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FLRE IR % 5—fluorouracil AAEIPUHEH S—1 & cisplatin 12X %
FEERI BE AL
e EEY - UE s - BA R - CPA 0 WY RIE Y Tl wmYY

JEHSE— MRV - gk R - SR Y - kil U - i AR
VL B R, 2 CEF SR BT SRR, I A,
VI HLBRGE T BRI B > & —, O BFET R B R

(PR 16 4 1 H 8 HAZAF - T 16 48 2 /1 12 HZHD)

5—fluorouracil (5-FU) ZAECIPUEIETH 5 S-1 (tegafur, gimestat, otastat potassium DEHl)
L cisplatin (CDDP) @, WMk M3k MX-1 8 £ " R-27, MCF-7 |89 2 Uil s £ %,
in vivo DX — K7 ABHEB X W in vitro ® SDI % FVTHE L7ze X— M~ A IZEG A &
WL, JEEAH 100~300 mg (23 L7 T S-1 12 10 mg/kg % 5 H 3 BRFZROH% S, CDDP i 3 mg
/kg % 4 HZ L2 3 MERENIR G- L7z. PRAEEIE MR 2 A G b TEmL, R EIE T/CMH
(HE 2 WA AR A D o B L S0 3 2 iR R D 1) 12 X D 4T 5 726 In vitro TI1&, SDI#IZ X ) 5-FU, CDDP
PERRIRZ MG Lo T/, BERADIEFE PRSI R ICE T TREBIZOWTHME L7z, In vivo D
BEIZB VT, MX-1Tid S-1, CDDP 2N 0 HMGAFREIZ L APEARED T/C M%<, TS 58
AR L, T2 2 &I X 2 EGMEIR R OB IMA A B 7ze R-27, MCF-TIZBWTIE, &H
MuGHEE, PEABEVIT RO ERIME SIS, SHHIC X 28R 0MIIRO SNk h 572, —H, invitro
@ SDI test & F\V72MRETIZ 3B\ C b W SEHIOF BRI E S IR R R owia s /i S, F7IC MX-1, R-27
TIEHA M CHEE S ROBONE Do RETH, AT LICLD 50% DL Lo LIMED S
N7z EBHIZMCF-7 128V T, ICxfii% v 7z classical isobologram (2 & V) 3EH| O HAMNEF % #eat
L7455, CDDP #filif\2 5-FU 2k ¥ 5 K5A%, 5-FU % #fili#%\2 CDDP 2z ¢ 5 L0 b,
LD RVEIROBESED bNize TNODRFERLY, RIS TIH - RERkFor DL LT,
5-FU & CDDP OB fi#:, &V bif S-1 & CDDP O T 2 WhHEHEAR S hiz,
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bivbiug, 1978 FEICX — K7 AHPEA SN TLRE, in
vivo IZBIF D MED X — K= ABHIZ X % Hisl R IEZ
PEEREE OGS, 7 S RIS 2 HiW & L 7= P
WIESE OB L, THITHT 5 in vive, in vitro DIHEZE
BEZMRBRET o CEL ABWHRICBVTD, BHIC
estrogen receptor Fzlh M FLREAKICHE Z H W CEERIILFE
- N4 2 17\, anthracycline, taxane, estrogen ¥
PELZETBTZOHAEII DV TORIRPES LT
507 AT MMOFEIIES:, RECHALEIE IS L TR &
BIFCh Y, (bFEcntd 2 &2t b v K, iR
MERTHBTAEMND S e SNOOERICK L TIE, L
X UITRENIRMIC b7 205D 5\ IZN IS LR &
ENb, FIRICKH L TE, BUEKS  obEENER ST
WA, HEITORRIIZRADS D 5720, 1FHETORS
> 72HUEIE & B L CEBEO I EAR S Tw 5,

5—fluorouracil (5-FU) 1%, #THREILMBERICBVT,
BERHRBIH LT IR G125 ) 30% FEEDZES)

BERTIEFIWEENTVEY, 5-FUICIEBDLIC2D0D
TERRIE M SN T W% HB—ORFIE 5-FU 2 HER S
% FAUMP kN A F L v 7 bk Fu#E (CH.FH)
BT, FIVNUEBAKEESE (TS) & i % ternary
complex Z KT 5 Z L I2X D TS #ATEIL L, DNA &K
EHETLZHOTH L, H121F, ) YBRIL S 7z FUTP
ARNAICH D AFNTRNARBREZIERI T LI
L, BN RERETIHREIEZEZ SN TVEY,

