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[ 5] AbFHEER AR 2 —fRZRIRRIED—D2Th D, 4 H, K<H
WHILTWAINAKITH LV AT TF R 6-FUIX, ZTiLE TITELIER
MRZHTD L TEL—T, BRESUEZ R T2 ATk LTI+ 22185 R)
RPFonn. £z, SREOTHPAFNTIERI R E LIFDTENTEDN,

B REWERZSISE TV A7 6 END 7w, BIERICEDEE D QOL DX
TEZBETHERNARRE TOMANEE L. 2T, @REOHNAA
ERBEDOHRERGD DI, R RIBFIELOIFHMTOIL TS, T4, B
(R DR IRIBIRIE L UTUBIBIRIR Y A NV ARENTER ShTnd. BGHE
R ANV ZTEFMIIIEE A EEEEZ LT, DAMBTEY FEYIZY A
JVAHIEY B 728, BIERO Y 27 KB L >0 W IRE R AT &
%. Fxld, AU-rich element (ARE) ZFf-D mRNA DL E(T AT LZEH L,
ARE-mRNA 2322 TEAL 40T 5 28 AHERE CRh SR I8 C & D IEBHRIR T 7 ) ¥
ANAETIESR A VAL LTSH L, RFZE T, 28 AR 3 2 g
WIET T ) T A VA EFIRAA 5-FU & DO RFRIEDO T OV TRET 21T -
7-.

(A1 & J715] HeLa i 2 FAVNC, 50%DMAESEL B S AL 5-FU R &

7-. WIZ, 5-FUALFREIZ L v, ARE-mRNA ZAZ4NGIE - 228 /LT 5 RNA fES &
1



/X7 HuR OMIEREE VT AZ AR LV RE Lz, 61, R 7

J A VAR, 5 FU B L <IEmE R THRAMIBZLERL, XTTT vtk
AN &0 MRS A Bt LT,

[#2R] 5 FUAAET T, HuR OFIERTEDHNNAGE®D 541, ARE-mRNA DZZE
{CICF ST D aRetE N R ST, £72, BIBIEMT T ) A NV AH DL 5
FU HAMALEE X 0 &, FRAEE O 7S, HfakEEEN & - 72,

[iseE] ISR T 7 ) A VA5 FU EBFT 5 Z L1k, L&l

EAAIR R A E S LN RENT. OB E LT, 5-FUALRIZL- T,
HuR 23HIAAVE \ZAZ AL XU, ARE-mRNA NZEAL S, TEERET 5 7 A )L

ANEVHIE L= Z N EZbND. ULERY, BIBERT 7 7 U4 VAL 5.

FU & OPFPRIEIZA BN IR AARERIEIZ 720 9 5 L b s.

X —TU — K :d1355, 5-FU, HuR, ARE-mRNA

i

[

AHET, BARRICBIT SBE, 2l BEOIRREINTE L<ELRL T

72Dy, BTS2 BRI BT 2 FHERERDO—>TH Y, HARDIETHKFE —
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MChHD. BUE, DACKTT DB RIGHRIEE LT, SVBRHRIE, BRI,
LIIER DY, MNADHEITELBRE ORIEIC L ) SMIBRIENEA D ENT
A HTnDd. ABHERIEIL, — IR ANRIEOERTH Y, RIGEZRIREE
L7209 D0, TEREMR KON KN REL 22561 H Y, BFED QOL
DIRTFAUIXUIZREE 70D, —J5, BOHBRAR S X O ARE, SMEHRE &
O THEELE LTHWLNTED, TR L TOETRE E LTH
WHID Z ENEL, MIREERRRE DML 2R X, B CITRIEH 2 IRR
ELITR DIV, S 61T, BEBIBRSALFREEI I 2 /923 ATt LT
T3 IRIRESN R G SR WERT b0 70 < Tau, F T, BRI &R,
FESRELIAN O BRI b EEE 52 D7, TREGREE T~ 22 gIEM % 5]
THRZTZENHY, BHWEHEZBETLLRMRED 2 WITRRBE COMHNLE E
Lo,

UTAE, BEERIRE D A LV AFIENB I 2 N ARIEEE L CTER ST D V. i
B LFEORRBIZEY, B RERTANAT ) LBIETFTHLHETHZ
EMFRBIZZ2 Y, kRx RBIFEMAZ T2 T A NV ADEIGER T A VA &L
THEINTND Y. ZNHDTA VAL, BSAKIIE CRREMICEHT 5 2 LI
LV, ZNOOMIEERES S 2 L HDR, EFMRTIRIZE A EHMTE 20

2, WRIREEZ G252 E13R0. 8o T, m0 AR RIENBIR T
3



L7280, RER GADOD /AAERIEITLEASTH W2 LR WIRFTE 5. £, G

IR D A NV ZPHEL, BATORR% IR ATERIE S OBFH B AEET, S I, HiA

AR 2 R R 2 Ze 3 AR LT, TaRIR AR TE 2 7.

