyr

Cys

Pro

Ser

208

Ile

Ala

Leu

Met

Lys

285

Tyr

Pro

His

Ser

Gln

365

Thr

Ala

Thr

Lys

Glu

150

Leu

Val

Leu

Val

270

Pro

Lys

Glu

Ile

vVal.

350

Glu

Ser

Cys

Leu

Asp

175

Ser

Gly

Arg

val

Asn

255

Asn

Phe

Gly

Glu

Asp

335

Ser

Leu

Trp

Thr

Gln

160

Ile

Pro

Ser

Pro

Ser

240

Arg

val

Thr

Ser

Glu

320

Tyr

Glu

Thr

Thr
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Thr
385
Asn
Cys
Gly
Ser
Gly
465

Val

Ile
Leu
Ala

Pro
545

Lys

Arg
Thr
His
Ala

625

Phe

Val

Ser

Glu

Met

Ala

450

Asp

Ser

Arg

Gly

Ile

530

Val

Glu

Val

Tyr

Gly

610

Phe

Ser

Ile
Lys
Ala
Asp
435
Val
Thr
Ala
Val
Asn
515
Thr
Gln
Arg
Ser
val
595
Asn
Val

Thr

Pro Arg

Gly Ser
405

Gly Leu
420

Asn Ile

Gln Glu

Gln Vval

Leu Ile
485

Tyr Ala

500

Ser Lys

Glu Glu

Glu Gln

Asp Ser

565

Gln Asn

580

Leu Trp

Glu Arg

Ala Pro

His Tyr

Thr

390

Ser

Leu

Leu

Tyr

Pro

470

Ser

Leu

His

Lys

Met

550

Asn

Ser

Met

Glu

Ser

630

Phe

Gly

Leu

Ala

val

Val

455

Leu

Glu

Ser

Lys

Gly

538

Gly

Ser

His

Thr

Phe

615

Ile

Gln

Asn

Pro

Pro

Thr

440

Val

Asn

Asn

Gly

Ala

520

Ser

Cys

Gln

Pro

Ala

600

Cys

Cys

Gln

Trp

Thr

Arg

425

Trp

Glu

Trp

Ile

Asp

505

Pro

Ile

Leu

Pro

Ile

585

Leu

Leu

Ile

Lys

-13.-

Ala

Arg

410

Gln

Gln

Trp

Leu

Lys

490

Gln

Leu

Leu

Leu

Gln

570

Asn

Thr

Gln

Ala

Val

Val

395

Ile

val

Pro

Arg

Arg

475

Ser

Gly

Ser

Ile

His

555

Leu

Ser

Ala

Gly

Ile

635

Phe

Ala

Asn

Ser

Pro

Glu

460

Ser

Tyr

Gly

Gly

Ser

540

Tyr

Cys

Leu

Ala

Lys

620

Ile

Val

Val

Ile

Ala

Arg

445

Leu

Arg

Ile

Cys

Pro

5258

Trp

Arg

Glu

Glﬁ

Gly

605

Ala

Met

Leu

Ser

Met

Asn

430

Lys

His

Pro

Cys

Ser

510

His

Asn

Ile

Ile

Pro

590

Glu

Asn

Val

Leu

Ala

Asn

415

Ser

Asp

Pro

Tyr

Tyr

495

Ser

Ile

Ser

Tyr

Pro

575

Arg

Ser

Trp

Gly

Ala

Ala

400

Leu

Glu

Pro

Gly

Asn

480

Glu

Ile

Asn

Ile

Trp

560

Tyr

Val

Ser

Met

Ile

640

Ala
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645 650 655

Leu Arg Pro Gln Trp Cys Ser Arg Glu Ile Pro Asp Pro Ala Asn Ser
660 665 670

Thr Cys Ala Lys Lys Tyr Pro Ile Ala Glu Glu Lys Thr Gln Leu Pro
675 680 685

Leu Asp Arg Leu Leu Ile Asp Trp Pro Thr Pro Glu Asp Pro Glu Pro
690 695 700

Leu Val Ile Ser Glu Val Leu His Gln Val Thr Pro Val Phe Arg His
705 710 715 . 720