S—1 i 5-FU ® biochemical modulation (2 & % %154
EEM L7 vbE Y IV U RPUEIE T, tegafur (FT) :
gimestat : 5 — chloro — 2, 4 — dihydroxypyridine ( CDHP ) :
otastat potassium : monopotassium-1, 2, 3, 4—tetrahydro-2,
4—dioxo—-1, 3, 5—triazine—6—carboxylate (Oxo) # 1 : 0.4 : 1
DENHICHA L72NRETDH 5. ETHEEREICH LTH
HICTH IR 22 BRI 278 L7z S-1 1%, cisplatin (CDDP)
EPFHTAZEICED, SHICEVEERSEIEONS 2 E
BN ODH B,

RO X H 4 5-9-1



VOL.52 NO.3

S—1, CDDP it Iz & % L baaei: 177

5-FU & CDDP IZ & 2%, FP#k & LTk
FEH LCIE S W HNRTW S, JI2 5-FU & 4 &0 CDDP
WA FP#EE, AIEHOBERES VLW &k
X ) BRIRBETRET, DHAECBVTIRER R LIS
WC RIF EREATIRE ST n B2,

AWFFETIE, FEICH L C—EoPEE R HE SN 5
CDDP & S-1 Ot HAIRIZO VT 7 X 2 W72 ME 24T
5720 HEWTin vitro 23T CDDP 8 & OF S—1 DEHIfE
AWETH 5 5-FU L OBRAERE T 572, 2O EITLD,
FAEBEBOEMOZE L WHIF IS T2 H 72 ERFEE
OTERPIINOLNE Z EMREEINS,

I. MEsLUHE

1. HE %

YHERICBWT X — P ZICHABR SN Twa e
k #LHERR D MX-1, R-27, MCF-7 % il L 7zo R-27,
MCF-7 122w T, estrogen receptor Bl iR % 3
72X — P37 AZHEAUREAE L 7%, estradiol (E.) (EP
ANVE VTR —, WEELE) 0.1mL (5mg/kg) %,
BRI RIS 1 MIBIRCHIE L72e 72 MCF-7 1220 T
(&, BHE 3 R HIC b BmEL 2.

2. fHHZHF

S—1 CRMESE i T23%) , 14 H 5-FU (I f1%EE) , CDDP
(FTVAIMNTAY—X) 2EHL%.

3. FEEREW

Specific pathogen free (SPF) B¥EF CHE L 72
BALB/c X — F~w i (HAZ L7) 6~8 Mz
WCHEBZIT- 72,

4. Invivo O

HEH PO ICERIL L 7255 % Smm M ICHIYI L, bo—
H =5t VT AWM TICBA L 72, e
JEE E RS 100~300 mg & % - 72T, 18 5~7C
TR Z BfR L 7. MBS R (tumor weight
=TW) oHIN, K TICBMIEEORE L) &
g (W) 2/ FATHEAL, DToXroml L7,

TW = (LX W?) /2

5-FU IX 60 mg/kg % 4 HB X112 3 MIEENIZYS., S-
11, 10mg/kg F 7213 20 mg/kg % 5 H% 5 2 H K
T 3 AMBZOHYS., CDDP i, 3 mg/kg ¥ 721% 6 mg/kg
% 4 HB X123 mEkENKS Lz, SRR, S-1 10
mg/kg £ CDDP 3 mg/kg % FHkD A7 ¥ 2 — )V Tl
L7

B RON B, HHRBEGRE, HHFEE (T) &R
(O WowTERENIEEZITV, ZOXKREHICE
3 H5 O ETFHEEEREZ KD, I5ICERELD
W H Z &SRR B H o3 X NE 5 i (29 2 4
EEEL M ESEE; Taw BL O Crw) 2HINL
Iz, MXHES ERL (Tew/Crw) OHIZ X o TIT o 720
Thbb, HERAGREL D EBRK T TOHMICBIT 5
B/ND Taw/Crw (T/C) (%) % b o THHEBERIR L L7z,

