HEOAS[HY 8

gAESSA (421)

E|0j2ag #e 20,25

(Tegafur, Gimeracil and Oteracil Potassium Capsule)

TS-1 Cap. 20,25

e ¥ S5

B0l ~E 2UE AMiEER TR RTUIA JHESE MIJIX 2o Alto 2 HIZIFEE2(Tegafur), 7|H2tal(Gimeracil), 2|22t
E(Oteracil Potassium)E& &t MS}8tx ZBEJ|=(Biochemical Modulation Technology)2 ZESIAIZ SUXIE S1HE SOHE AIFID
23V|H REES & |HOZ Fol SUXSHILICE J7I1E SN0l HiEH =2 FEBS 20|04, 7SS0 EHIJPFEEE2 S0l
HISIH EIIARIE 1028201 015 +ECE FO{EE SRUCEN EXEE 7|52 § «LERILICEH

[HEU%E ¢ O =23
1 Eel 28 fH& 20
o] o 1W&(1394mg) &

Zlofl2b (3 e o i
SEHZFEZF (M) e 196mg

2, Elol 29 & 25
o] o} 1/& (171 5mg) F
el 72 () -

.............. Zong
Z] o] EFA (B ) coererern e 725me
H LB F(EF) H5mg

[y &)
EelY A% : o oS WSl U L YAE B Was
$£598 22 g,

Holgl A% 25 of ok WAsl ¥ I YAE $HY 4 7
R TERE S T PR PR TN

B L
olubed CH 7HE 2( Tegafur) I\/j
2t :5-Fluoro-1-[ (RS)tetrahydrofuran-2-y1] 3
pyrimidine-2,4( | H3H) -dione
4] CyHeF NGOy
$3y  2002
a4
Ak 7)) 2k (Gimeracil)
g% :5-Chloro-2.4-dihydroxypyridine

244 : GHCIND,
#4955

224
Yubd 2 el 2h4d 7 (Oteracil Potassium)
stete Monopotassium-1.2,3.4-tetrahydro-
2 A-dioxo-1.35-tnazine-G-carboxylate

o

#H4  CHEN,O,
g eS8

[E5-33)
sl

A4 2 Hol4 = ALA 219 fige] £ F Hxslsiay
¥ A%

AgA T Auby £}
3Ex F2e

Faol B7Hed Hold =& AwdA A4 A alge 13 &

HA
[BY - 28]
BE AleA 23] T8z & MEWY 7FoR, 1Y 23
obd B Y A4 F 2897 99U AFFASE 2 olF 149U
FeFhch ol AL 1Alo| B R Elo] WMESadi4 A2, thgk o] o
o] Fofo 2l Aoz ghuse Y4 HARA olAHE AL 7} -
A71%% AAD R 2317 FAde) wHlElAl gl ghAAel 247} gl
£ A% Fos 958 £ 9ot I Agdn Hojx 77
Forghch

HEHH X8| J|EY(HIFE2 ACE)
1.25n 0|2t 40mg/ &|

1.25ni O]At~15n 0|F 50mg/ 8
1.5m O] & 60mg/ 8|

cheh, ghabe] Adeio] ubel FHAE] Fghch FaEe] wAE
50, 60, 75mg/31 2 Ytk 2L 919} ohAAAZ Ao Bal7}
glo] F3o| 7153 LR Hs s Afo 3] FLo RNy
& A7) Tome/3)E SRR i ot e BE § o
g8, HAFALL J0mg/31 2 Frich

# WE, fijel dejel et Sshs A oo £ FaE
shAl L, il F#dle Z9E 1Akl Ent 81, 184 53
oAl T

e 87 |=e =g
7 40ng/ %| 50mg / &
Eok—40mg/ ¥ 50mg/ & 60me /&
T U—40mg / 8| —50mg/ 8 60mg/ 8| Tomg/ B!
[AF2Ake| Fo|AMEH]