AU-tich element (ARE) X, 75 =2, U T I ILIZEATZ RNA element T, ¢

_fos, c-myc, COX-2%E® oncogene X° cytokine 2, R OHEFEIZ D 5 Ein T

MHERE XD mRNA OFEFIEREEICFAET S Y. ARE (X mRNA D23 7L

T, ARE-mRNA [, BHEEMEZET ITHEINDD, A LR ET—RIICE:

AL S, A B L ASE N CHIIVE IZ IR S 415 Stress granules (2 ARE-mRNA

DEAISNDLZ LICXY, BELSIND. - T, EFMETIE, A LALLMt

T T2 UE ARE-mRNA |XHE B4 T IR S D05, NAMIRTIX, (Moo

FRER G, [EE M - L END Z EDNHRIE SN TWA. F72, ARE-mRNA

DREAMIGRE « ZEAIZIE, RNA FEE 2 2737 HuR A ARE [ZHEAT 5 2 L MWLZE
T, DAMITIZHUR Z > 287 28, TEEICHEICREL TN D .
ZNETIZ, 75/ 7 A LA Edorf6 %, HuR &4 L, ARE -mRNA % KZ4Mis -
TEL, VA NVADOHIHIZE S35 2 LRSS 9 RIFFETHWS
BRAT 5 ) A VA d1355 1%, Bdorf6 Z#KALLTHY, EFMITIIA ML
2 F LIS CUE ARE-mRNA (X2 (L L TV 7 A LV ATIE & A CHFET

TRV, LI LS, BAMITIE, & 5720 ARE-mRNA 23 E4 % « Z2E
4



IEENTNDTEOITT A NVADRHRAJTHEIE CX, R E L THRZEET 5
ZEMTED.

—J7, 5-Fluorouracil (5-FU) 1%, BESEES A, DA, #6015 - BEIBDB A%, Hix
IRETER A DIEFIZIEL HEHEN TV DHBARO—2>TH S ™Y, FHSEHMS A
IZFBWTIE, —MATE AL, (L - R RRER R RE OF L, B XY
FENEH S OHEFHLFRIE L LCTHOW ST Y, BIFERICIZONZE, B,
BRREEEEOWME N H D, ERAKEFTE LT, 5-FU A, 77 L bF U
THRHZZITTF-deoxy WP 24U, FI UNBEMEEFRE E T deoxy UMP &4
L CF I VB AMHIT 5 2 L12L Y, DNA AR EET S 7. 5t T,
IEFHIIIC L TH RO R ZRe2o72 0, BIEMADRMELE o> T s,

ARHFFETIE, SRR AHINEIC LC, d1355 Bfl, 5 FU Bl KO HFH
TENENLBLZITV, BB THE I N LML iRt Lz, £72, v X
7T F AT E RO OES AR5 LT b RIBR DR R S 2 v Et L
72, 512, 5-FUALBRIC X D HuR & > /37 O RBIEZEALZ -, d1355 OHIFE 1Y

BMEXNADAD=ZAAZONTHERI L.

Z I = PR -
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1. BEEEMRTT ) A VA EFB AR

NEISRIRET 7 ) AL AL LT, ARE-mRNA ZHEANEGE - ZE/L ST T AL

A PEHE A D REBE A2 Ff D Edorf6 & R SH 7= A )L A d1365 # V- (X

). £77, PidAKIE LT, 5-Fluorouracil (CAS %5 :51-21-8, #lfia— K :

FO151, HULAETEMASH) M-, X1 AT

2. MEMLRS X OV 5-FU RS2 M:3REk
ENTEERAMIETH S Hela ML, F£7-, OVEHRBRRESHE THLI L
72, B b AR LA AHIIETH D SAS M v A 7T F i SAS HIIRER,
SAS-4, & BT, VAT TF UM SAS MRk, SAS-5 AR A W P KA
B, 37°C, 5%C0, FC 10%2FiR EifiE (FBS) & Dulbecco’ s Modified Eagle’
s Medium (DMEM) Z FHWCH;#% L7=. 728, HeLa HifdiX ATCC (Manassas, USA)
6, SAS HRRIX B L2 FT (Tsukuba, Japan) 2B y5 Sz,

HeLa MifalC, #4722 EE (0, 1, 10, 50, 100pM) @ 5-FU Z#ML, 72 HEfH]

oA ZRE L, MiEFERERE L.

