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TG TFIV (@) UADT T/ 4IRS /) LDIEFIEFLEREBAEBERT
[CEBHE L /-gutted (gutless) R &—DRARICL > T, E—HRRI Y —(C
BIT2REREOEENEEIN, ZRICHAVEAELRTFRIRORPEHGME
DBREIN, AKIC, 7T/ HEETMILRE, LENEGTFEANELE
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[0022]

<. EDHMAICHEATRET, BMERTERRZSICLYBAEERETFO
RENRBICOE>THR I DI EDMHAONTWVWEDT, AFKRBICETEY
AIWANRYG G —E LTHERLL,

AEBAOFE LW—ERFEETIZ. ARPESSIRARELAELSZERFIAKE
ROIBGEHITE R X 77T/ D1 L A% (mCRA; HB2005—-046101
SR UOEBRABHE2005/0125365) D—E8& LT, Aurora¥xF+—E 7 O0F—%
—%FAW%, n-CRAOBERIIFBEICAVWVLNDE TSRI RV HY—DHI%E, K
TICRARY %, IHhT. 7SRXRIRRIS—PIDHIE, TAE—F—AB LV
/EIFTOE—49—B& LCAuroradx F—tE7O0E—4%—%2FW. 7523
KRS —P2OT7OE—4—C (MREBUERT ELIEERTORE ZHIEH
%) ELT, Aurorax+—tE70F—49—% L ISR OB EN O
E—4—FLEEBENTOE—Y —FOHROERDTOE—F—ZHWVEZ
ENTES, BHEBRENTOT—9—& LTI, ENEBIPAMEET
HpnE, PAMBETOAMGENICHKIRT 2 LEOEETOE—F — %IRRT
X%, 7OE—9—CICHEI N MIEEERTFELIEEREFE LTE, E
MEENDATHNIE, £ LS EMREERTF XA ITERRFZHIRT
x5,

BB DEFEFIT LZERNREERETIE, AuroradxF—ESO0E—%
— CHEBEMICERE LAETABIRT (4KDasBEig A RIBLTWTEH L) . B4&
CHERM7OT—49— (WTOE—4 -4 L) EHWEERMISER L/<E1BER
F (19KDaZ 7= (&55KDatRig Z# RIEBL TWTHLW) Z2ELTIRAI KRS S
—P1, EEMNIOE—9— ((WFOE—49—1E) SHEMICERINEL
R—%—E&ET MREBFERTFELIGAEERTFOETILRELT) 2807
TAI KRR E—P2, BROCICEIEIBERKTD2TT/ IANRT ) b (7
7 A N—BEFRIENHERBEENAZEEZALTVTELIWL) 2801y
OR—V TSI RPIVRHFEINE, Tho3BEOTZZXI NaEEEAAS
H, Cre) AVEF—ELloxPYAFLEAVWTTSAI REGE, &S5
T RICEEINAZAMMEEGEFEoriZfBLAEZEMN TS A ROBEIRICEK
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[0023]

Y, Aurora¥xF—E7O0F—4—EIAKE ALY b, XKW OE—4 —-E1
BRIRAEY FEL VBN TOE—4 ——HIEEHRT £ 2 IAERFRIR
Hty heBH L. DPAMRFRIERE 7T/ U4 (CRA) X7 45—
TI2AIREFERTZ, HOWTENI S —Z2HWT, EIAZEHT 2HREH (
Bl :293M88) IChNS VRT3 vTBIEICLY, (RARY &4 —%{FH
THIENTED, 2ICRLEn-CRANS ¥ —(F, EIAORIREZ4IHT 5 S
HE—4 — (Aurora-AE /=13-B) . E1BEEF (EIBALSK) D 2EHFTRY ¥
—DBIENFIEHI N TWE A, EIAEEF. EIBORBFEZHET 5 TO0E—4
—., HMREESMHERFELICEERFORBEAHET 2708 —4—. Hesk
RAFELIFEERERT. SSIKENYIR—VDT 74 N—EBIFEMHROER
ICEMT 22 &ICL Y, ISHICBRFICLZ2EERIEHES L CRIRFE AT
BEE 2D,
AFKBEDFETAINARYG Y —F, AuroraFF—E S OF—9 —DOEIETIC
HEMEBERFELISERERTFZ2ECREI Y 23D, "I —&L
T, RBERROTS X3 K (fI: pBR322, pBR325, pUCT2, pUC13), #4E
BEHEFEDOSSZI K (ff: pUB110, pTP5, pC194), BERHER SR I K (fi:
pSH19, pSH15), ENMMEAERIR S X I K (ff: pA1-11, pXT1. pRc/CMV. pR
c/RSV, pcDNAI/Neo) R EZFRAWSH I ENTES, I T HREFEUHRET] &
LU BAERAT] SIFLEEERAZETHY. EHNEBDINADHZEICIE. L5
DEENABBERFIIITIINDS,
AFEADKETAIANG & —F, EEROMIC, FRBICLY TNV H—,
2T TTFIIL, RYMIMY FHIL, BERY—H—, SVOERER
BREEZZHALTVWREDEZRAWVWAIENTE S, BRY—A—& LT, 4l
ZIiE, P FOEBETER (dhfr) BEF [AV MLFE—F (MTX) ftE
1. 7y e Uit (Anpr) EEF. *F <412 UitE (Neor) BT (6418
W) EAZF5N D,

FEVANANYG Y —%FERAT 2HBE. ZNIVY—DEAE, R)L-)Pv-
MBESEREOEIFEY VT —2HVEA, YRY—LICHEILTITD
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ZENTED, VRY—LIEY VEEEH SR DE10~3100 nmDKEROH S
TILT, TOAREICAuroraFx F—tEOFT—4 —OFIEHTICH 2 HBESEHER
FERISERRFESLTIAINEORII—EHATE D, HDWII,
NR=FT A JIWHVEERWTIRI Y —ZENMRICEREATEIEEHTE
%,