L33

Dol ofg ZT§d Aoty e 71F A 288 U 2o] 7t5E
g Al doll M, ghstEta ol tiste] FRE A4 L Aol ¢
£ oolabe] A dle] Foj7h HAsicky BgEE fale) da}
of o] Fojzjol griuh ¢HaletaY S w2 e fxle My
7h Wgokd o] ANEMF xsle] R3] FosAL. A8
A A B e O S FEA B AL S8 4
A F 5ol AR RS AL

2)e] ok ZFeh2] 7t fluorouracildl kAl ohE whe] L ds
A (Dose Limiting Toxicity, DLT)e] Z4=9jl9l HojA ct2r
2(Tol g 8 A2), B3] Y4 283 Fo¢ W
7b AFuch AAEAE A AAE £ A SF A F2
& &2 7h bsg olgAld W gsletaye] 88 HAES 7}
2 o|abe] Ak ofe, &Y - & EF8tA o] ofe| Faizt
HAsiohy #eE s Fdlo AT FosiaA L.

NFFHE Fo A48 1Hgert deld A Eel A Aol
ANHOR 7% HAE AANEE § BRE TR o, T
o] z7) W myatygale.,
o] HE e AAF402 Ads s A 8508 Fukg
Ae 7k Fo] Wwilo] 88 Folste], (T $g)e] Yo
o ARl E uiE T g FA8T HAE A2 gai4drL.

ke Bt |o)TAl Gty FU4A ol F oFAlste] WE2y
(Eeldlo]E - | 7}F 2 - $-2hd ey §). =& &AFA EF
AEA ] B gol o8] Hzte PAFs] o o]4hukdo] W
HE 27 A7) W, WEE A AsuUch(TEEs
4.9 8 #=x)

5)o] ofE AREEHY] M ARFEME Fo AA 3 £y - S
AH s Fdle] S,

2, thy Eale] A= Fol a4 o4l A L.

DA o] Aol thste] 4zt AU 7)steo] 9l 8z}

2047 a7t e §A(FedAt S48 S8 UF
Yck)

NAZE A e BAHERLZSSA(5-FUIL o]shhA}
AAnAsN A Q 72k e] MujMde] ##E] 7hisle HE T
e2gehd FE7F Asiich oleid Az FeodH F9
o 4hitg-o] Z7hek £2j7h lFch)

DAzHE s 7 e #RzHgE L oksbe 87t )

5)thE EetvEindA goby FUA(o]Ee HEAYE X
HE Fo T PAHFERE 2 F FE)

OIEFAENE ¥ 59 J2H35 2L 9 & F=2)

NYA E& Y48 7HgAol e FuA(TYR 4% F44
5ol ot Fof o] & 3z

3, ths @zlelAlE AE8 Fodiae,

DEFA7t A $HEEAA7 F48 S22 deUdh)

2)0 387 A FAHEFLZ S (5-FU) 2| o shfAtE A A
sl Zlvizhdd o] Auj4do] AAE Fisle W EF22S
ghd Fevh Aok ol Az 2o Fo oj4hi
So] Z7+8 $-2i7t FUch)



377t sl #

D75 E gHste e $HEF
 f271 dsdch)

SIFFEA7F oliel AE FA(FTEA 7% ool otate

&7t 21‘5‘"—15}}

6)7024 Y #aH(Fdel otsbd S2ivt dsurh)

NEAY £ OE 71980 e BTl otaE 27}
ATk

g)2stdAg T 280 s F4(F4l oFshd $27 AF
ych)

9TARCTHA @ Fol; & FE)

Al o} 2Tl ost

1 ol

ojaEre usg oagslg | wasg
ey Za 45.8% SET 2 | 43.9%
{2000/ 0|SH) (2.8%) (1000/mt 0]54) | (8.5%)
CEEELIREIES 38.1% gam s | 10.9%
(8g/dL 0]TH) (5.7%) (5x 104/ud 0]0F) (1.6%)
AST(GOT) &S 11.1% ALT(GPT) At 11.1%
A2z 33.9% 2 A 22.3%
T+ E 7.8% o A 18.7%
HAIMEN2 22.3% T U4 171.1%
o A & 21.3% g = 11.8%

