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Dipyridamole {2 & % 5’ -DFUR D580 E DMRES

oK % B
HEAREEENE BIRGERERE (FT | NERER)
(CERE104E 9 A 1 B5AT)

SCC-25# i, FROMifg, KBMIFEZxF L T, 5°-
deoxy- 5 -fluorouridine (5’ -DFUR) &, Dipyridamole

(DP) DPEHIC X 55 -DFUR OHUER R RERDOH
2o X, F& L TMTTassay = H \», invitro T3E
BB 21T o7, €512, LAIICBWT5’-DFUR
EDPHERIC X BEBIZIOWTHRE L7,

FRO #ifia, KB #ifgicxt LTid, DPIZ& 5% 5’ -DFUR
DO 5 RN RIIRD T, $FHIC L ) FUERERIR S
BTdAHERmEALNT, Zhixt L, SCC-25#ifg T
BDPOFEAICE Y, 5°-DFUR DHEEMROEEL
W EED L, 3512, LMW, DPHALK
L) HEFEIRIAERICRII L2 L & b, B RIEERE
BB ELLEMABAORFEEEEIC LT, DP
5’ -DFUR D& R 2o L, EFEMBIIT L TIEE
EREBRSE 2RV H S EER DN,

BEE L OVBRSHESN, ZOESIDHDIF LN
A, LB L DR EA B TE S BERLA TV S,
T/, HAITOHMBRIZORANH 505, HIKTH 5,
COROERERREICLY, BREFOTUER OYUEEE
UrmsE, BIEAZBRIELZLIZLD
HRHBRZALEIEEE NI I N T W 5,
Biochemical Modulation ® & ® O & © T & 5,
Biochemical Modulation I3 fE{LFFEDHIZB VT, Hil
FEH) (effector) %57 5H11%, H5HVIIFEEIZ, 1
POYHEH B 5 VIZFEFMER (modulator) K57 5
Z L2 & o T effector DEHENREZ (L S ¥, PUEER
BEREoly, EEMEICET % effector DEEE, EIfE
AR ESE5 LT, (LFERERBEHARSE, B
FREOHREWRET LI LETEODOTHALY, 5-
fluorouracil (FUra) {2 3 9 % modulator & L T &
Methotrexate®%, Leucovorin®, Uracil®”, Interferon®
% & B, T 72, Dipyridamole (DP) #%FUra ®#t

JEERREZEET 5 L OMEDLH S,

4% # X, SCC-25#if2, FRO Mg, KB MMzt
LT, FUraO B EEEREXK TH 55 -deoxy-5 -
fluorouridine (5’-DFUR) & DPDOfFfHIC X 5, 5°-
DFUR DHUEFEMREEDOEFEEIZOE, £L LTMTT
assay & iV, invitro TOEBRHRFT 2T o7, &5
12, LAEkICBWT5’-DFUR & DPBFHIC & 5 28I
DWTHRE L 72,

ME B L UHE

fERMI S & UK #y

SCC-25#fa (F, v MR LRE#R) &, AMERICAN
TYPE CULTURE COLLECTION #® 3 @ % H\ 7z,
¥ & LT Eagle's Minimum Essential Medium 3% #, (X
AASEARSH) LA F-125H (K HARSSE/KRR
&3t) %812, 10%fetal calf serum (BIO WHITTAKER
#t), L-glutamine (292mg/1), hydrocortisone (0. 36pg/
ml) , penicillin (100U/ml) , streptomycin (100ug/ml)
A CEAL,

FRO My (FARBRA SRR &, WTF R8I (B
W R IR o S B TR i % 15 T < R R T 98 i R FE A T B
) X DiRMEE 5177z, B L T RPMI1640EH (K
HARBERA A) 12, 10%fetal calf serum, penicillin

(100U/ml), streptomycin (100pg/ml) % fnz CfE M
Lifgs

KB #ifa (epidermoid carcinoma) %, ZEFEZHF

(GRRGER, BEMKE) LORMEE ) 72, 5
# & LT Minimum Essential Medium 33 (K HA#
kR Att) 12, 10%fetal calf serum, L-glutamine (292
mg/l), gentamycin (25pg/ml) ZHNZ TEHL 7,