[0024] AFKBOVPLRLEHTDDVAINADEREET7 vy T YICHEADH
FAOA—-RIIRBOTOE—49 —DAurora¥ +—E SOFE—49 —TEHRI
NTWB I EZ2HHE T IENEBEEMBBAEIVAIVANIS— HDHW
([FAurora¥ +—E7OF—4 —DHETICH . HREBERFH LG/ T
AERTFZETNI Y - B ARG & ORMNREMRE TRHENITIEES
THH2WEEMREEMERFE LG/ FLITEHEERTFE2RIRILEIENTES
DT, BEICH U TEEZFNICHFRLEHEAEEHITREE L TENAIGE
DIE~ DHEFIFREE L7z, HENER, FELIEPADBEREELT
AW ZENTES, TITEREEWNICHFRLEDEKRE LTI, BEIFEM
ELTEROEREERSD D W ITEBIERMELAV S, BRRAICEITS
. BRHF, HBEH. BRER, WREFICET2EH., SHEEH. B
BEHF. FREH., BEA. BBELELFHLEE LTERHEIND, EBEICH
CT. BAEH. mERLAl. BEH., HERALEORIRMIERVNEIED
TZ 5,

[0025] EEEHIOF@ELRMAE LTE, Mg B8 D-v>=hk—JL, D-VILE -
W, FoTv, alkTr Ty, FEFRAMN) Y, HREZLIO—-R, BEBREL
FOF>7OELELO—R, ALRFIAFILELO-—RFRNIDTL 7
ZET7IL, TIWov, BERKTAB., ERTABTIVI=ZUL, X597
ABTIVI VBT TR TLRENETONS,

BREIOFHELEE LTIE. RTTYV VB IR L ZATT7Y) VR
WL, ZIT, 204 R ) AREDEBEEF LN D,

EeRomERGlE LTIE, a7y 7Ty, vakE €53FY. 75E7
L, AFLELO—R, ALVKREFIAFILEZILO-R, AILRFIAFIL
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EO—RF MY YA EREIO—X, B D-v>v=k—J,. bL/nO
—R, TEIAN) Y, TSy eROFCTOELEZILIO-X, EFOF
>7OENNMXAFILELO-R, RYEZ)LEQY RVRENEIFLND,

FRIEFIOIFERG E LTE. Mg B Ty 7Y, ALRFIAFILE
WEO—R, ALKRFEIAFILELO-—RAIND DL, VJAAAINAO—RF
MUDL, ANVKRFIAFILAY—FFRN) DL BEEKT A EER
EeROFo7OELELO—-RBERBEFSN D,

BEIOFEARG S LTE, EFAK. £ENEIERK. YUk 73
—)b, FagLysya—i, RYTFLry)a—), Ivh, bIEO
OV, A =7 \BERRENZESFLOND,

BEFMFIOFERGIE LTE, RUTFLYSY) -, oLy
J)ad—Jb, - = b=, bLnO—R, REFEBRVIIL, TH /-
 MNIRTIT AV, ALRFO-I, NYIHI—LVLT IV, kBT b
VoL, VBTN L, HUFIVEEF NI DAL, BFEEFT N D LRE
NEF SN B,

BBLEHOFEREAE LTE. RTFZYILNYIY /I —LTIV. 7Y
BTN DAL, ZOVLTI/ FOEFVEE LIFY., BERVY
WIaAZ0 L, BIERVENZVL, BE/RFTTPIVVBIT)E)VEREDR
EEEF. IZERYEZL7ZILO—=, RyEZ)LEO) Ry, HLR
FOXAFLEILO—KRFRNIDL, XFILEIO-X, EROFIAFIL
Z/O0—R, eEROFVIFLEZLO-R, EROFPFOELEZ/ILO-
R EDHKERDF. RYVILR—NE RUFFPIFLUEEETY
MR ENBEFEN D,

FRibFIOFEABE LTE, BIEF M)A, Y)Y, D-v>= b
—Jb, D-VILE =, TRUBLRENET LN D,

BEROIFELRGE LTI, ) VERIR, BFERIRE. REBIE. /T VEBIELRE
DEEBR R ED BT 5N B,

FRLAHOIFERFAE LTE, RYIULTILIA=ILBRENEFLN D,
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[0026]

[0027]

BEHIOFERAE LTIE, NS4 F O REBFBRIRTIVE 70074
J=Ilbe RYTYUFIINA—I, ZTRFILFZIA—I, T NOEE. VL
EVERRENEIFLN B,

MBI OFERAE LT, BREE. 7XJIWEVRRIERENEITS
nd,

BRAOIFELRGE L TR, KEEERY —ILEBFRG: BRAAE2SE L
U35, BAEGISHLUVE. RAFRISELUV2SLREORRAEBER). K
TBEMEL—FBR (f: FISKEERRBSY —ILBROTILIZULIERE).
XARBFR (Bl: B-HOF>, 700714, RUFSRE) BRESEETLHN
%,

HERFIOFERGAIE LTE, Yy A)YFRN)DL JYVFIV)FUBZ
H)DL, PRI T—L, RATETREDFEIFOLND,

ARPDONRY S —% BB T REEFRFOKSE. AERNKRBYEHOF
RHERE (D2 WTERNFEMERBER® L BEROEBICH T 5 )
EHRAICERYE L, BELTHSEAET> THRRICRY (HIWIEHEY
%) ex vivoike, HEREOERNICEBRI Y55 L TEAETIiny
VO EDWINHATITHONEH, in vivoEETITI T EDFE LWL, ex vivolk
DBa. BEHEEADORIS—DBAE, v1 70420 avik. Y
VEEAIL D D LHIEEE, PEGE., TL hORL—2 3 VEFILEYITOCZ
ENTED, £/, invivoEDIFE, ZBFIOBSE., ALK FH LT
—TIb. NI=rhT—=FI. BRFEA. FAEBEONRT Y —%EHHRAATEA
VTZV NDREBADBEREICLYITI I ENTES,