AR Aol &7t Fol afrtz]e] ¢laalgell o] of dukg ot

7He Fellv 578 H AL, o AhnhE HEH &L §7.2%(50400) AF Y

o} A FeaA AgsE oS et vt

DFuf g o) dykg

(NEFo4, 84 Ud: 93¢ 34, FA§F5 (848

9 AFE AEP F) WEF 74 Y gan gk F
o] Az4g FFdA(Nes ':}71%‘ Fz), 284 “'%ttﬂ
T gujo] Ve £ glong #AS 2R slo o4t
#1E AfolE T2 FA HHE HAE WA
il

(zm}%w%%zaw(mm g &2 ZF2DIC)
(04%)0°] veld & QloB g 253 faste] dius &
AFDPA], ¥4 dHelellsr 59| "AHALR of4o] <
AL A5 T2 S8 HEF HAF BQUHM Q.

(3FZ7H To Az (e BT E Fx

(g4 48T 440 dojud €55 ‘(ﬂE%NJﬂZI
ol§ F % Qeng g F¥3 sx, oY Fi4ol e
b Ages FoE Aty B3 Fo| HAd AHAE
atyalL,

(5)42k3k 2red: Al 7hak Al (05%)0) ehd 4 Qoe s i
g ¥ sl HY BE . Aal 5o Fode] vt A
Sole S8 FAET HAHG HAS Paly L.

(6)7+A4 AF: A AF03%) (27154714, Fol 2 ¥
gel, TF 2 29 Flol Yelhd  leBE #AL T
23] st ol4te] g9lE Agele FodE FAET FH
XA S| AALS A6, §4182 3284 R F 3
g HAE gL

(DAZHE Uy, 28ta AS 2308 8, 288 43 4
zZhgh P (Wl 2d), 28k H%k05%), 288 8
(03%), 23h% HE(NEED)o] Yebd 4 Yoo a3
& 83 &, o4l #31E ASole FoAE FASL
HAG A S P L

(B)F4 AF: 34 AR 5o Yz WAL
dehd 4 UOBE #8E FE8 L, o)l Sald 7
Soll= $-°=l FA8 HEG MHAE 5.!6]-14&12

(9) 2] 53 alob= F 3 (Stevens-Johnson ZF34), =54 #3937
A} (Lyell ZF2): EH‘-".%'EH’P"#J- FEA4 goIAF
(ME Ed)o] el § ¢gJong HFE 3] 8L o
2ol Belgl Aol FoF FAs HAHF HAE #s)
AL,

(10)9ANF SL T 4 A7 aAxF (2 47,
264 FEHAZT z!ﬂﬂ"*nL Lo Fzaor Fychy o4
gl Az, B8, 1@ A3, A2 A G, 210} 2oH,
A wh), B, 247, Azl (RF WNEEH) Fol
vehte de| gloenz fahs 835 sy, oldd 34
o] Uelte ASoE FolE FAGHAL

()84 4329 34 439 29)0] vehds del 2
oo FFL FEF sl BF ¥H ol 45 Fol
UebdS Ao Solgs FA8T 4 HAE s

