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HBLA A OBEFR S-1 &t O —F &2 vz,

> H 7 — L (JAN)
¥ A F )L (JAN)
AT 7N A (JAN)

Tegafur (JAN, INN)
Gimeracil (JAN, INN)
Oteracil potassium (JAN) . Oteracil (INN)

T T =)

7 ) U R PUEMEER - —uridine
XA T 7T VR PUEMEEE S ¢ —racil
FTZNAV T A TTUNRPUEMEEREIK « —racil
[0) H
- Ny OH Ko:C N~ _0
N~po | N| NH
[T o D
_ NH OH o
|
o
T OS5 FeEAR
THI7—IL FASUL Y il 0 1 I Ly N
THI7—I XAZUIL ATV NY DL
2FR CsH9oFN203 CsH4+CINO2 C4H2KN304
NFE 200.17 145.54 195.17

(fn 44 1% « TUPAC)

7 57—/ : 5-Fluoro-1-[(2RS) ~tetrahydrofuran-2-yl] uracil
F A 7 )b : 5-Chloro-2, 4-dihydroxypyridine

7 Z v F Y 7 L Monopotassium 1, 2, 3, 4-tetrahydro—-2, 4-dioxo-

1, 3, 5-triazine-6-carboxylate




(I &<y 3E8

6. ER%A. WA, S,

REEES

- REES S 1R )
IR (S

F ATV : CDHP,
¥ A AH v k(Gimestat) (IH—#%4)
FTIINTI TN FXY S Y v A (Oxo),
F % 2% > kA1) v A (Otastat potassium)
(I —fi%44)



M. BMETICEET HIEE

1. YELCZEHEE

(1) 48l - PR THT =)V

XA T

(2) TafRpE 1) SHEEBEC

TH T =)

XA T

 HEOREEDHM R TH 5,

MM NRD NS,

CHBOREREOMETH D,

FTTINHY T A

HEDFEREDOM KR TH D,

B DIRMRE

CAH ) VIRRBE T OT R E T F ) —
JL(9B) 1T T Ic < W, AAKgiLFT h YU
LRI T D,

KB LT B U AR N, NV AT LR
AT I RIZROREITRT <, AF =T

%3%%5 Tz <, =& 7 =L (99.5) IZTEITFIT
< <KL AKiThRD THETITL W,
AT TN B Y UL pH 8.0 U UEEHEREER X ITAKIIETIZL <
T X ) —)(99.5) XiT A X ) —/NZIFEALE
ADRANAN
BIEREIC T 5 AME (W/NV%., 20°C)
FH7—IL FASU)NL ATFSTILAYHLA
B RERE B L3 RERE B LS RERE
AH ) — ) 4.07 AKEbT R U o AR 8.67 pH 8.0 V VU FRtE MK | 9.20x10!
TR 6.04 NN-CAFALFLLTIR| 995 Vi 7.42x107!
7K 1.68 AR ) — )L 1.16 T % ) —1(99.5) 7.54x107°
=% 7 —(95) | 1.19 T X ) —)(99.5) 5.72x10'| | =Fr=—F 1 1.27x107 L F
0.1mol/LL NaOH| 3.51 7K 1.74x107!
JxFILT—F )L 5.90x10™*
2) A& pH BT kb9 5 IR iR
FAN- 22
(3) Wik FHT— )L c AREHEE 91% (40°C, 3 B H) CHRIFET D L X,
W MEZ R S o Tz,
XA T I)L D JRJE 25°C. FEXHEEE 0~97% T 14 AMMRIFE L=

FTTFIINHY T A

fEgL, EEAIX
BRI Tz,

IREE 25°C, FRAHEE 0~97% CRIFIICE &AL
ZWE U7l S BRI 1 89%RH TH V) |
FNL T OMAMBE TIXIFE AR LTz,

E LA ETRST, BRI




(m. BwmsIcET2EE |

(8) Witk (oo x) (%)

ik e

0 20 40 60 80 100
X (%)

TTI3VNNY) 0 LOREERBRER

(4) Fhss (R | - FHT—L 1 166~171C
Wh AL, R A - FRAFTIL 1 K 262°C (53 1iR)

FT TN AY 7L 300CE TRARITFERD Hivie o T,

(5) M S i 72 45 « TH 77—/ : pKa=17.65+0.05(0.1mol/L NaOH |Z X 5§ &)
XFAF 0 pKa=1.6(F AT Do 7 o b i) (HEE)
pKa=4.1(F 27 v b7 a b i) GfE)
AT TN A pKa=6.6 KON 11.8(A 3/ HHhk) GiEER)
pKa=1.1(F /LR ¥ L Hsk) (WO 1)

(6) syEltREk THI7-IDOSERE (Y O AKRILLEIKE)
pH DERE pH DEHRE pH DEFRE
2 0.835 6 0.801 10 0.007
4 0.835 8 0.108 12 0.000

FASULROVATIVILA) D LDSRER(1-4 9 2 / —)LIE/KHE)
HEFHH HEHH

A EOMEEE DT DI | S E e MEE e VIR
2 4.93 1.02X10*LLF 71 5.40X107? 8.06X10°LLF
3 — 8.22X10°LLTF 8| 1.34%x10%* 8.06X10°LLTF
4 3.82 8.09X10°LLF 10| 1.13x10° 7.96X10°LLF
6 | 4.39xX10"! 1.07X10* 12| 8.64x10* 7.90X10°LLF




(I #mmmsIET 2EE

(7) ZOMOTIosE | - TH 77—

AU (FRK) : 267~271nm (0.01mol/L /KEE{tF kU & Aik)
FAT IV

SR (1K) : 289~293nm (A & / — LR (1-50000))

W EL,(291nm) : 226.3(A # J — LK)

FTINAa Y T A

ALY (oK) @ 252~256nm (pH 8.0 VU > ERH#E i (1—~50000) )
WEH KL, (254nm) : 351.7 (#HRF%, 0.02g, pH 8.0 U o BAHTIEATI,

1000mL)
2. BYEID THI—ILDOREM
= — s REEHE R7FEAR RERRE b 2N
BREHTISETS B 100°C 10 4] T (BED | BAEN
REM FABMAYET | 3MA | MET o 7 () | 60 A B EKBEEL

ENHELET 3 & A LT 7L (BE RN
40°C/91%RH 3 & A a7 7 A0 (B3 iXida)
1B | 40°C/75%RH 3 & A (0 7 2 (BRED) HiFE N
40°C/59%RH 3 f& A M7 AR (BRED) i
. . o - R zF LB+

EH 25°C/60%RH 36 4 H S 4 e BT Bk N
RyzFL o8+

T AN— T A
D) MFEER : Mk, UV 22 b, TLC. &

Bt o

ik 40°C/75%RH 6 T A HitEN

FASYIDREN

REEN HREHRE RERE 5 g+
: o e HUxFL o+
£ | 25C/60%RH 36 fi H S d e R kg N
. o . RYZF LA+
n @ | 40°C/75%RH 6 & H St R KT SN
. - H T A A+ 3 H B <
" 50C 6 i3 75 RF v 7% | B
ol . - 5 AN+ 3 BT hEE
60C 3 i/ 75 RF v 7% | B
o e . o - N , 3 & H B T ke
” TWE | 40°C/75%RH 6 4 A 77 AN (B O 1R P
St | 25°C/Des 77 (K33 HP| HT AL v —1L ik
%R 25°C/Des 727 |K133 B | HT AL v — L (X)) | BN

*1) WEHEHE : PRR, HeadakB(UV, IR) . WLk, MRS Aok, BigWwE) . Ko, &
% 2) 15001x Des 7 > 7" C 120 75 1x-hrs A&

ATV A) D LDREMN

REEL RFHIM RIEREE 15 g
i o 1eno P LB T 4V LD + A
£ M| 25C/60%RH 36 f& H St R R T A BlAg
. . o . E NN SR y
fn# | 40°C/75%RH 6 f% H S AR KT A Btk
. e BT AN+ '
| 50°C 6 f& H S5 ATy HEN
T S — B
o - BT AN+
60°C 3 & H S5 ATy N
i ML | 40°C/75%RH 6 1% 1 77 AN (B0 HiEE N
"ok D 7> 7 |®33H?| Hozvv—1 Bk
%I HR Des 7 7 $183 A | A7 2 v —L GEX) | BN

k1) JIEEHE - MR, #EBRER (UV, IR, & U 7 L) WG, MEEHER Gk, W E) |
WRER, SR
*2) ZE7 A VAEENE R =F L) % 3) 15001x Des 7 > 7 C 120 J7 1x-hrs [R5

_9_



(m. BwmsIcET2EE |

2. BEMELSD « XA T UILDOEIRIRAE D 2 EME
EREHETIZEITS KBFEEFDOX AT VIVITERER T TIIWTNO pH THLEETH -
TEM 77 E7-. MREBEHT 70°CTlE pH 2~6 O#iF THRMARMEF L, pH
(DD%E) 4~5 TROLAREETh- T,
(%)
110
100 .
F —O—pH 3.95~3.98
90 - A - pH 4.90~4.95
80 [ - pH 5.66~5.76
00 (n=4)
& 60T
%\“ 50 C
) i
N I N N, a
20 [
10 [
O 1 1 1 1 1 1 1 1 1 1
0 10 20 30 40 50 (F#f)
{RAFHIRE
FASUILDKBEDREE —BEDEZE (pH4, 5KV 6)
(Ko pH XA O FZHE 2 7~ 77)

FT 7 LA ) 7 A (Oxo) DRI EE D 22 T
40°CIz BT % 0.025%0x0 @ Britton-Robinson #& & i (pH 2~12) AR
DEZEM TR L. DEEEREZ RO RE, pHS THROLLZETH

> 7,

logk

pH
ATSVINAIDLOSEPpH TO 774 )L




(. BRsIET2EE

3.

BT D
HRARE. EEX

e R ak BRIk
TH 77—
AR [ThH7—) kb,

FRAT L
O SR AT RN BE ) E VA
@ FRAMNEUL A7 N VHIE

FTITNT T T A

@O &S AT B

@ AL 2~ b LHIE
® BV U LD EMEES

& ik
TH T =)

AR [TH7—) kb,

F ATV
s n~ 77 40—k 5,

AT TN H Y T A
s/ n~ 77 40—k 5,



IV. KB d HIEHE

1.

N

3.

Al
(1) APEDOH

(2) A DI OPEIR

(3) Wnl=—FK

(4) #=HN DIt
(5) o,
S D HE R

(1) A#hE o GEVERSY)
D B K OIS INAl

(3) #&

RTIRREDOHEK
RURE

s T AT A AFRUEA OD FET20, =AU % A K UEE OD #E T25

XAl e A B G

g o= g| TA7VEAKRIEEODE | TRTUEAKIES OD g

- T20 T25
AENREEDOAIETH D, | OENREEOAEEIETH D,

e * FEOHRIEBA AR, oy | FEoHfREA e, oy
BT NHFFADOERTHY, | BT WVEWVTE WD AT
FRRZBODRH D, O, FRRIZBORS D,
E31] Him U] E31] Him U]

VA 15
— o

¥ 4 % [ERES JE . B [EXES J& . B &
7.5mm 3.5mm | % 146mg | 8.0mm 3.9mm | & 182mg

T AU H AR TEA OD & T20 : 0T41
T AU H AR TEAE OD & T25 : 0T43

BB R L

BB R L

IR B AKRIES OD &

IRTBAKRIES OD &

FFTLNH Y 5 19.6mg

T20 T25

1 2 1 g2
EMED| THT—N 20mg FHT— 25mg
N & = XFRT ) 5.8mg XFAT UL 7.25mg

47T NP Y YA 24.5mg

w m &

HAERF, fEmEL e — A
JBARE RV, T NVT 7
— b F T T ASRILT — L
(L=—7=z=VT7 7 =1H
W)y, ATT VB~ XD
U A N = VA= R ) R =
— X, TR W= bk,
HE2 BT LI =T AL —F

FLHEARFIY) . fdaEL e —X
JaARE R Wy TNVT 7
—(bF T TASNLT— A
(L—7xz=1VT7 T =1&
W), AT7T VB~ R D
U Al N = = A B o ey P
— A, TR W= T R{bk,
EHOS BTV I = AL —F

R L

REEER L

R L




(Iv. ®i=ey 258 |

4.

5.

6.

b2 B i

EAT HEREMED
HHHHMY

HHEODEEFHTIC
BIFHREML

REERVBEBRED
REM

ftbFl & DELS KL
(HIE{EEMEL)

RENI M ERITEL L

FTERDEEME CDHPHIR D EEFME

O
CHs
H |
N o) N o) N o)
T T |
FJ;(NH ol NH o =

(@) o OH
5-FU CI-FT N-Me-CDHP

(93 BRAE R & ) (A H4) (T H4)

OxoRAk D iEHFMEA

o o o
HzN)J\N)J\”)J\COOH

H

ccB
(P ERERY & i)

BN D 5y R L B
MV-6. WAOZFEENETICBIT DLEM] OHEBH,

74 —T AU UBLA OD §E T20 KO8 T25 % A 7o RIIPRAFRRIER B O
BROFERNS, AT o Z AR UEA OD §E T20 & O T25 (L@ H O ik
BFICBNWT3HEMEETH D Z EPHERBEN TN,

T4 —IRJUEE OD § T20 R U T25 D REARFHBR KR UILRABRDFHER

He Rkl | REMH aEwE # %
bt 25°C o PTP+ 15 7 A
RORGERR | eowrn | OET | o< e R

- 40T " PTP + (I
mists | A0C | emn | DIUCRRA Lk Y

REREE MR, MR, ERYERR A, ERYEWR B, L, EHE, ERIE,
Koy, BEE

EERRAN

MG R L



BT EEEED

9. B [RBR 7 15]
H AR 5 07 — M ek B IE VA BB IE S RAVIBIC X 0 B & 1T D .
GAF - BlEE% 50rpm
BRI 7K 900mL
[ 2]
WD OD FEIZHB VTS 15 43T 85% LA LD RlE i 2R 7,

10. &A&H-aE

(1) EENLERRS - | RELRVY

ks AL R 7
Res - AT 2
{5
(2) [ (TR VA A KRIES OD £ T20)
PTP A%t (MLIAIAY) : 5688 (14 8EX2X2), 140 88 (14 5EX2X5)
(TRTUEARIEE OD £ T25)
PTP A%t (RIRFIAY) : 56 88 (14 5EX2X2), 140 88 (14 EX2X5)
(3) PIHAEE FM LN
(4) BazOME s T AT A A FRUEA OD FE T20 X O T25
Ry 7Ly —7LI=vh (PTP > — )
RVzFLor—TArI=h  (Fr—(1)
1. Rl&RE#EINID MG R L
E3E
12. ZFDih Y LW




V. AEICET SIEH

1.

