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FNTH-720 $720 F 7TV kY] @ AUCIZBWT
X R OFIHMEOZED log (0.90) ~log (1.11) DHIFH
THhY . 2o, HHEBRCEBZBEIEL L Tz, DX
T O A W) S R S P A AR S 729

Cmax Trmax AUC* T2
(ng/mL) (hr) (ng-hr/mL) (hr)
FT 1971.0£269.0] 2.4+1.2 |28216.9+7771.4] 13.1£3.1
128 .5+ 723.9=*
5-FU Al 5 3.56%1.7 279 7 1.9+0.4
1372.2+
CDHP 284.6+116.6| 2.1x1.2 573 7 3.0£0.5
365.7=*
Oxo 78 .0+ 58.2| 2.3%x1.1 248 6 3.0x1.4

%FT. CDHP @ AUCo-4shr 5-FU @ AUCo-14nr+ Ox0 : AUCo-240r

(n =12, mean*S.D.)

2) FHT7=N-FATIN-FTFIINH) 7 AEEH IR
12 25~200mg/body FEIIH%5-ED | 72#:0 FT. CDHP, Oxo
F U 5-FU @ AUC, Cuax (ZIZIZHEIKFE L T EA L7722,

_5_

(1) FH7-w
F K 2 e GRE QI ERE N T X — &
Cmax Tmax T1/2 A[(.]anf)*lehr
(ng/mL) (hr) (hr) hr/mL)
I X —
IV 2188 0.7 12.6 25007
fic & OD +387 +0.4 £3.2 +0858
K7L |8 T25
(n=22) |54 —x
AT VB 2365 0.6 12.8 25044
4 0D $t +515 +0.6 +3.3 +9935
T25
IRy —
TIATT ¥ 2426 0.7 13.4 27203
Bi& OD +671 +0.6 +3.4 +13704
Ky |FET25
(n=21) |54 —x
AT R 2629 0.9 13.2 27952
4 0D $& +964 +1.3 +3.6 +14984
T25
(Mean*S.D.)
(ng mL)
3500 ¢ (ks U CHRAIBS O MepiR R AR
3000 —®— : LX/—T A7 VEAEO0DEET25
-0 1 74 —TAT VEEODSET25
% 2500 Mean+SD. (n=22)
i |
7 2000
7
7
11500
i
‘g 1000
500 |
0

0 6 12 18 24 30 36 42 48
] (hr)



(ng/mL)

3500

3000

2000

1500

1000

EHET —N SN BWE

500

(7K T AR A B OD I =i B A R)

—O— T X4 —T A7 YEAEODHET25
-O- 174 =T AT YEAODEET25
Mean+SD. (n=21)

6 12 18 24 30 36 42 48
5] (hr)

(2 ¥A52I

FHH) 2 G SR QS ENEE X T X — ¥

Cmax Tmax T1/2 A[(.Llcz(;)’lehr
(ng/mL) (hr) (hr) hr/mL)
I X —
IRV 494 1.3 2.8 1893
il OD +93 +0.6 +0.4 £372
k7L |BE T25
(n=22) |54 —x
AT B 492 1.1 2.9 1940
4 0D $t +111 +0.5 +0.5 +389
T25
IRy —
IAT Y 465 1.2 2.8 1720
Bt & OD +151 +0.6 +0.5 +441
Ky |FET25
(n=21) |54 —x
AT B 473 1.3 2.9 1746
4 0D $& +169 +1.2 +0.6 +390
T25
(Mean=S.D.)
(ng/mL)
o (k5 U T IRARES O e A )
600 1 &  IX7—I A7 VEEODET25
L T O 74— T AT YEAODEET25
g 00 Mean+SD. (n=22)
rh [
400 Hy
2
b \
S 300 (4 )
» T
(5; 200
100 i+
0@ . o
0 6 12 18 24 30 36 42 48
IR 1] (hr)
(ng/mL)
oy (K TIRABO MR E )
600 1f- —®— T Xy —T A7 EAEODHT25
i -O-- T4 =T AT VEAODEET25
g D00 ¢ Mean*SD. (n=21)
h
F 400
z
7 Al
300
i
g 200