A2,
(12)8 2 g% - 28F, 237 creatine kinase(creatine pho-
sphokinase) 4%, 8% 9 k% v]22EW 4% 5& 54
02 g ARIEAFT(NEET)o] YelE F JLER
olg| 3 AfolE Fo& FA L HES AAF P
L. w% gE2gHF 2 g ] Yeh}A ¥
& Fosi AL,
(n)iﬂr A4 7 e (01%) 7F yepdE F2p gAie B
H)7tA] o) & oere HEE F &3, olde] ¥l
%—l Ag-ole $°=! FAstT HEg HAE YAl
2)F & ol kg (f-Akeh)
H7HEZo thg thee) o) gug Bt AOBE ol g
AH Aol Rl FAT HAH MG YA L,
MPAN(ZZEFY A7 93, 289 As) el 2d 2
g )
()N A= Z 5o 4ze FNNAHD (YA F (25 e
NE - AAY. vhuh 254N, Bl d%F 5.
Ao, 2AAZTY. A, 43, $IY )
H, 719 A3l Qo AtE], B, .&’é% 5]
:mﬁﬁ%. A2, 24 (YL vy 5& 2H[F5 4
A, oMol B, AAE o4 ]
()2 F 5
talﬂ** NFA(EE, 9% ofdeldl 45 §
N7IEke] o) ke
g9 olAureo] LEEE o)4o] BelslE AfolE 7
%t For 5o A48 AAE YA L, £, AUZo] vt
Aol FolF FAEI HAEG AAE P2,
g= 5% 0|4 0.19%~5% 0|2t ]
SR i S O 8 s v
29 gﬁgg%ﬁgie;u% ::ﬁ‘gﬁ}_ﬂ}}oﬁj‘ iﬁlg
GlE 7 24 gzg g2 |S7h WUT S
22 [
E NS, SO Ak kil g
AlEEX QA . 2E S5 ZoHL HASE
2801 R o [ 38 S o,
Y Sy =8 X $E 5
23 DRAY TRy ©e. & ZMBYE,
B9 oY, 2WEFHY, CEZ| DLEZ IFE
7, mse] 4z - HE0IE
31{-‘.’_% a4 a0t
HA Dil2t, FE. FEL. #IE  HEHY

J{‘,

~ % as HEE 0
=&7| E?,Eﬂ108|1 Eﬂ_:;;:l l A
2l
£ R, oy e e

, T3 4R, uE ovE A
(ovris, ok s 0
LOH &5 éawi"“’“ : uE orzaH
N8 gl e aus 1 Hige 6,y 55
| oz s YBUE Mol gus
| 4 BREA Ml HE H
V7R STFEEEAD
A7 digh chge] o duhg ARy} glonR ofye] &
QEE Agols B # So Bag AN B2
Ak, AR, o), T, ¥Y 28 4%, A48 4%

53 glom 42718 37}
5e Gt YAAHLLs gREd

48 5ol 48 248 5 AAAE 2

2 % Fal7|zk ol 270l 18] o) 4, YAAAHE
A, - A% BA DI AAGE 5 B49 AME 2
#5) FASUAL, ool FUHE ATl FoF 710 @
3, 4710 Zehe 2 F45A 594U AAg 4A5
HAQ. B3, 1Al 2 2 23 Aol 43 Y4HAE AN
AL,
SEAYHE)NY, B4 Fo] A Qelety 2O 4018
o] wstele) EELR et st} dAslo) P3F 3}
247 dojLbe Zeo] AASE HF FalSHIAL.

o] o %o} 34 %, G auAvUA oy FPA wE
ST ELASY Fokd AHE BT 44 7Y o
ol A4S FHNL(RERE S ¢ BE



S)chE st elojdA e £ Y3 EFAEY
Fod 32 § ol ok Fodds Ffole olE A TR
TEistel, HAUG 1AL T o] ofe] KA E AL,
(TE2r3 9 8 32)

6)EFFAAd 7]ds= FHE FHT(HYFF) 221 HEF
Aaag s34 gl S0 o) Abgel o & Al B
S%2PE 4EF - 29T LH T ottt FEal o

AL,

DAY bt Qe B Foig U A AP 44
o B¢ JgE TN,
BEAstSl AstiAE $AE 5+ QlE AYY vy AR o
sio] Sl Abel ol A2zt wpsglone, Kol 4 234
Aol /7 5 AAAUAL. Fol 5 £F 46, 712, el
o) % 59 U4 248 FE3 BRI FY¥ XU 5§

