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1. —#i ACCHEak T 52 154(CCR4) K A CDRB H Hi A B HHi 44
FE, Frid#ithfrBi% HFab. Fab'. F(ab'),. B8k (scFv). —BH
AT X (V) A B (BT seHiAF) M —ai e € KIVIX Jr B (dsFv), H
TR ACDRB AR E i B &R AERME) AT EX(V
[X), %X ESEQ ID NO4, 9, 10, 11, 38, 39, 4041 iR EEEF
7|, MPpiAREELE)AIZEX(VX), X% BSEQID NO:8, 12, 1358414
FrREERTFS, HP A ACDREHEFi{ASSEQ ID NO:48FT /=
MEEBR 5 F 3250 RN, BAS A M/MR %Y.

2. — M CCHaL B F 3% 454(CCR4) ) ACDR# HE H A B H HL 4k
HE, Bridfiik i Bk BFab. Fab'. F(ab'),. BEEHIAK(scFv). R
A X (V) A BB se i) s g VX F B(dsFv), H
FETR M ACDRBESIARETAFREF A EFHE)TEX(V
[X), %Xk ESEQ ID NO:4, 9, 10, 11, 38, 39, 40541 Fi R E BT
7, FpiieBeELE)TEX(VX), %X i%EBSEQID NO:8, 12, 13814
FIRREERFS, HPFriRK ACDRBHETASSEQ ID NO:48FT /<
MEREBRTH PR3 R250 RN, 3 HXTCCRARIEH A A EE
'lﬁ‘:o

3. —#MHFACCHaLE T 32 4464(CCRA) I ACDRB H Hi A B H Hiik
F B, Brik$ifk A Bk BFab. Fab'. F(ab'),. Bk (scFv). ZBH
A X (V) BB D se iR f — i e VR B(dsFv), H
PETRIACDRBEFSTFRE IR T AN ERHSE) T XV
X), %X HSEQ ID NO: 9810/~ EERFF, MyEEELE)
A X (VIX), iZX ASEQ ID NO: 14FiRNEERFF], HPFARMA
CDRBHEHAS5SEQ ID NO:A4ASFIRHIREERFFIF M 3L E250 R
N, ABAE A M/MR R

4. — i A CC#atk Bl F 3% /464(CCR4) I ACDRB fE I AR B H Hi ik
FE&, Frid$iik B % BFab. Fab'. F(ab",. BEHE(scFv). —Fik
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Al X (V) A BB X D) sedi i) f iR 2 BV fr B (dsFv), H
PR ACDRBEIAREI AR RS A B EHOE)TRRX(V
X), %Xk HSEQ ID NO: 9810 A~ EERRFF, MPLEBERELE)
AR (VX), %KX HSEQ ID NO: 14FiRrERXRFH], HPhrRmA
CDR¥HE 1A 5SEQ ID NO:48FT /R MEERR F 57+ 136 22501 &
R, FHBXTCCRARIEM A A M T

5. RIFPBRAER I ACDRBEIAREA R B, EXCCR4EK
XA AR EENE.

6. MRIEAFE R ACDRBHEFUARIGUE B, HIFCCRAK
pr YRS ok 2 o

7. RF\AFNERI 26— NCDRBEHESRE AR B,
HECCRAREMMFF R RN .

8. REAFE K1 Z6H £ — T ACDRBHEHAREHUIE A B
HBAE NS IATE = LRI EIUA R BRI CCRARIEL
MR A .

9. RIBAF)ER2F4ZE 6 E— T ACDRBHEJUIAREHHE A
B, EhirdaREFEEEAKEEA RN SNAREER (ADCC)

10. ARBARERIMW ACDRBEIIFEEIIAE R ER, Kk
ADCCIE M 21 SCCRAFT A A A T IVE T .

11. B\RFER1Z6HE—IH ANCDORBEHERETIHF B,
B A HBRCCRARIZA MRAIEM .

12. MEARAERTHACDRBEIAEHEIER B, HPHR
CCR4FKIE 4 M ZTh2 4 fifd .

13. AR\WFIER1Z 62— ACDRBHEH KB T F B,
H A EITh2 40 M= 4 40 M A 7 K975 1

3
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14, BI/BBFER I3 ACDRBHEDTAEHEGIE R B, Hpridd
R F R IL-4, IL-58% IL-13.

15. RFEWAER1Z6HE— I ACDRB GBI F B
HE T NGk,

16. RFEAFEK1Z 6P E— K ANCDRBHETATE LA B,
Hi#—3458 AEHHE VX FLEVX FIHESE X (FRs).

17. BRI ER1Z6HE—TNM ACDRBEFAEIIEH B,
Hik—F5&5F AP RHEVX ML VX FHESE X (FRs), MAFEKH
B E X (C)FMLEECKX .

18. —# ACDRBHEHAHEARFE, HEH KRB SPERM
BP-81295(FERM BP-8130M1 % LAl & Hpiiar=4, HA ik
Jr Bti%k HFab. Fab'. F(ab'),. BEEPIAE(scFv). —RUFTZRX (V) E
(BB XL ThEPL )M B iR B FIVIX B (dsFv).

19. FEARERFRE R 2 18FF—T K A CDRE M ik s Kk
Bk,

20. WRIBRE K190 F10 4K, HAP TR F% L4 ZFERM BP-8129
X FERM BP-8130.

21. —MHTHAERMERTIE, TR RS ™ AR E
F1ZE18PE— T ACDRB HFUVABHTUA A B, & BEEE T
Erh B RIE AR E K 1980 B Lk, DEEFDHREMEBRA
CORBAEFARAIUE R B NSEFRYF BT SR I R B

22. — W ACDRBHEFIAEATH B, HPRE\ENFZKIZI8
FAE—THIACDRBEFAGRAA A BESBEERMER, RERK
WA BB A B A —

23, —Fh RSB EARIE K1 Z 18— TR TR 9 ACDREHEHL {4
EH Bk BLRIDNA.
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24. —FEHREAFNE R 23R FDNAK EH 44,

25. —FRARIEBUN E K24 RV EABAE F A BTG 4 KRB
(LA

26. —FhZ5Y), HEFEBMBE\ESCRIERIZI18F2HFE—TH A
CDR¥ A HIi ik A Bt I 2= 20 —FhVE R iE 4

27. —FRIRTTIMBRIET A, HEEIE BRERFERI 2185122
HAE—IR I ACDRB TR E K Hiid F B AT —FRE A iEHE RS .

28. MRIEBAER27THVETH, H B i £ A s sk e
T o

29. —PRIT REFRRIBIT A, Kb Frid i) R AL B R
SR E SRS B RE M . AL RN . BB 4
MR, HEHIEERERFERIZ 18229 £ — 1) ACDRE
PURBE TR BOT BAE— PP iE R .

30. —M7EIMIE P RN CCRAFTIEM WA, HEFEANFE
R1Z18f22FFE—TM ACDRBETIARENRAFERFHEDS—F
YE R iEERST .

31. FRIEDFIEER308912 Wriksv], Forb Bridk i fe 2 3 1t fos Btk 278
s

32. —PPERMERRTPRAMCCRAREKIZHMIRAR, HAPrR R
BIRiE B8R E BRI . SIREER . RAERRER. &
iR RMERR, LG BRBENFZERIZISH22FE—THIA
CDRBHEFIRERE YA B BE—FiE A iE R .

33, —FRVRITIE BIBM PR EBUREIEE . XREEMN . FUMER
R . I BB 4 BRAE R I Th2 4 B S B ik VA T U7, Hoehpr
RGBT BIFEF % SRR E K1 E 18122 /£ — T 1) N CDR# H i 4k
NHETE R BRI ZE D —FEAEESRS
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34. —Fhik BI@H WP RIEREME SR . SXREEN .. RALM KK
i LB & R ETERR I Th2/r 2 AR K2 AR, HPpridia
I #IF& A i BRI ER1 2 1822 £ — T ACDRB HE HLIF B K
o Berh ) 2= — PR R S A
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ACDR-BHEHLIE R HFiA R B

BRI,

R R —F NCDR-BHEHiis R ok 7 B, Xk 5 ACC
AL K F ZAR4(LU RO “CCRA” M MANX R e R N, (HA S M /MR
RN, TiH, AKBEEE—F ACDR-BEFIE R EPESER, X
&5 NCCR4KI 4B AP X FF 57 )R N, {HABEHCCRABLHE, W5CCRAS
A HITARCEMDCHIFNEIE . stab, AR K —F ACDR-FHEH
R EFUE B, XMIASCCRANIMSIXIGER RN, BEHAMRES
PE RO Th2 48 i F= A 4l AT 7 V& 1, S B R R R B AN e e FE (LA
THA “CDR” ). AR R miGHiR s ok Bt FIDNA. 1 H.,
ARAW K EH EDNAREE, A ZBEEURELIE. b, K
KW KT XA ESUREE SR BB FTE, FA—F Y,
Bl T s ST R R, e iEa ks s piis
FEB, FATFThRAN S M GRERm RSB ELER. 75, £k
RS R — R ania T IR, SRR R E R, EdaE Ak
PURBCE IR B, A FBEMMRE, WaMmmE, FkkER e k.

BREAR
ZHMARWERER AN, AR, EERMMERRUINZRE
BEmn PRRAEH . FEBRPERLGE BRIE 2 RERAL, BE R BNAME
B B UAIMBP(FE ER M E B ) SE R, B E AR X
AT EERME. IEKERSBAM~ A MIgELS &R Rk s
A, FRBARK, FtFEsERMERERN. AN EEDY)
Besr T A E -F, BieH-FAEELUYER, SIS 59RE01E
SHF. ILSTHIRRENARE) 2L, FEMRRA. IL-45% B4
PIELRIIgERI =4 . PEMIES R R AR E &k, SEERYA
R, B2 RIIL-4, IL-13 R HEEUDB T dE KA~ E, I
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(R FEBA MU= E1gE(4m. J. Respir. Crit. Care Med., 152. 2059 (1995),
Immunol. Toddy, 15, 19 (1994)). ELt, fERIEMMPEFEE—FPitEE
SRR B T S, FRFIBE 2R FE R,

A A FABENE S RN RRE ERECDAK B M TH R
(LLRARA “CD4+Théi i ” =4 m. ELFr L, 22 RIHEBIETH A
BV AT LT SRR B R N IR IROE ROE R AL, RSN R iR B T
At RIS N, MPIRIE SO P A S KB TH 2SR, BEm R
N B 7™ B AN P S s R S iE LRI TAE Mg B 2 AE X/ (Am. Rev.
Respir. Dis., 145. S22 (1992)).

PR ARYE = A VB 2R 8, B T A4 40 9 Th1 48 L A0
Th2 4 fl(Annu. Rev. Immunol., 7, 145 (1989)). Th24H fur=41L-4, IL-5,
IL-13%¢ . Th24 ™= A B4 MKl & Th2 4 M &+ .

SERMMNRAEEFRRAFTBRIESRETH R T EES
AL RIEET, AT Th2 A MRl F(Proc. Natl. Acad. Sci., U.S.A., 88, 4538
(1991)), TR2AHMIA/FAE TEEMRM AR XRE MIRERB(ULTIRA

“BAL” FIIREIREXSEF (V. Engl J. Med., 326. 298 (1992), Eur. J.

Immunol., 23, 1445 (1993)). 4K H FALMHERIESN R A G 2 7/EBAL
H 40 R £ PR A0 B D F FImRNAZRIE R, Th2 048 B8 FIL-4 F0IL-5
FImRNA )15 7K SE B IN(Clin. Immunol. Immunopathol., 75, 75 (1995)).
HTh2 M RS FE KB W 25 T /N R, Wl LAaL R 2 87 A 5
SBENGYERIEW. Exp. Med., 186. 1737 (1997), J. Immunol., 160, 1378
(1998))F Wi 2% 31| w8 B 1 Fv 41 B3 22 (J. Immunol., 161, 3128 (1998)). 7E
W it i . P00 R R S R S (5 M B2 208 08 N 1) 2 ok 9 8 o L 42 1] TL- 5 1)
FIA(J. Clin. Invest., 87, 1541 (1991), J. Exp. Med., 173. 775 (1991)), fE 18
PECT BRI B 28 ORGP IL-S IR LK SIL- 139K E KT, Mk BIgE
)& RN U 57 PE1gE ) B A48 X (Therapeutics, 32, 19 (1998)).

AR FEEERESSEANETR, CES AN EHE
WHEFVENL, RIEE—REU TR REEN L E ] 7 HCXC, CC,
C MICX;CWE. 24502 T BIHE 72T 167 (Curr. Opl.
Immunol., 11, 626 (1999)), C&E/RTEAAMITIZNE, Th241M &

8
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KLl A ML EF R RIEE A B KI(Cell Engineering, 17,
1022 (1998)).

NCCR4ZTR ISR GE BRBEZ A, MA KRR R

KU-8127 S iy 44 A KS-5. CCR4TBE R X ZE R BRI P 1) 240267
fir, 78F974L, 113F1334L, 1S1FE1750L, 207E22647, 243F 27041
285230807, MMESMNXINNTERERFFIIT R 153941, 98F 112
i, 176220647, 271228417, AMARXERER TV FHIESE
7740, 134215047, 227524247 F1309 E 36041 (J. Biol. Chem., 270. 19495
(1995)). 4], #RiECCR4 44 2 MIP-lo B WAl i & 1 & A -lo),
RANTES(JUIF i 7 75 B IE & T fig 3R 3k 043 94 Bl F) BUMCP- 1 (B #%
9 il #1058 [ )(Biochem. Biophys. Res. Commun., 218. 337 (1996), WO
96/23068) . 1H 2.4 K I M B R B NS B 2 0B (L R R
“PBMC” A1 RR 40 BE(J. Biol. Chem., 271, 21514 (1996))t =4 ]
TARC (i iR F0 75 46 - 59 B a1tk B )5 CCR4%E B 45 & (J. Biol.
Chem., 272. 15036 (1997)). (B EHE, NERMMEF 4 BEHMDC(ELE
MBATHEM BILE F)J Exp. Med, 185. 1595 (1997)), L # A
STCP-1(# R I T fE#a L B -1)(J. Biol. Chem., 272. 25229 (1997)),
L CCR4KI4 A LLTARCHE 38(J. Biol. Chem., 273. 1764 (1998)).

E 4 B 7~ CCRATE 7= A4 41 i Rl Fl/2 & (L -F I CD4+Th 4l fl 1 3%
I&(J. Biol. Chem., 272. 15036 (1997)), H#RiECCR4 T ZECD4+ThH e
FITh240 il AR B Rk (. Exp. Med., 187. 129 (1998), J. Immunol.,
161,5111 (1998)). H4t, CCR4+ WO R ERN /12 TH i
(CD4+/CD4SRO+) 1 #% & BN, 4 CCRA+ZA f 4 M I iF, A P= AR 1L-4F0
IL-5, {EARF=AIFN-y(Int. Immunol., 11, 81 (1999)). HHIRiE, CCR4+
AMJE TCIZTAR M R A CLA (B2 KR B 40 M 080 ) BH 1 Fad B8 EE A &
FAYERE, CCRATEEIZTAIM ERE, MUPEBmERE, &9 &Kk
BB ERAI R TE (Nature, 400. 776 (1999)), iXLbgk BRI K
B RAEME S0, DZT4 i giEfk, RIACCR4, #WILCCRAMIELAE
MDCAHITARCIT® 2 KAEFRAL A, FHhnid FoAth 2 SE A BB AVE 1L

w24 K I CCRA L 7] 72 A B B 2R & 17 40 B (Jowrnal of
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Immunology, 164. 4048-4054 (200), Blood, 97, 367-375 (2001)) FOIfL /MK
(Thrombosis Research, 101. 279-289 (2001), Blood, 96. 4046-4054 (2000),
Blood, 97, 937-945 (2001))F % ik .

E51E HCCRAMEMATARCEMDCHIFE R, #RACCRAFEHH,
AT FR4 MR BB EE (WO 99/15666). 2 41IEIX AP FFCCRATHREMI 7
AT S /R B TH RE

M /MR RILT CCRAKIFKIL, 140, Adrian%§ A\ (Blood, 97,
937-945 (2001))f1Abi-YounesZs N\ (Thrombosis Research, 101, 279-289
(2001), WO 00/42074, WO 00/41724)K F HLCCRAHTUIE B Z7E A ML /MR
Py MBICCR4AWIKIE. BEAIAFIER SCCR4EF RNM, EARE
g4 NIL/MREIBUE.

HELAE LAY 5 /MY S B SHEN, TES~EE
B 4K S M L /MR k2> (Blood, 70, 428-431 (1987), Transfusion Science,
19, 245-251 (1998)). HEM 7 Mal I /M5 ol 2 AE A0 ML /)N T B B 71 37— AR
NETHEAY, FACNEE SEEREIE R a0 & 0 A2 7% .
R oA A BB R MRz, #m i/ RE R BT AR IR 34
FRAZY. B, DRI RENIERST B4 SRMRm KSR
CDAOEL AR TF K AW E1F, FAFE T HIN AR B FIRE
f It /MR b R IE I BLIR B U B E B (Nature Medicine, 6,114 (2000),
BioCentury, A8 of 18 (2002.06.20)).

EHBEEEARELZLMEMRN. BMPBIHRN —2
BREBREENRBRILRN. #EiRE, F2EARERERRE LER
AL B I(Chemistry and Biology, 7, R57-R61 (2000)). &t B2 1t 1) B% = ER5%
ENRERELMEFETFZREERERRE, ARRUITRENE
M H X B C 434 i (Cell, 96, 667-676 (1999)). FACCR4ATM =, &
FENKImF AN BERBREIE, (B A RE B RIX SR E Rk LR AR
WHT

KEET TR FMNEEERMS, CERRET % (1)
41 B IR A AL B F R B A W A VR4 PUIL-5 5144 (SB-240563: Smith
Kline Beecham, Sch-55700 (CDP-835): Shehling Plough/Celltech), A gL

10
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IL-4511A (S B H]5,914,110), AT E#a1L R F 248 Immunol., 160,
624 (1998)), %; (2) ML F/Ea1b IR 74 R 3 anIL-5 4 i)
FIHACD AFRIREE T HIES3355/965), MEBERLUHETRT
(WO 99/24024), splatastsf I ZEfEEL £h (splatast tosilate) (IPD-1151T,
M Taiho Pharmaceutical & 7%)%; (3)VEH T4 o B 4 4 0 40 j 1 vE B
RLAA D, AT K40 M A0 28040 B A 0500, fn A VB AL IL-5 52 4 471 R (WO
97/10354), CCHEALEE F 32483 (CCREFFN(H AT A FHIFKEFELF
1% 28 147872/99)5 5 (4) R M43 FI0HI50 40 N IR AL HUIgEHLAR (Am. J
Respir. Crit. Care Med., 157. 1429 (1998))3; FIZX{ k. (HEA ML
FAME T, BE TSR A8 MK —E5 . Th2ASH
TR S WX LHIFE . FCDAF AR RS TA L E, 3t
RERKBOEEWEEH. ERACDAS FESFEBEHH
ZHMRIE, BAISRZ R R, RS RIS & AR 2 &
(Int. Arch. Aller. Immunol., 118. 133 (1999)).

Rt, T HESRATA XSS, & BRI RS A e
PR N E) L, FERTh24 M.

AT E R AF R T CENTRN SRR EERE R E N RS
TRERE, EREE~EMBERANGERS. MH, HtA24Y%gE
RERW G, FNEENRESREFERARES, BK A E 44
KE RS EM M.

F4, WHEMEH R NCCRAF A MAXTCCRIF AL A th
FHREEMNACDR-BEFIESEERE. B, 245 BIMES
HE W A I Th2 40 Mg [Kl - 7= AE (76 77 ME U771

BAROCLHAERE, TR EENEMMR LHHECCRINEIX
(Blood, 96, 685 (2000)), K 'K H %40 B8 1 V&7 HERIFASENIE .

N, Bk E—MAEASHBUE, B PR T KR,
EHIRH N —FINEEY T, AR ES R A TR
BIUE: LUTFFRCA “HAMA” ). BATHAMASA TR BTG R £ RN
= BIWE R (J.Clin. Oncol., 2, 881 (1984), Blood, 65, 1349 (1985), J. Natl.
Cancer Inst., 80, 932 (1988), Proc. Natl. Acad. Sci. USA., 82, 1242

11
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(1985)), HOE LT 8RBT MAUERIVE R (J. Nucl. Med., 26, 1011 (1985),
Blood, 65, 1349 (1985), J. Natl. Cancer Inst., 80, 937 (1988)), &% BEHi4k
FIVEIT R (J. Immunol., 135, 1530 (1985), Cancer Res., 46, 6489
(1986)).

AT RS, MR MEHEE TEERAEREIEAN
Y HI PR A ACDREAE DR

ANCDR#BfEHUfRE—Moutk, Hek BIE AR HTAETT AR (LA
TRRA “VIX” BJCDREERFFI B HE B A PR & &AL E (Nature,
321.522(1986)). K BIE A IHITIAE LN RPTASFLLE, X ACDR
BHETUETE ARKRNA T EFREZ NS B, #ERiE, FREK,
5 RPUIEM L, H A% R R, 3 R IE K (Cancer Res., 56, 1118
(1996), Immunol., 85, 668 (1995)). H ik, A LLTM 53k 5 3E A st
EAEEL, ACDRBAMEIUETEANEFRHIRITERE /D, 187NV L
B I A] o

mH, FEAANCDRBHEIIEERABEE TREEASE, TH&FES
FERF. B, HylWEEAEATERIEGLCLTIRY “HEE” )
EEX(LATHRA “CR” YHEECK R A “CH” ), A& AT &SN
IR, WP AN S REFEREE CLTHRA“ADCC”)
B A VEAL LA (Cancer Res., 56, 1118 (1996)), Bl 5 RpriArELEL, H
G G K B I B (Immunol., 85, 668 (1995)). [EIRE, 4B ZLERD
CCRAFEAMAIE B KIvET 1, B ARIFc R (FETIBER N, Wit
XZEHXB)REESHAREER, WM RKEEARIFERCIT
FrA “CDCIEM” YMADCCIHEMEX FIAT MR ZREEN . FHit, X
et RIE RN B8 T ACORBEFUAIIER B IEA SN0 R HUE.

mH, RIEREEFEEAFRIEMRETEFRAOHRE, BER/D
O FE R P F B Fab, Fab', F(ab"),, BBEEFLAE(LL FFRA “scFv” )
(Science, 242. 423 (1988)), —FALVIX Fr B(LLTFFRA “THBL R ThRe 4k
(Diabody)” ) (Nature Biotechnol., 15, 629 (1997)), I BIREN VX H
BY(ULFFR A7dsFv?) (Molecular Immunol., 32, 249 (1995)), & A CDRHY
BK(J. Biol. Chem.,271.2966 (1996)) K HZ{l4), oI /F A A CDRB FEFLIE

12
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& 5B S FAREG, Fris A B SR R R B R 1R I (Cancer
Res., 52,3402 (1992)).

YOI B AT AMEIRRN A B, Xk § ACDRBHEFLIR B HHTK
A BB B AR ek B AR A i B tn B4R 2 SRR

wn Ak, B A ACDRB AR iR B B, AT @)
CWIFIET BN, EEEERETEE s, Llit—PREIR,
Blan, EFAEEXM ST —. AIREF R RER NS A
PS40 A 1A AR B AR ) 2 AR AT R F B BR . B, CDCIETEFIADCC
VEM A EPTUAR MRS ENE, ADCCIEN R HARER L EHFZE
B S0 B A R A% 40 D, MR AE, NK4M SRS Immunol., 138.
1992 (1987)). HTHLAMBE FriEL X LR NAM, BT 5HE
B AR S PTARIADCCHE T

REAE
ARBPY R THDEGHFIHNE,

(1) —F ACDRBETEREFIEFE, X5 ACCEKETFZE
4(CCRAIMANX B R Y, EAS A /MR R B

(2) —F ACDRBHEFEERETER R, E5ACCELRE 724
HCCROPIMANX R RN, FXTCCRAFIAM AT HMEFRM.

(3) RIF(FIACDRB A PUATEPiE R, HATCCRAFZ LM
BEAEMEEEE.

(4) BWI/BOHEQR)F BT — I ACDRB EFUF B TR B,
HAp kst X % BSEQ ID NO4SFT/RHEIER FFIFHI1539, 98
F112, 17620651271 % 28417 .

(5) RIF)FE(4)F FIE A — T ACDRBE FE FT i 8L B ik 7 B
H ATk M X ZSEQ ID NO:48FiR K EEERTFF F 223917
FERIPUR R E T -

(6) WM ZES)F T —IH ACDRE A TIFEH FIIE A B,
Horb TR f 4 B AMX 2 SEQ ID NO:M48F R EEB R 5 R 11382941
P AFTE U R R E 7%

13



02820882. X o E8/9Tm

(7) RIF)ZE(6)F BT —THI AN CDRISHE AR B H f 4k H BL,
HA AN £SEQ ID NO:M4SFT /R EEERR TV P13 E 25 F 77
R R E TR

(8) #BIE()ZE()F KT — T ACDRB HE LA s L ik 7 B,
H A 5 CCRAZR IE A M 72 Y o

(9) RIFBEBO)ZE®)F HME(T—IT ) ACDRB HE LA T4k 7 B,
HE5IE AR = AR R PR L, SFCCRARIEAM AT H
= A M BT

(10) RAEQ)E9)F HIAET— I N CDR# FEHUR B Uik A B,
Hep ik 40 s st R PUISR B 41 eA 5 R4 R /EF (ADCC) ¥
,ﬁo

(11) RIEEQ)FI ACDRBEHUFEETUE A B, HF TR ADCCTE
PR 15 FCCRARE A AT 1I7E T

(12) B\BOZEAD) S BT —INE ACDRBHEFLE B ik
B, BHHKCCRAFZZMABATTEN.

(13) RIEE)ZE(12)F MEA — I ACDRBAEHLIF B Fid Fr
B, HAFrRCCRAF AL M ZTh240 A0

(14) BEFEDOZ )KL —IH ACDRBE RS K ik B,
HEHMHITh2 48 B = A 40 B 5 7 g

(15) BIEQ4HH NCOREAEFLAS K Hidk /B, HAd prik g A
T RIL-4, IL-58%IL-13.

(16) BRI/ ZA5)F AL — I ANCDRBHE U4 B,
HEF ANlgGhifk.

(17) BEDOZEOQO)FIATA— A NCDRBE A Hilk 7 B,
HEHPICCRAN B ra PRI E 8 (HEE) n] Z X (VRO EE(LEE) VX
) B AN E FR(CDR).

(18) M (HZA7)F BIAEAT— I ACDRBHE L s K yitk
B, H&HPICCRARIHE 7T HIAR) B (HE) AT & X (VIX ) Fl 28 (L
VX B EAMREFE(CDR), LR AGUARHEEVX FILEEVIX FIHESE X
(FR).

14
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(19) R ZEA)F BIEAT —INHI ACDRBEE LIRS H BTk A
B, HEEPCCR4FIBTTE A ERMEE) X (VR)F R
H)VIX ) EAMREHE(CDRs), LR AFUAKIHEE VX FILEE VX FHESE
X (FRs), F1A$FLIERITHEEE & X (CX)FLEECX .

(20) MWW VHZEA)FHIAET — I ACDRBAE TS EHutEk
B, HE4&AABSEQ ID NOs:1, 2f134 BT R EER T HTiAE
HE(HEE) A A7 X (VX)W E AR E #E(CDR)1, CDR2FICDR3.

(21) R\ EQO)F FI AT — 1T ACDRBHE HUiF B Hiik v
B, B4 BASEQ ID NOs:5, 674 5l KIEER F5 Kt g
(LEE) AT X (V) BAMAE#(CDR)1, CDR2FICDR3.

(22) WBEOZCHF PE — I ACDRBE HLia sl Kotk A
B, B4 AEESEQ ID NOs:1, 251343 HlFr R EEER F I T IR ERE
(HEE) 7T 22 X (VX)W B bk =2 £ (CDR)1, CDR2FNCDR3 143 7] BEH
SEQID NO:5, 6F7AT/RHIEERTF PR E(LEE) AT X (VX))
H 4N REFK(CDR)I, CDR2FICDR3.