BRODRTLLTT/COAN Yy M+ 7% 50% &L, 50
LT AR L7,

5. SDIEIZ X % invitro DPUES IR OB

SDI B D HBEICHE LT o720 T2b Db, JE
Pl e X — F=o 2 L) WAEWIZHCY L7z, I
JA$kCHIL) L, HBSS (Hanks' balanced solution salt,
GIBCO) % Hl W #fi&E PEif & 8~5 147 - 72 1%, 10 mL
OEEFRREW (0.5 mg/mL pronase E, FHF#dE, 0.2
mg/mL collagenase type I, Sigma, 0.2 mg/mL DNase
I, Sigma) (ZiFi¥ &4 37C, 30 4 KIn S &2, &
B Ay a2 TiEs Uit Bk Rt 2 15720 Mz 20
% e MG A s . (RPMI 1640, GIBCO) 123%:it
X4, 96 REE~Y( 7271 — b (Corning Inc., NY)
IZAEARE 1 X 10°cells/0.1 mL/well & 7% % & 5 IZF8 5
EL7. 72, MCF-7IC LTI, in vitro DM
faz, 10% ANt M asimss & H v T 7.5 X 10°cells/
0.1 mL/well (23R8 557% UR1E %2 17 o 720 3 H)1X
CDDP B & U'5-FU #fli [l L 7z 5-FU o HL.H|Hfik ©
IR EE AT 1, 10, 25, 50 B X U8 100 ug/mL, CDDP
O¥ MM TIx 0.1, 1, 5, 10, 25, 50 ug/mL & %5
E9I2100 uL §O D2 WM L 720 PRHTEIL SR E
ZHRlAG D, WA % 48 Wl R IEM S 72, K
# T 1% PBS 200 L 12T 1 [mIPEH L, MTT k3 (0.4%
MTT: 3-(4, 5—dimethylthiazol-2-yl) -2, 5—diphen-
yltetrazolium bromide, Sigma) 10uL & 0.1 M I />
7 B Na /~KF1% (di-sodium succinate hexahydrate,
BB LY 10ul 3L 720 4WER 2, AWK L 72
formazan % DMSO (Dimethyl Sulfoxide, B3 {b5%) 150
uL WS CTHM L, WE ¥ E 540 nm, #li1E % & 630 nm
2B W6, Optical Density (OD) %, 7L — b
1) — % — (ELx 800 Universal Microplate Reader, BIO
-TEK INSTRUMENTS, INC.) %MW THlEL7. i
WRIROH EIL, MROAD wellx 7T 7 (a), M
fild + MTT R 3 2 & BB (b), HAL +PuiE 3 + MTT iR
EERBE ) &L, UToRXITXhRkDZ11L(%)
IZTIro 726

LI. (Inhibition Index) (%) = (c—b)/(b—a) x 100

ARODORT L LTLLOA Yy b+ 7% 50% L L, 50
%L b E AR EHE L7,

KA, FHNEEMNERC & 2 PUEER) R OE &2 G
572%, MCF-7 # HHWCLLT OB %17 - 72, [RIFEEE
fih & FBRICHIB A S E L7z 7 L — b & 2BUER L, —
JiDTV— |} TIE5-FU % 24 R ik < & 725 10%
A W AT ML TR N5 He 200 uL T 1[I PEH L, fHiv T 24
I[H] CDDP 2 il S €720 &9 —FH DT L — b Tidilk
|2 CDDP % 24 IR Hefil S & 750k L, #t\ T 5-FU
% 24 R HEMN S 720 & S50 0 HE Ml it B I [ IRp Ak
BELHAMRTH S, TNENOREIIH T 5 IC %
HH L, classical isobologram % Fl\WCTRIFRHE 21T -
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1. Invivo \ZBIT B HHHRIE

MX-1 1283 % S-1 10 mg/kg £ CDDP 3 mg/kg ®
PERBEIC BT, REEBIRTER D O JEE O BRE AT <
M, THHIIIERBEBRE LY bMiNMERL, 18HH
WIZER 232 iR L, 5512 S-1 3 £ U CDDP
HOE G AR R o7 b7z (Fig. Do

MX-1, R-27, MCF-7 iZx}¥ % 5-FU, S-1, CDDP
OHM, BXUS-1& CDDP oS IcBI5, #
BRI DR/ D T/C (%) % FKIZ/K L7z (Table 1o
MX-112%} L S-1 & CDDP O it H# ® T/C i3 0% &,
5-FU % & HAIR 512 L CRIR ORI b7z,
R-27, MCF-712xf L Cid, PRI X 2805 H 2 ihE
BRI ROBRIIRD b7z,

F7z, COMREEMICH L TH 5-FU Bz 512X S

100

10

T/C (%)

0 T T
0 7 14 21 28

Days after initial treatment

====\/-===  control
_O_ CDDP 3 mg/kg q 4 dX3i.p.
—@— 51 10mgkg5dX3wp.o.
——— S-1 10mg/kg5dX3w p.o.