30 36 42 48
I (hr)

@ #7352
KK 2 e GRE QI ERE N T X — &
%1
Cmax Tmax T1/2 A(Egc
(ng/mL) (hr) (hr) hr/mL)
I X —
IV 99 2.9 2.2 599
fit OD =50 +1.6 £0.6 =291
K7L |§ET25
(n=22) |54 —x
A7 VR 105 2.7 2.9 621
4 0D $t +57 +1.2 +2.2 +255
T25
IRy —
IATT ¥ 156 2.3 2.2 878
Bi& OD +139 +1.3 +0.6 +622
Ky |BET25
(n=28) |54 —x
AT R 167 2.6 2.5 939
& OD #& =141 +1.8 +]1.1%2 +583
T25
¥1 K7 L @ AUCoashee K& Y 0 AUCo-24nr
2 n=27
(Mean+S.D.)
(ng/mL)
=or (ks U CRRAIB O MR B
’ —O— T X4/ —T A7 YEAEODHET25
a T O 1 F 4 —ZAT Y ELAODST25
4 Mean+SD. (n=22)
ﬁ 150 |
% _
7
“100 1]
v
-3
Ji£
50
0 < .
0 6 12 18 2 30 36 12 18
g (hr)
(ng mL)
300 ¢ (K THRFRES O I Fhife R A
250 L —O— : T X7 —T A7 VEAODET25
m -0 74— T AT FAO0DEET25
,‘%g 00 Mean*SD. (n=28)
1
; 150 |
b
ig 100 |
4
50 b
: L .
0 4 8 12 16 20 24
i i (hr)

MAE AP EEIE N2 AUC, Cmax HED/8T A — 7 1%, Bilkag ok
P AREOTRIUAI K - BE 55 O AR SF 12 £ - TR L] gk
WH D,

16.3 4%

HERARS RO 5-FU O MiE TOREAKBEFILFT 49~
56%. CDHP 32~33%. Oxo 7~10%. 5-FU 17~20%T& -
729 (in vitro) »

16.4 X3

FT 756 5-FU ~OR#ICHE5 T MFI 70V —20F
k70— 24 P450 4 FAEE L C CYP2A6 2°FTdh 5 & Dt
3 55 (in vitro) o




16.5 HEittt
FHT =V FRAFTIIN-FTFTIA) 7 ARER &AL
12 %412 32~40mg/m? TEBHEIER S L2k, R I
72 W E Tl2¥E SR x L CDHP 52.8%. FT 7.8%. Oxo
2.2%. 5-FU 7.4%% kM & fu7zb,

16.6 HENDEREHI HEH

16.6.1 BipcEEEE

(1) SEABHEEDSFEMN M et S A7 PR SR BRE B (PR S S
B, NHERE) 12oW T, BEmMIE 2 L 7= . MR,
SRS M OMAREE 2> 5 Cockeroft-Gault 2 2 HWTEE Lz
L7 F=r )75 AE (Cor #E5EME) 1250 X BHkAEANIE
LRI SIS BT LR B E LT S NS BT
12T FNEho AUC 22739, [2.3, 9.2.2 BIH]

. AUC - (ng - h/mL)
(Cer HEElR) > 80mL/min 51-80mL/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 (Ccr : 51-80mL/min),

mean=*S.D.)