AEEAONI S —%EE T IREBEFOKRSEIR. NVF—0DEE. R
MHERRICH T2 TR E—4 — &, AERRTORER. BE5RK. FIOEE
B, BENRELZEBYE. BENROERMZAMNL., KE. FREICL-T
BB, A, JAINANRG Y —E LTHAKEMEERT T/ J1IL
AERAWSHE, ROVPABLRFEAROBRARICEVNT, VML ZRTF
(particle) T1x10°~102 particle/fEHEEZ BV TEZELEI’ERINTWS L
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., AENEE5EDBERELD (Molecular Therapy, 18: 429-434, 2010) ,

—FH. ETVANRRG S —% Y RY —LICHEB L TRHWBISEICIE. KEHN
kgD A= o 1 HFIL % FBWTERIRIF R TIL666 wgDDNA%E:ARIGS L TREM
DHERINTWIORENBRE LD, FIZIERAEIRSEIEH2~910
mgC, HFF L IFH5~H8 mgTdh B,

[0028] AZFBAIE £/, Aurora¥ F—E7OFE—9—42SLRIVIY—%ESFT 2R
RECURAIZ 1R T 2, AFEADRUIH % AUV TR RERERIE. ARBIC
BAIN/zAurora¥ F—E7O0E—4 -, HFENIC, BB, EEMERELY
HEAICTRICHEEENICER SN BRTORBELRE LS 5MIEEHRE
TEIERETHNITFICHIRIETD WA, FELIEDPATH S, Aurora®F—
E7OE—4 —DOFRICHKENICERINZEBEFELTE. ZBEGRTOR
WOABZICE=ZF Y VI TEZEOTHNIFFICHRIE R, FIAE, L
717—EEERET. HKBERAEY /NI E (GFP) BzF. B-HZV 45—
t (LacZ) BEFREDEELR—F—BEFH/BESTONDZDN, ThHICIR
EINLW, H2WE, ERERBEEAE L TAVWVONSIEER YA ILAN
V9 —%ERALT, HRREEMHZEEL L TEGFRRZE=Y) V7T 5
ZEHTED,

BIZIE, WEBRED. BPALEDNDHEIA SIEXL M2IC, Aurora¥
FT—ETOE—S—%2ETCRISY—EFAL. ZMBEICBETZLR—9—E
ETFORBPHMEOBEMEEMET D &ICEY, FFELIEHRBREEM
ICENRI S —EBALLGEEHERTZ I EICLY,. EEMBELIVEER
ILR—4 —BEFORRL NILPHEOBBRENREWSEIC. HREED
AERELTWBDHEEIEVWERIT 5 ENTE S,

[0029] ARBIOZEEI TRMAEELRIAE LTIE, FIAIE BHEESA. RIHER
BB, MRAME. RERPARME. BRERME. BAMRE. ERE. MERE. IRRME
CUURERE. ) UvNERNRRE. BIRE. PRE. 1—1 v JES. T
BEANRE. MIUGRE. BESA. BRA. DA, IIED A, FIIIERD A
. RELENA, BREMBENA. BRIA. STIROA. HEERM A, ILFEERH
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[0030]

[0031]

Ao HLEERERD A, BREIERNA. BERASA. SEXRENA. FEIA. B
ENA. BEN A, BLRE. BEEHI A, V1 IILLREE. FEERENA.
WERER. mAA. MRS A, BEASA. EENA. @IREBE, 2R
fofE, BEZFRE. SREFGARE. LRAAZAE. MARMARE. MEFMARE. R
fE. ZRalBiE, HER Rl @RFMeE. RERSFMkEE. o,
S kR mE. fUERERLE. EHEMmE. ERMEKIESIE.
)R, ZRUEBHELRENBITFONSED. ThOIREINARWL, FFE
LOWRERNAE LT, FEPACERELRENEENS,

AFAZ LU TOREFZBWTI S ICEFMICEREAT 2 A%, KAFRBOSEIE
INODORBBICE > TRALGREINDEDTIEAL,
E e f

1. AuroraXF+— VP 7OE—9—QHIE FICY—H—DlacZBRTAFHIRS
5 3E) BHERTPT /) IAIINANY S — (Ad.Aurora-LacZ) . % 5 MCAuror
a¥F—F7O0E—% —SERERFEHICT A I ZIBENFIE I N 5 DA KGR [
IS BT T ) AR & — (Aurora.CRA) DYEH

Ad. Aurora-LacZid., [HARENLRBHNERTFORRIAZTETIIN] &
WD FleMIRMREIERDEDICERINDIEDTH S, REBICIE. HEWT
E8id B Aurora. CRAZFAWT, TAurora¥+— A2 ERIT 2 MAMAEICKE
B (B ICVMINRIBHEZFEL. ThilL Y PAMREENICIBES
NETANRE VIRV ENDNAMBRENICHEEEZE ISR L. I 5ICIE
FEY 2T A ADERCHAAMARICHEEN (BAD) TS L THRELE
BLTHAMBAERFENIREL TV EWD, HPABENRIAILA
IBHES S CHIRREDFEEE WO ERLR S TICHARRR] OMREEER. ¢
7% TAurora. CRADDASBEREEAQYBZ] EWOAKBPOETEELRDE
BRETRIDBDOTH S, TOLDICENEBEN 2 BAZ2BHEOT7T /Y
ANARG I —%ZUTDELDICHERL T,

