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&S L2254, BeGaInc EE A R (03 0. EBEEESS
% ;”ﬁj RS, FHERERSE) 2RSS & £ OH HRAKS RUSFUD L MM COEARKASIEFT 49~
H5hH B,

56%. CDHP 32~33%. Oxo 7~10%. 5-FU 17~20%C

BVAF & ORRBRIIATH 525, MHENA S W b7 (in vitro).
EOWMEND B, 3. REEER"
AT 7V A ) T ABIEIRETHR LT (4 FTH55-FUAORBZBIE T 3L MIFI 20V —4DF b2
R) AT T2A ) T AORARDDES G T — 4 P4S0 D5 7l 2 L C CYP2A6 41 Cds B & D
BHIEVERRA RIS (5 v ) TS, HIED 5% (in vitro).
BHpHIE M & D FHIARB LT < % 2 Btk A
fizencig. [ B K M #& |
(B5) 4 XTI IERG U 7235 A ICIRERAS AR - 5RO G IRTE 1. EEFRE (BB HE)
. AFEOBENZ 52 Z EPRE XN TW5D, (1) By
_ TS-1(FT 80~150mg % 5/ H) . 1 H2 5142
[ %2 % 8 & | 12 & % BROR AR S L 745 5054 V6 46.5%
1. EYEnRe (60/12950)5~10 M - WLIE32.6% (42/129f) 81112
174 —x 27/ (TS-1) &¥EEFH 12441232 ~40mg/m* TR SHYEE BN 34.1% (29/8551)> 14, JE/Nilamig CRiagl)
REEREHS U B0 A8 REE 2 & b 7= Sl 18.2% (18/9915)'>19, F:4li AHE LI FEFEFLIE21.8% (12/55
AT A RIS 7 RSS2 % T 07, EA32.29% (10/590)119) THRLH (FLIERHG, 113
RGRIRL % %7 2 (CDHP) 52.8%, 771 7 = (1) B OFSH GG (LB EA1) 30.5% (18/59151)
7.8%. A7 H )Y 4L(0x0)2.2%., T H 5 020 G570 Aede. I NI i HIEE R AS T AHERER
7 AL (CA114%, TAABY TN (5-FU)T A% =551 BREAIEIL6H] (RIS 91, Z DML T
itk BUKHGHIAT) TR 5o,
Cinax Tinax AUC (048n) T2 Q) PE % 5
FT 197(11?(?22;0 z.i}:_:)l.z 282111?:;/7??1).4 13.1(]:_:)3.1 Il CRIspl) =00 2 GeMIERIRSE I HIRER L
5FU 1285+ 415 35+17 7239+ 2727 19404 U CHT - 7= DF B (A 21 H RBDE H AR 502, v 27
CDHP 284.6+116.6 21+1.2 13722+ 573.7 3.0+0.5 75~ 60mg/m? % 55 8 H HIZH5) 1236 1) B IR i 4 2

Oxo 78.0% 582 23%*1.1 365.7Et 2486 3.0k14

A 17951804 34410 8920417117 38416 B LA, ZhE1347.3% (26/5561) Th - 7222

T 2. BT B L RO A DR B ER
Stage II. Mo \iEGRUIBRESR 2 x5 & L. TS-1#%5- (F

TS-1%25~200mg/body##1#: 5- L 2% OFT. CDHP, it 1 4ERET) B (520091) & AR HAITE (530(31) % HoBeRat L 7=
Ox0 X U5-FUDAUC, Copax ! SIEIEHARISHAFEL T EHL SR (IR O L FHT3.045) . AEAEHIRE O —
7z TS-1%32~40mg/m*T 1H 2 [l 28 H I H % 5150 F H120.675 (95 % (SHEIX R © 0.523-0.871. 12T ¥ 7 B
1. 7. 14, 28 HOUMBEHHRIL £ BE L ARER, a0l p=0.0024) T, TS-1{45HFEFATHIEE 2 Hbe L CHE ) 2
ERARBISE L 720 370, MHEGHRIZH 0TS IR U & 32%IE T &z, Filith 3 FOAEGHIT, PR B
DY 72 (Ura) DD EZEP2THD . CDHPIZ& B 70.1%. TS-14¥5H680.5% Ch 7=, % 7=, MFRELEM
DPDFHFLI0H T, A 275 & e o 722 0>/ 4 — K HE120.622 (95 %S HIX I © 0.501-0.772, @25

#(2)(BE) TSR 3O 7 0 LY < 2 RAEAIDE ¥ 7 BE p<0.0001) T, TS-TEE G TATHAIE & Hik L
FA 7 HRS BRI S- (7 v b ) Ol b 2 il % o 14 THIHY 22 538%IE T X072, SIEMEIRAEGERIT . THi
H5-FURE 2l U 226550, B 51 L C5-FU WIIG0.1%. TS-1945-8672.2% Cd - 7=,
4.11%. FT 8.1f%. FT-Ura 2.8f5. F+> 7L U V6.9 A, B0 3EAEGRIE, FHRIEET0.1%. TS-1#45-
fERUT L b2 23HORLE/RT & &5, HEH BE80.1%C b 1) . 34FMETH 6 /A7 543 T i HEAUEE 59.6.%
PR HEDNB BTN HBY TS5 RT2.2% T - 722