(2) BEEETIV (IHF) IZTHT—= V- FAITINV -+ T
TIVA ) AREH E RS LA, BRI CH 5 CDHP
D2 )T T ADET L, 5-FU DI ED#ER % EF %R
L727, [2.3, 9.2.2 &H]

16.8 Z D1t

(X4 —I 27 E4 OD & T20)

IXA—T A7 EA OD i T20 3EHZE)Ic Kk &, =X
r—T A7 VEA OD §E T25 & AW FmICFS E Ak &
728,

1) FH QKGRI AL, 75mg/MTH %,

7 2) Cockcroft-Gault 3\
Cer $EEME = ((140-1Fiin) xMA®E (kg)) / (72x 127 L
7F=> (mg/dL))
(LHEOHEIZEHITELNEE 0.85 /53 %)

17. ERFRRIE

17.1 AR UR2SMICEY 55

(hEEE)

17.1.1 EREERFRHRER (BdRE)
FHT—=N - FXTIN-FFTFV)IA) 7 AREHK (FT 80
~150mg #i4 =/ H) 1 H 2 \aERE 85512 & % BiRcE %
Bt LAk, ZaRIL BT 46.5% (607129 1) . 5 -
¥ 32.6% (42/129 B) . BEHSHEME 34.1% (29/85 #) . JE/MA
N CRiEEBD) 18.2% (18/99 ). FArAFE LI585l
95 21.8% (12/55 B1) . el 32.2% (19/59 #1) . JHEsE ($LIHE
e . NEFENE L OSHF AR IR S e o b S R )
30.5% (18/59 ) Ta - 72920, 723, Je/INMIHENTE O Fi i
R A5 TAHFER I 35 0F 2 BERIES 16 B (basiikix 9 Bl 2
DU T & 2 W IZHFHFRIGEE) TIEZERIBNLED SNk b o
725
H 502 X B IRERER (TR0 BiiGHeE SLEAE 6], T 6
T ONHEREAER] & B <) (2B W T, BIEHIERM SEAER] I 578
BlTH Y, BIVEHSEBIEIZL87.2% (504 Bl) Th o720 E7-.
HIEE (& 34 2 SRPUEMESRH]) % H 3 2 FHARGEUIFE3E
L (RIAEAILIE S W) TORWERSEBIEIZ 96.4% T
5720 HITAEEE FUE . R R OB i, BIVEH S8 D b
OFEEICHE L CEh o720 T2 R CIREEORHEL S
<V BRICAERBAR - Bl - i - TRIZO GRS CHECH

Of:o

Bk EHRBE L Z 2 SNAEMERIZKDEBY) THotze (BT
YOV DORIRE B INEE)

B SR
EIG GIRED R JEe g JIH &
(55 1) (59 #1l) (59 1)
i . . .
(2000 & <69. 1% 32.2% 49.2%
) 9.1%) (09) (3.4%)
o 2L
jg‘ggjj;ﬁ;/% 72. 7% 27.1% 42.4%
) (9.1%) (6.8%) (5.1%)
“"Eifk/ 45.5% 50.8% 50.8%
(8¢ Sl i) (3.6%) (5.1%) (6.8%)
IV A . ) .
Sk B2 | Bm | m
4 1.8%) (1.7% (0%
AST F5 34.5% 18.6% 37.3%
ALT E5 29.1% 16.9% 27.1%
( 7%5@% o | BA5% 61.0% 33.9%
) (5.5%) (13.6%) (6.8%)
HE '\
(7«1/'“_‘;3& 47.3% 55.9% 32.2%
) (0%) (10.2%) (3.4%)
(7 vﬂEﬂiy 3P 30.9% 35.6% 20.3%
B (09) (5.1%) (1.7%)
(7 f—ﬁi 3D 38.2% 37.3% 22.0%
) (5.5%) (6.8%) (1.7%)
95 40.0% 47.5% 35.6%
1P % 41.8% 25.4% 27.1%
0L 47.3% 39.0% 42.4%
a5 16.4% 22.0% 22.0%
7 L— F4%iid. NCI-CTC T4t
(/N R Bt 22

17.1.2 ERFE I HHRR (ftAKRE)

/NI GSE CRIGIRB) (2R3 2 PRI IR 28 TAHRER & L C
TolERaER (FH 7= - FXST N -FF5T VA
AMEAER 21 HME O REO#RG2. Y A7 T F ¥ 60mg/m? %
% 8 HHIZ#5) (2B B ERREE L £aT L 7R3, B3
47.3% (26/55 ) Td o728 29,