Ll (7 AETHE) IXBEEHR (SRS
EX, BAEAMKSE) L oRMtE 72, e LT
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L F-1255#12, 10%fetal calf serum, penicillin (100U/
ml), streptomycin (100pg/ml) ZhiZ THEME L7z,

EE1 SCC-25ffax VT, 0.1% F SN FWT
Peft LB ERICL DBIE LMt MTT assay TP
HEER L OMBEE RN,

M OREE, UTDL I I/To72,

1) FER24wel D 7L — + T, RiFEOREMBE O L
WEREITREL, 0.125% kU 73 ¥500u T,
Tl— ML BB ATD B E, £070.125%
M) Iml 2R 72,

2) 154-M, 37C, 5 %CO0: incubator W IZEE L 72,

3) MAY—VEXRy b THIBLZFAL, SAMSE CHIl
WRPNI-Z L EFERL, WAV —VERy pT
Fa—TICANT,

4) BEHE4ml MR TEF5ml iz L7,

5) 1000rpm 5 5L L 726

6) EEEFA T —2ay LTET, ¥#% 1mln
277

7) 0.1% MUY EREAWT, MlERrEEBICT
H5E L7z,

FEOEBREATL T, MTT assay (2 TOREDIT-
720 MTT assay (& CHEMICON # @ MTT-CELL
GROWTH ASSAY ¥ v b x 7z, well AR EHE
IZ, BEH0.5ml & MTT . (3- (4, 5 -dimethylthiazol
-2-yl) -2, 5-diphenyl tetrazolium bromide) #0.05
ml I z.37C, 5 %CO2® incubator P T 4 BRI & &
720 FUBHT 1%, isopropanol with0.04N HCI %0.5ml
T formazan AL 2, 570nm OWEEE % ELISA
reader (S] eia AUTO READER, =y#i38) 12X bl
% L7,

FEER 2 1 SCC-25Hifa, FRO Ml o EMTIZNT 5
5’ -DFUR @ dose response curve = MTT assay {2 &
DRDz, EBOTO Pa—VIHUTIIRTEBY TH
bo
1) FE24well 7L — b i2, SCC-25# 1 1% 2 X 1048/
ml/well, FRO #l 2 1% 5 X 103E/ml/well " 2 #ll
Rz iBnrz,

2) 188F M, 37C, 5 %CO2T incubate L il B A5 () &
L7z Zh~, EH % KREICE IS -
L, COERL2HEOCEHTHEBRBT LI LI
0 EH A HEMS &7, 5°-DFURD & & &
7.5, 15.0, 30.0, 60.0ug/ml & L, HEMEEERH X%

A R

heENn3, 6, 24, 48, T2EER & L7,

3) 5°-DFUR ##fit X €728, Zwel xEH+&F
WS TC 3 [MIEE LER BRI L, BEimi
THEEL B L 72,

4) BEANEMBIMG & D728 E£12, MTT assay = H
THE T - 726

5) xf& LT, 5 -DFUR % #fil & ¢ RO EER
fTo 7,

%5’ -DFUR X, HAT Y 2R A&H L g% 5

V7,

EE&3 . SCC-25#if1, FRO Mifa, KB HIK D REE=M
Bzt LT, 5°-DFUR & DP OffHIZ L A%RIC0&
WEf 2R 72, DP O MR 132.5ug/ml & L 72, 5
ML, SCC-25#1f2 © 2 X 104E/ml/well, FRO
HFL 0 5 X 10%E/ml/well, KB AR © 1 X104E/ml/well
L, EBR2 LRIRRD G THEA & 7205 HHfil & 2 7-7%,
MTT assay {2 & D#HIEE L7z & 512, SCC-2541f122
W MY S FREIC L) EER Tl e llE L7,

¥Dipyridamole (¥, HANX—1 7 — - 4 5N
A LR ST L DR E S )7,

EEBR4 . EEMKCDP ARIZTHELHARLBENT
L MifgoFs #8129 % 57 -DFUR & DP OfEHICD
WTHRET 2N 72, LA ORI EIE 5 X108
il /ml/well & L 7z, 5°-DFUR O #fili & B 1330ug/ml ,
DP O#Efli& 132, 5ug/ml, FEAREFRIIE728ER & L, %
HEfaht%, MTT assay # HWCHIEZIT-> 7,