(23) RIE(HEQR2)HFAET— I E NCDRB TR FLE 7 B,
HEEHAEFRHETEX(VR), ZEKEHEHNEERFI T EDF—
Nk B SEQ ID NO:4FT R EHE IR 5 14046 _EHIAla, 4247 _EHIGly,
4347 L Lys, 4407 EHIGly, 7647 _ERILysFI9747 EHIAlaf HEER
BREE T R BRI

(24) RI\EOZE Q)P (AT — I FI ACDRBHE IUAE S T4 EL,
HAE AERHE)TEX(VR), ZREHRNEERFIIT, 20—
MiE BSEQ ID NO:38F R &AM 77284 K Thr, FI97{7 K Alaf) &
EIRREN 7 — M EERI.

(25) RIB(DHZEQ4)FAFA— 1T NCDRIAE HL 7R 5 H TR A B
HEHRBERRELEIERX(VR), ZXEENEERTI S, £0—
A% B SEQ ID NO: 8T/~ B AR 75 F 242 f1le, 3A7HIVal, 5047 FIGln,
FN8LL FIVal K B LB Ik 24 7 — MR ER I,

(26) FRIE(1)E(23)F(25)FAE T — T F) A CDR FH J A& B 44
FEL HEAPAEREETEX(VX), ZXSHEMEERTIIT,

15
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Z2/b— % BSEQ ID NO4FT /R EERFFI T 400 FAla, 4247 Gly,
4347/ Lys, 440LHIGly, 7607 KILysFI97A I Alaf) B LM VR 4k 55—
ANEEBEA, MARECE VX, ZXSENEERTYH, &
/b= E HSEQ ID NOBFI/REERFF 24 flle, 3fri]Val, 50f7
HIGIn, FI88LLHIVali &AL RIX I 77 — MR AR IR IR

(27) WD E(22), 2H)FQ25)FALAT—IHI ACDRE HE HLAEL
Hyuk B, HEFnEESEHEHE)TEK(VK), ZXKSHNEERF
Fig, Z/b-—AN% BSEQ ID NO:3SF R~ RIER T 5 H1284L K Thr, F197
RHIAla) FERZRER 7 — MR ERBRER A MRSV
X, ZXKEHMNEERTIIF, £/0—1IL BSEQ ID NO:RFTR & AR
5247 flle, 367fIVal, SOALMIGIn, FN88MHIValf & FERIRIEH
AN RERIRENA.

(28) FRIE()ZE(22)F(25) T AE A — 1 F) A CDR# A5 LA B H i
FEBL BERAERMHE)TEX(VX), #FSEQID NO: 4,9, 10, 11, 38,
39, 40541 T I B EBR TS 6

(29) HRE(1)ZE(24)F1(28) T AFAT — I ) ACDRB AE fi A s K fidk
FE, HASHARECHE TEX(VK), ZXEHESEQIDNO: 8, 12,
3B 4FT R IR ER T .

(30) BRI ZEQ2)FAET— T ACDRBHEFE B ETE A &,
HEEESHAEEHE) N ZX(VX), ZXEFHSEQID NO: 4, 9, 10, 11,
38,39, 40841 I R HIEE R FH; MtERELE)TEX(VX), &F
SEQ ID NO: 8, 12, 138 14T~ I EER T,

(1) RFOHEQ2)FAEAT —I ANCDRE P ELH Hiis 7 B,
HASH A ESEMEE) I EX(VIX), ZX &ESEQID NO: 98 10T/~
RERTH): PR EX(VIX), &HSEQ ID NO: 14F7R
MR ER T

(32) RF\OHZCHPEAM—IWHLE B, HPRTAE R B2
1% HFab, Fab', F(ab'),, BEEHE (scFv), “RUWATERRX (V) B
RN EePuE), ZIRERENV KB (dsFYWHEHE LM E % (CDR)
F I EARE R

16
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(33) —Fh A1 EE1L A KM8759(FERM BP-8129)8{KM8760 (FERM
BP-8130)/= 4 ) ACDRBHEHL s L Hiik B

(34) PEAERIE()ZEG3)F HMER — I ACDRBHE FTE S FTA
Fr B AR

(35) RAEQGH) T R 4E, H o AT IR 44 & KM8759(FERM
BP-8129)8{KM8760 (FERM BP-8130).

(36) — M T = A g - AR (1) 2 (33)H RUE A — I ACDR
BRI E SR BRI BRI R R T, AR
P EEFEREGHHGHRIE LR, LAIEREFY S K BFN 215 ACDR#
PSR B WS b RIS E R A B

(37) —F ACDREHE AR E A B, HPRE\O)EGEI)TH
T —I ACDRBEFIARER A RS BT R R, EERE
HFFAL 2 B BB AR P R R — .

(38) —FhRAD(HZEB3)F A — I ACDREEHUEEE T
B HIDNA.

(39) —MEHGS)TDNAKI EHF K.

(40) —FEGRIEH B AT N HTE T A TRE .

(41) —FZY), SEEBO)EG)HFGEH/EA—IHI ACDRBHE
AR E R F B 2 D — I E N E R

(42) 1BIT CCRAMIFFMANEITH, HEFRBDHEG)M3ENF
T4 — T H) N CDR B AR PR B FL 4R F Be b B9 2 2> — T 48 D93 MK
5o

(43) BIE@)WWEITH, HF TR CCRAFE IR SR ERAES R M
I o

(44) ARIBARVAITR, H b TR i E 2 M .

(45) RIF@HIIEIT R, HA Brad 5 fn 2 2 5 % Bk BRI .

(46) RIEA3)HITEIT T, T Bk B9 R MR i 2 2 BB M PRI 1E
BRI S BN, AR ER, SRS RS

(47)—FF CCRAMFZEMINEHIIRAF, FFEELEGHM3ENHH
AT — I A N CDR 5Lk J ik 7 Berh 19 2 b — B AR O i Rk

17
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5o

(48) FRIEA7)FHIZHRF], HA TR FICCRAFH IR A& B AE BY,
P VI

(49) RIEA)F RIS WA, HPErdfEE 2 E.

(50) RIFEE)THIZHAsM, Hep Bl 8 M2 5 M5 20 EIE
A o

(51) HRAEA8) Iz Wik F), H o Bridk i) 2 A 50 2 18 ME PP IR E S
BN . STREER. RUMEERR. SEREERBITEN .

(52) —MET T2 SR RBHRBRBTESRF, SFxEaOE
(BIHFGET)F A — T ACDRBHETIIE R LIk B ED—F
VB Ry 35 P R4

(53) MIBEBS2)FRIVET R, HPFRRITRA T %K% 2
1SN E B, RO KR, SRR REBIERR.

(54) —MTh2N SN REERFAZHRF, §FE80)EGB3)M
GB7)F AL — I NCDRB EHi i K EHiis F BRP 20 —MIERE

(55) RIEGHFRFIZHHRF, KPR TheA FH RERR 8T
MR TSR B A . BT R . IR B R AR R

(56) — MR HERMCCRAFI 1L, ZAFEFER)EGB)MGBINE
] — I ACDRBHE HLIE K EH A B

(57) —FhH R R 4 M R CCRAFRIE MM 5 1%, HAFEEH
(DEGB)HFGTEA— T ACDRE A FLIR S 4R A B,

(58) — M/ DB E M ERIMCCR4KRIEA MM H %, LEEFH
FRMZEG3)FGTHET—INF A\CDRBEIIESE T~ & .

(59) —FhIMEI Th2 g0 f F= A A P IR F 1 5 vk, & T VEBEIE(E ()
Z(33)FB7) AT — I H ACDRI A PR FL ik B

TEARIAT, CCRUMBFIEMEATBEAE, RIERWFLLER.

FEARPES, BECHEME, FF2E 005, #ERRFRLE
T o

FEARES, KRR S M EUS M R E B B UE B

18
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W, FROLMERERRRI R & SEERS R TERE; AR,

EARRES, ThJ 8RR T LUE S Th2 48 Mol e i) S ik
7, BRESHEIEMRE BRI BT E B, R R IR
e R, JSHMER, Tohm: EIMEMmE; M4, aikhE
HWERWRRELOBORAE; FELER.

K BB ) 5 CCR4%F 7 I M 9 A CDRE FEH14E(F1CCR4 CDR#H
PR R EGUE R B(LUT, RSP E — RE R IR & A HUE)
REARER, REE RS ACCRAMMINX R RN, HAS5 A
/IR R ANCDRBETASRE AT ER. RiE “Ii5 AR
N7 HEXERBERSANMPMMER ERESGIEH. BENE,
EEKRE YEI R RN, ARG EENE.

FIFE, AR BERPRGE 705 ACCRAFIMEANX R N, 3% CCR4
RIEMBEAARETEN.

M E A FECDCIEHFIADCCIE N .

ARPRFAEEFERES TRR SRR RN, X80
FESEQ ID NO:48Fh R EERR 75 123907, 98& 11217, 1762206
AIEL271 228447, FEARERIX EHZSEQ ID NO:48(SEQ ID NO:36)FT 7~
MEERTFIH22 29 KX 5, BELErZSEQ ID NO:48(SEQ ID
NOBNFIRHEERFTFE12F8 29 X I, HMERZSEQ ID
NO:48 TR KRBT FIH 1222540 B X 8

ANCDREAEHUAREMTVET, KIETIEA SR FUEF VHIMVL
FICDREE R FHIHBEE APEKVHRIVL G EMLE .

AR B A CDRBHE LA =4 ] B it M Z IS VIX (K] cDNA, H
5 CCRAFF = R, RIETIEASNHIHL4A+ B VHM VL CDRE 2
B AR E AFUARIVHRMVLIIFR L, E e 4014 Bl A 2 sh 440
M RIEZ S UMEACDRE AR EZ K, REHLFASE
YA LR IEANCDREETE, AR EREZHRIGA
PUE I CHFTHEECIX (UL T 5 A “CL”)HIDNA .

e R B APERVHER VLI FREER F 557, T UERAT
vk, REENIREAPUE. SO EEEHIREE N E R REIEEN

19
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KB EH B I APUEF VHA VL FRE E B FEY, sl A+
VHM VL F 84 W A FR 8 F ) B IEBR T 5 (Sequences of Proteins of
Immunological Interest, US Dep. Health and Human Services, 1991).

EARKBPTAEPRMEAICHATAH, RETREFARZEREACLT
PRA"hIg"). PLidt, o7 LMEANgGEE, FJEThigGEHIv1, y2, y3 Flyd
TP 2R AR —Ff . WP {F ] ACDRB M A HAEACL, RETR
Thlg, AIfiAHREAE.

ARPHITABEMACDREBENIARERERE, 85550
HSEQ ID NOs:1, 2f3xK /I RERF7I M AFAEEIHY CDR1,CDR2
FICDR3, F/Ei% %4 ESEQ ID NOs:5, 6M7ERHIE IR FFIMVL
#JCDR1, CDR2FICDR3.

ML K SEH A TE ACDRBEAE K, HAPFrdHifst ¥ VHEIESEQ
ID NO:4E 38T~ B EMFF, F/E VLA IESEQ ID NO: 871 I & &
BRF5

SR IE B SE ) R

— M ACDRBHETUE, B PERVH, idfiiE &8 ERF,
Hb 2 bHF-NEEBRBEE S —NEERRERMR, ZkEEH
SEQ ID NOA4FT/REZEBR 75| F406 /I Ala, 4207 KIGly, 4347HILys,
4441 ) Gly, T6ALHJLysHI97HIHIAla,

— M NCDRBHE T, B HENVH, it &a8ERTS,
Hep 2/ DH-NRERZEW A/ —RERZEINA, ZREE BSEQ
ID NO:38FF /R R FRFE 5 T 2847 B Thefl 7 S977 F i Ala,

— M NCDR¥MEHLIE, B&FHENVL, rdiiih 58 ERF5,
HpZ2bHE-NMRAERBREE T —DRERBEDN, ZREER
SEQ ID NO:8fTREEEF VI A28Tle, 3f7/IVal, 5047 HIGInFI188
IR Val,

—M ANCDREBHEHUE, BEEFUERVHMPUEAR VL, Fridfiiks
VHESZEER T, HhEa08 —MEERZRER S — R ERKRE
AR, %5 ZIE HSEQ ID NOMFTREER F7|F40M HAla, 4201H]
Gly, 43{7[ILys, 4447HIGly, 7607 ILysF1974L K IAla; Bl ik VL

20
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BERERTFY], HPR0H - MEERKREW 7 — D EERIRER
R, ZFREIE BSEQ ID NO:8Fin&EER 75 242 1le, 3L/ Val,
507 [ GInFI88 {7 f] Val,

— P ACDR¥HEHLiE, B8P IANVHEMPERVL, Frdiiisi
VHEZZERFY, HPEDE - NMEERREY H — LR E
B, 1Z5% 21t BSEQ ID NO:38Fr/n &AM T 51 Hh 2847 B ThrFn9 743 1)
Ala; TR VLB EEERTY], BP 2 0H - NMEERREW S
— DNEEMKRIEEU, ZAREE BSEQ ID NO:SFI/RERMFF F 241
Hille, 3H7AIVal, 5 ORLHIGInFI8SLL i) Val K H LI,

KR\BEETRELAETSUER B, A EENEERFIT,
— AN NREBREMER, B, EmASGEM, Fo LR E
CCR4 % N

EARES, EERFIIFHGRE, TR, BARGBN—1EZ
NMEEBRAFXRERERFIFH—AHBEMIE L, — DB
R EL, TR, HWAFVERM. ER—NRERFF AT E R
RAESEK, WA, BmAF /M. R, KERRENEL, @A
BN INAT LR RARMIBAER R . RANEERBRECLEL- WA,
L-RABHE, L-REAERE, L-AaElthk L-8E8k, HER, L-HER,
L- B8 8, L-=8%, L-HER, L-EER, L-ARER, L-HER,
L-#2F5 8, L-HE8R, L-65KR, L-BER, L-SE8RKR, L-EXHaERK
HRBA,

DITF B TAHEBMRMEEREEMIELE . FENERER
B 3 AT AH B AR

AZ:

ZER, FRER, FREK, J5K, EHER, HER, 2-
HETRR, T2, O-FELEAR, N-TEHER, -] ENEK,
HoOHENAR;

B4H:

REEH, BEAR, RRELEAR, RPEK, 2-8EZC "R, 2
BEX TN,
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CHA:

HER, 3-RHER, 4-BHER;

FH:

“4ZR, HEAR SLAR;

GH: ANHEEK, BEAR.

AR B RIIAR F BUELFEFab, Fab', F(ab'),, scFv, A XUTh ek,
dsFv, & A CDRIIFK R H LY.

Fabsg HH K£50,000 FEMPURE S EHEMPiER B, HPH
EER, EIANEABEEHRER22400 - R LR E ) T A B 1gGEk
BE B B HBEN- SR BE () KA — FFIBANLE BT MBS a7
___.@0
A& Fab BT A E AR, BARNEABLEESCCRGR
R R FIA & B ) A CDRBHEHTAA 3K TR . Fabf)™ £ Al @ L 44 dm i 44
FabfIDNAFE A — N REZ AR EER PR EZARBLE AT, ¥
EE AR S N R A% 40 M B B A% 4 il P 3Rk Fab.

F(ab'), &EBKA100,0005 FEMPURE STEEATUIEFE, H
HRTEHAEOLR, BIANESBGHIgGIRE M BUR X ) —
T4 & W Fab.

ARHKIF(abY), B HEAR, ANEDELHEGESCCRS
5 5 I R A 2 B B N CDRAS A LR SRS o F(ab) 1 AT i — A i Bkt
B R B I A R TR BIFab T A

Fab' 2 HH K150,0005 FEMPURGE SEENHUE B, HAlH
E VI FFF(ab’), BBEEX ) ZHis i 3kes .

AR Fab AR A — MR B, R AR A RS Ak A
FICCRA%F 7 [ N F (ab"), T 3718 . Fab'[97= A=t 7l 3@ i 4m % 5 CCR4
FF 7 RN B A & B B N CDRBZ A 47T 74 [ Fab' FIDN A A J7 4% 41 M el

22
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HAREZARREEMAT, Bz kS N Rz g0 s Az g0 g
LA 1AFab's

scFv & —FMVH-P-VLE{VL-P-VHZ ik, HF— e VHM— M 8EVL
KARANREZANREN S EIEEFP)RERE, FEAHRSGEY
,ﬁo

A B B scFv I 7= A2 AT O 3k B4 9 A & B ) BB 5 CCR44T 7+ R
RV i NCDR# A8 HLAEA I VHAM VLI cDNA, #E4%mIGscFvAiIDNA, &1t
DNA A FRZ AR TR LR BB EZAMEREBST, REBRER
RSN R R B A R iEscFv,

MBI Re AR —FPiis B, ETREFHEREARTURSE S
R scPVvE A R AR, XHFMTURRR —MHHURSES GiE R
SIARPTUR B ERM SRR E S E.

A& RIS Sh e LAk, 0P 5 CCRA%F 7 | B 1] — M T B XL
THREFUA R =4 ATl I SR ER 4R T8 5 CCR4%F 7 i B I HL AR I VHAI VL
cDNA, HEHIEEFIZ 10N RERIERE T HscFVJDNA, ¥ DNA
BAB— N EZARRER AR EZARREEET, REHRIER
1S N3t —Fh R 1% 40 B B A% 40 B P AR BT B XU T R fiAA .

dsFVIET R B R #E & 2 kE, H4E8 A VH
FVLP I — N EERREY — M E R o ME R A
HI R ERIZFE T B Reiter ZF AR AE, REFBEH =451
T Sk & B (Protein Engineering, 7, 697 (1994)).

A B I dsFv 897 A AT R USRS A B ) 5 CCR4%F 7 )R Y
() A\CDRIAEHL A VHITVLIcDNA, #E 4 5dsFvIDNA, ¥ DNA
FARBEEARRERFREZARRES AT, RE¥REHEES
N JRAZ 40 M B8 B A% 41 B R LLER ik dsFv

“HCDRMEHE FHEER 20— R MLEECDRIGE . £1CDR
A HEEARBSEENKEE TS E-

A& A4 ECDRIBEATRE T id FiEr= 4 SREGRIGE CCRA%Y
S RN E AN CDRE A VHMVLEICDRAICDNA, #& 4 i3CDRK)
DNA, EDNAARZABRABFEHREZARERE T, REH

23
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RIEBHE SN EZA RS E LA LAFREIK. &5 CDRAYIAW ATIE
Wi A M L Fmoci% (27 B HEAEE), tBocik(H- T AAEHK
FVR)EER T iE

AEHOPABERATEY, EhlEERAaR. &8k,
F R H R 5 Ak B PR AL 3 R IE B BB e R —

AR BE R HUAAT A ) A ] Il D RO R % . & B RE
FIAk 2 V% B & A 5 CORA%S 5 I W I PR B4 o B B HBE B LR 1Y
NS MEE S CRmMEE, PuRsdiisqr B — & & R BUCE B g
B, sLPUIRE U A Br b BOREBE R (PUE AR T M (Antibody Engineering
Handbook) , Osamu KanemitsuF4%, Chijin Shokani(1994)).

AR TR A, BRI A K AR 88 5 CCRART 7 IR MY
RIFTARE IR BRI DNA S RIS 5 456 (10 E B B RY H A DNAZE #E
k, KDNARAZEREEGET, FHREEEFAEREZHMRT.

ot EM ZERERT, P RERLY), weh@Ed @ R TIES A
ER.

BIFLE RS FEANNEY . SCFIBIE TR S b @,
BIT, IBEEED), A REH AN, S-FURMERE, EHWER), frEREW,
BEEE, HEEER, 4RERC, BRLAER, WMER), HUED
W, KERIE, KERE, KELE), BRIV, =K€K,
HZE KA BRI % (Clinical Oncology) , BARIGKME %<3
%%, Cancer and Chemotherapy !t i(1996)); $T 4 77w 8 [& B 174,
SALTT RS, SREOFS), JERERELY(I, PURIILHK, WIBE3EE), &
FRTRIG, RARERRYE, FEK), SEMETG0, FBEE,
B IE AT AL FI N, AR DR, KT (RAEMPLR
V8F7 (Unflammation and Antiinflammatory) , Ishiyaku Shuppan (1982));
R, BEEBEZE SIS SN EEEEEEZMIUANA
Rl & (conjugate) WITVE, EHBERNELESIAHRE
B K R — W R E B VRS

EARREETELAEARMARE 7. EHEEAaNFE2
(LLJE #R 4 "hIL-2"), A KL 40 i B W 40 B 5L V& R v (LSRR 4
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"hGM-CSF"), A EWE 40 A7 R I8 7 (BL /B #R9 "hM-CSF"), A A
F12 (WLEFRARIL-12"4 . 4 T HBEMSEAM, Wa i meEmE
H, OBERSEER. flu, PE5F0RpEHTE, TETESs
EHREHUE T BEFIcDNAE JRig 8 B ) HARDNAE R —&, 4
BEHRIDAESTUARIDNA, B DNARA FAZ 40 IR R IE A e E A% 40 i
IZRIEEAK, REHE T A EAZ A RS A M IR & Pk,

74 NCDRBHHiE K H 5CCRA4% B R N HIFLiR B BRIK 7%, 1F
M IEEER TEMN A NI TSR ET .
1. %1% ACDRBHEFi &
(DB NFE AR B E

NBACH AR BB Z YA R RIE A, HPRmGATEm
CHMCLEZER BEamA, Bk AL — - CHMCLIE 3
YA MBI R IEBAE P T

AFAEBICR BAEA AFUERICHMCL . 2636 A\ Sy W2
CH FxBHCLEHELY). Al HcDNA. EASIHHMEIRIEE
&, AT A RETE, RERBEAFREATENCK ., LHlaE
pAGE107 (Cytotechnology, 3, 133 (1990)), pAGE103 (J. Biochem., 101.

1307 (1987)), pHSG274 (Gene, 27, 223 (1984)), pKCR (Proc. Natl. Acad
Sci. USA, 78, 1527 (1981)), pSGIBd2-4 (Cytofechnology, 4, 173 (1990)),

pSEIUKISedI-3 (Cytotechnol, 13,79 1993))%% . Fl T3/ R IEE AR
B B FFIHE 9 TR iES VA0 B R 3h 7 A1t 98 7 (J. Biochem., 101. 1307
(1987)), #i&Je § A M7 K BLTRE 5 T FBE 58 F (Biochem. Biophys.
Res. Comun., 149, 960 (1987)), % iZEkKEHHE /B shF(Cell, 41, 479
(1985)FBE 38 F(Cell, 33,717 (1983))%% .

N TR R I AR TT LR SR I3 U A A HEE O 2L RN gw AS H R UL
WEERFE T RIS L, SERANERFE TR MEEEREK
AR A, FRIWEANFUTERERER ST, AR
54T, MPERIHALEEE S A h RIS EZ A KP4, BT
S B 19 N AT AR R IE AR (. Immunol. Methods, 167. 271 (1994)).
BB U A0 N B AL B4R 3R I8 UK B 35 pKANTEX93 (WO 97/10354),
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pEE18 (HYBRIDOMA. 17, 559 (1998))%:.

R NFEA SRR R BA T T34 41 M 3R 18 ACDR# 44
L.

(2) HE D ACDRBAFIAVIX FIcDNA

Zihd NCDRBAEIUAK VHR VLI cDNAR W T3R8 . &5, E#
ok B AE NS PR B VHAI VL CDR I BB T 7 B 2 A B ik
HIVHA VLR FREJEZEE 77 . AIEH A Hiis 8 VHFI VL P FRIEA]
KERTF, RECIRBAME, LHaBEREENEQREERE
KERUEEE T ZIEM APER VHFMVLRFRE R ZER T, LKk
AP F VHA VL FRE W358 F HI R E B F51(, US Dept. Health and -
Human Services (1991)%. A 7 P& BB HBEH M ACDRBHEBLE,
MBS R BN RESEN VERM VLA FREEER T AR
&= E E YR (ZE 60%E 5 B R EBRT .

SRIE, R BIEASIMIHI LA VHRM VL CDREEZE R F 5 B
EIRFHIATAERVHERMVLFAFRWEZERR T £, Kkt A\CDREHE
PRI VHRM VLR ZRTF . BRI BERNZERFI P KIN
I FAE R RINR, Bt IR ZEERT 5 # ADNATF 51 (Sequence
of Proteins of Immunological Interest, US Dept. Health and Human
Services (1991)), % it%wi3 ACDRBAEHA R VHA VLK R ZE R F51 1]
DNAFF . &JLANEH KA1002 200 % H R K E 1A RKDNA, 1f
FEATRIAITPCR, FEXFIEH T, RIEPCRE MR R AT LU & Ak
FIDNARIKE, &S ANVHMVLF R It4s6 M & MDNA. i H, ©
IR 5 Bid 7E & BUDNA I N Rl b 895 R 5| N GE 2 5 R &)1 A
FERATFS, REREI()PHEHIANRETUEREE &Y. PCRAE,
P18 FE ) TE e Bk A, dnpBluescript SK (<) (Stratagene i )5,
EREBRFY, FEAEE IR ACDREBESANVHIMIVLEY
DNAFH ) UL
(3) B ANCDRBEHLIAV HER T

A0 2418 B p OO R B AR A S HTA ) VHAI VL CDR 14
2 APUEHVHRIVLE IFRF, 74 ACDRBEHUAN, HRES
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& MAR T ok B 3E AN 3 i R 46 $L 4k (BIO/TECHNOLOGY, 9, 266
(1991)), ERXANRE, EHEANHEHIECDR, MMHAEFRPHJLNERE
FR R B AR L (R W Mok B E NS R GG A VHM VLI TR & &
M, BEN1ZRAEATEM VHRIVLF ARERFRF AR R R
eI, A TR R, £ ACDRBMBLET, EAFUAKVHFIVL
FFRIRERTFIH, @i 5CORF MR ERZEMEIEN, Sudd
WRIPIET = EHNERS A SR EG AR ERRE, SEEY K
5RE 6 MEAERBRER S S B ATERGEMIENSIDIET KR
M ERERKBRE, UEENEBERMIIRE & F T
(BIG/TECHNOLOGY, 9,266 (1991)). fE ACDRIHFUIA M= TR,
WA BRI L E SFRPVURE SEHAE RN EERZREL REEN,
B LI O X-46 45 L% (J. Mol Biol., 112, 535 (1977)), &Y E#
(Protein Engineering, 7, 1501 (1994)) B T iEM B A T PLik i) =4
k)., REFEH =447 £ ANCORBHEIIIARN 2FHE, 817
SRIEE L AW N TP A CDRBEIUER Fi%. FHit,
DL AEAT 2R SR, FlunmESryEr L MEmiiE, wills
MEMPLIEZ B R RIS GTE T

RIEPCR, KFH £ M H TEM I & ADNAR] 58 BN A& F VHAN
VLT FRAE E R ER T KB, X T ETPCRIFBHIT =4,
WIRAE R 1Q)I PR T EREZER T, UMEIE LR & AT
T HR M.
(4) WE ANCDRBHEIUAKIRILE

A CDRF% #5144 F 38 18 2 4 0 40 22 O] 38 0 K 4 A9 28 1 (2) TR 1(3)
I H H 2 B N CDRB M LR I VHAI VLA cDNA 7T % 2 4m A5 55 1(1) I
AT ik B N VEAL LR R IE AR A BUR VHFI VLI BUE. flan, 24
I 2 PR HIE B IR AL SR T & EUDNAPA 3 B 5" AR um If (& Ak
DNAA T2 12)IAG) M F 4 E I ANCDREEFFR VHMVL) , ]k
TR, FMEAIEAFAANCHMCLEEE LI, En s 1()Im T
RNFEATERE AP U EGEHERERE,
(5) NCDRBHE IR HIE I F ik
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N T BRITEN R E R LR ACDRIBHE AR FUR S &5, H
55 1(4)F B i (9 N\ CDRS #E fU 44 1) 38 18 44 8 FHAS 1 B 3R 18 B4R B Bf
RIE NCDRBHETE. B4R HIEE T4/, REREHAMmER
X NCDREAEGUE, #H, FERIHESRIEEFHCOS-79H(ATCC
CRL1651) (Methods in Nucleic Acids Res., CRC Press, p.283 (1991)). %
RIKB AL T AN COS-T40 f b 11 77 15 B IEDEAE- ] K FE V£ (Methods  in
Nucleic Acids Res., CRCEIRI, p.283 (1991)), Bg%E 4Li%(Proc. Natl,
Acad. Sci. USA, 84, 7413 (1987)) R H U7 %,

FAREESEG, FEHF LERT ACDRBHETAKREEFNI
RS TEM BT SRR IR K (ELISA)RIE; Hilh (dntibody) : 52
= FM(4 Laboratory Manual), Cold Spring Harbor Laboratory, 514
F(1988), HITEHIE(Monoclonal Antibodies): iR FISLE(Principles
and Practice), Academic Press Limited (1996))% .

