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iz, B MY vofEKAEin vitroTHML, 24508 £ 72 (JHML. 2430 R &
HMBRTEMEL, BEYV " Kz2zE bl zo—-<iila. # A2 I1FVU266
ERAIE., ML 24FEF - GHIML. 24 EREMRE~NDOE S TEH %
ETA2HMEDOL MihE2BEILETES (FAF1-59878 £ R)
o ILIL., EMABBEFOLETOUVNRR=-MN)—-2FTEFF VX
Dy JEYICHIE L AHML. 24BTR F /o G HML. 4R R B Mk
AR5 L. IROAFEICHVITEZEOE FHIEZIB LT LW (EH
B 4 27 HHRE 2N BH & S W093/12227, W092/03918, W094/02602, W094/2
5585, W096/34096, W096/337358 1) .

COEHIRLTHEHINEZE /) Ju—FVRRBEEELET EZNAT
JRE—<iEd. BROEREBEBRPTHREEZETLIILENAETDHD ., £
fo. WBRBRPTERMRET I ILEVTHETH S, |

WHINATY F=<hoE®) 7u—FIVHEEZRETZICE. 4
GNATY)V RN —<A2BEOHEICLEDPVWEREL, ZO0RELEE
LTHEBRHE. Dd20ViENA TV F—<z2lhitBaHrd 2 mEIA
Y IcRE L THEIE. TOBKELTRBIAEZEBLELIEAIN
5, FIZEDOHER. GMEORBKZEZBIDICHLTED., —FH. &
Z2OHEER. REOKRBEEICHEL TV 5,

®/ 7 u—FIVHtk

BEmicid, ML 24 GBEE N1 7Y F—<DER L. Goto,
T. 5D K (Blood (1994) 84. 1922-1930) IC&LVDITH T ENTE
5, TEBRMBEEMTFTERMNARA (RWME>CIHELITHE
1&35) o, ER T4 48 2 7T HICFERM BP-5233& LTT ¥R X
FEPICESZTERBFEINCTIML 24 BEENAM T Y F—-< %

BALB/cw W X (BA 7 VTH) OBBERNICEALTEKEE, 20D
1 3
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Bk S HINL 4 A W T 2 HED. AN 7Y F—< 52BN
EM. FAE. 1 0%y YERIME. 5% BM-Condimeddl (Boeh
ringer Mannheim #!) & & RPMI1640%:#. ,~4 7 ) N — < SFM B
(GIBCO-BRL #1) . PFHM-—I1I#H#1 (GIBCO-BRL &) HTH&EL
EORBLEENOHIML. UG ERBR T L HETITO I LENTE
%o

HH ¥R 2B K

ARERPETIH, E/ 70— F ks LT, kB Fe 17
F—wtmhds/m—=vr L, BYERY S —ITHBRAALT, ThE
BELCEAL. BEEFHBAEKNZAVWTEASI S CHEBIENE
FRWAIENTESE (HIZIE. Carl, A K. Borrebaeck, James, W
.Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in th
e United Kingdom by MACMILLAN PUBLISHERS LTD, 1990&H) .

BHIc3. BNETERBEBEZEATEINATY F—<ho. 1t
homaz (V) B %Z 31— N9 2nRNAZ BigEd 5, nRNAD BLgE 3.
ANROFE. I E. 7=y y@&ELHE (Chirgwin, J.M 5. Bi
ochemistry (1979) 18, 5294-5299 ) . AGPC# (Chmczynski, P. 5
. (1987) 162, 156-159) ZFHic X O £RNA Z & L. mRNA Purific
ation Kit (Pharmacial) F %M L ToRNAZ H AT 5, 7. Qu
ickPrep mRNA Purification Kit (Pharmaciafl) 2H W3 Z &iz &k
DnRNAZ BEHAB T2 LN TE 5,

BONInRNAD O X EEBRETHVWTHEA VEROCONAZ SR T
%, cDNAD & ki3 AMV Reverse Transcriptase First-strand cDN
A Synthesis Kit EFZHWVWTITH I ENTE B, £/, cDNADE KR
BLUOHIEAITHICE 5" -Ampli FINDER RACE Kit (Clontech®!)
B XUPCR ZHW/A5 * -RACE #% (Frohman, M.A. 5. Proc.Natl.

Acad. Sci. USA (1988) 85, 8998-9002; Belyavsky, A. 5. Nuclei
1 4




WO 01/13940 PCT/JP00/05617
c Acids Res. (1989) 17, 2919-2932 ) 2FH T2 ENTE %,
BONKPR EMACHNETZINA BTFZKBEL. X7 7 —DNA
EEHET L, IHI. ChEDHEBANRNI I —ZFERL. RKEE#
KWEBALTao=—%2RRLTHEOHMBANI I -2FART %,
B#E 4T 2DNA OMERNEZXAMOFE, FlZAE. V74 F VER
LOMHRT 5,
BW&ET2HBDOVEEEZI-FFEIN RAESANE. I %k
FEORKERMABR (CHEE) 22— FF5DNA LEKEL. hz
RENI §—~lBAL, o3, HEOVEEEZ - F3 2DNA
. A CHEBOINA 288 HEANT I —~HARAATH L L,
ARPTHEAINIIFZHETZICE. BEDOEX S CTHAEK
FAERBEFHEER. AIZE. 2o vy — ToE—F-0H#EAD
bETHRBEITALIORIANRI I —ICHAAL, RIT, CORBEN7S
-k BEMBRABEERL. HBEERBEAILEZLENTES
o %% B
AFRPETR., E MW ITAIRERERZETSIELILEZEHW
ELTABNICHELABEFHEBAIGK, AT, #2435 (Ch
imeric) difk. k& FE L (Humanized ) AR EAFHTE 5, C
NoDRERBFR. BRNOFELZHVWTRHET 2 ENTE S,
FASHEE. FIBOLO>RCLTHBALHRKVERE I~ F3 5DN
Azt PR CHEBAZI—-NTAEINA L#EL. CNERENRS S
—CHMARAATEECEALEAIEALITLDBELNSE (BN
Frar A BA & SEP 125023 . EBAFH LB A MEFESW96/025765
B) o COBMOAEEMVT. ARPIZHFHBFASHHEEE S
EMTE B,

FlZE. FASHIMLL 24O LES IUVH#EEZEL TS X I F
15
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H 4 B KB#EI. &« Escherichia coli DH5a (pUCL9-1.24L-g«k
) % & WEscherichia coli DH5a (pUC19-1.24H-gy 1)& LT, L3
Rilibr i TETERMHFER (REESDCEIMRITEI®EI S
) 2. EK8ES8H29HIC. & 4 FERM BP-5646% L UYFERM BP-56
MUELTTIRXMERHICESEERBRFEIN TV S (FHHFE8-26
AT562 )

B MEIEHRIE. B (reshaped) & k& bFFE N, £ b
DA OWHEY . oL i< XGUERO MR EFEECDR; comp
lementarity determining region) % b h Hu{k O M M R E FHIH A~
BHELALDOTHD., Z0—HBHLBBAZTFHBIAFEIM SO TY
5 (BRMNEHHFHBEAMBZEEP 125023 . ERASHFHELAKESWI6
/025762 )

BREICE. 9 AHAOCR &b Mo 7 L — 47—
(framework-region; FR) %Z##Ed 5 £ 5 IT&E L 72 DNA EE7 % .
RKBEBICA—N=F v TTEMHE2HTHLIICFRLALEMBOA
VIXI2UVAF FO6PR BICKVDAEKRT 5. BoN/DNA 2L b
MECHEAEZI—-FTBDINA tEBEL. ROUTEHANRIZ I -l A
AAT, ChZeBECEBALELAIEELICL0BOoNS (KRN
Fraf M A B FSEP 239400 . EBEAFHBEAME SW096/025762
B o

COR ZALTERKIN2E MiAOFRIE., HETERERRNR
FREREESGBMNETERITZ2LONEBRING, LBEREL. B
e FAEAOHBYHREFERBRIBULHRELSGHBMLEZERT 5 L9
KRB OHERRDO I V- LV - HBOT I/ BEBEHRLTL L
\» (Sato, K. et al., Cancer Res. (1993) 53, 851-856 ) .

PlAE. B PEALHIEML. 24D LB LUV HBEEZEL T 5 X 3

KA2H4 2 KBEHEIZ. & #%Bscherichia coli DH5a (pUCI9-RVLa-A .
16
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HM-gk) % & U¥Bscherichia coli DH5a (pUCI9-RVHr-AHM-g7 1) & L
T, TEBMEEMIY TERMNHER (KRE>CEHELTHE
1% 38) ic. PR S4ES8 A2 9 HIZ. & % PERM BP-564535 & U FE
RM BP-5643& LT T/ RR FEHIESSERFEINA TV S (&
B S 8-264T756& 1)

FASHE, £ PRRAICE. EMRACHEAFERAI N, M
REEEHEZET I PRBEBCHEBLLT, b CrPXE. Cv

1, Cy2 C73 Crd AMATACLNTES, CALDS 5. B
2 Cyl, Cy3 2B T Ak ARMlaEEEE. ¥ b5, AD
CC/EME. CDC IEHEZF L. ARBICHBICFRAINS,

FASHEETE FUAOHABYHKRNAEORZHRE & & MK
HXDCHEENMNSGMKWD., b PRI E MAUA DI B Y Bk T
EOMBHRERREE P REHKRDO TV —L47 — 7 B (framew
ork region; FR) B XU CHEN SO, &t PERITE T 2 HEH
DETLTWED, AXPHOEERINOESRPELTHERATH S

AFHICFERAI N E PRIk FE LLVERAES ELTE. E
FEIEBUEML. 24BN BT o B (FF R 8-264T7565 )