HMETHIMRE

FEEZDOKEIZIZ, Mann-Whitney BE % Fv, fHE
DOFEIZIL, Pearson DHHEZREFIH L 72,

EE1ICOWTIX, BEM - MTTassay & b IZ&i&
FE 6 well DBIER R HAL THRE L7

EER2, B3, EE4I20WTIE, 12well Ol
WERIZOERE L7,

& &

FEER1 : MTT assay Tli, REEOHBOERNEH
Ll xEE R VIREEEE L4 D% optical
density (0.D.) & L T/R L 7z, MA % & formazan 4
o BRIE, MERE0.989 (P<0.01) T, TLEIL
A A ERICRB L TWwA EEZ HN, (1)



Dipyridamole {2 £ % 5’ -DFUR D¥45a%) %

1 SCC-25#if2CD MTT assay & Mo BI%
0.D.

r=0.989 (p <0.01)

1.01
0.9
0.81
0.7
0.61
0.5
0.4
0.31
0.21

0 50 100 150 200 25.0
RIS (x 10%)

2 SCC-25#lifai=81F 5% 5’ -DFUR @ surviving fraction curve

(MTT assay)
BAEE -8 3pr
surviving fraction ~— 6hr
(%) -~ 24hr
] —A— 48hr
100 —+— 72hr
90
80
]
70
60 -
50
22
0 T T
15 15.0 30.0 60.0
5:-DFURIBRE (u g/ml)
FER2 D AERE100% & LA DFRZF N EH R

B, BEfREEECOWNLE D % surviving fraction & L,
SCC-25#ifd, FRO A2 iZxt3 % 5° -DFUR @ surviving
fraction curve ZE® L7, (M2,3) wFh oM
b, 5’'-DFUR % REFMI AL S & 5 & BFINH 255 <
%0, BHEREEORIGIZR L,

FEER3 : SCC-25#18212xF L TDP2.5pug/mlo &,
5’ -DFUR30ug/mld &, 5’ -DFUR30pg/ml& DP2.5
pg/ml, 5°-DFUR60pg/ml % 728; B % fih & ¥, MTT
assay (2 THI%E L 7- surviving fraction % X 4 12783 . DP
2.5ug/ml B 0 35 &, BIEMEIEEED 2 h o 1.
5’-DFUR30ug/ml & DP2.5ug/ml % i L 72 B8 1213
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3 FRO#iFEIZBIF % 5° -DFUR @ surviving fraction curve

(MTT assay)
surviving fraction
(%)
100
] BefhBE
90 ] -0- 3h
] -0~ 6h
80 -] ~A— 24h
. —O— 48h
70 -+ 72k
60 ]
50 I
o L —
15 15.0 30.0 60.0

5DFURMEE (yx g/ml)

5’ -DFUR30pug/ml B2 b U CH 5 722 B RE ] 0 1454
z RO 72 (P<0.05), & 5 12 BF M B T i3 surviving
fraction *F¥#J 48.05% T, 5 -DFUR 60 pg / ml HJd

(surviving fraction F350.85%) & RIFEEELL Eoxh&
RO,

SCC-25#f212xF L T, DP2.5ug/ml #4#, 5°-DFUR
7.5ug/ml - 15.0pg/ml 4, 5°-DFUR7.5ug/ml - 15.0
pug/ml & DP2.5ug/mlF 2T, FNFNOEK| %72
FFEA S 728, MUV EREIC TR RE L
TKR XRS5 T, 5’ -DFUR BAhickH LT, DP %
BERLAZL DI, WIh b A EICHEIENH A5 % - 7

(p<0.05)s 5°-DFUR7.5ug/ml & DP2.5ug/ml 6t H
L 72B& 2 idsurviving fraction®%3431.90% T, 5’ -DFUR
15. Oug/ml B (surviving fraction F3937.06%) LL I
DIEFEIIH] % FRD 72,

FRO #ifd, KB MRz x LTI, DP OB S » e Bk
BRIGEEDT, BEAIC L D FUEER R T A A
Abhiz, (K6, K7)

FEBR4 L MIRLICH LTI, 5°-DFUR HMCldiesm
i &R L72%%, DP BERC CF B 72 B BIH] 0 K55 %
A7z (p<0.05), (M8)