Pro Pro Cys Ser Asn Trp Pro Gln Arg Glu Lys Gly Ile Gln Gly His

725 730 735

Gln Ala Ser Glu Lys Asp Met Met His Ser Ala Ser Ser Pro Pro Pro
740 745 750

Pro Arg Ala Leu Gln Ala Glu Ser Arg Gln Leu Val Asp Leu Tyr Lys
755 760- 765

Val Leu Glu Ser Arg Gly Ser Asp Pro Lys Pro Glu Asn Pro Ala Cys
770 775 780

Pro Trp Thr Val Leu Pro Ala Gly Asp Leu Pro Thr His Asp Gly Tyr
785 790 795 800

Leu Pro Ser Asn Ile Asp Asp Leu Pro Ser His Glu Ala Pro Leu Ala
805 810 815

Asp Ser Leu Glu Glu Leu Glu Pro Gln His Ile Ser Leu Ser Val Phe
820 825 830 .

Pro Ser Ser Ser Leu His Pro Leu Thr Phe Ser Cys Gly Asp Lys Leu T
835 840 845

Thr Leu Asp Gln Leu Lys Met Arg Cys Asp Ser Leu Met Leu

850 855 860
<210> 8
<211> 328
<212> PRT
<213> A¥{
<400> 8

Met Cys His Gln Gln Leu Val Ile Ser Trp Phe Ser Leu Val Phe Leu
1 5 10 15

91066 -14 -
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Ala

Val

Thr

Ser

65

Glu

Leu

Ser

Leu

Leu

145

Gly

Ala

Cys

Glu

Ser

225

Leu

Glu

Ser

Glu

Cys

50

Ser

Phe

Ser

Thr

Arg

130

Thr

Ser

Glu

Gln

Val

210

Ser

Gln

Tyr

Pro
Leu
35
Asp
Glu
Gly
His
Asp
115
Cys
Thr
Ser
Arg
Glu
195
Met
Phe

Leu

Pro

Leu Val
20

Asp Trp

Thr Pro

Val Leu

Asp Ala
85

Ser Leu
100

Ile Leu

Glu Ala

Ile Ser

Asp Pro
165

Val Arg
180

Asp Ser

Val Asp

Phe Ile

Lys Pro

245

Asp Thr
260

Ala

Tyr

Glu

Gly

70

Gly

Leu

Lys

Lys

Thr

150

Gln

Gly

Ala

Ala

Arg

230

Leu

Trp

Ile

Pro

Glu

55

Ser

Gln

Leu

Asp

Asn

135

Asp

Gly

Asp

Cys

Val

218

Asp

Lys

Ser

Trp Glu
25

Asp Ala

Asp Gly

Gly Lys

Tyr Thr

Leu His

105

Gln Lys
120

Tyr Ser

Leu Thr

val Thr

Asn Lys

185

Pro Ala
200

His Lys

Ile Ile

Asn Ser

Thr Pro
265

-15-

Leu

Pro

Ile

Thr

Cys

S0

Lys

Glu

Gly

Phe

Cys

170

Glu

Ala

Leu

Lys

Arg

250

His

Lys

Gly

Thr

Leu

75

His

Lys

Pro

Arg

Ser

155

Gly

Tyr

Glu

Lys

Pro

235

Gln

Ser

Lys

Glu

Trp

60

Thr

Lys

Glu

Lys

Phe

140

Val

Ala

Glu

Glu

Tyr

220

Asp

Val

Tyr

Asp
Met
45

Thr
Ile
ély
Asp
Asn
125
Thr
Lys
Ala
Tyr
Ser
205
Glu
Pro

Glu

Phe

Val

30

val

Leu

Gln

Gly

Gly

110

Lys

Cys

Ser

Thr

Ser

190

Leu

Asn

Pro

Val

Ser
270

Tyr

Val

Asp

Val

Glu

95

Ile

Thr

Trp

Ser

Leu

175

Val

Pro

Tyr

Lys

Ser

255

Leu

Val

Leu

Gln

Lys

80

Val

Trp

Phe

Trp

Arg

160

Ser

Glu

Ile

Thr

Asn

240

Trp

Thr
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Phe Cys Val Gln Val Gln Gly Lys Ser Lys Arg Glu Lys Lys Asp Arg
275 280 285

