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TEHBROLE L 2o MEHiREL» 5 R =, 757
—J) (FT). 45 ¥ (CDHP), A7 Y)ILH Y T4
(Ox0) ROREHTHZ 74y 5 (5-FU), ¥
7 X)Ll (CA) DOIEYERE ST A — 4 ERITRTY,

Z DAt

Chax Thax AUC (0-48n) T

(ng/mL) (hr) (ng + hr/mL) (hr)
FT 1971.0£269.0 | 2.4+1.2 | 28216.9£7771.4 |13.1£3.1
5-FU 128.5+ 41.5 | 3.5+1.7 723.9+ 272.7 | 1.9+0.4
CDHP 284.6+116.6 | 2.1+1.2 1372.2+ 573.7 | 3.0£0.5
Oxo 78.0+ 58.2 | 2.3+1.1 365.7+ 248.6 | 3.0+1.4
CA 117.94+184.4 | 3.4+1.0 892.0+1711.7 | 3.8+1.6

(n=12, meantS.D.)



(2) TS-1%4%
FT. CDHP. OxoMU'5-FUDAUC, CualIEl
HFLTCERLEY,

(3) HEEHICTS-100DEE (K LXidAKd D THRH) & F
Teor KTHA) #2208, % %40mg (20mgXx2) T
WG U =3, WA EMFMICRSEThd 5 2k

i 1225~200mg/bodyfE #5595 L 2= D
TREICK

ez,
5-FU
S - PGk Crax AUC (0-1sm0)
(ng/mL) (ng * hr/mL)
OD#E. Kdb (11 101.8 573.4
OD#E, AL (IH) 116.3 684.8
H7 e (1E/TEE) ° 106.4/112.1 594.2/642.4

a: TRE. DREE &1AKCHRA.
16.1.2 RiE&RS
TS-14 %5104 1232~ 40mg/m?T1 H 2[0128 H {43 H #¢ 5-
L7201, 7, 14, 28 H O MUAE RS % Bl U 726558, #
RPITEFIREIZE L 72, £72, HORSHICBWTEN
EtED D 72 (Ura) O EHERL»THD, CDHPIZ
& BDPDBIEIE SN T, B 2R & - 72V,
16.3 $f
FEARSY K UB-FUO M IETORABAFIIFT 49~
56%. CDHP 32~33%. Oxo 7~10%. 5-FU 17~20%T& -
=3 (jn vitro) .
16.4 {35
FT2 55-FUNORHIC G5 MFI sy —20F
k70— AP4S0D 5 FRliE L CCYP2A6H FTh 5 & Dt
Db By
16.5 ettt
TS 143512441232~ 40mg/m? TR B HIEFR 5. L 7=
» RIS T2ER & Tl 5w IS 3 LCDHP 52.8%. FT
7 8%. Oxo 2.2%. CA 11.4%. 5-FU 7.4%»HEMtxh7-0,
16.6 HEDERZEIT2EE
16.6.1 BiEEEEERSE
(1) SRABYRE S FEMN ARG & N 7= B AR AR BRAE ] (Jogs R SR g
RER. BERE. IHERE) 2oV T., BERiEs L 7 F =
VAl PERL AEER M OMAEE A 5 Cockeroft-Gaultzh 2 % FH
WCHHBLAEZZLTFZv 2T 5 v Al (CerffiiE (i)
12D & E R IR &N X B RS T &R AR

(in vitro) .

FRPRALTE

17.1 BHROREMICET D58
GhReHE
17.1.1 EREERESR (BIRR5)

TS-1 (FT 80~150mgh ¥/ H) . 1H 2055 FkE O£
Bz X BEHRBGE & B3 U 2659, BahRILHE46.5%
(60/129%1) . %G - EIHHE32.6% (42/129%1) . SE¥EHS
#i34.1% (29/8541) . FE/NMRaliNE (ARG 18.2%
(18799f5) . FHhiABE UL FRFETLIE21.8% (12/5501) . i
$532.2% (19/59%) . MHEN (FLUAERIE. MH28)E & ORF
SR I DAL AR AR HERT) 30.5% (18/59f1) TH >
728700 ae ks, FE/ANAIT I OO iSRG PR 45 T AHERBR 12 35 1)
% PRE G160 (L2 i3 ofl. 2 o Fili» % 0
AR TIXBRABNLERD b h b - 7z,

