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PR Lo, [ERRERA Z2v, NRSHTIRY.
TEVEN D DAV 5L ZE L, BIE
FHORBURHCER T2 Z L]

8. ERALDFR
ERIZZI(TEF | PTPAEOFEFNIIPTPY — b2 5D H L

TRAF 2 k58552, [PTPY — b
DFFAZ F 0 | BEPEAEER EERE~
AL, B3 gila B 2 U THthai %o
EELAIEZDIRT S Z L AREINT
W3,]

9. ZDMDEE
(DARANE 5 U2z B3, Bk (i mosa 2 £

ILAE D D). BEHEBEREE (MDS) 23R4 L 72
EOWEND B,

@7rtuy 7 VOB IR CHS Ve Fa)
IVUFe RasrF—¥ (DPD)RIAEOEENTL
MAFEL, 2O HBFIITILAT Y T VIR
AP 5 U 2z3540 . BGyIicEEARIER (1OR
2%, ML RIS, et ) BB 5 L O

D5,
G)AAN & DIRIERBIURIZAI T B 5 23, MiliZEH A S iz
EDOWED D B,

DA T T )T ALEBRIREE T R34
), AT T VIA ) T LD BB OSAIZIEL
PRI RIS (5 M) 2R D, EED
HNpHIK FI2 &k D MHAFREIL R < & 5 alREVEH
WG Eh T3,

(5)4 XNZIAEHEG L 7235 A IR BRI - i o (8 Rk
. AROEEIRI 3 ZEARE XN TS,

[ 2 ¥ & B ]
1. EYEHEE
V)7 4 =227 Y (TS-1) & H 12441232 ~40mg/m* TR
PR 5. U 72 O S IREE 5 & 3K 7= G g
INT A= L —HRKITRT ., o, RPICIE720 0 £ T
#HEISHLFE A 5 2L (CDHP)52.8%. 7 % 7 — )L (FT)
78%. A7 7)Y AL(0x0)22%. T %
7 X)L (CA)11.4%. 7t uaw L (5-FU) 7.4% %
Pt x /=,
Cumax Tnax AUC (g.48n) Tise
(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  1285% 415 3.5%1.7 7239+ 2727 1.9%£0.4
CDHP 284.6%£116.6 2.1%£1.2 1372.2% 573.7 3.0%0.5
Oxo 78.0% 582 23%1.1 365.7Et 2486 3.0k14
CA 117.9+184.4 3.4%1.0 892.0£1711.7 3.8%1.6

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

TS-1%25~200mg/body I 145 L 2% DFT. CDHP,
0x0 K U5-FUDAUC, CualFIEIFHRIIEEL T LA L
720 TS-1%32~40mg/m? T 1 H 20l 28 H 3 H - 510
1, 7. 14, 28 HOMAEPRIE % HlE L7255, #eh 12
EHEIRIBIE U, F72, #HEG®RICBEWTE NN
D F )L (Ura) DIAEHRH»TH D, CDHPIZL 5
DPDRHEFX AT, BPIER 2R X 0 5 7212

(2)(BE)TS-144lt b 5\ b 7 oL E Y 3 ¥ ¥ REEHIPE
7 H BRI (5 9 b)) DRk 5 2 iR % o il
H5-FUMRIE & & U 724550 B 512 bl U C5-FU
411, FT 8.11%, FT-Ura 2.8, FF> 7L )Y V6.9
BROTNY v V23fFOWREERT I E 6, FNEH
P HobhdBThhd 5

(B)(BE) BhiHETF N (V4 F)IZTS-1 485 L2GA &
YA T % 2 CDHPD 2 ) 7 7 v ZABME T L, 5-FUDIM

(5)

p—

HRIEOEM & LRERTZ o, RIfERAPHL &5
bhakthnss?