Val Phe Thr Asp Lys Thr Ser Ala Thr Val Ile Cys Arg Lys Asn Ala
290 295 300

Ser Ile Ser Val Arg Ala Gln Asp Arg Tyr Tyr Ser Ser Ser Trp Ser
305 310 315 320

Glu Trp Ala Ser Val Pro Cys Ser
325

<210> 9
<211> 335
<212> PRT .

<213> KR

<400> 9 ’

Met Cys Pro Glr Lys Leu Thr Ile Ser Trp Phe Ala Ile Val Leu Leu
1 5 10 15

Val Ser Pro Leu Met Ala Met Trp Glu Leu Glu Lys Asp Val Tyr Val
20 25 30

Val Glu Val Asp Trp Thr Pro Asp Ala Pro Gly Glu Thr Val Asn Leu
35 40 45

Thr Cys Asp Thr Pro Glu Glu Asp Asp Ile Thr Trp Thr Ser Asp Gln
50 S5 60

Arg His Gly Val Ile Gly Ser Gly Lys Thr Leu Thr Ile Thr val Lys
65 70 75 80

Glu Phe Leu Asp Ala Gly Gln Tyr Thr Cys His Lys Gly Gly Glu Thr
85 90 95

Leu Ser His Ser His Leu Leu Leu His Lys Lys Glu Asn Gly Ile Trp
100 105 110

Ser Thr Glu Ile Leu Lys Asn Phe Lys Asn Lys Thr Phe Leu Lys Cys
115 120 125

Glu Ala Pro Asn Tyr Ser Gly Arg Phe Thr Cys Ser Trp Leu Val Gln
130 135 140

Arg Asn Met Asp Leu Lys Phe Asn Ile Lys Ser Ser Ser Ser Ser Pro
145 150 155 160

Asp Ser Arg Ala Val Thr Cys Gly Met Ala Ser Leu Ser Ala Glu Lys
165 170 175

91066 -16 -
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Val Thr

Glu Asp

Ala Leu

210

Phe Phe

225

Met Lys

Asp Ser
Ile

Arg

Gln
290

Asn

Cys
305

Lys

Ser Ser

<210>
<211>
<212>
<213>

<400>

Met Ser
1

Tyr Lys Asp

Tyr val val

Asn Leu Thr

50

91066

Leu

val

195

Glu

Ile

Pro

Trp

Gln

275

Lys

Gly

Cys

10
531
PRT

IRER

10

Ala

35

Asp Gln

180

Thr Cys

Ala Arg

Arg Asp

Leu Lys

245

Ser Thr

260 .

