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MG A VA L 5-FU & OB R RO
gl A Alam Mohammad Towfik?® Ishraque Ahmed? WHE-II B

deR #Hw? g AT dul B RE g

o

[ 5] ALFEEIE DA T 2 — B EEEO—>Th 5. SH, ESAVONTOWAHASAKTH LY AT
FFUR5-FUIX, INETIENLERDELZ L6 LTEL—FT, HERIEPMEZ R IPACH LT+ %
BRI SN, T, WIREOTDSAKNLGRD R L FIF5 LD TESDS, fia AT SR T
VA2 END0, BIEHIZE 2 BEOQOLOKT 2 £ 4 5 & W LIIKEECOMMNEE L. 22
T, @HIREOTIDAK ERIEDORIREZED 72012, Fex RIERE L OHHPITOIL TS, FE, AT 250
TR L LTS AV AREEDER SNTWD . AR Y AV AZEFHBICIZE A CHERZS 2
T, BAMILT X DRI A VAP T 5720, BIEHO ) A7 # K L O 0@ GRS RS TE 5.
Fk41x, AU-rich element (ARE) Z FOmRNADOLZEL Y AT AZEH L, ARE-mRNADZELE N TR HA
ML CRY R C & B IEBHEM T 7/ 7 A VAT PUESE Y A VAL LOBH L7z, RIFZETE, ATAMIIZA
TRIEBERT 7 7 A VA LD AHK]5-FU & QP HBEEDOR IOV THET 217 72

[$1#}F & F7:] HeLaife 2 VT, 50 %OMBALA R S5 5-FURE % Jud/z. k2, 5-FURHLIZ LY, ARE-
mRNA % #hMii % - 252 b DRNARS G & » /8 7 HUROMIBERAEE 7 T A Y EIC X OV BE Lz, 8612, JEs
BIRT 7 7 A OV ARG 5-FUHMS L IZMHE I THAAMBZLELL, XTT7 v £ 112 & Y MBIE % 55 L7z
[#%5] 5-FUGFET T, HuROMILERIEDOBEINAELD S5, ARE-mRNADZELIZE 59 5 THEMEAVRIE S 1
7o Fie, WEBERT T A NADD\II5-FURMMIL L ) &, SRR, AfaEEEz & - 7.
[%53B) EEERT 7/ A VAIES-FULITAZ LICE ), X 0BV IESHIaAR R LS LR EN
7z, TOHME LT, 5-FULEIZ X - T, HuRDSHIIE IS MEE S, ARE-mRNAMZELS I, JEEER
T IANVANE DI L /22 ez oNb. UEXD, EEERT T/ 74 )VAES5-FUL O HEETE

W IFAERREIC R Y 9 B Ebis.

¥—17— K :d355, 5-FU, HuR, ARE-mRNA

&

SHET, PABRICBT 28E ZW, B X OWHEEK
WrEHE L CHER L CTED, PARS BT BT 5T
RN O—2THY), HADIRCEKE - THD. B
T, AT BRI 2tk L LT, SRR, it
BAHE, ALFHREDH Y, DA DEITER BEDOREIZ L
D BIEFEDHA G D SN THW LI TV 5. FEHRER,

il

— M AEBEO TR TH Y, BENRERTE 2D )
B, M B X OB 2 KIBD KR & R 25605 1,
BEOQOLOETHA LI LITHEE 22 5. —J, Mg
BB L UMb, SRR L S bR TRiBRIL L L
THWHENZZY, AT L COREIGERE L LTHW
LN ENL L, MEHRER: EOEMESE ks, H
BTG R L E R D Ic v, S50, REHn
PR ALEIRE N 2 R $ 25 AZx L Cld 90 2 i

Y F060-8586 ALIETTALIX L1341 7 T H

LB R AR B A 7R BE PR RE 2 0 B DU RS R AR (A < LI 3 %)

2 F060-8586 ALIETALX L1341 7 T H

JUHEE R AR BE R SR S8 BE B RE A B IS A W 0 B . (AT W 50T #d%)

¥ F060-8586 ALIETALIX L1347 7 T H

AL R SRS B s A JE e P RE 2 o B B R IR 3 (A - e AT 3%)