(6) FaE KIFRIEANCDRBHEHLIA

Fa 5 Hu = A A\ CDRM HE Hi 44 B % AV 4 Al o s 72 585 1(4) T R ik
I NCDRBEHTIIE R IEEERF A GERE EAHR T RS

W RIB BRSNS 4 197715 B35 B 5 FL(Cyrotechnology, 3,
133 (1990))%% .

el F/EE £, SAANCDREBEI AR EEE, R
BEERIEANCDRE H Hu k. L4 & ¥ &K SP2/0-Agld 41 il (ATCC
CRL1581), FfRP3X63-Ag8.6534H0MI(ATCC CRL1580), ] 4% — &t
FRIE R B (defr) B RIICHOZA MU(Proc. Natl. Acad. Sci. US.A., 77, 4216
(1980)), K& YB2/3HL.P2.G11.16 Ag.20 40 ffi (YB2/0 4l ffii; ATCC
CRL1662)%.

SAREBAE, BEILESH B NGA185 B 2 (G418;Sigmad: =)
BRI, Immuol. Methods, 167. 271 (1994)RIBh 41 B 55 = AL 5%
F%, EHFREREANCDREMIVEME NG, MY AREFERTE
PRMI1640 5% #& % (Nissui Pharmaceutical 4= =), GIT £ ¥% 3£ (Nissui
Pharmaceutical & /%), EX-CELL302%:#FE(JRHAE ), IMDME; 3R £
(GEBCO BRLA: ), #40E-SFMESFRZE(GIBCO BRLA ™), ELLZs
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ZMR I INFBS R iX L35SR P IR1G ) R IR R H R LU r A il
Bk P LR R R E P R E D, AR EFRACDR
B, EEFELERP ANBECTENREERNTURS GEMETE
WELISABCRAU AN 2. R, s, ANCDRBHEFLIARIXK
R EALIE I A dhfrY 38 RGN, Immuol. Methods, 167. 271
(1994)).

NCDR#B M FLA T T & A AN R B3 57 g W aifl
(FL4E (Antibody) 325 = F M (A Laboratory Manual), Cold Spring Harbor
Laboratory, 5583£(1988), .57 FEHU{K(Monoclonal Antibodies): [RIEFN
SE B (Principles and Practice), Academic Press Limited (1996)). A {§H
A R R A R k. Bilan, niEd BT E, B EEN,
IR E R A A i AR TR 24l B N IR HTAR B TR 7 1 I HEE EL
LEER B BAPLIES T4 FEE SRR KB B Ik %k E
(SDS-PAGE; Nature, 227, 680 (1970)), WesternElZE(HL4k (Antibody) :
SEI6 = F (4 Laboratory Manual), Cold Spring Harbor Laboratory, 512
(1988), HTIFEFIK(Monoclonal Antibodies): JRIEFNSE B (Principles
and Practice), Academic Press Limited (1996)).

2.5 &P B

RIEAEF 1P TR AN EITE, RABRE TESES R TER
EPER B Bk A BB EFab, Fab),, Fab', sdFv, HAIXNZhRETIIE,
dsFv, & CDRHJAR K HELD.

(1) fl#&Fab

Fabr] il i F & A/KARER A N E A B H G Hl & . ZEARNEH
B E R, YRGBTMAEEFEEOASG SR MG AR, #Eidad
EHAM, MgGh FHFch B 7 BFab, [BW—AJFab(3 5t BEHTAR
(Monoclonal Antibodies): J& 3% 15L& (Principles and Practice), 5 =hi
(1995)). LRIEFUAREZEE EEHAEME RGBT, FabnlHid 75+
T BN, (KWK E T o A ok iR R (8 5 B2 BT 48 (Monoclonal
Antibodies): J& ¥ F1 5L Z (Principles and Practice) 38 =h(1995)). 714k,
Fabth ] i@ i i 4% TRERAAE H KT E R Hl& . B, Fabikzir
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A ISR AR 5 1(2) A0 1(3) I BT iR B £ B 5 VX K DNA B2 FE i Fab ik
EBARP )% . A AFabR A BE, A8 A2k, R EFab{JDNA
BEWIBATI RIS, SEFIEIEPITI06 (Science, 240, 1041 (1988)) K FHL AL
9. Bt FabR BB FA GG KA E T, Fabr] 7E M ASE
AR AR R . B E A TEE RN ERSTENEHETIR
BHIEMRFab, JEERFEER S REN, EHERFabis AT LE
Wb . B~ HFabr] E E I S G AL BN IR F IR P RA AR S
a4k (4K TF2 (Antibody Engineering) , SE#F5 (A Practical Guide),
W.H. Freemanf1Company (1992)).

(2) F#&F(ab),

F(ab'), "JiEiTHEAKBEANE QARG Hl& . ZEARNE
HEEAL T S, 3 ST FabtE B ik 77 v B — (F (ab'), (BR T &
& (Monoclonal Antibodies): J& 38 F13L B (Principles and Practice), 28
=HR, Academic Press (1995)). H4k, HAEILE23)F Fridk 7 1EK
&4, HrPH DRELW AL IHo-PDM, XUE R B % O b s H 2R Ll 4t
HFab', HAGEBE, SUEDINBAE, FEES-SEMTEFUELE
(Antibody Engineering) , SEBkfEBI(A Practical Guide), IRL PRESS
(1996)).

(3) #Hl#&Fab'

Fab'f] i it i 4% TIER AR R A KT Bk il % . 10, Fab'Rik#
PR ST B 1) FI Q) BTk M R IS LAF VIX FIDNAJEFab’ R iA 3
PRI & . X TFab RIERI B, Al EARERIEAE, HEFab’fJDNA
Al ARk . LB $EpAK19 (Bio/Technology, 10, 163 (1992)) &% H
KA. BT Fab REHASNFEEGENKBTFESD, Fab al £
RE L REIRR PR E. EEEHTEERERSNTENE
R IR E TR IIFab’, e e MR R T RIA B, T8I i A
HoriEtk, BERhE, OB AR DA R AN, e
491 R A58 00 4 [BIWL . 25 — B Fab’ 7] EH7 & 5 2840 B AR 22 1) 40 i B
FREAGHEZR U4 (LA T (Antibody Engineering) , 3L
FE (A Practical Guide), IRL PRESS (1996)).
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(4 % scFv

scFv A 5% FA M B AR B K B i i B g TRE Rk % . Bl
BEREEHE 1RDREZHENEERF T K2 IEE T HIDNAERE
FIQFG) I F A R AR VHA VLEIDNA, 724 4R i scFvi
DNA. @i 15 2| #IDNA 57 & B scFvR 1A B8 Al ¥ i scFv R IA B AR
YE Ay scFvRIE B MR, ATLUER(EMEE, HEscFvEDNARERE il A FH
Fik. L EIFEPCANTABSE (i Pharmacia’t =), Phfa (Hum. Antibody
Hybridoma, 5, 48 (1994)) K HELIY) . scPvRIEEAHE F A BRI KM
FES, #— M HRERRE, ARBREHETERERRERE
SR EAREE ARSI scFv. scFvtl ] fE B kR 5 K A &
HIRRRE B AR R, KB E L S AscFv A EF. &
THREHTEARERENHE, ANEREFREEEENscFv, 3
EEMRRARPEAN, BIHNBEEBESSHEL, BEERFTG, B
AL R LR v AL BR A S A B, " T AR Al AN BT . ) — Y scFv
MRS AV ENEHENARER T RAME T HETSEAL
WAL (Fi4k T2 (Antibody Engineering) , SEEEFEEI (A Practical Guide),
IRL PRESS (1996)).
(5) HI & ME R Th REFL 1A

BT SR H & sc PV 2 IRERE T RIR/NERA3 R 101 R E, &
WAL REUE . 2fF F —FhPUARSE BB VHANVLES, AT #)& s
R REGUIE, S MR VHAVLE, & RH WA
B O I SHBE B4R (FEBS Letters, 453, 164 (1999), Int. J. Cancet,
77,763 (1998)).
(6) Hl&dsFv

dsFvAl Rl K E it s TREAR &, 5548, BdERE
SANEEE 1)) Bk M P1LEF VHA VLB DNA W) & & L &
E, AP RIEH AN EEBRREG R E R AR IIDNA. VH
MVLER EFART BT S S — A5 2 HIDNA R AN # dsFvR I Z A H 1M
FeA . AEdsFvRIEEAE, AR EREE, REdsFvAIDNAREHK IH
ANFFIE . SEFOFEpULIY (EHE B TAE (Protein Engineering) |, 7,697
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(1994)) R E KUY . VHFM VLR G B AR S AN EEH KT E+, A
TE /L3R A B A R 8] B P BRI FR B VHAI VL . VHANVL AL IR R B8 B
ERFHRE, HES, BdEEHTEORNERNSIEAREENE
dsFv. EfEfE, m#t—PEd 8 7B Rk i e H 20y
A (EAR LR (Protein Engineering) , 1,697 (1994)).
(7) %% & A CDRIK

& A CDRMBKATE A & i, WFmoc, tBocBZEALL 7 i K il
%o [AFE, H&Y%65 5 A CDRIKHKIDNA, 5 3|MDNAH S &E
HFIEEAAF, LiH&EHECDRIIAK. EAREE M, 7T LT AR
Hik, RERIEEHCDRIFKFIDNAB HARNRIL . LHIEEPLEX
(Invitrogen:7), pAX4a+(InvitrogenE =)k HELY). REBBHE S
NEBEHI KB E, F 7 R B B R B 5 A iR £ & CDR
MIBK. &% CORMIBAAT BB (B BR A 3k48, ml@Ed B 130 #
BN BRI i B U Al (R B R LAE (Protein Engineering) , 7,
697 (1994)),
3. VPO AS & B BP0 BT T AN 1
(1) IR G & TETE

A% BB PR ST PR B9 45 A v P T I8 o B B S M 5
(ELISA), RAHUEEAR(Cancer Immnnol. Immunother., 36, 373 (1993),
18 F tnBIAcore™HI R T M L3R E kMl E . FFale, m4HEEA
CCRAF 4 FFHIH& Bk, I AL EE T — M asE g i
i A E ARG &S 5. RXRFFIFERICCRAG S TE ]
g AR 4 A W B B FEELISATR b, FH SR KRR RN, 1
—H SRR S & B B S S B B Y R ir i g
G R BR N, R A FIRIBOL R VHIE R B R
(2) FIECCRAHH I () = ML

T I ECCRAFRIE By R R, LI 43 FH WA 250k U 48 AR R T
ERIEMICCRANI 1, . J7 A FEE R 2 e PR SR B 2 4 M f N 2.
7. BAh, A 5 i o 40 B i N ARCRA S AL B 8% S R B
RIEELS B R AT BT FI 4 P TR . B TRERA, B0

32



02820882. X oM P E27/97Tm)

A K BE I FLCCRATUB A R S M, B 75 BB 1 SR B 98 S iR B AR 1Y
T A SR AT A

FICTUBE TR T HIFUE A LLE R K 6 BHIFITC, R a2
Ykric s, BURARAMEHIPUE. RERFER AR E B F R
HERM, AEHZAERICHENEER, KL RZEEK
T AU ADE I A A S P I R B BRI HICCRAPUMR (LR — %
MO1ZE10 pg/m)FAT RN, 8 H 2 W A% -5 B 14 XT BT RN FE 43t BBt
PRHEAT ELBOR VP IR B A%
(3) AREEN

CCRA4RZH MR M= E T B M ECDCEYE, ADCCIEMHE R
H R T 1K VP (Cancer Immunol. Immunother., 36, 373 (1993)). FT/=
4 48 i R F BRI BT ELISAEE, R OE TR TR A 41 je 7
PR IR V2R 5E .
(4) MR AL & HE N

PN A & B T CCRAHL 14 45 & e 44 19 75 14 7] i it TARCEUMDC ]
FRACME, EAT/EN 5CCR4, CCR4F A M B I 40 f i H BL B
&S5 EME R . TARCEMDC R # AT 7] 4% #i f9 5: R Frdsic,
LRI R RS, BEARiD, BURARCAZERLITE. BRI SEOIETE
B R WO 00/420747 BT id (U bR SR 58 45-& SIS R T .

P A KR B L CCRAFUR B AR 45 & 1 . v i 4 H Bd e 5
CCRAZE 1 F WML R A A e vm KA il o 40 B S N AT BLR AR 38
i, REF LB EASCCRAFIEMMAZMMAL ST, LW OEH
BN S B AR AR AL, AT AISE AR Y . BAR N S AT
FEWO 00742074 ik B W I CCRABL A5 S HICCRAF IE A fR T
PN 8 7772
(5) FMERA T

AR HPUR B G E B 5 @ A A R kA, Ak
AR IE AR N PR B R — R AR st i .

BRI~ R RRETNRES RN —RFFRE TR AT
Fl&—HMEAQAR, EPERMKEREEORELE SN, FIERERE
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AN 225 AR A 30 2 DR o B B R o oy » 759 B M 2 3 SR T 4 A FELISA
, ELISARTE/REfE. WRFE, & RAKEINARIRECHK it Al 43
A AL TN B RE AL o

A I8 o AR B B AR KA BTV, HAT AT AR e HAB T Y
7 %K & BUIK (International Journal of Peptide Protein Research, 35,
161-214 (1990), “[EFHIKG " , Bg¥J77% (Methods in Enzymology) ,
289%:, Gregg B. FieldsF 4%, Academic Press (1997), “RK&M G ,
SFAEYE % (Methods in Molecular Biology ) , 35%:, Michael W.
Penningtonf1Ben M. Dunn= 4%, Humana Press (1994)).

Hoh, WAEA B A A . BE KA BAE R BRI R A T
E B IK & A AX W 85 Shimadzu Corp. & 7= B Bk & A X, Advanced
ChemTech Inc, USA (MG FRA"ACT" )4 = FIRK & A BLZE ALY 28 5Kk 3k
1T, fFHN-Fmoc-EER, N°-Boc-HEMEELY, eI MR E
HEIRY, FREZEBMNERER. BRPOIIEREHERRE, #H
& B A& BT M ABI Inc., Shimadzu Corp., Kokusan Kagaku KXK.
NovaBiochem, Watanabe Kagaku K.K., ACT, AnaSpec Inc., Peptide
Research Institute F128 DL B 3K .

EAMERR YN TTE, AMERAERER, REEZA
BRI STAEERTTE, TR EER R AR A Bk 4 R 3
BFUEIRA . B, ATHPURIRAIKEERFS], @S HR MR
TR TE MR BRI AR IE & B AR U, RIS B B AR E IR S SR B
ghEiE . WA EE K& RS & B B 4 7S 5 & H(BSA)EZE LA
gig, FHRTELISABCR T EIFN B 2N EL RE AN RNE. 5
Ab, ATHEACR BRHUAA TR Al ) S R R e 2 b nT A A — R Rl
R AR A S SR B, mytkEG R, F A
PR X9 4 & 1A ALK
4. FHPLCCRAFUAFFL N FIE ECCRAKITT %

AR By — b A A B B0 B S 2 S A U A0 E CCR4EL
H R HI R IECCRARI 4 f 1) 75 v .

R A RBR B 4044 () 4 922~ U AT -8 CCR4BY HL 3R THT 3K A CCR4
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RIS B A TR BIE RIR K ICIE, BRI TR S (ELISA), TN tEAE
Er e B IRERIA), REHAFALELRE T E A EMpERE
%, RERASEEEF(ABCIE, CSAWE, ), LRAIERENE, X
LyELISA (B E PR FM (Monoclonal Antibody Experiment
Manual) (Kodansha Scientific i/, 1987), EWML#RBHIRHE &
H| M F5(Second Series Biochemical Experiment Course), 5%, #i&4E
YL = R 5 % (Immunobiochemistry Research Method) , Tokyo Kagaku
Dojin R (1986)).

RERRICFEEEE S EOAR, ARSSELUDS A KARTHER
R, RN S8R 2O AR E B RS & BUR Y,
T R EER PG R (FITC)ERZE M4, 2R J5 AL 2 40 A S0 = 2%
y e )i

B Bk S B R R B (ELISA R /0 B O A0 B sk L AN PR R g ), A
LB A REY), MMEEsR LEWR, 7E, preurali®, BE/K, ERKEE
EXREHAIRAERN, B RNYSRCEBIEEAYIEE. EYES
Mt RERTAES s BN, REHRBOEE T EK
B8, (resultant developed dye).

U M A R AR IE B S T8 AR B0 (RIA) BLFE 16 4 5 1 40 P 0 4 e 3 A
Y1, HASHARFEY, AREFRLER, E, preurali, K, R
WER U A R\APIE R, #—2% kMY 5808 BUN TR
MENPRERE QPSS S A BRRN, REHNRNGEARM &S
A ZF I 8 TR

CREAMPENAEARARAEAERETERNAR, AAFE5XK
RBEIPUER N, RN -SRCHE RGP R R Bk E B iR EL
S R BRN, %Y i R mE R IOLRFITCO) LY, st
NP, LVESE, AEHEMENENR, H5%.

JLELISARZ —F 5%, BT E I B AR B AN F )
PUR YL BRI PA LR 0 —F, HIZEP IIFITCEZE LY, Sl
W EANEE, EWMEFIRLH PR, K B B R A
Y, HHEALRREY), AMRiE LW, M, preuralill, HE/K, R
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BRIV S PR MR RN RERBIRICH I, ISR E
AT RV
5. {# H ACDRB HEHT A B Fiis r BRI J7i%

HTARRMIIARSEREFARR LR EWCCRIFFRE S,
ERUCDCIEYE, ADCCTEMSE4 MBS, ATH T2 A6 CCR4
MRS, TN SRERS. R, Bhka AFENEERF
FIE o Wt = T IE A S B BuAss, AT RATUI e E AR ] B 7R o5& 1)
AMMEENE, AERGREIRME, BNV AT RFER AR E .

F o, AT 4 R A ) Th2 48 B IRl anIL-4, IL-5, IL- 135028147,
B I Ak BE I Bk 2 TS 30 3R 38 1 40 A B R R T 4 4l

EN SRR AFRHCCRAKIE M, Th24H A0S {L4E v 1
BIAIE . AT 4% & B B Th2 40 B PR3 2 & 4L B Th2 48 MR 2 12 Th2 4 i« S
{56, ¥% B4 CD45RA-E{CD45RO+FICDA+45 11 I 40 B .

AR BE BT R B 40 i B vE M2 a0 B A K BB PR 5 CCR4AR 1A
A, MTRAREE, ARHFSAREERTN=4R. HAE0nTE
it 5 5 TRk D FRRR 25

2 W Th2 /5 R B 0% 5500 B RE B9 7 v B FE G0 b B i 4 72 46
LI R E A S R AF A ACCRAPA 48 A

mH, AKEEHER FHECCRAMEEFMBIZ WA, FridEsm
WTh2 NS s AR EEAE, B H T Th2 40 M i = 5 3 i s> 5 1R i
(Epridiiob SR

i EL, A AR & R B B o] ol ik 40 i B vE PR ek /D Bl PR 2:CCR4FR
KM, ©XTCCRAFE R EE WNTh2 A 5 1 5 5 < s B i A $R it —Fb
CWEGRIT HITE, ZIE AR BPUE, FICCRAFE KA UNTh2
I 5 1 Ho 0 PR SR RE RO VAT AT IR, HP EE AR PR E
MEVERLT B

Th2 A SR RRETE, TRBEME=ER R HEH S
PERPIRGE m B B R E N, UM EREREERCEER, o
WS %, TEMMMAELURRR, BRESRABIERENAE, B
KA A RN 2R ALL 40 A 5 | A ) B0 » 1K S 41 B O] 45 Th2 40 i %8¢ 18 3 48 i XL
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AT, 1 Th248 BRI 40 B B T FH AL Bl F 55 7= A 1 AR ) 2 1)
REVE > F IgESF MM BE AL, DL B T Th2 40 M = % oo 5w 15
IR ESIS R

AR ABIGUR AT B, (38 % Uk DL — 2 2§50 i B 2042
., REFAFABART S CIHTNE, ZHRREEE 2D —F
FAF AT EZ ARG T L.

WIS iR, TR ERIGT FERSA NN, WMHORS
AR EMmINES, WORSY, [ERD, HRSY, RTEH, N
WRESS, BRAKIESMRLLRE . JURBURSIILE LBk e 24

Ay BERER, KE, A, BRL R, LR, 2,
EHFL, B, WHIE,

EEHREFIBEEERLT, BER, R, KE AL, B,
BRI B

BARBIFIIFLFURIRE R 8974, A ER AR, #EK,
B, WLEEE, REE —oulE, MROTEE, WIEE; WK, MEZRRE,
BOMEH, B BIRA, Wp-wERERFRES NMEH, mEREEE,
VTR ¥H o

CEE, Friil, Basnl, BURIANSRACLIRIR § 7 A AT R AN AR an ok
NELEE, EERE, R, HEER WA, wiek, BRERW. JEWEF,
INRERRER SR WA AW, WRLGEE, REAHE, WK, K@
WEIES, WARRTERERZE: MR, it

5B E A RRFIRREEN A, 2, BEERASELIHI .

RS B HI & AT R BRI SR, M AR EOR S Y, S
ey Ve P

SR & A E HER, mATA e, EALE, AREREZE .

W55 AR AT ATUARA B okl &, B BE, BRI A RS
A 10 B RO PR TE RS AR SR o, RT3 SR H 43 BRSO N BBURL SR (2 3k
LR BCH TR 7 B RITR L

BB, HMAZRLY. RIEFAESURE R RS 1
Bk, AIPAESER. TS, DRREIF RGBT AR
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B B oh sl .

2 B ASR Al MR B R Ve T N, R TYE, WRIT A,
T, FEMRUEREMZNL, BEFRENEEEEENGRATR
0.01 mg/kg %20 mg/kg.

AR BARSE N L GIHATRIR, EAR A HAZ IR

Bt B 7k

1878 T FRpKM2160Gal ORI EE S 1B

F2 87 T FiFipKM2160Gal LRI ST, . FFo* KRB 2R
TR AR R AR B RIS AL A

B3 875 T FUFipKM2160Gal 3RS TR, fFo*Bn 7 EImEE

P B B 1) S AR IR A ARRE 6 5

B4 BIR T R pKM2160LVOI ] .

ESERT R pKM2I60LVIHIHE SR, FFE5*Ex 11
FR R B 1 58 AR B AR ARAE B4

6 % 7~ T Ji K pKANTEX2160LVO F1 J&i *i
pKANTEX2160GalOLVOKI &5 B,

K787~ TARFEELISA, 7FCOS-7 40 it 4 % i} 3R 1A 5 FF HTLCCR4
CDRE B PIIE I RIEFAEIRB 3 IF LG W, S5CCRAF 7 Ik R Y
H .

K8 &8 TIRIEELISA, £ COS-7 40 i 4 % i} 3% 15 55 FF HTCCR4
CDRB HE IR FIRIEE AR IRBRIEFF LIEWR, 5 CCRAH 73 KA & Y
M, HARIHICCR4 CORBHEHT 42 1 H HABFRK H & 1)

K9 R~ T 4i4k B)HTCCR4 CDRHE HL 44 5 CCRAF 77 Ik Y R Y 1

B0~ T ai{ i3 1 CCR4 CDRE M I E 5 CCR4E F L4
(CCR4/EL-4)H] [ i 4,

1187~ T 4B HICCR4 CDRAHEHLK S5 CCR4EE 4 Ak 8936 AN
P, A P 2R T R AR AR AR SR RE

12 %7 TARPEADCCIFE 1 % CCRA/EL-4 40 AT A 410 B 754

K138 78 73k 8 APBMCHIIL-4, IL-13F1IFN-y 7= 4 04120

W

IR

|
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B4~ T EMPEE AL/ MR EE1ER .
15 7R T JRALpKM2160 () VH4 1 FTpKM2160 (1 VL61 [ #4912 45

102 7R T FURipKANTEX2 160H #1251
1787~ T JRURLpKANTEX2 160 #2245 38

LA K FNBRETR
SR 1
74 CCR4K ACDR# M fi 4
1. Wit miSCCR4M ACDRE M HLIA K VHFI VL #cDNA
(1) Bt wmIBCCRAM ACDRE LA VHF VLI B E R F 7

B 5%, CCRAM ACDRBHE HLIE(H1CCR4 CDR-BHEFLIAE) K VHII R
ERFI R . FRESEH 1P E S HICCRS R PLIAKM2160
(Int. Immunol., 11, 81 (1999))i%F¥# A\ FUEHIVHIIFRI BB T3 R #
fEVHKICDR1, 2M3HEERITY, ZEERFFIR N ASEQ ID NO:,
2H13. 5KM2160EF & E FUFEHERASUERTEEBLASTPIZEF FIGCG
2 71 (Genetics Computer Group =) E N FHI ST RSE, NEFEE
H R B T 5 P R B (Nucleic Acid Res., 25, 3389 (1997)).
LR R E R RVE S RIVR 10 4 A LR, SWISSPROTH)#E FE &
L4 S P01781, Ig EHEV-IIX Gal(Hoppe. Seylers. Z. Physiol. Chem.,
354. 1505-1509 (1973); PLEFR A "Gal") 2 —F Bn & & [EVE T 482.5%
IR, XFEHLIER T PUIRMFREER F7 . (E7EEHE ZE P Gal IFR
RERTH P Al RIL— L SR ERRIR A, HPEX i ArEE
R TR HE AN B A ME— BB 8 (WA P FUAAN R im HI28 F0304 ), PRI R 2
FRIREAE NFUE IR 7 BB BAR K 7= A S (TheE A B A VX 5%
i) B, 1A RKM21609 & I el Sersk 2 AT 45 £ 1E 2841 F130
i, ThefE AV BB AR IR SerfUR . B R I LRI RIRIEE(T
N FLAE 8 Fe 30 & A AR = B A Z (Sequences of Proteins of
Immunological Interest, US Dep. Health and Human Services, 1991), &1/]
N VAN RGN IO
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F R HNSEQ ID NO:4HHICCR4 CDORBMEFLIAKI VHE B F7
Gal0, AT 4% ¥ £ R HSEQ ID NO:1, 2F13 K13 CCR4 R HiE K VH
CDRI1, 2F3HIE AR T B E L O E WA TUAFREER T P&
S A BT RS SEQ ID NOARIE R P K BRI RN
SEQ ID NO:49,

$LCCR4 CDRBE UK VHI B ER 75t 7] iR #E Kabat & A\ A7
SFRMEFFIIRE T

Kabat# A C& K 2T S A AU VHERIE L 2 ERR 731
EHEMERN AP SHRENIZFFS, JFA=MTRHSG 1£1)
(Sequences of Proteins of Immunological Interest, US Dep. Health and
Human Services, 1991). 35 73110 %% BT A BN 2 R ERT
B, AT 4% EEmEERICCRY COREBHEPUE, FAFERVH
HRI= DR EH FIIRFREZERFIIT, ®itiEHFSKM21600VH
MFREERTI AT ESRBEENFREZRFT . RI1ERT AfHE
HIVHEA TR 3 RN FREER 75 FIKM21608) VHI FRE E
BRFH 2 B EEEERER. RIFT7R, KM2160H VHX KIFREER
FRo 5 WA B 7~ BB & f EVEY.