Arg Lys

Gly Ala

Gly Asn

Ser Lys
325

Leu Leu

Asp Asp

20

Glu val

Cys Asp

Arg

Pro

Gln

Ile

230

Asn

Pro

Lys

Phe

val

310

Trp

Asp

Asp

Thr

Asp

Thr

Gln

215

Ile

Ser

His

Glu

Leu

295

Cys

Ala

Leu

Lys

Trp

Pro
55

Tyr

Ala

200

Asn

Lys

Gln

Ser

Lys

280

Val

Val

Cys

Ala

Leu

Thr

40

Glu

Glu

185

Glu

Lys

Pro

val

TYyr

265

Met

Glu

Gln

Val

Leu

Met

25

Pro

Glu

-17-

Lys Tyr

Thr

Glu

Tyr Glu

Pro
235

Asp

Glu val

250

Phe Ser

Lys Glu

Thr

Lys

Gln
315

Ala

Pro
330

Val
10

Gly
Trp Glu
Ala

Asp

Asp Asp

Ser

Leu

Asn

220

Pro

Ser

Leu

Thr

Ser

300

Asp

Arg

Ala

Leu

Pro

Ile
60

Val

Pro
205

Tyr
Lys
Trp
Lys
Glu
285
Thr

Arg

Val

Ala
Glu
Gly
45

Thr

Ser

190

Ile

Ser

Asn

Glu

Phe

270

Glu

Glu

Tyr

Arg

Val

Lys

30

Glu

Trp

Cys

Glu

Thr

Leu

Tyr

255

Phe

Gly

Val

Tyr

Ser
335

Ala

15

Asp

Thr

Thr

Gln

Leu

Ser

Gln

240

Pro

val

Cys

Gln

Asn
320

Asp

Val

val

Ser



1357336

91066

Asp

65

Val

Glu

Ile

Lys

Val

145

Ser

Glu

Cys

Glu

Thr

225

Leu

Tyr

Phe

Gly

Val

30S

Tyr

Gln

Lys

Thr

Trp

Cys

130

Gln

Pro

Lys

Gln

Leu

210

Ser

Gln

Pro

Val

Cys

290

Gln

Asn

Arg
Glu
Leu
Ser
115
Glu
Arg
Asp
Val
Glu
195
Ala
Phe
Met
Asp
Arg
275
Asn
Cys

Ser

His

Phe

Ser

100

Thr

Ala

Asn

Ser

Thr

180

Asp

Leu

Phe

Lys

Ser

260

Ile

Gln

Lys

Ser

Gly

Leu

85

His

Glu

Pro

Met

Arg

165

Leu

Val

Glu

Ile

Pro

245

Trp

Gln

Lys

Gly

Cys

Val

70

Asp

Ser

Ile

Asn

Asp

150

Ala

Asp

Thr

Ala

Arg

230

Leu

Ser

Arg

Gly

Gly

310

Ser

Ile

Ala

His

Leu

Tyr

135

Leu

val

Gln

Cys

Arg

215

Asp

Lys

Thr

Lys

Ala

295

Asn

Lys

Gly

Gly

Leu

Lys

120

Ser

Lys

Thr

Arg

Pro

200

Gln

Ile

Asn

Pro

Lys

280

Phe

val

Trp

Ser

Gln

Leu

105

Asn

Gly

Phe

Cys

Asp

185

Thr

Gln

Ile

Ser

His

265

Glu

Leu

Cys

Ala

- 18-

Gly

Tyr

90

Leu

Phe

Arg

Asn

Gly

170

Tyr

Ala

Asn

Lys

Gln

250

Ser

Lys

Val

Val

Cys

Lys

75

Thr

His

Lys

Phe

Ile

155

Met

Glu

Glu

Lys

Pro

235

val

Tyr

Met

Glu

Gln

315

val

Thr

Cys

Lys

Asn

Thr

140

Lys

Ala

Lys

Glu

Tyr

220

Asp

Glu

Phe

Lys

Lys.

300

Ala

Pro

Leu

His

Lys

Lys

125

C_ys

Ser

Ser

Tyr

Thr

205

Glu

Pro

val

Ser

Glu

285

Thr

Gln

Cys

Thr

Lys

Glu

110

Thr

Ser

Ser

Leu

Ser

190

Leu

Asn

Pro

Ser

Leu

270

Thr

Ser

Asp

Arg

Ile

Gly

Asn

Phe

Trp

Ser

Ser

175

val

Pro

Tyr

Lys

Trp

255

Lys

Glu

Thr

Arg

Val

Thr

80

Gly

Gly

Leu

Leu

Ser

160

Ala

Ser

Ile

Ser

Asn

240

Glu

Phe

Glu

Glu

Tyr

320

Arg
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325 330 335

Ser Ser Arg Gly Gly Ser Gly Ser Gly Gly Ser Gly Gly Gly Gly Ser
340 345 350

Lys Leu Leu Ala Val Pro Arg Ser Ser Ser Pro Asp Trp Ala Gln Cys
355 360 365

Gln Gln Leu Ser Arg Asn Leu Cys Met Leu Ala Trp Asn Ala His Ala
370 375 380

Pro Ala Gly His Met Asn Leu Leu Arg Glu Glu Glu Asp Glu Glu Thr
38S 390 395 . 400