BB ESIES

HHER IR
EEY IR

4. HEERITHHR
Bz, 15 - BEfRfE. ERME. FMRRmE. FMARXIIERIE.
B, PRESE. RILEURBWKBHEN D HER2 IR TERE Y RV D5
BB HMREMRE

(PR
[V-5. (7) Z0fth) OIS,

5. MEEXIIMRICEET HFE
(4507 - EiaE. TESREbRE. R, IRER)
5.1 ikt & L, AREIOAME RO PEITHET L Clo7euy,
(FE/INHRRa sz )
5.2 ML FRIE L LT ARBIOA DR O VTN L TR0,
5.3 AAIHEATOERNT DUV TIE, BRNEKR O RPETHESL L TUHRUY,
(FMFREXIEBHIAE
54 AFIOFGEITHIHAEITIT, T2 b THA 27V R PUEIEIERA &
OV 0 o REUBNEIEIG A 2 B T b iR A O L < IXH5 6%
KGEETH L,
(RILEVZBRGHENDHER2IZETERE ) XV DEEICE T 5HiE
MBI
5.5 fiTRIEEMIRIE L LT, ARAIOA IR O 2PN L TR0,
5.6 FEARABRICHIAAN SN BEOFEI R U A7 DEFZEIHOWT, 117,
BRIREHR ) DIEOWNE 2RI L, ARFNOA R OV 2t 2 -+ ([T BEig
L7z BT, MiEEOBINEITH 2 &, [17.1.4 B

(fiFa)

5.1 i LS L CORENE LN TV RV, &5 W IR RER
ZFEfE L TR N T,
BT L FEREICE L Cix, TV-5. (6) IBENEH] 0EES
&

W o

5.3 FE/INHIRAIEE (2 B W TARRIDN A TR S D ATREMED & 2 milin
PS R ELERI T OHE L N BVEDOREGR 50 T,

5.4 EERRBRORFE L HETIE IS T 2 ARAOFEH X, 7 b T4
U VR KOV X RPUEMIEIE A & 5 T b FRIEZ OBEE L <X
BRBZ G L ST,

5.5 MTATIEMIIEE & L TCORMRDBEF LTV B D W IRERRRER % 52
fiti L TRz,

5.6 POTENT B O S E M TH - 7= ER B> HER2 fath: o FLpEHIE:
BN I T 2 Noeis & OO LS OB BE K& OV 2V EITENL LT
ARV 2N
[V-5. (4) MREAJRRER 1) ARMEMGERER) DA SR,



(V. amicET3EA |

3. HERUVAE

(1) AlER O RO

(2)

LR O &0

A E R« ARAL

6. RZRUHAZ
(Brz. #i - ERkE. BESEHE. /N ERihE. FHTEXITERIE.
. REERER)
WE L, RAIEPIEE G R (1 B8 ZERREEICAEE TROLERE L
L, BI8% LY E%O 1 H 20, 28 HEEARAKS L, 0k 14
AR 2, a1 27— LTHRELZ#HBY T,

KRR R WaI LR (T 07— FY )
1.25m2 A:Jij 40mg/[A]
1.25m2 P4 E 1.5m2 Riifi 50mg/[H]
1.5m2 P4 F 60mg/[A]

¥, BEOREIC L E AT 5, HEEEOBEME A 40mg, 50mg,
60mg, 75mg/lfl & T 5, HEIIAFOE G K D &Il S D R R A
ESH (g, IT - BRemA) MOV LSRR ARBEE. Za
PEICHIED 2 <, B TE 25 LI SN 256 SHIEIEER D & — B
FTEL, Tomg/RIZRE LT 5, £, BEIT@EE ., —BEEF2170,
BIEF 5813 40mg/lml & 45,
(RILEVZBRGENDHER2IEEMTEES ) R DEEICE T 51k
EMEE)

WNAHIFIEA E OPFRIZIB VT, @E ., lRACITR O G &2 18k &
Y REHO 1 H 210, 14 BREREAES L, €0k 7 BRKET 5,
IN&E17—0E L TRE VER, B2V IRT, kb, BEFOWRE
IRV AT 5, WIEEEREAB X 2 EII TRV L,

IR ThIFE waI LR (07— Y E)
1.25m2 A:Jij 40mg/[A]
1.25m2 P4 E 1.5m2 Riifi 50mg/[H]
1.5m2 2L E 60mg/[A]

(PR

- BRE. ARG - R, SHSEESER. NI, FITRRESUI AL, I

Ji . FHIE

AAI150mg 1 B 1 [EH% 544 & 75mg 1 A 2 [A# 54 0 5-FU O i
BEZANT Y alb—ya L0 ROZEFREICE TS 5-FU BE
B ZHE LR, 1 H 1 EHR53ETIE 5 FU @ Cmax 734 530ng/mL
o LTth, SEeMIcB L, 1 B 2 A5 TIE 5-FU @ Cmax 239
230ng/mL Z/R L7, $E0cid L, 2o Z bt 5-FU @ Cmax
Z LE S 24 B E IR EMERF S B A1, 1 H 2 [ 53E2NE LT
HEEZLNT,



[ v. amicEy 2EA |

(2)

MIERCHED

AR« ARBL

(Do)

T B HE S ORWER ORI & EMNCKE#R G 2175 2 & B8
L. 2 LF'%W%E;@F% 5T & &L, REIERARSE AHBER OHELE L K
OV &1X 1 [B] 75mg/body % 1 H 2 [0] 28 H W A B 5, 14 BRI (1 7 —
) &Lz,

Z 0%, 18]l T5mg/body 1 H 2 [El¥ 5% Sk L 7= A AR 55 T AHEER 12

BT, WIRBIMAE PN ORFRP I L | Beh- 2k L7-icids] &
feE TR, AN, BB EOFEEZ LML IEGNH D | RESH I
T A e < Stz BEIRE T ARBR O R )D HRIKTFN2 L O TH 5 Ak
PEDNEI &I S v, wIEE R % 1 ([ 50me/body 1 H 2 [ L Tt
BAEFEM L= 2 A, BETIRCELIREORBORBRNELILTL,
B OFEEEL R L,

wal A et LSS, 80mg/m2/ A #2554 LV & 80mg/m? H
UTOFNEMERREBRENE N -T2 &b, AFOYE# L &%
80mg/m%/H 2 72 & & LT,

R | 5 REmERIIO
X—T B
1.25m?2 AT 80mg/ A >64mg/ m2/H
1.25m2 L) _E 1.5m2 Al 100mg/H 66.7~80mg/ m?/ H
1.5m2 L 1 120mg/ H =80mg/ m2/H
- VE L ARIRBED > HER2 BaPECTHIEE U 2 7 OILEICH T Dk

Wik

POTENT S BRIZEBNT 7 LT F =07 U7 T o AT S ARl G- &
RE STV Z & WOWHRIER & OAK] 1 FROIFIZB D THZIME L
OZEMEPHEER SN Z LIRS ERIE L7Z, 72, POTENT #E TI3HE
FHOARREIT &0 FIElE G- b O &N OEDBLUE S TWIZH MR
GREAZBR ODWEIIFM SN TORPSTZZENLETDFEZHRE LT,

POTENT #BRIZEB1T 5 TS-1 ow)EIEEE (1 [0E)

KRRERBE N7 LT F =07 VT TR L > THESHTEZROE &
EEIRHR MO E%O 1 H 2, 14 HEEARO&SG L, £0%k 7 HREIK
45, Zhar 17—~ LT 1EM BEZBVIES, 7LT7F=07
U7 7 A0 80mL/min UL EDYATEH | AIER D ZENE > TV D AER],
El TR REELBE L, Y EOHWIC X —BREEE L TG T 5
ZEbAErET 5,

JLT7F=: " 1EEEE
HYTIUR REH (FHI—ILIELE)
1.25m2 Al 40mg/[A]
80mL/min LA I 1.25m?2 LA F 1.5m?2 A 50mg/|r]
1.5m2 Lk 60mg/[A]

, ] 20mg/[A]
50mL/min L |- 1.25m i 4 40mg/|]
80mL/min A 1.25m?2 LA F 1.5m?2 A 40mg/[A]

1.5m2 Lk 50mg/[F]

D ERE A NG AT, BERIIEZ VT = Ul PERL R OMRE NS LT O
Cockcroft-Gault XA HAWCTHH L7 L7 F=027 V7 Z7 Al (Cer HEEH) 2RV &
Cer #EME= ((140-FH#n) X{EHE (kg)) / (72XMiEZ L7 F =2 (mg/dL)) X0.85 (&
HEDOLE)



(V. amIcET 5EA

4. RERUVHAEIC
BEy 2R "

7. RERUVAZICEET 5FE
(EhEEFtE)

7.1 IR B A S TIRIEIM 2 T 2 WER B D5 A ITIE, REIOE
Bl k2 LI S 2 R RAE R (MR, ITF - BiEmRt) &
OVHAL AR SR BT, ZatEICBEDN 2N 2 & 2R L7 B CHE
TH5ZL, 2L, FOHETH-TH < & 7 A OKRIELAR %
BRITHZ L, ek, FINARRESUTFERILIE I B\ TITIREEII o FHiE %
1T o T2 A O AVETHESL L Ty (i ARRBRIZ 220,

7.2 BHEIE. BUENFREOEERANWER ZERET 2720, BENRD 5
NG EIIIRESIR O R, &, &5 IEEOMY)RAEAEITH 2
&, [1.2, 1.3, 81, 84, 9.1.1, 11.1.1, 11.1.3, 17.1.1 /]

7.3 BBAORE (7 v b)) IZBWCEEIHE S ClEAT 73 b U 7 AD
NAFTRAZEYT A BNEL, Z0Ar T T ool bh ]
ENTHIEGEDEOBHNL D Z ENTHRENLIOTREREG LTS
Lk,

7.4 ARF| & Wi ST R SRR & OPFFICEE LTI a it & O ek
VIS L TUN R0,

(Brz. #Bh - ElRiE. BERSE. E/NMEihE. FHTEXITEREE.
. REERER)

7.5 WE., BEOREBIZEDOE THET 256, RKOAEEZS2E LTS,

WE VIRIEES BE
IRHK 40mg/[A] 50mg/[m]
RFE—40mg/[A] 50mg/[H] 60mg/[H]
IRFE—40mg/[Fl<—50mg/[A] 60mg/[A] 75mg/[F]
BB, WMETALAR 17— nEE L, —EEOEEIZEEDD I L,
(GE/NHRa AR

7.6 HWIEERS DR (ORA 21 BME#EBABROEGIZ, VAT TF
60mg/m2 %55 8 H HIZ#5G) THW S L - RSO HZMER O
ZARVEIIHEST L TR0,

(P ITERIE)

7.7 MIEHLSREIC T D ARK % & T O FUEMEERA] & OOF IV T
BN R OV RVEIMET LT,




[ v. amicET3EA |

4. RERUVHAEIZ

BEY 2FE "
(0D%F)

(RILEVZRBRBENDOHER2IZETERS ) R I DEEICE (T H1HE
EMRE)
7.8 M OPUEMIEEA] & OOFHIZ OV TH N & OZE M E XM LT
Wy,

797 L 7F =707 F A0 50mL/min LA E 80mL/min K DIHEIZ

L. RO EETEHMET D, [9.2.2 &)
JLTF7FZ=Y L 1E#ERE=E
HYFSLRE REH (FHT—ILIELE)
. ] 20mg/[A
50mL/min 2L |- 1.25m? A 5 40mg/l]
SOmL/min R o S T T sme i 40mg/[A]
1.5m2 Lk 50mg/[H]

1) EHEENGE R, RERTMEZ L7 F=fE, M, FEREOEENS LT O

710 Z LT F =22 VT 5 AH 50mL/min K0 BE BT 5 HRME
B OB VIR LTy, [9.2.2 /]

Cockeroft-Gault N FHWTHEH L7227 v T7F =027 V7 F Al (Cer HEEM) % H
WHZ &,

Cockeroft-Gault =

Cer 2= ((140-40) X{EHE (kg)) / (712xMiF7 V7 F =2 (mg/dL)) (it
OLEIXSHITHELNTEE 0.85 %7 5)

(FRL)

7.1

7.2

7.3

7.4

7.5

7.6

1A LT 215 PRI O FifE 2 LB L 25 A1%, KatEIcRiER
RN LB SICHRT D, D b h 7T BRIEIRET S, B, BB
PEFLIE R 2 kb G & UTo 2 30 W U SR B S e 5 ) S 2h 8104 2 k9 2 1 1T e
PRES LA B 3R0BR C IR 4 40 L 72 fRBRA 7 e IRSEIATE] D L
5 (14 B ARG 21T > 7256 OZ2MEITRENL LTV e,

BT HEINH, FFREE R GRECRE L TR Y |, BIER ORI A
K O EEACOBS R34 7 — VB bR K O G- H ] HR X 2 @IS 1 [
UL EOBERRA 21T 5, F5I12 1 7 —/V B RO ERHZITBERENCIT S 2 &
BDETH D,

Ty NTCOFTFTINAY T LEDNAFTTRAZEY T (1 ZIEEER
P 5. 3%, HefEWE25%Th D Y,

FE /N T g R ONAESE S5 C UMl SOV RE S i ek & D & % w]
REPEDS SIS, ZHUCBET 2 B ER O L EBNED T — 2 3720,

Be 5 EHPHI AR LV RE L-wREEYEE 40~60mg/[a] X 2 [al/H
ZIRAIE U, e K58 75mg/lal X 2 [8l/ B & O fE% 5- & 40mg/[7] X 2
[FI/HTdH D, 40mg/[F1 X2 [Bl/H LLF TIEAEDS R STV,
FEOEREIE BT 2175,

/NI B T DA EPFH ESND VAT T F o ORESEH B2\
B9 2 BRI BRBR OFE R 3G DI TR,



[ v. samicEy 2EA |

4. RERUVHAEIC
BEY 2R "
(0D%F)

7.7 MOPUEMIEER & OFABRIEIC OV TUIRFI LT 5T, Z0H%)
P OV MEITHESL L TRl

7.8 POTENT 35k CIIN i iE LA O FUEMEIEE A & OO -IX I S
TWRNWZ ENHLZEDFE LR LT,

7.9 7 VT F =27 U7 T2 AN 50mL/min LA E 80mL/min AR DEEIC
I — B R C ORI G- &0 BUE S, AR OV 2 D3 e
N2 Z LIS EARIRICHETE LT,

7.10 POTENT B BEEIULEIZIS NV T/ LT F= 7 U T T AN
50mL/min LA DB IZIRE L THAANI I TOIL TN Z &I2HED
TR E LT,



[ v. amicET3EA |

5. ERERALIE BRI E 2 TT 4 —= AU > (TS-1) DORRKRFBRE R A Fe# L7z,

(1) BRT =2y r— | FZE LN

(2) KPR SEIR AR ¥ <BEPRER 1 AHER >
1) H[E g 5 Y
TS-1% FT & & L T 25mg/body & ¥ 200mg/body & THH- L7z, ~F
ya e g 2 Bl BARRIR 2 61 TR L EIL IUEERT 2 flRFEo b
2, BEERLOIT R, KR RLZIRET DITIEEL R0 o T,

BIE AR BRRSE [ 45, HEIRE)

52 (mg) 25 50 100 150 200
ST 51 %% 2 4 4 4 3
Bl ARG 0 0 2 1 2
JL—FK |12 3 4(1 23 4123 4|123 41234
~NEZ B VR 1 1
BARARIR 11
T i 1
AR 1 1

2) 28 ARH# A& SRR (1 B 1 EHEGELK L B 2 [\ 515)?

