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LCIRA % k545895 Z &, [PTPY — I OFEKIC

4.11%, FT 8.1f%. FT-Ura 2.8f%, FF>71L1) T V6.9
BEROTILY by Y 23MEOIRE RS I L5, BIfEM
W HobhbBEhhnd 5

Q) (2E)BhEE T (YY) IZTS1428%5 Lzha, &
PEIHTH 5 CDHPDO 2 ) 75 v 25K F L., 5-FUDIM
TR DN s FRERTZ e 5, BER2EL 5 5
bhabthrds?

(4) 3B e A RN SRR G X N 7 BRI SO (91 (A S PR AR

L0 BEOGHERAEEREANTA L, HIZI3E L E
¥ 2 U CHERRZEE O EE R ATHEZ DT 5 Z &2
WEEN T3]

(2)BRARAS :

DAANIE DA OEMER 21 X ¢ 5 & A 5 7=

BR. . IHER) I2OWT, BEEiE s LT F =V
fill, PER. A OMKE A 6 Cockeroft-Gault:A™® % vy
THEM L2 L TF=r 2075 Y Al (Core i) 12
D & FHERE AN IE T &P & B EE T & S R R AR
LI X N B BERHCNT T, FRERDAUCE RS

. K UTIRHTETH 5, 72, KTIRMAT S AUC (0-8hr)
Ly TED, (Cer ffis i) >80mL/min 50-80mL/min
QAKNIFE - £ ZORETIE, K UTIRH X420 FT 10060 1842 11320 2717
Z&, 5-FU 5412+ 174.8 812.4+ 244.9
9. ZDMDER CDHP 977.8+ 327.9 1278.0% 306.6
(DA &L U781, SR (0= s % Oxo 155.7+ 97.5 458.2+ 239.7
IGAED H D)., BRTEEREREE (MDS) 234 L 7= (n=17(Cer: >80mL/min), n=11(Ccr :50-80mL/min), mean+
LOWEND B D)

1) Cockeroft-Gault
Cerffi fiti= (140 —4F4ih) X (A (kg))/
(72X 1% v 7 F = (mg/dL))
(ZHOHHITE S5 N7l 0.85159 %)

2. ZH1EY

BEA K K OB5-FUD & b G TOHRAFEARIIFT 49~

@7rruy 7 LORKHEEETCH L Ve Faey
IVYFe rusr S — ¥ (DPD) RIEEDRENTL £
TUHHEL, ZOES BBEFIZITL Ty 52 IL R
Al &S U224, RS MENCEE2RIER (0N
g0 P, MR, AR BT 5 L DR

ERH 5, 56%. CDHP 32~33%. Oxo 7~10%. 5-FU 17~20%C
B)AAI L ORI TS 2 25, IHHEN LS - B -7 (in vitro).
EORERD B,

3. R
FTH 65 FUNORBHZEE T 5 MiFI 20y —40F b2
O — L PAS0 D5 THfi & LT CYP2A6 AT H % & DA
& % (in vitro),

4. EYFEE R
FERFHIZTS-100DE (K LXiZKH D THRH) & 7 7'+
JL K THRIT) A& 22 4% % 40mg (20mg X 2) THFEEC
5 U 72354 mBANIE R ES Th 5 2 & AMfER

DA T T ) T AHBRIRE T AR (A
). F T T IIA YT LD EID AT
PRI R AT T2 (T v b)) ZENS, EED
HNpHIK FIZ &k 0 MHAFKE LR < & 5 alRErEA
WEIRh T3,