# 1
HSGI HSGII HSGIII
57.47% 50.58% 77.01%

R LIARIL R, SEQ ID NO:38FT/~HIHICCR4 CDRIHE LA
VHERERFFIHVO0, ETEFCCRARITIAKM2160HVHA CDRHAY
RERTIBHEZ AFAEAVHE BRI LH FFHHNFREER F7 8
FiE LM%, 4IZSEQ ID NOJBSEERFIIMEEFRIFIIER N
SEQ ID NO:57.

(2) WitCCR4HI A CDRE HFLIE M VLI R ERF5

F—2, $ICCR4 CDR-FHEMFEHI VLI EER IR W . A
PRI VLI FRIRERR T 7]1E B B HEHICCR4A R FLAAKM2160/ VLY
CDRI, 2HB3MEER T, ZEERFF45 2FE R~ HSEQ ID NO:S, 6
7. Kabat¥ N C&% 2 C A APUE I VLARE K2 875 8 [H
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BEUNMERN TG ERENIFEFF, BN O TR HESG IEIV)
(Sequences of Proteins of Immunological Interest, US Dep. Health and
Human Services, 1991). Fitt, £ AFER VLA WA 42 R 57
FREEMRIFIIF, EHFESKM21608 VLIIFREERRT7| A A & = RIUE
MHFREERFI. R2E7 T ATEHVLEAN W E #EE FEFIRFR
FERFHIFMKM21600 VLI FREEMR P72 B EEH SRS R, W
R2FT78, KM2160KVLINFREZE R P3| 5 MR R B H & & i FYE
8
® 2
HSGI HSGII HSGIII HSG IV
65.00% 82.50% 65.00% 72.50%

WRIE LR R, SEQ ID NO: 8FT/RHIPICCR4 CDREAE LA
VLEZEBRFFILVO, Al#EdE 5 7R R ASEQ ID NO:5, 6, 7#]#lCCR4
MILAEKM2160F) VLRICDR1, 23K RAERFIIBEE ATLAERIVL
WA FFFIFIFREZER T 5| & E AL S BTt 4wiSSEQ ID
NO:SEEM 75| MZE BT 7R~ ASEQ ID NO:53.

(3) BHFCCR4M ACDRE M FAKIVHAIVL

LTI HICCR4 CORB M HLF K VHE B F71Gal 0FIHVO,
FMVLEERFFILVOR K FHCCRAB HAKM2160]CDRE EEE 7
BMEHE SRR APAFREERTF LWPiE. B, BUARR
AFJCDREZERIFII B, ACDREHEMEIIENLE SBE, X
TR ERAR, BN AXIE R W B A SRR R PR 2 [ AN R
FREEREETHRELUTERZEEE S 5COREER T —EH
fi. B, FEARSCHEI S, BT — P4 I DU 8 35 A 0 X & 1478 5 e
HIFRE MR

50, RAFENEA AR E _F& i AHICCR4 CDRI FEHLIK
VIX i) = 4 45 #)(GalOLVOFIHVOLVO0), HHF VX E&H VHK R EBFY
GalOFIHVOR VL ) R E B T 7 LVO I fi 4k . 4F B % 4+ AbM(Oxford
Molecular §l| 7E ) 2K #l] £ = 4 5 # 48%5 , ¥ A 2K 4 Pro-Explore(Oxford
Molecular | /E ) Bk RasMol(Glaxo Hll/F)R#E & B Mt B B B2k Bor =
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Y L5 . FLCCRA R PLAAKM2 1601 V X = 4 &5 74 i vH B LA Yt AT LLAH
R HRMWE. 55, SHEBMEERTI N =4 AT LI E
HI7 MR, HPARETFHCCRARPIIAKM2160/) VHFI VL FRE &
B 75 GalOLVOEHVOL VO SR L8575 KL, A 4% fE HLCCRA R F1 A KM2160
AR AL A R I AR TR EUAR, F HEE HTICCRA T EKM2160HTV
X, GalOLVOERHVOLVOFBIHr=H = 44544

HRE, METHEREAX=Z44H, LMEEFEGaloT 4007 H]
Ala, 42f7/IGly, 434LFILys, 440LRIGlyF7647F]Lys, 9747 1 Ala,
HVOT12847 f) ThrF1974 I AlaFILVOH 2467 Hlle, 3{ZHIVal, 5047 HIGIn
FI88AT H ValfE A #E A\ K 2 GalOL VOB HVOL VO FRE ZE B 5% 2 i X 7L
EENEEE EWARE. EXEEFNEERREDT, 20F -1&
BB A RIUAKM2160 K LS Mk, UMERTHEHE 25
E1H1E R A CDRBHE S VHAI VL

e, BWVHME, #lini&itGallFE A ASEQ ID NO:9, HGalo
HI9747 (I Ala# 1&1fF, Gal2F /= ASEQ ID NO:10, H 1 GalofJ42£47 ) Gly
F4407 I Gly e B, Gal3®E A ASEQ ID NO:11, HH1Gal0I9747 ]
Ala, 4207 (1GlyFla4fr FHIGIy#E &1, HV1ZRm ASEQ ID NO:39, H
FHHVORI284I I Thrif &1, HV2#E R ASEQ ID NO:40, HPHVOK97
PEIAlagE 184, HV3E R NSEQ ID NO:41, HAHVOFI284L K Thr,
O7TfI Al M. ME, MVLME, Flw&LVIE/RASEQ ID
NO:12, Hrofr et ifi, LV2% R~ ASEQID NO:13, H A3 LK
Val#i &1, LV3EKAANSEQ ID NO:14, HA 247 MlleF3 47 ) Valfk &
Mi. 4RFBSEQ ID NO:9Z 11, 39F41 M 12Z 14FT R~ EERITFIHIZ H R
314y Bl %~ M SEQ ID NO:50 £ 52, S8 2 60F154 %256
2. M RILHFICCR4 CDRIAHFLIEHICDNA
(1) MEHILHICCR4 CDREHEHTAFI VHEcDNA

N, AFFPCRMEAESLHEGI1(1)F % i #I4s 8 HTCCR4 CDR#HE
TR VHRGalOR R T 5 HIcDNA.

B, BibE R EEERR T8 5 R < SEQ ID NO: 15H§1CCR4
FFLIAKM2 160 I HEE M W5 5 R 7SS, TERSE B TUREER T
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=%, HERFIEEZABEELT. 480 F—MEEBRBRET
MM EEZHREEN T, BEEEENGERZERTY PRI
H) %S+ i € AR N B 182 1% B 69 F (Sequences of Proteins of
Immunological Interest, US Dep. Health and Human Services, 1991). @it
ERCHENBEEEET, HEaPCRY EIIMNZKERTII(EREHN
TREFERE, RENFELHAL RSB IR FF) R T RIS e8I
VX HERT5FIcDNAFIZHBRFY], FELMAZES Kigfi3
K. WITRIZEBRFIIHE a6 MEERFS, BN EEENS
Rk RAN00 M ZHR(E T HBENZ TR T, IFEEERnES
KEROMZFBRHOEANFF), FH6NE I EZEFRSEQ ID NO:16,
17, 18, 19, 20FA21 LAIE X 5% 1 k. X 5% (GENSET#Il1E ) 8 A5 #M 7 4% &
P o

PCRATHAT Z A E44H0.2 mM dNTPsH1 mMEALEEN RNV AR T
RINEMEZEFRELKEL pM, {#FH0.4 pM M13 5[4#JRV (Takara
Shuzo®|i%), 0.4 uM M133|#/M3 (GENSET#3&)F12.5 87 KODE & B
(TOYOBO#Hi) , ABBEESO nl. RNFITIONEHR, FMEFR
BLFE94°C 30%F, 55°C 307 F174°C 60F}, SR J574°C 1043 £ AT IEFR .
R MR FH QIAMRIEPCRALAL A & (QIAGENHE ) AT4i b, HEH
FRIETCH K . R AE A 108247 BR FIPE B8 4pal (Takara Shuzoffillif)
F110 5847 PR 114 B Nodl (Takara Shuzoffli) #E37°CR M 1/NT. RNVE
VOB T IR AR PR RS UK B, IR 290.47kb Y Apal-Notl 7 .

T2, FH103846 MR |1 EFApal (Takara Shuzoli&) A1 10347 R
] 14 B Notl( Takara Shuzofli&), 13 pg JFFipBluescript II SK(-)
(Stratageneflli&) 5 F Bx, fE37°CRIMNV 1IN Bk B & B 45 8 1 35 A
PEREI IR B, RO £92.95kb T Apal-Notl /1 B .

T—2, B F K HICCR4 CDR H i 18 # VH B PCR 7= 4 1
Apal-Notl F Bz FlfikipBluescript 1I SK(-)fJApal-Notl F B f§ FIDNA
E AR & Ver.2(Takara Shuzo i) A M IAR 3 7= & A0 Ui BE 4T &
o AFH LLIX P 5 SU3R 15 00 E 4 5 R DNA % W # 40 K #F B DHSa
(TOYOBO il & ), 4 U ki DNA M % 1k & 5T B 4 %] %, Big Dye

43



02820882. X o 1 E38/97Tm

Terminator Kit ver. 2 (Applied Biosystemsi& )5 AT HAZ EBL 741 . 1% HF
BRI o g RE, 7 T ERIPHrMES BN ERT IR
FIpKM2160Gal0. FH K pKM2160Gal0¥E 4L KAt i, BN KT &
DH50/pKM2160Gal0 C. £ 7E200148 H 22 H /E AFERM BP-77094F i £E
TR AP (R L (International Patent Organism Depositary) , JRIZAT
BUE NP B R A5 50 Bt ((National Institute of Advanced Industrial
Science and Technology)(AIST Tsukuba Central 6, 1-1, Higashi 1-Chome
Tsukuba-shi, Ibaraki-ken 305-8566 H 7)),

T4, WFEMRE SR 1) F R HFREEMIZIE. Bif
B RERBRENBEAA T T HEIME AN RPTEKM2160 9 & I8 £ %
f5F.

EITR I AlalE M A Gly R FEF, EHPCR, 5 72 I A il 2% 1Y)
25ng TR pKM2160GalOfE HEAR, FES0 w18 R R GEH & IK94°CHn
P54, ARG RMISTEHR, FIRTEHEFEI4C 15F, 55°C 3080 H168°C
40>, ZRSEHHERBE T IANETEEELZREM SR FDNAE A
S ELWEH0.4uM, HEHRRANSEQ ID:22 FI23(GENSETH!E)
M E T, , fRYE™ @i B 2.5 A KODIN R & B(TOYOBO
HIHE) . N RS QIA R B PCR ALK R 7 &L (QIAGEN i 3% ) ik 1T 48
W, RABBAETLEKY . SRR 2T 10847 IR F) M 5 Psid
(Takara Shuzo#li&)ZE37°C i B 1/NEE, 4R & 110847 BR 1| ¥4 B Dralll
(New England Biolabsli)TE37°C RV 17N o [ B ¥ FH B RE HE e e
LYk 7 B, [BIK£90.58kbH I Pstl-Dralll Fr B

T3, 3 ug FkpKM2160Galofd Fl 10 847 BR %l 1 B Pss1 (Takara
Shuzo %l 1& )FE37°C R M. 1/NBF, 2R J& F110 B8 47 [R ) 14 B8 Dralll (New
England Biolabsi)7E37°C & P 1 /NI o 2 [0 ¥ 9 FH 3 A 9 vk e R ik 4
B, BlCKZ92.7kbH Pstl-Dralll }r B .

T —2, XFMNPCR™Y) F 3K 15 B Pstl-Dralll v B A0 A\ ST KL
pKM2160Gal0 & 3% 18 () Psid-Dralll F EX {ff FI DNA E E X 7 &
Ver.2(Takara Shuzo#il1& )] VA MR IR 4 7= in Ui B Fo AT & 82 . (F H LAt A
J7 R E A TR DNAB W AL KT B DHSa (TOYOBOfHiE), M
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BRSO RE & M TR DNA, {# HBig Dye Terminator Kit ver.
2(Applied Biosystemsfili&) i HAZ HERFFF. EBRFII SIS R
2, KRBT R R AR BHisEHR TS SO pKM2160Gall . F 5
FLpKM2160Gall 40 B KAt 18, BI K B # % DHSo/pKM2160Gall &
£ 152001468 A22 HYENFERM BP-77 1077 BUE SR A 5k b0y, b
SATBUEN N AR & 55T FT(AIST Tsukuba Central 6, 1-1, Higashi
1-Chome Tsukuba-shi, Ibaraki-ken 305-8566 H 4%).

TEA2L I Gly 1B A9 Asp, 4447 FIGly B 0 ArgIit F2 R, Bid 3
A b5 _ERABBIE T iEFR R FURpKM2160Gal2, AN[FE 2 4b7E 18 F A
THEEEZ NG HDNAFIMI3Z| ¥RV (Takara Shuzoiig)H EPCR
Y1, Frid& RDNARESEQ ID NO:24(GENSET#HI) 7 HI% BB P
Fl . F BT KL pKM2160Gal2 ¥ (. B K g ¥ &, Bl X fg # &
DHS0/pKM2160Gal2 B £ 76200148 522 H fF AFERM BP-771 1/ 7E
R AEYRB AL, WIAATBIE AL H RG-S AT (AIST Tsukuba
Central 6, 1-1, Higashi 1-Chome Tsukuba-shi, Ibaraki-ken 305-8566 H
),

FFE, FTE LR =MEREMEHD THEITHE. FERENEM
pKM2160Gall FIpKM2160Gal2 X £70.5ug, 8 FH 10847 IR 1 14 B8 Nhel
(Takara Shuzofili&)7E37°C e W 1/NEF, 8K Ja FR 10 B4 PR %] 14 B Scal
(Takara ShuzoflX&)FE37°C L1/, o S I VP B R 1 P . vk 4
B, Ak B pKM2160Gall ¥ K #7 1.3kb ] Nhel-Scal F B ¥k B
pKM2160Gal2 ] K £52.0kb ) Fr Bt . 13 2| FIPE AN Fr B K FI DNAE #4457
& Ver.2(Takara Shuzofflig ) HIVAE WL, R~ A PR T ER:. FH
XA 7 23R AR B E A FUR DNA B U W KT EDHSa (TOYOBOfH
%), TR DNAMNFEALAATE B %, {£HBig Dye Terminator Kit
ver. 2(Applied BiosystemsHli&) iz HERIFF. ZEFBRTH] 5T R4S
FORRTE T B3R AT B MERERF Y H SUhipKM2160Gal3. A
FipKM2160Gal3 ¥ 46 B K I #F B, Bl K % #F B DHSa/pKM2160Gal3 ¢
Z7E20014E8 H22 HYE HFERM BP-77127F UAE SR MR 0,
SATBUE NPV F R R A 19T BT (AIST Tsukuba Central 6, 1-1, Higashi
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1-Chome Tsukuba-shi, Ibaraki-ken 305-8566 H ).

N2, EHPCR, W N #ATHE R SEHEF1(1)F KT #IHICCR4Y
CDRBAEH AR VHIIHVOR & 2B /551 IcDNA .

BT, BT R EER T 5 5 PLCCR4 R BTIEKM2 160 I HEE 47
WARSFIERE —RERNTEIHEERIFY, £/-HSEQ ID
NO:15. F—3F, EERFIIWETNBEFLT. Y—DEEBRRE
FEMMEE ZHBRETE TN, B2 EESNAERZTRTH S
KL B E S T B SE AH B B 3R 1% 5 B F (Sequences of Proteins of
Immunological Interest, US Dep. Health and Human Services, 1991). %%
CHEMEEEL T, F® i mig s Bia VR S5/ 5cDNA
HIZERRFF, fEHS K3 R INAIPCRY 185 | i
FF 5 (B35 45 FH O T I a8 A LA SR8 A TR AL AR 1RO PR 461 M B R B 51) o
W E RIS BRI N ZERIFS, SNEEE NS Kkt
RA00MZEHBR(R T AR M E R TF, XA H K i B A K420
MEEBREFIFS), 614 MK EZFERSEQ ID NO:16, 42, 43, 44,
45F121 LLIE MBERN ;. X 5% (GENSET &I #5) M B 4MR T & AL, R G
pKM2160HV0 A] i 1 75 1t I 7 B ik 79 28 1L F pKM2160Gal0 ) 77 3% 3
% . M Ji AL pKM2160HVO ¥ 14 1) K B #F & , B0 K 5 #F i
DH50/pKM2160HVO0 2.4 7E20014E8 522 H /£ Y FERM BP-77181£/7F
EREDRB AL, BALATBOEAFE W ARG S P ST (AIST Tsukuba
Central 6, 1-1, Higashi 1-Chome Tsukuba-shi, Ibaraki-ken 305-8566 H
Ao

FE2847 I ThriZ i A lle it #2918 F B A SEQ ID NO:69Ff = A%
HRFIINEZ TR EASEQ ID NO2F MM EE FHIHER
HE, HAHSEQ ID NOUFI RN ERFIINELZERICEAES
SEQ ID NO43FrmMIZEH R AN EZL TR, #HIT5ME LRk
pKM2160HVOAB L) [ i, K18 BA H M EFRF 5 HIpKM2160HV 1 .
H JR R pKM2160HV1 % 14 B K g # &, B K B #F &
DHS5a/pKM2160HV 1 E 4 7E20014E8 H27H {E HFERM BP-77191F M E
FRAEDRIE L, MIATEOE AP AR S 57T (AIST Tsukuba
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Central 6, 1-1, Higashi 1-Chome Tsukuba-shi, Ibaraki-ken 305-8566 H
Ao

TE28A7 M ThrfE i lle, 97TAIMIAlfE i NGy EiES, [FHAR
SEQ ID NO:69 7= B H B 5 1 1 BEAZ H R B B SEQ ID NO:42
NIZERFFIINEZER, FHEESEQ ID NO:M46F R EHRT
FIKI B TR E EHSEQ ID NO43 IR TF 1 BT,
fE fI 2 SEQ ID NOATFT /R M H R FF M EZ FHBRMAE EHSEQ
ID NOASFF "R ERTF VM EZ TR, #7582 LR R
pKM2160HVOARUK] R N3k 18 B H H MAZH R F 5 FIpKM2160HV3 .
M K pKM2160HV3 # 40 ) K B AT & , B K B &
DHS5a/pKM2160HV3 2 £ 7£20014E8 H27H /E AFERM BP-7721 11
EREYRB L, HILATBUEAZ LRGSR FT(AIST Tsukuba
Central 6, 1-1, Higashi 1-Chome Tsukuba-shi, Ibaraki-ken 305-8566 H
Ao

FEITHR KAl B AGly IS, FRMTHE. § %5810
pKM2160HVOF pKM2160HV3 K £70.5ug, 15 A 10 B2 A7 [R 41 M B Nhel
(Takara Shuzofli&), TE37°CR N 1/NAF, SR JE 1108847 R & B Scal
(Takara Shuzofili&)FE37°C R M. /N, o N VA VR PR B e 6 e e 0k 43
B, [Bl i >k B pKM2160HV3 K £ 1.3kb K] Nhel-Scal F Bt 1%k B
pKM2160HVOH K £52.0kb I NAel-Scal Fr EL . 8FIHIBIA H Bt % FIDNA
BRI & Ver.2(Takara Shuzofi# )& RIIRIE 7= 5 (03088 Bt 7%
B EH XA 73R8 1 E 4 TR DNA % B # 1k K 7 #F % DH5a
(TOYOBO#ii&), % — A DNAMNEALIETT S H4%, 1#HBig Dye
Terminator Kit ver. 2(Applied Biosystems#Hili&) T BH R F5. %R
FEol s 12, 3R15 7 BB HMEFR T K FkipKM2160HV2.
M U ML pKM2160HV2 % L B K B #/F &, Bl K B &
DH5a/pKM2160HV2 24 7E200148 H 27 H /£ AFERM BP-77201£ /K 75
TRMAEDRB L, BLATBUEANF AR LS FFT(AIST Tsukuba
Central 6, 1-1, Higashi 1-Chome Tsukuba-shi, Ibaraki-ken 305-8566 H
).

47



02820882. X oo P E42/97THW

(2) WEHILHICCR4 COREHHIAT VL KIcDNA

FAVHEE L, RIDLFEF1H91(2)F T HIHICCR4 CDRE L
WHIVLILVOR E R 77 ) cDNAI M, RAPCRU Fi#AT. 7Ll
OUF, EASEQ ID NO2SH R R AR T 5 I HCCR4 R HLIAKM2 160
L2 FAE il 5 5 751

H5E, AAEFSEQID NO:26, 27, 28, 29, 30131 FriR i £
FEIBI6 & B FEF B (GENSETHIIE) . 18T M50 pl RNER 3 N
BMEZETRELIKRENRN0.1 pM, {£/H0.4 uM MI13 F|#RV (Takara
Shuzoi&), 0.4 uM M135|#JM4 (GENSET#3&)5SEQ ID NO:32F 7=
HIM135|#M3(GENSETHi&), F12.58 I KODXE & E(TOYOBOHIi)
BEATPCR. R NMBHATIONMEH, B MEFRAFE4°C 3088, 55°C 30%070
74°C 600, SRJE72°C 1043 80iEAT1I/MERS . RSB QIABIEPCR
AR S (QIAGENSIE AT AL, BEBBALE KT . RNEHR
5 B 105247 PR I BR EcoR1 (Takara Shuzo#)3# )F0 102847 FR 41|14 B8 Xhol
(Takara Shuzofili&), TE37°CR M1/ fio o7 5 VB0E 1o B Fgbi i g el vk
4y, Bl KZ0.44kbHI EcoRI-Xhol FER .

T2, 158247 BR #)t% BE EcoRI(Takara Shuzo i )F0 15847 BB
iV B Xhol( Takara Shuzofilig), 1#83 ug JFiipBluescript II SK(-)
(Stratagenei|1&), FE37°CIRIV 1/ 1 2 B ¥ VRO 1 3 A WG foc L ik
SE, [E K Z12.95kbEI EcoRI-Xhol /i B .

T =3, B2 K HCCR4 CDRB HH Fi 45 1 VL # PCR 7= 4 )
EcoRI-Xhol fi B 1 Jii #i pBluescript 11 SK(-)HJ EcoRI-Xhol }r B, ¥ H
DNAEH & Ver.2(Takara Shuzoflis ) HIE I, RIE~ S0 HE B
BEATIERE . M H DL M7 USR8 I E 4 SR DNAB R 4L KT &
DH5a (TOYOBO#i&), ®H FiRDNA MW IATERE 414, 1 Big
Dye Terminator Kit ver. 2 (Applied BiosystemsHll1&) 73 ¥T# H 8771, #%
HRITPVISTNERZ, RE T R4FTRKES B W RREY Rk
pKM2160LV4 . F pKM2160LVO %5 (L B K i AF B, Bl K g #F &
DH50/pKM2160LVOE £ 7£20014:8 H22 H/E HFERM BP-77137£ 17
ERAEDR L, MIATBUE AP B R ZEE W5 FT(AIST Tsukuba
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Central 6, 1-1, Higashi 1-Chome Tsukuba-shi, Ibaraki-ken 305-8566 H
Z: N

T3, WNBWHESSHES 13T R HIFROEERBKRE. &
i fa B R R A BB 2 IS 1 4B 1 0 B Pt KM21609 & I1
RIEIE ST

2R B M A Val iy F2 4, FHEH SEQ ID NO:33 /R~ K%
HERF IR EZERREEESEQ ID NO27TF RHIZ TR IFFI I %
i, #1758 LR R pKM2160LVOFIKI R, KEESERK
BH BB ERFFHpKM2160LV1, . A pKM2160LV 11k H
KBF &, B KT EDHSo/pKM2160LV1 T4 7200148 22 HYER
FERM BP-77 1417 IEE BRI AM R T L, MAZATBUE AL E ARG
BB (AIST Tsukuba Central 6, 1-1, Higashi 1-Chome Tsukuba-shi,
Ibaraki-ken 305-8566 HA).

L3 VallEii g Leutt, VIFEAER TR, EEFHEHBSEQ ID
NO34FI A ERFFINFZERAEEESEQ ID NO27HRiZ
FBRIFIWEZER, KBS M E 89 5 A pKM2160LV2 1
pKM2160LV3, % EAMFGREARBE MR, FHEAHSEQ ID NO:35
FrRBIRZEHR Y FEZ TR AZE REESEQ ID NO27TF R TR T
FIMIEZ T B . H B pKM2160LV2 4L KA E, B KB &E
DH5a/pKM2160LV2, i FifipKM2160LV3ELLHI KT E, B KIEFF
B DH5a/pKM2160LV3 B 4 7E2001 48 H 22 H £ AFERM BP-7715f1
FERM BP-7716% A7 IRAE TR AR T 0, MILATBUE A HR
ZZ 5T 7 FT(AIST Tsukuba Central 6, 1-1, Higashi 1-Chome Tsukuba-shi,
Ibaraki-ken 305-8566 HZA).

(3) MEHCCR4 CORBHEFIERIRIE R

W, A ANBEAPUIERREE ApKANTEXI3(Mol. Immunol., 37,
1035 (2000)) 1 5E B 1 B 2(1) # (2) F* 3k 15 #Y 5L KL pKM2160Gal0 1
pKM2160LVO #J # #1 CCR4 CDR #¥ H i /& 11 & & & &
pKANTEX2160Gal0LVO0.

S 1 B92(2) 5 3R 48 B FURLpKM2160LVO(3 ug)5 10 2847 PR & #
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B BsiWI(New England Biolabs#ili&) 55°C [ W 1 /N, 4K J5 A1 108 437 BR 4]
P B EcoRI (Takara ShuzofilliE)37°C & N 17N o 18 i 3 AE BH R i L vk 40
B NSV, [FI K £90.44Kb A BsiWI-EcoRI A ER

T2, 3 ng NFEALHUETRIAHApKANTEX93 55 10 5 47 f5 1
P BFBsiWI(New England Biolabstili&)55°C i B 1/, 2R 5 110 547 R
il 14 B EcoRI(Takara Shuzoflli)37°C & B 1/t o B i 35 B 0 6% s B Uk
G RNV, Bl K 2912.75Kb A BsiWI-EcoRL A EX .

T—#, RIETpKM2160LVOK H B BsiWI-EcoRI fi Bt FI K JE T
pKANTEX93 ] H ) BsiWI-EcoRI /i B 1f I DNA % # i # &
Ver.2(Takara Shuzoil|i& )R], RIE™ M ABHITIEE . FH L
X R 77 ARG E A FURIDNAR L KA B DHSa (TOYOBO#IE), M
k45 Bled B/~ JUR pKANTEX2160L VO,

T—#, SERFIR2(1)FIRE BRI pKM2160Gal0 3 pg5 10847
BR k1)1 B Apal(Takara ShuzofiliE)37°C N 1/, 4R 5 110 847 BR 4114
B Notl(Takara Shuzo#|i&)37°C st N 1/ o 38 o B AR W A6 Bl vk 40 B f2
MR, K £50.47kbE Apal-Notl F B .

T3, 3 ug BN TR pKANTEX2160L V0155 10847 R 44
B Apal(Takara Shuzofil|1&)37°C x B 1/NEF, 2R 5 7010 8247 PR ol 4 B
Notl(Takara Shuzo#|1&)37°C & R 17N o T8 i Bt BiE W 468 S FRL VK 20 B85 IR Y.
VW, Bl K £90.45kb B Apal-Nod Fr B

T2, RIETpKM2160Galof] H #) Apal-Notl Fy B 0K Y5 T ki
pKANTEX2160LVO0 ] B i) Apal-Nofl /i Bt £ FI DNA & # R 7 &
Ver.2(Takara Shuzo |3 # L, AR B 36 PR TIERE . [FH L
SRR 77 IR 15 B9 B4 SR DNA Y R 3% L KB AT B DHSe. (TOYOBOfH
1), B FORDNAMEE A 50 B R ol 4%

XFEEREH R R EH R FIIE NS R, i Big Dye Terminator
Kit ver. 2 (Applied Biosystems§l1&) 7047, iF 515 2 &6 B /R B3R IA HiA%
pKANTEX2160GalOLVO, H FIDNA 24 7 B EhZRE A F .