HipPe 50 & 2 R (Ao RivaEAT FLERE.
ﬁ%&@@ﬁ%ﬁ%%%<)_bnf\mﬁm%MT%F
FNI578HITH 0. EMEF R I1387.2% (50460) TH -
72o E720 WA (2 F 9V RPUBMEEEA) 2T 5T
ANRE ST P AT (VA T L I8-37) . AR Je OV
JETIE, BERRBIEN 2 2196.4%. 98.3% K% 1U°94.9%
EMDOFEIEIZ U L CEA 5 72 72, BETIREHEOSR
B 5 < . FHCBAORIR - B0 - WEH: - FHR% o H bk
EHCPHE CTH o 72,

BRR FEEEZZ LN IRMEHIZRDOEBD Th - 7=,
(1 7" 2L DZHEB )

g &l & h 2 BHERICTHT T ThEhDOAUCER
39, (2.3, 9.2.25#]
AUC (0-8n0)
(Cer#fe iAW) >80ml./min 50-80mI./min

FT 10060 +1842 11320 +2717
5-FU 541.2+ 174.8 812.4+ 244.9
CDHP 977.8+ 327.9 1278.0+ 306.6
Oxo 155.7+ 97.5 458.2+ 239.7
(n=17 (Cer : >80mL/min), n=11 (Cer : 50-80mL/min), mean*t
S.D.)

(2) HEEETFIL (YHF) IZTS-12#%5 L 204A. Bk
WHTHBCDHPD 2 ) 75 v AME F L, 5-FUDIMLH
WEOEN E LRAERLEY, (2.3, 9.2.281H]

16.7 E4EE(ER
TS-1HldH 2 i ftho 7 v L) I 2V REEFIOFHTH K
HROPE (79 ) ORAEFE- 2 % 0 i 45— FU(}%
JE A IE U2z A5, B 5 bR U C5-FU 4.1f5. F
8.1f%. FT - Ura 2.8f%. I\“ﬂﬁ“/71b‘)~‘/“‘/6.9%&tﬁ71w/
b2 GO AR LAY, [1.4. 2.5, 2.6, 10.15Hd]

1) ARAIOEKRTAHE L. 75mg/MTdHh 5.

71:2) Cockeroft-Gaultz\,
CerffirEfti= ((140-#:4i) X{AHE (kg)) / (72X v 7
F=v (mg/dL))

(TMEDHRIZE 5 IS NN %0.8505 7 5)

(5>

HUE 5 R

RIfER Atk \RERATURE| RE =Rt
(578141 (5541) (5913 (59431)
BRI R B 87.2% 96.4% 98.3% 94.9%
(v —="F32 1) | (22.5%) (30.9%) (42.4%) | (30.5%)
PR 45.8% 69.1% 32.2% 49.2%
(2000/mm?A:ji) (2.8%) (9.1%) (0%) (3.4%)
Bf R A 43.9% 72.7% 27.1% 42.4%
(1000/mm> A1) (8.5%) (10.9%) (6.8%) (5.1%)
NEZTE VD | 38.1% 45.5% 50.8% 50.8%
(8g/dLA i) (5.7%) (3.6%) (5.1%) (6.8%)
iV A 10.9% 38.2% 33.9% 23.7%

(5X10Y/mm*Ai) | (1.6%) (1.8%) (1.7%) (0%)
AST |5 11.1% 34.5% 18.6% 37.3%
ALT L5 11.1% 29.1% 16.9% 27.1%
EARAR 33.9% 54.5% 61.0% 33.9%
(v —F3F) | (3.5%) (5.5%) (13.6%) | (6.8%)
L 22.3% 47.3% 55.9% 32.2%
(7'v—F3LF) (0%) (0%) (10.2%) | (3.4%)
it 7.8% 30.9% 35.6% 20.3%
(Zv—=F3FE) | (0.5%) (0%) (5.1%) (1.7%)
Tk 18.7% 38.2% 37.3% 22.0%
(v —=F3FE) | (2.9%) (5.5%) (6.8%) (1.7%)
LGB 22.3% 47.3% 47.5% 35.6%
[BIPS 17.1% 41.8% 25.4% 27.1%
Rk 21.3% 47.3% 39.0% 42.4%
s 11.8% 16.4% 22.0% 22.0%