1. 1 Aurora¥x+—t¥ S OF—49—QE

E NAurora-A(L) 7OF—4 — (ECHIES 1; 1840 bp; -1486~+354) (&,
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[0032]

pGL3-1486 (#EMIIAZ, LABLLIYHEE) HSMLul/BsnlfIPRERAL % F
WTHIY B L. EEXRHIE L7, £ MAurora-A(S) 7O0E—4% — (BHES2
; 478 bp; -124~+354) 1. 54 <v— (2> RX: 5 -TCAGTAGGGCCCCAGCTGT
GGGACTGCCACAGGTCTGGCTGG-3"  (EeAIES5); 7 F > R: & -ATCTAGTCT
AGACAGCTGCTCTAGCTGTAATAAGTAACAAGC-3'  (E25I&ES6)) % FIL TpGL3-1486
MOHPCRICTIBIEL, BMUL TS RAI RIS —IC/O0—=VJ L/, Apal
/XbalfIBRERAI & FAWVTEIW H L. FBERIRIE L7, E MAurora-B(L) 7O E
— 4 — (ELHIFES 3; 2140 bp; -1779~+361) (&, pGL3-1879H 5 Xhol/HindI
ITHIRREBAIZFAWTEYIW EH L. BRI L7, & MAurora-B(S) 7OE—%4
— (EB5NES 4; 546 bp; -185~+361) (I, pGL-187 (KRB KZFE, AN{ELH
S5#t5) A S5Xhol/HindIIIFIBRERALZAWTEHIY M L, FERImE L7, &
NSOAEEO7OETE—49—%. LLTFDAd. Aurora-LacZ# & UAurora. CRAD {E
BUITHW,

1. 2 Aurorax+—F7O0F—4—QFIEI FICY—H—DlacZiBE{ET % H
95 (3] BT T I IANANG S —FT 523 K (pAd. Aurora-LacZ)
D et

75 XX RpHMAPr-LacZ%ApalfIfREFSR THI W Hi L. FBRim{b L. CIPE:
RCUWEBLE, TOTTRI KRR H—IC, LBOLDICEIY B LFERH
b L7z4f@RDAurorax +—E 7 OE—9—%54 5 —>3a>v$5I&T, Au
rora-A(S). Aurora-A(L). Aurora-B(S). Aurora-B(L) D&Aurora¥+—+ 7
OE—9—HhoX—H—DlaclBEFERRT DMEEDY ¥ MINT S =T
S XX R, pHM. Aurora-A(S). pHM.Aurora-A(L). pHM.Aurora-B(S). pHM.Auro
ra-B(L) ZF& L 72,

INLDY % NUNTY—TSRAI K%, EISERIEOT7 T/ D1 LAY
J LEFD TS A X RpAd. HM4IZI-Ceul /PI-SceIDHIRRBESREBAI CH 7o O —
ZVPSBIET, 4ABEDT7T ) TAINARY H—T5 XX RpAd. Aurora-
A(S). pAd.Aurora-A(L). pAd.Aurora-B(S). pAd.Aurora-B(L) #{E&L L /=, %%
BEFBELEIIC. INSDTT I/ TAINANRYG S =TS 23 FE2034HBIC S
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[0033]

[0034]

YRA71x923av LT, KhAurorax F—ETOE—F—DFIETICT—H—
DlaclB=FEFIRT 2 1] BHEET T/ TAIANI Y —%, =EHICA
ERER L,

1. 3 Aurora®+—F7OF—4 —FWHREFNICY I IETELNEIE S 1
AR NEEHE] BPF /) IAINANRIF—TFTS5RI R (pAurora.C
RA) D{ESEL

IEIERIEE TS XX K (1 DOPITFZ XX R) THDpAPr-wtE1A-CMV-E1B
ADBSKD (45E55844787755. Nagano S et al. Gene Ther 12: 1385-1393, 200
5) % HIFREERNotI THIRT L. TADNAR Y X S5 —E TEBEXRmML L. CIPEEHRT
ML, TOYY MRIVEI—TSXIRNIC, £ERE1. 1 THEAEEDOY
OF—4—f2% (k& FAurora-A(L). k& BMAurora-A(S). k& MAurora-B(L)$ &
Uk MAurora-B(S); EEHIES 1~4) OINATF ASA 45— avdablE
T, TN 5 %&pAPr-wtET1A-CMV-E1BABSKDDETAD ERICEFNFNIHEA L. pAu
rora—A(L)-wtETA-CMV-E1B A55KD, pAurora-A(S)-wtETA-CMV-E1BA55KD, pAur

ora-B(L)-wtETA-CMV-ET1BA55KD, & & U'pAurora-B(S)-wtE1A-CMV-E1B A 55KD
=137,

COEDICLTHRONAERD NEEHHME TSI (PI7SXXFR
) H5I-Ceul/PI-ScelflIfRBERA T EREIGRIHOINART R ZIU L. 77
JI9AIWANRGH—FSZI K] (K1 DP3) MpAd. HMADI-Ceul /PI-Scell
FRERGIICS A —>avdT5ZET, AuroradxF—¥ 7 O0E—49 —HEIAEG
FOLERICHAAFTFNIEEHEE 7T/ DA ILARI S — (CRA) DTSR
IRNEFERLE, IHIC. IWSOFE—9 —BLVEGFPEGRFIBAINL T
BE (v—H—) EEFr/O0—=VvITZRIR] (R1OP2FZRIR)
(Kamizono J et al. Cancer Res 65: 5284-5291, 2005) &CrefzZ=CRia L
. RKBEDHS @ ICh SV A7 4 —XA—2a v LTHRERT NS HA ) VALY
DIFEWTEEST 2 & T, Y—H—EBEFECFPERIFETH 1=y b aHFD. A
urora¥ +—E 7 OF—9 —KEHEDQEBHEE T T/ VA INARII—TFF
A X KN (pAurora.CRA) Z{EEI LTz, T LTELNIAFELRDIBIERIEE 7
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[0035]
[0036]

[0037]