1 B 1 B GECIEmEE G R 25mg/body L 0 BEE LR 21T - 724
R, KPR EIL 150mg/body/day LA 200mg/body/day Aiii Td> % & H#E
ESTz, 1 H 2 [BIEEE TR 5 & 50mg/body X 2/day L 0 Hi& L
a2 1T o T2k B B RKIFA =IX 75mg/body X 2/day LA I 100mg/ body X
2/day Kiii TH D LHEE ST,

FAERIRANFIZ1 B 1EEE RO B 20E#%S & HICAMERBD 23 L
T L EMME CTh o7z, BELEINHEORWEM 0% 135k &
& BT LAY 2 LA IEIE Uz, B BEENHI DAl & G- ik D BIA] &
RoTeRITERIEFRZ, It Th o7z, £ OMOFEREWEMITRRAIR, 2
SRR, THI, ANR Th o7z, THL HNKITE & (200mg/ body/day)
BHETORBGIZRS EOWTHUBRE(ZL—F D) THY ., &EHHGETHE
ThoT,




AmIcET 3EE |

BIVEFAFEIRIKR (FRREE 148, 28 HEERIXS)

1B 1 EERKRS

1B2EERKE

5= (mg) 25

50

100 150

200

50 X 2

75X2

100X 2

STl 451 2

3

6 9

2

2
BIERERGIK 1

2

6 8

2

JL—F1 2 3 4

1234

1234

i if Bk

IN YA TS =
iR A
fif BRI
IHERERYE %
My RA
ALT (GPT) E5-
Al-P B

LDH t&
WEAKT
TNTIURT
A/G b EH
PR F e 1
SRBERGE

R

m

= N =
DN WIN
= NN
= =W

BRI
L - Mg
RENE/S
RS
O
Rsdb)
LRI
*® %
EESVw i
B E
ESL-gisNRY
SHOXE
MR
DR X BE
SRS RE

)

=

e

[ T
=

= DN =

BIFEA R J-ART (=M A 54, 1996 R0 IC L v ¥ LT,

i H e G-RHE rTRERER 0 32 B0 5 B BINERIC & 285 Pikplid 8 i T
otz BHEERIZRITR LT,

‘G ERIKR (BRREE 148, 28 HREERRS)

1 BE5E | 25mgX1

50mg <1

100mg X1} 150mgXx1

200mg <1

50mg X 2

75mg X 2

100mg X 2

BEE&EE 1/1*

3/3

5/6 5/8"

0/1

3/3

4/5*

0/2

Gk FRREYLIC L D3 5P LB 2 0 REL Y ER<)

AFN OB ROBEICH T, 1 A 1 [EH# 5 Tk 50mg/hbody/day LL E

O EET 19 FlT 4 Bz,

1 H 2 [\ 5Tl 1 8] 50mg/body X 2/day LA

FoFEET 11 Fi 6 BIZIERE IR (MR 25 Te) 23580 b,



[ v. amicEy 2EA |

(2) [k A K E R 2
(o3%)

(3) HMEPSHRRRER Y

3) FKyHEhhe ¥

A G2 BV CiLET FT, CDHP }& Of Oxo ¥ I3FEE 2R L, &
PR CTH D 5-FU HEG ROV, AUC KO Cmax & (ZHE0
u‘:o 5-FU O I WF o5 &EIck T, &5% 4 Rt

VLI B i P (150mg $¢5-CIEEY) 530ng/mL) & 72 o 71, 2~3
D CTH 2 L7223, 12 FFEZ IZ W) T b miiR E (160mg #2-5- Tl
¥J 120ng/mL) =/~ L7z,

SO R PP R T 5Bk LT, FT 4~12%. 5-FU 4~20%.
CDHP 38~62%. Oxo 1.3~2.8%ChH o7,

F72. AH150mg 1 H 1 [BIEH#% & 75mg 1 H 2 B 5% 0 5-FU O
S MERERET 2 HNT, v 2 b—a LISk RO EFEIRIEICE
7% 5-FU IREHBZBRF LofR, 1 H 1 EESETIE 5 FU O Crax 23
%9 530ng/mL /R~ L7 L, 1 B 2 [BIEEIETIE 5-FU @ Cmax 2557
230ng/mL % 7R L 72 %f00cilid Lz, 20 Z 6 i 5-FU @ Crmax
Z B IS 24 R EREMERF ST 5121, 1 B 2 B GEN
WhHEEZ LN,

B BRI E ORIEH OREIRI & RIICER 52175 2825
L., 2 EMOEREIM AT S L& U, BiIEGARSE T ARRER OHESE
HEI OV 18] 7Thmg/body *2% 1 H 2 [0 28 HEHE A &5, 14 H A
QA 7—) L LT,

1) KGR ST R K O B AT o T BN ERBR o5 R 1T TVIL SEpsh eI B 5 T H |
DOES R

112) 5 EmI TR AR IR CIIAEE s hie,

< T BAR 25 AR AR >
HE. M - ERE. BESEENE. FE/NAIRRATE . dEAT - FRRSELE. W
T ORESERR S R0 2 ARG R 26 T AR AR & 58t U, A0 R OV2 2 % i
S, BEIERE DIHRBRA~OBITO R HICOWTHEZR LT,
1) FEh
OR= %"
Bk 31 IO, BERE B F5 1T 580313 53.6% (15/28) T 90% 151
XL 38.4~68.1% & . D FRESFER I FHEFE CHUE L7-FIE 5%
EHZTEY ., AFNIAEZEHE L, B S THRBRA~EAT LT,
@ #ER - R
BRG] 31 BION, W1 2780213 16.7% (5/30) T 90% (544
X[E1% 8.4~30.5% & . %@Tﬁﬁmitﬁﬁ;eﬁﬁﬁ FHCHE L7 BIE 5% %
HxTHY, RENIAEZEHE L, BIERSE TFRBRA~BIT LT,
@ BESEI
BRERM 27 FION RSB I3 1T 5 Z8h51E 46.2% (12/26) T 90% 154
XX 831.2~61.8% &, Z D FIRAGERIFZN A1 E CTHE L7-FMiE 5%
EHATEY, AENTAEZEHE L, B SE DAEREBRA~BT LT,



(V. sy 258 |

(3) FAESUSTRR AR Y
(o3%)

@ /A e it
e 58 B, WA E CRIGIES (23T 5 Z8h51% 12.56% (5/40)
T 90%EFIXEIL 6.2~23.5% &, Z D TERANGFRERFE i 5B F CTRUE
L7-FE 5% % B2 TERY, 1 oLRED 20% %2 B2 TWBH720H, KA
AR EHE L, BB TR ~BAT LT,
© AT - R GRS [RhREUIIRIE) & &)
ek 28 GO, TFEEZ 31T 5 Z50HIE 40.7% (11/27) T 90%(E 48
X[ 26.7~56.4% & . =D FIRSFHERSE s EE CHE L7-FE 5%
A TEY  RANIAEREHE L, SRR THRBR~BAT L,
© B
BRG] 19 FloOWN, BREEIZ T 52850 5R1T 21.1% (4/19) T 90% 154
XX 7.56~41.9% &, O NIRRT s EE CHE L7-FE 5% %
HZTHEY ., AFNTEZEHE L. BEIEARS DFRBRA~B1T L.
@ MR3E¥
BRG] 19 BIOW, BEENIZ T 528503 I1T 21.1% (4/19) T 90% 154
XL 7.5~41.9% &, Z D FIRASFRBRIH R FE & CHE L7-BIfE 5% %
M THEY ., AFNTEZEHE L, BEIEARS DHREBRA~B1T L.

2) FBALRI - A K B e R
CR{PRI!MRINC PD!NE |&& %ﬁ?f
a s 0 110 11010 50.0
o [ b\‘fﬁf 0! 3i11{0!21!0 50.0
cIRE o{ 1i14{5!11!2]10 10.0
i R AR 0! 5(2i{6!3!2/|18]| 278
i Jiti 0! 1{0{ 1{1{0]| 3| 333
12% Ji¥ 0! 4! 113! 41! 1]13 30.8
{5 [ BRI | SR Y ot 0{0{1{0i0}0]|1 0
JEER Y /R Hi 0 911 001} 2|12 75.0
Z DA 0 311 111141 42.9
e B 0 110 11010 50.0
B st | 1 0{o0{o0{1{01{0] 1 0
i % BA T 0o{ 1104} 2i01i01| 3 33.3
ﬂﬁ% it 0 1! 3 51210 |11 9.1
3 ?? 0 41141 6141 4|19 21.1
¥ |HEABHL| SHIR Y oo NE 0o/ 00! 211101 3 0
?;IJ) R ) oS ol ol 1lo0i2!2]|s 0
~ Z DA 000! 3/2:11|e®6 0




[ v. amicET3EA |

(3) HEPUSHRZERER Y| 2) EALHI - 5 A TIPS E (05 %)
(Do%) CR!PR!MR{NC|PD|NE |&5t %Q}f
=) it 1 i11 4§ — {101 2 2| 26 46.2
B J ¥ b B 11100 — 1 912 2|24 | 458
R | AR T 0o 0{—1 110 o 1 0
g RIACIE 0! 1{—1{04}{0! 0| 1] 100
i Jr R B 2 81— 1 811 1120 50.0
] T f B 0 51— 1 61 2 1|14 35.7
S SHER Y > Hi 0 31 — 310 0| 6 50.0
A TR Y YE O 0 — 41 00 1|1 0
26 Jiti - HERR 0 0 — 311 0| 4 0
1 ¥ 0! 11—10!01{ o 1] 100
g 0 11 —101}{0 0| 1| 100
Z i 0 0f{—101}1 0| 1 0
Gili | RIBHE 0 510 {191 13! 3| 40 12.5
56 i) | BEIR 0 01 2 51 5 4| 16 0
fj'z i 7% | IIB 0 1, — | 6|5 0o|12| 83
AP L\ 0| 4{—113{8 | 3|28 143
e (ﬁg{ni @ RO 0 3 15071 1]26] 115
HL!: Z) i) %k BRFELERE | ol ol — 1 1101 of 1 0
| RO 0O{ 1{—1{ 1{6 1 2|10 100
| KA 0 11{—1 210 o| 3| 333
e R 012 0/ 010 0| 21 100.0
7 B R 4131 21 301! of12]| 583
9 Y oS 3180 11 6{2 0|15 400
f-iﬁ - 013! 0f 23} 0| 8| 375
% Jii 2 11 0f 611 0|10 300
97 g R 0{14{ 0f{ 201} 0| 3| 333
il i 01 3 0/ 0! 0 0| 3] 100.0
JEUFE B2 011 21121 2 1] 18 5.6
£2 Jii 01 0i 210 0 33.3
i M B 0(0}{ 0y 1,0} 0f 1 0
JiF 013 11 61 4 1|15 | 20.0
B |EER e 0{0}{ 0f 1{07} 0| 1 0
% JEHR Y > Hi 0! 1 0f{ 110 0 50.0
{1;”9 JRT % of11{ 0} 0fo0o}{ ol 1]1000
~ EHEEEY N | 010 0! 1! 0 0 0
B % 01! 0 11 911 1|12 0
JE78 B | FLEAED 0! 1 0{ 010 0| 1| 100.0
i R A 0! 1 10 911 1|13 7.7
Wﬁi liks 01 3 1! 51 4 1] 14 21.4
- IR 0 1{ 1{ 6{1{ 1|10] 100
7 SEER Y > Hi 0140 0f{ 110 0] 1 0
G | |1 010 1{ 00 0o 1 0
e | R ofo{ of 30} ol 3 0
{1;3 M ofofo0f o011} o0l 1 0
~ KT (IEEE) 0140 0f 01! 1 0] 1 0
g K 0140 of 0of{ 1" o] 1 0
1) KRS [hEE IR 280, ARIOBREETIBAIE, 7o I VA2 VR K
O %3 o R IREA & T b RS ORI L < IZERAE R LT 52 &,
%2) JER CITRRH A M E WTREATA & W3, AR A L LTl o7,
x3) ML
— Y LA




(V. amicET3EA |

(4) FRAEADAER 1

< 1% HAERIR 55 T AR EAER >

B, M - B, BESEEE. B/ NMRaiE . IR RE U RS ELE.
fige K ONIRTE R 330 B 1% BHER AR 25 11 AHERBR 2 530t LU . A2hiE R V22D
FEAMIZ B9 5 A ELE 2 iR LTz,

1 A58 80mg/m?day & LR G-& & LT, REMmE 1.25m2 K
Tl 80mg/day, 1.25m2 Ll E 1.5m2 A3 Tik 100mg/day, 1.5m2 LA ETix
120mg/day & L7z, 1 H 2 [EIZHEIL CTRFZICEE L, 28 HIFEH &5
L 14 HMREE b - T 17— e L,

1) JEFIORERK
R O BRI, R, SERBIE R O « 5B 230 LTz,

BIRG EEG [ eehl | ats - Axspl GE)

T 7v—7| 51 51 49 | REEH 2 B Gk L)

IR I e 51 1 ]

Rov—7] 5t | 50 | 50 | empmmmmataum

R 1 B

@@g&wﬁ%@mﬂ&%xm

. - SEARRIM 1 41

il - | ARE 68 B | (GCP R R

B B oo | ram 4
(ZDHE 1, BWEHTPIE 3)

B # 38 38 38 L

TR 1 ] Corb i R L)

R | R 4 ol

55 | (BIfEAITHIRE 3, BEMAT

A ohtE
57

Frik 1)
5 S5 #5 # 60 | 59 A 115 Coshicte R 5)
sedapy | 20 8
6 | CRIRE(L TRIL S AXORE,
BHHLTH L, FRELT
k)
SEEY
oy | B A e S O
oy | TIERMIS5 b
= S ZSTH
sxsm | ez | 59 BHERLL 4, BEALT
~ i i -
e P ST OEY
room sg | CRE TR, SRR

Area] 161 (BE A THT)
kg B 1451 (RTAHRER)
OFEER | 57 56 55 | mEREAI 5B 1 11

(ON TSR To)
TRIE RS 2 15
i | CEEHRROFA ., RIVAROER)
FEME | e 2ol 8
T 73 | et ——
T A BE| Azt 83 81 (RPEFICHRE 4, BUAIAE 3,
i HBEFLTHE 1
FIFE LA™ R,
81
B B 56 56 55 | AR BE LA 151 (R )
e 41 41 40 | SR EH] 1 5] (AR
GERTR 41 41 40 | ARG 1 5] (y -GTP &)

*1) CDDP & O fffl, FAS(Full Analysis Set)

*2) GO [ZHRESUTIR ) 2 &, RROBEGEZITOHETIE. TV R IHA 27V VR KD
& XY U RYUEMEREIE A & & To b PR IR OB L IEHRHEZ G L35 &,

% 3) & XY U RPN A #5112k 53R, FAS (Full Analysis Set)

* 4) FAS (Full Analysis Set)



[ v. amicET3EA |

(4) *ﬁ%ﬁﬂ@%ﬁ% 919 2) %\& “‘/V@%%%
<P IGIRRPR S T AH AR > D H &
(o5%) ToN=7 Kyw—7 #YFE IHOE

97— )L |55 TG (E) |56 TRk () |50 STEREIE (ER)
17— | 51 46 (90.2%) 50 46 (92.0%) 101 92 (91.1%)
27— | 45 44 (97.8%) 41 33 (80.5%) 86 | 77(89.5%)
37— | 34 26 (76.5%) 30 25 (83.3%) 64 | 51(79.7%)
47— 23 20 (87.0%) 20 19 (95.0%) 43 39 (90.7%)

@ KW - B
A B B & E& BRUMEIMROEE
9 —IL |BE5H1E STRpIEk (GR) | R5H15 SeEBIE (R) |R50I5k seEbE (R)
17—L 61 46 (75.4%) 38 34 (89.5%) 99 80 (80.8%)
27— 52 47 (90.4%) 32 27 (84.4%) 84 | 74(88.1%)
37— 42 35 (83.3%) 27 20 (74.1%) 69 55 (79.7%)
47— 35 29 (82.9%) 19 18 (94.7%) 54 | 47 (87.0%)

@ FRSHADE

=)L | BEHIHE | EERGIH GEEE)
17—/ 59 50(84.7%)
27— 44 36(81.8%)
37— 30 26(86.7%)
47— 13 10(76.9%)
@ FE/INHE e it
B oA A B B A B B
V—IL (565 SRR GE) [ 55135k 5Ekb1 %k ()
17— 59 44 (74.6%) 55 | 49 (89.1%)
27— 31 26 (83.9%) 49 | 40 (81.6%)
37— 16 12 (75.0%) 31 | 29(93.5%)
47— 10 10 (100.0%) 26 | 22 (84.6%)
57— — — 14 7 (50.0%)
67— — — 10 | 7(70.0%)
70— - — 5 0 (0%)
87—l — — 2 | 0(0%)
9/ — — — 2 1 0(0%)
10 7 —v — — 1 0 (0%)
11 7 —v — — 1 0 (0%)
12 7 —)v — — 1 0 (0%)

* PFHRERIL CDDP O A ZE L T 5 7 — VPRI G L ThH T EHE

® FARESI I T ORFEA TRhRETR) 25T
A H B B & &

J—IL  |BEHIE SEERGIE(E) |BR56E SRbIEk (E)
17—n 81 59 (72.8%) 55 32 (58.2%)
27— 68 53 (77.9%) 47 28 (59.3%)
37— 52 43 (82.7%) 34 22 (64.7%)
47— 39 27 (69.2%) 23 17 (73.9%)
57— 31 24 (77.4%) 14 12 (85.7%)