REBLUELE

BIECDOL YD ICHELAAKEBEFZ. 2MOFEICLIDOREREASE
HBETEILENTES, HABEMRROGSE., FHSINAFEHKT
DE—F—, BEINI2MMEREEF. 203" MIFRICKY AV T
T ERERNICKEESIEALINA 0B ENESLNR7 I —ITLD
REIGLE0TEL, IAETOE—F—/TunvH—&L
TR, E M A RAHOY 4 VAR T OE—F -/ TV —

(human cytomegalovirus immediate early promoter, enhancer)

B FBHILENTE S,
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¥, TOMICARPETHEASINARBRRICEATES 0 x
— =S TNy —ELT. Vba g VA RV A=< T 4
AT T) T4 NVAR, YIT T4 N0A40 (SV40) FDY 4 IV R
ToE—4—- /oY —Pebzo S —-—varIlyrsi—1
a (HEFla) R EOWIEMBERO T E—-F - /TN Y—
ArRAOVLVRIE L WV,

A, SV o~ — /T onvHd—2FHATEEE. Mull
igans> D K& (Nature (1979) 277, 108) . F 7. HEFla 7o £ —
Y-/ TNy —%ERT 554, Mizushima 5D FE (Nuclei
¢ Acids Res. (1990) 18, 5322) IKRATEBICEMT A ENT
&5,

KBEOBE. HAShEIEALTuE -5~ HiZWD LD
DY T FNVEF. REIEINBEREFERENICHESGIETRRA
XRBZIENTEZ, FlZAEToE—%—L L TR, lacli7 o E—
f—.araBF 0 -7 -2 BIFEHILENTE B, lacl7u®—4% —
AERTAEES. Wardo OBk (Nature (1098) 341, 544-546; FA
SEB J. (1992) 6, 2422-2427) . araB7 v € -9 —%ZHH T R854
. Bettero5®d Ak (Science (1988) 240, 1041-1043 ) IZREX T &
Wo

RS WDIcDD Y 7 FIVEFTIELTE. RKBEOXY T35 X A

WWEAEIELZHEE. pelBY 7+ IVEESH] (Lei, S.P. et al J.Bacter

iol. (1987) 169, 4379 ) 2fFAHIT AT L V. RY TS XLITEE
Shtchihzn Lok, EomEZBEYICY 7+ — IV F (refo
1d) LTHERT 2 (FlAE. W096/30394% &) ,

WERIBERE LT, SV, RYVA—< T4 VR, TT /)T 4IVR
YR ER -2 U 4 )VABPY) EFOHKRDLDEHVLEIENT

.S, BEMRRATEEFICE-—HHEEOKLD, REXRI S
1 8
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—3BR—A—-&ELT. T3/ 7YV PS50 RT725—FE(A
PH) BEF. FIVvyF+—¥ (TK) BF. KB&EFY v F
7=V hRARYFRYNVIFES VY RT 25—+ (Ecogpt) BEF. VY
EFoERETER (dhfr) BEFEZELILENTE 5,

ARPTHERAINIAKOBED DI, EEOEEAREMEHT
BIENTES, HBBEDLHOELRIE., in vitrobs X Win v
ivo DELERND S, in vitroOEAREL T, EEMIEE%E EH
THEEFORMMIAE BT S EERAET SN 5.

EkMlRe#ERs 2546, BHYMa. EhimiE. EdMREcAV
HPEERNVD S, ML LTiEd. (1) WIAEMB. #lZ .
CHO, COS. I =w—<. BHK (baby hamster kidney ) . Hela,
Vero. (2) MAFEME. I E. 77U AV AHNZIVIIEME.
B0 (3) BaMb. MAE. sfo, sf2l, TsmERmonT
WB, MR E LTE, =25 47+ (Nicotiana ) JB. #lZ
—aF 47+ - ¥4 L5 (Nicotiana tabacum ) HEROMBENH S
NThh, ChaAVAEEIThELI VL, BEEMERE L TR, BE
BIAZE. vy e I X (Saccharomyces ) B. AW Y v Ao
IRV EYT (Saccharomyces serevisiae) . RKRE. #l £
. T ARWVFIVA (Aspergillus ) B, FIA T T ARNVF IR -
=# — (Aspergillus niger ) ZENFMONTW 3,

EEMiREZERT 2846, HIEMREBVWEIEERLD S, HE
ks LTid, RIBBE (. coll) \ HEBEI O TW 3,

Choofildic, BNET 2 HBBEFEZRERRICEODEAL
EEREBRINAZZMEA D vitroTEET B EITLDHENEDS
No. HEE. AMOFELREVITIo PIAE. BREKE LT, DM
EM, MEM, RPMI1640, IMDM =R 45 L0 TE. 4R ME (FCS

) FOMEMBEHAITHLLTES, 72, MHBBEEFEZHEA
19
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LEcHlREZBMOBRESE~BITILICLD. in vive IZTHRAEZE
ELTH &0,

—F. invivo DEARELTE. BVEEH T IELARCHEY
AERTAEERIETONS, BVMEZHEATSIEEG. WILEDY
EBREERBOVAEERND B,

WHAESHHME L TR, Y¥F. 75, VYV VR, UL E%E
HWaAZI&ENTZ5 (Vicki Glaser, SPECTRUM Biotechnology App
lication, 1993) o £/, BRHELTR. AR ETHAVWSE L
MTE B,

EMAEERTAEHE. N RBEEZRVWEILENTE S,

CHoDEMELRBEYUICHABEFZEAL. YW E B3 EY
DHEATHEZEELEIYE, BT S, flAE. iAhBEEFZYFB
HEA VOLIRHHTHICEABFTCELEINSIELEZ2—- VT 58
EFORPICHEALTCHMEEBEFELTHET S, NEBEBRFIE
ASINTcMEREFEZEECIINN R EYFOoR~NEAL. COR%
HOYF~NBATE, REZBLAELVFIOEENSE S VAV
—y IV FELBEZDOFRIVELET A AL OMEOTMEZE 5,
PSS VARV 22w ) VFDOEEINITEOREKEEZELIATESR
MMXE3LDiIc,. BERIVEVE NS VAV 229y 2 VP FIEH
LTs&W (Bbert, K.M. et al., Bio/Technology (1994) 12, 69
9-702 ) o ‘

. MM a2ZAVEEE. BNOBBEFEHEALLA A F2
B ANV %A DITEREIE, COAATDOKKRLOFTE DK
%1 % (Susumu, M. et al., Nature (1985) 315, 592-594 ) ., X
HIZ. N2 VEIEE. BNORGEETF=MYRERNY ¥
—. BIZEPMONS30 ICHA L. COXRIZ F—Z2TruanNs 5o A

e Y A7 w3 A (Agrobacterium tumefaciens ) DL H /N7
2 0
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FYTICHAT B, CORIFYVTAESI AT, PlAE=aF=T -
# /371 . (Nicotiana tabacum ) ICEFEIHE., KFNNa2DELDFR
EOHEAEHB % (Julian, K.-C.Ma et al., Bur.J.Immunol. (1994
) 24, 131-138 ) o

E®&D X Sizin vitroE 2 idin vivo DEAEARICTCHBA2ELET
BIBA. WEH (HE) /2 R8H (L#) 23— FT 30N %
Bl A ICRKENRI I - IlHARAATEERZ2RBEERBRILETH IV
L. D52VWIEHS#BXIXUVUL#EAI—FTADINA ZH—DORBF N7 S
—ICHEARAAT,. BEEZFEERERIETHELI VW (BB HBERFE
£ EW094-115238 1)

EdoLHs>cBEonkikd3. KRVzFLr s Y a—-L(PEC) #F
DEENFEBEEIERBEHMELTHERAT A ELTE S, &K
FEErgrsEko®BmBETHS Rk 3ok Eiimbas
Nd, COXINBHBEHYWERZIICE. BonfchikiTLFNL
EifitHEdT LIk THBAIIENTEE, CNOoDAERIDS
BiIlEWTTTIREILINTWL 5,

kD EE. R

it kD IcEE, REAINLRBABR. MRERAN. BE2 558
LE—-ICETRH-UITE2IENTEZS, ARPTHERAINS KOS
M. BRI T I74 =274 -0 b5 74—I0&DITHTENT
5, 774274 —7uxbrs374—-ICHVWAREASTLELTRE
BRI, TOFAVAAS L, TRTFAVGCASLBETF LN
o TUFAVANS LICHVAEKE LT, HlAE. Hyper D, POR
0S, Sepharose F.F.ENEIFoh 3,

Zoh, BEOEHBATHERIATVWANE. REFEZHERT
NEE. MOREINZIBDODTRAB W, AIZE. EET7 7427

4 —7u< b S 74-PDADIabNTTT 4 — T4 IVY —
2 1
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BARB. BHh. BEFF2EERR. HAEbENIE. KFEHPTHE
Haxhzhitstso8. BRITE2IENTEZS, Jux br37 14—
LT, FIAR., 1 AVYRB]I/u< NS5 T7 44— BRKZ7 < b
TS5 74—, TIVABENRBTF LN S,

Pk o BB R

FTRAETHBONIENRBFEOBRBEANERIRLEONMEX/AAIBEL I
SAZIRKDITHIIENTE S, THhbb, RAEEORHEICL 35
Bl ARPFTHERHI NI KX BREZSGT Y » 7 IV ZPBS(-)
THEYICHERLLZE. 28 0nmmOBRAEEZAEL. Ing/ ml%E 1.
350D LTCHEHT R, £/, ELISARKEZEAEBUTOLD
CHIEST R L0 TES, §HbbE, 0. | MERBEHK (pHI