(4) SRYIBYE YA BT & 72 BRPRGRBRAE 1] (Wi PR S B AR

Br. BEE. IR oW, #GaRiE s v F v
il PERI. AR M O E A 5 Cockeroft-Gault ™ % FHu
THEM L2V T7F=0v 2 ) 75 Y 2B (Cor i fil) (23
O & EHRE A IEH & OHIr & B ST & R R Rk
LT X B BERHI T T FREFROAUCERTY

AUC (0-8hr)

(CerfferEfi) >80mL/min 50-80mL/min
FT 10060 +£1842 11320 =£2717
5-FU 5412+ 174.8 812.4% 244.9
CDHP 977.8+ 3279 1278.0£ 306.6
Oxo 155.7+t 97.5 458.2+ 239.7

(n=17(Cer: >80mL/min), n=11(Ccr :50-80mL/min), mean+
S.D.)

1) Cockeroft-Gault =,
CerffiE fiti= ((140 —4Ffip) X (K5 (kg))/
(72Xl 7 v 7 F= ¥ (mg/dL))
(GPEDOBAIT & S I3 5 N7l %0.851%59 %)

EaEEY

BEA RS K O5-FUD & b LE TORAREARIIFT 49~
56%. CDHP 32~33%. Oxo 7~10%. 5-FU 17~20%TC
& 7= (in vitro),

ARHiEER"

FTH55-FUNOGHIZE 545 MiFI2uy —4DF o
0 — L PA50 D53 1REE L CCYP2A6 A ETH 5 & DM
& % (in vitro),

[ B K W & ]

ERRR (FEEHE/) \3HR)
(1) Hige e 50

TS-1(FT 80~150mghfH¥Y %/ H). 1 H2ml45HFE8HS
12 & BERR A 2 55T L =i 5. B ILHIE46.5%
(60/12951)8 100, fEH5F - EIHHIE32.6% (42/12915) 31112,
SRS 34.1% (29/8501) 314, FE/ NIt (Rt
18.2% (18/995)1>10), Pl ANAE X I P FEFLIH21.8% (12/55
YD, JiEE32.2% (19/5911)18:19), s (FLUgSEE, HEE
¥ S O AR S DAL A 1 51) 30.5 % (18/59)
02T 572, Tede, IR B RER S T HHRRER
12361 B RERHGI1661 (L #kid 9B, 2 DM Folid
2 WS HEHGHR) T2 S h s b - 72,

Q@) PFHIBE

/NS (RIGIEH1) 1239 2 £ BIRG PR 55 T AR AR &
U AT - 72 DFFARER (A 21 H D H R 512, v 27
7 F v 60mg/m?%& 5 8 H HITI5) 1251 B R 0H % 5
EFU 4S5, Z85091347.3% (26/550) Td - 7222

. BEMEHEN 2B EDRARLLBE R
Stage 1. O HiEAREYIRMIERZ x5 & L, TS-1#5-(F
itk 1A B (52901) & F-ohiHiali (530%) % Hbfhad L 7=
FEA (BlEZR O hdufill - FAlit43.09F) . AEAFHIR O/ —
F H130.675 (95 % (S HHIX 1A £ 0.523-0.871, 02T ¥ 7 B
p=0.0024) T, TS-1#%5HHE FAiiphie & g L T 2
2 ER2BIET ¥z, Filitk 3 FOEFZRIL, FHrH M
70.1%. TS-1¥%5180.5% Ch » 7=, 7=, ML G
oD/ v — R H0130.622 (95 %S FEIX 1 £ 0.501-0.772, v 25
Vo BGE p<0.0001) T, TS-17%5-8H Tl AR & bk L
TR A2 %38%IK F X 87=, JEMEREFRIT, Tl
HAFE60.1%. TS-14%5872.2%Cdb > 7=,
ks, BIRH%O 3AAETFRIL, FHEMEE70.1%. TS-1#¢5-
#80.1% T v . 3FMFFAAFHR I T ML IH#F59.6% .
TS-1#45H72.2% Td - 7=2



(%)
100

———_
.~
———

L FHHRE ————
&
750
$ F
L TS558 FBEME
TEGIE 52931 530151
r SETHIE 10251 140
L SEEFR 80.5% 701%
0 1 1 1 1 1
0 1 2 3 4 5
YROEE (EBIH) Fiits (49
TS-13%58 529 518 390 207 55
FATEIREE 530 508 372 176 53
(%)
100
TSR 58
i | .
B -
Fool FiHwm S
Tg_ L
L TS558 Filigm
FEGIE 52015 53015
r BRENIFETHIE  138fl 20251
L SE|BREGFE 722% 60.1%
o . . . . .
0 1 2 3 4 5
YRS (EBIH) Filit ()
TS-1#%58 529 476 322 169 38
FifieEsmE 530 446 285 136 33