Y F060-8586 ALIEHALIX 46135275 7 T H

LB R AR A PR TR B T AE 0 — AW R T oy I 2 0 (AR REF S04 HERER)
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PO N VIER b A7 { e, 72, ARG E L (L
FEE, MDD EFMBICOEELX S 570,
EEERE TR A ZEIERZ5 2R T2 22 0, BIEH
AEETHEMMED D VIFMBEETOMFEHIEE L\,

VAR, BEBRAE T AV AL 72 AR E LC
EHESNTwRY. BIETTHEORBIZLY, HEHK
ERTANVAYT ) ANEETTOWET LI LRI AR
0, KA GG T 2 RAMZ 27 AV ADSNES AR A )V
2L LTHESRTWRY, ThoDw A VAL, A
Jo CHRRAICHEIEST 5 2 LX), ZNo M EpiEs
HZEDRHE, EFEMBTIXIIEACHEBETE VWD,
BRI EERY S 25 EIE RV, EoT, B AN
BUPHIFECE 2720, EIEH DO ABHEEIZ AT
DN ENIECE L. F T, FEBER Y A OV AR,
BATOMA GBS AGEE EOBFH L TRET, 2512, Pid
AFVE I EZ R TRE 2 DS ACK L Th, EERIE DT
ez,

AU-rich element (ARE) i&, 77= 7 I3V IVICEA
72RNA elementT, c-fos, c-myc, COX-2% ®Doncogene
Rcytokine®:, ML OIEIIZEI D 2 BRI E S b
mRNADIFIFFE /LT 27, AREEmRNADSME Y
7 F VT, ARE-mRNAIL, #HEREZT CICa@ansd
P, AL AL ET—RMISEIMIR S, A ML AEM
T CHI R 2T & L5 Stress granulesiZ ARE-mRNA S
BASNDZ EIZLY, WEfbenhd, 1o, IEHEANE
TlX, A MLVASEA T CTRITIUFARE-mRNAIZIRE %3
IR ENE D, BAMBBTIE, or0BHT, [HE
BVZRE M2 - AL SN Z e R S hTwb. $72,
ARE-mRNADBA % - e biZiE, RNAKESY v 737
HuRZSAREIZH & 5 Z L AL T, HYAMIETIZHUR
5 28y, EREICHITLE IR L T aY.

INFEFTIZ, TF/ 74V AE4orf6ld, HuRE KA L,
ARE-mRNA % 4% - 8L, 74V ADOBIHIZE
53452 LR S T0 Y. RIECTHG 2R T
77 % AV AdI3551%, Edorf6% /RELTHBY, IEFHMI
T A b L AL TF LU TIZARE-mRNAIZ ZEEIL L Tw
B2 OTANAFIZEAEHIETE 2w, L L AR S
RAMIETIE, & 55 LOARE-mRNAAEA MG - 258
ILENTWDEZOIZT ANV ADRIRICHIE T X, ERE
LTl BT 5280 TE 5.

—7J, 5-Fluorouracil (5-FU) (&, BHSEZRA A, #HLAA,
Wil - EBAASE, A RETENAOHIEICL A SN
TORLHBAFD—DTH 2 Y, HEBASAILBNTIE,
— AN A B, ARSI - UG R [ RSO
%, B LUORREGEOMF L AL L LTHWH TS
D, BIERNCIEIONZ, BRI, BREERE S oM Ht
HAH. VEMEE & LTIk, 5-FUD, 7F &R UK
THR# %21 CF-deoxy UMPZ A L, F 3 VU VIBE R

# I Cdeoxy UMPEREHL L CF 3 ¥ VB & B & 10813 2
Zr2XY, DNAGHZEMES 2, o, FHi
S LT FREORN R A o220, BWEAAIIE S 25T
W5,

KWFgE T, KA AMILIIR LT, dI3soHM, 5-FU
Bl BIXOWEMNTEREIVE AT, KU CH
WS LM% LB L7, $72, VAT T F Ui
P& O TN A ML X L C b AEOR R R 52 A
e L7z, & 512, 5-FUMLBIZ X Z2HuRY » /%7 O R{TE
ZAL % T, dIBBSOBIIHA RSN D A 7 = A L2
THHRE L7