6) Tlug/ /nlicFHFIR LY FHE bIg6 (BIO SOURCE %) 1
00ulA 9671 —1b (Nuncl) iZ/mAz. 4°CT—BA v+
N—VYarvl. fiikzBEEILT 5,

TayF ok, BEFRULAAREATERIOL A E 2
HHREECY TV, BVIEERE L TE Mgt (CAPPEL ) 1
00 lZziRml,. E2ERICTIEEA VFaN—-vardd, H
. 500 0RFRLATNAV T+ RT 75 —EEBITE I g6
(BIO SOURCE %) 1 00 1 A2MA. FERICTIHBMEA v+ 2 X-
N5, Bk, BEHBHERAEMAA VF 2=V a D%, MICROP
LATE READER Model 3550 (Bio-Rad #) ZFH W T4 0 5 nmTD RN
BEzRlEgl. BNORKOEBEZREHT 5,

F C M#&#r |

BEHEMBIARBATCERAINGIAEORIEHEIZ. FOM(T7 o —
A MADMY =) BIFTITD CENTE S, Mil8E L T, B
BEIGIVEFESBEMBER VL ENTE S, BIMBaKkE L

Tld. B BEME B RRPMIB226 (ATCC CCL 155) . [RU266(ATCC TIB 19
2 2
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6). EKPMM2 . [RIKPC-32. 7% B #fi fa i e Sk ARH-77 (ATCC CRL 1621)

BEERWBEIENTE B,

LR EPBS(D)THE LcR. FACSEEH K (2 %7 YR ME
0. 05%T7 VLT MY T LEGHEPBS(-)) T2 5 u g mlilAmR
LicHitkdrnwidarybo—LHEkl1 00l ZmA. kB3 O
DA FaN—F+T 5, FACSEHBBETHRAELLE, 25 g/ nlD
FITCE S ¥ ¥¥u < X ¥tk (GAM, Becton Dickinson #) 1 0 0 «
1 ZMmA. KBS 05 AFaX—1F 2, FACSEHRBK CHHE
L7k, 600 413301 nlOFACSEE K ICHEE L. FACScan
(Becton Dickinson ) THEMROBEAEBRE TR ETNET L Vo

A7 Y —= v I hH&E

HMLL AR O RBEHBAAEZ X7V —= v 7351l AlAE. &
Bl ORETIML 4R ZRBE L TR WD, H50RDE RS
LTOVaMiEERAWVTICM IFICTRIET BRI ENTE S, flXWE
ElEFlIcEROMREEBRYELSL I ~2HS v FaRN—-FL. D
WT—®EFEE LTy Xtk FHML. 24k ic TR BT 5, Mila%E
BB L. IS5 RAMEE L TRITCESR <Y X186 Hikic ko g
BT b, ZREBEIC. MBRERELLOBE, Jo—HY A4 A —FI1TLkD
M DOFITCHLEME ZRET NI KW,

Fh. AIEOMBERICLXAIEETEIL. HEEFBRBEORE S
R yTREL, Feb 79 —-%2780 97 LERICFITCERL 2
Sl PHIML 24tk 2 VWA EEREICX 2 RBICL DM 24795 C
EHTE B,

¥ M2 o - —-BEINZAVWVEVAR—-Y —BEFT v E
AWK OUNL 4R ORBEHBRHNZ A 7Y~V 7T E5IENTE
5o VR—2—BEFELTE. VYT 25— EZHWVWEIENT

X5, IMl.2d7 0 -9 - ZELVR—-F—-—BEFOLRICELT
2 3
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SRIFEHBEL. VT, MRRCEEGRR LR, Fon/ciia
AWRUEEL 1 ~2BEREL. BRI NCHMIREZFM BiTd 52 &
T, ML 2R B ORF AR TI2EFRERX 7V -7 F5 &N
T& b,

a5 EE

ADCCHEHDRIE

AFHICHERINIAKAIE. MRaGHEE®EE LT, BlA T, ADCC
EHEBETAIRKTD B,

AFEHICBEBWTERHEMKICT T 2ACCERER. ROEDITLT
HMETEHIENTZXS, FF. EPOXRHMOMPEHLOLERLE
THENRLZ2E8 L., =727 7 —#ka (BEffector cell : E) &L
THET 3,

¥ 7. EHMM (Target cell : T) & L Tid. RPMIB226 (ATCC
CCL 155), U266 (ATCC TIB 196), KPMM2, KPC-32, ARH-77 (ATCC
CRL 1621) X &EZ2°'Cric kD EHE LT, EWilas LTHBT 5,
RNWT, BHLULENMBRICACEEEZRAET 2HEEMA 1 v F
2 R—hL. 20%. EHEBICK LEYRREOLT 2 2 5 — M)
PMAZA vF 2aX— T 5,

AV Fa2NX—-bPLAEBREBEEROD. A< AY VY —THREERE
ARUET S, TOB. RAREHBSERERIC. 1 %DONP-40 % H
WBIENTES, MREEEE (%) &F. (A-C)/(B-C) X100 T
FETBRIENTES, U, ARRABRFEAETICBLWTHBEEINL
B EM (ecpm ) o BIINP-40 ik 0B N EHE Cepm )
CRRNHBEESETERBEROATHEESINICKHEY (com ) ThH
%4

A0 B 5 S T D 3 A

ADCCEMD LI BHREZFTEEEHKEITSICE. EMIBVWTE
2 4
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FRERHE®R (CHEB) LT Cr. Hic Crl, Cy3 2RI 3
CENFFLL, IS5, MBCHEBOT I/ BE—HAM., HE
BT EIckD. KDMITTADCCEM. H B VWIERCIC FEHEE
FEFTHILENTE D,

PIAE. 73 /)BEBEHBRICKA1g6 OlgM BiRY = —14k (Smith, R
.1.F. & Morrison, S.L.BIO/TECHNOLOGY (1994) 12, 683-688 ) .
7I/BMMAMIcEBEI gGo Il gMBEARY = — 4k (Smith, R.I.F,
et al., J.Immunology (1995) 154, 2226-2236) . L% 1 — F9
ZEEFOEIESRS TOFRBE (Shuford, W. et al., Science (199
1) 252, 724-727 ) ( T I/ BREMICE 51g6 O &Mt (Caron,
P.C. et al., J.Bxp.Med. (1992) 176, 1191-1195, Shopes, B.,
J. Immunology (1992) 148, 2918-2922) . {b¥E#Miick 31 gGD
—“Bk{k (Wolff, BE.A. et al., Cancer Res. (1993) 53, 2560-25
65) . BLXUHAEYUHEBOT I/ BRECLEZ T T 25—
gt ¥ A (Norderhaug, L. et al., Bur.J.Immunol. (1991) 21, 2
379-2384) BB IF 5N B,

Chold, 754 —2FA LAY I —HABFENEREA
E. FIRBERUGSAEFEA LCEERS NN, £FERKEE L
ST EEMHAEER T LItk TERIN B,

BEDRE

ARPOEFEDV ED. INLUFEFEORFE B A MM T 5 KA &
PLHML. 24Hi A 2 B H I/ ETH LIk, BREE. irE L IES
RUBHELEERT2HEICET S, IML24AFEORFE B EHEE T
BEFNIFELLBAVYI —T o vathl@3AVvI—T 0V y
Thbdo A7 —7zu v EHHM. 245k, —HBIIEELTH &
WL, BIEICEREGE LTIV, REDOHAICKR., . 15 -7

B YEHES L. 6L RNICHIM. 2425 T35 LN D
2 5
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FlLlLo AV —TzurvEE LM URERSOBKEE. 1~
F =7 2 VESICE->THML2AFEORBEBNERIN TV AR
DHEIBEE VN, FFELLRICKHMALATHD, LOFFLLERT2
B, SoIiFE L BHBIUATH S, BEDOHBKLEZICIL U
TA vy —7 vy M. 24K ZEHE. ZRICKE5T S L
LEARHOBENTH S, REEBIE. MADEERSSNSC
ENEF L, BRABREHDRZ2VEIERABES LT E L, i
WEETA2ILELAETHD, AEHRRATZLSTH LW,

AP OMDEREZ., 1 v —-—T7covaFhidfA vy —7 0
vy ML 24 EEBE T A BHECRKEAICEDL S, KFEHOD
BERFZ., k. 1 vy -7 o0 0PHREHEFCBVONRTE XK
FHRHICHFBLOIBEEZ N, fIZE. AEBEAEEKELEIIXTF R
S UAEBEROREMMPBIEHE —HIEETHIENTE B,

ARPEOMDEHRTE., BHMEZFETLI2EBZHEETHLHLDOF
vy FThH->T. M. 242 B2 L LTER T A2EEMEY
L. Ay —TJzuorvathkB3A VI —Tzory EORARER
My s zEc EREL»ONLEFy PEREET 5,

AFRBPOMOER TR, FIIML. 2R AEZ2EIRDELTEET S
. BHEEETAREERETANLDODOEEMEABRY TH > T, 1~
y—TJzavaFtt@Arvsi—Tzanrvy tHERATELDOEEM
HEREET B,

% i Bl |

EREF L. A vF—Tznvallk3BREMBICE T 5HML. 24
REREE DR ®

E MEAEIEARERU266 (ATCC TIB 196) B LU S RUBHESRE

ODEHMAROBHEMMBRA 1 0% B RMAB (Whittaker Biopro
2 6
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ducts, Inc, Walkersville, MD, USA ) % &L RPMI1640%3# (Sigm
a, St Louis, MO, USA) 2H V. 5 BKBEA AEESHRP. 37TCT
HELU, vV ATIML. U5 EEEST E AT Y F—<iF. IX
i Ea T TERMAENR (BAEBXRBESDCIHERL -1 -
3) IKHFLHESFERM BP-5233 (HFFEH 1995 4H27H) &L
THEINLTW S,