3. EEA DO FEIRIEAN U DS HAR

KAOLEG IV CERLEE L SR RIERIZ>VWT, H
Jia, AN - . SESESE. IR Mg GRS . T
AR SUZ PRI, I K OMHEHE O 1% HIEG PR 25 T AHR
BRD 45311 % 3t 5 & U CRIWEH O FEBIRIZ B % AT 4 17
SRR, XKDZEL TH 72,

FEREL 3000/ mmP A, T2 0 2 8g/dL A m XLl
i 7.5 X104/ mmP Am D FEHEIZ B 5 - TR G KT btﬁuu
RIS 50T, Mk s — L BliES & KAl
FTOWM A RE L 2F5R, 2hZhodhuifiize7H, 25
H, 24HTH 7=,

—J. FD 5B FAHMEL EARE L7 2 & AT X 7-E
Bl FARAE A & [0l & COMIMB &G L 22/558, Zhtho

Yz 7H, 55H, 6HTH 72,
SR | RIEBEZTOMR: |EEES | BEF T
BRREIRE | e | o (som) B | choefE (§0E)
ek 92 | 27H(4~43H) | 856 | 7H(1~93H)
~EZOC VA | 296 | 25H(5~43H) || 2415 | 5.5H(1~21H)
TV A 281 | 24H(9~51H) | 256 | 6H(1~46H)
T/, EERAT RIS B WA OB A2 EH L, R

EHIE XN T, R, NS TRINR SBG A 0I5 %
TOMM 2 RET L7288, 2h2hohdvEid24.5H, 21
H, 28HT®H 7=,

—Ji. BREIRDIE 7 L — 8 2 5%k & TOHIM & et L 7=
WE, ZNEhOhIYEIZoH, 14H, 135HTH - 7=,

e | R | MRS TOMM: | OHEER| HAE TOMR:
BlEg | HrRfE (FEE) BlE | HPR{E (FEE)
i 100%1 | 24.5H(2~189H) | 956 9H(1~62H)
5 67 | 21H(2~248H) || 63f | 14H(2~254H)
Cge | 100(5 | 28H(3~262H) || 945 | 13.5H(2~99H)
4. BEEROBIER

AT G & U2 30E e k& Ic VT, S 5annag o
L7 F= UM, MR, AR R OMARE A S Cockeroft-Gault s
ERWCHEE L2 L7 F=0 2 ) 7 F v il (CerdfE i)
BN RIER R B 2 45T U 22455, Cordfi i (R IERERNE &
BIERIRBENEG L . »OZOFENEE L Tz, £
7oy WL (FUS TERS) Ui 52 Bls L 72 6efilic sy Cid

(6)

HEHE B RG-FARBNC L U RIERSEBIER KT LT/,

FLE R 5 DA RE() IR 5 DA RES)
CertfErE it ~ [l B i
(mL/min) BWER  |(Grade3)PL k|  EWER  |(Grade3)V |
FEHLH EfEH FEIAR B
FEBIHR HITES
0= 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)
<50| 90:0% 75.0% 82.4% 47.1%
(18/20) (15/20) (14/17) (8/17)
[ & = E B ]
1. R
HHAE, EARFEAH-130. ERERE (55 b)) RO

Sarcoma-180, JL A ZMlii}%. Colon 26 (¥ 2 ) %D K FHHE
TR, £/, ¢ MEE, KBEE. FLE. B, RDE.
R TR (R — R T v b dHBWIEX— P2y Z2) ISk
L. JESSHIREIR R 2R U 7s, £ 72, LA 2o iz
BEF LKV LS5178Y DR E T L (7 2) 12\ Tk
SIRAR L. 51Tk b EE K ORI % R L 7
TFN(RX—F Ty F)IZBWTETS-1IRNEERIH] ) 5
ERL72,