Lys Asn Asn Val Pro Arg Ile Gln Cys Glu Asp Gly Cys Asp Pro Gln
405 410 415 ‘

Gly Leu Lys Asp Asn Ser Gln Phe Cys Leu Gln Arg Ile Arg Gln Gly
' 420 425 430

Leu Val Phe Tyr Lys His Leu Leu Asp Ser Asp Ile Phe Lys Gly Glu
435 440 445

Pro Ala Leu Leu Pro Asp Ser Pro Met Glu Gln Leu His Thr Ser Leu
450 455 460

Leu Gly Leu Ser Gln Leu Leu Gln Pro Glu Asp His Pro Arg Glu Thr
465 470 475 480

Gln Gln Met Pro Ser Leu Ser Ser Ser Gln Gln Trp Gln Arg Pro Leu
485 490 495

Leu Arg Ser Lys Ile Leu Arg Ser Leu Gln Ala Phe Leu Ala Ile Ala
500 505 510 .

Ala Arg Val Phe Ala His Gly Ala Ala Thr Leu Thr Glu Pro Leu Val T
515 520 525

Pro Thr Ala

530
<210> 11.
<211> 521
<212> PRT
<213> AR
<400> 11

Met Ser Ala Leu Leu Ile Leu Ala Leu Val Gly Ala Ala Vval Ala Asp
1 5 10 15

91066 -19-
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Tyr
Tyr
Val
Asp
65