BREME (1 X10° /n) 210000/ nloXRAMA 5
—Z7zor—-—a (RERE, Hr) FETXRIEFETICL 8 KH
EEL. INML2URE (2 za—- FF3EERM ZENES : 1
T OFkETo YA A MY -THELL, iRZO0. 1%
vy mET VT I (Sigma, St Louis, MO, USA) & 0. 02%7
VibF bY Y LERMULY YEZEBmK (Gibco BRL, Grand Islan
d, NY, USA) T¥H#&E®. E b7 7Y v (3mg nl. I FVY+
F. ORKR) #MAAPBS (100ugl) KB#EIE. 4CT15
S RItE ¥,

ZzD%. 2 1 DOFITC- & b 1g6l (1mg/ml) XIFFITC— HLHM
1.24%14& (lmg/ml) 2MZ. 4°CT6 0. L. BEE
WEMREAVWKLES., BHEMROEEICE 2 0 £ 1 DPE-anti-
CD38 (Becton Dickinson, San Jose, CA, USA ) 2mA. —&EHEE
EiT ot Befatk, MIBAPBCT2HERL. 1 %/55KNVALT
VT E R (FIk#E. RIR) 2808 PBSHTRELL. ZDRK.
Jua—H#%A h4—2%— (BPICS XL, Coulter, Hialeah, FL, USA )
2RO, ML 245 RO RE = B L 72,

ZOMRE. BHEMEMKU266 (K1) 3LUBREBHEMR
(K2) BEAMBOKRETIML. HRBEEZRELTCHD. 415 —7
20 Y- aDRBITED IMLUAFORRBRI S o cHMmL .,

AV =TTz ry—a3dBHEMROIM.UNEORE 2 I 5 I
2 7



WO 01/13940 PCT/JP00/05617
MmxE, BHEMRAEETA2NIML U4TGOBEZH NS ¥/,
PHML. 24T BRI L 2R BROREBEM R B, eI s+
500, BHEREIBLVWT,. 1 v —Tzunr—axkKE5L
ToBICHHML. 243 RZITH 3. MR K2R R B R
L. X0 ESHEZESD2BRICEBEEHMEFINS,

EHP 2. VLA—F—BEFHEFICLIIML2MEORABED

f# #r

FEORRFEASINL U7 0E—F — B LD BEHIATL 3
NEIDEARLLDIZ, TuE—F —@HBETOVR-F —#EETFMHE
Wit - 7o

HML. 247w - % — O BEF (BEH&FS : 3) FPCR 7 v —
Z 7k DB R, E P REMBEKLMAE X O DNAzol reagent (GIBC
0 )b’&ﬁﬂb‘\ ) LDNA ZHB L, oMy / LDNA 281 &
LT. 7514<—HM2 k (aaaggtaccagctgtctttctgtetgtece ) (

5 FES : 4) . HUBST2B (atagtcatacgaagtagatgccatccag ) (
&S : 5) MW, TaKaRa Taq (E#E&E. K&) % A\ Therma
1 Cycler 480 (Perkin Eilmer, CA, USA ) ITTPCR (9 4°C 1 mi
n. 55C 1lmin . 72°%C 1min. 3 0cycles) Z1T - 7o
Bonri 2kbD WA= HIBREERZKpn I K Bl IT(EBEE) 1T TR
BL. VR—-%—-Y—=r735 X3 KpGL3-basic (Promega, WI, USA
) OKpnl-Bglll# 4 MIZDNA ligation kit ver. Il (ZE#EE) = H
WT/ao—-=vr L. av¥E5F v B coli IMIO9 (=Zv KRV V-—
V) ZREEB LI, BEGRLAKBEZ 10028/ 0107
EYY 288 L BEMICT3 7TCHEL. QIAGEN plasmid maxi
kit (QIAGEN, Hilden, Germany ) I T7 35 X I FE2FWML 7,
Bon/i7 5 X3 FEIM-2k/GL3 %= IR B2 % Kpnl & U Xholi T AL B

L. kilo-sequence Hdeletion kit (E#EE) 12 Tdeletion clone
2 8
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AEE L, BEERBRLEHRER -4 93bpETE2EEL TS5 X I FHM-493
/CL3% 1§ 720 F 7cHM-2k/GL3 % HIPREEFE Kpnl R FAfII] I THREL
. Li@AFEITTdeletion cloneZfF® L. BEEMER LR -1 51
bpXid—T7 7ThpETHRESL. TN ZNHM-151/GL3 % FHM-TT/GL3 %=
B,

M~ S5 X FEAWEGPolyethylenimine-Transferrinfectio
n Kit (Tf PEI-Kit) (Bender MedSystems, Vienna, Austria) .
VY7 25—+¥7 vtAIdDual-Luciferase Reporter Assay Syste
m (Promega ) ZH W/, MK %Z5 0 «M Defferrioxamine. 1
0% FBS Z#&TRPMI-1640 IcT—MBEELI, AT ST T X3
FETI-PEIEORAEHKRICT AD, REE2 0 g nlOVKR—-%
—V—-VvIFS5RAIFKF. 0. 4 g/ nlDOpRL-§V40. 1 « g ml Tf-
PEl REDREEGKZMFHL. ZERT2 040B1 yFaX—bFL7K,
5X10° il /mloMEETI-PEl- 75 23 FIRGED 3 &M
Z. ABE3I TCRETAyFaN—bL, BHICTHREAR. 2 X1
0° MIfE nlOBETlwelld/ 1 00pu1%2967ANVEES
L hTHELL,

IFN—a%Z2®EEO0, 10, 100, Xig1000U/ ml&i
BEOHmmMU. 3T C2HMBEL K, MRaZPBS(-)ICTHARK.
2 0 £ 1 ®Passive Lysis Bufferic T&EM L. 6 « 1 2C96 White
Polysorp Fluoronunc plate (Nunc) iZ7 73 4 L7, Luminoskan
(Labsystems) ICTHEBE®3 0 ¢ 1. BERML 0ITTFirefly
K URenilaZ N ENDORNLBEZRE L. AlEMI. Firefly/Re
nilaic THIEHKR. T2~ bo—Jb (medium) % 1 & L THMEY %K
N v

ZDRER. R 2kbp U4 9 3bpt HICIFN a BEKRENMICL

BR—F—DODN YT 25—FEHENERLTED, 7o ®— 4% —FEH
2 9
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DEEEHLEEANRBEORRFEE LSRRI IE2HAEL 2 (K
3) o

IoW. BEEMBAERLS 1bpXRETThpOVR—-—F—TFT 5 R
INABOVEKRETR, FRL1S51bbpOLVAE—F—F 53X FTR
IFN aflBic&o Ny 75— EERDOEREIBDONT, —H L
RTTbpO L R—=F =T S5 2I FTRIN aflBick2EHEOZEIL
BaEDONEh-70 (B4) o TT~15 1bpDFHEEICIZGCAS elem
ent, ISRE CHRIHEOFHVWEFINFEL. IFN a fIBICKZE L THE
WAL 2EERGHRFTHEIENL. IRF 77 3 Y —OREFHE
RAFNEHEICEHEESELTWBER I ENRTI N,

EHH 3. A v/ —TzorvyilkbBHEMBICE T 5HML. 24

MEREEDHE M

KW L ICREOFEITELD, 1000U / mMlORRE A V5 —7T =
oy (R &D Systemth) ZHWTHEIT L. TORKE. B HIEM
fatkU266 (M5) BbXUBEBHEMRE (K6) tWT., 17
—Z7zovalRAKRIC, IMLURFEORRBOBRIVBREI NI

EWEH 4. IRF-20HML. 247 0 & — % —4HB~DHEA

HMl.247 0 & -4 —HBIHEETARERFZRET 5 HIT.
HM1. 247 0 €& — % — % Y u—7 & L/ EBlectrophoresis Mobili
ty Shift Assay (EMSA) Z2&k D& S5 IcfT\. HARF & LT IRF-2
=R E Lo

(1) EHtyo#AR

BB IE MK U266-B1 (ATCC-TIB196) % 10%FBS (HyClone) % & &
RPMI-1640 % #s (GIBCO-BRL) 12 T37C. 5 %C0: 4 v F 2 XN —% —
FTRRBELKL, F1 7 —7xzava (IFN-a)(Pepro Tech EC)IZ &
LHMBENDORIBZITH 7, HMipic IFN— a Z#BEE1000U /ml

ERBESICHEMU. HmM®K304. 2 Kl 4 Bfal R U 8 Bl D
3 0

/
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fAEPR L7, MR%E®BPBS(HICEE. L,000rpmic THEL L TLEE
A% T, 10mM Tris, 10mM NaCl, 6mM MgCl. A& ICHE L 7o

Kbics SHBERICHEEZLL., LEZ® T, 100M Tris, 1
OmM NaCl, 6mM MgCl., 1mM DTT, 0.4mM PMSF, 1mM Na,VO0.IZ#fha %
BB Lo #5AMAEY s FAF—FROTHMBMEKR ETHE Y
zF A4 XL, 6000g 3pMELL. EEZB T, MEEREKR (20
%7 U+wo—Jv, 20mM HEPES, 420mM NaCl, 1.5mM MgCl., 0.2mM E
DTA, 0.2mM PMSF, 1mM DTT, 0.1mM Na,V0., 2mg/ml7 7o F =
codmg /Ml ANRTF V) SRR BB L. KPIC200EEE L.
o 12000g 104 MEL L. EFEZEMLU 72,