Z =
Biochemical Modulation ® #% 4 |2 & % FUra ®

modurator & L Tid FUra OHFERh BI85 % 1o,

Methotrexate, Leucovorin, Uracil, Interferon 7z & 75
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R4 SCC-258If8Ic BT 2EHF O%RE (BEAbRER728:H MTT assay)

surviving fraction

(%)

100 (- —
B *

oS (S I

of 0| S
e & o o ]
....... - N

wdf 1 V/\\

B | N\

i N

DP  5-DFUR30 > PFURS0 5 ppyreo
DP
DP . Dipyridamole2. 5pg/ml
5’ -DFUR30 : 5'-DFUR30ug/ml

5’ -DFUR60 : 5’ -DFUR60pg/ml
* - p<0.05

5 SCC-258ifaic BT 2EH D%hE (EALFFET72RH  cell count)

surviving fraction

(%)
T
007 |
80 o *
o
o
/T
—
o % N
Dy SaEiRs S'EEUR” s-DFURIs DRI

DP

DP . Dipyridamole2. 5pg/ml
5’-DFUR7.5 : 5’ -DFUR7. 5pug/ml
5’-DFUR15 :5’-DFURI15ug/ml

* 1 p<0.05

»Y), DPHED—D2ThH5b, —F, DPIC L )R
Wi X N B PR (effector) & L Tl&, FUra O 1,
Adriamycin!®, Methotrexate!’'?, Vincristine®,
Acivicin® 72 EFHE I TW 5,

A R
B 6 FROMAICHTHHEHOME (HAFERT2RER MTT assay)
surviving fraction
(%)
100 T "T'
N O IR —
SER %
60 7|l
oyl
|
0 E 8@ 0 G /A
DP 5'-DFUR DP+5'-DFUR

DP . DipyridamoleZ. 5ug/ml
5’-DFUR : 5’ -DFUR30pg/ml

X7 KBMFICBIT2EMORE (BAFH728# MTT assay

surviving fraction

-~

(%)
100/} et
S 7_'_
got|:1iiiiin /
b | EEEEESELE
gz zazzans:
8 | BRI
| Erei %
DP S.DFUR  DP+5-DFUR

DP . Dipyridamole2. 5ug/ml
5’-DFUR : 5’ -DFUR30pg/ml

Hirose!® 5 1%, leukaemia & lymphoma @ cell line |2
BT, Vincristine & DP 2§ L 7234, Vincristine
HOHIZ R THIFL A @ Vincristine i A LR L, P&
BRI RIS Lo LB L TWwb, Asoh 5913 KBcell
D 3 A i ¥ Bk VI-300, HC-7-5/VCR % H W T,
Vincristine, Actinomycin D & DP ##f/ L 72B21,
Vincristine, Actinomycin D O#Ifa# M EE A4 L,

-



Dipyridamole = & 4 5’ -DFUR o #3#%h 5

B8 LAMHICHTLER O (HAFFMT2EM  MTT assay)
surviving fraction

(%) *

O T cccsanas

20 I | I

N\

Dp 5'-DFUR

DP+5'-DFUR

DP . Dipyridamole2. 5ug/ml
5'-DFUR : 5" -DFUR30pug/ml
* . p<0.05

RAREFEA L THESERS N, 2612, V]-300
IZBWTDP #{EH &€ 7:-FF1Z, 170kDa @ band % %
2 P-glycoprtein DEHASHES Lz LHE L T,
L\ DEEBETHEE L 725 -deoxy- 5 -fluorouridine
(5’-DFUR) (%, 5 -fluouracil (FUra) O#E7E{FHMER
TH b, &M T, pyrimidine nucleoside phosphorylase
I2& ) FUra I8t s h, ZORRERET2EHATD
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bHo COBERII/NEL RS, \EEMBICHTHESE
MIPIZE S FHET A2 LD 0, BESFRESPETES
ILEWTH 5,