67— 23 21 (91.8%) 8 5 (62.5%)
77— 1 0 (0%) 5 2 (40.0%)
8 7 —)u — — 2 1 (50.0%)

* B U R FUEME S A S Bk 53R, FAS (Full Analysis Set)



(V. amicET3EA |

(4) HraERgRRER 019

92) BV —ILDFEFEL(DDX)

<A SRS T AHRRER > ® M
(o)) J—IL | HBEHIH | EERGI%K GE%E)
17— 40 29(72.5%)
27— 28 25(89.3%)
37— 21 18(85.7%)
47— 17 13(76.5%)
@ MHiERE
J—IL | HBEHIH | TERGI%K GEEkE)
17— 40 35(87.5%)
27— 30 26(86.7%)
37— 24 19(79.2%)
4 7 —)v 16 16(100%)

3) APt - kiRt
B GHARI R O AT « A RORIICHONTRITR L, Sk A 2%
THEIo T AT, FHTRRESUI IR, K - EE TR <, /I
e Jifiges IR > 72,

ABOH | AEOH | ARRUME | TS
T 7 A—7 | 1361(25.5%) | 5%1( 9.8%) | 33 #1(64.7%) | 53.7%
B | KZ—7 |20 #1(40.0%) | 2%1( 4.0%) | 28 #i1(56.0%) | 37.8%
& Ft 33 %1(32.7%) | 7HI( 6.9%) | 61 $1(60.4%) —
. ARBR 941 (14.8%) | 21 5 (34.4%) | 31 5 (50.8%) | 74.5%
”;?E?; B Bk 441(10.5%) | 5 %1(138.2%) | 29 %1 (76.3%) | 68.9%
=N -
& FF 13 #11(13.1%) | 26 #1(26.3%) | 60 i (60.6%) —
SHSE I 16 51 (27.1%) | 32 %1 (54.2%) | 11 1(18.6%) | 66.0%
e pa|  EAEER | 3761(62.7%) | 361( 5.1%) | 19 #1(32.2%) | 21.6%
fifi B BEFRRE | 19 61 (34.5%) | 041 ( 0.0%) | 36 il (65.5%) | 29.2%
FHIAE | ARR 401 4.9%) | 7T161(87.7%) | 661( 7.4%) | 93.0%
ﬁ%&fm B B 0% ( 0.0%) | 37%1(67.3%) | 18 #(32.7%) | 93.2%
[E A 941(22.5%) | 6 %1(15.0%) | 25 1 (62.5%) | 62.9%
[IERTER ne 3BI( 7.5%) | 4141(10.0%) | 33 %1 (82.5%) | 74.3%

*1) CDDP & Offf]l. FAS(Full Analysis Set)
*2) G (BB IIRNR ) 260, AFOBREEZITOHAEICIE. 7V R I7HA 27 VUV RKD

X X 2 R PUEME RS A & & T b FRER OB L IXERAE S LT 2 L,
*3) Z XY RBUEMEIES A BT %9 53 BR. FAS (Full Analysis Set)

* 4) FAS (Full Analysis Set)




[ v. amicEy 2EA |

(4) MRFEAYREBR 019 4) HhiE
< B Al PR T AR ERER > RSB RT D RNE, BWEHEXMERITR Lz, B &R - B
(55%) FELZ DN T 2 DORBROEFHER bR LT,

LY B Lo
pp CR{PR|MR{ NC | PD {NE (%) 95%15 8 X [
TZA—7 | 5111241 — 111 {13! 2 | 49.0 | 35.9~62.3
H | KZv—>71 50| 0 {20! — {16 | 13! 1 | 40.0 | 27.6~53.8
& B 101 1 {44} — 127 {26! 3 | 44.6 | 35.2~54.3
o A B 611 012213124 4] 36.1 | 24.2~49.4

his] 7 =p ~
_— Buft?ﬁ 38/ 011515 |14 0| 39.5 | 24.0~56.6
& &t 99| 013718138 {12! 4 | 374 | 27.9~47.7
SRS 59| 4 1131 2 121 {15} 4 | 28.8 | 17.8~42.1
FE /N | EEAIRER 590 011311122 118! 5 | 22.0 | 12.3~34.7
Jifi e | pf B 55| 112514119 ! 6| — | 47.3 | 33.7~61.2
F Il A 8B ARBR 81| 6 1281 4 {23 12! 8 | 42.0 | 31.1~53.5

X o )

AL B B 55| 0 1121 — 1221201 1 | 21.8 | 11.8~35.0
Y 4010115121 91131 1| 375 | 22.7~54.2
ERER 7R 40011415112 712 350 | 20.6~51.7

*1) CDDP & Offff], FAS (Full Analysis Set)

*2) G B IIBNR ) 25T, AROBREEITOHAICE. 7Y R I72F A7V VRKD
2 L RYUEMEIEE A 2 5 T LA RRE M O L IXHRBE R ET L L,

% 3) & X L RETEEIBEAIMEZ k 5 3, FAS (Full Analysis Set) , RECIST JEETHE

*4) L-NC 4 #) % & s,

*5) SD

*6) FAS 40 0> 5 BIERBEFIZNREIAM R R ENL 10 BT, 2D 55 4 FInEIEEm T8E) &
KPS R4 #xL THZ) LHEShZ,

% 7) FAS (Full Analysis Set)

— Y LW

5) ERLLHIZRNR
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OB 0/ 0 0/ 11 0{ O] 1] O
@ FESEHEE
CRI{PR|{MR | NC ! PD | NE | &5 |&E%h5E (%)
Ao 0 4 1 1 0 1 7 57.1
JE | _EnHEE 1 0 0 2 0 0 3 33.3
chEEE 2 2 0 1 1 1 7 57.1
% T REE 0 0 0 1 0 0 1 0
Mz BH 1 1 0 1 0 0 3 66.7
2. Rl 1 2 0 1 2 1 7 42.9
B | MR IR 0 1 0 2 0 0 3 33.3
S 0 0 0 1 0 0 1 0
JRAE A E 5 10 1 10 3 3 32 46.9
BE 0 1 1 12 7 1 22 4.5
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(V. samic@ET3EE |

(4) FRAEADAER 1
<TRIIRRPR S AR
(03%)

iR >

7) AAFEHAR
WASHNZ 1T 5 AEFHIR oyl (MST) & 95% (53X [E 2 5ed L7724
TR 2 TR LT,

OR= I
100
MST 244 H 95%{E#XH (172~319 H)
50
0 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24
I (w A)
© HEMs - B
100
MST 367 H 95%f5##[X[# (302~420 H)
50
O 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33
AW (» H)
® SRS
100
MST 344 B 95%(5#EIXH (252~499 A)
50
0 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

AR (v )



[ v. samicEy 2EA |

(4) FRAEADAER 1
R IIRRIR S TAHRER >
(03%)

) AR (53 F)
@ /Nl e
i HAIRBR

100

MST 309 B 95%f=#EX[H (234~442 H)

50

AR (0 A)

ii. PFHIEER (CDDP & o)

100
MST 335 H 95%/5#HIXH (266~425 A)
50
0 1 1 1 1 1
0 3 6 9 12 15 18 21

® Filiree

(T FFIE LR OKRRAL [2hhE

EAFIAN (0 7))
TR 2Ete)

1. A R
100
MST 910 H 95%f5#EX[E (493~1083 H)
. J_ﬁﬁu-*ﬁh1__L_Juﬂ
O 1 1 1 1 1 1 1 1 1 1 1 1 1 1

0 3 6 9 12

15 18 21
EAEHIE (0 A)

24 27 30 33 36 39 42 45



[ v. samicEy 2EA |

(4) HraERgRRER 019

<TRIIRRPR S AR
(03%)

iR >

) AR (55 &)
i B RBR (& 204 o SRGUHEE R I A1 M2 51 1 59~ 2 RiR)

100
MST 468 H 95% 5#X M (330~630 H)
50 L1
0 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30
AT (A
© W A
100
MST 269 H 95%{5#HX M (229~329 H)
50
0 1 1 1 1 1 1
0 3 6 9 12 15 18 21
A (5 A)
@ RRjERE
100
MST 287 H 95% {5 #E[X[# (184~336 H)
50
0 1 1 1 1 1 1
0 3 6 9 12 15 18 21

A (0 A)



(V. amicET3EA |

(4) KT yaE 19 8) #al#% 5 & Bl HHE B ) R
< IRBEER A TT AR > Beh L B RO EAMR %*ﬁ?ﬁ“éia O, BHHBREOERREFEH =D O
1 HEG-#&ROFEEN R4 FRICR LT,
(Do%) _
@%Ejﬁ CR!PR|{MR|NC|PD|NE &%t o
| BE58 (%)
<70| 0 — 1 21 510 15| 53.3
T/W—7| 70 <75| 1! 5! — 1! 61! 310 |15 | 40.0
o . 5= 0111} —1 31512121 524
<70l 04 61 —1 44 710 17] 353
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PEFEAAER] 375 B2 31T 2 BIVEHZELERIT 78.3% (275/375 f5l) TH Y | &
REWERFEBRIILUTO LB THhoT,

BlER4£ BlERARTRE S L—R3LULERIERRER
M ifn BR A ek 24.5% (  92/375) 5.1%( 19/375)
1 R ERERD 14.7% (  55/375) 4.5%(  17/375)
2 m 2.9% ( 11/375) 0.5%(  2/375)
~NES U B VR 15.5% (  58/375) 1.9%(  17/375)
i/ NI 8.5% ( 32/375) 0.8%(  3/375)
BRI 32.3% ( 121/375) 3.2%(  12/375)
CVNEN AT 12.8% ( 48/375) 1.1%(  4/375)
™ 8.3% ( 31/375) 1.1%(  4/375)
TR 20.3% (  76/375) 2.9%(  11/375)
BRI A EE 6.4% ( 24/375) — ( 0/375)
R E/S 14.9% (  56/375) 2.7% ( 10/375)

FIlYE A F5EIX MedDRA/J @ Ver, 7.1 12X 0 38 L7,

@ FE/ IR g
2004 4= 12 A OB L, 2 4FEM O FGERE 2 i L7, &7
APEREMAEF] 1669 235 1T 2 BIVEHFEBLFRIL 67.9% (1134/1669 i) ThH
0. TS-1 HAI& O TS-1+CDDP ffHICE T 2 ERRITEHARBIRITLLT
DERBYTHoT,

TS-1 Bl (1046 1) TS-1+CDDP /i (403 1)

Alfem aemEmE | Lo 0Nt | aemams | o LONE
i Bk H e 11.5% (120/1046) | 1.8% ( 19/1046) | 31.5% (127/403) | 7.2% ( 29/403)
I BRSO 7.7% ( 81/1046) | 2.7% ( 28/1046) | 22.1% ( 89/403) | 9.7% ( 39/403)
A i 8.7% ( 91/1046) | 2.0% ( 21/1046) | 19.6% ( 79/403) | 6.2% ( 25/403)
~ET UL | 7.9%( 83/1046) | 2.0% ( 21/1046) | 20.8% ( 84/403) | 6.5% ( 26/403)
I IR 10.9% (114/1046) | 1.9% ( 20/1046) | 25.1% (101/403) | 8.2% ( 33/403)
BHRRR 14.0% (146/1046) | 2.4% ( 25/1046) | 18.9% ( 76/403) | 38.7% ( 15/403)
TN 8.2% ( 86/1046) | 0.9% ( 9/1046) | 16.9% ( 68/403) | 3.2% ( 13/403)
A 3.8% (1 40/1046) | 0.4% ( 4/1046) | 9.4%( 38/403) | 1.7%( 7/403)
T 6.2% ( 65/1046) | 0.6% ( 6/1046) | 11.2% ( 45/403) | 2.2% ( 9/403)
1 B 3.1% ( 32/1046) | 0.4% ( 4/1046) | 2.5% ( 10/403) — ( 0/403)
BRI A EE 3.7% ( 39/1046) | 0.1%( 1/1046) | 2.5% ( 10/403) — ( 0/403)
N % 3.4% ( 35/1046) | 0.4% ( 4/1046) | 5.7% ( 23/403) | 1.2%( 5/403)




(V. amIcET 5EA

@ FHARESUTAEFE IS
2005 4 11 A OZhREIBINC R, 2 FE O i A 2 92kt L7z, LK
PERHARAER] 1361 35T HREIMEHIFEHERIL 63.0% (858/1361 i) TH Y |
EREWERAFEBRIZLLTO LB THoT,

(6) 1RIRAYME T 2
(o3%)

BI1ER2 BMEFRAFEE SJL— K3 ULBEMERHRR
i R H D 16.7% (227/1361) 3.4% (46/1361)
I HRER B 11.7% (159/1361) 4.2% (57/1361)
2o 7.6% (103/1361) 2.4% (33/1361)
~TJ B EUED 5.6% ( 76/1361) 1.0% (14/1361)
iR 10.1% (138/1361) 1.4% (19/1361)
BRARIR 6.3% ( 85/1361) 0.7% (10/1361)
TN 6.6% ( 90/1361) 0.5% ( 7/1361)
e e 3.5% ( 48/1361) 0.7% ( 9/1361)
T 10.2% (139/1361) 1.5%(21/1361)
TR 2.3% ( 31/1361) 0.2% ( 3/1361)
[EE S e 3.8% ( 51/1361) — ( 0/1361)
0% 4.7% ( 64/1361) 0.4% ( 5/1361)
® B

2006 - 8 H OZIREBANI Y, 2 RO FH Al A 2 Feh L 7=, &4
PERFIIES] 421 BT 2 RITEAFEBIL 60.1% (253/421 f) TH Y |
TS-1 HHI KON TS-1+HfE7 L2 % v (GEM) fRHICEBIT 5 L2 RIVEA
FRBRIILLTOLERBY THo T,

B TS-1 Hi#l (260 1) TS-1+GEM $#/ (153 i)

Al semzms | 20 TOME | apemems | 7L fOME
H i BRI 11.9% (31/260) 1.9% (5/260) 34.0% (52/153) | 15.7%(24/153)
U HREREOR D 6.2% (16/260) 2.3% (6/260) 30.1% (46/153) | 20.3% (31/153)
2 ifn 6.2% (16/260) 2.7% (7/260) 13.1% (20/153) 2.0% (3/153)
~T7 B U 5.4% (14/260) 1.9% (5/260) 8.5% (13/153) 1.3% (2/153)
i/ MR E A 15.0% (39/260) 1.9% (5/260) 26.8% (41/153) 5.9% (9/153)
EEX5 el Bl 10.8% (28/260) 1.5% (4/260) 9.8% (15/153) 2.6% (4/153)
TN 8.8% (23/260) 1.5% (4/260) 6.5% (10/153) 1.3% (2/153)
0 it 4.2% (11/260) 1.2% (3/260) 2.6% (4/153) 0.7% (1/153)
T 7.3% (19/260) 1.9% (5/260) 3.9% (6/153) 1.3% (2/153)
e 3.8% (10/260) 0.8% (2/260) 5.9% (9/153) 0.7% (1/153)
SR EE 3.8% (10/260) — 1.3% (2/153) —
AN 3.8% (10/260) 0.8% (2/260) 3.9% (6/153) 1.3% (2/153)




[ v. amicEy 2EA |

(6) IRFEAET =~ ® RHJER

(03%) 2007 4 8 A DZHREEMUC N, 2 4EF 68 F U A & b L 72, TS-1
HAE T o2 2 RHmE S 318 FliZ kT 2 RIEHBBLEIT 53.8%
(171/318 ) TH Y . EREIEMARBRITILLTO LY TH o7z,