(2) BHETo—-—TORHY

To—7& LT, HML.247 0 ®— %7 —@EHBIZEBWTGAS (IFN— 7
IEHALERAL : GAS a2 v & ¥ XBELF d ttncnnnaa(BLFI&FS : 8 )).
ISRE (IFN-a I # G Z KR F : ISRE2 » & > # R B2 % idngaaanngaaac
t(BEHNES : INEREOY—DHBEY (ttcccagaa(BHES
10) ¥ & Uggaaactgaaact(BRANEFS : 11) 2L ISRE2 =fF® L 72
o B, A Y JTDNA ISRE-F2 (aatttctgggaaactgaaactgaaaacct

(BEHFES : 12)) KR ISRE-R2 (aattaggttttcagtttcagttteccaga (
RHEFES : 13)ERBEL. T2 — VI 2 ADINA 7o — 7 ISRE2
E L7,

¥ 7. A Y TDNA adp-1 (catggcatctacttcgtatgactattgcagagtge
c(BEFFS : 14)) KX Uadp-2 (catgggecactctgecaatagtcatacgaagtaga
tge(BAMNES : 1I5DEZEEG L. 7=—J)V X Hunrelated v — 7 ad
p Lt T —7DEHIBand Shift Kit (Amersham Pharmacia
Biotech) 2\, ZDE®E S o ba - VIT# L TiIT-7o. T74b
L. LRI TER U 2 A8DNASOng % [a — *2PJdATP (201 Ci)(

Amersham Pharmacia Biotech) 2 & RIEWE T TKlenowlr i @ R Y
3 1
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A5 —EREE3TC. 1BMiTo7co RIBRT LcERE 2HEICH
FR#%Nick Spin Column (Amersham Pharmacia Biotech) T2 iJ. 16
00rpm . 4 AMELLTCEHRLABREEHR T -T & L1

(3) IFN-alc k2 RIBICL VEE SN ESRFOREEEL

Band Shift Kit (amersham pharmacia biotech, NJ, USA) D EEH#E
Ta b= VI TUTOBREEZTo 7o BTG (1) IZHVWTHE
Bl Lt segicdyy PRfFD10x EEEFEK (100m
M Tris-HC1 (pH7.5), 500mM NaCl, 5mMDTT) 2 u« 1, 50% 7 VY £

-4 pul, 1 %NP-40 1 1. RU”1 u 1 dpoly(dl-dC) - poly
(d1-dC) =mA. At (2) CTHBL AP EHKISRE-27 0 -7 2
wlZHEmMLU. KEMATL2EZ20lE LB, CORBEGY =
ERICT200M 4 v F 2 _"—bL., BicCHEOPICEET 5 A8EH
DHBHEAERTEAL P BEISRE-2T7 o —-T LoHEEEHALLE

RGw18y 1iclox gt (Kit ICilRf) 2wl Z2mMmA. 1 XTr
is— 7)Y UEEK (25mM Tris, 190mMZ VU ¥ > 1 mM EDTA, pH8
D) BT XTI IVNT I NS NVETESKE L. BRKBRE.
FNVERBEICIO DT TEAREZERICBITIE L. YIS A4 Y
—CTERLABEEXB I A VLAITRES . V7PV EREBL
720

Koz, i EREMLEORIE®E [(NEC)], 45 -7 =
DralliORBLEVWTERELAHMREZE L COMBY ZRM
LAaRE®E [(0h] ( SHEOBBROMBYICEHR T -TOR
DICKIEHISRE2 o — 750ngxHRMLARIGHK [8 h (tcold)]
RUSHBOEEXZOMBIEICunrelated a0 — Jadp Z50ngiR
MmUZRIEGH®E [8 h (4cold unrelated)]ZAHEL. L2 RBEICQ

BLTY 7 FHIVOKRBZIT-> 1,
3 2
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HRZMTICRT . CONTHOHOMEED . HML. 247 10 € —
F—D—WWITHY TS 2EKHINA EREETAMEN. 15— T =
o RIBT THE L /2U266-B1 MRS BENICHEML K,

(4) ZERBLEORBIKELIEBEERFORE

FigE (1) s Lcks2ic LT, BHEMMU266-BL (ATCC-TI
B196) % 1000U /mlD A v ¥ —7 20 >y—aDEET TS EHHIEE
L. i s= 7% L4, Band Shift Kit (Amercham Pharmacia Bio
tech) OE# T o b3 — VK-> TROBEEZIT-/. THDbB,
SugMichifkz pgxiRMlL. ERICTTISHMA v F 2N
— bl HHBE " DRERXERZG 72, BiitF v MERNOLI0X &R
g2 ul.50%27 Vo — b4l 1% NP-40 1 ulRUI
w1 ®Poly (d1-dC) « Poly (dI-dC) i, RiCHHE " MEKREHE
2u 1l KU (2) TABLILEHR T -T2 01 Z8mMULL K
ZMATE2EZ200 1 LR, CORBEAM ZZERICTT204 /M
4 vFaR—PFLE,

CORGEEGEM%Z. Aiit (3) WKEHBLALIIKLTESWKE I
NI, VTP IVDRBREET - 2o

ritotk s LT, kOoHKk (Wb, Santa Cruz Biotechno
logyk ©) =R L 7z,

#— & N STATL p84/p91 (E-23) : (BHEA) ¥ ¥RV IJu—Fi
itk (SC-346X)

Hi— b FSTAT2 (C-20) w4 FH£Y 7 o—F LHidk (SC-476X)

Fo— < v XSTATS (K-15) % FKY 7 a—F )LHk (SC-483X)

Hi— b FISGF-3 v p48 (C-20) :wH FH£ Y 7/ o —F ik (SC-4
96X)

fr— & MIRF-1 (C-20) o ¥ FKRY 7 o—F bk (SC-497X)

fl— k& FIRF-2 (C-19) 9% FARY 7 o—+ Vi (SC-498X)
3 3
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Po— < ZAICSAT (M-17) ¥ *¥£Y) 7 o —FbHk (SC-6059X)
Fh.WBELT. AV —7 20 0RBBLICEREL MR
O ARV REE [0h] ; 10000 /nloA vy —7 0y
—aRIETTORBEBELMEBOMBYMZARMNL. fikzHML
BMWRIGHE (8 h] ; BEHERISREZ Yo — TR D ICKEHKISREZ 7
o—750nga R MLZRIGHE [8 h(+cold)] ;R UEHISRE2 7 o
—TORDICKEHRDIpT o — T50ngAFEMLAKRIEHE (8 h (fun
related cold) ZRAE L. L ORIMKICWEL 7,
MRZKBICRT, I8roHONEED, 125 =T 20—
aDHIB T TCEELLAMBEOIDSOMBEY P OERISRE2 T o —7
AT HERS B —IRF-2 ikt DAFEE L. M. 24T 0 E -7
—HELTENZZEHILtT AR TFE. BERFIRF-2 THBZ &
WIRS N,

EMH 5. IRF-2Ic X BHML. 247 0 & — ¥ — B L D B 5B

IRF-2 #£RBIC L BN 247 0T — 7 — i~ D EE % 2664 I
EFRAVWEVA - -V =V T v L0HEIEL. EBIZIRF-2 2
IMlL. 247 0 E—- 9 —DEBEEFEH®HIERZR>IE2H oML 7,
UFOEBRTIE. BHEMMLU266-B1(ATCC TIBI96) & I W 7o 4l
Baid. 10%FBS(GIBCO BRL) % & & RPMI-1640 5 #h (GIBCO) (VL Fmedi

um) & D, 5 %C0, incubator ITTHEEL 72,

(1) HML. 2470 ®—F —fHBZEL TS5 XA I FOEE

HMI. 247 0 € — % — @R DB FIEPCR cloning ITX D/ b
bR AS I B A% MR & 0 DNAzol reagent(GIBCO) Z AW . 4/ LDNA
ERB LI, Bohks ) LADNA 2SR L LT, 754 < —HM2k (
aaaggtaccagctgtctttctgtetgtee) (BH&FS : 16) . BST2B (atag
tcatacgaagtagatgccatccag) (BLZI&ES : 17) Z A . TaKaRa Taq (

EFE. KEB) 2B WThermal Cycler 480 (Perkin Elmer, CA, US
3 4
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A)IZTPCR (94°C 1 4R, 55°C 14, 72°C 1 /3. 308 A
JN) EAT - o |

Bon/ 2kl % $IREEZKpnl, Bglll (E&EE) IcTR
BL. VR—-—%—-—U—2rF35 X3 FpGL3-basic (Promega, WI, USA
) ®Kpnl, Bglll 4 A4 BFIZDNA ligation kit ver. Il (E#i&) %
AwT/a—=—vr 7L, avEF v bE coli JMIO9 (Zy RV Y —
V) EREER®BRLULL, BEEGE®LAKBEZ100 vg/nlo7 rEY
D U ASOLBEHICTITCHE L. QIAGEN plasmid maxi kit (QLA
GEN, Hilden, Germany) ICT7 35 X3 NA2FABL 2,

Bon/7 5 X1 FEM-2k/GL3 % HI R B2 % Kpnl, XholiT THMLEE L
. kilo-sequence M deletion kit (F#&E) KTRE I o— v %24
WL, BEMEAER-491bpE TEEL T 5 X I FHM-491/6L3% 18
7oo F 7oHM-2k/GL3 Z HIFREE X Kpn [, AflINICCB L. LEEAHE
WTREK7 o -V fF8L. BEMBLAER-151bpF TE S T HM-1
51/GL3. %= 1& 7z,