5

s RIEEAT FUREG], TR B OISR & Bk <

b: 'L — PRI, NCI-CTC# %\ id H AR 2 e T4t

ET R G

AHOWHIZBWTEELEZ 5 EIEIZ DV, H
LR - . SESEERE. IR IRRE HARE S |
FHIARBE T P FEFURE . W K OMHHE O % JHIR AR 1T
AR D 453051 % %P 5 & U C R O SEBLRE I B3 % M
AT o 7MR, RDOZTEL THo72, [7.28H]
FIMEREL3000/mm* Ay, ~NE 20 ¥ ¥ 8g/dL AWM AL /)
W7 .5 X 104/ mmP A D FEHEIZ T 5 7 TR G K T L 72
R RIS T, Yi%y — L BED 6 RIKEIZE S
FTOWMERET L 22FER, 2h2hodhifiizerl, 25
H. 2dHT& > 7=,
—FH. ZTDHH LFOIUEL EARIE L 722 & 2R T &
SEGI D R AEAE 2 & {8 F TOMM A2 MG L 72fR. 2he
nopdqEiZ7H, 5.5H, 6HTH -7z,



} FEBL [ elCh % C D JOII + | [l (e | 1178 & OO T -
FRARBAH | g i) | GI% | o Gl
ek |92 | 27H (4~43H) 85141 7H (1~93H)
““E;d‘z;“ 2ofl | 25H (5~43H) | 2481 |5.5H (1~21H)
kA | 2861 | 240 (9~51H) 2543l 6H (1~46H)

F 72, BRIKAT RIS B O THEAl L OB M2 FHE L. FIfEH
EHIE S N7z L OB, TN THIRIR GBS 1156
F O EME L2250, 2hehorhdufiize4. 58,
21H. 28HT&H - 7=,

—h. BIEROIRE 7V — K2 61k TOMIE 4 #E L
AR, EhEhohifEidod. 14H, 13.5HTH > 7=,

BRI %Iﬂ W E TOWIM lﬁlfﬁﬁﬁ’d W TR -

% hjefiE (fEpH) % el (FEPR)

T 1005 | 24.5H (2~189H) | 95 9H (1~62H)

F5 6761 | 21H (2~248H) || 63#l 14H (2~254H)

CIze 100650 28H (3~262H) || 94 [13.5H (2~99H)
GE/IHRRAmEE>

17.1.2 ENSE D185 (HARS)
NN RE CRIGERE) (233 2 IR S5 T AHRRER &
U CAT - 7200k ORAI21 B OO 542, v 27
7 F v 60mg/m*%& H8H HIZHES) 1251 2 HEIKHGHE % it
L7455, 25031347 .3% (26/550) Td 72,
BIE FH R o] REREBNZ 5B T b . 2Bl & 2 O FEIfER
MWHRBLL 72,
MR FEEEEZ 5N 2RHEMIZROE BN TH -7,
(F1 72 L DRHEBINI)

= 1 F % 5 B
Al Je M (5500
BIERIRBIE (2L —F3LLE) @ 100.0% (61.8%)
FILERIED  (2000/mm® i) 52.7% (5.5%)
BEFRERIRD  (1000/mm®Aii) 65.5% (29.1%)
NEZ T VKD (8g/dLA) 90.9% (21.8%)
M IIRA (55X 10/ mm3A:3i) 60.0% (1.8%)
AST L5 14.5%
ALT k5 14.5%
AR (2L — F3LLE) 78.2% (12.7%)
B (L — R38R 65.5% (10.9%)
g (7' v — F38LE) 38.2% (7.3%)
TH (7L — F38LE) 34.5% (7.3%)
[E[PS 25.5%
AR 23.6%
95 9.1%
a: Z'L— F4MIE. NCI-CTCTH:it