FIIAIWANRYGH—FS5 X3 R (pAurora.CRA) . pAdAurora-A(L)-wtE1A-C
MV-E1B A 55KD/CMV-EGFP, pAdAurora-A(S)-wtE1A-CMV-E1B A 55KD/CMV-EGFP, p
AdAurora-B(L)-wtE1A-CMV-E1B A55KD/CMV-EGFP, 3 & UrpAdAurora-B(S)-wtE1
A-CMV-E1BABS5KD/CMV-EGFPIE., 75/ U A LAY J LDE1$ L VEEE LA
DEBD &, AuroraF+—ETOF—4 — EHBEMNICERE I N/-E1A%RIE. CMV
TOE—4 — S HEEMICER I NAEIBMEE. BLCWIOE—4 — &4
BIICERE S NAEGFPO — NECSIZH T 5, ThoDpAurora.C(RATS XX K%
LARICERHE T 5 & D IC203MBRICB AT 5 2 & T, Aurora¥® F —EikizEIE0E
HEE 7T ) D4 I ANRY 4 — (Aurora.CRA) %Z{E&T %,

1. 4 203l TOT T/ DA IWNANG Y —DIER
<Aurora*+—E7OE—4—ODOHE T T —h—ExTFlaclZRIRT 53
BHERT T ) DA ARG 5 —DER>

EEE1. 2THOLNETSRXI N (pAd. Aurora-LacZ) % k& ~RIRBHIREZH
RDOMRUIC NSV R T2 avgHIEICEY. Auroradx+—E70E
— 5 —DHEETICY—h—DlacZB=zFE2RHRIKRT S k] BEETT /04
AR Y — 5w A5ESE (Ad. Aurora-A(L)-LacZ, Ad.Aurora-A(S)-LacZ. Ad.Aur
ora-B(L)-LacZ, & &£ U'Ad.Aurora-B(S)-LacZ) ¥R L7z, &7/, BBFHEIV b
O—IL& LT, EENRREIOE—9—THd77 ARET A JLZLTR (RSV
) BLUOWTOE—9—DFNhETNEE FICLaclZRIRT 27T/ 7141
(#Zh. Ad.RSV-LacZ# &L UAd. CMV-LacZ) . A5 TNC, MOy bO—
WELT, EIEEERIBLET T/ U4 IILR (AAET) %, RERICERL K

]

<Aurora¥ > —E7O0T—9 —EUHKRENICT T/ VAL BREAFEI L
3. Aurora¥ F—€T7OE—9 —IRFIHBEREET T/ DM ILANRT 5 —
(Aurora,CRA) 5>

tEE1. 3THONKLBHERHETT ) VA IVARI I —TZ 23 %293
MAIChS YR 7292 avddIEilLy, dBEDAroraxF—E0E
— & — R MIETESIEB 7 T ) 9 A L ANY 4 —, AdAurora-A(L)-wtETA-CMV
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[0038]

~E1B A 55KD/CMV-EGFP, AdAurora—A(S)-wtE1A-CMV-E1B A 55KD/CMV-EGFP, AdAu
rora-B(L)-wtE1A-CMV-E1B A 55KD/CMV-EGFP, # & C*AdAurora-B(S)-wtETA-CMV
~E1B A 55KD/CMV-EGFP % {ESY L 7=,
<TT/)IAIWNARY 5 —DIEE>

FEREOELDIC, FEREERT T/ VAINARY Y —B L CEEREE 7T/
TANZANI Y —E, BRBBELET T/ VAIVARII—TS XX FOE
HEHLBBRDZHEDTHZ, LHL. PT/IAINARII—TZZIR
EERLBOIA N A EERT 2ERBRIEA—THZ, D2FY., Th¥T
NOTT/)IANARG I =TS RI RE2BMREIC KNSR 7292 avd
5Z&EICEY, TMINREERTZEDTHY ., TOFMIELLTORY TH
%,

2934 DI IC L, 10% FBSHSHAIDMEMAE B W/, NSV R 79 avid
. UvBgEAI I ik (Current Protocols in Molecular Biology, John Wi
ley & Sons, Inc., 9.1.4-9.1.9, 1999) |Cft> TiT>o7=, BEKRBICIE, 1.5
mLOHEPESIBEE A RIER (pH 7.1) ICLERET7 T/ 9IRS ) LA SUEH
IKDNA 20 wg., 4 #EFDNA (SIGMA) 20 wgDEET40 wgDDNAZAIA. 2.5
M CaCl, 75 ulZIEHLANLETL, ERTIOIMEMHEL %, BEEREE
BLARNS293MRAICTE T Lz, COM »F 2 R—4 —h THIRE Z4RFE R E
L7=%. 10% FBSHIM a-MEME 1% 7 HO—RFILABRAEZERE LELARSE
BET1vYa1IlEBL. EREh TC23MiEEE 4RIz, 77/ 74
IWADEEIND &, 203MlRISHREE L. 5—VEFRT 5,

MoV ZRT7x02aVvRUBERETTS— A HIRLAEDOT, BREHRT
EFS—0%EURL., ERICEBL T-80CTRELE (VA4 ILAY—RK)
RIS, BONEVAIINAY— RRICH L TR - B Z23EgYiIRL T,
BEALDANRERHEIE, ThERBWTEEDO23MABICBEIEL, &
MR A SO L. a2 MRICRRE I, RAICRT—
WaERILRK LT, &EMICIES enT 1 v 1400 D293MRTIC BRI &, B
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MpE A & OUN L7, MR, S & MiaamIN L T, 1,000 rpm
TaEDO L., EFEEREL T2 nlo ) VEEFEEERIER (PBS) ICHEBL. -
80CTRE L,

Z OHIFFIERICK U CTRKE - BifZ% SEHEYIR L, 1,000 rom TR LT
EEZEUL. Blbtd Y LABEDE=EOZ, £910C, 35000 rpnT 18R
ERe L. #HEWTI0C, 35000 ronTI8ESEER L. VA ILADNSENB /Y
FEEIUNL7, BONETAINARE, RIBAZLTILICHERELE, 20O

EOBRRT, FBHEAETT ) VAN LCEERHETT ) D1 ILAD
WIFRICDOWTH, 7ML RER, BIE, RiE BRETAIIENTES

ERU-FEBER T T/ DAV AR Y —E L IEFERIEE 7T/ 1)L

AN —DEEZH2ITRY,
[0039] 2. FE=RIRT-PCREZHT (aPCR)