3. HRZ VI BHIE (v RE v TuvT 47k



HeLa #HA@IZ % L-C, 5uM @ 5-FU Z AV, #kAx 72EFE (0, 30 4y, 1 FRffE], 3 WKf

], 6 Wpff, 12 WEfE], 18 WFfH, 24 WFfE]) CTHLBEL7=. ZD1%, PBS THEHE L T

7> & Fractionation buffer (10mM Tri - HC1, pH7.4/150mM NaCl/1.5mM

MgC1,/0. 5%Nonidet P-40/protease inhibitor) Z Nz CHUfLZFEIN L7-%, 1E

ks LU 12,000rpm T 30 MEELOBEL, BifZzMmE @ E Lz, S56IS,

Fractionation buffer Z/I1x T L C9 <IZ Fractionation buffer DA%

T, AT Fractionation buffer Z01x TIR%ZE KON 14, 000rpm T 10 43

WiELoBEL TRoNT BiEa ol & Lic. M5 @i SbS -

polyachrylamidegelelectrophoresis (SDS - PAGE) & T R BH %, PVDF Jx

(polyvinylidine difluoride membrane ; Millipore, USA) |ZHRE L7-, —RHL

&KL L T, HuR (SantaCruz), B -Tubulin (SantaCruz) DOHIIAEZ V>, HRP

(Horseradish peroxidase) MfE& L7- —IRFUATHLEE L, SuperSignal West

Femto Maximum Sensitivity Substrate (Thermo) |2 THFWIH7-.

4. MRt (ICC)

HelLa fifin %, 24 XL — MIEWT-RAT7 4 R T A EiZ, 1 "H7-H 2x10°

E#EFE U7z, 24 FRRIESE121C, 5uM @ 5-FU 2\, £R% 72K (0, 3047, 1FF

i, 3 WRffE), 6 WRffiH, 12 Wpff, 18 WEfH, 24 FRfE]) ML Z LB L7=. Z D%, 4%PFA
7



THEE L, PBS THf L THh 5 Blocking buffer (1%BSA, 0.1%Tween 20 in PBS)

T7muyXr 7 L. —kbuRE LT, HuR (SantaCruz) OFUEZ HVY, kL
K& LC, Alexa Fluor®488 (Thermo Fisher Scientific) Z HUNTALE L, FV10i
Confocal Laser Scanning Microscope (Olympus, Japan) Z T, Flija 4 #E2

L.

5. AMREERIE (XTT assay)

Cell Proliferation Kit I (XTT) (Roche, Germany)% HV T, XTT assay %
LLFDOFIETITo 72,

HeLa i, SAS-4 35 L TN SAS 5 iz 96 )7 L— M 1 X720 3X10° 8%
B L7=. 24 BRES#1412, d1355 (MOI 50) HAMMALEE, 5-FU (5uM) HUAMALHE ¢,
U < IZmE DFHALE L, XTT reagent Z 0% T 2 BRSO &8T5, Benchmark

microplate reader % T 490nm THE G 2 HIE L7-.

6. cytopathic effect assay (CPE assay)
HeLa #fifil, SAS-4 35 X TNSAS-5 Ml 24 57 L— NCHEFR L, 24 BrfE %%
12, d1355 (MOI 50) BEJRALER, 5-FU (5pM) BAMALER ¢, U < I 0F FALEE L,

%, 7/~ =7 VU T T A—TYELE.
8
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7. WEHZFERIHT
5-FU HMALERREH D U X d13565 HUMALERRE &, W O ALBERE & o 2 BERRIC
BT AHELERIZIE Student” s t-test 2V, ¥HEEE S P<0.05 & L

fz. Flz, 77 713 FHEES.D. TRLTE.

i R
1. 5-FULEIZ X ZHIE~DZROME
AMFFETHND, 5-FU DIRED A %R 57202, Hela Mifld Zkk 4 72 AL
(0~100uM) @ 5-FU TREEL, 72 K§fEltg DM/ EFRAZRIE Lz, £ ORER,
HeLa #HfEI% 5-FU O EMRAFRICHE L, 5-FU X3 22700, BX%

10pM DJRFET 72 RFELERT 5 &, MR8 5 Z L S LT o 7.