AAse 7+

Aol =E 9 ofslel] FoF4 AL, o4l

AGHAE B9olE FAE FAs: §F HAY HAE 44

AR,

DALE MAF 75 Fo BE2Yd dME FEA A

ol Shgislo) AA Py
10819Fe] 44 § BESFAYL stagell, o] AVASAAZ
Ag YAOR TS 15023 £4uSeg Ve YA4E2

ol

g SAR A A
6, AEae
1)W1 A] op4 A2,
oY S US4 - A WY 213 - fgol

FUT20/TA gAY BY(H20 ofa Z7\of 42 0| &+ 29 I 9|
A e d2l Y B 4|80 wWEs FR2Efl
- LELEEY SANH SO YHE PHe == H2E olF 23
HIMRE - Sl WEd (UsUCh =8 0| % R0 F(H20|LcR2RE 4ME
g2 A BT H4¥ 1R72 O FR22FMS] OHIHA}
TAER2E E UHE TOisiX ORJAIZ. |7 MMEI. RASH EE
FHEAERI(ERC FIZ. OlF %M RoiEN | ER2=RelY =Tt A
jlege % 0] 48 FoiEk FRMS|SdidCt

0§ %M Q8® 145G
#ElHOE - HDIFE - R M Fs 21248 £2 0 99
SE(ZELFT S) ROiE THASUAL
H2F0E - §222 78
4 28(op|258/5R §)
EHme(0|C BHEA
BRMEY

298 A FolsAL,

GHY S | ANBM - HAYH |- fgx
AUE Z5(9M - P&, =9 [HIFE0] 2[3l0f
2 2 Faf S)0| wEE o, #HUEle A
Aol ZAE £25 BESHAIL. | HHEN HUES!

HHE lojaiol el 2ol o oiollol WSS &
FOiE ZXI5in HES XXE 8| SECL
SHUAIR.
SRS NE§ SUIE 2
oimzl 28 (20| Slof 8259l W0 FoUs  JIH B

AAI2.

S1€t 9ok 20l B 280) ook &
M| 20| 2715k Aol 9loeR
B, wAk[xie] des awel paspAle JSEBO N2
FAE OlAt0| HoIE Zes A #Y PREIE

Sof HES HAE YSHIAIL.

L a#E bl i Fo
duimo g yE o)M= M 750l Halse Ay A9t 8
oB g §xte] AeE FEeiy M58 FosiAlL.
A AR R Sl dig 5o
DY 2 g 7hsAel e FUdAlE FoidtA ohAlL,
[BI7HE2 - $-2ldo] Fojg BeloAlN 718 & &44ces B
27F dFdch =3 94 HE 9 EX(H7HEE A Tmg/
kg, 15mg/kg) 2] 1) AFFool A gofe] YA o] F4 o
A BHE A9 So] WALt ]
2)Ffritell Fedd AolE FRHE FAMALAEAH o
FUth FEHE(AE)NM /FF F oY) BuHUFYCL]
9, Ao} Hofl thE Fo
AAF Sk Aol FHok frob R Aokl i b &
gEol QA fEuUch[AHE-7 Hol glgurt Lol Fol £
2271 e Agole Mo dig d8E uldtd o)dukge]
Wi 53 FelsiqalLl]
10, H&4e] F9|
okl % AIPTPERS] ol PTPAIERZNH 7ujo] Ba3
T8 AL34A L, [PTPNES Z23lo 4Ave MNES B9}

Z& 2ME7E HE A 2 2HEY 5o dad S
& 9o Mzt lgurh]
11. 7]e

1TS-16 Sol g $hato] A FANHE (A HELE e 7]
5 AdgUch). FFolFHZEZ(MDS)0] WAF Bzt 9l
gk

NEFL 252 e] o]sh thAl E 49 dihydropyrimidine dehyd-
rogenase(DPD) 29 8 2449 Falo] ZF2 54 o
A 7b Fojgl A Fol Zy)e] FUY, AL gAe, 4%
5o Azt o)atge] WHF Bt AFyh

3) 4 ofal 9] Qlupdo] YHARN Yo H AN Fe] ol
o= 837k dgu

1) LElebe g bl A BaElE AN, LHEHdREe]
vigharo] 24g uf ity %A AEATL ZeFgs] ool (A
E), 259 U pHA sl 2l dAtzt w4 E 7hsAe] U
= B3zt sy