(B

17.1.3 ENSEMEFER (TR EES)
Stage II. MOHWEHMEYIBRIEGZ3$5 & L, TS-1#&5
(FhifR R B (52961) & FRisphEe (53061) % Mg
Mt U 72450 (Blgml o vhdef « PR3, 0) . 477
MO — FII%0.675 (95%fSHHIX M : 0.523-0.871, w2
7Y o BiEp=0.0024) T, TS-14%5-8H3 TR & ik
LT 22 £32%K T X ¥ 7=, T30 EARIE,
FAFHAMAET0. 1%, TS-14%54£80.5% CTh 7=, 7z, M
FIRAAFWIR DN — F H120.622 (95% (2 HEX [ - 0.501-
0.772, v 25 ¥ 7 HEP<0.0001) T, TS-1#2583 Tl
HphRf & IbBE U CHEIE Y 2 2 £38%{K F X ¥ 7z, SRR
AfrRi, PIREOAEEG60.1%. TS-14%58£72.2% T > 7=,
Bk, BIROSFAETRIE, FHRHOMEE70.1% . TS-14%
5H¥80.1% T 0. SF-MEFRE AT T HMEES9.6 %
TS-1#258£72.2% TH - 729,

(B>

(%)
100

&
Z 50
g |
| TSGR FARME
I 5290 530%1
L | e 10261 1401
| SELTR 80.5% 70.1%
0 1 1 1 1 1
0 1 2 3 4 5
RO S ERIH) Fifid ()
TS-1#%58 529 518 390 207 55
FiiEHE 530 508 372 176 53

(%)
100

R
(%))
o

TS- 14558 FiTHmEE

FEGIZ 529131 53015

L BREIFELHR 1386 2020
L SEEBREBFR 722% 60.1%
0 1 1 1 1 1
0 1 2 . 3 4 5
YRES (FEHIS) Fili# ()
TS-1#58 529 476 322 169 38
FivEMREE 530 446 285 136 33

GRIVEVZEHEED DHERRETERS U X I DILEIC
BIF DITEREYEE)

*17.1.4 EAS AR (HREMERE)

Stage I ~MIBO T 2 | a7 v 2AEKBMA» DHER2MEET
g Y 2 2 OO M EH T &3 RIZ. TS-1&M
Sy WEEEODEIEE (979651) & N4 e A HOMEE (980151))
DA K O AN % TS 2 IER (L IE S Mk R 4
FEhEL 7z, HE - HREE 2L 7F=v 2075 Y 2 KUK
FZWHFUZIB U T, TS-1 (FT60~120mgtH4&/H) %#1H
2], 14 HADE BRI S %RTHBRIE L, ZhainRd
Zll AN, NWREE, RRERETIR AT BN 2 1
HEMY 22 NP IEEEAT #1hd 5 2 e L dhiz, wWihd
FRRETFR G- ERHEIC RSN 5 £ ¢ TS-Td R 1R/,
NG TR IS IR RS AR Ik 37 5 2 & & d /e, AT
HEHH T b 2RO o WVEFB O — FEHIZ0.61
(95% S HEIXRE : 0.47~0.80. v 5 ¥ Z7#E p=0.0002)
Th-o72%, Q0IEILAIHF =2 Ay b 7)
TS-1& PIHEED O I D 2 A VERNT T 5 & X 72954
BlZ 0T, AEFRABIEIL9.0% (9441) Td -7z,
TAaAEFEFRIE. AMERED54.4%, GRES0.3%. ALT
5742.9%, AR ERIEAM2.0%, 1L E ) L E Y 8140 . 8%,
J53739.1%. AST 1548.6%. #1f134.9%. H34.5%. THi
32.3%. /IR 32.2%Td - 72, [5.65Hd]

(%)

100%[

TS-1/RibAE G AR

........