MK e A&

1. BEBRBTT /AN ERY A

JE R T 7 7 A VAL LT, ARE-mRNA % B4
P FEAASET YAV AWM 2 EET 2 E D
Edorf6 % KIc &7 4 W AdI3B5% 7z (K1), 72,
PLASAFHIE LT, 5-Fluorouracil (CAS#H 5 : 51-21-8,
B a— F D F0151, HRUbAE TSRS & w7,

d1355
ElA EIB L1-5 E3
—— — —

(mme———— e}
///////////Jz/////E4\\
. Fdorf6/7 | Bdorf6.| Edorfd | Edorf3 | Edorf2 | Edorf1 [}

X1 dI1355DHEE
AWFGECHWLERE T 7/ 7 4 )V AdI355% 7/~ . dl3551%,
7 A )V A R T E45H O open reading frame® — D
Edorf6 /KL LT\ 5.

2. #BEH L U5-FURSRMHRER

v N FESESAMIETH HHeLafliig, F 72, IR
INREFHETHL Sz, b MR EES A TS
LSASHINED ¥ A 77 F Vi ESASHIE Mk, SAS-4, &5
12, Y AT T F ¥ BE S ASHINAFE, SAS-5 M & F v 72
LM, 37 C, 5%CO, FT10 %R iME (FBS) &
FDulbecco' s Modified Eagle' s Medium (DMEM) #% Hi
WTHE L72. 7B, HeLaffifgld ATCC (Manassas, USA)
25, SASHINZIZEL=WZET (Tsukuba, Japan) 7>5 %5
Hans.

HeLaififa iz, #k~ Zz#fE (0, 1,10, 50, 100 uM) @
5-FUZMML, 7280 EMEZRE L, MiBdfFx
e L7z
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3. HURZ >INV EHEIE (VITx42>TOy T4 7&K
HeLaflig ok LT, 5 uM®D5-FU% H\, Fk 4 7 IRE[
(0, 3075, 1Ref, 3IREM, 6 FRG, 120FRG, 18RRI, 24RER)
THLH L 72, Z D, PBSTHEH L TH 5 Fractionation
buffer (10 mM Tris-HCl, pH 7.4/150 mM NaCl/1.5 mM
MgCl,/0.5 %Nonidet P-40/protease inhibitor) %z C
ez [EL L 721, RE B X 012,000 rpm T30F5 [ i
BEL, Lizfilgome Lz, 512
buffer & fill 2. T L TF < IZFractionation buffer® & %
¥, WHAYICFractionation buffer# 2 CIRESB L O
14,000 rpm C1053 il Lo i L CHS 5 7z Bl 2 400 &
L7z, HR95 1 1ZSDS-polyachrylamidegelelectrophoresis
(SDS-PAGE) 12 TRM#%., PVDFIE (polyvinylidine
difluoride membrane ; Millipore, USA) 2§z5 72, —
UPLfk & L C, HuR (SantaCruz), f-Tubulin (SantaCruz)
DYk %E My, HRP (Horseradish peroxidase) 25 & L 72
TRPUECULEE L, SuperSignal West Femto Maximum
Sensitivity Substrate (Thermo) |2 TEESH7-.

L‘/\

2, Fractionation

4. ®EHMEZeE (1ICC)

HeLaffiffa #, 24X 7L — MIBW72AF74 F7 T AL
12, LR&H7z 0 2x LOMEHRAR L 72, 24FEHIEF 221212, 5 uM
D5-FU% v, Kk zEER (0, 3045, LE¢fH, 3WERH),
6 5, 1205, 185, 24F5RT) Mg % E L 72, 2ok,
4 %PFATHE L, PBSTHE L T 5Blocking buffer (1
%BSA, 0.1 %Tween 20 in PBS) T7 0 v %> 7 L7z,
WALk L LT, HuR (SantaCruz) O#HLEZ Hvy, KT
A& LT, Alexa Fluor®488 (Thermo Fisher Scientific) %
FWTHLEL L FV10i Confocal Laser Scanning Microscope
(Olympus, Japan) # HwWTC, Milgx @iz /2.

5. HMMRE=RAIE (XTT assay)

Cell Proliferation Kit II (XTT) (Roche, Germany) &
W, XTT assay = LU FOFNETIT - 7.