(™ 2). [ 2 /@ AE

2. 5-FU BB IZ X 5 HuR O {EE{L DR
TINETIT, A RPBAANC X 2RI X - TN O HuR O RFEZE{LR

HHND I ENREENTWD P AKBFFECIL, 5 FUALEE L 72 HeLa HIIRIC IS 1)
9



%, HuR O REE b Z R L7=. Hela Mz 5pM 5-FU T, £Ex 7Z2BER (30 47,

“

1, 3, 6, 12, 18, 24 B¢fH) AP L7212, MldztZ & MaEIcoBEL, MlE
SEDOHR & T EE VT AL Ty T 4 JIETHIRR LT, ZORER, 5
FU CRLER L TV e W AE O/ HuR & & bl U C, ALER L 7= fAa <k, #
JE D HuR & > /X7 873, 5-FUALER 30 S50 DN L, LIS 24 RefE#
FTHEMUEETZ (K3). ZoOfRLY, 5-FULEIZL Y, FHINZ HuR Ok
BRTEDEHES I, £ D%, ZORIESHERSIS Z LB LMRsT. [X
Fio, VAL EE R U CULEE U7z Hela filaz VY, foEiayeta ik
ERAVWT, HR ¥ %0 ORTEEMR LT, ZORE, Vo2& ETELRE

FEW L [RERIZ, 5-FUMLEEZ 1T - 72 30 0tén 6, HuR OMIfAERENBETE -

(1 4). [ 4 FEAGE

INOOFREFR XY, 5-FUAPRIZ LY HuR & > 737 OHPAE ~O JTEN B4

5 LBMEHS .

3. 5-FU & d1355 & DBt RzE DSt
X3 & 4 OfEFR LY, 5 FU LB 3 <IZ HuR OFIE REN L3 D Z L gy

Mo =D T, FEIZ d1355 &Y & 5-FU AL Z [RIRE ATV, B ISR LAY
10



2 —/LC, 5-FU & d1355 & OISR A XTT assay THEEt L7z, 24, Hifak
MY T HRRED 5-FU 2 10uM (K1) &, d1355 % MOI (multiplicity of
infection) 100 CHFIZ1T 7228, XIT assay CiE 7 HRZZ L, Mifu T4
PLECRAD LOFRSIRE R D 2 & DREETE > 72728, MRS L 0K
(data not shown) 5uM @ 5-FU &, MOT 50 @ d1355 & JIV CHE #1772, [X]
SRENEL

HeLa il z VN2 BRETCUE, d1355 B TIIZ R bR o 7273, 5-FU
HMALPR T3 s 2 LR ISR U, W 2000 L2 a, S BICKIIEIZHE

Fakensigb Lz (06). Z ofES1E, d1355 & 5-FU 20FH L7284, FEEMIC

TR RS LR T 52 L AR LTS, [ 6 fi AT

WIS, AT TFUmPEORER AMINE (SAS-4) &V AT T F A E 2 FF
D AEN ARG (SAS-5) Z VT, [RIARODMET 21T > 72, SAS-4 #llfld Tld, d1355
HUB, 5-FU BUMULERC, ZhZIMlasos EomeE @ Lz, £ LT, M
PR L7cha, S BICRIRICHIE D B Le (K 7). & 512, SAS-5 iz
MW= iR Tld, d1355 Bl CIdMife 2y 40% A L, 5-FU HMALER C I
Ny 10% BT Lz, £z, MHERZUHN LSS, S bISMiansmd

L7 (M7). £7z, SRR OMIERD X, HEHAICbAEREZ RO,

EREPNT

11



F7, [REEOMIEZ AWT, KO E % CPE assay CTHER LT=. Z DG

B Edlo XTT assay OF5EHE- & [FEEIC, d1355 HIMALFRSS, 5-FU HJRALFE Tl

MR Z 7 o 72 %, PEFALEIIC & 0 B 235 L (I48) [ 8 A

T ANV AREGEE DRI XY, HIRSE NE TR LS AT REME 1S & TERVS,
PLEDOFER L0, BNAMIN, A7 T F ViitEe s 2 7T F & M T

%, d1355 & 5-FU OFFHIX, MEBAEICEZI CTh D Z &N STz,

% £

AWFFETIE, BSAMIRIZITS DRGSR T 7 ) 7 A /LA d1365 L HIA AR 5
FU & DHFFRIE DRI OWTHRF 21T o 72, T O#fEE, d1355 & 5-FU 2t
L CHEREL-RETIE, A2 B CUE L7-REL D & L < EWAIIEA A B,
Wi OO AR L > THIBS AAEA PRI ELT-.