90% e
80% \hﬂ
2 PSRRI PR,
mOURT e
-3
& 60%
B
D 50%
43
2 40%
g 30%

12 18 20 30 % 42 48 54 60 66 72 78 84
ElftH 5 OHIR ()
[====- LGN L ) TS-1/R% WA O I BE

Number at risk

L L
0 6

TS-1/AMBSEADEAS 952 937 917 905 878 841 759 629 483 295 86 23 2 0
WREERIREE 967 946 917 890 848 811 724 590 428 276 65 19 3 0

WD) EHREY Z2E LT, UToOXIZQOEE L EHRI N,
Ot v @i RO - (Bl itz Sk 4 92k L <
WA BETIE, SEYREEINERTI NS ) v SEfERE A O IEH)



@MY v SEHERE AT TN ~3) OVFh»IZigs 43

B,

1) fhimi SR 2 2 WG - TRk BT (1) R
SemPh b, (i) #fEFM 2L — 8 (HG) 3. (ii) Wonrk
IRERERRD 6D, (iv) HG22DREE 2cml«,{J:3cm5E
Wi, (v) HG2, 2R 2em A A DHAE ~ — J — @™, i3k
(vi) HGL, &ME2embl L3emAii2 DA~ — 7 — ffi ™,
AT P REERE 23 & 2 55y« R HSUANERE )~ 2 i Tl
MiRIZ B CREEDRGENRD 5N b,

REA N 3 ITRIEIRE 28 & 5 3+ TR0 (1) =
F3embl b, (i) HG3. (i) W52 &RERENRD 5N
%, (iv) HG22» 2R 2ecmll E3em A, (v) HG2, %
TR 2emA G 22 DR~ —  — @i 3 (vi) HGL. =ik
2emPl_E3em A2 DRI~ — 4 — EfE
¥ 0 YL E 12 X 5 Ki-67 labeling index 30%LL E. X
1ZKi-67 labeling index 14%LL E 30% A DA 1
Oncotype DX DOHIE 239N X 1, recurrence score (RS)
18 EOBAIT R & X iz,
R BEHFEERE T DI T 55121, B ek 23 DL EFi
ISHET LT3 Z & & &, KA & bR & o E G
B OAANE G4 T %D BHBFEITbAENI L Shiz,
H3) DTowgdhrhr o iRE iz, i, MR ibiedEE»
& BIGAIE AT & AR N IR D FE G-I & L TAEES
KR E P A R I & (N
CPHRERT OGS A EF VT2 v RIE LI Ty, TRV Y UX
) a—7uL ) VAURMEDONHE & S hiz,
CHRBOLA 72 tay -, Liay - L g e A X
&y, 7uavd—HERSAESOBAIZIE.
AEFT T2 vXIF LI T v E IR,
H4) ARNED IR R OSEGIEUZTS-1 & NI IEDNE I T952
Bl NG WL TI67THI T d - 72,

17.2 BGEIRFELAESE

17.2.1 BEZROEIER
WA NG & L 2BBENOEHRRAAE I 0T, SR 2
L7 F =, PERL s & UMK E A 6 Cockeroft-Gaultz
EHOWCTEBLAEZLTF=v o) 75 Y 2l (CerdffiE
fill) BN EIEHIFEBIE 2 251 U 265, Cordfed fiti (I ftnE
BlE ERMERRBBENE L »DOZOFENEELL Tn
7zo Fo, WRE (FCIEERY) U TS ARG L 2 aERC
BT, FUER P BHATNIC T URIE BRI L
Tz, [9.2.25H]

*

«

2

FEUE RS- BRAGIESI Ik G- A RE
i - N - f=1i3
CerllBM | e | (Graded) b1L| WFM | (Graded) b1
FEBIH R FEBLH HIEH
S0= 79.2% 26.8% 70.7% 24.3%
- (835/1054) | (282/1054) |(224/317)| (77/317)
80.8% 32.3% 71.7% 26.0%
0="<80 | 1og7/1345) | (434/1345) |(309/431)| (112/43D)
87.4% 42.5% 79.9% 33.8%
0= <0 (319/365) | (155/365) |(123/154)| (52/154)
<30 90.0% 75.0% 82.4% 47.1%
(18/20) (15/20) (14/17) (8/17)
18. EERNEIE
18.1 fERR