HeLafllfig, SAS-438 X UFSAS-5#ff8 296737 L — MIZ
1 R&H720)3x 10MEFHE L 72, 24RpRIRE 28412, d1355
(MOI 50) HigLER, 5-FU (5uM) HALELS L < IEi
HOHMEL L, XTT reagent? il 2 C 2 R SUS & T
5, Benchmark microplate reader% Fi \» T490 nm TW ot
BE& e L7z,

6. cytopathic effect assay (CPE assay)
HeLaffifid, SAS-438 X USAS-5Mlifg 224X 7L — M
FRAE L, 24FFMIREEEF212, 1355 (MOI 50) HHULE, 5-
FU (5 uM) HigUL@ s L idmz i@ L, 7 Bk
AR A e, 7~ =T ) )T Y N T — T L7z,

EdR

7. WETEMISM
5-FUHARMLERE S 5 (21355 MALFR#E & Tl OF

WUERRE L @ 2 BEMIC BT B HEETHLER I 1XStudent’ s t-test
W, EIAEEYP<005E L7, F2, I 71F
FIHEESD. TR L.

& 3

1. 5-FUMLERIC & 3R DR DIRET

KR THWS, 5-FUDREOHZZ RO L7201,
HeLaflfia % K4 738 EE (0 ~ 100 uM) O5-FUTHLELL,
2Rt O M EAFE 2 W L7z, 0%, HeLaflliz
1X5-FUO HEAKTFRNZ A L, 5-FUIZx§ % % 72
B, BLZ10 UMD TTAERLIRS 5 & Ml Asl

WA ERHL LR (K2).
5-FU(72h)

120%
> 100%
o 80%
e
8 60%
>
= 40%
]

20%

0%

ouM 1M 5uM 10pM 50pM 100pM
5-FUIEEE
2 5-FU2HeLaffifglz KIT 4 %05
HeLaffifgiz, ke4 2% (0, 1, 5, 10, 50, 100 uM) @

5-FURMML, T2B:Ht oA % ME L, Ml EmERz g
EL7.

2. 5- FUBLBRALIZ(C & 2 HURDBEZE(L D&

CNFETIT, BRA BRI AHNT X BT & - THITEN
DHURD RIS AR SN D & LA REShTwaY, &
Wf7eCid, 5-FULH L 7-HeLafllidl2 817 %, HuRDFEE
ZAb & #ET L7z, HeLaflifig 25 uM 5-FUT, Bk~ 7 [
(3047, 1, 3, 6, 12, 18, 24W:[H) MLFLL 721412, M08
R EMIE I EE L, MBS EIOHWRY /X7 mE T
IRAY TUy T4y TETHRE L. 208E, 5-FU
TP L T Wl O M B HuR O = & Hele L ¢, LB
L7z Tld, $EOHURY » /37 #7235, 5-FUMLFE30
SR HIML, AL b 24RF 1] 2 F TR Ll 72
(3). Zo#EELY, 5-FURHEIIZ X b, FHIZHURD
MREREIEE SN, Tokd, ZORESHRFEINS
CERWHS o T

Fro, YIRS VEEEUSM T L /-HeLafiia %
v, g2 <, HuRY ¥ /527 O RIE % i
ALz FORER, T AY HETEL N L R,
5-FUM % 4T 5 723053 45 5, HuRDMNLE R IE D E %2
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5-FU treat
X
5 SN S SN N S ¢
X
& ST AT Y T T R gy
HuR et A e AT —— — ———

B -Tubulin | ———————

é\/
S
D> <
o . & &
Purified protein & é&’
Lamin B —

Tubulin| ———-

X3 5-FUHAMMHIC X 2HuRDJFHEZAL
HeLaffifa %25 uM®5-FU TR (0, 3048, 1R, 3B
M, GHRR, 12MFR, 1SR, 24FFR) LB L, fﬂ]ﬂ@ 455 T
DOHURY v /37 % T Ay v 7ay 74 Y 7ETHRIBLE. £
7o, BEMBE O R, v T Ay VEETHEFLL /2. Lamin B
O, B-TubulinldMifgEO~—H—ThH 5.