Fioh, A VHAVL EFAH R 5SSl & R EE8E, EPhaiEHvo
HH AR FRA S R BR IR B B 1
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BARRI R, 224F1E 48 pKM2160GalOLV0, pKM2160GalOLV],

pKM2160GalOLV2, pKM2160GalOLV3, pKM2160GallLVI,
pKM?2160Gal1LV3, pKM2160Gal2L V], pKM2160Gal2LV3,
pKM2160Gal3LV], pKM2160Gal3LV3, pKM2160HVOLVO,
pKM2160HVOLV1, pKM2160HVOLV2, pKM2160HVOLV3,
pKM2160HVILVO, pKM2160HV 1LV, pKM2160HV1LV2,
pKM2160HVILV3. pKM2160HV2LVO, pKM2160HV2LV3,

pKM2160HV3LVOF pKM2160HV3L V338 i 4 SE 5 1 192(1) F F 22
pKM2160Gal0, pKM2160Gall, pKM2160Gal2, pKM2160Gal3,
pKM2160HV0, pKM2160HV 1, pKM2160HV2F1pKM2160HV 35 SE {7
1 /) 2(2) FF ¥ & # pKM2160LV0, pKM2160LV1, pKM2160LV2 F1
pKM2160LV34 Al & & T .
LA 2
ST 4 FRIEPLCCR4 CDRB FHHLAA:
1. {8 FHCOS-748 fL(ATCC CRL 1651)#kH} R X HICCR4 CDREHE I
(1) FECOS-748 i o ) B i Rk

18 &8 10%FCSFRIDMEM# 37 2 (Bibeo il 1), 1x10° 40 /d/ml
COS-748 i L2 ml/FL o> EAE6 FLIR (Iwaki GlassHliE)F, 37 CHFRE®K.
%100 pl OPTI-MEM¥E 73 (BibeoffiliE ) fIA3 ul - Fu-GENETM 6 %
IR F(Rocheli), HA#— LA ngLHEF]1H2(3)M H3R1FHI22
FhiHICCR4 CORBHEFIEHIRER AT G —H, IBEWE=E TRE
15475, FEEDNA-IRREE &k, B RNBEBRZBMAZ LR
COS-7T4fF, TERE, RE3TCHFE. BRI E, B L
B, TSR BB W P HICCR4 CORBHETUAIE A HIE N .
(2) ACCR4HIHCCR4 CDRES M HLIAH & NP VE Y

BRI 2R BRI R 37 HIEW RTE I T AT VR

A& (SEQ ID NO:37)# ik fE ACCRAH AN X K, Bl 55T
CCR4HL & FIIAKM2760 )R Y., ZHLERTESFH 6129 Hl & R AL 15
KM2760 (FERM BP-7054);=4 /). A T 1EEITELISAR &N 2 H4F
FAL&1, H1%H EBSA(LEILTE B & H) (Nakalai Tesquei|ig) 4 &
¥, FFREBURE. BN, ZERERAMET, 25 mg/ml SMCC (4-(N-1h R /it
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TV % B R ) 2R 2 fe-1- 7R BRN-F2 25 T8 1A B P X 8 )(Sigma il 185 )-DMS O
100 mIZE I A E 55 10mg BSARI900 ml PBSE W H, FHiBFHH30
b, 1 mUR NN AT 2 H25ml PBSF ] i — MBI A L,
WINAP-104:%5, HI1.5 ml PBS#HEB 83 B vk FH EBSA-SMCCIF#L(H
Asgo METHEBSAKE). F—F, 0.5mg &P+ 1250 ml PBS,
RIEB TN A250ml DMF{F L & e &E /8, REERREF T IA
FIRHIBSA-SMCCEMR(BSA S B 1.25 mg), BABFEINN . RNE
WAEPBSHACENER, MEFMABSEMLMELIREAH0.05%, R
FERBIFREYHEH22mmERRITIE, BRIBSA-LEHIER

0.05 ug/ml&& K EYLIS0 p/FL5r 3% 2 96FLELISAR (Greiner !
Yy, KT, 4CHELR. FAPBSIEME, LL100 p/fLInAEHE
1%BSAHIPBS(th E#7 4"1% BSA-PBS"), £ =& T &K 1/ At DLRH B 5k
ArEHEE. H5H0.05% Tween 20FIPBS(Bt/GFR A "Tween-PBS")
EBUWEANLE, BEREEIE LEW LSS0 p/FLiInA, EER NI
INEF. R R FORE S A Tween-PBSE®RFNFLZ G, H1%BSA-PBSH
60004 11t EAL W BE AR I EHT A IgG(y) LR Wi(American Qualex ]
EOWEN Z W, BASO w/FLin A, EERTRMINE. REMAH
Tween-PBSIE¥E 2 /&, S0ul/FLINAABTS JEME R (EIETE1TT0.IMAT
BB R PR (pH 4.2) P IEAR0.55g 2,2'-B B - (3- £ FE 55 JF 18 e wpk-
6-FAER el & W, FFIEF AR I W/ mlid EHE) U E &,
It 52043 il i LASOul/FLIN NS % SDSH R & 1L R V.. ZJ5, E415nm
2 IR

FIRE, R T LB SE BEW AP A NgGHURRRE, HPBS
FERE20001% () 2E 41 NgG(y)FiAE (American Qualex®li&E)FH E LR -

LRI RTRIE R’ B r . 8 M ACCR4 CORBEIEE ~5 A&
PUAKM2760 L A8 [F] @35
2. 18 IS4 i FR € R HICCR4 CDR-BH H11E

181 F SE R 1 B92(3) P $R B HIHTCCR4 CDRBFE HUA K Rk EAE,
S48 i 7 2 R RIEFTCCR4 CDRIAEUIE
(1) fE KR BEEEM A YB2/04 M (ATCC CRL 1581)H (1F&5E &k
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Wt K M N CDR B A #1176 1 R 15 R KL A IR #1 #f B
Aall(TOYOBO#IE)E A, ZRIE TR HI RS, 10 ug M
L= i B 5 FL(Cytotechnology, 3, 133 (1990)F A4x10° M KRB
BE M R YB2/OAIMI(ATCC CRL 1584, RIS ATE40 ml
H-SFM (GIBCO-BRL #l]3& )35 Fr 2 (A8 N5 % A5 4 M5 (FBS))H, LA200 ul/
FL 2 BC 2196 FL 13 & V7 7 X (Sumitomo Bakelite#li&)F . 7E5% CO, 3
FEH3TCEFIEIRNGE, FEMAGII8(Nakalai Tesquefil|i&)E K E 1
mg/ml, FFEREEEEFR1 E2RIREFGAI8HI LA,

MEIRGAI8TIHE F AR T R Bl & I FL P B i 5% EiEwW,
I SE 289 1(2)F B s FIELISAT & #%5 5% & W F $#1CCR4 ACDR#
HEPUEPURSE &IE T

ATHENFAREE, RAWERT AL, £EFERP R
MR IEPICCRA A PLERIFLF AL 18, B IFEEH Img/ml G418
FSOnME FBEMS (I EFR A “MTX” )HIH-SFME% FEEEH, X3 1812x10°
MH/mIFZE, Pliml—0 9B 224 FLAR F (GreinerfilliE), Frid & L
e 2 dhfrE K =4 — S BRI SR B 15T . 7E5% CO, BEFrfET37°C
BF1Z22E, B3 ERS0 nM MTXFIHERELIE . HEMAEL PR
AR, BEEF2E1Q)F AT /R FELISAN E 355 5% LB W P HLCCRAAN
CDRBHEVUAMITLIRE 15 M. R TAEEF LER T RINFRIEHICCRS
ANCCR4BHE LB ML R b4k, Bl ERITEBIIMTX IR E 2
100 nM, REHINZE200 nM, HLRBRBAEZH Img/ml G418H
200nM MTXHH-SFMEFEFAK, HF e EFEHCCR4ACDR
BHETBRE A, S TREERBHELE, BAREREDTHT
AR 4y B (PERE), $R1E BRI FICCRA N CDRBAE LA & 5 Rk 1) 85
AR T B . I 3R 1A A pK ANTEX2 160Gal 1 LV 32 K £ 35 $R 15 /7
PO AE 7= 41 BEKM8 760 11 it 3% 1 B A pK ANTEX2160Gal2L V3 2 A 4%
RGP AE T 4 RKM8759 2L & 7E 200247 A 30 H 4 7 /E 5 FERM
BP-8130f1FERM BP-81294FJHTE T M AW IRk 0o, MIZATBUE AN
M H R %5 & 1 93 BT (AIST Tsukuba Central 6, 1-1, Higashi 1-Chome
Tsukuba-shi, Ibaraki-ken 305-8566 HA).
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QM IEEF LB R F 4i{bFICCR4 COREHEHU A
HERGASHI M AR E IR & 1Y, BFREME 3002
1,100 ml & HIRE H5%HIDaigo's GF21 (Wako Pure Chemical Industries
&)W H-SFMIE IR, RFHEIRIBRSK. ARaH, RIUER LER.
18 1L 13 F Prosep-AfE (Millipore il i&), RIEMHHI VLAY, M KL300
Z1,100ml 3% HiEWR 4L HICCRA CORBMFUIR, HEMKER
il
3. A4k HICCR4 CDRIAE TR HIIE HEVE
18 F Sk B HLAB AR P 40 L FUCCR4 CDRB FELFLAR K AFMiE M, Bk
(7 40 Bl R 3 i 3 1A 8 4K GalOL VO, GalOLV1, GalOLV3, GallLVl,
GallLV3, Gal2LV], Gal2LV3, Gal3LV 1M Gal3LV33 AYB2/0(tt /5 7 7
T8 %% 4 "GalOLVO0", "GalOLV1", "GalOLV3", "GallLV1", "GallLV3",
"Gal2LV1", "Gal2LV3", "Gal3LV1"f1"Gal3LV3 ")F IRE I,
(1) fl5E ANCCR4HIHICCR4 CDRBHFUIEHI & EHE(ELISA %)
PASE B2 B9 1) I AT ik 5 iEAB R i 7 AT E . 45 REE9
R, FFHICCR4 CORBAE L B 5 AR &HLAAKM2760 /L F#H
& B T
(2) FICCR4 CDRBAEPIIARS B B R IECCRAMI A A4 M 1) e B (K
JeHAEER)
2x10° B E ZHICCRA/EL-4 ML, MBS EFI3HRIE N =B CCRAFE
% 40 B o B FI96FLAR o I FHF AC S5 I YBURE R B M 4l A X A4 AT
B 1 R B g B B9 N SR BR AR B (Welfide )i ) 22 W BE 43 51 24 10
ug/mlF03.75 mg/ml, HI&PIEEE, LL100 pl/FLINALLHUARIR, FEUK
gz B3040 FERBRMERTER, 10 pg/ml HLAIL-55Z FaBEHTik
(WO 97/10354). FHFACSZE M #200ul/FLIZELEP X G, EASOul/ LI A M
10015 FIPEAR T I 5T N1gGPL i (Coulteriil i ). FEVK T EEIG RN, H
FACSZEHR200n/FLIEER = IR G, RN =) &¥F7E500 pl FACSEE M
B, RGN E R E .. G REEI0TER. TR HICCR4
CDRBAEFUE B n5 Ak & HUEKM2760 JL 48 7] B35 1 .
(3) WEHCCR4 CORIHE A 5 N CCRA% & BI7E 1 (BIAcoreiZ)
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BT BRI E S S VEN, W R BlAcore2000(BIACOREH)
TV 5E Z AP AL AR & A vE . XSS T, HBS-EP(BIACORE
3 I VE R R RE SR E Bl B 58, 0.05 pg/mILEPIIHERS
WIVE A E AL BICCRAER Ak, LS wl/ 4 B FE N 24825 3L SA
(BIACORE#i) I, FFREEEferdsk b

4 pg/mlE M AL FUARE 20 ul, LLS pl/4r BOFE A 26 % R 2E
M EI LS -E B R ES L b, BnEEE, WINARE R N4
bh, RGBS pnl 10 mM HC1H A4 RS LMERE. FHX
FhOTE, BLRE T WEWIHIZ A RN H 2 (sensorgram).

SREEIT R, QLR RIREMRU), Rtk
HIREA k. a0, 1,000 RUK N KL ng/mm® & B RKRERLL.
BRKM 27608 BERENNENESENE, FANEWIERT R
BB ESENE, BRERERNFRNEEENHEE. H—H
T, SFPCCR4 CORBEHEE R T 5 AR EHEKM2760)LT+8[F
HMRE R N, BENESY1E5CCRAF I RIG & RN KGR E
1R . BB CDRIFHICCR4 CDRBAEFIAEGalOLVO B /R & K
M SvEYE, FREEBMBRENBMHATEMESEN. &R ErH&k
R A TE A B RS S5 R RIHICCRA CDRBAEGLAF, ATIBIT
¥ B HUAKM2160ICDREB M E &S M APBFR L, HI&EEE®S
ARG HCCRA CDRBAEHUE, ATRIEFIAVR =44 WEEEX
fE o E M EE MFREER AR, FEEINSCORBHEE . Mt
TE 7 52 A5 7 46 4% B HICCR4 CDRBHHIA SCCRAEH R BHILE &iH
M, S5RPUER ARSI E NS REEYE TR, JFEAR
B % AR S YR IT RN
2.51CCR4 CDR# HE HR K44 7 41 i 3.5 T (ADCCE 1)

59 T Y SEHE1212(2) T 3R B 4L I FTCCR4 CDRBAHTUIAHT
AN RETE T, Qi E HADCCHEH
(1) &R

£S5 £ B3P RBIANCCRAT R EZMAWCCRYEL4EZEFREETH
10% FCS, #10.5 mg/ml G418{{RPMI16403; 72 H(GIBCOHli&E)H, L%
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1x10° 4B H9/0.5 mIFEE . EEINAL8S MBq HEMKE B
(Na,’'CrO,) (Daiichi Pure Chemicals#li&), JB&AE37°C/RM1.5/NET,
fERM FEhric M. RN/E, HEHERPMII6405FRE T R EFIFE.L
PRIE =R, EFBFEEFREYT, REEIKT4CEFI05E, GRE
BB Y . EOJE, FEEIIMASMIEE 10% FCSHIRPMI 16405; 5+
B, EF2x10° MR/mIKERE, 1EhHEAIER.
(2) il R0 40 BB v

RS 2008 47(200 pl)ATZEH97F 5% (Takeda Pharmaceutical
BOHIVE ST SR A A B AN A (60 ml). FARERF A AR B ALK
(Otsuka Pharmaceutical ] & ) ¥ H B MW &, & =& 3 120ml.
Lymphoprep (NYCOMED#H#|#)PAS mIr B Z RE ISmIBZ BRI ELE
(Sumitomo Bakelite®#li%)+, 7EH EEE10mIBHBKISME DL, RSP
ZEiH T 800xg & 0204 8. METHE B .LE R L 3% Z A1 Lymphoprep
B2 A JPBMCE 4, BIFESH 1% FCSHIRPMI 1640358 2 (ML EFR
4 "1% FCS-RPMI")H, 4°C , 400 x g, SOEBLMWIKGEER, RE
HEEIZF5x10° 41 f/mlfIEE, RERMN A M.
(3) MEADCCIEM

()4 & IR B LS50 pl (1x10° ZAf/FL) o B 3EURLE96
FLAR (Falcon®lIE)HIFLA . F—24, 7EQ)PHIZ R 40 100 pliE
ITER(5>10° 4AM/FL, RV SEAMAIERANS0 ). T,
IIANEFHCCRABK A iR E B LW E H0.1 ng/mlE10 ug/ml, JBEY)
TE37°C R N4/ . R, THREL, BF100 pl HEERT CriNE
Widy-TH B ke . LA BRI R AR, R BT A RN 4
BB, I E EEBRR IO R, HE BERM BN Cr
g, U ERMEBRAR, REMABEFRERZIUEER, M1 N &
BN AR, T LW Cri 8, WE SR Cri R,
ADCCEH BT Py E .

ADCCE ey (LS EEMHTCHEE) - (HRBMIT CIR) | g,
C'er B - (AERBK CriE)
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ZREERFER. WMEEI12FF7R, JICCR4 CDRBHETIAAEH
TR AR PR BB W A O B v 1
5. FIHI APBMC ™= 4= 40 Jfd BX -+ A R R

f$ F{HCCR4 CDRBHEHLIEGallLVIFIHk & HLAAKM2 76046 U #04i]
WP T AR R . BUIL-SRPUE P VERR X R

DLSE HE 12 414(2) FF A8 R 5 040 BEPBMC, R LA1x10° 4R/l 4
FLEUR RIOFLAR T, AP T ZZIRE A lpg/ml, SEIRES
200ul/FL. FE37°CHEEEFR24/NE, [ HN5% CO,, FHFFADCCIEME. FE
%J5, £1100 wl BEE, IOA100p1EE 100 ng/ml PMA (BRI S
R ZBRERAN2 pg/mlE T B = (SIGMAFIE ) IR, LR AS0
ng/ml PMAFI pg/mlEFEER, RHBARFSAREF~4. 5IAE
KRV, FEgR24/Net, [ELCEESE LWEW, FAMREFRIEAF&
(Biosource i) EIL-4, IL- 1381 FIEAFN)-y. =4 BFNHILL B #97
R 3E T T B/ D P AR R AR AN M R T AR R E U 0% IR, FRAE
1370 R . WEE3H AR, KT & HI1EKM2760, N T HiCCR4
CDR¥ M HLAEGal ILV3 4 AF B 3105 Th2 48 f Kl FIL-4 F0IL- 13974,
{BXTh1 248 B B FIFN-y B B2 IR R /) o

4 R BB E SUE I NN 41, A HICCR4 CDRBAEFUA
R/ B RG 2 RIACCRAMTR AR, FEAL R, RAEMHI TR AR~
A Th2 40 A R T AR08, [RIE AT F 9897 B2 I ATh2 A S 1) e TR
WA EEENG, TR R AR .
6. A AL /NAR B = N4
(1) /B A/ MR

I] A BN oF IO B L BE S R AN /1046 R B3 2% AT R BR B, JF
2R S DlSmlf B I 4 Be k1S mIB EE (Greinerili&)+, EET
0xgBL L 104781, W LB, #H— P EET1,950xgB 0107787,
#E LEWRE, FEFACSE MBI RIFTUEY), =R T1,190xgE 057
R TTIEY) - FHIRTEFACSZE Ml BVFUTiEY), LIAHRE #9757 LB
SR 5 VUE T 2 00 I MR A I FACS 2 B B 2 K411x107 JLTE/mli
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(2) M/MRGEE

B2 03T P 3R 15 R 4l AL HICCRAA CDRB HEFTEIIA
100p1H) 6(1)IRF3R1F 8 ML /PREIR P ZIRBE10 pg/100 pl, ZEER T 8
R ME305 8. YEAXT RN, FFPiCCRANIK S HIIEKM2760F]
PR 1G1 B4R (Pharmingen il 1&) 5 100miAH [B) ¥ B 89 ML /MR &K
R RN, MEMSmIBFEE P MA2 ml FACSEMR, HIHEESY,
SRE840xg 4°CHE LS GR. FELERE, BRPITHFEERE.
B 20ul FIFACSEE i H BE SO FIPE-FR 2 B BIgGHiik (Coulterfl
I EE5H 5B ACDREBHEFIATIKM2760 % M HIHRKE D, £
BT BR300 RTEFSIGITERMEERKE, #H—5m
NSOfEHRE FIPEARE B P RIgGHi A (DAK O &) 20pu1, 7EER TRE
305588,

REJE, MEEHIMA2 ml FACSEM, RSP, 4°CTRS
#1840 x gBLLS I EER. FE LEWRE, BRIITHRWERE. Bk
HYBIFAES pl FACSE MW G, £ & X 4 8 {LEPICS
XL-MCL(Beckman Coultersfi]3 )l 5& 7 Y658 .

£ RER14P BR . AE AR A BMIGITA R RS /MR R
MNtE, {HErH HLCCR4 N CDRM M Hi4A KL F HICCR4 N ik & i fE
KM2760H N B 7s5 A /M e = e A% .

2%
#1127 4 B PTCCRA B To BE P44 ) 2% 2T Ja3 40 B -

FEHE B PLCCRAB VTR HIAEARM2160 (Int. Immunol., 11, 81 (1999))E]
AR IRE T EH R PR E.

(1) #&EPR

ACCRA(BLEFR A “hCCR4” )i B R R EBRT5(SEQ ID NO:48)
1# F Genetyx Mac K347, 7EH m3EKE, NRmFICK G343 Pk
IWHEATE A TUR L &42 (SEQ ID NO:36)E A4 751 .

(2) Hl&GRRER
A T #INSEE 1) 3B HhCCRAZ 4 R B S B b, @it T3
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J7IE%I%% B 5KLH (Calbiochem) I &5 &9 5, E W AE S Z i . B4R E,
KLHA B fEPBS T ik VK E 10 mg/ml, F BEZEFHMA /104EFH25
mg/ml MBS(Nakalai Tesquetilith), Eid#tFEBEYIRN300#. Bid
BRI A i Sephadex G-25HE 2217 2 FIMBS, %A T 5 FIPBSELZR
4, 1B31#92.5 mg KLH-MB 5B A#7E0.1 MBEER 81 22 8 (pH 7.0)
Il mg BKIRA, REEER TR/ . RNE, EPBSHERES
Y o
(3) &Y, e AR

2 4501(2) 7 41 % I IE-KLHZ & ) 100ug 5 2mg 4B BRI 1x 1074
& H %% & 40 B (Chiba Serum Instituteffl] &) — & 45 T 5- /& w& M 14 /> B
(Balb/c), 2/8JE, |ELT X100 pgd&, BIt4k. NERHY
B JEE B ik A ch BRI e, 3 S T BT A D B e T R A U L v AT
EE— W RBERIRMNNRE LN, EE2RRSKHER. &
BAHEE=ZRMNIETY T, FF7EMEM(Nissui Pharmaceutical
SRR, FH-ETEMARFR, #.0(1,200 rpm, 57%F), A
YW, RIS 3 ml Tris-FALEZ B (pH 7.65)0 B 1 220 $H REREL
MA. F&RAEMH—E AMEMER3K, ETHRES.
(4) il BB RETE 4

REFS-E SEM N REBEAMRE, P3X63Ag8U.1 (ATCC
CRL-1597, 1 /G- A"P3-U1"), FEMMEEHAEERERAR.
(5)i & =2 T 40 Y

TE 5245 1(3) F1(4) 7 3R 15 O B 40 o 2 B8 8 40 A LA 10: 1 B ER B TR
&, SREE0(1,200 rpm, SR ER LEWR, E37°CT, XM
45 108RE 4 B P INNO.5 miIBE 2 Z R (& 2g3R £ F2-1000, 2ml
MEM#F10.7 m| DMSOHIVEW), RETERF. WE, RRIE20H,
JLIKIMAIZE2 ml MEM, ZARFAMEMEE 250 ml. #0900 rpm, 5
SEE BEWE, TUERIFTEL ml HATHESRES, LL100 pl/fLorfd
TE96FL 154 & ¥ 5E #R (Sumitomo Bakelite#fli&)F , SR FTE5% CO, M B4
h137°C ¥FI0FE4KR. FATHAEIRMEAREEHIL, B
ELISA(FiE (Antibodies) : LXZEFM(A Laboratory Manual), Cold
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Spring Harbor Laboratory, 2 14 F (1988), B T¢ [ $1 14 (Monoclonal
Antibodies): R ¥ F1 5L B (Principles and Practice),  Academic Press
Limited (1966)%% )il %€ 7£ 55 5% L & W 4 S hCCR4FB 4 AR (1b & #2) B 4
SEM. EHERENAET R ERMREERBERE, — KRR
FENHTHE R, RERTHFRENEREFRE. DT, RE\TH
A RFTEKM21608) 242 J8 40 UK M2160. KM2160-5hCCR4HS 73 Ak (14,
EW2) F5 7RIV
2
&) & PLCCRAMK & HLAA:
1. B gRASHICCRA R FTIA VX fIcDNA
(1) M7FZEFICCRA R BT 228 /8 40 A P 16 mRNA

B 1 v BT IR 258 988 4R I KM2160 7 il - mRNA . 1R4E ™ i
PR, 1§ FI mRNA % %R 771 & Fast Track mRNA%} B X7 & (Invitrogen
3, A8x 107 AN 247 J8 4 UK M2 160+ il % K 4748 pg mRNA.
(2) %1% HCCRARFUIAHHFEFILEEDNAS

B 5 UL BE 3, f# H cDNA & ik 77 & (Amersham Pharmacia
Biotech$ )M\ S ZF2011(1)F KB HI5 pg KM2160 mRNAH & AE
P A 3K i ER B EcoR1-Notli& Bt T (adapter ) FJcDNA . B Bt il %% JcDNA
VHRAE20 T E K R, B IR AR AR T r K AT 42 B, FH QIA R
AR UK 71 & (QIAGEN 14 43 3l Bl W N B 1gG R Hi 4% R HBE HY K 27
1.5kb{fJcDNA FF Bt , Fnxf M BILEEAIKZ)1.0 kb IcDNA T B F—25,
18 Fl EcoRT/CIAPTR I 1k &b T2 (A Z APTIER {48 7 & (Stratagene i), 5
0.1 pg K#91.5 kbfJcDNAF BLFN0.1 ng KZ91.0 kbJcDNA 7 BriZ#& T
| pg AZAPIL #i4k, ZEAEIRIE R 503 B4 R FI 1B EcoRITH
, Ao /NE B B EREE R AL . RS, AR AV,
f# F GigapacklIll Gold Packing Extract(Stratageneflli&), 2.5 plHEEF L
W AKEHEVEE A, REASEEN MR EREL KBITE
XL1-Blue (Biotechniques, 5, 376 (1987)), 3%789.3x10* MEE A 52 E1E A
KM2160HHEEcDNASCEE, 7.4x10" WEE 1K 70 BEAE HLEECDNASL . R
J5ARAE 7= 5 U B P A R [ 8 AR B e UEFE (nylon membrane
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filter) Hybond-N-+(Amersham Pharmacia Biotech#ii&) L .
(3) WEHICCR4A R PIAFIHBEAL 5EcDNA

1 HECL H B % B A5 10 A1 AL I 22 4t (Amersham Pharmacia Biotech
HiE), WME~GPWED, ESEF20012)F 6 &0 g -
KM2160 HEEcDNAERLEECDNASCE M BE, R PTidHEER K
Cyl ¢DNAW]BamHI-EcoR1F BL(EMBO J., 3, 2047 (1984)), L% ZCk
cDNAWHpal-EcoRLF B(Cell, 22, 197 (1980))CX HIcDNATE A R4
TN, H—HEEMLETIRB SR BE B REAMI0NRE. T
—3, WEFE~WHATUEE, FHAZAPIEIR F & (Stratagene | 1),
BB E AR AN IENEE R AR, FHBigDye# Ik
M FFS & B & NAR57 & (PE Biosystems i), LLIXFF 5 R 313 B 70 R
Firh & H B cDNAW B H B 77 AR R A 7] ZK B DNA U Fr {X ABI
PRISM 377, fRIBF-MEIUHBERST. &8, BT EFHEL2KT)
RE M cDNA /) R ¥ pKM2160H4 , F1 & H L 8 £ K cDNA # Ji %I
pKM2160L6, HFATGFFFIHIA N RIFFET cDNA 5 KK 15 % i
Fo
(4) D HTHICCR4 RITARVR MEERFFF

A4 7E FUR pKM2160H4 + FIHEEVIX )2 KB IR F71, B
FHEVE KR ERFS], & ERApKM2160L6F KLV K
ERBEBFY, GEENNLEVRHEKEERTFI5NRRA
SEQ ID NO:61, 62, 63F164. R A0 R LA F I E0E 1 LR

(Sequences of Proteins of Immunological Interest, US Dept. Health and
Human Services (1991)), 51 M & B B F{X(PPSQ-10, Shimadzufl
AT HI 4L FTCCRA R HTAAKM2160 FIHEEFILEN R ZRT 7
SIFTROEE R, RIS B EMCDNAR RIS A 7 WE 557
fI3CCR4 R FTIAKM2160H] & K cDNA, %15 575 & fEHEE ) & AR
FHIH - 19 I EERE, HSEQ ID NO:15% R, fELEEME R T
1190 K& FER, HISEQ ID NO:25FK 7K.