5)70 0l WHE ol Ago] ehpAut. zhake] A A3 zhupe)
weto] Yojytri= B 7L gt

ASSEH)
1. k&l
DEN A(TS-1)& 3at 129907 32~40mg/mf B 21§ 13
ApFod § F A FE2RE 92 oEEy & ge}
uE e ok #ollA B vhel gyl E Fof gl tfdle
fFo® 7247 ool gimeracil(CDHP)528%, tegafur(FT)
78%, oteracil potassium(Oxo0)22%, th4kEe] )& cyanuric acid
(CA)114%, fluorouracil(5-FU)74%7} e 5] 215 c),

Comax Trmax AUC 0-28n) Ty

(ng/mL}) (hr) (ng - hr/mL) (hr)
FT 1971.0+269.0 24+12 28216971 4 131+310
5-FU 12854415 is+17 1238%2127 13404
COHP | 284611166 21+12 1372245737 30+05
Omo 7801582 2311 3%65.712486 30+1.4
CA 117941844 34+10 892017117 3B£16

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

TS-1S 26~ 200mg/body 75§ F FT, CDHP, Oxo ¥ 5-
FUSl AUC, Crmax # o] &32|EH0 g 454t TS
S B2~d0mg/ 22 1Y 28] 2897 A&Fo A 1L 7, 14, 28Y
o §% F ¥ AT A3, A&s Fadde o2
Fyth =§ 29 Tof Folt el Auracil(Ura) S 21438 2
283, CDHP 9|7 & DPDASNE 7Hef HolojM F728-&
veril A kg™
2)(FL)TS-1 ©5 F££ o EaioevidA g Wios
RE(rat)oll Al 7Y VM BT A HFF 2417 Fo A
A 5-FUSES 2ARGUY 1 43 B55o A9} v
sl 5-FUSt W& A] 41, FTS} ¥4 A] 100, FT - Uras}
W8 A 289), carmofure} #-& A 574l doxifluridine} -8 A]
6900, flucytosines} B4 A] 23ve] & Fed el dE
of TS-13 th EstulevjdA ofEzte] HEL F24o] 7
i Ve $-217h Ague”
DELANE A EF R TS-12 S § A9, ALy
¢l CDHP®| #e]oi ¢ 2 (Clearance) 7t #8152, 5-FURF 5=
ol AP AES vehl) 7] wBol o] 4utgo] et veld
27k Agueh”
2, Ay
zH oA 3 5-FUS AL EdolAMe) SEAFES FT 49~
56%, CDHP 32~33%. Oxo 7~10%. 5-FU 17~20%%l & th.(in
vitro)
3, ApE A
FTell A 5-FURE 2] thA}ell #oddt= AR 2H(BF)microsomes] cy-
tochrome P450 ¥21£ 0 24 CYP2A67} F 8.3ty B E &
Yk,
[24kE )
#TS-1(FT80~ 150mg g /) 19 28] £ FFFclo] 8 <
ARAE AAY AT KA %0l 465%(60/129¢)' 7, 2
4 - 2 Aqho] 326%(42/1290] )13 A RQke] 34,19 (29/85¢] )
Asvh
ol At-g-& AR Fojalal] 4014duhe, & FREAUAL,
| Cla=ad )|
1 gEFEH



SAlch &%, B¢ 7kt AH-130, AME S (S E) 9 Sarcoma-
180, §-ol = # g, Colon 26(vH§-2) Fo| 24 ¥ she]4E4 U
Abeh 91k ohakel, fuked, Bgk, Ak A9t o slo] Al Eok ¢
L YE 22 FE ol8-2)o) dia] FUF4 AAENE ebd S
Ytk &, ol #gte] HHe] el g L5178YS] 7hHo] B
(vhg-2)ol e A E4E vehdin, vhelrh Abg gl 2 o
AR E F2AAEAMEA T 2d(FE QE) dalbe TS
-1 ZgZ A oA EHE ehl G
2. Ts_lgl gi__g_yl?!'_’fi-iht