+ CDDP 3 mg/kg q 4 d X3 i.p.
CDDP: cisplatin

Fig. 1. Effect of combination therapy of S—1 and cisplatin
against MX-1.

Table 1. Activities of some anticancer agents against human

breast carcinoma xenografts in athymic nude mice

S-1"(10)
CDDP (3)

Tumor 5-FUY S-1” S-1 CDDP” CDDP?
(mg/kg)  (60) (10) (20) (3) (6)

MX-1 53.3° 56.1 50.1 8.0 0.2 0.0
R-27 80.4 57.9 60.0 50.0 55.1 64.0
MCF-7 68.6 69.9 49.0 55.1 64.1 54.8

Yq4dx3,i. p.,”5dx3 w, p.o.,“Data is shown as T/C (%) of
relative mean tumor weight during the experiment
5-FU: 5—fluorouracil, CDDP: cisplatin

-1 W 5.0 J5 53 T/C DMK - 726

2. Invitro \[2BIT A 0FHENE

1) SDI I X 2 HE

MX-1 2% 9 % 5-FU & CDDP ® 48 I ] [F] B £ fil
12X % SDI test i2BWT, 5-FU ¥#) Tl 100 ug/mL
FTOVTNOREICBNTHREZWEIFRDO SN h o
720 —7J7, CDDP HA| Tl 5ug/mL U EOEEIZBW
T50% DL EO LI S N7z, MR Z T 5 &,
Ak TR A 22 5 72 5-FU 100 ug/mL, CDDP
1ug/mL O HEbE TLIMED 524% & &Y, bilE
BRI %G5 Z ST & 7o AR IO O RRD
SN irolz, ZOMDREDOMAGHLREICENTY,
PEAIC X Y LIMEAS LA L7 (Table2)s R-27 12B1F 5
5-FU HA|# ML 100 ug/mL F TO R Tk, MX-1
Rk, IR bk o 72 F 72 CDDP HA
ik, 25 ug/mL PL ETIESVEASES S 17z (Table 3),
WA & BT % &, HAITREIFED R H - 72 5-FU 50
ug/mL & CDDP 10 ug/mL, 5-FU 100 ug/mL &
CDDP 55 & U810 ug/mL DHMAEHEIZBWT LIE
M 50% Rz, PUEERIRIG SN, ZOMOHRE
DHAGDLRIZOWTY, PFHICE S LLED LA
wH5NIze MCF-7 I22oWTlE, 5-FU H#ITiZ 10 ug/

Table 2. In vitro effect of 5—fluorouracil and cisplatin on MX-1
5-FU (ug/mL)

(=) 1 10 25 50 100

(=) — 22.5 32.4 34.5 36.5 38.3

3 0.1 14.4 29.9 27.7 30.8 33.4 43.2
i 1 30.4 37.7 37.3 39.5 46.0 [2.4
= 5 71.2 68.0)
B 10 79.1 74.0 [5.5
5 95 82.8 [82.5 79.9 [81.0 [83.0
50 88.5 [B8.0 [88.2 87.2 B3.9

“Data are shown as the mean inhibition index (%) from 3
experiments

"Numbers in squares are greater or equal to 50

5-FU: 5—fluorouracil, CDDP: cisplatin

Table 3. In vitro effect of 5—fluorouracil and cisplatin on R—27
5-FU (ug/mL)

(=) 1 10 25 50 100

(=) — 10.5 21.1 29.7 37.3 47.4

0.1 2.4 22.6 19.6 29.2 34.2 42.8

1 19.1 22.1 26.1 34.2 28.7 49.9

34.2 34.7 37.3 41.3 49.9 63.1
10 43.8 45.4 45.4 48.9 [51.9 68.1]]
25 51.9 60.5 61.6] [64.1]
50 59.5  [63.6) 68. 1 73.17