I 5ITHM-2k/6L3 =8B & L TTF 54 < —10S (tttcggtacctaat
taatcotctgecte) (RFIBE S : 18) BEUGCLT 54 v —2 (ctitatgt
ttttggegtetteca) (A EFES : 19) 2 AW, TaKaRa Taq (ZHEE.
K#) ZH WThermal Cycler 480 (Perkin Elmer, CA, USA)IZ TPC
R (94°C 145 M. 55°C 140, 72°C 1 SR, 3091 7)) %
T-o7co BoNT WA ZHIBREEZKpnl, Bglll (EBEE) ICTULE
L. VA= -V~ F 35 X3 FpGL3-basic (Promega, WI, USA)
@D Kpnl, Bglll 4 4 biZligation high (EZE#H) 2HVWT I o—
=7 L., avEF v hEcoli JMI0O9 (=wRYY—2) #transf
orm L 7z, ‘

BEEBBLALAKEBEEX 100 ug/mo7vEY) vE2ESTLBEHM

ICT37CH%E L. QIAGEN plasmid maxi kit (QIAGEN, Hilden, Ger
3 5
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many) K TC7S5AI NEZ2FAMLA, 25 L TEEMBA EFKLI25bp
FCTESTUM-125/0L3% B 720 F/HM-2k/CLS =& B ELTT 54
< —HMP700 (aaaggtaccagagtttacctggtatcctgg) (M FS : 20) B
FUCLT IS4 < —2 2RV, AKROFIEICTPCR 217, pGL3-bas
icoKpnl, BglIl 4 MiCWHFZBAT A EICLD, BEEMBR
LiRFKT00bp £ TZELHM-T00/GL3%Z 1/ 720

S 5 [THM-2k/GL3 28R & L TT 54 < —HMPT00% L TUF11A° (ca
gaggattaattaggtaccgaaagagaggtgggetttt) (WA FES : 21) ZHL
. KOD RV 25 —+¥ (EHFEH#H) % B \Thermal Cycler 480(Perkin
Blmer, CA, USA) IZTPCR (98°C 158, 65°C 2% . 74°C 30%
L 25H A DIV EiFot. BONIKE % Zero Blunt TOPO PCR cl
oning kit for sequencing ver.B (Invitrogen) % FH W\ 7T. pCR4 B
lunt-TOPO vectoric# AL 7. BoN/cT 5 X I FEGIREERXKpnl
ICTHE L., B8XZ550bp OWrF 2B L. HM-125/GL3D Kpnl¥ 1
hPicligation high ZHWTEALK, IH L TEHEERKBER LR-1
25~-145ftE %2 R%& L 72 dISRE/GL3 % 1§ 7z,

(2) IRF-2 RE S5 X I FOBEE

IRF-2 #HTSFXI FRUTOX D ICE® L, interferon- a
(1000U/ml) i THI# % 8 BFfIAR B L 7cU266MIa &L © . TRIzol&E %
(GIBCO-BRL)Z FH W T4LRNA A2 #ith U7, First-strand cDNA Synt
hesis kit (Pharmacia) ZHA W, BON/RNA 28R Notl-d(T),
s T AL L THEERIGEZ23TC LI BEIT-. Bonizcd
NA% g5 %I . IRF2-F2 (ttgtattggtagcgtgaaaaaage) (A ESF : 22)
. IRF2-R2 (cagctagttcacattatctcgtce) (BEFNFS : 23) 275 4
< —& L TLA-Taqg (Z#&E) 2HWVTPCR (94°C 458, 60°C 45
B 72°C 60B. 4091 2 ) E{T - feo

BoN-PCR RIGHE 288 . IRF2-F1 (agagggtaccatgccggtggaa
3 6
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aggatgceg) (BEH &S : 24) . IRF2-R1 (agtcggtaccttaactgetctiga
cgegeg) (AEFIFS : 25) 2754w —& LTKOD R A5 —F (K
) Z#RHWTHEPCR (94°C 45% . 60°C 458 . 72°C 60%>.
3014 7)) HiTotc. BoncWiHh ZHIRBERZRKpnIC TREL.
¥HE TS5 X I FpTracer-CMV (Invitrogen)DKpnl#4 A FiZligation
high (EZEH) ZHVTEHAL. IRF-2 #H TS5 X I FpIRF-2/T
racer =17,

(3) VR—-F —BEFEEDOAE

MEA~DSS5 R I NEAWGPolyethylenimine-Transferrinfectio
n Kit (Tf PEI-Kit)(Bender MedSystems, Vienna, Austria)%. JV
V7 25 —¥T7 vt idDual-Luciferase Reporter Assay System
(Promega) 2 A\ /. MM Z50uM Defferrioxamine, 10 % FBS
& URPMI-1640 I CT—BeEE L/, AT BT 5 X3 F&T{-PEI
LoBEBIZT S, REE20ug/mDOVR—-5 -V -V TSR
I N, 20ug/ml®DpIRF-2/Tracer % fcidpTracer-CMV, 0.4 ug/ml®D
pPRL-SV40, 1 xg/ml Tf-PEI reagent OBREGHWZER L. iR T20
B4 v F 2= FLK,

5 X10° #MiE nlOMiE%TI-PEl plasnidBE&K D 3 FEAMA.
4 BER3TCICTA Yy F aX—bL. BHICTHRARKR. 2 X10° MA
SNDOBETI D 2 NVH7D100 w1 296Y c VEE TS L — FTH
#E L, IFN-a 2KREEO0, 1000U/ml&E B &5 ML, 37C2H
BB L7, MRRZPBS(DICTHARKR. 20u 1 DPassive Lysis Bu
fferic CH&HEM L. 6 1 1 2C96 White Polysorp Fluoronunc plate
(Nunc)iZ 7 75 4 L 7zo Luminoskan (Labsystems) IZ THEE#K 30y
1. BIEBRILI0MIC CTFirefly, Renila ZNEFNDORNLEBE » HlE
L7zo BIEMEFirefly/Renilalc TS YR 7 27 ¥ a VHHERDOWM
ExZfTVESEEZKRD K,
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(4) %8
HML.247 0 ® -9 —VE—=%—-FS5RIFELIRF-2 HHSS5 R 3
FzU266MIliICEAL. VA—7—FHEZR/ELL (K9) . £0D
R, IRF-2 &Y 1 P THBISREEF— 7RI ZEEL-T008 LV
-151 T, IRF-2 £FBHICION Y T 25— ¥EBNLERE Lz, —F
ISREEE % % R % L 72 dISRE/GL3 T IRF-2 XFEHIZXZ NV T =25
—¥EHRHRELLEIRDONLE DL > fce IEDOKR X O IRF-2 3 HML,
2470 -9 —DISRERAKICHEE L. TOREFEHEEZER TSI &
MWREI NI,
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SEQUENCE LISTING
<110 > CHUGAI SEIYAKU KABUSHIKI KAISHA
< i 2 0 > Agent for enhancing expression of HML.Z24 compris
ing as an active component interferon a

<13 0> HT57

<160> 5

<210> 1

<211> 1073

<212> DNA

<2 13> Homosapiens

<2 23> Nucleotide sequence coding for HMI1.24 protein an
tigen

<400> 1

gaattcggca cgagggatct gg atg gca tct act tcg tat gac tat tgc 49

Met Ala Ser Thr Ser Tyr Asp Tyr Cys
1 5
aga gtg ccc atg gaa gac ggg gat aag cgc tgt aag ctt ctg ctg geg 97
Arg Val Pro Met Glu Asp Gly Asp Lys Arg Cys Lys Leu Leu Leu Gly
10 15 20 25
ata gga att ctg gtg ctc ctg atc atc gtg att ctg ggg gtg cce ttg 145
Ile Gly Tle Leu Val Leu Leu Ile Ile Val Ile Leu Gly Val Pro Leu
30 35 40
att atc ttc acc atc aag gcc aac agc gag gec tgc cgg gac gge ctt 193
Ile Ile Phe Thr Ile Lys Ala Asn Ser Glu Ala Cys Arg Asp Gly Leu
45 50 55

1 /16
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9:44

Arg

ctg

Leu

acc
Thr

90
aag

Lys

aca

Thr

aga

Arg

tac

Tyr

att
[le
170

gca

Ala

acc
Thr

79
tge

Cys

gCC

Ala

tta

Leu

aga

Arg

cee
Pro
155
gtg
Val

gtg
Val

60
gag
Glu

aac

Asn

caa

Gln

aac

Asn

gaa
Glu
140
age

Ser

ctg

Leu

atg
Met

gcc

Ala

cac

His

gga
Gly

cat

His

125

aac

Asn

tce

Ser

ctg

Leu

gag
Glu

cag

Gln

act

Thr

caa
Gln
110
aag

Lys

cag

Gln

cag

Gln

g8ce
Gly

tgt cgc aat
Cys Arg Asn

65
aag gge ttt
Lys Gly Phe

80

gtg atg gcc
Val Met Ala
95
aag aaa gtg

Lys Lys Val

ctt cag gac

Leu Gin Asp

gtc tta agc
Val Leu Ser
145
gac tcc agc
Asp Ser Ser
160
ctc agc gct
Leu Ser Ala
175

gtc acc

Val Thr

cag gat
Gln Asp

cta atg

Leu Met

gag gag
Glu Glu
115
geg tet
Ala Ser
130
gtg aga
Val Arg

tce get
Ser Ala

ctg ctg

Leu Leu

cat

His

gtg
Val

get
Ala
100
ctt

Leu

gca

Ala

atc

Ile

gcg
Ala

cag
Gln
180

" agctggcaca tcttggaagg tccgtectge tcggetttte

tcatcagttc tgagcgggtc atggggcaac acggttageg

gagaagggee tctggageag gtctggaggg geecatgggge

2 /1

6

cte

Leu

gag
Glu

85
tce

Ser

gag
Glu

gag
Glu

gcg
Ala

gCcg
Ala
165

tga

gcttgaacat tcccttgate

gggagagcac ggggtageeg

agtcctgggt ctggggacac

ctg caa
Leu GIn
70

gce-cag

Ala Gln

ctg gat

Leu Asp

gga gag
Gly Glu

gtg gag

Val Glu
135

gac aag

Asp Lys

150

cce cag

Pro GIn

PCT/JP00/05617

caa gag

Gln Glu

gcc gcc

Ala Ala

gca gag

Ala Glu
105

atc act

Ile Thr

120

cga ctg

Arg lLeu

aag tac

Lys Tyr

ctg ctg

Leu Leu

gatcccagga

241

289

337

385

433

481

529

975

635
695
155
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agtcgggttg acccaggget gtetcectee agagectece tceggacaat gagtcceceece 815
tettgtctee caccctgaga ttgggeatgg ggigeggtgt ggggggeaty tgetgectgt 875
tgttatgggt tttttttgcg gggggggttg cttttttctg gggtctttga getccaaaaa 935
aataaacact tcctttgagg gagagcacac cttaaaaaaa aaaaaaaaaa aaaaaaaaaa 995
aaaattcggg cggeegec 1013
<210> 2
<211> 180
<212 PRT