Bl Bl RRTE At
RIMEH BB 53.8% (171/318) 16.0% (51/318)
1 BRI 12.9% ( 41/318) 0.6% ( 2/318)
I P EREOR D 11.6% ( 37/318) 4.1%(13/318)
~T S0 UED 9.4% ( 30/318) 3.1%(10/318)
R i BR AR 5.3% ( 17/318) 0.0% ( 0/318)
2 1. 2.8% (  9/318) 0.6% ( 2/318)
[ii== R A =y i 5.0% ( 16/318) 0.6% ( 2/318)
ALT #3470 0.6%( 2/318) 0.0% ( 0/318)
AST 3 0.6%( 2/318) 0.3% ( 1/318)
IR el 11.3% ( 36/318) 0.9% ( 3/318)
BRI E 6.9% ( 22/318) 0.0% ( 0/318)
BBRAIR B ERIGE 11.3% ( 36/318) 1.9% ( 6/318)
B 5.3%( 17/318) 0.3% ( 1/318)
RS 0.9% (  3/318) 0.0% ( 0/318)
] 6.3% ( 20/318) 1.6% ( 5/318)
RS 8.5% ( 27/318) 1.9% ( 6/318)

(AR5 XA FH ol i )
O EHEMICET oA
F R R A (2 7 — /W) IR G S LT IEBI O T il A Rl i A 52
(SR TR kot (P aE) & s S Ve BER 2RI, & G-BR4G 6 » A
% &V 6 v AEICER 2 FHRIBHFHAZ I L7, HRGGERE & & 5%
D EREIWER (9)38) DIEBL T — % LI TFITR LTz,

B —IL

B4 1234|567 ]|8]9]10]1]12]1
%k | B | BBk | 5% | 1%k | B | BBk | B | BBk | B | BUBR | B | BIdk

HmERE (1130 ( 865 126 72| 25| 14| 9| 11| 4 1|l 1 2
eSO | 945) 689|121 65| 29| 17 12 3| 3 1 1 4
A 741|454 | 146| 80| 23| 15| 8| 3| 3| 4| 3 1] 1
~NEJTRET g | 440|281 62| 44| 18| 11| 10| 7| 2| 1 1l 1| 2
/g | 873 247| 70| 19| 17| 5| 2| 2| 4| 1| 3 1l 2
BARRIR 1241|789|215| 96| 61| 24| 11| 14| 11| 4| 6| 2| 3| 5
T - MR 885| 585|149 63| 33| 18| 10| 8| 6| 6| 1| 2| 2| 2
i 774|501 | 128 64| 33| 22| 6| 3| 5| 3| 3| 1 5
T 843(500(166| 77| 36| 19| 17| 8| 6| 4| 2 2 1| 5
FELEREE | 669]398|159| 54| 23| 14| 7| 6| 3| 2 1l 1] 1
A% 558| 376|100 32| 22 10 5[ 1 2| 2 3

RIlYEA FAGEIX MedDRA/J @ Ver, 7.1 12X 0 38 L7,




(V. amIcET 5EA

(6) 1RIRAYME T 2
(o3%)

BIEFOFR TR OLESBOONTRWER O 7 — Va4 LT L 2 A,
84.2% (2534/3808) 7 1 7 — /L THRILL Tu 7=,

=L 12|34 |5 |6 |7 |89 |10 (11 |12 [1«

BESRIE B 5K 3808|2788]|1636/1204| 842| 643| 481| 380| 271| 214| 179| 150| 108

BRI 305 |2534] 297 96 42| 201 7| 6| 3] 1| 2 o] of 2

FIVER) s s Mkt [84.2] 99| 3.2| 1.4| 0.7 0.2] 0.2 0.1]0.03| 0.1 0.1
CEHFIE 3010 BlERED | %] %] %l %l %l %] %l | | % %

@ BEOEFEFRE S
B AR A I B ek S U EBI O T B 5-BRAA 1 AELINIC B B8
HE STEGI & 35T, & D% OfislR 2 8B L7, AETFEHIR ok
il (MST) 1% 8.3 % H (95% (5 #EX M : 8.0~8.6 » H). 1 FAE(FHRIL 33.3%
Th Y HIEEARE DA O P Yl 244 A (8.0 » H) 1 4173 36.6%

LIRERRFERCTH - T,

100+
90+
80
704
60
50¢-
40
304
204
10+
0-

— &Ef

S B R HE

0 6 12 18 2 30 36 42 48
E7EHRE)

@ s DL KIET BT A
S SH S o AR A 1B gk S NVTIEBI O v C ., BRI YR TAN & FEhE
L7 Efl 2 PRI, TR AIHEZ A Lo, ZataHMmiEs] 41 Flicis i
DR A PHERBEIT 12.2% (5/41 F) TH Y . T OWNFRITANESE 2 fi,

L2 B, KETDEIE 1HITH -7,

(RGERRGER \ F20 U 7= i PR kR

O #ATHEIZBIT D TS-1 DIEMENE Ol
BIBRARE X I P38 B REIE ] CRIBIRB) 2 x5 & L, TS-1+CDDP {ffEE
CRF 21 HI[EBE H & A $e 5 (Z D% 14 HIE) 12, CDDP 60mg/m? % % 8
A BIC# ) (148 ) & TS-1 BUMEE ORKI 28 AR AR OEYE, D%
TRIE 14 B (150 1)) 2 FichRaT U 7o b S (BRI oo h 4 fiE 34.7 % A) |
AAEHI M YL TS-1+CDDP f R 13.0 » A, TS-1 HAl#E 11.0 » AT
boTe, AFHRO N — REE 0.77(95%FHEHX ] : 0.61~0.98, log-rank
FE p=0.04) T, TS-1+CDDP {JFH#EL TS-1 HUMEE & Hlig LT Y 27
Z 23%IN TS (X), FBREEEEZEZ ONDIAEFREREITR
L7,



[ v. amicEy 2EA |

L I 23~28) 100 TS-1+CDDPEE  TS-1%f
(6) VREMIEH ool ™ — 485 15081
(%) ; FETHI%k 12961 13941
80T A 7 1R o g f 135 A 11% A
70
% 601 TS-1+CDDP#E
= 501 /
@ a0p AT
~ 30 - TS’]J‘IT: 0
20}
ol JLI.l-LL.J.-.
o e e
0 6 12 18 24 30 36 42 48 54
) R S GBI A O1)
TS-1+CDDP#f 148 121 80 51 35 21 15 5 2
TS-1#f 150 107 71 43 23 10 6 2 1
F T (%)
AFEER TS-1+CDDP 2 (148 5) TS-1 & (150 1)
25 L—FK|JL—FK3uUE |25 L—F|FL—FK3LUE
M 1 Bk ek 70.3 11.5 38.0 2.0
B BRI 74.3 39.9 42.0 10.7
2 1 67.6 25.7 32.7 4.0
RN TN 48.6 5.4 18.0 0.0
B LT H BRI 3.4 3.4 1.3 1.3
B 72.3 30.4 36.7 6.0
oL 66.9 11.5 26.0 1.3
Mg 36.5 4.1 14.0 2.0
T 34.5 4.1 22.7 3.3
AN 29.1 0.7 21.3 0.0
B 56.8 4.1 32.7 1.3
EES 35.8 — 40.0 —
i 21.6 2.0 18.7 1.3
R 17.6 0.0 16.0 0.7
TR EERE 9.5 0.0 12.0 0.0
7 LT F =N 21.6 0.0 2.0 0.0
K7 N U U AME 8.8 2.7 0.7 0.0
R = 2 —n " F— 4.1 0.0 0.7 0.0
JE4E - NCI-CTC v2.0
@ BRI R O BGR H i B 2%
D2 BUIFR% O T1 JEF] % FR < JREEER) Stage 1T, I (E RIS
13 fi) O B FEIRIYISRAER & xf 5 & L, TS-1 85 (Fiitk 1 4/ £ (529 1)
& FANEAEE (530 ) & Helsekrst U 7= R R MIM o g - B 2.9
) | IR O — REE 0.68 (95% (548X [H] : 0.52~0.87, stage % /&
& L7zJE% logrank #E p=0.003) T, TS-1 & 5-FEIX PATEMEE & bl L
THC Y A7 % 2% T W7, Eiftt: 3 FOAEFRIL, T BMEE
70.1%. TS-1 454 80.1% Th-7c, £io, BWEIEAEFAMHONF — Nk
1% 0.62 (95% 15 HHIX ] : 0.50~0.77, stage % & & L7=/&% log-rank M 7E p
<0.001) T, TS-1 $GAEILFATHARAE & LB L CHFE D A7 & 38%IET S
Wiz, SFEMFRAFRIL, THTHIMEE 59.6%, TS-1 BEGRET72.2% Th -
72(X), FHEREEELEZ OSNIHFEFRERFITIRLE,




(V. amicET3EA |

(6) TARIM 2~ FIF A2 S b AEREAIEE U7 R AEAF IR O~ — FEE* 13 0.669 (95%
(55%) {RHCRH] : 0.540~0.828) T, HIfFk 5 AFOELF=IT, FAHTHILEE 61.1%,
TS-1 %58 71.7% T o 1=, TEFAGFHM O NP — FIL*13 0.653(95%
fEHEIXHE] : 0.5687~0.793) T, 5 FMEFEFRAAFHIL, FITHIMEE 53.1%., TS-1
B5#65.4% CTh-o7= (X)),
* : Cox FEfil Y — KET L
IFEHEFER SEEHEER
100 100
A \ 4 s
— TS-1#%58f — TS-18 58
T b — T b —
__ 50F B 11
% : N — REE*=0.68 (95% 5 1 X - 0.52~0.87) % : /NP — REE*=0.669 (95%(F #IX[H]: 0.540~0.828)
TS-18 58 FATHOILEE TS-14#5RE  FAFERE
= | JiE B % 52913 5301431 = | JiE 5 52944 530141
L | 3T 80.1% 70.1% L | 54 AR 71.7% 61.1%
%1 2 35 4 5 %1 2 35 4
EIF A S OWIR (4F) BB S OWIRE (F)
U 27 4 GERIED Y 27 4 GEGIR)
TS-1# 58 529 515 370 196 46 TS-1# 58 529 515 465 416 363 316
FFEMBE 530 504 352 163 40 FHFHEMEE 530 504 438 365 327 268
* : Cox HefilnF— REF L % : Cox HefpinF— RET L
SHEGFE
IFERREERE SEEBRELERE
100 — TS R 100 — TS 1R
I AT Flls AT
i i
® I ® I
4 F 4 F
F s0p F BOp-----mmmmmmmmmmm oo TR
i - N — R *=0.62 (95% X 0.50~0.77) f N — FEE*=0.653 (95%(5 #H X [#]: 0.537~0.793)
% T TS5 FiFHE P T TSGR FTHE
= | JiE il %k 529 530 = | JiE B 529/ 5304
- | SRR A AE R 72.2% 59.6% - | SRR A TEE 65.4% 53.1%
I 01 2 35 41 5
EFA S OWIM () ElFH NS OHIM (4F)
U 2 7 4 GEFIED) U A7 HEA GEGIED
TS-1#58F 529 463 290 145 25 TS-1# 58 529 463 399 354 322 201
FHIEMEE 530 437 252 111 21 FAHFHMEE 530 437 348 302 254 147
% @ Cox i — RET L % @ Cox i — KET L
MERERFE
¥ B E(%)
FEER TS-1 & 58 (517 f1) FHTE I EE (526 fI)
25 L—K|9L—K3UE|[£FL—F|FJL—F3LE
ENERC2S 59.4 1.2 24.1 0.4
2 m 90.1 1.2 72.1 0.8
[N REES 25.9 0.2 6.8 0.4
AST (GOT) ¥8/in 44.9 1.7 42.8 3.4
ALT (GPT) t8/n 43.3 1.2 43.0 3.2
UL E B 46.0 1.5 11.2 1.1
7 VT I = HEAN 5.2 0.0 5.3 0.4
BRI 61.1 6.0 15.8 2.1
oL 39.1 3.7 10.1 1.1
& 22.6 1.2 11.0 1.9
T # 59.8 3.1 18.4 0.2
N 32.1 0.2 3.4 0.0
B9 59.0 0.6 18.1 0.6
g 32.5 1.0 2.3 0.4
EET Y 46.6 — 0.4 —
JE¥E : NCI-CTC v2.0




(V. samicEv 2EA |

(6) IHRAUEA =2 @ HNE CZFEBPED D HER2 BEYETHIER ) 27 OFLREICBT Hifitk
(m3%) MBI 2

FARR AR IR MR & 32l S U7 i) Stage T ~Stage TMB (L Bk
WELRIEE 16 hi) @ 20~T75 IO L TIRIE TN TSN T Y . ER B
PEA> HER2 [&ET, B3 Y 27 NHREILLEY ThHREEMG L L, 1Z
YER 7Rt N WeEE (B AERAkRE) 12 TS-1 #65-%2 e 14RO L7-8E
(952 i) & PNAYWIRIED I DORE (967 ) Z Fbischat LAt B, 2300
HH Toh 5 IDFS 133 2 BRAMFRIT, TS-1 OFHEET 87.71% (95%(3
FEIXH : 84.67~90.18) . PN/ IEHUMEE T 81.83% (95%(E X [H] : 78.44
~84.74) TH YV, iIDFS IZB W THBERIZA R R Z1F8 O b7z (log-rank
FUE, p=0.0002, HRIENTIFOAEAKYE 0.01), iDFS (2 OW T OIEHELED
KR L Lz Cox Hfi AT — RET M X DEIRBEO Y — REiX
0.61 (95%[5HEX M : 0.47~0.80) ThHol=, (F—FH v F4+7H : 2018
11 H1H) (X)),

) KRS NI AR UIE L B Y A2 ORISR SN, EREAALTHS,

Fio, BIRGHIIE BB WL, 224G (overall survival ; OS) 12
R BEAGFERIT, TS-1 PFABET 95.45% (95% 15 HHIX M : 93.39~
96.88) . W/ WAL HAEE T 95.87% (95% 54X H] : 94.14~97.09) Th
577, OS IZOWTOIREIED B 8 8 L Lz Cox LAY — RETVIZ
K BB HEO Y — KT 0.90 (95% 158X [#]: 0.56~1.44) Th - 7= (X)),

EIRERATEDRN (distant disease-free survival ; dADFS) (2592 B
AfEERIE, TS-1 OFHRET 91.08% (95%(EHEX : 88.49~93.11) . WAL
PEEEINEEC 88.36% (95% (EHEX M : 85.72~90.53) T -7, dDFS I
ONWTDIBRRIED I ZIIER L L7z Cox Y — KRBT/ L BEIIE
DAY — REE 0.70 (95%1F X : 0.561~0.96) Th o7,

Y5 A= IR (disease-free survival ; DFS) (&% % BEATERIT TS-1
GFHARET 86.86% (95% 5 HHIX M : 83.96~89.27) . Ny WMRILEIMEE T
81.60% (95%(ZHEX [ : 78.56~84.26) T -7, DFSIZHOWVT DR
D&% AL LTz Cox BN — FET M K DEITRED N — R
0.63 (95% E#EXH : 0.49~0.81) THhH -7z,

Fio, ARBROAFEFGHEBBEIL, TS-1 JFHBET 954 il 944 4
(99.0%) . PN/ IFRIEEIREET 970 Bl 769 6 (79.3%) TH o7z, W
NORETHIEIG D 10% L, EOFEFEZIL, Ak (TS-1 G
54.4%., WAHMEIERAEE 28.6%. LA, [IE) . K@i (50.8%.
84%), 7I=V T FIL A7 =7 —FPHIN (42.9%. 20.3%). ifH
BB (42.0%.12.1%) . L E U L E L HIHN(40.8%. 7.1%) 57 (39.1%.
91%), TARTXUET I ) T A7 =7 —FHEM (38.6%. 13.8%).
2 (34.9%. 15.6%). Hlr (34.5%. 3.6%). Tl (32.3%. 2.5%). I
IIRERD (32.2%. 8.6%) . BAKRIR (28.7%. 3.7%) . FIPEKEIER (27.4%.
3.5%) . 7 LT F =N (14.0%, 14.1%) . BEIR 2072 (12.9%. 3.3%) .
HRREE (10.6%. 0.2%) Th-o7z,