“Data are shown as the mean inhibition index (%) from 3

CDDP (ug/mL)
(91

experiments
"Numbers in squares are greater or equal to 50
5-FU: 5—fluorouracil, CDDP: cisplatin



VOL.52 NO.3

S—1, CDDP it Iz & % L baaei: 179

mL Ll L, CDDP Hi#] Tl 5 ug/mL L E CTHUIE 5 %) F
VRO b Tz MWOMEERE FIEE, WA Z PS5 &
LI L AT 260 > 720 2 OFMIE, CDDP F
RIRETH 512 L500 -7z (Table 4),

51, EAOFEMIEEIC X 2R E0EN % RS 5
HE T MCF-7 % 24 Bi ] 5-FU & #fil S & 728, i
W& D ERE B L, KIC 24 B[ CDDP % #fil < &
72 SDI test D#EH L, [AERIC CDDP % 24 IR HEfil <
¥, TO% 24 Wl 5-FU 2 Hfili S 7o R %, Kk
B ICs % 3K ®, classical isobologram & L7z (Fig. 2).
2% 3 H O WA Bl 2 B % ICs 1& 5-FU T 72.0 ug/
mL, CDDP T 26.1ug/mL THho7. EH5DHD,
HATO ICx ZAEAZHEME D IREM 54 L, BF
& 2 HERELED SN LA L, CDDP 2%
12, 5-FU % R ICHM S 72855055, 5-FU D%
CDDP O34 X 0 K\ ICx 2513 51, CDDP 4T D)
HYUES RN R 2145 2 LT E 2, T oML, FFICEK

Table 4. In vitro effect of 5—fluorouracil and cisplatin on MCF-7

5-FU (ug/mL)

(=) 1

10 25 50 100

(=) — 30.1

3 01 17.4 34.2

g 1 20.7  40.8 62.0

1

5 10

5 25

50 97.0 b7.0 97.2
“Data are shown as the mean inhibition index (%) from 3

experiments
"Numbers in squares are greater or equal to 50
5-FU: 5—fluorouracil, CDDP: cisplatin

75 Py
O cppP —» 5FU
. @® 5rU —» CDDP
500 @
—
E
on
X
D
5
50 @
o e
04+—0O0-0- O —O
0 5 10 15 20 25

CDDP (/zg/mL)
5-FU: 5-fluorouracil, CDDP: cisplatin

Fig. 2. ICs for 5—fluorouracil, cisplatin, and their combi-
nation on MCF-7.

BEICBWTHETH - 72,
1. == =

DAENC BT 5 MO RBERIIPORFEEN L LS v,
L2 LA, B S 2ICHEMoERARO 5 TETWwh,
Hivbig, 1975 4 LDORTHAL 2 B O F 6 Filr b
EX— RNy ACBRML, WEBMERN LOFERLR SN
in vivo X — N~ 7 AP X 2 ikl %
7o T &7, Al S-1 O#FBE5R %2 HiIZ, CDDP
R, WYL RIS S OF R & LR
CHE L7720 S-1, CDDP oWwihd, ZhF TOMERK
R EI2BWT, AR L ORREsRD ST
WLEEHITH B,

In vivo DBGENE, TN TOEBFE R, LM LN
X — F= 7 22T 2K HZE (maximum tolerated
dose, MTD) T®» 5, S-120mg/kg, CDDP 9 mg/kg
=3 &1, S-1 10 mg/kg, CDDP 3mg/kg &, Y=
LAIZZNUTOHBETIT o720 TORE, FHi2 MX-1
WZOWTHRHIC X 2R R OBEAFEO S, LA
FTHEEDHRRE R L. R-27, MCF-7 Tl
HIZ X BRI ROMRIIFED SN Lh o7 bbh)iZ
NFETIHHBRID, B REEE LTHAS
M % anthracycline 52 @ adriamycin (ADM) @ MTD
WX BR27TICHT A T/CiET705% TH Y, FEIC
MCF-7 12%}3 % T/C 12 64.5% TdH b, T 72, taxane
% O paclitaxel (TXT) IZ2WTIZZENZh 66.1%,
11.6% T&H - 725 5T - 72 S-1 & CDDP O fif: Fi ##
FE, ENOEANICHT 2HEEIREALTwD L
EzbNb,