BIVE ARG REAERII 55 BICTH 1) . BT S 2O EIER A
L7,

BR PEELEZ ONEHEERZIIROEBY TH otz (I
7ROV ORBEETNE)

B P 5 WL

A
s IR/t (55 i)

HIMEIRA (2000/mm? i) 52.7% (5.5%)

TF BRI A (1000/mm?® i) 65.5% (29.1%)

NEZTE VD (8g/dL i) 90.9% (21.8%)

MGEA (5% 10/ mm? A 60.0% (1.8%)

AST k4 14.5%

ALT b5 14.5%

HEHAR (FL—F3LE) 78.2% (12.7%)

B (FL—F32E) 63.6% (10.9%)

MEH: (7 L—F3LL) 38.2% (7.3%)

TH (FL—F3LE) 34.5% (7.3%)

BISPS 25.5%




wFEL 23.6%

55 9.1%

7L — FopHElE, NCI-CTC THET

(B

17.1.3 ENEIHERR (iE#EBL2ES)
Stagell. MO BFHEHYBIESN 2 MFEL, 7HT—L - F
AT YN FTT VN AEEH (LT, BEH) %5
(FAli#z 1) B (529 B) & FalvEphnE (530 1) % Meichk
A LR (B ol - Fiiik 3.0 4F) . RO
INH— FHIE 0.68 (95%EMEIXM 1 0.52-0.87, 075> 7R
5E p=0.003) C. BLAFIBLT-HE X FAT AR & L L CstcY)
AT & 320%MKF SE72 Fhiifs 3 EDEFIFIL, FAlf FARRE
70.1%. BCEFIFBLGHE 80.5% Tdh - 720 F 7o, MHEIEALFEAM
DAY= FII30.62 (95%EHEIXME : 0.50-0.77. 075> %
s p < 0.001) C. BCAFI 58S FAly HREE &l L C
360) 27 % 38BN T &¥72,
TB. BT HRO SEEAFIZ, FHEMET0.1%. BLAFIR
G 80.1% TH V. 3FMEFIERZILFAM HINEE 59.6% .
B AH %58 72.2% T - 7239,

(FIVELSHAEBRMED»D HER2 B THERS Y X7 DIEIC
BT BT EDESR

*17.1.4 ERSIARR (WEREMES)

Stage I ~MIB ® T A b 17 ¥ 224 kB 15> HER2 &4 T
3R ) A 7 BV OASEOMHRBEEED 2 RIS, 77— -
FRATUNV-FFTIFTINAY) T LEEHR (LT, BEEH) &N
SRIEREOBEEE (979 B1) & P IAEREE HEAREE (980 1) @
AR OV e % iR 2 VR A L IR B M LR ER % FE
Lico HE-HBRZLTFZ 0271075 0 A ORI
B LT, BLAH (FT60~120mg H14&/H) %1 H 2, 14
HEE RO S %7 HEARE L. ChaighRdy oLt shn
7o NGRS AT I Al 0 JRIR 3 B A HEAY 7 N 43U IR
FRED 2595 2 L L SNz WIS FIEUIIR S Ik
L\ ZEY 4 5 F T, IAANIERE 1AER. OISR IR RE
SAEMME T A 2 & & SNz, BEEFHlTEE Th AR E MR
B wAEFHE oY — FIEid 0.61 (95%EHEXH : 0.47
~0.80. @275 ¥ 7 #sE p=0.0002) T 723, (2018 4 11
H1HBF—% 4y  47) &4

Bl A7) & NI 0 BF L BE D e VR /T R & S 7z 954
BlZBWT, HEFHRIEHZEIL 99.0% (944 1) TH-7z, F
HAEESE, HIMERA 54.4%., BFELAE 50.3%. ALT L
542 .9%. MR ERIEA 42.0%, A Y L E 2 BTN 40.8%.
J757 39.1%. AST E5-38.6%. £l 34.9%. HEls34.5%., F
I 32.3%. M/ IRIKA 32.2%Td - 72, [5.6 BH]