<223

>

< 213> Homosapiens
> Amino acid sequence of HMI.24 protein antigen
>

<400 2
Met Ala Ser Thr Ser Tyr Asp Tyr Cys Arg Val Pro Met Glu Asp Gly
1 5 10 15
Asp Lys Arg Cys Lys Leu Leu Leu Gly Ile Gly Ile Leu Val Leu Leu
20 25 30
Ile Ile Val Ile Leu Gly Val Pro Leu Ile Ile Phe Thr Ile Lys Ala
35 40 45
Asn Ser Glu Ala Cys Arg Asp Gly Leu Arg Ala Val Met Glu Cys Arg
50 55 60
Asn Val Thr His Leu Leu Gln Gln Glu Leu Thr Glu Ala Gln Lys Gly
65 70 75 80
Phe GIn Asp Val Giu Ala Gln Ala Ala Thr Cys Asn His Thr Val Met
85 90 95
Ala Leu Met Ala Ser Leu Asp Ala Glu Lys Ala GIn Gly Gln Lys Lys
100 105 110
Val Glu Glu Leu Glu Gly Glu Ile Thr Thr Leu Asn His Lys Leu Gln

115 120 125
3 /168
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Asp Ala Ser Ala Glu Val Glu Arg Leu Arg Arg Glu Asn Gln Val Leu

130 135 140

Ser Val Arg Ile Ala Asp Lys Lys Tyr Tyr Pro Ser Ser Gln Asp Ser
155 160

145 150

Ser Ser Ala Ala Ala Pro Gln Leu Leu Ile Val Leu Leu Gly Leu Ser

165 170 175

Ala Leu Leu GlIn

180
<21 0 > 3
<211> 2016
< 212> DNA
<213 > Homosapiens
<22 3> Nucleotide sequence of promoter region of gene ¢

oding for HMI. 24 protein antigen
<400 > 3

actaaaagtc
ctetetetet
cacatgacct
gtatccaata
ctggtagtgg
tttctacact
cctacagtaa
acagctgcaa
aatcaatgct
gcaattcatg
agaacagtgc

tgcacctgga

tctgatatge
gceteggetg
tacctatcat
aataacagca
tceceeeggge
ctctecgtege
ttttaaaggg
aatttagaga
aagagaggaa
caattgtgat
tgctcaaata

gtcetggeca

agaaataatg
ccaggcaggg
tggagatgac
cagccagaca
ccagetgtct
cgecacacagg
aagagcaaca
ggacatcaat
attcatttge
ttcecgacctg
agtcagctta

ggctggtagg

gcataagctg
aagggeeecc
tcacactctt
ttcggggeca
tttcttttat
gagagaccca
aactttcggt
ctattattat
ccagaggtgc
gtcccaaact
gtcaaataag

tcecteetece
4 /1 6

tetttetgte
tgtccagtgg
taccctgecec
ctaccagtct
ctettegtet
ctgaccctgt
ttgcaggget
ccacatttta
accaccctgg
aaccctaaag
tcaggcaaag

tgggacaagt

tgtcecectet
acacgtgacc
cttttgettt
ccgegeattg
tgtgtcttta
ggggetggte
gggactgttt
cagctgggga
cctccaatgt
ttagcaggcc
gtcgtgtett

tcaccctcag

60
120
180
240
300
360
420
480
540
600
660
720
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aattttcage
tttgtttatt
acaatcatag
tcccagectce
atggggtect
ggaggectgg
aacatggaaa
cacaagaaaa
gggectgatt
ggeectgtta
ggagtcccag
agaccgacat
ctgttgctea
atgaagccct
acccaggecc
tcagtttcce
tacagatgaa
gacttaagat
aagggctttt
aaaacctaat
tcctggaact

gattccagca

aagatcatct
ggtttaagag
ctcgetgeag
agcctgggac
tctgagggat
gctetggact
tggcagacct
acatgcagtc
tcctgtagga
ttceectttg
gagcactttt
tgtttgttgg
cacaccctec
gctegtcacce
cgeeecceaga
caggtggaga
tacaggctgg
ggagtgtccb
aaagcagggt
taatcctctg
tgctattggt

cccteeccta

cccacagcett
atgggatccc
cctcaaactc
cacaggcatg
gttggagtca
tgacctcgece
aacagaatct
cccttteage
agecctgget
cagatgaaga
tctggaagta
ctgggteggt
atgtctccca
acagagacac
cccaggcecect
ccggaccaac
cacggcctag
aggcagecac
gaaaaaaaaa
cctgtaggtg
caggacgttt

actccaggcc

atg gca tct act tcg tat gac

Met Ala Ser Thr Ser Tyr Asp

<210>

<211>

5
4
29

gttaattggt
actctatcac
ctgggctcga
taccaccatg
gggeetggesg
tactgtctgg
gggctgtggt
ggtcatgcecec
ctcttggeca
aacaggctca
ggagcttgtt
ctcccagttt
tagtccccte
ctgaacacaa
geeetcactce
aatgatggcc
gcactcagta
agttggetgg
geeeacctece
cctcatgcaa
cctatgctaa

agactccttt

5 /16

tcttggttet
ccaggettga
gtgatcctce
cctggeteta
ggagttcccc
ccetgetgaa
caggatgtgg
agcagttggg
catggacagt
gagagtttac
tcctgcaggt
tcagetggct
ggtggggaca
aaaccagtcc
caccacgcaa
tctgectett
acacacggca
cacccagttg
tttctgggaa
gagctgetgg
taaaggggtly

cagctaaagg

PCT/JP00/05617

aagtgatttt
gtgecgtgge
tgccteagee
agtggcttta
aggccttctg
aagaaaaaaa
ctgaagaagc
tgccgataat
gtctgagget
ctggtatcct
gccaagacag
ccagtctcac
gaggeactgg
ctggggtcag
ctgtgcaacc
caggtcatag
gaggcacagg
ggaagggccce
actgaaactg
tcagagcact
gceegtagaa

ggagatctgg

780

840

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2061
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< 212> DNA

< 213> Artificial Sequence

<220>

<221>

< 222>

< 223> Primer HM2K

<400> 4

aaaggtacca gctgtecttte tgtetgtee 29

< 210> 5
<211> 18

< 212> DNA

< 213> Artificial Sequence

<220>

<221>

<222>

< 223> Primer BSTZB

<400> 5

atagtcatac gaagtagatg ccatccag 28

<210> 6

<211> 2144

< 212> DNA

< 213> Homosapiens

< 22 3> Nucleotide sequence coding for IRF-2 protein
<400> 6

aactgacggg ctttcatttc catttcacac accctagcaa cacttatacc ttgcggaatt 60
gtattggtag cgtgaaaaaa gcacactgag agggcaccat gccggtggaa aggatgegea 120

tgcgeecgtg getggaggag cagataaact ccaacacgat cccggggete aagtggetta 180
6 /16
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acaaggaaaa
tggaaaaaga
gagtagataa
tgcetgatat
tctaccgaat
aaaaagaaga
gtaatggagt
aagtggatag
agaatcaaga
agagcgacga
cttcctatge
ggeggecaca
ctcgaggctc
tccaggtceac
ttcaagacct
gggagacccg
getgttaage
ttgtttgtat
ccttgacaat
tcaggactcc
actcactcaa
gccagcaagg
tttattettg
ttatcttaaa
cagcacccce
atcccatccce

acatccggag

gaagattttt
tgcaccactc
acctgatccc
tgaagaagtc
getgeeecta
caaagttaag
aagtgatctt
tacggtgaac
gattgtcacc
gcageeggtce
agaaagcgaa
ctggcggaag
ctacctgetg
catcaaagag
cceeetttet
ggecagcegtc
ctctgactct
tttatttttt
agaacattga
agcccattgg
gttcaaggac
tggagtggat
tgaatatgta
gcacttacag
ttctetgecee
atcccatcee

gagaagaagg

cagatcccct
tttagaaacc
aaaacatgga
aaggataaaa
tcagaacggc
cacatcaagc
tctcctgagt
atcatagttg
aatccgccag
agcatgagcg
acgactgata
aggaatattg
cccggeatgg
gagagcaatc
tcctccatga
atcaagaaaa
ccgeggtggt
tctctctgac
ttgetgtgtce
tagacgtgtg
caacaagggce
gcctcagaac
cataggcagc
ataggecttc
attccccagce
getettttee

