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S-1, a novel oral fluoropyrimidine, has increasingly been used for the treatment of many types of human
cancer including gastrointestinal carcinomas, breast, lung, head & neck etc. Oxaliplatin is a third-generation
platinum compound, has been used for the treatment of gastrointestinal malignancies. The purpose of the pres-
ent study is to investigate whether S-1 (prodrug of 5-FU) and Oxaliplatin combinationchemotherapy was effec-
tive to human ovarian cancer. SHIN-3, human ovarian cancer cell line was used in this study. Nude mice in-
jecting tumor cells in the abdominal cavity were treated with 10 mg/kg S-1, and 3.35 mg/kg, 1.67 mg/kg
Oxaliplatin or both. Tumor weight on the days of 21 was the treatments’ endpoint. The results showed that
while S-1 or Oxaliplatin were slightly effective as single agents in tumor weight, the combined treatment was
highly effective. (Control; 1.47+0.18 g, S-1; 0.91+0.40 g, Oxaliplatin ; 0.86+0.48g, S-1+Oxaliplatin ;
0.06+0.05g.) We also examined the anticancer efficacy using biomarker CA-125. But there were few effects
of combining treatment, whereas in vivo tumor weight experiment demonstrated high effectiveness. (Con-

— 107 —



Mo g€ Bl - PO T -t

trol ; 28.55+08.56U/ml, S-1; 2.83+4.28 U/ml, Oxaliplatin ; 4.87+4.49 U/ml, S-1+Oxaliplatin ; 3.70+1.74 U/
ml.) To determine whether S-1 and Oxaliplatin combinationchemotherapy is effective on SHIN-3 human ovar-

ian cancer cells, MTT assay were used. The result shows that combination therapy were slightly effective than
single agents therapy. (Control; 1+0.12, 5-FU; 0.71+0.06 , Oxaliplatin ; 0.64+0.16, 5-FU+ Oxaliplatin ;

0.52+0.11.)
ovarian cancer.
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In these data, we concluded that S-1 and Oxaliplatin chemotherapy is very effective for human
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—108—



FREHEIZR$ 5 S-1 B X O L-OHP OHUEHR %) o st
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& 72 - 7z (data not shown) .

EHICBUIERERYFLOL0FK3 I
R MEHE X Z 121 Control 1.47+0.18 g,
S-1 (10 mg/kg 5-FU # %4 ) 0.91+0.40 g, L-OHP
(3.35 mg/kg) 0.31+0.27g, L-OHP (1.67 mg/kg)
0.86+0.48 g, S-1 (10 mg/kg 5-FU #i24) + L-OHP
(3.35 mg/kg) 0.01+0.02 g, S-1 (10 mgkg 5-FU
#24) + L-OHP (1.67 mg/kg) 0.06+0.05g Td >
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fExHE
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(a) Control (b) S-1 (10 mg/kg 5-FU #H24)

S-1 (10 mg/kg 5-FU #i{24) +L-OHP (3.35 mg/kg)

kg)
Bar |Z SD # 7”9

(¢) L-OHP (3.35 mg/kg)

S-1+L-OHP (1.67 mg/kg) PFH#EEIZZ N Z 1
DOHFERTE L OFEENRD N7z (p>0.05) 0
S-1+L-OHP (3.35 mg/kg) fif HI B 1% S-1 HL 44 8
EDOREENFEO LN ($>0.05) A%, L-OHP
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43, 5
(a) Control  (b) S-1 (10 mg/kg 5-FU #24)  (c)

L-OHP (3.35 mg/kg) (d) L-OHP (1.67 mg/
kg) (e) S-1 (10 mg/kg 5-FU #H{ 24 ) +L-OHP
(3.35 mg/kg) (f) S-1 (10 mg/kg 5-FU #14) +
L-OHP (1.67 mg/kg)

Bar (£ SD #7/R”§

~(a)
=(b)
-
—(d)
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]
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day

(d) L-OHP (1.67 mg/kg) (e)
(f) S-1 (10 mg/kg 5-FU #f124) + L-OHP (1.67 mg/
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ELISA #:12 X > TR S N7~ — % — CA-
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trol 28.55+08.56 U/ml, S-1 (10 mg/kg 5-FU #{24)
02.83+4.28 U/ml, L-OHP (3.35 mg/kg) 4.56+0.55 U/
ml, L-OHP (1.67 mg/kg) 4.87+4.49 U/ml, S-1 (10
mg/kg 5-FU # 24 ) +L-OHP (3.35 mg/kg) 0.47+
2.11U/ml, S-1 (10 mg/kg 5-FU # %4 )+ L-OHP
(1.67 mg/kg) 3.70£1.74 U/ml TH - 7=,