(%)
100% [

EAH AR RN

N g+
e
———

EET 2 Bty

FARHE < o5 O o TR
g

0 6 1z 18 2 30 36 4 48 54 60 66 72 78 84
Elfd» 5 O (B)
RSl SR ]

= A RREERE

Number at risk

AR/ MMMBEEGIAE 952 937 917 905 878 841 759 629 483 295 86 23 2 0
AbAEERIREE 967 946 917 890 848 811 724 590 428 276 65 19 3 0

1) HEEVAZELT, DTOOXIZQOEBE L ERS N,
O Mgy v g A o B e O3 RS %
Fh L T2 B Tl IEYFREERERN IR )~ SHilnfg A
Bt B#) o
@ s v SEEEBSBEE T TR 1) ~3) OWIhhilig
M52 EH

_8_

1) MrRTEEPFRERE DS 20 WA - PRI BT (1) =i

£ 3em Lk, (i) MM 7 L—F (HG) 3. (i) 62

ZIREREIFED 5N L, (iv) HG2 7 2iZ## % 2cm MLk 3cm

K. (v) HG2. #H1E 2cm Ko Wi~ — 4 — BE*,

XA (vi) HGI. {## 2cm Dk 3em Ko 2ohE~ — 7 —

i E*,

2) WL DS D 5356 - RS R IE ) » R EoF

AR BV CTREIE ORI RO 5N D,

3) MRTPNTWRIEEED D 5 56 FARARICB VT (1) 2

4 3em Pl (i) HG3. (iii) S22 IREREDIZD 5

A, (iv) HG2 2220 2cm PLE 3em K. (v) HG2,

AR 2cm A A DO~ — o — @ L (vi) HGL. =24

£& 2cm Ll b 3em il D HghH ~ — 7 — S,

¥ HRILEELE 5212 & % Ki-67 labeling index 30%LL . X1k

Ki-67 labeling index 14% Ll 30% i ® 3% A 1X Oncotype

DX OHMIEDFE N Z 41, recurrence score (RS) 18 PLED4A

(2 & ST,

11 2) MEBEHEBEED THhIL TV A HEI1IE, B0 2 HE L
FHNIZERT L Cnwa Z & e s, BAH & g & o
[FIIEE B Je VLB FI B G- T R O R I T b v 2
= (I

H3) LToOwTN e @& RSN/ 2B, MmN WL R
Hd B YA I, ATET & AT RN IR E O G-I & LT
GRS AEMEG T A L L &N,

CHRHT oM EF Y T I LI T2y, TRV

YA a—=TaL ) v 2EBEDOH LI L S,

CHRBORA  TFANIY =L L ey -V ETF L

ARY vy TR —EHERPAFAEOY G213, 5 EF

Tz NF LI T bk Eng,

1 4) A RED RN R OREGI LB A H] & N5 o PF F
T 952 B, PSR BT C 967 B TH o 720

18. ZERpEIg
18.1 fEA#RF

FHT—= - FATIN - FTTNH )7 AEEH (LUF.
&%) 1 FT. CDHP & OF Oxo D=0 % &+ 5 8K T
B RO G- B OPBESE SR IZARNTET 22554 1281 S
N5 5-FU IZHEIWT W5,

CDHP 3 F & L THZE < hi § % 5-FU BALCHEER O
DPD % @RI EST 22 L2k > T FT X W iRAET
% 5-FUEfE% LA S5, SOAMEKN5-FU EBED FAI2
o T, EEN TR 5-FU O Y RILR S TH 5 5-7 v F
O X7 LA F ROEEERG: L. PUES R+ 5,
72, Oxo \EREIFHE 2L Y F & L O b Mskic oA L <
orotate phosphoribosyltransferase % BEJRJIZTEHIHE L, 5-
FUMNS 5-7 )40 X7 LA F FAOAR 2 @ERA ] 5
bo TOMEBAHTEGIZ LY 5-FU O HiiELsh 5 % 18
9 2 SR EED R I NS EEZ SN TS,
5-FU OfEHBF 1L F & L CEEAHY TH 5 FAUMP 28
dUMP & ##0 L. thymidylate synthase & U8 0 3 R &
ternary complex #JE§ 5 = & 12X 5 DNA AGHEIC X
%o T2 FUTP ICAH SN T RNA KiEZ EET L L b nb
ﬂ’LflﬂZ;32)“36)o