(5)4 RIIKIEHES U 2235 A I HRERAS 5 - sl o> (6 Rk
. AROEENRI 5 ZERAME XN 05,

. Ihiz,
[ = w 8 B | —
1. EAPENRE A - 5% Conax AUC (0.18h)
()7 4 =227V (TS-1) 2#EH1241232~40mg/m*> TE (ng/mL) (ng-hr/mL)
PRI 5. U 7 2 O MBI 5 6 3K 7- 3B R OD&E. K& b (1) 101.8 573.4
INT A =4 —HFITRT, 72, FREPITIE720R & Tl OD%E. Az L (IT#f) 116.3 684.8
5 EIZX LF A T 2L (CDHP)52.8%. 7 # 7 — )L (FT) 77U (TRE / T * 106.4 /112.1 594.2 / 642.4
78%. X773 )Y L(0x0)22%., it s IR, I S ISAKTIRAL
7 XL (CA)11.4%., 7)IA a5 2L (5-FU)7.4%H
PElE & 7 [ BB &K B # |
Crnax Tmax AUC (0-48nr) Ty 1. ERERRIR (iR R)
(ng/mL) (hr) (ng-hr/mL) (hr) (1) B 5
FT  1971.0£269.0 24+1.2 282169477714 13.1%+3.1 TS-1(FT 80~150mghl &/ H). 1 H2u ROy
5FU 1285+ 415 35+17 7239+ 2727  1.940.4 _ L ek g S 1 g
CDHP 28461166 21+12 13722% 5737 3.0£05 = & B ERIRRR & St LZZAGR, eI /i 46.5%
Oxo 780+ 582 23+1.1 3657+ 248.6 3.0+1.4 (60/129%1)8~10) #kh5 - FLI5RE32.6% (42/12915])811:12)
CA  117.9+1844 34410  892.0+1711.7 3.8%16

ESHERNE 34.1% (29/85f1) 214, Je/ Nl (R
18.2% (18/99f5)1>10), F-4liANAE X1 F¥EFLIE21.8% (12/55
B, JEE32.2% (19/5911)1819), IHE R (FLIESRE, HEE
i M OSSR i DAL 2 A AR5 30.5% (18/59131)

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

TS-1% 25~200mg/bodyFI 1#¢5- L 2% DFT, CDHP.
0x0 S U'5-FUNAUC, Conax i IEIEH R IZIRIEL T LS L

7z. TS-1%32~40mg/m? 1 H2[nl 28 H M H & 5850
1. 7. 14, 28 H OIMAE PR 2 58 L7245, 3 2iC
EFIRRBISE L 22, F72, HHBEG %I TE AR
D 7 )L (Ura) DI I3#R°2ThH Y. CDHPIZK S
DPDFHAHE AN C, BRI %78 & Ze - 7212

2)(ZF)TS-1HM b 5V thDd 7 v L) I 2 2 REHIDE

7 HBRAGREE-(F 5 1) Omefé G- 2 IR 0 M
H5-FUBRME &2 | L 72558, BB G- 12 ik L C5-FU

(5)

NIz, s, IEANMTLHE FTHIRREE 1SR
IZF B RRGEHI166 (L Eakid 9Bl Z Ol Tl
2 W AHIORR) TIIZRIBNIRD 5 s o 7=,

@)fF P 5k

e INHIaifg: CGRIGEER) 12 x4 5 B2 ARG PR SR T AHERER &
U THT - =Dt (721 HIBE F R 542, > 27
7 F v 60mg/m? % 55 8 H HIZH5) 1236 1) B R % 4
B L 7oA, ZhER1347.3% (26/556) T - 7222



2. BiEfiT b 2B A DIRIR B 58
Stage II. Il OHERMUIRAEGZ % & U, TS-14%5 (F
fiit% 1 4F-18) F (529511) & F-RrHLM: (530%1) % HLiRaT L 7
FE (BRI O dufi - FAiHE3.04F) . AEAF IR O/ v —
F H0130.675 (95 % 1S HHIX [E] © 0.523-0.871, v 2'J ¥ 7 RyE
p=0.0024) T, TS-1E5HHTFARHLAMGE & ik L CoEC ) 2
2 %32%K T &7z, Filith 3FDAEFFHRIE, FATHARE
70.1%. TS-1#25880.5% T -7, 7=, MERATFH
IO/ 4 — F 16130.622 (95 %S HHX [ © 0.501-0.772, v
v o RBE p<0.0001) T, TS-1H5EEIE TR ARE & b L
THEY 27 £38%IK F X872, SEMEREFRIE, T
HipliE60.1%., TS-14%458£72.2%Tdh > 7=,
k. HINEO 3FAEEIL, FIREEE70.1%., TS-1#%5-
B80.1%Tdh v . 3HFMEFREAFRIL T HITES9.6% .
TS-1125872.2% Td - 722