&4 DHRAKKICEH 1T 2 AR LAuroratx 7 — ¥ OnRNASEIR %, EEZRIRT-PC
REEMTIC & YW EHT L 7=,

XY =Ry b (FAZATRY) ZAVWT. &FEHEENS b—4 JLRNA
ZEUX L. DNaseITHLIE L7z, 1 mug® b—4 JLRNA%, SuperScriptII!) /N—
ANSY29YY FTH—t (Invitrogen) BLUVSVFLTS4~<v— (Invitro
gen) ZAWVWTHETE L, B85h7/=cDNAD1004 D 1%, DyNAmo™HS SYBR (&$%
FatE) Green qPCRF v b (FINZYMES) 2R\ %Y 7L & A LPCRICHE L7z, PC
RORIGEMEIE., LTDEBY THD : 94C, 108 ; 58°C. 0% E & & V72
C. 30FBAE40Y 1 7 ), RISICIZRotor-Gene3000 (Corbett) Wz, 7
A4 v—mAIE, LTFDEHY TH S : Aurora-A (220 bp): > Z: 5 -TC
TTTTGGGTGTTATTCAGTGGC-3' (EeANFES 7)., 7 Ft X: 5 -TTTICTGTTTT
GATGCCAGTTCC-3" (ECHIZ&ES 8); Aurora-B (167 bp): £ ZX: 5 -AGAACTC
CTACCCCTGGCCCTAC-3' (F2SIES9), 7Y F v R: 5 -ATGCTCCACGCCCTCC
TTCTCT-3'  (EEHES10),

EREMIICKRT, SHMETOMRNAEZIZ, IIERKRY) X5 —EE LR T DnRNA
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EICR U THIE L, Helafifa TOEE1&ETHEE LTRLTWS, Aurora-A
B L FAurora-BORAEMFRIRIE, 777 DERICR LA AMBEKO—ERT
BEICEL. AT LEAEEMRRTIIEVC ENRTENS, 2Dl
A5, AEBETHWSAurorax+—E70E—4 —»', REMNIC, —FMOH
AR TREENISEELEINTWVWS Z EARI N,

[0040] 3. JOE—4—FEW P vt 4

BRI niAurora¥ F—EO0E—49—DOE—% —iEE%E. AR
¥k (HepG2#fiR2 &5 & TFHOS-MNNGHlIRE) & & CIEEMAEKE (WI-38#EAE) TIb®
L7,

7OF—4% —EMIE. B-Galactosidase Enzyme Assay System (Promega)
ZRWTB-HS IV MY —EEMZRET D &ICEYIRE L7z, HepG2HfH
fg (& MAFREAYAESE) . HOS-MNNGHERE (b hEEIRERSR) . F 7 (EWI-38H
fa (& ~RRIZAARMESFAARE - IEEXIER) (T, Ad. Aurora-A(L)-LacZ, Ad.Auror
a-A(S)-LacZ, Ad.Aurora-B(L)-LacZ, Ad.Aurora-B(S)-LacZ, Ad.RSV-LacZ,
B L OAd. CMV-LacZ%, FNFNMOI (Multiplicity of infection) 10(ZTC1
B, MOI 100(C T1BSME. F/IIMOI 30IC CTUARERREI B, Tho5D%E
HiE, TRThOMEY 14 7ICH LT, BASHMleEtZRI IS, FEF
E—DEBEFEAMELEELLL L, 7T/ 74V ARRFEDOASHFE R ICHIRD
ZBYR L., LEEDOT7 v AP RT LAZBEEEORIRGBEIC LA > TH
WT, B-HZ I M —EEMEZRE L, EtIE, BIEREDB-7TS 7
o —FBICDWTOREMRIC LA > THEH L7,

HEREM4ICTRY, FED AN TH 2HepG2ifile & & U5 AIRE R SRHfRE
TH HHOS-UNNGHERE Tld, AFBATRWBAurora¥ 7 —€70E—% — (Aur
ora-A(L), Aurora-A(S). Aurora-B(L)# & UAurora-B(S)) M S DLacZHKIRIC
&BB-HZV M F—EFUEFBVLRILTHREI N, — AT, EEHRE
HEDOWI-38HIE Tld, AFKEBETHWDAuroradx +F—E7OE—49—H5Dla
CIRI[ICL D B-HZ IV M F—EEUN T o <RI AN o7z, WERI
IS, (W OE—4 — &I T ICLacZA FIR T BAd. CMV-LacZ % R X B /=18
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[0041]

BICE, WINOHBEKRICEWTEB-H5 7 by —EEMEIREI N,

IDZEMNS, AEBFTHWSAurora¥ F—E7O0E—4 —3, DAHR
THRENITEHEIN, TROEBLEFORREZELLTIENTINT,
BICRIND LD IT, AuroraF F—EIEHEMICIIVI-38%2 SO EFHMEIESE
MIRICBWTHEBETORBRARSNZD, LML DL D ITEREEE T
OFE—4%—&LTHRYBLTHARERFORBICHATZHBEICIE. IHIC
WEMEDAurora® F—EEEFONAFENEGTFRIRNNY —V EENIE
BT 3BOTRELRIPARBEENAONE I &b o7k, DEY, ZD&L
d%pAurora¥ F—tETOE—4 —ZAREGTORBICHER LEBEICHKERE
IKEELNAMBRENGERNEONZ EWD T &, Bl dAurora®F
—EOREAURR/NNI - DAL FRTEIIENTERDN>7ZHD
TH D,
4, in vitroffifgEHs

Aurora® +—E7OE—4 — BT IERFEPAOIVANINANI S —ILLD
fHRaE MR % 5T L 7.