4[] in vitro D BEHZH W72 MTT #3812 X 5 SDI
test 1%, in vitro DPUEIRIEZMERERE LT, bhvbh
L% L Ofiak TIL L v o, FEROFBIER EIA
RMEOTFUE ECBWTFHFMOEE > -RBRETH
5%, Z® SDI test IZX AMENZIBVWTDH, MX-1,
R-27, MCF-7iZxt L, PEHIC X 23R O AFED
BN7zo & SICHEANOEAIERE OME 25, 5-FU O
CDDP DEIZ#Hfik ¢ % £ ) 3 CDDP O % 5-FU % %
fill & %5705, NEFGIHIR)RAE MR S 7z, 5-FU Ot
50 Rk, MBENICBWTE-FUDIEHKRTH 5
FAUMP, F 3 I VEREHI#FE (thymidylate synthase,
TS), BX W xF L Y7 bJ bk FO#EM ) ternary
complex Z R L, TSIHEZMHEST S Z & THET %,
CDDP Ofi# 513 TS HEREZ AREIC LA S L T LAt
WHEENTWDEY, Lo TAHHOHEH ANEZ D
BRciE SN 7-4E %4, CDDP 25 DNA ~OE 3R E/EH
XN, Ao E Na®, K'—~ATPase = fH&E L,
VIHT I WTH D AFF = ¥ OFFHIN~OILY iAH
R T LI EICLY, EHRNOXFL YT TR
OEREZ RIS, 5-FU ik FAUMP O1EH % 14
MR EICEBEEDbNLY, TR, Kk
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JETHETH -2 0, &0, KHEZ2HWin genase inhibition test) DM —EEFELI & HUEH O
; = i B 48 . - - RSB O — HARERHR AR 26: 1095
vwo( @ﬁﬂfﬁ‘ﬁﬂﬁb%ﬁjﬁ‘ 5 %”Lft%O) [0 OE, hal ~1108, 1991
DEEMEDTG L COB RN R SNFe FEATO7 ) gggpald, WA, WA, A RN OHO
SDI test DFEAIGEHEIRIZB T, EH 2 ANEZ T #l &z B & L T SDI# (succinic dehydro-
Fol2@EEbNbNOMARY TIIHEAE LV, 5% genase inhibition test) DORF—HUREH]D 50% ]
SSITHEE N, BORANC L2 OPIEE, S 5o RIS R 2 OICH i 2 ALt 19: 95~
T EHCHIHATEL X ) ITHRE ZINZ TV E 2 v, 9) IJJH'}Q?EU, IR, SR, f: X — K<™ 200
S-113, in vivo DFEBRIZB VT, MX-1, R-27 B & FERME P RaRR % O 7o BO A S M BB 0 R B 1 A
" MCF-7 OE#; 126 LC, 5-FU ® X — K= 21Zxt 0 ;T HE%AI\;CELE 8;(172~184, 1395 L linieal
= = 3 i 2 amada T, Yamaday, AsanumalF, etal.:Clinica
?éﬂijﬂmﬂiﬁi 60me/kg kY b, BMOEHARBHRE Aspects of Transplantability of Human Gastric and
M L72e 8-114 5-FU O biochemical modulation %~ Colorectal Carcinomas in Nude Mice. Folia
— A L7727 v L¥ ) ¥ I U REUEETH %, CDHP Microbiol 43: 551~552, 1998
1 uracil & 9 3 180 f5 % \» dihydropyrimidine dehy- 11) IIJ{JAEII;I?; f}'i);:; E;‘] 577\205 ﬁ{ﬁ DAZVYN —=27,
Y - S A : ,
drogenase (DPD) FIFRMEEALCo = EAMREE o) iy ks, 31435, b % — Ko %
RTVa%, L2Ai-T, FI L CDHP ORI LY, WRHEPE | FUHEBRIC AT B SRR TL: - 195tk
MHIZBWTRIERMIZD 72D M 5-FU IR Z #EFF —UFT & TAMOXIFEN O Bt I %) — H A it
N, PUESANRARRE N2 EE2 bR b, : FRMERS 25: 2767~2773, 1990
N N . . 13) Koh J, Kubota T, Asanuma F, et al.: Antitumor
BELD 81 lft, CDDP £ DfFAIC & 1), IET{E%;,;* effect of triphenylethylene derivative (TAT-59)
N ZDOAMEDW S %) 2D H 5 HIITMA, L against human breast carcinoma xenografts in nude
B L COEHRIBRTEL 2D 2 LRI NI, mice. J Surg Oncol 51: 254~258, 1992
Tbt, EMMAELL, 2nd line, 3rd line ® 14) Kubota T, Matsuzaki S W, Hoshiya Y, et al.:
Y Fa Fa RENERY e AT 7R i ) - ; Antitumor activity of paclitaxel against human
Hir ti(ﬁ%%ﬁ > 5 ZVC biz) l/igﬁﬁ%ﬂ;: R BR breast carcinoma xenografts serially transplanted
7o T TRARIBAN & 7 B WTHETEDTE 2 5 L7 into nude mice. J Surg Oncol 64: 115~121, 1997
X 273 15) Asanuma F, Yamada Y, Kawamura E, et al.:
1) Kawamura E, Suzuki T, Kubota T, et al.: Antitumor activity of paclitaxel and epirubicin in