Control IZHRTHEEHEIZBITH~—h —1HiZ
FEBWINEVEE o7, HBBICBITE~—
H—fix ki35 &, S-1+L-OHP (1.67 mg/kg)
PFHBECIIHAMEHOLE L IZLALEDL R
7o 7275, S-1+L-OHP (3.35mg/kg) ff Fl # T
WZHAEHR & R TY—h — /NS WlEE o
12

F7:, ERISA 2 L B S~ —H — OflidIE
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(p>0.05) o

3-3  in vitroRI\Z & % MTT assay (C & % %4

fasxh R¥IE

MTT assay (= & % #HMIaR)F ORI 6 1278
3 Control # 1 (£0.12) & L7z2¥ADZNZEh
O i & fif 12 5-FU (800 uM) 0.710.06, L-OHP
(100 pM) 0.64+0.16, 5-FU (800 pM) +L-OHP
(100 pM) 0.52+0.11 T - 7=,

ool EOFELMFIR SN L holzb D
@, Control (ZHERTEHEHRIZ B A HAHE X/
SWEERE R o7, 72, 5-FU & L-OHP O i
AERNC IR TR 21T o 258 THRIKE W

40
35
30
25
20
15
10

<X —H—{i(U/ml)

—— BN

(a) (b) @ W@ (e @

5. @GHOENIZBIT S CA-125 DOfxH#E (ELISA)

(a) Control  (b) S-1 (10 mg/kg 5-FU #i24) (c)

L-OHP (3.35 mgkg) (d) L-OHP (1.67 mg/

kg) (e) S-1 (10 mg/kg 5-FU #f 24 ) +L-OHP

(335mgkg) () S-1 (10 mgkg 5-FU 41 % )

+L-OHP (1.67 mg/kg)

Bar (£ SD #/<"§

1.2

0.8
0.6
0.4
0.2
° @ k) () @

6. #HHAILG 2B LEHMIEE (MTT assay)

HExtiE

(a) Control (b) 5-FU (800uM) (c) L-OHP
(100 uM) (d) 5-FU (800 uM)+L-OHP
(100 uM)

Bar (& SD #/R”§

CEHHERTE %o

4. # =

4-1 invivoRICHEIINESHR SN

in vivoh TIXS-1 & L-OHP #ff 352 & T
G AR D BN RS (oo L TN Ao BURE S R At
B 5 N7 S-1+L-OHP (3.35 mg/kg) fif H B &
L-OHP (3.35 mg/kg) HAMB TIXHAEEITRD L
NiaholzbDD, %S LIEABEHPLT I
ETHBEEZRODLIENTEDLI)ICRDLE
Zbib,
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JE %5~ — # — CA-125 |2 & 2 PUlEH; &) S 58
DEERIZBWVTIE, S-1+L-OHP (1.67 mg/kg) fif
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ITHb, TOMRIIKHLT, M2, M3DT—
¥ % WA L, S-1+L-OHP 3.35 mg/kg f: HI #E D &4
% 5%, S-1+L-OHP 1.67 mg/kg PEFIBEIZ 5 C
b HLA & el LT SN PUES R AR T &
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BEHBE 720 24 L CRR R R 7208, s~ —

71 — TR % $FRILL T CA-125 O & < Tw»
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4-3  in vitro R\ & % MTT assay (& 6#9&
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—W invitro2TlX, DI PIZHH L2560
AR R SN 7205, L2 L invivol &ED
PUBEB AR E S N e h o7z T4 SHIN-3 D
¥ 7)) v 7% A 5k MTT assay DR 1252
HyzedbntEZ 5N, 5-FU IZHINEL
SHIICI Y AEFND Z & TIEHT A HEDH 5 72
O HHEEG L TH D LHEERMZ BTl
TR DY A 7 V& RIS 2T USRIEL 2 L
IETERV, REEBRTIE, in vivo? iGN IX
14 HTH o 7228 LT in vitro TOHF BN
1HOATH o272, GHRBBAFAESTET
5-FU 23+ &S, BAE L hUE MRS R
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