UTO&SICLTHIRBE R EZEE L, 96V LT L — hHOMRRIC, 4
T DAurora. CRA, F7c|FAdAETZ, MOI 0.01~1TRRI B/, 7T/ U4
2R D2~6H121C. Cell Count Reagent SF (FHSAFRY) AHlEx
HOBIREGBAZIC L > THWT, WST-87 v/ ICL Uit GTERE2EE
B U7, WST-87 w4 1&, BRICIE. S MYV R TROBERICK > TER
Ih, EBZRTIENZRAVT. I IV R TEREEZEGBRISE L
THRETEIEICETL, ¥V 70450 mTORIN, &L USEE LT690
nmTOREINIE. Microplate Reader Model 550 (Bio-Rad) %A FWNTEHEIL 7=

DA MBS ARG EREORERER 5 IR Y., FICHepG2#HRE T D4H
B. & UCHOS-MNNGHIRfE CD6H B DRERMNSHEL LD IS, ThHS5DH A
RavE T, WIBTHDAIAET (BRERIBET T/ U4 ILR) BEMAEICHEAR
T, AEBOBERIEE DAV ARY & —BpMEOEERMEL . AFKH
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[0042]

DIBTEFHE D AN ANRT & — (1L L DHMBPEMNRETRL TV, IHICH
LT, EEHMAETHDWI-38TIE, MBI AINREERKBOVAILREDEIC
FEAEENR LNV,

IO EDL, AFEADEBTERHETAIILZART =N, BPAMKETRHE
BICHIREEM IR Z L. LED> T, EHRHNOPAZRENITEELES
HPDOTHBDIENELIER DT,

I5IC. ZONAMIESEE (BAKEDR) B 2BEHLNIA. OF
UNARRICEBI DI EERT AL, IHICED—TEDODERIFNAMEE
(DHep3BHHRA. 7 5 CICELA A KIREFE T HMCF-THIRE Z ALY, RIRODER %
To7, FEREKOGITRT, BV IV ADRKEEENMI 0.01~10TREEITL,
HEICERICWST-87 v 4 THiletFEEZEE(L L7, DAMMROEERICE
> T&Aurora. CRADBREMROREREICIEETDEWNIHZEDD, 4FEELT
MDAurora, CRANTI Y hAO—JL (AdAE!: BEREBRTT ) 914 R) ICHR
TERBRPAMBESURER L, DI ENL. RFEPADIBTERIEE D
AIWANRG 5 —H BDAMBEOERZELT NALRICHIBRESUWREZRL
. S THALBDBERERELRYBDIIEPHALIE RS T,

ATEFH2 T DAurora. CRADEERD N AKRICN T 5AEBRMREZARDH
BDAEMETIICT, BIBRKBADASBERNR ERANT, A AHIRZHep3B%
107 #fifg (¥82E200 wlIC/23 & DPBSTEAEE) . SHEESDMEBALB/CX — R~
ADEEBMRTICEAL. EBERKE (7-12 nm), BEI AL X %5.0X108 p
fu/100 wl/tumor©2[O (2HZEIFT) EH%=1T-o7, 2EIFET1E. 4, 7, 11,
18, 21, 26H%2ICHEREY 1 XEEHAIL. 25HRICV I REREFRI ETES
(REEER) ZiE L7, B7ICIIEEY 1 XOBEBZTRLTWVWSEA, Wih
DAurora. CRAICEWTH, TV hO—ILEERTEBELEBROEROING
. TROLEEEBIBEOMEISIRAA SN, X 5IC25HB THRIEMEBAEN L
2%, AV MO—IILTIRERDAMBEERZ IS —EICA LN BITBERVD
KX L. W dAurora. CRATH, I bA—JVICHARTHEICEZ LN A
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[0043]

[0044]

[0045]

HMREESEDGEA A ONTz, > THIEERZXRLEZKG6AZIFTE, a0
—IVICH L T2 T DAurora. CRAD FEZBINFISIR A $H 2 T & ISBAETH 5 1Y,
IS IREABGR, SIE. OV bO—ILTOEESRE BRI 2 KEo 04
FEFELEDNAMBETHDDICH L, WIFNdDAurora, CRATHEELAEY TV R
DEEH. ZIZFHATVLENAMAE. HDWEENITHED HIMAREICE >
TERINhTWBZ &b o7k, DFVEBORKEIZRIEE6THLN
2LYUH, EEICIEWTNDArora, CRATH X SICERANAMBERETR
ERLTWSHDTHY., TOHYPERICLY 2TDAurora, CRANZER A
ABEMRART I EHNBEEE Lo T,

EXRELOF AR

AFBFICEINIE, FEENSCMRNBRDABEDZODY —ILHRHEE
N30, AEBIRIERIFETCOEREEZET 5,

AFEPEEFELVEBREBALTHRBELTEAEDY, FFLVERIETES
NB2ZEFHEFRICE>TEPETH S D, AFERIE., AFEBAAKRBMEIC
FRICEEHINZLUADFETERINGEIEE2EMT 5, LEA>T,
AFERITRMD FEROHHE] OFES L CHEBICEEINSE I RTOER
ZEUHEDTH D,

I TRRRONERETS S CREFFERRMEZ SO 2 TOHITYICREH S
NEARARIEF, CIKBIBEINEZEICE 2T, ZO2THHARIWE SRR
BEICABMEZICHAAEINDIEDTH 5,

ANHFEIE. 201098304 THABEICHFES N /- %5F82010-223150 % B
ELTHBY., TRHORBIFETAPHEEICEEINS,

ARV —FTF Xk

BoFES 1 : £ MAurora-A(L) 7OE—4 —
BoFIES 2 : £ MAurora-A(S) 7OE—4 —
Bo5®ES 3 : & MAurora-B(L) 7OE—% —
Bo5ES 4 : £ MAurora-B(S) 7OE—4 —
BHESS5~10: 514 v—
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[E5KIR1]

[E5KIR2]
[E53KIR3]
[E5K1R4]

[E53KIR5]

[E53K1R6]

[E53KIRT7]

[E53KIR8]