TS-12 FT. CDHP ¥ Oxo2] A#& §fsl: Adeln, 475
of Fo] 2ok A dlfoly FTRYE M8 Wgss 5-
Fuel A8t slsuch CDHPE F2 7ol @o] ¥ E38: 5-
FU o|2}tA} 491 DPDE Ao g A4 sl 2o 9
#. FTol A sl st 5-FUSEE 245230t olel sk A
5FU FEA4so] Futs] Zohfol M= 5-FU2| 91443} thALE<l
5-fluoronucleotide?} N5 %E 2 A &5 o] &k Fabvp Z745h
o}, Oxo= ZA75Fool o) 2 Ltz #28 omotate
phosphoribosyltransferase S M €] 3 0 2 718k 8 8}o] 5-FUR SE
S-fluoronuclectide®] 448 AR o2 A §uict I A2} TS-1
ool ol& 5-FU2| 7hst srFFA e Aa|gle] 48h7) 5Ade]
Azsles Aoz Aggud, 5-FUue L7 A F82 g4t
421 FAUMP(2-Deoxy-5-fluorouridine-5-monophosphate) 7} dUMP
(2-Deoxyuridine-5-monophosphate) ¢}t &4ll, thymidylate synthase
4 $H91904+3} terary complex 2 84 dted DNAA TS sl 8}
+ AYddh =%, FUTP(5-fluorouridine-5-triphosphate) 2 H
slo] RNA7Z| 5ol A&l § Foty B EAE et

[FELE20| Ut 0|55 X|AH)

42 Ho¥2 7|oi2ta E2NUE
ol
i B GHEING By c:u.m.u.
B34 : G RPN Oy B9 U EA9 ;19518
B 2002
" _ EEENEL
Hjod =
_?J Bt | E|7}5F2(Tegafur) | 7|02t (Gimeracil) (bferac-Potissiu)
S~Fluoro-1-[( RS- | sshe1204
gigpy [lvehvdrohran2A] oo ) b dndoypridne fisbsindo-24-000-1.3

idine-2,4( 1H,3H)-
prinidng-2A ) |5-triazine-6-carbonylate

dione

S2XA CaHeFNz03 CsH:CINO2 | CeHKND:

2R 200.17 145.55 195.18
85 166~171C 2t262°C (23H) 300Col &

sAlo] 2XAo| fopUiMol ZHYo| FUQl MM AWM 2

guch ojetgo] =4 FUALHERAIN (@eluch pHe.02lLt

I, 8 == ofE3|EE N, N-CHYEB0HY 259 == 29

Mz p (350 =5 =20, Olo|=0f| =3, HEHRO |%7] YD oEE

AVEY olEl=ol =7 @S| ES =20, OEHE/|(995) £= ClHEA

Uch g2 susiLE((%5)0] 57| oD, & (B2 Hel =X %

BA%0| sguck ol 09 57] of@3. o |gdct
lEoEl20) He =3
Er-alas

[(MELY] 71U g7 4&0-~30C) L

[AR22124] A2U 2 E 3674

[ZEE9]] Atz s

[B028)

1. Sugimachi, K. et al: Oncology, 57 202, 1999,

2 Sakata, Y. et al: Eur, J. Cancer, 34(11): 1715, 1998,

3. Kotzumi, W, et al.: Oncology, 58(3): 191, 2002,

4Rz R £ S iR 1-Hexycarbamoyl-5-fluoroura-

cllHCFU) $#Phase [ Study, ## & L84 7(7), 1181-1190(1980),

5. UFTHiiaf#HRE P40

6. {103 A, FRIEES —0B, /VISE fio: SEATHINE - KERIZ B 5 Cis-
platind>Phase [I Study, ## & L4481 val 16, 3185-3193(1989).

7. KSETESK: H#aklZ 5 (CDDP)Phase [ Study, # & L4
vol 16, 341-347(1989),

B (IR A, ARREHE . Mg il 5 -deoxy-5-flucrouridine(5 -
DFUR) & #REPENE (-8 5 55240 WA G M7, 96 & (bt
#Eik: vol 12, 2044-2051(1985),

o, i oh i MEFT - FERYERIZE T 3 (2R)-4-0-Tetrahydropylany
~ladniamycin( THP) ()Phase [l Study, #§ & (L4 vol 18, 1325-1332

(1991),

10, M # i Epirubicin(IMI-28) ¢ 524010 B8 - B 58128 5 808,
1 & (L AM5E: vol 13, 1887-1892( 1986).