[V-2. ZhEE ST RACE#E I B 755 |, V-4, FAEKOHRICEET
B OHEZZ,




(V. amicET3EA |

(6) TRFRAEE =~ HELRAFFSR GECZER) 130 TS-1 OFHEET 23 fil, P WRIEHR
(m3%) MEET OBITH -T2, 2 BILLEICERO b TERIE, TS-1 fFAETIET
HIAS 6 B, BilEA S 3 B, BPTAS 2 B PR UM T Il 28 3

BT o7,

TSN E - TIERNE, TS-1 PHHRED MARZEARIE 1 61, PN ISR B
DLMifE IR 1 BT - 72,

B G IRICE S T FEEGL, TS-1 PHHRET 64 B, N WAFR A EANEE
T3fHIThHoT,

100 'M%*ﬂi‘mi%ﬂw%wu
= m, m o 1 1m
el o —
i3 .
&=
& 60|
)
i
Ly
L oaof
Tzf — TS-144ME
w0 — RS bR IR R
< HR*=0.61 (95%{SHERF : 0.47~0.80 : log-rankiR5E. p=0.0002)

0 Il Il Il Il Il Il Il Il Il Il Il Il J

|
0 6 12 18 24 30 36 42 48 54 60 66 72 18 84

BREERREOTVEFSE (A)
YRV EE GERIR)

TS-16t A%t 952 937 917 905 878 841 759 629 483 295 86 23 2 0
Moy EGEEYREE 967 946 917 890 848 811 724 590 428 276 65 19 3 0
* SRR DAHERER E LICoxtLflN— FETIL

REMRBOBTWVEFR (hREREN) (FAS)

100 -WWWWW_M%I_

80
i
= 60
%
% 40 |

— TS-16t AR
20 | —— NMERERE
INY— FEH*=0.90 (95%{E%8XFE : 0.56~1. 44)
0 | | | | | | | | | | | | | J

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

. FAH SOHM (F)
YROEE GERIR)

TS-145 FA%E 957 947 940 935 918 899 871 795 652 473 237 104 22 2 1
N EGEEME 973 963 957 943 925 909 881 806 645 478 214 9% 27 1 0
* AREDHERES & LI-CoxtblNY— FETIL

EERER (REMEF) (FAS)

[V-2. e XTI BRI Eh#ET 2 E ) [ V-4, AEEKOCHEICEET 2 EE)
DIAE SR,




[ v. samicEy 2EA |

(6) TRFRAEE =~

(m3%)
FEER (WThHDETRIRIEN10%UL) TERBIER (%)
ik ‘TS—1 1#m¥¥(9‘54 L) P> iRk B B (970 471)
&5 L—K JL—K3Lk &5 L—K JL—K3Lk
1 PRI 261 (27.4) 4 (0.4) 34 ( 3.5) 0
BERAIR 274 (28.7) 3 (0.3) 36 ( 3.7) 0
L 329 (34.5) 2 (0.2) 35 ( 3.6) 0
il 308 (32.3) 18 (1.9) 24 ( 2.5) 0
B (0 55 480 (50.3) — 33 ( 3.4) —
BER BB AR5 123 (12.9) 1 (0.1) 32 ( 3.3) 0
5 373 (39.1) 6 (0.6) 88 (1 9.1) 0
E=giil 333 (34.9) 3 (0.3) 151 (15.6) 0
T2 T ) N T AT =T —BHN 409 (42.9) 6 (0.6) 197 (20.3) 10 (1.0)
TANRGEX BT I ) NT AT =27 —BHN 368 (38.6) 1 (0.1) 134 (13.8) 5 (0.5)
MR E Y L e HEn 389 (40.8) 10 (1.0) 69 (7.1) 3 (0.3)
7 LT F =N 134 (14.0) 0 137 (14.1) 1 (0.1)
S ERE A 401 (42.0) 72 (17.5) 117 (12.1) 7 (0.7)
i/ MR D 307 (32.2) 5 (0.5) 83 ( 8.6) 4 (0.4)
M if Bk 519 (54.4) 15 (1.6) 277 (28.6) 2 (0.2)
BT R 101 (10.6) 0 2 (0.2 0
L AT X R AR

2 L— Fi% CTCAE Ver.4.0 HAFER JCOG MUZH5<

(V-2. DRI RICBHET D ER ) [V -4, HER O RICEEE Y 515

DIAE SR,
() &0~ 1) A JIER, AL, 755 R T B1 PR 2h 3 (NEEsfE /N eh )
O BAAhHE

F4—T AT (TS-1, 7H7—/L(FT) & & LT 80~150mg FH2Y &/
H). 10 2 EBESERE OS2 X 2 ERE A HE5E LR, 2213
I C 46.5% (60/129 ) . H505 - ERGE T 32.6% (42/129 f51]) . SHSEHE
T 34.1% (29/85 i) . FE/ MRS CRIGHEBI) C 18.2% (18/99 #i) . F
TARE UL PRI FLIE C 21.8% (12/55 fil) | BEE T 32.2% (19/59 f51)) . fHE
T CRLEEERHE  NHEEHE K OFAMIEAE S O LB EARTRER]) T 30.5% (18/59
B) Thodz, 7o, FE/ANSMIRIE O BTG R S D AERERIC 1T 2 BEE
B 16 Bl ((L2IEIT 9 B, 2 OMUL T & 2 WIT T RRIEHE) Tlizs
BNTERD DR -T2,

@ PrHER

FE/ N R s (RTEHEBI) L1263 5 R MR AR S TARRER & L CTAT - 72 0f
FaER (R4 21 AFERRO#EZ, 277 F 2 (CDDP) 60mg/m? %
% 8 HEIZHE)IZHIT DEIRMAR 25T Lo/, RBEhERIT 47.3%
(26/55 ffil) T -7z,




(V. amIcET 5EA

(7) Zofth 2 EZEANREESR
(D3%) R ERFREAER ﬁg CR|PR|MR|[NC|PD |NE | &%
GUESERIEE 28| Oo|15| —| 4| 6| 3(53.6%
o BYIEIMET 7 v—7 51| 1|24 — | 11| 18| 2|49.0%
BWHEIMK 7 v—7 50| 0[20| — |16 13| 1 [40.0%
B D& 129 1|59 —|31|32| 6|46.5%
RAITHAEE T 30| o| 5| 3|10 5| 16.7%™"
WG - | RWIZE TAE A BB 61| 0|22 3|24 4136.1%
LR | 4% 39055 A B 38R 38| 0|15| 5|14 0 |39.5%
FEM - B OGE 129 0| 42| 11|48 19| 9]32.6%
RITHASE ILAH 26| 1]11] o|10| 2| 2]46.2%
;i ﬁ?&ﬂﬁ%mﬁ 59| 4|13| 2(21|15| 4]28.8%*?
S OB E 85| 5|24 23117 6[34.1%
 HIS IAH 40| O 5| 0|19|13| 3|125%""
/N iiﬁ 99055 T4 59 ol13| 1|22|18] 5/|22.0%
<3§2EE§> seavmanimoast| oo | ol 18| 1]4a1|31] 8]18.2%
- EE ?é%ﬁ]{];)%) 55 1|25| 4|19| 6| o0|47.3%
FiifHE
Xt | AR B Bk 55 0] 12| — |22 20| 1|21.8%
GIE I 19| 0 4| 2 5| 0[21.1%
e | RIS AR 40" | 0o|15]| 2 13| 1|37.5%
[ O &t 59| 019 4|17 18| 1]32.2%
RITHASHE ITAH 19 o 4| 1| 8| 5| 1]21.1%
JIEL 38 397 | % 49126 10+ 40| 0|14 5112 2 | 35.0%
B DA FE 59| 018 6|20 12| 3]30.5%

* 1) Z22h% (%) ={ (CR+PR) /A& B X 1T FAS}X 100

% 2) FAS : full analysis set

*3) & XY RPUBMEIREAI NG k9 238k, RECIST % CHE

*4) SD

1 AR AR ARSI TR A BETR IR & 5 6D TN L7223, #ksH 30 Hilod 5 B
B EEARRIEBIN R 9 % 2820213 25.0% (4/16) TH > 7z,

TE 2 SR EIA RIS AHFRER 4 Bl LE TR TAHRER 22 Bl L < EFEh T\ D,

3 AR S AR I 6 T 2 AR IFE H 72 ORI G- &=L
<66.7mg/m?/day : 4.8% (1/21) .66.7~80.0mg/m?day : 23.1% (3/13) .
>80.0mg/m?day : 16.7% (1/6) TdH -7z,
2B, BEIAHEN 16 B ((LEiE1T 9 B, 2 OMUIZ T & 2 W T B RRIAIR) TIlIZ=sh il
RO b otz

NE : iHfi~aE

= 1%/3%




(V. samicE¥2EE

(7) 2Ol BB ORESHR
(HX) i B FEEEIE | CR| PR[MR|NC|PD | NE | &30
I a ik 22 ol 8] o 8] 5] 1 36.4%
% b JHE 46 116 2] 18| 9| o0 37.0%
Bl c 24 0] 5[ 2] 13| 1|3 | 20.8%
3 JFR I GGD 92 1129 4| 39| 15| 4 | 32.6%
i Jiti 9 of 2] o 3] 4] 0| 222%
W 1@, lils 57 1] 19| 3| 13| 19| 2 35.1%
it REER U 2 Sf 59 0| 29| 6|15| 5| 4| 49.2%
B SEEL Y 3 19 3l 10| 1] 2| 2|1 68.4%
o | fii W 15 of 5] 2 6] 1] 1] 333%
| g =N 8 0| 3] o] 4] 0] 1 37.5%
. L) IS (G 23 ol 8| 2|10 1] 2 34.8%
[T Jifi 54 1] 15] 825 4] 1 29.6%
| B ¥ 82 ol 21| 7|84 11| 7| 280%
o R JEHER D oS 20 ol 5| 2| 5| 3|5 25.0%
oooE 12 1 6] 1] 3] of 1 58.3%
-nRgE 5 1| 1| of 3| ofo 40.0%
i HH AR 8 21 2 o] 2| 1|1 50.0%
T UHEE 3 ol 1| o] 2| o] o 33.3%
H | % M HE 7 1| 3| of 3| ofo 57.1%
N B B 13 21 4| o] 2| 38| 2 46.2%
| ® W 3 of 1| of 2| oo | 333%
H W s 1 ol o] o] 1] o] o 0%
JFFEE G 52 71 18] 1] 18] 4] 4 48.1%
. it 26 ol 1| 1] 15] 8] 1 3.8%
- Ji¥ 2 ol 1| o] o] 1] 0 50.0%
L2 A 1 ol 1| o| ol o| o | 100.0%
] ” SEYR U v i 29 1| 7| 5| 11| 2| 8 27.6%
4 ER AN i 3 ol ol ol o| 3|0 0%
B B 3 ol ol o]l 2| 1] 0 0%
HETIRY >3 1 ol ol ol of of 1 0%
T SH B 1 ol ol ol o] 1] 0 0%
@ J 54 ol 11] 3]29] 6[5 20.4%
i'z - DI 31 o] 4] 3] 16| 5] 3 12.9%
o i T 2 1| ol 1] ol ol o ]| 50.0%
?@ % fii 12 ol ol 2| 5| 3] 2 0%
i i 6 of 0] o 1| 4|1 0%
g | m gl B 1 ol ol o]l o] 1] 0 0%
- Jo s T 1 ol ol o] 1] o] o 0%
F v | R K O 5 1l ol —[ 8] 1[0 [ 200%
x| s MO T 12 ol 4] =] 5] 3]0 33.3%
(U IS R 26 1l 10] —| 14| 1] 0| 423%
R®E|B JHi 7 ol 1| —| 5| 0] 1 14.3%
o | i 26 0| 4| —|16| 5| 1| 154%
HE | B i 1 ol ol —| 1| ol o 0%
JERE Y 25 o 1] 2] 12] 8] 2 4.0%
JiF 51 116 3] 15[ 13 3 33.3%
HEER Y o R Ei 11 ol 2| 2| 4| 2|1 18.2%
[ i i 7 ol 1| ol 5| o 1 14.3%
[ 2 o| o| o] 2| o] o 0%
W HE 1 ol ol o] of 1] 0 0%
% gk 1 ol ol ol o|1% 0 0%
g BE 1 ol ol ol 1| o] o0 0%
o g BE 1 ol ol o] 1| o] o 0%
B mmy oo 1 ol 1| o| ol o| o | 100.0%
ESE B Y v Ei 1 ol ol o| 1| o] o 0%
JRPTFS 1 0| 1] o] 0| 0] 0| 100.0%
%1) £%0% (%) = {(CR+PR) /@55 X100
% 2) B WIERIR 5 TAHBR D 2
* 3) SR T g K OVEE
s 4) e TR I A E WTREMRZS L3, BRI RIARNRZA & L CHLY o 72,
% 5) MR
a % PIEFEEERE, bRE  MEREETH 53, M TH 5 BINE.
CHZE - OVE A RIEME B
(EE, KN - B OBBEIT 7 b 0 25k
— Y LN




(V. sy 258 |

(7) ZOfh BUAORBEHR (DTF)
(%) =g B EBI%E | CR| PR|MR|NC | PD | NE | &3z
JE [ERE 27 1| 5] 1[15]13 | 2] 222%
% FLEE 2 0| 1| 1] ofo 0| 50.0%
i JR R GH 29 1] 6| 2| 15| 3 2| 24.1%
N i 40 2] 10 4] 13]9 2 30.0%
iR AN i 33 0| 8| 3| 15]|3 4| 24.2%
s g | BRY LN 2 o 1| ol 1|0 | o 50.0%
= fE 6 ol 1| 2| 1|1 1| 16.7%
% Jiti 5 ol 1| of 4]o0 0| 20.0%
| T M 1 of of of o|1 | O 0%
® il 1 ol ol ol o|o 1 0%
BT (1ERE) 1 ol ol of of1 0 0%
g ok 1 0| ol o]l o|3® 3 0%
%1) TR (%) = {(CR+PR) /@& FI%} X100
% 5) HE ]
ExREFIOmEEDR
CRIPRIMR!NC!PD ]| NE |&&]| ==
FLEA MR 0 41 — 31 410 11| 36.4%
| B R 0 {237 — (12 114 2 | 51| 451%
ik [ b 0!26! — 1121111} 3 52| 50.0%
B BRI 1 51 — 40 211 13| 46.2%
H R 0! 1:—104i 110 2| 50.0%
i L 1 1291 — 120 {24 | 2 76| 39.5%
AR IR AT RE T
N Ry £ 1 — 1 124 46.0%
;;_ fer ik Ho | ol 31 —1 11 110 5| 60.0%
It JO 2L 1150 — 130 {31 5 |117| 43.6%
ML Hy ol ol — 1 11 11 1| 12] 75.0%
P FEWERE] 0 127 1 6 130 {12 1 4 | 79| 34.2%
o i | 0 115 1 5 1181 71 5 | 50| 30.0%
- bR 2L 0 1411 9 (45 114 | 6 |115| 35.7%
ENRGINEYS) HY 0 1! 2 3 51 3 14 7.1%
A TN 3 72C | 0 1341 9 |43 [ 15| 6 |107| 31.8%
Ll R GiEED ) HY 0! 8! 2 51 4! 3 | 22| 36.4%
A Ve 0 81 0 4 411 17 47.1%
B _-IREARE 0 310 41 0170 7| 42.9%
FH I S 2 411 51 11 1 14| 42.9%
R | T ol 1111 4! 3! 1] 10| 100%
2 | MREEE 1 310 51 6! 0 15| 26.7%
7 | % - B 2 0 410 21 313 | 14| 429%
W e 0 110 4 0! 0 5| 20.0%
MEAEY ol olol 1] o0lo]| 1 0%
# T 0l 0lo! 210! 0 2 0%
o | BB 5 1201 2 {22116 | 6 | 71| 352%
M| g pagE 01 110! 61 1! 0 s| 12.5%
o | | MR 0f 110} 1§10} 0| 2| 50.0%
sy | RO 0y 1;0¢ 14010 2| 50.0%
A 0 110 1 0! 0 2| 50.0%
i RITAERE 72 L 0 81 0 51 31 0 | 16| 50.0%
Hl T D I 0 0! 0 21 010 2 0%
HIl | o+ i # 11001} 1! 110 3| 33.3%
oo | T bk 0 1! 0 4 1! 0 6| 16.7%
| | A AR | 2 700 1121121 1 | 34| 26.5%
| e | RO B 0121012} 01| 5| 40.0%
TR A 2R 2 6 2 51 0! 3 18| 44.4%
(L IE D 7 0 0! 0 0 01 1 1 0%
L, | AifEER R L 11101 0 110! 41 1 26| 42.3%
AT B48A]+FU % 2 712 116! 51 4 36| 25.0%
1t | A&HA 1 410 31 5! 0 13| 38.5%
g |FU % 1 110 21 310 7| 28.6%
T 2o 0 210 0 0! 1 3| 66.7%
— Y LW