B oK D E

MREMRFEAITEERFAEI— R 2B EMAEMICHEA LE
Aurora®x F—E€7O0E—49—%2S0CHRRHAtEY N,

BKIEVICEBORREAEY N2EBETINIT Y —,

RGP IAIVANRYGH—TH b, FKE2ICBEONRT Y —,

BHIZ, PRCEHTDDOVAINRAOEREIET vy T)ICRKAE
OARFEI—RI2REBOTOE—9—H (a) Aurora¥+—E70
E—4—F7/E (b) Aurorax F+—E7OF—9 —&IEE R D4 HkMHE
TOE—9—TCEHRINTWVWR I L A2HHET D, BKREIICEHRD
DAIWVARY & —,

PR EHTDDVAINADERTE Ty Y TYICBHEAEAORATF
HY, ET1A, ETAA24, E1B, F7/=IZEIBASSKTH B, FFKIESL ICEEHEHD
DAIWVARY & —,

Aurora¥F+—E€7O0F—9 — & EEARZHARETOE—9 - &
BRENICRBEATEL TVWIRFOTOE—Y —. DNAMIEKFEN
ICRBATEL TWARFOSOE—9—, FLIETHABICEWTIE
EHICRRLBZ2/OT—9—ThHs. BXRELAICEHDOVA AN
79—

ERFEENICRENTEL TWARFOOE—49—H, 7IL T3
v, -7 h7OTA Y, RIIRFENRE PSA) . S b3V R
PEOLT7FoFF—E MCK) . 3T VEENSY /I E (MB)
. ) PHREMEBRMES /RO B (GFAP) | - ZMIREEMITI ) S—F
(NSE) 0 7OE—49—Thd. BKRKIECICHEHEDVAILANY 5 —

PAMBEBENICREN N REL TWARFOIOE—49 -5, 7O
XS —EHEERER (TERT) . NABEMRE (CEA) | (EEFREE
PSR (HRE) . Grp78, L-FSAF v, AFVYFF+—FII, FkidH
NAEYDOTAE—=Y—Thd. FEREACICEHDOIANIANG 5 —
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[E5KIR9]

[E5K1R10]

[E5KIR11]

[E5K1R12]

[E5K1R13]

[E5K1R14]

[E53K1R15]

HEIRICBWTERBMICRIB LGS TOE—9 -, Y4 b XHO
JAIILZAFHEERTFIOE—4%— (CW) THd., FKIEOCICEEH
DIAIWNANRY H—,

PR EHTDDVAINADERTE Ty Y TYICBHEAEAORATF
H1—RIB3REEOTOT—49—HAuroraxF+—+F OE—49 —CE
BINTWBIEER/BETEIVANANG S —,

BIC, DK EH 1 DO IVANZADERELIET vy T)IC
HEAORFE2I—RI2&%EBOSTOE—4 —H AuroraxF+—E S 0OF
— S —CFERBDIARMETOE—F —TERINTWE I L E2RFHE
§5. FBERETOICEHDIVAILANRY S —,

PR EHTDDVAINADERTE Ty Y TYICBHEAEAORATF
A, E1A, E1AA24, E1B, B LUVEIBASSKNSERINZEFTH D
CERBE1O0FAE T TICEHEHOVALARG S —,

H(C, MBREUHRTELEERRTE I— N %88 & MEEnICHE
& L7, Auroraxr—E 7 OF—49 —F/IFAurorad F—E¥ OFE—
H—CIFERDINARETOE—Y—42EOREHEY N2BETDFHE
RIE1TO0~120WTNMNMTIRICEHDOVAILANT F—,

Aurora¥ F—E7OFE—49—¢IFERZAEETOE—9—H. [
BRENICRBEATEL TVWIRFOTOE—Y —. DNAMIEKFEN
ICRBATEL TWARFOSOE—9—, FLIETHABICEWTIE
EHICRRLB270E—49—THd., BKE11FEIF1 3ICES
DIAIWNANRY H—,

ERFEENICRENTEL TWARFOOE—49—H, 7IL T3
v, -7 h7OTA Y, RIIRFENRE PSA) . S b3V R
PEOLTPFoFF—E MCK) . 3T VEENSY /I E (MB)

. TV PHEEHBRMES R0 &E (GFAP) | FIIABBENT) S—F

(NSE) o 7AOE—49—ThHd, BFXKBT1AICEEOTAILARG S
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[E5KIR16]

[E5KIR17]

[E5K1R18]

[E5K1R19]

[553K1R20]

[E5K1R21]

[55K1R22]

[E53K1R23]

[E5K1R24]

]

PAMBEBENICREN N REL TWARFOIOE—49 -5, 7O
XS —CHEEERR (TERT) | NAREMRNE (CEA) . (EEBRIEE
PSR (HRE) . Grp78, L-TSRF ¥, AFVYFF—EII, FLEY
NAEVDTOE—Y—THd. FKRKE14ICBEBDTANINANRYG Y

WIBICSVWTEENICRIBELESZ TOE—9 -, 44 hXHO
TAIILZRFHEERTFIOE—4— (W) TH5, FKIE1 458
HOITANARYG & —,

DANANG G =N, HEBEEDANIVANRG S —THD, FHKRIA
B3~17DOVWTIMTIRICEBEHDIAILART H—,

MRBBE DA INZARII—PRT T ) DA INARI I —ThHd, 5B
KIET 8ICRBEDVAILANRYG & —,

Aurora®F—E€70FE—4—» BIUNBES1ICRINDZX I LA F
NECHIR D7 < &6 1363~1840FBEHD X 7 LA F RELSI. H7IZES
BFES3ICRINDE X7 LA F REIFHDR &£$1595~2140FBH D X
JLFAFREBIAEESD, BFRE2~190\WTFN,N1BICEEHDORY
5 —s

BRIFE2~200VWTNNMTIRICEEEHDONRI Y —%2EF T 2EBEE
#l,

BHNEDHEKRE2~200WIhH 1BICEHEORI I —%, BA
ZET LW ETH 230, DPADEER .
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