FUra O{E I # 7 1X RNA OB FEfEE & DNA O &5
[AET&® 5, FUra (T M IZELD 3A T h, orotate
phosphoribosyl transferase |2 X 1) FUMP (225 & -
t#, ) yBMLEZITTFUTP &40, RNAIZHUYAE
h, RNA O#EERIEZ# ¥, ¥ 72, FUra #® uridine
phosphorylase (Z & 1) FUrd (2 & # & L 72 7%, uridine
kinase |2 & o TFUMP & %2 2 8% b 5 5, DNA |21
L TiX, FUDP #*5 ribonucleotide reductase {ZX 5T
FdUDP &% 1), BV vBIL ST FAUMP (Z&#] S R,
Z A5, 10-CH:-FH4, thymidylate synthetase & =
BHEHEZEE L TATMP &R EMEL, HELLT
DNA A DO#EE TH 5 dTTP % #ii & &, DNA &K
#MHEYT 5,8 5|2, FUra? 5 thymidine phosphorylase
I2& o TFdUrd 12, €D FAUMP 22 # S 5 (i
bdHsH (H9),

Dipyridamole (DP) &, fEB)ARILGRA] - /)5 %E [
A L LT, BT WERRIZCHWS hTw A EAIT,
22 L4y FOMEE %% HET2EH%E b 2. FUra
IZX9 % DP OERIZRD LY ICEZ LN TWE, T4
b b, FUra OfEfIZ#Me# 75> 5 D thymidine % uridine
O THESINLA, DPIZLD, ThbDX 7 L F
¥ FoflasH» o ot A HIESh A2 2 LItk o T,

B9 FUra fL#

orotate phosphoribosyl

transferase
PRPP PPi FUrd  :5fluorouridine
FUMP :5-fluorouridine
I uridine di 5-monophosphate
phosphorylase — FUDP :5luorouridine
FUra 7 \: FUrd [\: FUMP 7-? FUDP FUTP wesmsspRNA 5-diphosphate
I : FUTP :5fluorouridine
R-1-P Pi ATP ADP ATP ADP ATP ADP o
dR-1-P - 5-triphosphate
thymidine
hosphorylase ribonucleotide ) ) -
Pi phosp _ S FdUrd :5fluoro-2-deoxyuridine
FdUMP : 5'fluoro-2-deoxyuridine
FAUMP ¢ » FdUDP » FAUTP S-monophosphate
FdUrd ¥ . FAUDP : 5'fluoro-2-deoxyuridine
ATP ADP Pi ‘\\ 5'diphosphate
N FAUTP :5-fluoro-2-deoxyuridine
\\ 5-triphosphate
thymidilate ke
synthetase
dUMP dTMP $dTDP »dTTP $ DNA
5, 10-Methylene Hz-folate
Hs-folate

FPRFPP : phosphoribosyl pyrophosphate

R-1-P

: ribose-1-phosphate

dR-1-P : deoxyribose-1-phosphate
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FUra O#FEIFHERENE, 512, MRESXOHEE
& D HBEAN O FdUrd OIS~ D% b #ifl S b
72%, #RAN FdUrd IBEAEEM L, &R FdUMP
EANEML, FUra DFEFEEIND L EbhATw
59)0

Asoh 59}, KBcell & % D it Bk D V]-30012 8 v
T, FUra DPOHHICT, FUraDiEE R0
b & FRO 7245, FUra OMENBEREIZE LD o7z L3
HLTWwb, ¥512, HeLa B & UF Blé6melanoma 4 g
I2B\WTH FUra & DP O ARIR 1372 722°, FUra
DHRIPIBEOEINIRD o/ DHRED H Y1),
FUra lZ33 % DP OFRIE X 7 L A ¥ F oM %
FHEE|Z & % salvage pathway OFIBETICL 2D L E
Aohd, LD X912, FUra l2xt4 % DP D% E,
TERBF IOV TORFIIITHOI TS DS, MELEL
FRYI2BWT, 5’-DFUR & DP OBtH#IRIZOVWTD
BERD L,

# 2 T, SCC-25# g, FRO i fz, KB g 12 xF L
T, 5’-DFUR & DPDOPEHIZ X %, 5’ -DFUR @ #i
JEE A BRI R DA I D X | in vitro TEEBRIRE 247 -
72. AHBIDOERTIE, HGMHREL, FRERZITVY,
LE L7 MRS O N, FEERRE I 2SHIRL O X FE 5l
R 2% &9 ISR 2R, SCC-25HHRz1% 2 X 10ME/
ml/well, FRO fifg CTix 5 X10*@/ml/well, KB #ifa i
1 X10ME/ml/well, L #ikg T35 X103/ ml/well & L
2o