Transplantability of human carcinomas into nude human breast carcinoma, R-27. Folia Microbiol 43:
mice. Immune—deficient Animals (ed Sordat B), 473~474, 1998
Karger, Basel, p.276~282, 1984 16) LM E, (AR, EE s, i R e F 3L
2) Yamada T, Kubota T, Kawamura E, et al.: Human JErk % 72 UFT & Docetaxel ff L O ZE8E R 1R
tumor cell clonogenic assay with reference to the wo R & ALSERRE 27: 1725~1730, 2000
clinical effect of chemotherapy. Surg Res Comm 4: 17) Cameron D A, Gabra H, Leonard R C: Continuous
41~51, 1988 5—fluorouracil in the treatment of breast cancer. Br
3) A, EAGESE, INIAEHL: SDI test IERERM J Cancer 70: 120~124, 1994
i & SRS R B & o M X UK IS H o #ET . 18) HIWEZ, BAMER], KFkZ, fi: 5-FU ZHuHEH
B IS Jesk 0 Je & HUK GRS T 6, p.81~ £ AT SF YOI & B FIE RN = 2 O ff
96, i L ALFELAL, HR(, 1987 H#F—5-FU @ Biochemical Modulation ® .35
4) Yamada Y, Kubota T, Asanuma F, et al.: H—o i LALEHREE 18: 403~409, 1991
Comparison of characteristics between tumors 19) (WHEFH, B fE, EH T, fil: TS-1#%& 512 &
transplantable into nude mice and those with ) CR % 30 L\ FAkfe o BV » 3 f 3o 16,
ability to from clonnies in vitro clonogenic assay. #R AL 27: 2139~2143, 2000
Immune—deficient Animals in Experimental 20) GEH B, AR A BEOW, Ml AT E RN
Medicine (ed Wu B—q, Zheng J), Karger, Basel, % Low—Dose TS—1+CDDP fif I 31 ® Pilot By #i7t.
p.170~174, 1989 ¥ L ALEEREE: 28: 1419~1422, 2001
5) Yamada T, Fujinaga S, SuzukiT, et al.: Antitumor 21)  FPR BE, KRR, E#EAET, il TS-1 & 4% CDDP
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Combination therapy of S—1 and cisplatin in human breast carcinoma
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The antitumor effect against the cell line of human breast carcinoma, MX-1, R-27, and MCF-7, of the
combination therapy, 5—fluorouracil (5-FU) and cisplatin (CDDP), or S—-1 and CDDP, were tested in
vivo and in vitro. In vivo, S-1 (10 mg/kg) and CDDP (3 mg/kg) were administered to nude mice 5 times
a week for 3 weeks orally and every 4 days for a total of 3 times intraperitoneally, after a subcutaneously
inoculated tumor started exponential growth. The treated/control ratio (T/C) of relative mean tumor
weight was calculated and values under 50% were determined to be effective. T/C with the combination for
MX-1 was 0%, which was lower than that of S—1 and that of CDDP, enhanced the antitumor effect. For R—
27 and MCF-7, T/C was not under 50% in all treated groups. In vitro, the SDI test showed an increased
inhibition index (%) especially for MX—1, R—27. Therefore, the antitumor effect was enhanced when the
2 drugs were administered simultaneously. We also examined the sequence dependence of anticancer
activity of this combination therapy using the SDI test, suggesting CDDP followed by 5-FU was more
effective than 5-FU followed by CDDP in classical isobolography. This combination therapy, thus appears
to be useful in the treatment with breast cancer.