F72, 5-FU THRAMIRZ LIRS 5 2 L1k - T, FHIZ HuR 234 @E S
LB SN, ZhUE, ASE ARE-mRNA AZZEAL LTV D A AIEIC VLT
t, 5-FUALELIZ XV HuR OBAMEIEDME S 41, ARE-mRNA 23 & HIZZE L, JE
BRIRT 7 ) UA NV ADOEIENMEE SIS Z L2 Rm2 L TH Y, Ziuns d13565 &

5-FU OFERI 72PN BEDA T =ALTHDLH EEZ LD,
12



SHET, HEIERLZEDMOERGEIZHB N THWSGILTWDS 5-FUIX, if
Aith DALFRE & U TN TIRERGEZ B CE 7203, MmiRE COMEHR, &5
N EL 2D Z LICL > CRIEHD ) 27 & ERT 2720, A RIIKRE
OB TCOMHANEE L. LR - T, RFEIC L > TRaEne, EEE
fg A VAL 5. FU EOPFRABEIL, ThETLY LIEAED 5-FU T, 2o
Gz M LT, K0 REBRFIDAMERZ/H/FON L TREMEZ R~ L Tnd. &
7z, DFRIIET, VAT ZF VIMPEO R AMBIZ b IRN B ENTZZ LD, &
ETYVRTTFURET TREALGBRDRN T B2 D2 T FEBNI R LT H RN
W C& 5. LRl K P B Epe O VR ER BB R E CIL, VAT T F v Ll
BRIRT 7 ) U A NVA L OJFRFIE TS BV IEBIRE R 2 R~ 2 L AP L
TRV ?, 4%, BRGHICET T, YAFITFrHDH0NE5-FU R EDOHNA
BN E 2 B oS UM IC ) LT, EDHA AR & IEEIRE Y A VA & OB
PAEDNLEE LW R EIZOWTIHRFT O MERH Y, S oI, BERET 7 /v
A NVAFME D WIIPFHEIC L DEHWEH D U A7 1200 T HREIDAMNETH
5.

T ) A b ARG TUE, R 12 B £ ORI, s s T (B1A
~F4) BHEBLEI, 7 A L ARG LTS 5 18 S5 IR 00 BH B 2 3]

L, UAVAHIEIZE LB 2R D . &Y% 12 P LA OZ T, %
13



{51 (L1~L5) ORBNIEE 0, KIS O1E 3= mRNA ORZAME ORI ILE 1 L,
DD VIZT A LA D% mRNA AABRAITEZS ML - BIER S, 7 A L A OHEFH
TG THZERMBNTWD M. 77 7 74 )L A Edorf6 1%, fEFMECT A
/LA 0 mRNA Dk 2 HIE$ 25 Z & TUA NV AKGEATRET T S AT 5 2 L
DS TEY, BRAEELRFO VA VAPBL T TH 5. dbifE K
WIFZERE O e BR RE #2505 T, Bdorf6 73, HuR X°pp32 EFEA L, 181D ARE
~mRNA Z SRl () 2> DTE R BN RZ M - ZET D 2 L AL Y. AEFgE T
i L7z d1355 1%, Z 0 Edorf6 & Kk LIZZARIM D 5 BT 7 7 7 A )L A (Adb)
TdH Y, f5EMILO ARE-mRNA DA MEE - Z2E L 2 REET D RE 1T DTV
572, ARE-mRNA 738 &7 UOBZA M « 2L STV 2 03 Al TRR X
<HEE+ 5. £ LT, 5-FUALERIZ X - T HuR OMISEE JRHFEAMEHE X 41, ARE-mRNA
DZAMREN S BIZ ERDH T EICED, BH LV EZDOUANVANREESN,
FOZL OMENEEENTZEBEZ NS, LI LR L, KREBRIZBW T,
IEF MR % 5-FU X d1355 ~Dsg AR TE TWRWNWI Enb, 5 FUR
d1355 |2 XD A b L AIZ K DMIASED FIREME A B E TE TV RV, LEen- T,
ZORIZBWTIEASZOMFBLETH L EBbhD. 20X 51T, HuR Offifa
B IREZ AT D05 DO FiE2 B L, d1355 OSBRI % 5 5 Fik%