Val
Glu
Ile
Thr
Trp
145
Ser
Leu
Val
Pro
Tyr
225

Asn

Ser

91066

Lys

val

Leu

50

Gln

Lys

Val

Trp

Phe

130

Trp

Arg

Ser

Glu

Ile

210

Thr

Asn

Trp

Asp
Val
35

Thr
Ser
Glu
Leu
Ser
115
Leu
Leu
Gly
Ala
Cys
195
Glu
Ser

Leu

Glu

Asp Asp
20

Glu Leu

Cys Asp

Ser Glu

Phe Gly
85

Ser His
100

Thr Asp

Arg Cys

Thr Thr

Ser Ser
165

Glu Arg
180

Gln Glu

Val Met

Ser Phe

Gln Leu

245

Tyr Pro
260

Asp

Asp

Thr

Val

70

Asp

Ser

Ile

Glu

Ile

150

Asp

Val

Asp

Val

Phe

230

Lys

Asp

Lys

Trp

Pro

55

Leu

Ala

Leu

Leu

Ala

135

Ser

Pro

Arg

Ser

Asp

215

Ile

Pro

Leu

Tyr

40

Glu

Gly

Gly

Leu

Lys

120

Lys

Thr

Gln

Gly

Ala

200

Ala

Arg

Leu

Thr Trp

Ile

25

Pro

Glu

Ser

Gln

Leu

105

Asp

Asn

Asp

Gly

Asp

185

Cys

val

Asp

Lys

Ser
265

-20 -

Trp

Asp

Asp

Gly

Tyr

90

Leu

Gln

Tyr

Leu

val

170

Asn

Pro

His

Ile

Asn

250

Thr

Glu

Ala

Gly

Lys

75

Thr

His

Lys

Ser

Thr

155

Thr

Lys

Lys
Ile

235

Ser

Pro

Leu

Pro

Ile

60

Thr

Cys

Lys

Glu

Gly

140

Phe

Cys

Glu

Ala

Leu

220

Lys

Arg

His

Lys

Gly

45

Thr

Leu

ﬁis

Lys

Pro

125

Arg

Ser

Gly

Tyr

Glu

205

Lys

Pro

Gln

Ser

Lys

30

Glu

Trp

Thr

Lys

Glu

110

Lys

Phe

Val

Ala

Glu

190

Glu

Tyr

Asp

Val

Tyr
270

Asp

Met

Thr

Ile

Gly

95

Asp

Asn

Thr

Lys

Ala

175

Tyr

Ser

Glu

Pro

Glu

255

‘Phe

Val

val

Leu

Gln

80

Gly

Gly

Lys

Cys

Ser

160

Thr

Ser

Leu

Asn

Pro

240

val

Ser
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Leu

Asp

Asn
305

Trp

Gly

Ala

Ser

His

385

Pro

Asn

Glu

Pro

Gln

465

Ser

Ile

Ala

Thr

Arg

290

Ala

Ser

Gly

val

Gln

370

Met

His

Ser

Lys

Asp

450

Leu

Leu

Leu

His

Phe
275
Val
Ser
Glu
Ser
Pro
355
Lys
Asp
Ile
Gln
Leu
435
Ser
Leu
Ser
Arg

Gly
515

Cys

Phe

Ile

Trp

Gly

340

Gly

Let

Leu

Gln

Phe

420

Leu

Pro

Gln

Pro

Ser

500

Ala

Val

Thr

Ser

Ala

325

Ser

Gly

Cys

Arg

Cys

405

Cys

Gly

Val

Pro

Ser

485

Leu

Ala

Gln

Asp

Val

310

Ser

Gly

Ser

Thr

Glu

390

Gly

Leu

Ser

Ala

Glu

470

Gln

Gln

Thr

Val

Lys

295

Arg

val

Gly

Ser

Leu

375

Glu

Asp

Gln

Asp

Gln

455

Glvy

Pro

Ala

Leu

Gln Gly
280

Thr Ser

Ala Gln

Pro Cys

Ser Gly
345

Pro Ala
360

Ala Trp

Gly Asp

Gly Cys

Arg Ile

425

Ile Phe
340

Leu His

His His

Trp Gln

Phe val

505

Ser Pro
520

-21 -

Lys

Ala

Asp

Ser

330

Gly

Trp

Ser

Glu

Asp

410

His

Thr

Ala

Trp

Arg

490

Ala

Ser

Thr

Arg

315

Gly

Gly

Thr

Ala

Glu

395

Pro

Gln

Gly

Ser

Glu

+75

Leu

Val

Lys

vVal

300

Tyr

Ser

Gly

Gln

His

380

Thr

Gln

Gly

Glu

Leu

460

Thr

Leu

Ala

Arg
285

Ile

Tyr

Gly

Ser

Cys

365

Pro

Thr

Gly

Leu

Pro

445

Leu

Gln

Leu

Ala

Glu

Cys

Ser

Ser

Lys

350

Gln

Leu

Asn

Leu

Ile

430

Ser

Gly

Gln

Arg

Arg
510

Lys

Arg

Ser

Ser

335

Leu

Gln

Val

Asp

Arg

415

Phe

Leu

Leu

Ile

Phe

495

Val

Lys

Lys

Ser

320

Arg

Arg

Leu

Gly

Val

400

Asp

Tyr

Leu

Ser

Pro

480

Lys

Phe

>
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Provided are methods of treatment for tumors. In particular, methods are provided for

modulating activity of a cytokine molecule and its receptor.
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1.

5 iE|

A 7

(Jo 1AV E

—HAREABBRBEZERAL Y LALF KT
Z # A#RIL-23 pl9 (SEQ ID NO: 2)% — 42 & 2 i #
XERBBER K -

W FEHNEER R IAXBER2abY HAFPahisid
h&ETHH B EBEAE K -

WY FEHNEERFIAEXB 284t HITEBE LA
IL-23 -

WP FREAN LB EIABEZ2840Y  HFTZIRBRE
hH&as:

a) % k4L B

b) E LA

) ARILILEE > HE R K K

d) Fab ~ Fv F(ab'), A & -

WP FEANGEEREIBAxEEaby KPS mEBAL:
a) & B e .

b) P R A&

C) I ER & XK

DEEE -

WY FEHNERFIAE2B 284y HPZigti
BB T ¥ 4

A BEXEEZ L K

b) &% ¥

) REE ; &K
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d) fo & & A& -

7. wPFEFARBAEIAEzB R ash AT HBERE
BT P 2B E KHEA
a) § B &
b) °¢ & & ;
c) A A &%
d) B % ik %

.
b
w

_gi‘
% o

91066-1000720.doc -2-



	BIBLIOGRAPHY
	DESCRIPTION
	DRAWINGS
	CLAIMS