(3)(5%) R £ 70 (99%) ISTS1 455 LA, | N
PRI TH 5 CDHPO 2 U 7 5 ¥ ZME T L, 5-FUDIM 100 T
WIREOFM & LA ERTZ e 6, BIfERA L & 5
bhBBENNH B Y A
(4) SEPBYRE S S FMIN S BT & 7 ERPRERBRIE 1] (R PR S BE e | FHBME Tttt
B, MR, BERR) ICOoW T, SR v 7= g
fili. MR, 4 ORE 2 6 Cockeroft-Gault A % r O Ty———
TR L2V T7F=v 2 )7 T v 2l (CorffEEfit) 125 | %‘f_}%ﬁ fgggg figgﬂ
D F ERRREA I &OFIlbT & B IEET & iR B AR ek L SEAEHR 80.5% 70.1%
ECFIr X B RERHC T T, TR ZFhOAUCE RS o : : L L :
AUC (1) YRGS (EBIZ) Fiir ()
(Cerffesifif) >80mL/min 50-80mL/min N 21 290 27 2

FT 10060 =+1842 11320 =+£2717
5-FU 541.2+ 174.8 812.4% 2449
CDHP 977.8+ 327.9 1278.0t 306.6
Oxo 155.7+ 975 458.2+ 239.7

(5)



wx g,

(%)
100

i
-
ESO
|
= TSRS FHHME
I seofil 530
L | mRxawtem 1oes 2020
L SEMBREFER 722% 60.1%
0 1 1 1 1 1
0 1 2 . 3 4 5
YRIES GERIH) Fite &
TS-1#%58 529 476 322 169 38
FATEMRAE 530 446 285 136 33
- BIER O RIREFHIN O O{R HAR

AHNDOPG B W THE L F A S h - jfERIZOWT, H
. A - . VESEERE. JR IR GG .
TARE ST PR TR . I S OV R & O 14 FHER IR S8 1T AHER
BRD 4531 % x5 & U CRINEFHI O R BRI B9 % fihr & 47
STRER, ROZTEL ThH 72,

I MERE 3000/ mm3Aii, ~EZ 1 vy 8g/dLANM i/
7.5 X104/ mm3 A O FHEIZ 5 7= TIR K T L 726§
PRMESEHEAEIC B0 T, Mk s — L BlRA D & IfKIEIC R 5
F TOHB ARG L2, 2hThohIHiliz27H, 25
H, 24HT®H 7=,

—H. ZDS B FCHHED BRI U 72 T & AR T & 1hE
BIDORAMEA 5 A £ TOHIR 2 BET LR, 2hZho

Yl 7H, 55H. 6HTH 7=,
HIR | BIEBEFCOBEY : | @EES | DEF OB :
WAREIRE | pp | oonfe (i) Bify | chos (§5E)
[EiEEREZ) 92 | 27H(4~43H) | 85fil | 7H(1~93H)
~EFUE VD | 296 | 25H(5~43H) || 24%1 | 5.5H(1~21H)
1fit R 28f5 | 24H(9~51H) || 256 | 6H(1~46H)

F 720 BRRAT RIZ B0 CHRAl & o BE A SR L. RIFEH
EHlE 7z L F9E, TN TR S-BiG A & 117 &
TOMM % MEN L 228R, 2h2hoh ez 24,58, 21
H. 28HT® -7,

— . BIERDRE L — 8 SN TOMM A B L7
R, R Ehohizod . 14H. 135HTH 7=,

e | 0 | VRS TOMM: | EEHR HAETOM:
B | ehsRfE (#5E) Bl | eRoRfE (45
T 100f71 | 24.5H(2~189H) || 953 9H(1~62H)
gl 671 | 21H(2~248H) || 633l 14H(2~254H)
[BIPS 100 | 28H(3~262H) | 9415 |13.5H(2~99H)
BfEEkRORIER

A I G & U2 S0EIRGe i &I\ T, S 5aig o
LT F= Ul MR SRR OAE A 6 Cockeroft-Gaultal
EHWTEM L2 LT F=20 2 ) 7 5 ¥ A (Cerffiii i)
BN EIEF RS BLR & 5 U 2SS0, Corffte {SAEREplix &
BIERIFEHENEL . 2O ZORENEE{L Tz, £
7o U (FC TEERE) L THEG- 2 Billa L 7Z2REBC B Tid,
HHER B FMAHN I URIWEFFEBER MK LTz,

Ersiaepacaiilehalll Wk A GG AARER
Cerffirei =g =g
iy | AR |Grade3)i k| RUMER |(Grade3)bL L
FEBIR FIEH JEHIHR HIfEH
RBIH B
79.2% 26.8% 70.7% 24.3%
80=
(835/1054) | (282/1054) | (224/317) | (77/317)
80.8% 32.3% 1.7% 26.0%
0= <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| 900% 75.0% 82.4% 47.1%
(18/20) (15/20) (14/17) (8/17)