T35, KMPICCRA RIFTAEKM2160THEERILEE M VX R EFE T
FIRIE S . 1 HGCGREEL(RA9.1, Genetics Computer Group#iliE )
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ERNFII DT RS, FABLASTVAM R CANE AR ERER TIIBIERE
(Nucleic Acids Res., 25,3389 (1997)). 4%, HEMLEEHKE KITE
FRIEFS], XFEESE T PICCR4 RPTAEKM2160 FIHEE VIX FILEE VX
EFEERT

Wit b SR PR E R T P E T JICCRA R PLIFKM2160
FIHEE VX L4 VIX BICDR . i CCR4 R JTAKM2160HEE V X 5 [
CDR1, CDR2FICDR3IMIEEBRFF 4 mZK s HSEQID NO:1, 2F13, L
VX FHJCDR1, CDR2FICDR3IEFER T 55 5K~ ASEQ ID NO:5,
6517,

2. F Az i fe E RIEFCCRABR S LA
(1) EFICCRA4MK & PR IE B ApKANTEX2160

FLCCRAL & AR IE B ApKANTEX2160M B I T, FHREA
IgG 1 FIK A HL 44 ) N IR HL 1A R IE B R pKANTEX2160H4 K 2 % 11 21]
1(3) K78 K BRI pKM2160H4 M pKM2 16016,

B ITPCRE I EBSEQ ID NO:65F166Ff 7~ I B BRIF 51 19 & F%
DNA, PIZEBKM21608H 4 VX cDNA, H— & DNARFSEQID
NO: 67F168FiRiZEHR TS, LIRBLAE VX cDNA. B & DNAN
T 7B ##pKANTEX93, fEHS RifaH — 1 REEEEIRA 51, DNA
)2 R B R4 Genset Inc.. Z2%412801(3)F $15 H FALpKM2160H4 (20
ng)IANZEEHS50 pl PCR EHil#l, %ZEMTEZKOD DNAK & #
(TOYOBOHIKE )M #5#), 02 mM dNTPs, 1 mM&EALEEFO0.5 pM B
SEQ ID NO:1 LF 12 % H B FR HI & S DNARI MR, REWE
04°CHN#3 4 4h, TIA2.58AKOD DNAR S E(TOYOBOHIIE)E, &
SR N25SMEFR, BAMEMELIFEM4CCIn#H30FE, 58°C 308, 74°C 1
43kd, 1 FIDNAREHR (Y GeneAmp PCR % 5:9600 (PERKIN ELMER#
). UAERER TR, 20 ngZHFI20013)H $k45 B BRI pKM2160L6 1

Z 4 H50 ul PCR £/ i#l, ZHZE M ZKOD DNA X &
(TOYOBO#IiE) Hi#, 0.2 mM dNTPs, | mM&EALERO0.5 uM HA
SEQ ID NO:67M68F 4% 1 BR /7 71l B & IRDNAR &2 il o, PCREL L
EAHRI R T RNEI(10 ul)id T B AR B RE VK, X Ja FQIA
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R T3 R 32 BIOR 7 B (QIAGEN 1l 3 ) Bl 5 — N K290 .46kb I HEE VX
FIPCRZ= R0 K £90.43kb I LEEVIX FIPCRF=4)

T — 4, @it AR & 1 & Smal(Takara Shuzo il 1& ) H 44 it #i
pBluescript SK(-) (Stratagenefli&), 3R73#10.1pg DNA, M _ETIZRGH]
K#£90.1 pg BMPCRIFIMAZTLEI/KT, LA ul, [EEMA
7.5 ul TAKARA DNA ##IR5 & Ver. 2 (Takara Shuzofhili& )i ¥ AU
0.3 ulfRHIEFESmal, B EY22°CR MR . 15 HE B EH FURDNA
VW, HEACK BT EDHSo(TOYOBO®IE). f— FURDNA N LA TE
W o ) %%, {F B BigDye & 1k F 18 3 Fr X FS % A & 3K 77 & (PE
Biosystems?li%), RIEF= MAHE BHITRN, RHERFIERMER
I K HIDNAF L ABI PRISM 37734 #7. HEILIRE TEI1SH BRE
BH T ERERSHI TR pKM2160/ VH41 FpKM2160HJVL61 .

T—35, 3 pg N FU AR IEHAAPKANTEX93F13 ug _LTHERTSHY
pKM2160fVHA1 I A E 30 ul 10 mM Tris-HCI (pH 7.5), 10 mM%E
W1 mM DITHIZ i+, mEFmA10 847 R & 4% Apal
(Takara Shuzofli%), JREWAITCRMN1/PET. RMEBRMH ZETUE,
BRHIEMAZEA 10 pl 50 mM Tris-HC1 (pH 7.5), 100 mMFE AL
44, 10 mM&E4LEE, 1 mM DTT, 100 pg/ml BSAF10.01% Triton X-100H]
SRR, [0 102247 BRI B Notl (Takara Shuzotli&), B&
WFE3TOC RN /MY o [ NIR-A IR I 3 BRI Rk o B, o A B
pKANTEX93 F1 pKM2160 ff] VH41 ff] K £712.75 kb1 K £70.44 kbHY
Apal-Nofl ¥ By . HILLIREBHIPIA B FITAKARA DNAEZ A&
Ver. 2, WRIERE S UL B BT &R, B M EA R DNAR R
¥,k B FF B DHSo(TOYOBO#I3E ). 4 — JFUR DNA M 44 4 52 [ A
%, BT IRHIEEEALEIE S, RGE 167 # FURpKANTEX2160H, Ik
B3N T FTERIKL0.44 kb Apal-Nod F B .

T—3, 3 pg pKANTEX2160HAN3 pghh ETHEIZRTGHIpKM2160K]
VL61 A ZE 4450 mM Tris-HCI (pH 7.5), 100 mM&FALHT, 10 mMFEAL
g, 1 mMDTT F1100 pg/ml BSARIZE M+, HEBE RN S AHRE30
ul, [N A 102847 IR 414 EEBsiWI (New England Biolabs#illi&), &
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EWITESSCCR /MY o SR JE T8 H P AInA PR 14 BE EcoRI (Takara Shuzo
H3E), REWAEITCRU/INIT . [ N VR A 4 188 L Bt g 4 vk i B ke
T4, 4 5IEpKANTEX2160HFpKM21608VL61 H]K#)13.20 kb
F1 K 27041 kbl EcdRI-BsiWl B . B UL 3R &8 A 7 B AE A
TAKARA DNAZE#RF & Ver. 2, BT\~ MU BABH#ITIER:, HE
3 5 E 4 TR DNAB B AL K AT EDHSo(TOYOBOHIE) . & — kL
DNA MR T B b 4%, BRI ER L B SE, KRG ETHHIR
FipKANTEX2160, HHOEIHATHIFHIKLA0.41 kbAJEcoRI-BsiWI
B BE . 4 5K AF B BigDye 4 ik F 18 B8 Ml A FS % F I 1R 77 & (PE
Biosystems 13&), RIEF &AW BT RNVE, HAZHRFIIEH
FIE K BIDNANFALABI PRISM 37734047, IESECA3REB TS
WIFREL, ZRIBKM2160 HEEFLEEVIX HIcDNA B &3 5 FE 1 FTRL P .
(2) 1F R AR E RIEPLCCRY BRETUF

WR TR, 1§ S F2002(1) P 3R B I PICCRAK & L RIA B A
pKANTEX2160, 73140+ RIZFICCRAFK ST .

B 3t P PR 4 B Aafll (TOYOBOIHE)TH 4L, A pKANTEX2160
A h R, 10 pg BT EF LS A4 10 REHEEA
ZYB2/0 (ATCC CRL1662)7(Cytotechnology, 3, 133 (1990)), #H A& F
7E40 ml H-SFM (GIBCO-BRL 1)1 )55 32 5 (M8 5% FCS)H, 7 L4200 pl/
FLA B T 96FL 14 B 15 & #R (Sumitomo Bakelitef]i%)H . 7£5% CO, I HE 7%
#R37°C £2%: (incubation) 24/NAfJE, INAG418FIKE 1 mg/ml, R
BRI, ABIIGASH AT, FFalE LR
FEE, EBTPHCCR4IEMMENTIRLE GE TS EH20203)
1 B 7% (U ELISA S 46 M (G A6 0 B A 12 (4 3E 51 N Ig Gy Il ia AR =
H1)o

N T IR EEE, FREEET RS, RINEESF LE
WA FICCRAG S P E R B L B LB EFE S H 1 mg/ml G418
F150 nME MRS (L E AR M"MTX": Sigmaiti|i&) HIH-SFMEEFREF,
F1F2x10° 40H0/mIE R, TR RJhGEEY) - A BRI R A
AR, &% DL Iml4y Bl 3 24 FLAR 1 FL R (Greiner $13&) . VR &1L
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37°C , 5% COREEFRM T HEIF1IE2A, BUILFRHXIS0 naM MTXE
AR, SRR PRIER, IR DEBTHCCR4RE
MK G SE RS F120020)F FTs ELISAKIE . X T2
B FE EIE W RILE PLCCRAI & FUIF R X K AL I Fe {48, MTX
W INE100 nM, R I EF 7 BN 22200 nM, ARG
AR BT ZE4H 1 mg/ml G418F1200 nM MTXHH-SFMIEEFERE A K, FFEE
=R IEPICCRA R & P A H 10 15 B 5 5% A A48 1 7 R PR B U g sk
TRARSEGE), BAEERESHTCCRURETIARRENEILIETE
fir 4 AKM2760. KM2760fF{CCR41K & HIERIEE KA N5 ng/10° 4
F24/ N . FHAh, KM27603TARIHEECX B T AlgGliIER . KM2760
24 Efr L{E AFERM BP-7054, F20004F2H24H, FREERRAE
YRR N K FIR24 (National Institute of Bioscience and Human and
Human Technology,) , LMk R 22 FH RALHI(Agency of Industrial Science
and Technology), 5% 551 Tk #{(Ministry of International Trade and
Industry)BR % : EF AR L, BIZATBUEA ARG SR
FT)(Higashi 1-1-3, Tsukuba-shi, Ibaraki Prefecture, HAS(Fiiilit: AIST

Tsukuba Central 6, 1-1, Higashi 1-Chome Tsukuba-shi, Ibaraki-ken
305-8566 Japan)).

ZE3
737 B R IEhCCRAR 410 A
(1) MENYMIRIEEAECAG-pcDNA3

N ETE, B P ERIABAR(CAG-pcDNA3) M B RIEEF, H
o 54 40 ) 3214 2 A8 pcDNA3  (INVITROGEN %5 ) i /8 21 1 X M E 41
MR E(CMV)B I TS N CAGAG (B3 B s ER) BT, &
HCMV-IE#55F), FHCCR4ZEFTHAZEMAY .

pcDNA3 (5 ug)5 R &M EENrul(Takara Shuzoflig) 7E37°C M1
N, REET ZEBITIERIDNAR B . T—8, BiI15 M
HindIll (Takara Shuzo#li%)37°C L 1/NET, 4R J5 18 1 B A 08 ke FiL ik
S8, BIREFTLCMVESFREIKZAS58 kbHIDNAF B. RHCAG
J& Z T X ) i KL CAG-pBluescript IIKS(+)(Nuc. Acid Res., 23, 3816
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(1995)) (3 pg)5 M &I BFSall (Takara ShuzofliE)FE37°C KM /MR, 4R
G T 2 BF U vE B W DNA A Bt . B 411 F DNA P K ¥ ik 7] & (Takara
Shuzo®li&) FRmk, # P 5Hindlll 37°CRMN1/MET, R EHEEE
SRR R IR B, BEHECAGRES FR KL 1.8kbIDNA K B .
43 I E W HIDNA F B DNAE #2171 B (Takara Shuzoili& )#E1TER
¥ FH 18 2 1) E 4 R KL DNA # 1k K % #F B DHSa , 3K 18 B KL
CAG-pcDNA3,
(2) HJEhCCRAFKIEH £

wrEriR, ASEZH28301) % 3878 B CAG-pcDNA3 F1ThCCR4
DNA- 4 A K pcDNA3 (CCR4/pcDNA3) #) 2 hCCR4 & 1& i 1% .
CAG-pcDNA3FICCR4/pcDNA3ERAE37°CE Hind Il R M1/, BT L
By iE FEIWDNA A By . F—4#5, B 115 Bg/lI (Takara Shuzoili&)37°C X
/N, SRR TSRS Ik T 08, B EHCAGEITK
IR 212.0kbIDNA K B, FE B hCCRAFEH X ) K £95.5kbJDNA F
B. ME, USEFREBO)FHIMERTR, THBHMDNARE, 3k
1B K CAG-CCR4/pcDNA3 .
(3) 4 B hCCRAFIRIE

NZZEH2H20Q)F IR HAR T, EdBEFLE RS ALED)
YIS . EL-448 BI(ATCC TIB-39)&F 7EPBS(-)(GIBCO-BRL &)
Z1x10" 4001/500 plHIEE, MEPMAESEF2K3Q)F KRB0
ug CAG-CCR4/pcDNA3, JREYFEIKFIHE 1055, REENTHY
M (Bio-Rad#ilig), 7E260 V #1500 uFD FH#ATEE A BEWHE
— KPR T 10085, AREBFIE200 ml 10% FCS-RPMIEIRE
g1, 311200 /AL B #Eo6F LA P RET A M BE 3R . B9R24/ i fE, W&
FL #3100 pl 337 EFEW, LA100 w/ALIEAFH | mg/ml G418H]10%
FCS-RPMI552E, BE4IKE 40.5 mg/ml. HWAGE, EF10511002
R R TERE, FRIREETE.
(4)iEFhCCRAB R IEHI 41 HE
155 B 22 26 450 1 (9(5) T 4] 2 O K M2 16038 1oL % 28 vk F e fl]. B H
IS+ EE E S AR OB P E— R X 10’ 4R BLUTEI6L
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WA . BT AT ERHEYZEARICHIKM2160(BFH1 47712 (Enzyme
Antibody Method) , Gakusai Kikakutt i) FHFACSZE % (1% BSA-PBS,
0.02% EDTA, 0.05% NaNs, pH 7.4)/ %95 pg/ml, AlIgG (Welfidefil|i&)
MR 493.75 mg/mlLAp7 bR R, BB M IR R LA
200 pl/FLIEAT 0 BL, TREWTEK T RN30540. VEARAMEXTRR, (A AH
FIVR B B A ) E AL I HLIL-SRFLIE(WO 97/10354) . F 22200 wl/FLIE
YEPIRG, BESRFIZE (streptoavidin) -PE (Becton Dickinson Japanfilif)
P20 pl/FLBHIT Y BD . BEATEIK E R N30 8 fE, HALA200 pl/fLIEHE3
W, BERBEFEES0u, BERAEMNERCERE, EFEEERS
KEBREMNARR. THANAEAFES X GBENARRAEN
CCRA4/EL-4.

MR DR, RELEARR SRS, AR R
NBRUEHBREET S WK, BI7EAR B el /E & Fh A B Ak B B R 14
MG SR, B HNSE ELTES I,

A BE RARIEFE20014E8 A31 HIRAZH) H A H1E2001-265144 5, 1
LN BT A I A ST

Tk A

i E Rk, RIEAKEE, PS5 ACCRFFR S & K EATUIFEL
HHh B B, 48 CCR4MIFTCDR. A % B 4 a] B 2 Wi 76 577 CCR4
MxEF. BAER, Bdfmampia, iTATRE% R ATh24 i,
AW EVA T BT The A S R, 4 30U B i A0 e (7 P 2
BEEET, BT Th2 40 B i) 5 5 1167 A0 /B0 45 I 938 T 5 ML 7 PN B RE 5 | A
TR IE B HIE TR -

FEH 53R IE X

SEQ ID NO:4-- N LR8I B & AR

SEQ ID NO:8-- N TFFIRI 8 & Rk

SEQ ID NO:9-- A T/F 5 BH: & Rk

SEQ ID NO:10- A L FFFIRI Ui iR & ik

SEQ ID NO:11- N LFFIRH BE: & AUk
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SEQ ID NO:12- AN L/F 5 iUt BA:
SEQ ID NO:13- N L5151t HR:
SEQ ID NO:14- N 53 it B :
SEQ ID NO:16- N TFF1 #1588 :
SEQ ID NO:17- N T8I 1R :
SEQ ID NO:18- AN TJ#51 ] Ui AR :
SEQ ID NO:19- N T3 Ui B
SEQ ID NO:20- A L/F 5 HI158A:
SEQ ID NO:21- N L/F 71 ) i B5:
SEQ ID NO:22- AN /731 I 3t A
SEQ ID NO:23- AN LR3I HI Ui BR
SEQ ID NO:24- A\ L7531 #715 BH:
SEQ ID NO:26- A\ LJF 71 )15 85
SEQ ID NO:27- N T A5 BR:
SEQ ID NO:28- A LJF51 1 Ui B :
SEQ ID NO:29- N\ T F# /Ut R
SEQ ID NO:30- A\ TJF 1 #1588
SEQ ID NO:31- A L5 # Ui BR:
SEQ ID NO:32- N LJF 7RI ii BR:
SEQ ID NO:33- A LJF ¥ HI i BR:
SEQ ID NO:34- N TF 5 Hy 15 B4
SEQ ID NO:35- A L7 71 B 156 HH:
SEQ ID NO:38- A\ TJF71 H 15HA:
SEQ ID NO:39- N LIF A1t R
SEQ ID NO:40- A\ L7 #y15 #:
SEQ ID NO:41- A\ 751 i) i B
SEQ ID NO:42- A\ LIF# 715 A
SEQ ID NO:43- A\ L7511 15t BH:
SEQ ID NO:44- A\ T /551 i) 15 #:
SEQ ID NO:45- N LJF7 # it BA:

B IR

A UK

A K

& FDNA
£ B.DNA
£ I DNA
£ FiiDNA
& FDNA
4 FDNA
& FXDNA
4 I DNA
& FiDNA
£ DNA
4 HDNA
£ iDNA
4 DNA
& i DNA
£ ADNA
& IDNA
4 FUDNA
A I DNA
A AUDNA
A UK

A AR

& IR

K

£ HDNA
& IDNA
4 DNA
A DNA
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SEQ ID NO:46- A\ L 51 #4187
SEQ ID NO:47- N\ T3 ) 1it BA:
SEQ ID NO:49- A T3] ) 18R :
SEQ ID NO:50- A\ #1115 BH:
SEQ ID NO:51- N L7531 i i3t 85 :
SEQ IDNO:52- N 771 #1154 1A

SEQ IDNO:53- A L7 5| iUt B :

SEQ ID NO:54- N LJF% | i) 15 HA :
SEQ ID NO:55- N\ L7 51 f) Ui BA:
SEQ ID NO:56- N /571 713t B
SEQ ID NO:57- N\ L &5 # i BR:
SEQ ID NO:58- N /75 #I5 BA:
SEQ ID NO:59- N /531§ 15 85:
SEQ ID NO:60- A L5 51 §¢ BR -
SEQ ID NO:65 - N T/F5 § 1 R :

SEQ ID NO:66--
SEQ ID NO:67--
SEQ ID NO:68--
SEQ ID NO:69--
SEQ ID NO:70--
SEQ ID NO:71--
SEQ ID NO:72--
SEQ ID NO:73--
SEQ ID NO:74--
SEQ ID NO:75--
SEQ ID NO:76--
SEQ ID NO:77--
SEQ ID NO:78--

NTFAIRT 0 RE:
NTFH U Ae:
NTFFIR3EA:
NLFH U 8
NI H5ER:
N7 Ui
N7
NTFFHIH AR
NTFRF Ui RR:
NTIRFH 3R
AN L% 8 B
NIFF Ui ae:
AN T8I aR:

£ R DNA
& FDNA
& RDNA
& FDNA
& DNA
& DNA
4 FUDNA
& FDNA
& HDNA
& FDNA
& RBDNA
£ BDNA
4 DNA
& DNA

A AXDNA

& FDNA

£ FDNA

£ FDNA

& FDNA

A AR

GRS

A AR

A Rk

A K

& R

A K

A UK

A Ak
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IE2IF3
A1tk TIkekR <+ (KYOWA HAKKO KOGYO CO. LTD.)

<1200 ACOR-FAE A R KHiik A B
<130> P-41263

<140> HAS 2001-265144
141> 2001-08-31

<160> 83
<170> PatentlIn Ver. 2.1

<2100 1

211> 5

<212> PRT

<213>/NE (Mus Musculus)

<400> 1
Asn Tyr Gly Met Ser
1

<210> 2

211> 17

<212> PRT

<213> /pE. (Mus Musculus)

<400> 2
Thr Ile Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val Lys
1 ) 10 15

Gly

<210> 3

211> 10

<212> PRT

<213> /pE (Mus Musculus)

<400> 3
His Ser Asp Gly Asn Phe Ala Phe Gly Tvr
1 ) 10

210> 4
<211> 119
<212> PRT

Q213> ANTFY

<2207
223> AR

70
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<400> 4
Glu Val Gln
1

Ser Leu Arg

Gly Met Ser

Ala Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Arg His

Thr Leu Val
115

<210> 5
<211> 16
<212> PRT

Leu

Leu

20

Trp

Ser

Phe

Asn

Ser

100

Thr

213> /MR (Mus

<400> 5
Arg Ser Ser
1

210> 6
211> 7

<212> PRT

Arg

Val

Ser

Val

Ser

Thr

Ser

85

Asp

Val

Glu

Cys

Arg

Ala

Ile

70

Leu

Gly

Ser

Ser

Ala

Gln

Ser

55

Ser

Arg

Asn

Ser

Musculus)

Gly

Ala

Ala

40

Thr

Arg

Val

Phe

Gly Asp Leu

Ser Gly Phe

25

Pro Gly Lys

Tyr Ser Tyr

Asp Asn Ala

75

Glu Asp Thr

90

Ala Phe Gly

105

Val

Ile

Gly

Tyr

Lys

Ala

Tyr

Gln

Phe

Leu

45

Pro

Asn

Leu

Trp

Pro

Ser

30

Glu

Asp

Ser

Tyr

Gly
110

Gly Arg
15

Asn Tyr

Trp Val

Ser Val

Leu Tyr
80

Tyr Cys
95

Gln Gly

Asn Ile Val His Ile Asn Gly Asp Thr Tyr Leu Glu

5

<213> /"Bl (Mus Musculus)

<400> 6

Lys Val Ser Asn Arg Phe Ser

1

210> 7
211> 9
<212> PRT

a

<213> /hE (Mus Musculus)

<400> 7

10

71
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Phe Gin Gly Ser Leu Leu Phe Trp Thr

1 5
210> 8
211> 112
<212> PRT
213> NTF7
220>
223> ARk
<400> 8
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Arg Asn Ile Val His Ile
20 25 30
Asn Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45
Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 95
Ser Leu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110
<210> 9
<211> 119
<212> PRT
213> NIF5
<2200
<223> H UK
<400> 9
Glu Val Gln Leu Val Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Ser Asn Tyr
20 25 30

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

Ala Thr Ile Ser Ser Ala Ser Thr Tyr Ser Tyr Tvr Pro Asp Ser Val
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50

Lys Gly Arg Phe

65

Leu Gln Met Asn

Gly Arg His

Thr Leu Val

<210> 10

115

211> 119
<212> PRT

Q213> NI

<220>

<223> & HUK

<400> 10

Ser
100

Thr

Glu Val Gln Leu

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Thr

210> 11

Leu

Met

Thr

50

Gly

Gln

Arg

Leu

Arg

Ser

35

Ile

Arg

Met

His

Val
115

Q211> 119
<212> PRT
213 NTHFY & Bk

Leu
20

Trp

Ser

Phe

Asn

Ser

100

Thr

Thr
Ser
85

Asp

Val

Val

Ser

Val

Ser

Thr

Ser

85

Asp

Val

Ile
70
Leu

Gly

Ser

Glu

Cys

Arg

Ala

Ile

70

Leu

Gly

Ser

55

Ser

Arg

Asn

Ser

Ser

Ala

Gln

Ser

55

Ser

Arg

Asn

Ser

60

Arg Asp Asn Ala Lys

75

Val Glu Asp Thr

90

Phe Ala Phe

Gly
Ala
Ala

40
Thr
Arg

Val

Phe

105

Gly

Ser

25

Pro

Tyr

Asp

Glu

Ala
105

Asp

10
Gly
Asp
Ser
Asn
Asp

90

Phe

73

Gly

Leu

Phe

Lys

Tyr

Ala

75

Thr

Gly

Ala

Tyr

Val

Ile

Arg

Tyr

60

Lys

Ala

Tyr

Asn Ser Leu Tyr

80

Leu Tyr Tyr Cys

95

Trp Gly Gln Gly

110

Gln Pro

Phe Ser
30

Leu Glu
45

Pro Asp

Asn Ser

Leu Tyr

Trp Gly
110

Gly

15
Asn
Trp
Ser
Leu
Tyr

95

Gln

Arg

Tyr

Val

Val

Tyr

80

Cys

Gly
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220>
<223> & UK
<400> 11
Glu Val Gln Leu Val Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Ser Asn Tyr
20 25 30
Gly Met Ser Trp Val Arg Gln Ala Pro Asp Lys Arg Leu Glu Trp Val
35 40 45
Ala Thr Ile Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gin Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Gly Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gln Gly
100 105 110
Thr Leu Val Thr Val Ser Ser
115
210> 12
211> 112
<212> PRT
21 ATFF)
<2200
<223> & AR
<400> 12
Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15

Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Arg Asn Ile Val His Ile
20 25 30

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

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

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80
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Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gln Gly

85 90 95
Ser Leu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110
210> 13
211> 112
<212> PRT
QI ALFF
220>
<223> &Rk
<400> 13
Asp Ile Leu Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Arg Asn Ile Val His
20 25 30
Asn Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln
35 40 45
Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
65 70 75
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gln
85 90 95
Ser Leu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile
100 105 110
210> 14
211> 112
<212> PRT
CIPDAIFF
220>
<223>& Rk
<400> 14

1

o]

10

15

Gly

Ile

Ser

Pro

Ile

80

Gly

Lys

Asp Val Leu Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly

Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Arg Asn Ile Val His Ile

20

25

75

30
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Asn Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

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

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

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 95

Ser Leu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 15

211> 19

<212> PRT

<213> /pE (Mus Musculus)

<400> 15
Met Asn Leu Gly Leu Ser Leu Ile Phe Leu Ala Leu Ile Leu Lys Gly
1 5 10 15

Val Gln Cys

<210> 16
<211> 98
<212> DNA
QIP AT

<2200
<223> & REDNA

<400> 16
aacagctatg accatggegg ccgegaccce tcaccatgaa cctegggetc agtttgattt 60

tccttgeect cattttaaaa ggtgtccagt gtgaggtg 98
210> 17

211> 97

<212> DNA

213> N5

<220>
<223> &RLDNA

<400> 17
atgaatccag aggctgeaca ggagagtctc agggacctcc caggetgtac caagtctcec 60
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ccagactcca ccagctgcac ctcacactgg acacctt 97

<210> 18

<211> 98

<212> DNA
213> ALFFF

<2207
<223> &FEDNA

<400> 18
tgtgecageet ctggattcat tttcagtaat tatggecatgt cttgggtceg ccaggetcca 60

gggaaggggc tggagtgggt cgcaaccatt agtagtge 98

<210> 19
<211> 98
<212> DNA
QI AR5

<220>
<223> & RKDNA

<400> 19
acagggagtt cttggeattg tctctggaga tggtgaatcg tcccttcaca ctgtetggat 60

aataggaata agtgctagca ctactaatgg ttgcgacc 98

<2100 20
<211> 98
<212> DNA
QI AIFES

<220>
<223> & FKDNA

<400> 20
acaatgccaa gaactccctg tatctgcaga tgaacagect gagagtcgag gacacggece 60

tgtattactg tgcgagacat agcgatggaa acttegeg 98

<210> 21
<211> 96
<212> DNA
RIS ANLFF

Q2200
<223> B RLDNA

17
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400> 21
gtaaaacgac ggccagtggg cccttggtgg aggetgagga gacggtgacc agggttcect 60

ggccccaata accaaacgeg aagtttccat cgcetat 96

<210> 22
211> 17

<212> DNA
LIDANTEF

220>
<223> & REDNA

<400> 22
gatggttcac gtagtgg 17

<210> 23
<211> 61
<212> DNA
CIDANIFF

<220>
<223> & RDNA

<400> 23
ctgtatctgc agatgaacag cctgagagtc gaggacacgg ccctgtatta ctgtggaaga 60

c 61

210> 24
<211> 56
<212> DNA
213> AR5

<2200
<223> & FLDNA

<400> 24
gaataagtgc tagcactact aatggttgcg acccactcca gecctettgtc tggage 56

<210> 25

211> 19

<212> PRT

<213> /R (Mus Musculus)