DAPI HuR Merge

non treat

5-FU
30 min

60 min

Scale bar: 100 um

4 5-FUHMILIC X 2 HuRD JHEZAL

HeLafifg &5 uM®5-FU TR (0, 305, 6045) MLEEL,
HuR% ¥ /87 OJR1E & g i TGt L7z, DAPTIIHE 2R
L. MergeldDAPIE HURDHetallif§ 2 R EHTH L. K
FE, HuRAHIIBEIZRIEL T2l 2 7R

T& (K4).
INLOMFER LI, 5-FULRHIZ L YHURY > 737 O
JOENDRESEINT 5 2 & DRI S 7z,

3. 5-FU & dI355 & DB ARIRD&ET
PI3& 40kl y, 5-FUREE§ CIZHURD M E
JBAED LB S e o 20T, MEICdI355kE: &

5-FUMLEE % [AFE 24T\, SR LA Y 2 — VT,
5-FU & dI355 & O &I % XTT assay CHead L 72, 244,
M A S 2 B EEO5-FUIEEL0 uM (K1) &, dI355
#MOI (multiplicity of infection) 100TH & % 17 - 72 %,
XTT assay Tl 7 HE A 2L, Mfaav L 12 mA Lok
R FRE L Z & DWEEZ > 72720, MIRIEEED X 0 %
\» (data not shown) 5 uM®5-FU &, MOI 500d1355%
AW THE 217 o 72,

RV a—
d1355/% Yy 5
) 5 FUSEA HIE
day O day 7

5 PFA%EBRAT Y 2a—
BB, day0T, dI3BEDEYe L, 5-FUDFS % [
24TV, day7 CHEIEZ ML, XTT assayz 17 - 7-.

HeLaflild % F 72850 Tld,  dI3SHHMTIERIR D
SN0 7208, 5- FU%@L@TCMEH@&?&‘# DN
WAL, WEE L2 E SRR BoAs s A
L7z (K6). ZoffiRi, d1355<‘:5—FU%ﬁ?ﬂﬁ L7e%a
AR EEHERF DR LA T HZE 2R LTV 5

L4 HelLa
1.2
=
A=
—
-
S 0.8
o
>
—~ 0.6
—
[0
© 0.4
0.2
0
Non treat d1355 Comblnatmn

* P < 0.05 versus control; two-sided Student’ s t-test

K6 HeLafifgizxrs 2 HEHxh45
HeLaffiffg % d1355 (MOI 50) H#hLEE 5-FU (5 uM) Hijl
ILER D L M R 2 4T 1ARRICXTT assay & 11
W, B R 7

N “/7\7"*7%‘/ﬂﬁ¢‘léljﬁ’t7b§/ﬁ‘ﬁﬂ’7 (SAS-4) v 2
77%/ SR FEOTIEA AMIE (SAS-5) % T
Flffims&awﬁof: SAS-4fifE Tl dI355HM, 5-FU
HRLPE T, %ﬂ%ﬂfﬂiﬁ’aiﬁfr# SRR L7z, L
T, MHEEA LSS, S OISR L7
(X7). 512, SAS—S%HH@%H%W:T&?#T“H, dI355H
HCIIAIE A0 % FEEE I/ L, 5-FU B AL C I3 e 4%
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L0 BREEEIIRA L7z, T2, WiFEGFHLZEA, &
ISR A L7z (7). £72, BEAZR ML
WA, MEMFEMNICD FER AT RO

F 72, FEREOHMIIEE VT, FUEE O E % CPE assay
THERE L 72, ZofEH, FiROXTT assay Dk # & [FREIC
<M%$@L@v5%U$@L@Tiﬁ%#¢%%otm
PRSI X0 M s e L7z (K8) .

1.2 SAS—4 (¥ A 7T F L itERR)

= 1
= 0.8
Ne)
“
T 0.6 I I I
o 0.4
(&)
0.2
0 -Lf
Non treat d1355 Combination
L2 SAS-5 (¥ A 7T F L RS MERR)
01
o 0.8
«©
= 0.6
= 0.4
(&}
0.2
0 -lggg_hgf

Non treat d1355 Combination

% P < 0.05 versus control;
two-sided Student’ s t-test

7 VAT TF VHEMIE RS S B RS
AT T F VI EORER AMIBESAS-4L 2 AT T F VK
EDS ARIIBSAS-5%, dI355 (MOI 50) HAlWLE 5-FU (5
uM) BALEE S L < IXTmE B 2 4T, LEBRICER
FNXTT assay = 11\, Az %2 Rk 72,