(6)

[ = » = B )

1 SR

HHPAME, BEAFREAH-130. FE#EKE (75 M) XY
Sarcoma-180. )L 4 Zfiif%. Colon 26 (¥ ) D/ HifL
RN, E7o. v MR, K. L. BDE. M.
R TS (R — F I v M BVWEX — Fvy 2) 124
L. BRI R AR U, 72, LA 2o iz
FEE T KU L5178Y DITHEREE TV (77 Z) IS\ CUEARY
IRERL. E5ITk M HEKOKIEMR % R L 7
EFNL(X—F Ty MIZBWTETS- 1SRRI R
ERL7z,

2.TS-1DIEMAkRY 3D

TS-112FT. CDHPK U OxoD =K% &H 3 8K TH D |
TG DO PUEEIRIZIRN TFTA S A 128 E N D
5-FUIZHEED N T3,

CDHPIEF & L THIZZ < i 5 5-FURLGHIEEE O
DPD AERINHPIHE T 2 Z Lok > T FTLDIRAET
35-FURE* LR XE5, ZOEKRNS-FURED EFIC
T, SGATIES-FUD Y Y IBLR W TH 55-7 L4
O LA F FERERE L. PUES IR AR 5, £
72, OxoIdARIE T & F L U T LEMRIC 54 L ¢
orotate phosphoribosyltransferase % &R HEPIBHE L .
5-FUM 55-7 )L 1 X 27 L5 K ANOE R 4 BRI 3
3, ZORETS- 1512 & 0 5-FUDBR WU S 2
5 Z & HEbE#ESR I NS B L 6h T 5,
5-FUDERHBER I & L TEMRE ¢ H 5 FAUMP 2
dUMP & f5HiL . thymidylate synthase } U JCHERE &
ternary complex # /2K $ % Z & 12 & % DNAZAKPH I
&3, F7-, FUTPIZAH S N CRNABRE A fEE 35 L &0
bhTnb,

(B3R5 (CRT IR LZIAR]

LSRN

HEIRY<, AR
THJ =)L (95)1=%
RIEFIZ< 0, Ak
BALF b ) 25kl

URAFILFILLT 3
FIZRRETRT
L AH T =z
RHIFIZ<L, =4

3% FHT=IL FXAZYI ITFSVIAUDLA
; 0 H
NS ‘ No-OH | ko.c. N_ o
ez J;j A NF 1‘1/ \E{
PNy b
OH o
(0]
YO AL ST EHEN
— g THT = FATUINL FTFITUNH) T L
(Tegafur) (Gimeracil) (Oteracil Potassium)
Monopotassium
5-Fluoro-1-[(2RS)- 1,2,3,4-tetrahydro-
1%+ | tetrahydrofuran-2- Z-iih(li(:’r(:(-ZA-ridin 2,4-dioxo-1,3,5-
ylluracil yaroxypy € | triazine-6-
carboxylate
DFR CsHoFN203 CsH4CINO:2 C4H2KN304
NFE 200.17 145.54 195.17
B o= 166~171°C #9262°C (5fi) 300°CLLE
FIEADOREEMEORI AR | (AEORESMEORA | GO IEORA
Thd, A8/ =L | Thb, KL+t | Ths. pHS.0Y
XiE7 £ b 2R | VLRI IENN- | e U3k

BIFISL, 220
=L (99.5) Xl * 4
J—ZIEE A LTE
s,

IZWIF %, A% 7 — | =)L (99.5) 12T
LI (1—50) 1352 | 12 <. Kk T
Fek AR E 50, Wiz,
[ & 8 % # |

1. 42H X =S fs i D & | w ) IR AR CREI A
e OSBRI AR % F2hE U CAHI O I rh s 22 B o0 5
&2 ORMEIZBT 2 TR O REMZICB L TF — 2 DIL
AT, ZTORMRERRLMITIRET 2 L,

2. KENG - WIS B AHI DA RNIE K O A D o 75 B B




LA B L L=+5 4 v Ty 4 e et b
R A IS5 Z &,

3. FE/ NI (x4 2 ARH & (A8 A PUB IR A & O ff
FZ 30 2O, A O M4 OF A BE O IR
WIRTIE (O % TR 5 728 . JR/ NI A G B
T % BERERHOREAIOF R 2 JOROGHERE & U ¢, A7 Hi
% FERHIE E & U 72 58 MR 21k FUiak Bk & 920§ %
Zk,

( =
T4 =T 2T VA H T RILT20
PTP %% 564 7L (145 7RI X4),
8471 7 X (1451 THILX6),
1405 7" &)L (1451 7L X 10)
TA—TAT VA S T ILT25
PTP/AE 1567 7 vIL (14 T HIL X 4),
1407 7" &)L (145 7L X 10)
F4 =T A7 VA ERT20
AT 4y 2% (0.2g) 567 (287X 2)
FA =T A7 VAR T25
AT 4 v 773 (0.25g) 1 5671 (28701X 2)
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