aaatgaattt

ggatgcatgc
gggcaatcca
aggcgaattt
gcataaagaa
cttctaagaa
aagaaccagt
atgcggtcct
taggacagtc
acatttgcca
agctctaccce
gtgtgcccag
aaggcaaaca
cgtecettegt
cggtgeetta
ccccageatce
catcggatat
tgttggggct
acctatttta
caactccagt
tttctagagce
agtggaggtg
ggacgagata
actagcgaca
ttgtgatctt
ctctettect
tacttttect

ctctacagat
T/ 16

ggctagacat
tacaggaaag
cagatgegcec
aggaaataat
aggaaagaaa
tgagtcatct
gacttcaact
ccatctggac
agttgtagag
tctgcagatc
cgatgaagag
gtacctcagc
cacttccaac
caacagctcc
cagcagcagt
cacccaggcc
tcttggettt
gacaaatcta
acctggagct
ctgctggatce
ctgcattgec
atgtgaacta
ttgcagtctg
gctctatete
atcccatcce
tccctcaaag

gtceccatttt

PCT/JP00/05617

gggtgggaty
catcaaccag
atgaattcct
geettcaggg
ccaaagacag
ctggggctta
ataaaaaatg
agcaacattg
gtgaccactg
teceeegtigt
agtgccgagg
aacatgggga
aaaccggacc
tggeceectt
cggecagacce
cgcgtcaaga
gttttgttgt
agggaaaaag
tctctttaac
tcccagggcet
tgcggtcaag
gctggaattt
cttctgeacc
acagcacact
atcccatccce
cttccattee

cagactgett

240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
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taaaaaaaat ccttctaatc tgctatgett gaatgccacg cggtacaaag gaaaaagtat 1860
catggaaata ttatgcaaat tcccagattt gaagacaaaa atactctaat tctaaccaga 1920
gcaagctttt ttatttttta tacaggggaa tattttattc aaggtaaaat tctaaataaa 1980
atataattgt tttttatctt ttctacagca aatttataat tttaagattc cttttcttgt 2040
ttatcagcag ttgttattac atccttgtgg cacatttttt tttaattttg taaaggtgaa 2100
aaaagctttt atgagctcat ctagcaatca gattttcctg tgga 2144
<210> 1
<211> 349
<212> PRT
< 213> Homosapiens
<2 23> Anmino acid sequence of IRF-2 protein
<4 00> T
Met Pro Val Glu Arg Met Arg Met Arg Pro Trp Leu Glu Glu Gln Ile

1 5 10 15
Asn Ser Asn Thr Ile Pro Gly Leu Lys Trp Leu Asn Lys Glu Lys Lys
20 25 30
Ile Phe GIn Ile Pro Trp Met His Ala Ala Arg His Gly Trp Asp Val
35 40 45
Glu Lys Asp Ala Pro Leu Phe Arg Asn Arg Ala Ile His Thr Gly Lys
50 55 60

His Gln Pro Gly Val Asp Lys Pro Asp Pro Lys Thr Trp Lys Ala Asn

65 70 75 80

Phe Arg Cys Ala Met Asn Ser Leu Pro Asp Ile Glu Glu Val Lys Asp

| 85 90 95

Lys Ser Ile Lys Lys Gly Asn Asn Ala Phe Arg Val Tyr Arg Met Leu

100 105 110

8 /1 6
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Pro
Lys
Leu
145
Leu
Val
Val
Ser
Ser
225
Ser
[le
Léu
Gln

Trp
305

Leu Ser
115
Glu Asp
130
Gly Leu

Thr Ser

Val Gly

Thr Asn
195
Asp Glu
210
Pro Val
Asp Glu
Glu Gly
Leu Pro
275
Val Thr
290

Pro Pro

Glu Arg Pro Ser Lys Lys Gly
120
Lys Val Lys His Ile Lys Gln
135
Ser Asn Gly Val Ser Asp Leu
150
Thr Ile Lys Asn Glu Val Asp
165 170
Gln Ser His Leu Asp Ser Asn
180 185
Pro Pro Asp Ile Cys Gln Val
200
Gln Pro Val Ser Met Ser Glu
215
Ser Ser Tyr Ala Glu Ser Glu
230
Glu Ser Ala Glu Gly Arg Pro
245 250
Lys Gln Tyr Leu Ser Asn Met
260 265
Gly Met Ala Ser Phe Val Thr
280
Ile Lys Glu Glu Ser Asn Pro
295
Phe GIn Asp Leu Pro Leu Ser

310

9 /1

Lys

Glu

Ser

155

Ser

[le

Val

Leu

Thr

235

His

Gly

Ser

Val

Ser

315

6

PCT/JP00/05617

Lys Pro Lys Thr Glu
125
Pro Val Glu Ser Ser
140
Pro Glu Tyr Ala Val
160
Thr Val Asn [le Ile
175
Glu Asn Gln Glu Ile
190
Glu Val Thr Thr Glu
205
Tyr Pro Leu Gln Ile
220
Thr Asp Ser Val Pro
240
Trp Arg Lys Arg Asn
255
Thr Arg Gly Ser Tyr
270
Asn Lys Pro Asp Leu
285
Pro Tyr Asn Ser Ser
300
Ser Met Thr Pro Ala
320
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Ser Ser Ser Ser Arg Pro Asp Arg Glu Thr Arg Ala Ser Val Ile Lys
325 330 335
Lys Thr Ser Asp Ile Thr Gln Ala Arg Val Lys Ser Cys

340 345
<210> 8
<211> 9
<212> DNA
< 213> Artificial Sequence
<220>
<221>
<222>
<22 3> [FN-gamma activaled siile (GAS) consensus Sequen
ce

<400> 8

ttncnnnaa 9
<210> 9

<211> 13

< 212> DNA

<213> Artificial Sequence

<220>

<221>

<222>

< 223> IFN-alpha stismulated response element (ISRE) co

nsensus Sequence
<400 > 9
ngaaanngaa act 13

<210> 10
10168
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2
2
2

2

NN NN AN NN AN
0o

4

ttcccagaa

2
2

NN NN NN NN A
0o

4

1
|
1

2
0

1
1

0

1

3
0

210

1
2

0

vV V. V. V V V V V

vV vV V V V V V V V

9
DNA

Artificial Sequence

10

11
13
DNA

Artificial Sequence

11

ggaaactgaa act

2
2

NN NN NN AN A
N\

1
1

210

1
2

>

vV V. V V V V V

12
29
DNA

Artificial Sequence

ISRE-F2 probe

11716
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<400 >

12

aatttctggg aaactgaaae tgaaaacct

2
2

NN AN NN NN N A
0o

=

1
|

0

0
1

0

>

>
>
>
>
>
>
>

>

13
29
DNA

Artificial Sequence

[SRE-F2 probe
13

aattaggttt tcagtttcag tttcccaga

2
2
2

AN NN AN AN AN AN A
o

4

1
1
1

0

0
1
2

0.

>

vV VvV V V. V V V

>

14
37
DNA

Artificial Sequence

adp-1! probe
14

catggcatct acttcgtatg actattgcag agtgcee

< 2
< 2
< 2
< 2

< 2

1
|
1
1
2

0
1
2

>

>

>

>

15
36
DNA

Artificial Sequence

12716
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37
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<221>

<222>

<223 > adp-2 probe

<400> 15

catgggcact ctgcaatagt catacgaagt agatgce 36
<210> 16

<211> 29

< 212> DNA

< 213> Artificial Sequence

<220>

<221>

<222>

<22 3> Primer HMZ2k

<400> 16

aaaggtacca gctgtcttte tgtctgtee 29

<210> 17

<211> 28

< 212> DNA

< 213> Artificial Sequence

<220>

< 2. 21>

<222>

<22 3> BSTZB

<400> 17

atagtcatac gaagtagatg ccatccag 28

<210> 18

<211> 28
13/16
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<212

2
2
2
2
2

ANNON NN A

4

1
2
2
2
2
0

0

>
>
>
>
>
>
>

DNA

Artificial Sequence

Primer 10S
18

tttcggtacc taattaatcc tctgectg

2

DN DN DN

2

NN ON N NN AN AN A

4

2
0

1
2
3

3
0

210>

>

>

>

vV VvV VvV

>

>

19
23
DNA

Artificial Sequence

GL Primer 2
19

ctttatgttt ttggegtctt cca

2

2
2

NN ONAN N A A AN A A
N

1 0>

|
1

1
2

vV vV V V. VvV VvV V

20
30
DNA

Artificial Sequence

Primer HMP700

20
1 4,/16
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aaaggtacca gagtttacct ggtatcctgg

2
2
2

NN N NN NN AN A
0o

1
1
|

0
1
2

>

vV V V V V V V V

21
39
DNA

Artificial Sequence

Primer 11A°

21

cagaggatta attaggtacc gaaagagagg tgggctttt

2
2

NN NN NN AN A

2

1
1

2

0
1
2

3

<400

>

vV V. V V V V V

>

22
24
DNA

Artificial Sequence

Primer IRF2-F2
22

ttgtattggt agcgtgaaaa aage

<210

<211

<212

<213

<220

<221

>

23
24
DNA

Artificial Sequence

15 /16
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<222>
<2 23> Primer IRF2-R2
<400> 23
cagctagttc acattatctc gtcc 24
<210> 24
<211> 30

< 212> DNA

< 213> Artificial Sequence

<220>

<221>

<222>

< 223> Primer IRF2-FI

<4 00> 24

agagggtacc atgccggtgg aaaggatgeg 30

<210> 25
<211> 30

< 212> DNA

< 213> Artificial Sequence

<220>

<221>

<222>

< 223> Primer IRF2-RI

<400> 25

agtcggtacc ttaactgctc ttgacgeggg 30

16716
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