TS-1iZFT. CDHP KU 0OxoD =& % &H 9 % HAITH
0. RGO PSRRI TE T2 5 12 1245 X
NB5-FUICH DN T3,

CDHPIZE & L THHZ 2 < 3§ % 5-FUBAL ARG R D
DPD % BRI FEHAE T2 Z 12k > T, FTL IR
T55-FUREL L5 &5, ZOEKHNS-FURED L5
IZPE > T BN TIRS-FUD Y v B LR#EMTH 55-7 L
AU X VFF FRERER L. PSR %S 5,
F72. OxoldRRIEGIZ LD F & U TSI m LT
orotate phosphoribosyltransferase % BEHRIIZFEPIBHE L.
5-FUR 65-7 LA T X 7 L F FAOAER & BRI
T 5, ZTOMRTS-1£512 & 0 5-FUD O HUIL 0 %
5 T kMt mEBsEREIh 2 L EZE L6 T 5,
5-FUDERIEIF I & U TEHMENREY CH 2FAUMP 2
dUMP & f5Hi L. thymidylate synthase X UE JCHENE &
ternary complexZJER§ 5 Z & 12K 5 DNAEA R FIC
&5, F7z, FUTPIZAIR M TRNABKREZ i 45 & &
WhhTnas 2,

7>

18.2 HilEBIR

HHANE, EAFEAH-130. LEME (v b) KO
Sarcoma-180, JL A Zfifi¥#. Colon26 (¥ Z) %D &KiE
PR, F7-. b bERE. K. FUE. M. B
W BRI TR (R—F 29 bR 0IEX— vy
Z) AZxt U, BEEREREI IR AR U 72 F 20 LA i
FEDOMitEFE € 7L K ULS178Y DIFfsfs £ 7L (w7 Z) 12
POWTERMRERL, 51k b EE R ORI % R
FIFELZETF L (X—=FF v ) 128V ETS-HLME
RGP R AR L 72309

19. BMRSICRT 2IBLFNAR

19.1 FH7—IL

— MR FE - 74 7 — )L (Tegafur)

{b224 : 5-Fluoro-1-[ (2RS) ~tetrahydrofuran-2-yl] uracil

7312 CsHoFN203

sy 1 200.17

PR HAOREMEOR R TH 5, £ &4 7 —LIZORET
<L AT g =)L (95) 1IZRREFIT< W,
FRBBALT PV ARSI B A & — LB
(1—50) ekt E RS 0, WL RIS,

(235
@
N;I-%o
F/EJ/NH
0]
S OGOk
Al R 166~171C
19.2 FXSY)L

— MR A4FE © F A F 2L (Gimeracil)

{54 : 5-Chloro-2,4-dihydroxypyridine

2+ CsHiCINO2

4 145.54

PR ARORREEORRTH 5, KBS + ) v 450
NN N-VAFIFIL LT I FIZRRETRTL.
AL = LIZRREITIZL, T4 7 =)L (99.5)

1I2< <L RIS THEFHIZ W,

Lo
N\ OH
I \F
OH

dha s K9262C (O3
19.3 AF73VIVAUD L
HRZHE : A5 5 2L H 1) 7 4 (Oteracil Potassium)
b4 : Monopotassium 1,2,3,4-tetrahydro-2,4-dioxo—
1,3,5-triazine-6-carboxylate
7T\ + CaH2KN3O4
¥ 195,17
[P N Elﬁa)‘fnﬂa[i@*ﬁﬁkf“zbéo pH8.0Y) » ¥R

AFAKIZIEFIZS K, =& 7 =)L (99.5) XA %
J =iz ;U:/uézma‘m\
b
KO:C g 6]
L
b
(0]

R 300C LR

20. BURL EDER
DB 3R A TIRF 55 2 &



22. 9
(T 4+ —IRDTVEGODEET20)

PTPRE (HZIFAIAD) : 5688 (148X 2X2). 1408E (145EX2

X5)

(T« —TRDVEHOD#ET25)
PTPW¥ (HZRAIAD) @ 565E (145EX2X2). 1408E (145EX2

X5)
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1) Hirata, K. et al. : Clin. Cancer Res. 1999 ; 5 (8) :
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3) HAHIRKAE  fth . SEEIRE. 1997 ; 12 (4) : 301-321

4) Ikeda, K. et al. : Clin. Cancer Res. 2000 ; 6 (11) :
4409-4415

5) WHFIE : S-100 £ M OEEE B AR T 5 T SRy B fE
IS8T A= 2O, AR, FEHE ENo. 253

6) WHIAIE fth . BT 7SI 5 S-1HEZ L O,
LR IR E N0 . 138

7) EAINEL b FRPEEMERSHES- 10V ) TY v b B nid
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