T R flb o e - AT SRR 1Y) 2 74 L (CPT

=1L F A 1 RHRR ARG B, 46 & TLSME: vol 21, 1033-1038(1994),

L PRI - HECGRYS, RHEN R $HEREMBIZE L & 5 1-Leucovo

-nn-5-FUFFIH G0 TR M 5 3005 ] HiatEs, % & ik
BlgtEiE: 22(7), S03-910(01995),

13 s f, RNIFIRE SR fib: % MESILRIFIRELC & 5 1-Leucovo
~An-5-FUFFRL#EL 1 F WA 2 8+ 5 50050 1 Hiat&. ). Jpn,
Soc, Cancer Ther, 30(3), 560-583(1995),

14, Ohtsu A, Shimada Y., Yoshida S, et al: Phase]l study of protract

-ed infusional 5-fluorouracil combined with cisplatinim for advanced
gastric cancer | Report from Japan Clinical Oncology Group(JCOG),
Eur. J. Cancer, 30A, 2091-2083, 1994,
15, Hirata, K. et al.: Clin. Cancer Res, 5 2000, 1999,
16, Taguchy T, et al: Gan-to-Kagakuryoho(Jpn J. Cancer Chemother,),
24(15) 1 2253, 19498,
17, Yoshusue, K, et al: In-house data, Research report No.135, 1994,
18, Lkeda, K. et al.! In-house data, Research report No,138, 1999,
19, Masuda, H, et al.’ Yakubutsudotai( Xenobiotic Metabolism and Dis
-position), 12(4): 301, 1947,

20, lkeda, K, et al: Chn, Cancer Res, 6: 4408, 2000,

21, Inuyama, M, et al: Gan-to-kagakuryoho(Jpn, J. Cancer Chemother.),
25(8) 0 1151, 1998,

22, Inuyama, M, et al! Gan-to-kagakurycho(Jpn. J. Cancer Chemother,),
2801007 1381, 2001,

23, Takechi, T, et al.: Cancer Chemother. Pharmacol., 39: 205, 1997,

24, Shirasaka, T, et al.: Cancer Res, 56: 2602, 1996,

25, Fukushima, M, et al.: Int, J, Oncol.. 13: 693, 1998,

26, Shirasaka, T, et al: Anti-Cancer Drugs, 7: 548, 1996,

27, Tatsumi, K. et al.’ Jpn. J. Cancer Res, T8(7): 748, 1987,

28, Shirasaka, T, et al.! Cancer Res, 531 4004, 1993,

2. Spears, CP. et al.! Cancer Res, 44: 4144, 1984,

30, Wilkinson, D.S, et al.: Cancer Res, 35: 3014, 1975,

31, Ohtsu, A, et al,: Br, J, Cancer, 83(2)141(2000)

32 fEATER, BETEHUSIF No.219(2003)

1

[

NI

o

-

“op Feol Aol ghatel ALE7Igo] AAHAAL WA, W
#H, 2&8 oJokd e FAE F& 24 oY R(FAR P
w080-555-7171) el A A 9l g wEs =gk 283 A
ZAs HEY AFe FHA NG FojAete Ty £
BZH(A31:080-333-6312) & @ ehupgy o

2H4 21 :2008.01.17,
TJ-B-0000-11-06

“o] HUE-FA AU olF wWAE WLEL il FHolz
(www eilpharmcokr)oll A &lshd 4= AdHych”

HIZTHoN2
CaEny 0l0 XX F4A!
@ K‘" = —f = 3IAL
EAMEBSEA MET BIES 745-5
ST A HOI7 WU 2221171
Licensed from

TAIHO PHARMACEUTICAL CO., LTD.
Tokyo, Japan