[V.%ﬁtﬁ¢éﬁg]

(1) Zofth >~ e
s EERTHOREENE (OTF)
— CR{ PR ! MR T = —
i g Lo T sl L Tatl ol s Lo oo
L 0] 6] 0 R
iJ\ i 3 v 0 . 17 117 0 | 34 17.6%
ﬂAfﬂjﬂ R 1 124 200 8 | 65 18.5%
i i 0 18] 1 [28] 18] 4 | 64| 20.39
W gy |WAEERSE | 0| 0l 0 3%
Gl | 1h 0p 0] 1f 00%
R 0/ 3/ 0/10] 1 o
e ML 0 S 31 4 | 30 10.0%
" TS 5 o 2*2) 0i O 4 50.0%
) i | L 671 111 0 | 19| 10.5%
I 01 1f— 1o 11 0| 2| 500%
ol el 20OV o IS o I O I 18.8%
E — 2 21 0 )
X F ;ib TR R R YR R 332?
B by L0110 - howl 18, 1148 20.8%
: TRh - 07 97 — {167 15} 1 [ 41 00
éﬁ B HY 0 3l — 1 g2 5! 0l 14 22'00%
i[,: féf 'ﬂﬁ?\fg\{f ?)]6 0 0! — 1% 1 0 9% zé'gof)
(va} JEC 0 19 o 21*2) .U
e AT E R gﬁgf
o . (o]
T CFD) 0 3l — 1M 15 11301 100%
|k O B zia g a0 2
| ich e | o | ol o1 | ol 0| 1| oox
LAl B T I S I I I
| | BRI (53 D 0 2002 10 5 400
we | ® mmmissen Lol 1) 1] I
B 0 - 1) | 0 | o 0o | 2| o] 2 14.3%
| At - e | 0| o o |2 | o o 2| oo%
B A B 0l 0 0{ 0| 2| 00%
B ol s 8 g 10| 1| 00%
- 1 0 8 o
p 7 62.5
| T 3}% 8 li 61 1615 17 1 | 53 28.302
j | AU . 7 1{ 0 6| 66.7%
| won ;)16 8 1? 3 13 8T 1 [ 58 | 31.0%
= 0f 0 1 9
. 7 100.0
- LRIk ;)]6 0T I9T 41T 18] T [59 32.202:
N 7 B S S —
e R R RN E R
LI O BV R B OO -
ERmE e Lol 21 |2 01 0 f 41 50.0%
| R () O EP - B B I 33.3%
| et - Etem | 0 | o |0 | 2| ol 0| 2| ‘oo
BRI S [ o] 20 |4 01 0 2| oo
g | EHRIRAR (RBD) ol 110 20 0| 8| 25.0%
| ™ ol sl 1y 0y 0| 2| 50.0%
ol MR E B B N Bt B Bl
0 | B (o4 () AR AR A R
|| W S ) O I O N B O B N4
BT e Op o0y 20 8 88an
L ol 0 0} 0 0| 1]100.0%
T 0 /0 0f 1] 1] 00%
i F 0 713 {13 7 50
| wo ol 3 33| 21.2%
Ll =T s 2 7 5. 0 | 26| 42.3%
s A I B 20 | 12} 3 | 59 30.5%
i 7 S S — -
e | TP gg 0118 76 120 | 127 359 30.5%
Rl L 0 o — — — _
e | oy | 18 16 120 [ 127 3 [ 59] 30.5%
% 1) RECIST Je¥e Tl — —
*2)SD
%3) B & LCH ¥ 4o RRGT Y k5
T | s FUREGT v b TYA 7 U RGBS A S e




(V. amicET3EA |

(7) Z D 2 2) ZhRIE TR
Celek)) RIS A fiva LT 5, 220D 9 H AT OFIEICBWT 2 7 —/L LU
P 80% LA_EDBEE THig/ NSFRD B LTz,
*hER F IR A
509 LL_E D #E /N < ElZ _ _ _ _
LT:&M)T:,];L 19— | 25— 373 17 471 L
JE Bl K 36 20
H g AR (%) 60.0% 93.3% 98.3% | 100.0%
BRI (% (36/60) | (56/60) | (59/60) | (60/60)
o ¢ 23/ 14/ 0050/
S . 54.8% 88.1% | 100.0%
E SRBUHIE (%) (23/42) | (37/42) | (42/42)
P x_Bl% 22/ 947/ 10030/
GRS Y 75.9% 89.7% .0%
i SRBUHIE (%) (22/29) | (26/29) | (29/29)
[ 22 20 2
A/ " 50.0% | 95.5% | 100.0%
M SRBUHIE (%) (22/44) | (42/44) | (44/44)
ﬁ/ﬁﬂ;ﬁg S 4157/ 8353/ 10020/
X@ = 1E (0/.) * 1% 3% .0%
P56 3L B (%) (12) | 1012) | (12/12)
T Bl & 11 5 2 1
. o A (O 57.9% | 84.2% | 94.7% | 100.0%
B (%) (1119 | e/19 | (1819 | (19/19)
i o T 14/ 3/ 0010/
H E e e (0 77.8% 94.4% | 100.0%
R B (%) (14/18) | (17/18) | (18/18)

k RECIST HYEICHEV. 30%LL LD EEHE/NE LTz,




VI. E3EIB(ICE T HIEH

1.

2.

EEZHMICEESH D
LEMRIIILEYEE

FIE{EF
(1) fEAEL -
(GEL T

INFuarIII THITI— eI THIT—)L, R¥FI 7YY
VIR VEEY, TAFur T NRIEEY. 7 vibkE ) I URIEEW

EE  BEEOH DB ORI RE T, RFOBMNLEEZSHT D
NP

ARFNIOHEE S 5 BT OB 2 ISR Lz, BITIEAAIOR S RSy
MOEERAHD e O CICERMEAR L THLLICLVEAT L EEZLLN
% HERE M 2 il b LR L7,

[

FF3 70V — L4 P450 (CYP2A6) &

Y

2

W-m%%% AR §
FF i -

[pameFanal ) sr - [rwe]>>o| RO AeEpE L |

CDHP Oxo

&

——>|Fump | > > > BBEH T
Y U > B

b: 22— s—ofmsm

IRTUEARIDEREFICETSETILR

AFIF O FT 1IN S =i s b R RER R L. = & L TR
® P450 (FIZ CYP2A6) IZ L ViR %2 5-FU ICE# SN D8, [FFICE L
L THF @ dihydropyrimidine dehydrogenase (DPD) (Z & - T/ fif & 517,
RIEMAL &35, CDHP (X Z Off DPD (2 & 5 5-FU O 43fif % 58 )1 7> w]
WEIZRRE U, fd & ORI 5-FU %2 @i fE - RRFERfE S5, £,
5-FU O RFIC LD . S fEWIZ HRk9 25 AR a5 M 00 8 A= 4 B % 0
D IE D, MRRICEIE L 5-FU XY ki X 515 k%% . FAUMP
2L D TSHE. &2V d RNA ~DOH Y AZIZ X 5 RNA HREREE 72 I
E 0BG CIEPUES S R A2 ELE I E R E 2 B8 Tl EBE S &
AT, AANCEAS STV D Oxo IR NG &I LEICEREICOM L, Z
DEALT5-FU @V - ig{r %55 orotate phosphoribosyltransferase (OPRT)
ZAEFIRICIHE L, WILERE 28R T 5,

PLED X D ITAFNE, BEARY O FT & CDHP OfEAIC L v i A K OVE
Pk 5-FU % @IS D RFFHIFHE S ® 5 2 LIS X 2 PSR O
g8 & . Oxo |2 & 2 1HILE R E OB Z — > O FKH TRIFFIZ =R L 72 354
Thb,



(Vi EmEmcEy 2EE )

(1) 1ERAL -
VE R P 2900
(mox)

1) FEl& B
@ CDHP @ in vitro T® DPD BLEE & % o fif 2920

CDHP % DPD (Z & % 5-FU D4y fif & 54089 (Al i) (2B L,
ZOMREFEH (KD)IX 8.6X10™M L#HE=NTW\W5b, £7-, DPD A
FE D58 X3 Uracil (ZHA~TH 200 f5RWVMEEH TH D,

CDHP /% DPD O A% R RAYICIHE L, oo 5-FU OB 5
T HEEFERM S OPRT(EC 2.4.2.10) . uridine phosphorylase (EC
2.4.2.3 ; UP) & Of thymidine phosphorylase (EC 2.4.2.4 ; TP) &%
EAERE LR T,

FT & CDHP O 5% o ifd 5-FU EEHR (5 > )™

9T » M FT BAldH 50 % FT+CDHP(FT (24 % E L1
1:0.4)% FT & LT 20mg/kg #0045 L, fH 5-FU RE % HE
L7z,

Z OfE R FTHM T3 b 5-FUIRIE & A EBH S - 7208,
FT+CDHP Tix 5-FU RENEIIC LA L, 1~2 RFHEEZICH
600ng/mL O @EiEEZ R LTz, 2O Z & XV 502 DPD OBEFE
2L > T FT 2Bkt S5 5-FU D43 H3 Sl & Au v i i g
NELND Z VMRS, DPD EENIFIECICmET S 12 B
%23 5-FU IZIEIFEW L Lz,

CDHP @ 5-FU H kD ARk 2t ikt 3 2 1EH (= 7 2) %

5-FU |2 & % ik ppiesgtkix, £& LT 5-FU OL5MmMTH 5 F-
B-Ala RN FEIZRHENTHELD 74 m 7 = UL 7 VA v i
ko ThlgEZ SN EHEESNTND, £Z T, YUADNY
7 NIV — VEREEE T V% VT CDHPIC X % 5-FU Hi st
TER OB IE A 2 Mt L7z,

Tt uEEgE kO F-8-Ala IHEHAEOHER G T T TV — L
FRIEER 2R L, 5-FU b RERICRBER 28 L7z, — 5.
5-FU |2 CDHP #fH42% Z L2 X > T, 5-FU OB HEMIERHIX
K RREE & [F] L~ E T S iz,

Oxo D in vitro T® OPRT FLE/EM 0

Oxo @ 5-FU T B 53 2 R Tkt 2 BREAE 2 R~ 7oAl
Oxo |% OPRT %@ RAYIZFHE L. ffio> DPD, UP X U'TP Z[HE L
ot
Oxo D43 Ak BN (T v b)Y

Oxo #HHAWEBE T v MIRAEE LI L 25, DEEOKE
ICEREICOAR L, miE &, 5-FU OPIEGRICEEE KT
EEZ DN D EBEMERA~OSAIZIEE ITIRRE TH - 72,



|\

(VI gpEmicEy2EE |

(1) fEAEL -
(R T
(55%)

® Oxo D invivo TO 5-FU U U {bIEEM (F v k)™

[6-3HIFT % &¢e 5.7mg/kg ® FT+CDHP & [F U< [6-3HIFT # &
TelAHEO TS-1 Z#HFHREBM 7 » MO L, BE, /NME K
IR OVEREfERR T 5-FU @ U I bt T8 5 fluoronucleotides
(F-nuc) &% MIE L7z,

ZOFEE . S K OVE# T FT+CDHP £, TS-1 8L I1FIFH
FEE D Fnue ®AER STV, /B E RIBTIE TS-1 285
+T5Z L2k o TH BT FT+CDHP BEIZ T F-nuc AR &2
B LT,

ZORERNDL . Oxo BMHLEMMETD 5-FU U b2 HET 5
&3z, FT+CDHP IZ Oxo AT 5 Z LI L » CTHIIESB %
e 2 Z &< HIbaBmERIHI SN D Z E BRI NI,

(nmol/g #B#%)
0.4- [J FT+CDHP

TS-1

0.3+

0.2

Bilo c o - 3EEE

0.1

B 18 P
SHAEBES Y FZHITS FT+HCDHP RU TS-1 520D

#EBEN F-nuc £

HEHAEBIES v M 5. 7me/ke(6.4MBg/kg @ [6-3HIFT % 4 5) ® FT+CDHP X3 TS-1
RO L, 2 FEEZICHIN Lok X v sH @ S 7z Fronue #WE Lz, S, /D
5 M KGR X4 8 PED Mean®=S.D.Z/~RL, BHMIX 3 Lo EEDT—D2TO>DOY
Tk L,

0.0




\

(Vi EmgmcEy 2EE

(1) {EFIEBAL -
(GEL TN
(55%)

@ FT+CDHP O il{basmtER B KX T Oxo OEIAZhE (1 X)*)

v— 27 LRI FT & & LT 6mg/kg [2H4 3% FT+CDHP KOt
TS-1(FT+CDHP+Oxo) % 1 H 1[0l 5 H B 0 & 53 2% £ (35 1)
& . 5bmg/kg ® FT+CDHP KON TS-1 % 7 B 0B 57 2 Fhk (52
% 2) %1T-72,

ZOfEFR ., FT+CDHP #% 58 CIXm £ & & 5 Fl2F1C FRIAE]
BENTZOIH L TS-1 B EGEETIE FRINER 1 T 1HICDOHRFED
Hiv, EBR 2 Tl 1RO LN oTz, £7-, FT+CDHP 5
BECIXA 5 il 4 KOV 5 Bl 28 R B L7228, Oxo fFAIC L W &E
B 1 T2 oMEIzh Ry, £ 2 TIEZORBREBMERD S 5%)
KrH o, FT+CDHP & 5#ET7 HEHS 15 HRIZNT TR
BHZ 7 L— R () ~(H) O ANRBH D ITZA, TS-1 HHET
XA ONCORNEKD YV L— RRREIC 2 o7-, F7-. Oxo OUFHIC

£V HbERFEIEO IS & I TE AR O K O LW RERD O
ENRDIT,

2) ElE
@ FT & CDHP ORA RO (FHHAEBME S » ~)*

T Z CDHP /LT 1:0.2, 1:04, 1:06 XT*1:0.8D
HEHTHA L, FT & LT5, 10 X1 20mg/kg % i HANER T’
7> MZ1H 1B, 7 BREER RO LS R A2 E L,

ZOfEE FT 5mg/kg #5-Tlix CDHP OEAIC X 2 HUEE 50
HATRIZFR D B - 72, FT 10mg/kg #% 5 Ci% 0.2 € /vt CDHP
fil & 47%@}1@{5&%%%@@ LG ohd, EICsOPLEE R %
ERT 701X 04 FARU EORENSBETH -T2, —JF. FT
20mg/kg ?QEfT % 0.2 E/LLL EO CDHP ELAIC L VIFIE 99% LA
o R AE L E S B3 BT,

wEORE L L TCoKREZ/LIX, FT 10mg/kg UL L5 T CDHP
BBl X 0 K HRBED R E M AKI 50% 0] X 4u7= 723, CDHP O &
ok IbEV AN N>7-, LML, FT 20mg/kg #5 T
1% CDHP DA D EF ’&oﬂdx@mj]u}fnﬁmﬁéw 72o7=, FT
10 2 ' 20mg/kg O HUEE R 2 HiR S 5 72 D121X 0.4 E VDL |
@ CDHP %A T D EDN & D DY, %E/@W%%Jﬁf#‘é L CDHP
DOELEENIFD R NEREE LS 04 N E#E ST,