HelLa

SAS-4

SAS-5

8 FHFLICxT 3 5 PEA%E (CPE assay)
HeLaflf, SAS-43 X UFSAS-5#fE % d1355 (MOI 50) Hipk
WLEL 5-FU (5 uM) MBS L < IEmjEffHme L, 71
pANGER R R

— Ir

waxm%&w5%ﬁ:ib,%%%ﬁ@ﬁmént

R E & wdy, D EORBRELY, BNAME, ~
Z77%/WE%%?/277%/W PERIEC L, dI355
ES5-FUDBFHIE, BEBEMICEN TH D Z EMfEIH S
7z.

Z S

KWL T, AR 2 EEAR T 7/ 7 A VA
dI355 & HLAAFIS-FU & P HFEE ORI OV TG %
Torz. ZORH, dI3ssE5-FUZBRH L CLEl L 25T
I, BaHACUE LR L) HF L CEWHIBIEDS A S
N, WEOBEHRIRIC & o T ARSI E L
7z.

F72, 5-FUTHAMIMBAE LIS 22 Li2L o T, FH
ICHURZE A i A 5 2 & DRI S Lz, S, AR
ARE-mRNADZEL L TV A AMIBIZ BV T, 5-FU
L &) HIROEAME R ME S, ARE-mRNAZDSE 5
WAL L, BEEAET 7 A )V A OMGEAMEE S NS
CERRBLTEY, TNAdI3ssE5-FUDHIFRN 2 §f 1
WRDORXN AL THILEZEZLND.

SHET, NMENERZOMOERGIFIZBWTHVS
NTW35-FUIL, MRl OLEE L L CEN BRI
M LI CE72D, miRECOMH, S EL 2
LRI EoTEWER DY 227 4 FERAST D720, 1 Rz
I PO COMMALE L. Lad > T, A
FICL o TRENT, BEEHY ANV L5-FUL DPEH
A, CNFTLY BEHEDS-FUT, H»o5-HiH
REAELC, LV RELPDPAEH 2SN L ATREN: 2R
BLC\wab, F/, JRHEET, Y AT I F ViitEos A
MAIC bR AN s, GFETYRTIF V72
ﬁf E T N RDIR S LT 0 o 7HEBNIKT LT D R)REAS

FFCTE 5. LB RS RSN T b R B R 5= C
i,yX77%/&E%@%77/W4»Zk@%%E%
TOBVESERGREERT S EABILTBY?Y, 4%
FRISTICET C, Y AT TF ¥ & 5 WIE5-FUL E ot
DAFNM M2 FEOBAMIBIZS LT, Eofirs AR L E
BRI A NVRA L OPFIRENLE Lk EI2on TR
HTALERHY, SOI, EBERT T/ 7 AV AH
BB VIIHFRFEIC L BRITEH O ) A 71200 TH D
VETH 5.

T T AV ARG TIE, e 1215 £ T oW

&, MG T (EIA~E4) 2S5BSR, 71V RK
FelZxh L CIRPLS % 1 FA M o B st 2 #pd L, o~ A
VAR L 7B A RS GBI 28E I DU D B ©
X, BEET (L1 ~L15) OB BEY, Kipom
immmm&ﬂm%%ﬂﬁiﬁmt PHYIZTAVAD
HIMMRNA DB I/ % - RS, 7 AL ZAD
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)TN AT o S IR T A L S A P O 73
Edorf6i%, fi TR A )V 2 DmRNA Ok % HlfH -3
L ETOAINVARGHZHE T 2T AT L2 LA
NTBY, BPAEEDFOVANVANMNEMLETTH 5.
At R A S B RS B RE 52 20 %5 T, E4orf67)s,
HuR%pp32& 44 L, A EDARE-mRNA % 5&ifil 14 2> D H
WHALIME - ik d 5 2 L MBI LY. AWz
A L72d13551%, = OEdorf6% K4k L7z MR 58 7
T/ AIVA (AdS) TH Y, 1EEMIBOARE-mRNAD
BAbg % - BEA T RET 2 EEII DN TV L 70,
ARE-mRNAD ® b %> U oA - LEfb S Tw 508
AT L ChE+ 4. 2L T, 5-FURELIC L - T
HuROMEE RFEARAE L 11, ARE-mRNA O i AS
EHIZEABIEIZED, BELIVLLLDTANVADGE
e, J0EloflrEfani-tEzons. L