7, BAIOFHRHEIZIEMTT assay & {72,
MTT assay (3 ATP &RICEE S L 72 TCA cycle D—F#
FETHDany BREKEREE © ML viability D85 &
LTHY, Z20ansBEXEBRZEOERZRT/-00
BESAEM & LT metylthiazol tetrazolium bromide

(MTT) WA HETH A0, MTT Rx#EBT
HHY, KERKOFEHEILIVBLEATERED
formazan # T 5, Z ORI, MAAFERET LIE
succinic dehydrogenase REEZ DIEME LV, BB~ D
BAPHEI %L b, D formazan DB DE % HlE
T5IETEAMOENE LT S FHEH MTT assay
Thb, EBR1ICBWTHIlE% & formazan 45 D B 1%
(&, HHBSFREL0.989°T, WROLEE (3 A= M o B & TR L SOk
LTwabEEZON 72, £BE 2128V T 5’ -DFUR
PEERKEROMH Z R L2 & X ), DP Ot A#E
DHEL, EHIEMT2HE E L, 0% MTT assay
W CTHIE 24T o 720 MTT assay Tld, REEMSHHET

A i

Hy, BHEFEOERDOEE, FOHEERONE
W2 U CBRB/ANGEi T A T REE DS H B, LA L, IHRSHZY
i, AR E BV CEBEERICE ) 3 HEEERIT
EEHETRECH B LR RT3,

In vitro TOHERERSZHOE R & BRME L OMHE
2DV TIZ60~80% 2 E D ERE ML v, Weisenthal??iZ,
K EDOBEEREICB T 5 SEORSEARBROER L K
A& & OB AR % 200080 122w T F & ®, true positive
rate63%, true negative rate92% & &L TWw5b, —H#%
2, MTT assay %5 OHUBAIR AR, ER) % EHA
DFEREZBTEENV)IBRTEHTHL LS TnA,
¥ 72, MTT assay TIZHIBBOEM ¥R L EHLTH
LHEEZORIFICHEBB TS, MIEOERZICOE
REEDPBRA L TV EHE0DH Y, JUERIRSHRERE
LTHRIAT 2546101, RREOHIFEH COABET L LE
PHbHLEEDLNTWVWED, EER3 1BV THMREKEE
ERICTHELLEE L MTT assay 12 & B HlE T, =
TRDI, £IT, BHRAEDEEIIONT, FIELY
i3, MTT assay iCBWTERBIMAEBED S5 ~10F05
FEFNC 3 HEEM S, ICofE oL SIZARE
HELTWS, IIARLDE, EEMHIRE L FREDR
BEC3 HEEM S, & B L TIRAEEDT0% LT
ozt BEREHEL TV B, SRIOEERIE, A
PERICL AHEDREPRL ZEFEHWTH L7700, 7
W2 EHIAT - T WS, MTT assay % Pua#) &5
MRERE U THEATABICIE, HEOREELEZIZTS
PEEBTLILENSHDLER bR, LML, MTT
assay (JHENFEBEE T, BEREBETRTI LN
TE, BHIZE L OBED B WVIFERICOVWTORE 1T
IR ERMOEMTEL LI FErDHY, BH
e BRbhi,

5’-DFUR & DP 0z 5-£E# 213, KB#ilE, FRO
Mifax L Cid, 5°-DFUR BT, IUERE R %
BH7zboD, DP %4 L7-¥4&12ik, 5°-DFUR @
BIEDEG T HMEIE RO, LA L, Asoh 5¥%, KB
B IZ BT FUra & DP Z B L 7B 12, FUra ®%)
REHTEOLIL2HEL TS, TNHDZ LT,
DP 2L ) 5’ -DFUR OMIEA~DEGA AL IR & v T
WATTREM A H B Z L, HH\ViE, 5°-DFUR & V) FUra
NOERIFINB I > TWH I LENE2 b b, Asoh
H590%, KB I B W T FUranX#HWTH 55-
fluorouridine (FUrd) & DP # 4 L 7234 12i%, FUrd
B HAT FUrd OHUERRI R 25 L, FUrd O#l