(%)
100

L e - .-
&
17 50
% |
| TSRSE  FATRME
EHIHR 52903 5301
- IR 1026 14061
| SELTER 80.5% 701%
0 1 1 1 1 1
0 1 2 . 3 4 5
VRIES GERIH) Fite &
TS-1 ?95-% 529 518 390 207 55
FIEHREE 530 508 372 176 53
(%)
100
TS 58
ﬁ F -
2ol e e
| TSR TR
EhI 5206 530%
L BREXWECHY 1386 202
L SEMBREGFR 722% 60.1%
0 1 1 1 1 1
0 1 2 3 4 5
VRO (EHIH) Fili ()
TS-1#%58 529 476 322 169 38
FTEHREF 530 446 285 136 33

BERADFIRIFHIN U E{E R
AFNOF G NTHEHELE Z S M ZGERIZ OV T, B
. A - . VESEERE. JR IR GG .
TAHE ST PR TR . I S OV R & 0 14 FHER IR 28 1 AHE
BRD 453151 % x5 & U TRIMEFH O FE BRI B 9 % fifthly 2 17
STAER, ROZTEL TH 72,
FLEREL 3000/ mm A, ~E 2 0 ¥V 8g/dLAm XL
7.5 X104/ mm3 A O FHEIZ 5 7= TIR $ K T L 726§
RBEREEIZ W T, Y%y — LB & RARiIc R %
F TOHIM ARG U RER, £hehohdfEid27d, 25
H. 2dHT® -7,
—Ji. 2D 5B FEHHED] EARIE L 7= Z & AT & 720E
B RGN A & [1{E F TOHIM 2 MG L 726ER. 2hEho

Yl 7H, 55H. 6HTH 7=,
FIR | REETTOHM || EEESR| EEx COHR:
BWARERE | py | o () B | choefE (56E)
T fLER 9203l | 27H(4~43H) | 8561 | 7H(1~93H)
~EFUE VD | 296 | 25H(5~43H) || 24%1 | 5.5H(1~21H)
N % 28f51 | 24H(9~51H) || 25 | 6H(1~46H)

F 72, BRIRAT RSB W T e OB E A S L. RIEH
EE &N L R, NG TRIBIE S-RlG A & WIS &
TOMM AR LR, 2hZhohifEiz2as5H, 21

(6)

4.

H, 28HT®H -7,
—F . HIEROTE 7 L —F » 6k OB &Gt L 72
R, ZhFhohyviizod, 14H, 135HTH -7z,

BEFRFR S, FI | YIEFCOHIR: || EEHER | JHAFT TOHM:
BB | FRoE (EEE) BlE | RO (EEE)
] 100451 | 24.5H(2~189H) || 954 9H(1~62H)
5 6701 | 21H(2~248H) || 631 14H(2~254H)
CpAge | 1000 | 28H(3~262H) || 94fi |13.5H(2~99H)
BiEER0OEIER

HiEA X H & U2l & IC VT, a2
L7 F= Ul MR R OMKEE A 5 Cockeroft-Gaultal
FZHWTHEH L2 v T7F=v 20 75 v 24l (Cerdfe i)
BRI R B A 451 U 726G, Cor e il {AiERIE &
BHERRBE G L. 2O ZORENEEL L Tz, £
7oy R (IS 1B UG- 2 Billa L 725ERlC BT,
FHERFE G RIBAHIC T URIMERI R BIR MK LTz,

FEHE R 5 BAAARES) I 5 BAARES)
Cer e it ) I ) I
(mL/min) BIWER  |(Grade3)P E| EMEH  |(Grade3)V
FEBLH Bt FEBIH BifEF
B FEBIHR
80< 79.2% 26.8% 70.7% 24.3%
= (835/1054) | (282/1054) | (224/317) | (77/317)
80.8% 32.3% 71.7% 26.0%
W= <80 (1087/1345) | (434/1345) | (309/431) | (112/431)
87.4% 42.5% 79.9% 33.8%
0= <50 (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)
[ & » ¥ B |