18.2 HUEBHR

FHRAE, JEKFE AH-130. EEME (5 v b)) ROV A A
filifg (v R) SoORMEE TRMEES. $7-. ¢ MERE. KB
FE FLAE. M. BOE. BRI TRMIES (X—F7 v M
WiE X — K A) 1oxh L. EEEEGRE A R Lo, £
72 WA ABHEOMEER T TV (w7 2) 2BV TIEGRIE %
Ry SHICKRBEREFRTHELZETV (X—=FJ v )
WKCBWCHTH T =V - FAT VI - F T TV Hh )7 ARE
FNL RS FE IR % 7~ L 723040



19. BRRSICEET 2E{EZHHEA
191 FH7—)b
— B4 FE - 747 — )V (Tegafur)
b4 : 5-Fluoro-1-[(2RS) -tetrahydrofuran-2-ylJuracil
533\ - CsHoFN203
T 200.17
bF RS

N\T/O
FJ;(NH
O RUHHREIEM
K AROMEEEOMETH L, 25/ — VIR RET
R4, KXIFZE 72— (95) I2RREIFIZL v,
FKEALF B ) ARTENHE T B AT ) — VIR
(1=50) 13FEtEE RS =\
Flr o 166~171T
19.2 X X520
— L FR - F X252V (Gimeracil)
1b544 : 5-Chloro-2,4-dihydroxypyridine
43173+ CsHaCINO:
rFa 145,54

LS
‘ N -OH
ClIm\F
OH

R BROEREORERTH L, VAFIVANVEFY R
WBETRT L NN-UAFIUVFRIVAT I FIZRRE
FRF L ALY = VIZRRBEITIZCL, =8 /=)L
(99.5). 13-V AFN-2-4 24 ¥ 7 ¥ LIFKIZ
BT,

AR R 262C (50R)

19.3A4F52IVAUI L

— MM AFR - AT T v H ) 7 4 (Oteracil Potassium)

1b:4 : Monopotassium 1,2,3 4-tetrahydro-24-dioxo-1,3,5-
triazine-6-carboxylate

3 F3: CaH2KN304

ST 195.17

bR

H
KO:C N

T

MR Ao ETH L, KICHEITIZL L.y
—)U (99.5) XIZ A% 7 —MIZIFE A LEIT v,

20. BBV EDEE
TV En —@ERE G, BT TRET 22 L,

22. G
(X4 —I 27 E4 OD & T20)
56 # [14 $t (PTP) x4, HZEHIAD ]
140 8¢ [14 8¢ (PTP) x10. FZIEHFIAD ]
(TR —IR7E4 OD §& T25)
56 # [14 8 (PTP) x4, ¥ZEHIAD ]
140 82 [14 88 (PTP) x10. FZIEFIAD ]

* 23, EEXW
1) Hirata, K. et al. :
2000-2005
2) FHIS At 5 & AbARek . 1997 5 24 (15) @ 2253-2264
3) HNER T AW SRR (OD $& T25)

Clin. Cancer Res. 1999 : 5 (8) :

_9_

18)
19)

20)
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22)
23)
24)
25)
26)
27)
28)
29)
30)

31)
32)

33)
34)
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36)
37)
38)

39)

WATHRLAE fib 0 SEWPEDRE. 1997 12 (4) © 301-321
Ikeda, K. et al. : Clin. Cancer Res. 2000 : 6 (11) :
4409-4415

S-1 OIEF K OBEEREET BE COSRYTEE/ ST £ —
SO (74— A7 77X 200748 H 23 HK
AL AR
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EINERRRER (R S) @ (74— A7 2 Tk
2005 4F 11 F 14 HAKGE. WAHEE)

EINERRSEE (R S) ® (74— A7 T
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