SDHIZADT L ZENSHOMETH L.
14



A H, 5-FU & DI-Hi0s AFIRREIC 1T 2 JEAINMHE ARG DO o fif
B, EEARMETH D ZOHIFIZ OV THiA Z2FER A TV D, ZD—DIZ,
5-FU & Stress Granule (SG) & DOBIENERISALCVD Y. SGIE, M B~
IRA N VAR SN GAIT, MIEIZIZR S 415 messenger ribonucleoprotein
(mRNP) #8K. T, mRNA O ZZEMERCTHRRIEE DO FRET & U 5 mRNA oD i iR E B L2
ML LTS LEEZLNTWS. £72, SGIiE mRNA Z —FFHICE T 55 E LT
HEHNTEY P, ARE-nRNA BRTET H 2 & b@EESNTND 9. E5IZ, HuR
1% SG BT D =X LT D—D2TH Y, SCIERRICEEREEH 2R LT
W5 R OPERERE R HE T, 7T ) VA N ADREY - RIS B
72 E1A 73, HuR & & HITHIIEICAEAE L TW D IGEIT DI S6G DTSR Z Il 2
TEEFERLYW, UA VRGO ARE-mRNA D22 EIIZIE SC DR E 1T 2
ZEERHLE CRER. LEBN-T, 75/ UA VAN, SGC O ZE I

L, IBARDOMEEL VDL LEBEZHND.

Y
5]

24,
iG]

AHFIETIE, Hela MERRIZXE LT, HUASAH (5-FU) EIEBEMRT 7 7 A L

A (d1355) & OOFHLBEREE, TR THORMMLBIHEL Y &, MRAIZIES S
15



FRZNEN BN LR AN, £, VAT T F UMM b FEED BF R0 R
INH BT, T OFRRNZ2IEGEAEZIRIT, 5-FUALIRIZ K> T, HuR 23HIRE I
BZAMEIE S 40, ARE-mRNA 28 & 0 ZE(bT 5 2 L 1T &k - T, d1355 DHEFHAMEME &
NIEFERTH D EEBLZSND. AIFSEL Y, 5.FU & d1355 OOFFIRIEIT AR

IMATRIRIEIZZ2 0 9 2 Z LA L MNNI o7z,

it B
KRERAZDITHI=0, AR e O T, ZhihETEE £ LzdtiE K

o

3

be B SEAITTERE F P RE 7 B O ERS W N AR SRR 7 B ONT H e B R

s
H

e

FHEBANIZEEHLH L BT E.
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Combination effect of oncolytic adenovirus with 5-FU
Junichi Kanayama, Aya Matsuda-Yanagawa, Tetsuya Kitamura,
Yoshimasa Kitagawa, Fumihiro Higashino

ABSTRACT :

[Background] Chemotherapy, one of the general treatment for cancer
therapy, has brought excellent therapeutic effect, whereas sufficient
therapeutic effect has not been obtained for cancers showing
resistance to the treatment. Furthermore, as the risk of various side
effects increases if we use high concentration of anticancer drugs, it
is desirable to use the low concentration drugs in consideration of
the patient’ s quality of life. Therefore, in order to obtain an
effect equivalent to that of a high concentration anticancer agent, a

combination with various treatment methods is considered. Recently,
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many kinds of oncolytic virus had been developed. Since these viruses

do not damage normal tissues and they specifically propagate only in

cancer cells, this reagent can be expected to have low side effects.

We have developed an oncolytic adenovirus, of which replication is

controlled by the stabilization of AU-rich element containing mRNA. In

this study, we examined the combination effect of the oncolytic

adenovirus with anticancer agent 5-FU for cancer cells.

[Materials and Method] We treated HelLa cells by anticancer drug 5-FU

to examine localization of cytoplasmic RNA-binding protein HuR which

causes ARE-mRNA stabilization by western blotting. We had treated

cancer cells by an oncolytic adenovirus alone, 5-FU alone or both

combination and examined cell death by analyzing them by XTT assay.

[Result] The cytoplasmic localization of HuR protein was up-regulated

by 5-FU treatment. Both cancer cells and cisplatin-resistant oral

cancer cells, the oncolytic effect was higher in combination treatment

than on oncolytic adenovirus or 5-FU alone treatment.

[Conclusion] The oncolytic adenovirus was shown to have a higher

oncolytic effect in combination with 5-FU. We suspect that the
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replication of the virus was increased by cytoplasmic relocation of

HuR, which causes ARE-mRNA stabilization. Therefore, the combination

therapy oncolytic adenovirus with 5-FU is expected as an effective

cancer therapy.

Key Words : d1355, 5-FU, HuR, ARE-mRNA

28