SEBHRY

HHRE, BEAFEAH-130. EREME (5 v ) RO
Sarcoma-180. JL A ZfiiJ#%. Colon 26 (v Z) D &KFdiHz
MRERERESSS . E7-. b MEE. K. FUE. ME. R,
R TR (X —F 7 v FdBWIEX— P~ 2) 1%
L. JEEREIIHEIRI R AR U2z, E 72, A 2o s
FET I K LS178Y DT E T (77 Z) 1235\ Tk
R EIRL. T 512k M HIEKOKBIENR % R 2L 72
EFNL(X—F Ty NI T ETS- I SEEI TP 5
ERL7z,

TS-1 (Dﬂgﬁﬁ%r%—z%sl)

TS-1iZFT. CDHPKU'OxoD &% & GH 3 HATH D |
FECP G- B DY IR SN TFTA 51k 4 124 s B
5-FUIZEDW T\ 5,

CDHPIZ & LTI % < 53 Ali§ % 5-FURLAGIE R O
DPD & 3@ IR H P2 2 212k > T, FTXOIRA§
35-FUME A% LR XE5, ZOEKRNS-FURED FFIC
T, SN TIES-FUD Y VIB{LRE T %5-7 04
ORI UAF PO @R L. PSS IRA ST 5, £
72, OxolIREO G2k D F & UMbz 2 m L <
orotate phosphoribosyltransferase % &R FEHBHE L |
5-FU2 6 5-T )L X2 L F K ANOAER & BRI §
5, ZOFERTS- 114512 & 0 5-FUD MR PURTE RN R & 1 7%
5 Z e MRS I3 2 ZE A5 T\Wb,
5-FUDMEHMFIZF & U THlMEREY T H 5 FAUMP A
dUMP & ##T L. thymidylate synthase }z OV Gk &
ternary complex # 2K § % Z & 12 & 5 DNAEAKPHEIZ
&%, F7. FUTPIZZHH S W CRNABREA R T 5 L 80
bhTnb,



(B3R5 [CRET 2IE(EZEHAR]

D%aEz] FHT=I FASY FTFSVIVAUD L
;O H
N\H 0 ‘ N\ OH KO-C N 6]
wEn \ e - 17T
NH cl N._NH
F hid
OH )
0
FOBG TN
—Be THT = FAT UL FTIINANT L
% (Tegafur) (Gimeracil) (Oteracil Potassium)
Monopotassium
5-Fluoro-1-[(2RS)- 1,2,3,4-tetrahydro-
{£%%Z | tetrahydrofuran-2- fl-iil:hll(;l;)o-z"l-ridine 2,4-dioxo-1,3,5-
ylluracil ydroxypy triazine-6-
carboxylate
HFR CsHoFN203 CsH4CINO2 C4H2KN304
DFE 200.17 145.54 195.17
B o= 166~171°C 9262°C (531 300°CLLL
BEORESVEORAR | HEORSIEORE | BGOSR
ThHb, A8/ =M | Thb, Kigftr+ | Ths., pH8.OY ¥
RREFRTL<, K | UILRMUIN,N- | Ffiiefni s O3okic
RIFT A =)L (95) | VAFIFLLT I | HEFIZLL, =48
IZRREFIZ< V. | FIZRRBET R T | = (99.5) iz £ %
MR BAEALF N A | KL A IR | S-SR AL
AIRIZIET B, A2 | RTS8 | A,
J =V (1-50) | 2 =L (99.5) IZ¥
WEHEEE AR & & [ 12K, Kich&D T
W, FEEESIEGED | Iz 0,
5h5,

[N/ W EDEE]
BHE B A CIRAFT 3 2 &
[ =% &8 % # |

1. i @ FEhEd i D & | ) A iR A (R
Je O RRIRARER) & FEhiE U CARAIOD I P e 25 B o) B
&2 OREIZBT 2 ML O M I L T F — 2 DI
AT, TORREBERCPITHRE T2 L,

2. K5l - EIBE S 2 RO ARNE R OO E A B W]
Wb R & Ut e v T4 4 X &R Al ik
B E SN H 2 &

3. I xS B AR & &G VUB IR & o

(EBENHM R U NEERE]
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