<400>25

Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp Ile Pro Ala
1 5 10 15

78
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Ser Ser Ser

210> 26
211> 92
<212> DNA

QI ALFF)

<220>
<223> & RKDNA

<400> 26
aacagctatg accatggaat tcgcctcttc aaaatgaagt tgectgttag getgttggtg 60

ctgatgttct ggattcetge ttccagcagt ga 92

<210> 27
211> 94
<212> DNA
CIDAILFF

<220>
<223> & RLDNA

<400> 27
tagatctgca ggagatggag gecggetcte caggggtgac gggcagggag agtggagact 60

gagtcatcac gatatcactg ctggaagcag gaat 94

<210> 28
211> 92
<212> DNA
CIDANIFF

<220>
<223> &REDNA

<400> 28
ctccatctee tgcagatcta gtcggaacat tgttcatatt aatggtgaca catatttaga 60

atggtacctg cagaagccag gccagtctcc ac 92
210> 29

<211> 93

<212> DNA

QI ALIFF

<220>
<223> & RLDNA

79
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<400> 29
tgtgeetgac ccactgecac tgaacctgtc tgggacccca gaaaatcggt tggaaacttt 60

atagatcagg agctgtggag actggeectgg ctt 93

<210> 30
211> 92
<212> DNA
QIDAIFF

<220>
<223> & RLDNA

<400> 30
tggcagtggg tcaggcacag atttcacact gaaaatcagec agagtggagg ctgaggatgt 60

tggggtttat tactgctttc aaggttcact tc 92

<210> 31
211> 91
<212> DNA
Q213> ANIFF

<2205
<223> &FRLDNA

<400> 31
gtaaaacgac ggccagtictc gagcgtacgt ttgatttcca ccttggtecce ttggeccgaac 60

gtccacggaa gaagtgaacc ttgaaagcag t 91

210> 32
211> 17
<212> DNA
QI AL

<220>
<223> & RDNA

<400> 32
gtaaaacgac ggccagt 17

<210> 33
<211> 94
<212> DNA
ARV =2

220>
<223> & RLDNA

80
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<400> 33
tagatctgca ggagatggag gccggetete caggggtgac gggeagggag agtggagact 60

gagtcatcac aacatcactg ctggaagcag gaat 94

<210> 34

211> 94

<212> DNA
213> AL

<220>
<223> & A%DNA

<400> 34
tagatctgca ggagatggag gecggetcte caggggtgac gggcagggag agtggagact 60

gagtcatcaa gatatcactg ctggaagcag gaat 94

<210> 35

211> 94

<212> DNA
213> ANIFF

<220>
<223> &A%DNA

<400> 35
tagatctgca ggagatggag gccggetete caggggtgac gggcagggag agtggagact 60

gagtcatcaa aacatcactg ctggaagcag gaat 94

<210> 36

<211> 28

{212> PRT

<213> A (Homo sapiens)

<400> 36
Asn Pro Thr Asp Ile Ala Asp Thr Thr Leu Asp Glu Ser Ile Tyr Ser
1 5 10 15

Asn Tyr Tyr Leu Tyr Glu Ser Ile Pro Lys Pro Cys
20 25

210> 37

<211> 18

<212> PRT

<213> A (Homo sapiens)

81
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<400> 37

Asp Glu Ser Ile Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser Ile Pro Lys

1
Pro Cys
<210> 38
211> 119
<212> PRT
213> ANLFF

<220>
<223> ERLAk

<400> 38

Glu Val Gln
1

Ser Leu Arg

Gly Met Ser
35

Ser Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Arg His

Thr Leu Val
115

<210> 39
211> 119
<212> PRT
Q1> AIRF

<220>
<223> HRLAK

<400> 39

5|

Leu
Leu

20
Trp
Ser
Phe
Asn
Ser

100

Thr

5

5

Val

Ser

Val

Ser

Thr

Ser

85

Asp

Val

Glu

Cys

Arg

Ala

Ile

70

Leu

Gly

Ser

Ser

Ala

Gln

Ser

55

Ser

Arg

Asn

Ser

Gly Gly

Ala Ser
25

Ala Pro
40

Thr Tyr
Arg Asp

Ala Glu

Phe Ala
105

10

Gly Leu
10

Gly Phe

Gly Lys

Ser Tyr

Asn Ser
75

Asp Thr
90

Phe Gly

Val

Thr

Ala

Tyr

Gln

Phe

Leu

45

Pro

Asn

Val

Trp

Pro

Ser

30

Glu

Asp

Thr

Tyr

Gly
110

15

Gly

15
Asn
Trp
Ser
Leu
Tyr

95

Gln

Gly

Tyr

Val

Val

Tyr

80

Cys

Gly

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5

10

82
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Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Ser Asn Tyr

20 25 30
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Thr Ile Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gln Gly
100 105 110
Thr Leu Val Thr Val Ser Ser
115

<210> 40

<211> 119

212> PRT

213> NI

2200

<223> &Rk

<400> 40

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

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

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

Ser Thr Ile Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val
50 55 60

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

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

Gly Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
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115

<210> 41
211> 119
<212> PRT

213> NILF3I

2202

<223> EHEkAK

<400> 41
Glu Val Gln
1

Ser Leu Arg
Gly Met Ser
35

Ser Thr Ile
50

Lys Gly Arg
65

Leu Gln Met

Gly Arg His

Thr Leu Val
115

<210> 42
211> 97
<212> DNA

Leu
Leu

20
Trp
Ser
Phe
Asn
Ser

100

Thr

213> ANLF%

<220>

<223> & REDNA

<400> 42

gtgaatccag aggctgcaca ggagagtctc agggacccce caggetgtac caagectece 60

Val

Ser

Val

Ser

Thr

Ser

85

Asp

Val

Glu

Cys

Arg

Ala

Ile

70

Leu

Gly

Ser

Ser Gly
Ala Ala
Gln Ala

40
Ser Thr

55
Ser Arg
Arg Ala

Asn Phe

Ser

Gly

Ser

25

Pro

Tyr

Asp

Glu

Ala
105

Gly Leu Val
10

Gly Phe Ile
Gly Lys Gly
Ser Tyr Tyr

60

Asn Ser Lys
75

Asp Thr Ala
90

Phe Gly Tyr

ccagactcca ccagctgcac ctcacactgg acacctt

<210> 43
<211> 98

84

Gln

Phe

Leu

45

Pro

Asn

Val

Trp

Pro

Ser

30

Glu

Asp

Thr

Tyr

Gly
110

Gly

15
Asn
Trp
Ser
Leu
Tyr

95

Gln

Gly

Tyr

Val

Val

Tyr

80

Cys

Gly
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<212> DNA
213> NI

<220>
<223> & RLDNA

<400> 43
tgtgecagect ctggattcac cttcagtaat tatggcatgt cttgggtceg ccaggetcca 60

gggaagggge tggagtgggt ctcaaccatt agtagtge 98

<210> 44

<211> 98

<212> DNA
213> AILFF3

<220>
<223> A F%DNA

400> 44
acagcgtgtt cttggaattg tctctggaga tggtgaatcg tcccttcaca ctgtctggat 60

aataggaata agtgctagca ctactaatgg ttgagacc 98
<210> 45

<211> 98

<212> DNA

213> ANILF%

<220>
<223> & FXDNA

<400> 45
acaattccaa gaacacgctg tatctgcaga tgaacagcct gagagccgag gacacggccg 60

tgtattactg tgcgagacat agcgatggaa acttcgeg 98
<210> 46

<211> 98

<212> DNA

213> N5

<220>
<223> A R%DNA

<400> 46
tgtgcagect ctggattcat tttcagtaat tatggcatgt cttgggtecg ccaggctccea 60

gggaagggge tggagtgget ctcaaccatt agtagtge 98

85
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<210> 47

<211> 98

<212> DNA
Q213> ALFF

<220>
<223> & FKDNA

<400> 47

acaattccaa gaacacgctg tatctgcaga tgaacagcct gagageccgag gacacggecg 60

tgtattactg tggaagacat agcgatggaa acttcgceg

<210> 48
<211> 360
<212> PRT

<213> A (Homo sapiens)

<400> 48
Met Asn Pro Thr Asp
1 5

Ser Asn Tyr Tyr Leu
20

Gly Ile Lys Ala Phe
35

Val Phe Val Phe Gly
50

Phe Lys Tyr Lys Arg
65

Leu Ala Ile Ser Asp
85

Tyr Tyr Ala Ala Asp
100

Ile Ser Trp Met Tyr
115

Met Leu Met Ser Ile
130

Ser Leu Arg Ala Arg
145

Thr Trp Ser Val Ala
165

Ile

Tyr

Gly

Leu

Leu

70

Leu

Gln

Leu

Asp

Thr
150

Val

Ala

Glu

Glu

Leu

95

Arg

Leu

Trp

Val

Arg

135

Leu

Asp
Ser
Leu

40
Gly
Ser
Phe
Val
Gly
120

Tyr

Thr

Thr

Ile

25

Phe

Asn

Met

Val

Phe

105

Phe

Leu

Tyr

Phe Ala Ser

Thr

10

Pro

Leu

Ser

Thr

Phe

90

Gly

Tyr

Ala

Gly

Leu
170

Leu Asp

Lys Pro

Pro Pro

Val Val
60

Asp Val
75

Ser Leu
Leu Gly
Ser Gly
Ile Val

140

Val Ile
155

Pro Gly

86

Glu

Cys

Leu

45

Val

Tyr

Pro

Leu

Ile

125

His

Thr

Phe

Ser
Thr

30
Tyr
Leu
Leu
Phe
Cys
110
Phe

Ala

Ser

Leu

Ile

15
Lys
Ser
Val
Leu
Trp

95
Lys
Phe

Val

Leu

Phe
175

Tyr

Glu

Leu

Leu

Asn

80

Gly

Met

Val

Phe

Ala
160

Ser

98
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Thr

Leu

Leu

Ile

225

Val

Pro

Leu

Thr

Phe

305

Thr

Iie

Asp

210>
211
212>
213>

Cys

Asn

Gly

210

Ile

Lys

Tyr

Gln

Glu

290

Phe

Cys

Tyr

His

220>

<2215
222>
223>

<400>

gag gtg cag ctg gtg gag tct ggg gga gac ttg gta cag cct ggg agg 48

49

357
DNA
AILF5

49

Tyr

Ser

195

Leu

Arg

Met

Asn

Asp

275

Thr

Leu

Arg

Ser

Asp
355

CDS
(1).. (357)
& FXDNA

Thr

180

Thr

Val

Thr

Ile

Ile

260

Cys

Leu

Gly

Gly

Ala

340

Leu

Glu

Thr

Ile

Leu

Phe

245

Val

Thr

Ala

Glu

Leu

325

Asp

His

Arg

Trp

Pro

Gln

230

Ala

Leu

Phe

Phe

Lys

310

Phe

Thr

Asp

Asn

Lys

Leu

215

His

Val

Phe

Glu

Val

295

Phe

Val

Pro

Ala

His

Val

200

Gly

Cys

Val

Leu

Arg

280

His

Arg

Leu

Ser

Leu

Thr

185

Leu

Ile

Lys

Val

Glu

265

Tyr

Cys

Lys

Cys

Ser
345

Tyr Cys

Ser Ser

Met Leu

Asn Glu
235

Leu Phe
250

Thr Leu

Leu Asp

Cys Leu

Tyr Ile
315

Gln Tyr
330

Ser Tyr

Lys

Leu

Phe

220

Lys

Leu

Val

Tyr

Asn

300

Leu

Cys

Thr

Thr

Glu

205

Cys

Lys

Gly

Glu

Ala

285

Pro

Gln

Gly

Gln

Lys

190

Ile

Tyr

Asn

Phe

Leu

270

Ile

Ile

Leu

Leu

Ser
350

Tyr

Asn

Ser

Lys

Trp

255

Glu

Gln

Ile

Phe

Leu

335

Thr

Ser

Ile

Met

Ala

240

Thr

Val

Ala

Tyr

Lys

320

Gln

Met

Glu Val Gln Leu Val Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Arg

1

5

10

87

15



02820882. X

B

B 5 E82/97TmW

tee
Ser

ggc
Gly

gea
Ala

aag
Lys
65

ctg

Leu

gCg
Ala

acc

Thr

ctg
Leu

atg
Met

acc
Thr
50

gga
Gly

cag

Gln

aga
Arg

ctg
Leu

aga
Arg

tct
Ser

35

att
Ile

cga
Arg

atg
Met

cat
His

gtc
Val
115

<210> 50

211> 357
<212> DNA
<213> AL

220>
<221> CDS

222> (1).. (357)

cte
Leu
20

188
Trp

agt
Ser

ttc
Phe

aac
Asn

agce
Ser
100

acc

Thr

<223> & RKDNA

<400> 50
gag gtg cag
Glu Val Gln

1

tcc ctg aga
Ser Leu Arg

gge atg tct
Gly Met Ser

35

ctg
Leu

cte

Leu
20

tgg
Trp

tce
Ser

gtc
Val

agt
Ser

acc
Thr

age
Ser
85

gat
Asp

gtc
Val

gtg
Val

tce
Ser

gte
Val

tgt
Cys

cgc
Arg

gct
Ala

ate
Ile
70

ctg

Leu

gga
Gly

tce
Ser

gag
Glu

tgt
Cys

cgc
Arg

gca
Ala

cag
Gln

agce
Ser
55

tce
Ser

aga
Arg

aac
Asn

tca
Ser

tct
Ser

gca
Ala

cag
Gln

gce
Ala

get
Ala
40

act
Thr

aga
Arg

gte
Val

ttc
Phe

357

g88
Gly

gee
Ala

gct
Ala
40

tct
Ser
25

cca
Pro

tat
Tyr

gac
Asp

gag
Glu

gCcg
Ala
105

gga
Gly

tet
Ser
25

cca
Pro

gga
Gly

BE8
Gly

tce
Ser

aat
Asn

gac
Asp
90

ttt
Phe

gac
Asp
10

gga
Gly

ggg
Gly

tte
Phe

aag
Lys

tat
Tyr

gece
Ala
75

acg

Thr

ggt
Gly

ttg
Leu

ttc
Phe

aag
Lys

88

att
Ile

888
Gly

tat
Tyr
60

aag
Lys

gcce

Ala

tat
Tyr

gta
Val

att
Ile

888
Gly

ttc
Phe

ctg
Leu

45

cca
Pro

aac
Asn

ctg
Leu

tgg
Trp

cag
Gln

ttic
Phe

ctg

agt
Ser
30

gag
Glu

gac
Asp

tce
Ser

tat
Tyr

ggce
Gly
110

cct
Pro

agt
Ser
30

gag

Leu Glu

45

aat
Asn

1gg
Trp

agt
Ser

ctg
Leu

tac
Tyr

cag
Gln

888
Gly
15

aat

Asn

188
Trp

tat
Tyr

gtc
Val

gtg
Val

tat
Tyr
80

tgt
Cys

gga
Gly

agsg
Arg

tat
Tyr

gte
Val

96

144

192

240

288

336

48

96

144



02820882. X

i

o 83/97I

gea
Ala

aag
Lys
65

ctg

Leu

gga
Gly

acc
Thr

acc att agt agt
Thr Ile Ser Ser
50

gga cga ttc acc
Gly Arg Phe Thr

cag atg aac agc
Gln Met Asn Ser
85

aga cat agc gat
Arg His Ser Asp
100

ctg gtc acc gte
Leu Val Thr Val
115

<210> 51

<211> 357
<212> DNA
<213> ANLFE5I

<220>

<221> CDS

<222> (1)..(357)
<223> & FXDNA

<400> 51

gag
Glu
1

tce

Ser

ggc
Gly

gca
Ala

aag
Lys
65

ctg

gtg cag ctg gtg
Val Gln Leu Val

ctg aga ctc tcc
Leu Arg Leu Ser
20

atg tct tgg gtc
Met Ser Trp Val
35

acc att agt agt

Thr Ile Ser Ser
50

gga cga ttc acc

Gly Arg Phe Thr

cag atg aac agc

gct
Ala

atc
Ile
70

ctg

Leu

gga
Gly

tce
Ser

gag
Glu

tgt
Cys

cgc
Arg

gct
Ala

ate
Ile
70

ctg

agce
Ser
55

tce

Ser

aga
Arg

aac
Asn

tca
Ser

tct
Ser

gca
Ala

cag
Gln

age
Ser
55

tce
Ser

aga

act
Thr

aga
Arg

gtc
Val

tte
Phe

292424
Gly

gee
Ala

gct
Ala
40

act
Thr

aga
Arg

gtc

tat
Tyr

gac
Asp

gag
Glu

gCg
Ala
105

gga
Gly

tct
Ser
25

cca
Pro

tat
Tyr

gac
Asp

gag

tee
Ser

aat
Asn

gac
Asp
90

ttt
Phe

gac
Asp
10

gga
Gly

gac
Asp

tce
Ser

aat
Asn

gac

tat
Tyr

gce
Ala
75

acg

Thr

ggt
Gly

ttg
Leu

ttc
Phe

aag
Lys

tat
Tyr

gee
Ala
75

acg

89

tat
Tyr
60

aag

Lys

gece
Ala

tat
Tyr

gta
Val

att
Ile

agg
Arg

tat
Tyr
60

aag
Lys

gce

cca
Pro

aac
Asn

ctg
Leu

igg
Trp

cag
Gln

tte
Phe

ctg
Leu
45

cca
Pro

aac
Asn

ctg

gac
Asp

tee
Ser

tat
Tyr

ggcC
Gly
110

cct
Pro

agt
Ser
30

gag
Glu

gac
Asp

tce
Ser

tat

agt
Ser

ctg
Leu

tac
Tyr
95

cag
Gln

888
Gly
15

aat
Asn

1g8
Trp

agt
Ser

ctg
Leu

tac

gtg
Val

tat
Tyr
80

tgt
Cys

gga
Gly

agg
Arg

tat
Tyr

gtc
Val

gtg
Val

tat
Tyr
80

tgt

192

240

288

336

357

48

96

144

192

240

288



02820882. X

i

o H84/97H

Leu Gln Met Asn Ser

85

gcg aga cat agc gat
Ala Arg His Ser Asp

100

acc ctg gtc acc gtc
Thr Leu Val Thr Val

<210>
211>
212>
213>

220>
221>
222>
223>

<400>

115

52
357
DNA

ANLFF

CDS
(1).. (357
4 FXDNA

52

gag gtg cag ctg gtg
Glu Val Gln Leu Val

1

tcec ctg aga ctc tcc
Ser Leu Arg Leu Ser

20

ggc atg tct tgg gtc
Gly Met Ser Trp Val

35

gca acc att agt. agt
Ala Thr Ile Ser Ser

50

aag gga cga ttc acc
Lys Gly Arg Phe Thr

65

ctg cag atg aac agc
Leu Gln Met Asn Ser

85

gga aga cat agc gat
Gly Arg His Ser Asp

100

acc ctg gtc acc gtc
Thr Leu Val Thr Val

Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys

gga
Gly

tce
Ser

gag
Glu

tgt
Cys

cgce
Arg

gct
Ala

atc
Ile
70

ctg

Leu

gga
Gly

tce
Ser

90

aac ttc gecg ttt
Asn Phe Ala Phe

tca
Ser

tct
Ser

gca
Ala

cag
Gln

agc
Ser
55

tce
Ser

aga
Arg

aac
Asn

tca
Ser

888
Gly

gee
Ala

gct
Ala
40

act

Thr

aga
Arg

gtc
Val

ttc
Phe

105

gga
Gly

tct

Ser
25

cca
Pro

tat
Tyr

gac
Asp

gag
Glu

gCcg
Ala

105

gac
Asp

gga
Gly

gac
Asp

tce
Ser

aat
Asn

gac
Asp
90

ttt
Phe

90

95

ggt tat tgg ggc cag
Gly Tyr Trp Gly Gln

ttg
Leu

ttc
Phe

aag
Lys

tat
Tyr

gee
Ala
75

acg

Thr

ggt
Gly

gta
Val

att
Ile

agg
Arg

tat
Tyr
60

aag
Lys

gce
Ala

tat
Tyr

cag
Gln

ttc
Phe

ctg
Leu
45

cca

Pro

aac
Asn

ctg
Leu

188
Trp

110

cct
Pro

agt
Ser
30

gag
Glu

gac
Asp

tce
Ser

tat
Tyr

ggc
Gly

110

gE88
Gly
15

aat
Asn

tgg
Trp

agt
Ser

ctg
Leu

tac
Tyr
95

cag
Gln

gga 336

Gly

agg
Arg

tat
Tyr

gtc
Val

gtg
Val

tat
Tyr
80

tgt
Cys

gga
Gly

357

48

96

144

192

240

288

336

357



02820882. X

i

B 5 585/97Tm

<210> 53
211> 336
<212> DNA
213> NLFF

<2207
<221> CDS

<222> (1).. (336)

115

<223> & RXDNA

<400> 53
gat atc gtg atg
Asp Ile Val Met

1

gag
Glu

aat
Asn

cca
Pro

gac
Asp
65

agce

Ser

tca
Ser

ceg
Pro

ggt
Gly

cag
Gln
50

agsg
Arg

aga
Arg

ctt
Leu

(210> 54
211> 33
<212> DN

213>

220>
221> CDS

222>
(223>

gee
Ala

gac
Asp
35

cte
Leu

ttc
Phe

gtg
Val

ctt
Leu

6
A

tce

Ser
20

aca
Thr

ctg
Leu

agt
Ser

gag
Glu

ccg
Pro
100

ANLF7

(1).. (336)
& FDNA

act
Thr

atc
Ile

tat
Tyr

atc
Ile

ggc
Gly

gct
Ala
85

tgg
Trp

cag
Gln

tce
Ser

tta
Leu

tat
Tyr

agt
Ser
70

gag
Glu

acg
Thr

tct
Ser

tge
Cys

gaa
Glu

aaa
Lys
55

g88
Gly

gat
Asp

ttc
Phe

cca
Pro

aga
Arg

tgg
Trp
40

gtt
Val

tca
Ser

gtt
Val

g8¢
Gly

ctc
Leu

tct

Ser
25

tac
Tyr

tce
Ser

g8cC
Gly

gg88
Gly

caa
Gln
105

tce
Ser
10

agt
Ser

ctg
Leu

aac
Asn

aca

Thr

gtt
Val
90

ggg
Gly

ctg
Leu

Cgg
Arg

cag
Gln

cga
Arg

gat
Asp
75

tat
Tyr

acc
Thr

91

cce
Pro

aac
Asn

aag
Lys

ttt
Phe
60

ttc
Phe

tac
Tyr

aag
Lys

gtc
Val

att
Ile

cca
Pro
45

tct
Ser

aca

Thr

tgc
Cys

gtg
Val

acce
Thr

gtt
Val
30

gg8¢C
Gly

ggg
Gly

ctg
Leu

ttt
Phe

gaa
Glu
110

cct
Pro
15

cat
His

cag
Gln

gtc
Val

aaa
Lys

caa
Gln
95

atc
Ile

gga
Gly

att
Ile

tct
Ser

cca
Pro

atc
Ile
80

ggt
Gly

aaa
Lys

48

96

144

192

240

288

336



02820882. X

i

o 586/971

<400> 54

gat gtt gtg
Asp Val Val

1

gag
Glu

aat
Asn

cca
Pro

gac
Asp
65

age
Ser

tca
Ser

<210> 55

ccg
Pro

ggt
Gly

cag
Gln
50

ageg
Arg

aga
Arg

ctt
Leu

gce
Ala

gac
Asp
35

cte
Leu

ttc
Phe

gtg
Val

ctt
Leu

<211> 336
<212> DNA
213> ANIFF%

<220>
<221> CDS

<222> (1).. (336)