LZaass, REBRIZBWTIE, EFEMEICHT 55-FUXR
AIBBSENDHBE LR TE TRV L5, 5-FURI3S5
WEBA ML AL MO EEMEEZ RETE TV
WV, Lo T, STOEICBWTIESHROBESLETH
LrEbns, ZokHZ, HIROMEEREZIRET S
52O FEx R L, ASSSDER AR Z =D 5T
BERELICADITLZEDEHORHETH 5.

4 H, 5-FU% & O 725005 ARG 12 B 1T 2 FEHIH %<
FHLPUE O OfIIE, EERMETH ) ZOFEI2
DVTHA LIRS EATYS, Z0—2(2, 5-FUL
Stress Granule (SG) & OB STV 2% SGIE,
ML % 72 A b L AR S N6, MBI S
1 %A messenger ribonucleoprotein (mRNP) ¥/ ¢, mRNA
DEEVERLENFRIE T O FET & v ) mRNA O & &y g d g
ICH5 L TwaeEZLNTWS. £72, SGITmRNA%
— BT 28 LT A MS N THE Y, ARE-mRNA
PRET 22 EbHmEsNATW2Y, £512, HuRIZSG
BRERTHEERY V0 O—DTHY, SCEMICEE
HfEE AR LT ek R ER R S
T A NVADES: - HEIC R D EELZEIAS, HuRE
EDICHIBLE ISAAAE L T B 5812 O ASGO I % i)
FTHIEEFRLY, &AL 2RO ARE-mRNA D%
FEALIZIZISCO B GAT A7 w2 L 2 BB L7 CGRIER. L
T2 oT, 77/ AN AEGEDS, SGOTR % k] L,
PARAKIOMREEZ LD EDLZ L HEZOLND.

& B

AWFPETIE, HeLafifgioxd LT, #idtAHl (5-FU) &
[T 7 v A VA (dI355) & Off LR, =
NENOHMIIITE L D &, MRS AR R
CEDRENT. T2, VAT ST VI kD
BEHBIR SR S NTe. T OHFEN 2 IES AR, 5-FU

RENZ & > T, HuRAMIIE BB M % & L, ARE-mRNA
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Combination effect of oncolytic adenovirus with 5-FU

Junichi Kanayamal), Alam Mohammad Towfik?* 3>, Ishraque Ahmed4), Aya Matsuda—Yamagawa2>

Tetsuya Kitamura2>, Kazuyuki Minowa3>, Yoshimasa Kitagavva1> and Fumihiro Higashinoz‘ 9

ABSTRACT :

[Background] Chemotherapy, one of the modalities for cancer therapy, has excellent therapeutic effects, although a
sufficient therapeutic effect has not been obtained for cancers showing resistance to treatment. Furthermore, as the risk
of the various side effects of a high concentration of anticancer drugs increases, it becomes desirable to use
low-concentration drugs, considering the patient's quality of life. Therefore, to obtain an effect equivalent to that of a
high-concentration anticancer agent, a combination of various treatment methods is considered. Recently, many kinds of
oncolytic viruses had been developed. Since these viruses do not damage normal tissues and they specifically propagate
only in cancer cells, this treatment method can be expected to have fewer side effects. We have developed an oncolytic
adenovirus, whose replication is controlled by the stabilization of an AU-rich element (ARE) containing mRNA. In this
study, we examined the combined effect of the oncolytic adenovirus and the anticancer agent 5-FU on cancer cells.
[Materials and Method] We treated HeLa cells using the anticancer drug 5-FU to examine the localization of cytoplasmic
RNA-binding protein HuR which causes ARE-mRNA stabilization by western blotting. We had treated cancer cells using
the oncolytic adenovirus alone, 5-FU alone or both in combination, and examined cell death by analyzing them using the
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 replication of the virus was increased by cytoplasmic relocation of HuR, which causes ARE-mRNA stabilization.
Therefore, the combination therapy involving the oncolytic adenovirus, and 5-FU is expected to be an effective cancer

therapy.

Key Words : dI355, 5-FU, HuR, ARE-mRNA
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