Dipyridamole i & % 5’ -DFUR DO #5a%0#

FANEEMET Lt #HELTwa, 5°-DFURIZH
O EBBI o TWAIEBELER GBS, 4N
DEBTITHBENIBE DR IIITZ T,

ZHITH LT, SCC-25/fifaic\v>Tid, DP2.5ug/ml
fFHICE Y, 5’ -DFUR OF B L3R %R L7 (p<
0.05), %72, DP2.5ug/ml BRIC TG % 580 7
ool kb, SCC-25#if2i23F LT DP %5’ -DFUR
® modurator &£ LTERHTH L LS 2 5, $72, 54MH
DFETT 5’ -DFUR OF B LR 2R L7 DP iRk
i3, 2.5ug/ml Ll ECad > 720 DP DL H I 12D T
X, THESOPATHEBERMEOBEICHER LY DP
100mg Dk LiE, 3 HE X Y DP300mg O O# 512
T, MARE RS R 3ug/ml Al - #OK 5
B2ug/mlAiECTholtbmEL TV 5B, 61T, i
H o B EEICH L TDP0mg @ M iE &
Adriamycin20mg @ #7E, B £ F DP300mg, FUral50
mg DREOHG Z TV HEREOBRABEZITo T b,
DP O 101 b % 1 2403 8. 8uM. (2. 17ug/ml) £ T
AL, DPAMEICL2EMWER & LTIE, EEEE - 51
B - LEEETHD, WTNLLEET, mEKT
%2k L, FUra & %\ id Adriamycin @ Bl {E FH B4 5%
EhhofzbBmEL TS, 612, EB4IZBNVT,
IEEHMAIC DP B RIZTHBELRLHHTHEMALZL
ML BV Tid, DP2.5ug/ml B H 12T, 5°-DFUR
DOREFEIH A5 -DFUR B L TH B & o
72 (p<0.05) BLEDZ & XY, HREEERIZEBNT
F7- 59EMREE TdH % squamous cell carcinoma (233 L
Tix, DP#*5° -DFUR &R & L, —77, IEEM
Boizxt L Cid 5°-DFUR O EIfEH = B3 5 W etk b
HHrLEZONTZ,

LoL, AEBRTE, RELEERIZOWTE, HHL

- MR AT SCC-25/I DA TH ), EFMATL LTIZL
HMIBOADEETH B, #OMORFE LREHEH RS
LU FOEFEMBE T BWIBEPLETHDL EEZT
Wh, FIUIE D, REREFHOEEN S LT,
2oz, EFHOMBEPMIEREREIZL S5 -DFUR 3T
+5 DP OEABEIZ OV TORE 4TS FETH 5,

& &

WMERRAAIIHI), HIFEEREMOTEHY L
NBFERBIZIREE L 9, £/, EEMEE, HK
REWZZOIZE O BOEREE, BAR97%EER
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Enhancement of the effect of 5-DFUR by dipyridamole

Kohji Kimoto
Department of Otorhinolaryngology, The University of Tokushima School of Medicine, Tokushima
(Director : Prof. Yasuo Koike)

SUMMARY

This study was performed to investigate if dipyridamole (DP) had an enhancément
effect on antitumor activity of 5-deoxy-5-fluorouridine (5-DFUR). The effect of 5-DFUR by
concomitant use of DP was studied on SCC-25 cells, FRO cells and KB cells in vitro using
mainly the MTT assay. The effect of combined administration of 5-DFUR and DP on
L-cells was also examined.

No clear enhancing effect of DP on the antitumor activity of 5-DFUR was found in FRO
cells or KB cells, and a tendency toward decreased the activity of 5-DFUR was found by
concomitant use of DP. In SCC-25 cells, in contrast, the antitumor activity of 5-DFUR was
significantly enhanced by concomitant use of DP. In addition, a growth inhibitory effect of
5-DFUR on L-cells was significantly suppressed by simultaneous treatment with DP.
These results suggest that DP may enhance the antitumor effect of 5-DFUR on squamous
cell carcinoma, which is the main cancer tissue type in the field of otorhinolaryngology, and
suppress the adverse effect of 5-DFUR on normal cells.

Key words : dipyridamole, 5-deoxy-5-fluorouridine, MTT assay, antitumor activity