2.TS-1DIEMkRY 3V

TS-1iZFT. CDHPKUOxoD —J&K5 & GH$ 2 WA TH D |
ROV % OPREE N RIZARNTF T S R4 ICERE NS
5-FUICHDV TN 5,

CDHPIEZ & L THFIZZ < 510§ 5 5-FU R AGHEERE D
DPD % #RIICHiIHE ST 2 Z L1tk > T, FTLOIRET
35-FUME % LR X¥5, ZOEKRNS-FURED L5
PE>T. SN TIE5-FUD Y v IRLREY TH 55-7 )14
OX 7 LAF P EIRERRGE L. PUES RS 5, %
72, Oxo ARSI & D 3 & U THEILE MR 040 L T
orotate phosphoribosyltransferase % R IZFEHBHE L .
5-FU» 5 5-T AR LA F FADER & FR ]S
3, ZORRTS-1£512 & 0 5-FUD RO UEE DR 4 1 7%
5 Z e MbEBESIER I NS L EL 5N TW5,
5-FUDMEHMFIZ T & U THMEREY T H 5 FAUMP A
dUMP & $5PT L. thymidylate synthase } OV& G 3% &
ternary complex #2K$ % Z & 12 K % DNAZAPHRIC
k5%, £/, FUTPIZZ R S CRNAFERE A Pt d 5 & & 0
bhTnb,

(B3R5 (CRT IR LFHAR]

D%aEz FHT—=IL FASVI TTFSVIAVUD L
; 0 H
N\H 0 ‘ N\ OH KO,C N 6]
e | \f A F 1‘1/ \IE/I-I
NH
¢ e
OH S
(0]
KOS AR
s FHT - FATUL AFIINAY YL
(Tegafur) (Gimeracil) (Oteracil Potassium)
Monopotassium
5-Fluoro-1-[(2RS)- 1,2,3,4-tetrahydro-
{E%% | tetrahydrofuran-2- Z-iﬁhtli(::))(-z‘&ridine 2,4-dioxo-1,3,5-
yl]uracil yaroxypy triazine-6-
carboxylate
ﬁ?it CSHQFNZOS C5H4C1N02 CAHZKNSO4
DFE 200.17 145.54 195.17
B o= 166~171°C #9262°C (5rfi) 300°CLLE




%

FTHT—=I

FASV)

FIT7SVIVAYDL

DRGSR A
Thd, A%
RREF T, K
g s 2 —)L(95)
2RIz,
FAKEEALT B Y Y A
REIZET B, 24
7 =V (1-50)
W REE R &
WV, ST

I EDREEPEDRIAR
Th b, KiElr b
V' LR 3L N, N-
URAFNFNLT I
FIZRR@
o AR =IZR
REFIZL, =4
7 =)L (99.5) 1TV T
1< <L KD T
Wz,

DRSO A
THb, pH8.OY ¥
PSR i S 3K
I AR N
—)L(99.5) Xid » 2
J=ZIEEAEH
s,

5%,

[ & 8B % # 1

LR S ISR D x| ) e TR R A (R A
T OSTIR A A SRR ) & F2hs L C A 0D Lk rh i s 45 B o) B2
&2 OFEIZBT MR O REMEICE L TF— 2 DL
TV, ZORRERRL» TN T2 Z &,

LA - BB SR B AR A OGN K OO B e B ]
b & HigE Uty v % 4 2% o Ml b ik
A IS5 2 &,

- NI (4 % AR & B SR PUBLEES A & o B
FZ 3 2O, AN U M4 OF A BRE O IR
WIRTIE (S % THRELS % 728 . JR/ NI A G B
T % RERER PO OF R 2 SOl HERE & U ¢, A7 IR
% R H & U 72 58 T AR 2 b Bk R & F2 ki3 5
Zk,

( a &= ]

T4 =TT VEA ST EILT20

PTP/ % 1564 7L (145 7RI X4),
8471 7 X (1451 7L X6),
1405 7 X)L (1451 7L X 10)

T4 —TAT VEA S T EILT25

PTP/ 567 7w (145 7 HILX4),
1404 7" &)L (14 5 7))L X10)

T4 =T A7 Y EA R T20

AT 4w 2%a%(0.2g) © 5671 (281X 2)

F4 =T A7 VA ERT25

2T 4 v 27%a1%%(0.25g) © 567 (281X 2)
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