atg
Met

tce
Ser

20

aca

Thr

ctg
Leu

agt
Ser

gag
Glu

ccg
Pro
100

<223> & FRLDNA

<400> 55

gat atc ttg
Asp Ile Leu

1

gag ccg gee

Glu Pro Ala

aat ggt gac

Asn Gly Asp

35

atg
Met

tce

Ser
20

aca

Thr

act
Thr

atc
Ile

tat
Tyr

atc
Ile

ggc
Gly

gct
Ala
85

tgg
Trp

act
Thr

atc
Ile

tat
Tyr

cag
Gln

tece
Ser

tta
Leu

tat
Tyr

agt
Ser
70

gag
Glu

acg
Thr

cag
Gln

tce
Ser

tta
Leu

tct
Ser

tgce
Cys

gaa

Glu

aaa
Lys
55

ggg
Gly

gat
Asp

tte
Phe

tct
Ser

tgc
Cys

gaa
Glu

cca
Pro

aga
Arg

tgg
Trp
40

gtt
Val

tca
Ser

gtt
Val

ggc
Gly

cCca
Pro

aga
Arg

188
Trp
40

cte
Leu

tct
Ser

25

tac
Tyr

tce
Ser

g8C
Gly

ggg
Gly

caa

Gln
105

cte
Leu

tct

Ser
25

tac
Tyr

tee
Ser
10

agt
Ser

ctg
Leu

aac
Asn

aca
Thr

gtt
Val
90

g88
Gly

tce
Ser
10

agt
Ser

ctg
Leu

ctg
Leu

cgg
Arg

cag
Gln

cga
Arg

gat
Asp
75

tat
Tyr

acc

Thr

ctg
Leu

cgg
Arg

cag
Gln

92

cce
Pro

aac
Asn

aag
Lys

ttt
Phe
60

ttc
Phe

tac
Tyr

aag
Lys

cce
Pro

aac
Asn

aag
Lys

gte
Val

att
Ile

cCa
Pro
45

tct
Ser

aca
Thr

tgce
Cys

gtg
Val

gtc
Val

att
Ile

cca
Pro
45

acc
Thr

git
Val
30

ggcC
Gly

ggg
Gly

ctg
Leu

ttt
Phe

gaa
Glu
110

acc

Thr

gtt
Val
30

g8cC
Gly

cect
Pro
15

cat
His

cag
Gln

gtc
Val

aaa
Lys

caa
Gln
95

atc
Ile

cet
Pro
15

cat

His

cag
Gln

gga 48
Gly

att 96
Ile

tet 144
Ser

cca 192
Pro

atc 240
Ile
80

ggt 288
Gly

aaa 336
Lys

gga 48
Gly

att 96
Ile

tct 144
Ser



02820882. X

i

o H87/97TI

cca
Pro

gac
Asp
65

agce

Ser

tca
Ser

cag ctc ctg atc
Gln Leu Leu Ile
50

agg ttc agt ggc
Arg Phe Ser Gly

aga gtg gag gct
Arg Val Glu Ala
85

ctt ctt ccg tgg
Leu Leu Pro Trp
100

<210> 56

<211> 336
<212> DNA
213> ANLF%|

<220>

<221> CDS

<222> (1).. (336)
<223> A FXDNA

<400> 56

gat
Asp
1

gag
Glu

aat
Asn

cca
Pro

gac
Asp
65

agc
Ser

tca

gtt ttg atg act
Val Leu Met Thr

ccg gee tee atce
Pro Ala Ser Ile
20

ggt gac aca tat
Gly Asp Thr Tyr
35

cag ctc ctg atc
Gln Leu Leu Ile
50

agg ttc agt ggce
Arg Phe Ser Gly

aga gtg gag gct
Arg Val Glu Ala
85

ctt ctt ccg tgg

tat
Tyr

agt
Ser
70

gag
Glu

acg
Thr

cag
Gln

tce
Ser

tta
Leu

tat
Tyr

agt
Ser
70

gag
Glu

acg

aaa
Lys
55

ggg
Gly

gat
Asp

tte
Phe

tct
Ser

tgc
Cys

gaa
Glu

aaa
Lys
55

g88
Gly

gat
Asp

tte

gtt
Val

tca
Ser

gtt
Val

ggc
Gly

cca
Pro

aga
Arg

tgg
Trp
40

gtt
Val

tca
Ser

gty
Val

88C

tee
Ser

gg¢C
Gly

gE88
Gly

caa
Gln
105

ctc
Leu

tet
Ser
25

tac
Tyr

tce
Ser

ggc
Gly

888
Gly

cada

aac
Asn

aca
Thr

gtt
Val
90

ggg
Gly

tee
Ser
10

agt

Ser

ctg
Leu

aac
Asn

aca
Thr

gtt
Val
90

g88

cga
Arg

gat
Asp
75

tat
Tyr

acc
Thr

ctg
Leu

Cgg
Arg

cag
Gln

cga
Arg

gat
Asp

tat
Tyr

acc

93

ttt
Phe
60

ttc
Phe

tac
Tyr

aag
Lys

cce
Pro

aac
Asn

aag
Lys

ttt
Phe
60

tte
Phe

tac
Tyr

aag

tct
Ser

aca
Thr

tge
Cys

gtg
Val

gte
Val

att
Ile

cca
Pro
45

tct
Ser

aca
Thr

1gc
Cys

gtg

ggg
Gly

ctg
Leu

ttt
Phe

gaa
Glu
110

acc
Thr

gtt
Val
30

ggcC
Gly

g88
Gly

ctg
Leu

Tttt
Phe

gaa

gtc
Val

aaa
Lys

caa
Gln
95

atc
Ile

cct
Pro
15

cat

His

cag
Gln

gte
Val

aaa
Lys

caa
Gln
95

atc

cca
Pro

atc
Ile
80

ggt
Gly

aaa
Lys

gga
Gly

att
Ile

tct
Ser

cca
Pro

atc
Ile
80

ggt
Glv

ada

192

240

288

336

48

96

144

192

240

288

336



02820882. X

i

B 5 Z88/971m

Ser Leu Leu Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

210>
211>
212>
213>

220>

221>
<222
223>

<400>

57

357
DNA
ANIFF

57

CDS
(1).. (357)
& FXDNA

gag gtg cag
Glu Val Gln

1

tce
Ser

ggc
Gly

tca
Ser

aag
Lys
65

ctg
Leu

gCg
Ala

acc
Thr
115

<210> 58

ctg
Leu

atg
Met

ace
Thr
50

gga
Gly

cag
Gln

aga
Arg

ctg
Leu

aga
Arg

tct
Ser
35

att
Ile

cga
Arg

atg
Met

cat
His

gte
Val

<211> 357
<212> DNA
213> ANLFF

100

ctg
Leu

ctc
Leu

20

tgg
Trp

agt
Ser

ttc
Phe

aac
Asn

age
Ser
100

acc
Thr

gtg
Val

tcc
Ser

gtc
Val

agt
Ser

acc
Thr

agc
Ser
85

gat
Asp

gte
Val

gag
Glu

tgt
Cys

cge
Arg

get
Ala

atc
Ile
70

ctg

Leu

gga
Gly

tce
Ser

tct ggsg
Ser Gly

gca gcc
Ala Ala

cag gct
Gln Ala
40

agc act
Ser Thr
55

tcc aga
Ser Arg

aga gcc
Arg Ala

aac ttc
Asn Phe

tca
Ser

105

gga
Gly

tct
Ser
25

cca
Pro

tat
Tyr

gac
Asp

gag
Glu

gCg
Ala
105

gge ttg
Gly Leu

10

gga ttc
Gly Phe

g8g aag
Gly Lys

tce tat
Ser Tyr

aat tcc
Asn Ser
75

gac acg
Asp Thr
90

ttt ggt
Phe Gly

94

gta
Val

acc
Thr

g88
Gly

tat
Tyr
60

aag

Lys

gee
Ala

tat
Tyr

cag
Gln

ttc
Phe

ctg
Leu
45

cca
Pro

aac
Asn

gtg
Val

tgg
Trp

110

cct
Pro

agt
Ser

30

gag
Glu

gac
Asp

acg
Thr

tat
Tyr

ggc
Gly
110

g88
Gly
15

aat
Asn

tgg
Trp

agt
Ser

ctg
Leu

tac
Tyr
95

cag
Gln

888
Gly

tat
Tyr

gtc
Val

gtg
Val

tat
Tyr
80

tgt
Cys

gga
Gly

48

96

144

192

240

288

336

357



02820882. X

i

B 5E89/97Tm

<220>
<221> CDS

<222> (1).. (357)

<223> & FYDNA

<400> 58

gag gtg cag ctg
Glu Val Gln

1

tce
Ser

ggc
Gly

tca
Ser

aag
Lys
65

ctg

Leu

gCg
Ala

acc

Thr

210>
211>
212>
213>

ctg
Leu

atg
Met

acc
Thr

gga
Gly

cag
Gln

aga
Arg

ctg
Leu

220>

221>
<222
223>

<400>

aga
Arg

tct
Ser
35

att
Ile

cga
Arg

atg
Met

cat
His

gtc
Val
115

59

357
DNA
ANILFF|

CDS
(I)..(357)
& FXDNA

59

Leu

cte
Leu
20

tgg
Trp

agt
Ser

ttc
Phe

aac
Asn

age
Ser
100

acc
Thr

gtlg
Val

tee
Ser

gtc
Val

agt
Ser

acc
Thr

agc
Ser
85

gat
Asp

gtc
Val

gag
Glu

tgt
Cys

cge
Arg

get
Ala

ate
Ile
70

ctg

Leu

gga
Gly

tce
Ser

tct
Ser

gca
Ala

cag
Gln

agc
Ser
55

tce
Ser

aga
Arg

aac
Asn

tca
Ser

ggg
Gly

gce

Ala

gct
Ala
40

act

Thr

aga
Arg

gee
Ala

tte
Phe

gga
Gly

tct

Ser
25

CcCa
Pro

tat
Tyr

gac
Asp

gag
Glu

gC8
Ala
105

ggc
Gly
10

gga
Gly

888
Gly

tee
Ser

aat
Asn

gac
Asp
90

ttt
Phe

ttg
Leu

ttc
Phe

aag
Lys

tat
Tyr

tce
Ser

75
acg

Thr

ggt
Gly

gta
Val

att
Ile

g8¢8
Gly

tat
Tyr
60

aag
Lys

gee
Ala

tat
Tyr

cag
Gln

tte
Phe

ctg
Leu
45

cca

Pro

aac
Asn

gtg
Val

tgg
Trp

cct
Pro

agt
Ser
30

gag
Glu

gac
Asp

acg
Thr

tat
Tyr

ggc
Gly
110

g8g
Gly
15

aat
Asn

tgg
Trp

agt
Ser

ctg
Leu

tac
Tyr
95

cag
Gln

g88
Gly

tat
Tyr

gtc
Val

gtg
Val

tat
Tyr
80

tgt
Cys

gga
Gly

48

96

144

192

240

288

336

357

gag gtg cag ctg gtg gag tct ggg gga ggc ttg gta cag cct ggg ggg 48
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5

10

95

15



02820882. X

i

o 590/971

tcc ctg aga ctc tcc
Ser Leu Arg Leu Ser

20

ggc atg tct tgg gtc
Gly Met Ser Trp Val

35

tca acc att agt agt
Ser Thr Ile Ser Ser

50

aag gga cga ttc acc
Lys Gly Arg Phe Thr

65

ctg cag atg aac agc
Leu Gln Met Asn Ser

85

gga aga cat agc gat
Gly Arg His Ser Asp

100

acc ctg gtc acc gtc
Thr Leu Val Thr Val

210>
211>
212>
213>

220>
221>
<2225
223>

<400>

115

60

357

DNA
ALFFI

CDS
(1)..(357)
& AXDNA

60

gag gtg cag ctg gtg
Glu Val Gln Leu Val

1

tce ¢ctg aga ctc tece
Ser Leu Arg Leu Ser

20

gge atg tct tgg gtc
Gly Met Ser Trp Val

35

tgt
Cys

cge
Arg

get
Ala

atc
Ile
70

ctg

Leu

gga
Gly

tee
Ser

gag
Glu

tgt
Cys

cgce
Arg

gca

Ala

cag
Gln

age
Ser
55

tee
Ser

aga
Arg

aac
Asn

tca
Ser

tct
Ser

gca
Ala

cag
Gln

gCccC
Ala

gct
Ala
40

act
Thr

aga
Arg

gece
Ala

ttc
Phe

888
Gly

gee
Ala

get
Ala
40

tet
Ser
25

cca
Pro

tat
Tyr

gac
Asp

gag
Glu

gCg
Ala
105

gga
Gly

tct
Ser
25

cca
Pro

gga
Gly

888
Gly

tcce
Ser

aat
Asn

gac
Asp
90

ttt
Phe

ggc
Gly
10

gga
Gly

B88
Gly

ttc
Phe

aag
Lys

tat
Tyr

tce
Ser
75

acg
Thr

ggt
Gly

ttg
Leu

tte
Phe

aag
Lys

96

acc

Thr

g8¢
Gly

tat
Tyr
60

aag
Lys

gee
Ala

tat
Tyr

gta
Val

att
Ile

g88
Gly

tte
Phe

ctg
Leu
45

cca
Pro

aac
Asn

gtg
Val

tgg
Trp

cag

Gln

tte
Phe

ctg
Leu
45

agt
Ser
30

gag
Glu

gac
Asp

acg
Thr

tat
Tyr

g8¢C
Gly
110

cct
Pro

agt
Ser
30

gag
Glu

aat
Asn

188
Trp

agt
Ser

ctg
Leu

tac
Tyr
95

cag
Gln

888
Gly
15

aat

Asn

1gg
Trp

tat
Tyr

gtc
Val

gtg
Val

tat
Tyr
80

tgt
Cys

gga
Gly

g88
Gly

tat
Tyr

gte
Val

96

144

192

240

288

336

357

48

96

144



02820882. X

i

o /9T

tca
Ser

aag
Lys
65

ctg

Leu

gga
Gly

acce
Thr

210>
211>
<212>
213>

acc
Thr
50

gga
Gly

cag
Gln

aga
Arg

ctg
Leu

<220>

221>
222>

<400>

61
414
DNA

/IR (Mus

61

att
Ile

cga
Arg

atg
Met

cat
His

gtc
Val
115

CDS
(1).. (414)

agt
Ser

tte
Phe

aac
Asn

agc
Ser
100

acc
Thr

atg aac ctc ggg

Met
1

gtc
Val

cct
Pro

agt
Ser

gaa
Glu
65

gac
Asp

Asn

cag
Gln

gga
Gly

aat

Asn
50

tgg
Trp

agt
Ser

Leu

tgt
Cys

g88
Gly
35

tat
Tyr

gte
Val

gtg
Val

Gly

gag
Glu
20

tee

Ser

ggc
Gly

gca

Ala

aag
Lys

agt
Ser

acc
Thr

age
Ser

85

gat
Asp

gtc
Val

gct
Ala

atc
Ile
70

ctg

Leu

gga
Gly

tcc
Ser

agce
Ser
55

tce
Ser

aga
Arg

aac
Asn

tca
Ser

Musculus)

cte
Leu

gtg
Val

ctg
Leu

atg
Met

acc

Thr

gga
Gly

agt
Ser

cag
Gln

aaa
Lys

tct
Ser

att
Ile
70

cga
Arg

ttg
Leu

ctg
Leu

atc
Ile

tgg
Trp
55

agt
Ser

ttc
Phe

act
Thr

aga
Arg

gce
Ala

ttc
Phe

att
Ile

gtg
Val

tcc
Ser
40

gtt
Val

agt
Ser

acc
Thr

tat
Tyr

gac
Asp

gag
Glu

gC§8
Ala
105

ttic
Phe

gag
Glu
25

tgt

Cys

cge
Arg

gct
Ala

ata
Ile

tce
Ser

aat
Asn

gac
Asp
90

ttt
Phe

ctt
Leu
10

tet

Ser

gca
Ala

cag
Gln

agt
Ser

tcce
Ser

tat
Tyr

tce
Ser
75

acg

Thr

ggt
Gly

gcce

Ala

g88
Gly

gee
Ala

act
Thr

act
Thr
75

agg
Arg

97

tat
Tyr
60

aag
Lys

gee
Ala

tat
Tyr

cte
Leu

gga
Gly

tct
Ser

cca

Pro
60

tat

Tyr

gac
Asp

cca
Pro

aac
Asn

gtg
Val

tgg
Trp

att
Ile

gac
Asp

gga
Gly
45

gac
Asp

tcce
Ser

aac
Asn

gac
Asp

acg
Thr

tat
Tyr

ggc
Gly
110

tta
Leu

tta
Leu

30
tte
Phe

atg
Met

tat
Tyr

gee
Ala

agt
Ser

ctg
Leu

tac
Tyr
95

cag
Gln

daaa
Lys
15

atg
Met

att
Ile

agg
Arg

tat
Tyr

gag
Glu

gtg
Val

tat
Tyr
80

tgt
Cys

gga
Gly

ggl
Gly

aag
Lys

ttc
Phe

ctg
Leu

cca
Pro
80

aac
Asn

192

240

288

336

357

48

96

144

192

240

288
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i

B 5892/97Tm

tce
Ser

tat
Tyr

ggc
Gly

<210> 62

cta
Leu

tac
Tyr

cga
Arg
130

tat
Tyr

tgt
Cys
115

ggg
Gly

<211> 138
<212> PRT
213> /pE Mus

<400> 62

Met Asn Leu

1

Val Gln Cys

Pro

Ser

Glu

65

Asp

Ser

Tyr

Gly

210> 63

Gly

Asn

50

Trp

Ser

Leu

Tyr

Arg
130

Gly

35
Tyr
Val
Val
Tyr
Cys

115

Gly

<211> 396
<212> DNA
213> /EL (Mus

ctg
Leu

100
gga
Gly

act
Thr

Gly
Glu

20
Ser
Gly
Ala
Lys
Leu
100

Gly

Thr

85 90

caa atg aat agt ctg agg tct
Gln Met Asn Ser Leu Arg Ser

105

aga cat agc gat gga aac ttc

Arg His Ser Asp Gly Asn Phe
120
ctg gtc act gtc tct gca

Leu Val Thr Val Ser Ala
135

Musculus)

Leu Ser Leu Ile Phe Leu Ala
5 10

Val Gln Leu Val Glu Ser Gly
25

Leu Lys Ile Ser Cys Ala Ala
40

Met Ser Trp Val Arg Gln Thr
55

Thr Ile Ser Ser Ala Ser Thr
70 75

Gly Arg Phe Thr Ile Ser Arg
85 90

Gln Met Asn Ser Leu Arg Ser
105

Arg His Ser Asp Gly Asn Phe
120

Leu Val Thr Val Ser Ala
135

Musculus)

98

gag
Glu

gCg
Ala

Leu

Gly

Ser

Pro

60

Tyr

Asp

Glu

Ala

gac
Asp

ttt
Phe
125

Ile

Asp

Gly

45

Asp

Ser

Asn

Asp

Phe
125

aca
Thr
110

ggt
Gly

Leu

Leu

30

Phe

Met

Tyr

Ala

Thr

110

Gly

95

g8¢C
Gly

tat
Tyr

Lys

15
Met
Ile
Arg
Tyr
Glu

95

Gly

Tyr

ata
Ile

188
Trp

Gly

Lys

Phe

Leu

Pro

80

Asn

Ile

Trp

336

384

414



02820882. X

i

o 593/97I

220>
<221> CDS

<222> (1).. (396)

<400> 63

atg aag ttg

Met
1

tece
Ser

agt
Ser

gtt
Val

ggc
Gly
65

ggg
Gly

ctc
Leu

ttt
Phe

gaa
Glu

<210> 64

Lys

agce
Ser

ctt
Leu

cat
His
50

cag
Gln

gtc
Val

aag
Lys

caa
Gln

atc
Ile
130

Leu

agt
Ser

gga
Gly
35

att
Ile

tct
Ser

cca
Pro

atc

Ile

ggt
Gly
115

aga
Arg

211> 132
{212> PRT
<213> /N Mus

<400> 64
Met Lys Leu Pro

1

cct
Pro

gat
Asp
20

gat
Asp

aat
Asn

cca
Pro

gac
Asp

agc
Ser
100

tca

Ser

Cg8
Arg

Ser Ser Ser Asp

gtt
Val
5

gtt
Val

caa
Gln

ggt
Gly

aag
Lys

agsg
Arg
85

aga
Arg

ctt
Leu

396

agg
Arg

ttg
Leu

gcce
Ala

gac
Asp

ctc
Leu

tte
Phe

gtg
Val

ctt
Leu

ctg
Leu

atg
Met

tcce
Ser

aca
Thr
55

cta
Leu

agt
Ser

gag
Glu

ccg
Pro

Musculus)

ttg
Leu

acc
Thr

atc
Ile
40

tat
Tyr

atc
Ile

ggc
Gly

get
Ala

tgg
Trp
120

gtg
Val

caa
Gln
25

tct
Ser

tta
Leu

tac
Tyr

agt
Ser

gag
Glu
105

acg
Thr

ctg atg
Leu Met
10

act cca
Thr Pro

tgc aga
Cys Arg

gaa tgg
Glu Trp

aaa gtt
Lys Val
75

gga tca
Gly Ser
90

gat ctg
Asp Leu

ttc ggt
Phe Gly

tte
Phe

cte
Leu

tct
Ser

tac
Tyr
60

tcc

Ser

ggg
Gly

gga
Gly

gga
Gly

tgg
Trp

tee
Ser

agt
Ser
45

ctg
Leu

aac
Asn

aca
Thr

gtt
Val

ggc
Gly
125

att
Ile

ctg
Leu
30

cgg
Arg

cag
Gln

cga
Arg

gat
Asp

tat
Tyr
110

acc
Thr

cct
Pro
15

cct
Pro

aac
Asn

aga
Arg

ttt
Phe

ttc
Phe
95

tac
Tyr

agg
Arg

gct
Ala

gtc
Val

att
Ile

cecg
Pro

tct

Ser
80

aca
Thr

tge
Cys

ctg
Leu

Val Arg Leu Leu Val Leu Met Phe Trp Ile Pro Ala

o]

10

15

Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val

99

48

96

144

192

240

288

336

384



02820882. X oM P E94/97Tm)

20 25 30

Ser Leu Gly Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Arg Asn Ile
35 40 45

Val His Ile Asn Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gln Arg Pro
50 55 60

Gly Gln Ser Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser
65 70 75 80

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
85 90 95

Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys
100 105 110

Phe Gln Gly Ser Leu Leu Pro Trp Thr Phe Gly Gly Gly Thr Arg Leu
115 120 125

Glu Ile Arg Arg
130

<210> 65

<211> 39

<212> DNA
213> ANLFF%

<220>
<223> & A%DNA

<400> 65
aaggaaaaaa gcggecgega cccctcacca tgaaccteg 39

<210> 66

<211> 39

<212> DNA
213> ANILFF%

<220>
<223> & FKDNA

<400> 66
cgatgggecee ttggtggagg ctgcagagac agtgaccag 39

<210> 67

211> 31

<212> DNA
213> NLFF3

100



02820882. X oo P 3E95/97Tm

<220>
<223> A FDNA

<400> 67
ccggaattcg cctectcaaa atgaagttge c 31

<210> 68

<211> 31

<212> DNA
213> ANILF%

<220>
<223> & FKDNA

<400> 68
agccaccgta cgtctgattt ccagectggt g 31

<210> 69
211> 97
<212> DNA
213> ALRF3

<220>
<223> & HLDNA

<400> 69
atgaatccag aggctgcaca ggagagtctc agggaccccc caggetgtac caagcctcce 60

ccagactcca ccagetgcac ctcacactgg acacctt 97

<210> 70
211> 28
<212> PRT
213> ANTLF7

<2205
223> &Rk

<400> 70

Asn Pro Thr Asp Ile Ala Asp Thr Thr Leu Asp Glu Ser Ile Tyr Ser
1 5 10 15

Asn Tyr Tyr Leu Tyr Glu Ser Ile Pro Lys Pro Cys
20 25

210> 71
(211> 18
<212> PRT

101



02820882. X o P 3E96/97Tm

213> ALK

<220>
223> &Rk

<400> 71
Asp Glu Ser Ile Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser Ile Pro Lys
1 5 10 15

Pro Cys

<210> 72

211> 17

<212> PRT
213> ALF3

<220>
<223> &Rk

<400> 72
Glu Ser Ile Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser Ile Pro Lys Pro
1 5 10 15

Cys

<210> 73

211> 16

<212> PRT
213> ANLFF3

220>
<223> B ARk

<400> 73
Ser Ile Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser Ile Pro Lys Pro Cys
1 5 10 15

<210> 74

<211> 15

<212> PRT
213> NTIF%

220>
223> ARk

<400> 74

Ile Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser Ile Pro Lys Pro Cys
1 5 10 15

102
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<210> 75

211> 14

<212> PRT
Q213> ATFF

<220>
<223> B RLAK

<400> 75
Glu Ser Ile Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser Ile Cys
1 5 10

<210> 76

<211> 13

<212> PRT
213> AIF3

<220>
<223> &AL

<400> 76
Glu Ser Ile Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser Cys
1 5 10

<210> 77
<211> 12
<212> PRT
213> ANIFF%

<2205
223> ERL

<400> 77
Glu Ser Ile Tyr Ser Asn Tyr Tyr Leu Tyr Glu Cys
1 5 10

<210> 78

211> 11

<212> PRT
213> NITF%

<220>
223> &Rk

<400> 78
Glu Ser Ile Tyr Ser Asn Tyr Tyr Leu Tyr Cys
1 5 10

103



02820882. X w B F K E $1/17TH

A ~
-
Not! Apal & DA
16 18 20
17 19 21

| PcA

pBluescript I SK (-) Apal

Notl
Apal
Notl

Notl Apal
pKM2160Gal0

104



02820882. X L L H2/17T]

A
' N
Pstl
pKM2160Gal0 Dralll
PCR
Pstl
Dralll
Pstl Dralll
Pst|
Dralll *
Pstl
*
pKM2160Gal1
Dralll

&2

105



02820882. X O ) H3/1TH
r B
Nhe| Nhel
*
pKM2160Gal1 pKM2160Gal2
Scal
Nhel Nhel
Scal Scal

Nhel

pKM2160Gal3

Scal

&3

106



02820882. X L L FA/1T]

A
— N
EcoRl Xhol /% DNA
26 28 30
27 29 31
l PCR
pBluescript Il SK (-) EcoRl
Xho!l
EcoRl
Xhol
EcoRlI
Xho
pKM2160LV0

K4

107



02820882. X L L H5/17T7

N
— N
. D
EcoRl Xhol R DNA
26 28 30
%
27 29 31
l PCR
pBluescript Il SK (-) EcoRl
Xhol
EcoRl
Xhol
%
EcoRl
Xhol

&5

108



02820882. X L L 6/1717

AL
4 EcoRl  BsiWI ™

EcoRl BsiWi
Xhol

pKM2160LV0

EcoRl EcoRl

BsiWI BsiWli

EcoRI Bsiwl

Not! Apal

pKM2160Gal0

Notl Notl

Apal Apal

&6

109
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AL

1.6 . ——KM2760

1.4 7 ...0..-(32I0LVO

1.2 [ - GaloLV1
S [ | | GaldLV2
> JA - Gal0LV3
"v"' 0.8 /{7’.
a 06 o
© 04 4

05 e

O \M_I\ML 1

001 01 1 10 100 1000

higG ﬁﬁ;gz&g(ng/ml)

1.4 ——KM2760

12 1 .. (GAlOLVO
S 1 2 —— Gal1LV1
o —— Gal1lV3
s 0.8 e Gal2LVi
O 04

0.2

0 1 1

001 01 1 10 100 1000

higG Hitk#kE (ng/mi)
" ] [Kee
PR - PN a

g 03 [ —— Gal3LVi
5 0 Vi —— Gal3LV3
= 06 W
S 04 yd

0.2 Y

Olomr™ L

001 0.1 1 10 100 1000

higG Hitkweps  (ng/mi)

3y

110
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W B W H8/17H

A
23 ——KM2760
> £ |- HVOLVO
o / - HVOLV
2 45 £ o HVOLV2
2 /f; —-x- HVOLV3
- 1 Y
0
° /f
0.5 o
0 s
0.0001 0.001 0.01 1
higG ﬁﬁ:miﬁ (ng/mi)
2% / —— KM2760
2 aHV-‘LVO
o ﬂ s HVILV1
2 15 o HVILV2
- // ~-x-- HVLV3
5 1
o
0.5
0 i '
0.00010.001 001 01 1
higG Hifk¥kpE (ng/mi)
18 —— KM2760
/ .o HVOLVO
o 13 o HV2LVO
2 —— HV2LV3
w /Aé .o HV3LVO
< 08 ! —— HV3LV3
o
2 J
0.3
0.2

0.00010.001 0.01 0.1

1

higG ik (ng/mi)

&8

111
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A
r A
Gal0 Gal1
e [
e a PRy TR
1 6 |} GaloLV1 (6l GaliLv1 ;
g T ||--+-GaloLv3 S Yl-=-Galllv3 /»
= = :
o 1.2 o 1.2
= T /
Q2 0.8 a 0.8
o o /4
0.4 0.4
O 1 0 \_.—»M L. A
0.0001 0.001 001 0.1 1 10 0.0001 0.001 001 0.1 1 10
W (ng/ml) WE (ug/mi)
Gal2 Gal3
5 |—+—KM2760 5 |—+—KM2760
o Gal2lV1 i ---a--- Gal3LV1
o 181w _GaloLv3 £ o 1871 . _Gal3Lvs
[ap) [« 5]
hig =t
5\3 1.2 E’ 1.2
< <
o 0.8 o 0.8
o O
04 0.4
0 S ad 1 0 pLs: S ! i
0.0001 0.001 0.01 01 1 10 0.0001 0.001 0.01 0.1 1 10
W (ug/mi) W (ug/mi)

&9
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KM2760
RU Gal2LV3
700 - Gal1lLV3
600 A
Gal1Lv1
sz
= 40 Gal3LV3
300 GaloLV3
K 200 ,,. GaloLV1
100 / GaloLvo
. : - BUIL-5Hik
-100 .

0 70 140 210 280 350 420 490 560 630 7C
G| b

K11
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02820882. X L L F12/17m)

80
—x— KM2760
70 —o— GaloLVo
F 60 —— GalOLV1
50 —o— GaloLV3
" - -+ Gal1LV1
e 40 .- e--GallLV3
W30 -4 --Gal2LVi
g ' .- o -- Gal2LV3
20 /4
s s A —— Gal3LV1
s —e— Gal3LV3
0 T i / | i
T
10
0.0001 0.001 0.01 0.1 1

HiAk R RE (ug/mi)

K12

115



02820882. X L L EARVAVE

100
D $; 1L-5R% 4%
80 [ KM2760
F2 GaliLV3
60
=
T 40
=
5
20
IFN-y IL-4 IL-13
W2 K4 f e 7
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41 R B

FNIRE

K14
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02820882. X

O ) F15/17TH

pKM2160H4

oKM2160L6

pBluescript 1l SK (-)

PCR PCR

PRIMER : PRIMER :

SEQ D SEQID

NOs : 65,66 Smal NOs : 67,68
Notl Apal EcoRI BsiWI

VH VL
0.46kb 2.96kb 0.43kb
Notl Apal EcoRlI BsiWi

pKM2160VH41

VL

pKM2160VL61

118



02820882. X L L H16/1710

A
/ A
EcoRl
BsiW|
Not! Apal
hCx C ~
j G418
PRANTEXSS o L] <N0tl pKM2160VH41
Apal
Apal Apal
Not| Not|
12.75kb 0.44kb

119



02820882. X L L F1T/1710
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