(VI EmEmIcET3EE

(1) 1EHEBRAL -
. . —e—FT:CDHP=1:0?
Y F R 2999 nEEHLR i 150 EEt —O—FT:CDHP=1:0.2
1.0 = ——FT: CDHP=1:0.4
(m3%) s L e 100 —A—FT : CDHP=1:0.6
Bt - —— FT : CDHP=1:0.8
= | { 50
g i ]
|
R 05 [N Lo
| S \%
[ ¥ 50
S 2
0.0 % 400 . .
0 10 20 0 10 20
FTO#5 & (mg/kg) FTO#5 & (mg/kg)

SHRAEIZXNT S FT & CDHP OEREICL2MEEMREEENT
a:FT & CDHP OfidAENLE n=7

@ HEHHEBET v MMZBIT 5 Oxo DELA Y

FT & CDHP Ol &t &2 T/ 1: 0.4 12 E L, Oxo ZE/NLET
0. 0.5, 1 XU 2 OHEIAETRAE L CHEHBER FEMZ ~ M2 7 H
Mg AR O &G L, FUESERR., RELM, ILMEBEOBENC XS
TIRER B ONE AL B 5 B 2 i~ T

Z OfE %, FT(10mg/kg) +CDHP (2 Oxo # A L7, ol
HHIZB W TS FT+CDHP OHUEE SR ICHBEL 5 2 7o 123,
FT (20mg/kg) +CDHP #5-Tix 0.5 ¥ 1 E/LEED Oxo LA Tl
FT+ CDHP O\ FUEE ) RITIFIEHERF Sh-DiIck L, 2 BV
@ Oxo Bl & X EBEH A H H1E 100% 75 60%I12F TR T L7,
—J7. wMICBE L Tix FT(20mg/kg) +CDHP # 45 C@lgtsni-
RTFH JE B o35 i0 CFATER) 1% 0.5 /Lo Oxo BEAIZ LV 6/7 fili)»
5 /7 HNCHHl S, FriC 1Ll Eo Oxo BEAIC X Y FRIEIR
IT5EAICTHAR L72(0/7 #) . %7, FT(20mg/kg) +CDHP # 5 CF
FEIR & AT L TH BT LVWMERERAD T 0.5 E/LVHLL B Oxo
Bl AT Lo TRIBIZEE LT,




A

EEZEIEEREED

(1) fEAEL -
(R T
(55%)

4100 *HEZIE
= —e— FT:CDHP : Oxo=1:0.4: 02
. 1€ —O—FT:CDHP: Oxo=1:04:05
7 = —C— FT : CDHP : Oxo=1:0.4: 1
E ; —A— FT :CDHP : Oxo=1:0.4:2
%h 0
£ I
—~ L
v &
i
e 1 2
0.0 % .
0 10 20 0 10 20

FTO#%5 & (mg/kg) FTO#%5 2 (mg/kg)

SHAERES Y MBI+ SFT+CDHP OEEMNR LESHICHT S
Oxo DEEEZHE

PURG R IAN B 5RO LR EHZEEO = > b w— VRO 5 R (T/C) 2R L7z,
BEECITEAE GO EEREL RO 2 b — L HIZRT 5 = (% control) T

*
%

a

(

T~ LT,
Mn=7(=7ZL, 2> be—L#En=13)

: FT. CDHP & Oxo Ofd&E NV ETT,

) N OB TRRE BB 2B & =T,

3) TEHBEFF DG

A K OE SRR 5-FU 2, TS PHESR LK O F-RNA & (F HAJE
RS T > K2
(5]

7 H A IEM A N AR 7 >~ B (2 X 104cells/rat B 4it% 8 H H)
o, HEFEMEAEO TS-1 KO UFT #HE#RR D5 L, &5 0.25,
0.5, 1, 2, 4, 8, 12 XU 24 W§fH 14 | M % K OV A% 2 BRI L (i
BEN TS FLEE, F-RNA BHIE ORI 4, 8 KUY 24 R IR |
5-FU IR, TS HE=H KON F-RNA &% HIE L7,

it R ]

TS-1 HLHED MAE T K OGS 5-FU REO AUC, .I%
30nmol * hr/mL } U 95nmol * hr/g tumor T UFT & 502
20 FEN1.8fFEEEL, TS-1 #HHETIE UFT &5~ E
IREECRIFMIFE L, — . EGMHS TS HERITIWTAOH
ERA Y MZBWTH TS-1 #5872 UFT & 5812~ 505 8%
EVVECHER L 7o, 72, 5 F-RNA £® AUCy, IE 7.0nmol -
hr/mg RNA C UFT & 580 1.6 (5 Th o7,



?

EHERET 28R |

(1) fEMERAL -

(2)

(R T
(55%)

RN B T D
%ﬁ%ﬁﬁkﬁﬁ 36~41)

(nmol/mL) (
iir} BE
9 =
S s
5 5
- b
U u
0 L 0 L
0 4 8 12 16 20 24 0 4 8 12 16 20 24
ERISE OB (hr) FEEI 5% OREE (hr)
(nmol/mg RNA) (%)
0.5 80
70
- 0.4 60
{-?: 0.3 g 50
F BB 40
R =
N 02 % 30
A
¥ 0.1 20
10
0(./ 1 1 1 1 1 J O(/ 1 1 1 1 1 J
0 4 8 12 16 20 24 0 4 8 12 16 20 24
RS Z DR (hr) FEI 5% OBEME (hr)

migh, BED5-FURE,. FFRNAERU TS HEE
(FHAERTHBIES Y L)

Mean*=S.D., n=5, @ : TS-1 156mg/kg, O : UFT 30mg/kg(\F1ub FT & & L TC)

1) EREE KT B B EI S R (T > b~ &) 63D
(]

Ty FXE~ U AOERIESE 2 HE NICBM L, BH XY TS-1
KOV 5-FU RPUEMEESEAZ 1 H 1B 7 39 HMEAKRO L L
Too MEEFHEBEROMREZIE L., FEAER G BB 2 50% M
5 8 A i H & (EDso) & U8 50 % (R B #E N i) JH & (BWCso) % .
log(HH&) &, logit (TGI) i logit (BWC) D72 > b L0/ 2 3
EEAOCTEL L7z mRERAE 0 B L,

[t 2R ]

7 v MNEREEEHAM, AH-130 X SLC (Zx9 % TS-1 @
EDsofEIZZNZH 5, 8 KT 10mg/kg/day T, UFT O# 1/3 7» 5
1/4, FT ©#9 1/16, 5-FU O 1/4 TH Y, TS-1 1Zftho 5-FU ZHi
FEMEREIS AN e~ B X B R A R L,

F 72, BWCso # EDso Thr L72H A 1GWARE L LT 34 & b
BL7EEZA, TS-1LITWTHOERICH L ThEmVMEE R LT,

—J)., v AFEREE S-180, Lewis Lung Carcinoma (LLC) &
O Colon 26 (%9 % TS-1 @ EDsofliiZZnFh 19.3, 9.3 K
10.2mg/kg/day T. UFT ©% 1/2 725 1/3, FT O 1/7, 5-FU @
112 THY | TS-11E~ v AERIEZ IR LT HAEM & &0 EEHE
SRR A R LT,



(V1. :

\

EMERET 2EA |

(2)

K BT D

%ﬁ%ﬁﬁkﬁ'{éﬁ 36~41)

(23%)

S IBTE I HI3 R R CEREE

S B % BE | &5 2 B oM @
T B | BB | FMEIEE | TS-1| UFT| FT |5-FU
S i = 11 EDso
7 PRSI e 7 ) mggrda) | P | 22| %2 | 1
i R | 45 | 1.4 | 1.8 | 1.4
_ EDso
Z v MEE AH-130 8 25
# 0o |7 B R| (mg/kg/day) — _
I A
BUKIFAE BT BHER TREARER 2.7 | 1.5
Z v MEg SLC EDso 10 29
(P i) #0 |7 B R| (mg/kg/day) — —
AN EZIER TREARER 6.0 | 1.2
~ U AEE S-180 , EDso
W FRE w9 B (mg/kg/day) 19.3 | 34.8 |138.4| 42.1
~ U AEE Lewis x EDso B B
Jung cat TR oo B (mg/kg/day) 9.3 | 24.7
~ U AE¥% Colon 26 |, EDso B B
W TR oo R (mgfke/day) 10.2 | 24.1
EDso : 50%JE 5 amim sl A &, — : RBRIEFENGE

TRIRAREL

2) b NSRS 9 2 MR HE I A 20 R (X

(7]

— R Z oy Ry

BWCso/EDso (BWCso {3 = > b 1 — /L EED K EHEAN R A 50% M4 25 M &)

fEF~7 7 7 A b 2mm A) ZX— KT v hOEE L TICBHE L,

HEE IR AR (V ; V=1

T LR AR N IS0 D XD

KV ERMEMED TS-1 XU UFT # 1 H 18] 14 H i
L7c, #5447 32 H (Day 15)1C

KV RIS P A6 3R (TG

X100
BRMEOH]EIL TG 23 50% LA T ot A BEZENRD
NIGE I/ &AWLz,

[t ]

)2 X (&£8)/2) 23K 200~800mm3 |Z72 >

WZHEy T L7z (Day 0), 3
ER g2
(2 RTV (Rt g AR5 2515 L, X

%) &R,
TGI (%)= [1- CEARGREDOFHERTV/ 2> b o — L REDO X RTV) ]

TS-1 £ 58 CIEFEHM L7217 B 15 BRIZ I WO CHEGEM I =R 2% 50%
LETHY . 2= LREICK L CTHEENRO I, A%
&Rl S AL D HUEIS D R A R Uiz, bkt oo % & o UFT 1%
17 BRH 10 R CHZ) &3-S av7z, B 5 R 3 k. FLIE 2 kR 1Ak
T TS-1 #5813 UFT $# 58Tl L TEWHUIEBE 2 R 2R LT,
Fio, BEE SRR, KB 2 Bk, Tl 2 MR OVBESEESE 14Kk GE 10 #R)
[ZBWT TS-1 H 58 TIREE OFE/ N (RTV 1.0 A58) 2= L7-,

NoOar



(v

A

- ]
h ez

X

pl

2B Y HEH |

(2) S EHENT 5
s Rl
(>3%)

(3) fEMFEILFRH -
Frifoe Iy ]

ErES - X—K5y FETBERICETSAMME

i : . BE= RTVP TGI®

I B Al (mg/kg/day) N* | (Mean=s.D.) | (%)
H-81 ERRERESEE — 7 1.9+0.3 —
TS-1 15 7 0.5+0.2°% | 75

) UFT 30 7 1.1+0.2* 41

OCUM-2MD3| H & |zvbe—w — 8 7.9+2.7 —
TS-1 15 8 0.4+0.2" 95

) UFT 30 8 1.3+0.6 84

NUGC-4 ERRIREAEE — 8 2.4+t1.6 —
TS-1 15 8 0.7+0.1* 69

UFT 30 8 1.2+0.3 51

SC-2 ERRIREAEE — 8 3.0+t0.5 —
TS-1 15 8 0.7+0.2°# | 78

UFT 30 8 1.3+0.3* 57

St-40 ERRIREAEE — 8 2.0+0.2 —
TS-1 15 8 0.5+0.1"# | 73

UFT 30 8 0.9+0.2" 54

KM12C N EA — 6 2.3+0.9 —
GER) [ TS-1 15 6 0.4+0.1" 83

UFT 30 6 1.2+0.3* 48

KM20C N EA — 6 8.61+4.7 —
CER) [ TS-1 15 6 0.7+0.2" 92

UFT 30 6 1.5+0.5" 83

H-31 R EVNE — 7 3.4+2.3 —
TS-1 15 6 0.3+0.3* 91

UFT 30 7 1.6+1.2 52

LC-11 B g |avbe-w — 10 11.0+2.8 —
TS-1 15 7 3.1+2.5" 72

UFT 30 7 3.3+1.4* 70

BxPC-3 [PEigidee | av b — 10 3.8+1.9 —
TS-1 15 10 1.1+0.5* 71

UFT 30 9 2.4+0.9 37

JRC-11 T EVIN: R — 7 6.4+1.8 —
TS-1 15 7 1.8+1.7% 72

UFT 30 7 1.8+2.0* 71

Nagashima T T EVA — 8 7.5+2.3 —
TS-1 15 8 3.8+2. 5% 50

UFT 30 8 3.1+1.7" 59

MC-2 How |avie-v — 8 4.3%0.9 —
TS-1 15 8 0.7+0.3"# 85

UFT 30 8 1.83+0.5" 70

PNC-1 GRS VIR — 8 5.1+2.3 —
TS-1 15 8 0.9+0.7* 82

UFT 30 8 1.7+0.8* 67

PHA-1 GRS VIR — 7 3.4*1.3 —
TS-1 15 7 2.1+0.9 37

UFT 30 7 2.1+0.8 39

SAS FEEER S EMAN-E — 8 | 12.9+45 —
TS-1 15 8 5.4+1.3" 58

UFT 30 8 6.1+2.1* 53

HEp-2 BASEEE 2V el — 8 9.6+5.4 —
TS-1 15 8 5.4+1.6 44

UFT 30 8 6.6+2.5 31

WA G BT H Day ) OFH XY 1 H 1[0 14 HEEH A& O &S
¥ E H:Day 155K TER)
BHEIZIFT &L LTRLE,

X %o o

K Bk L

1R OB
: Relative tumor volume GGhJL & A OHEE SRR OB 251 B OEIZ% 32 thER)
: Tumor growth inhibition (JE 54 i 4 =)
:p<0.05, *%: p<0.01Cef =+ — L, Bonferroni ® t—# & X1 Welch # &)
:p<0.05, ##: p<0.01(Ck} UFT # 5-#t. Bonferroni ® t-#i & X% Welch &)

D TRERAN TRRE TR AL




VI. E¥EhRelcBid HIER

1. IMPRED

HeFg 21210
(1) 1R A2 MR L
i R

(2) BFERBRCHRASHE | 1) HER Q&L 229

1 R 2419 12 ZOEREILT 4 —T AT U (TS-1) Z R & [REEFE 1.25m2 2L
b 1.5m2 K28 50mg, 1.5m2 LA 7% 60mg, LLFREEE] CTRH% IR 0
H LItk KEAKy (77 7=/ (FT), ¥£7 3 )V (CDHP), 477+
NH VT AOx0)] & FTORE (Zr4uav 1 (5-FU) ], Oxo DX
# [ 7 X (CA) ] KMOAEKRR Y D T 2 v O i b EEHER 49k
DOINZR LT,

(ng/mL)
10000
- FT
-~ :5-FU
1000 == : CDHP
=~ 1 Oxo
= :CA
JI[L100 =% : Uracil
4%
o
e
E 10
1
0.1 [TT T T T[T T T T T[T T T T T[T T T T T [TT T T T[T T TTT[TT T T T TTTTT]
0 6 12 18 24 30 36 42 48

¥ (hr)

HREOKRSROMBHREHER

(Mean=8.D., n=12, TS-1#& 5% : FT & L CHAKHEFE 1.25m2 2L |
1.5m2 A&jifi 2 50mg, 1.5m2 Ll E7% 60mg)

HEEORSROEYMEERN/NFA—F

Cmax Tmax AUC* MRT (0-48hr) Vdss/F Clgoga\/F T1/2

(ng/mL) (hr) (ng-hr/mL) (hr) (L/kg) | (mL/min/kg) (hr)
FT 1971.0+269.0 | 2.4*1.2 [28216.9£7771.4 |13.2*1.7 | 0.5*0.1 0.6+0.2 13.1%13.1
5-FU [ 128.5+41.5 | 3.5*+1.7 723.9+272.7 4.5%0.9 N.C. N.C. 1.9£0.4
CDHP| 284.6+116.6 [ 2.1£1.2 | 1372.2+£573.7 4.7+1.1 | 1.1+0.4 4.2+1.8 3.0+0.5
Oxo 78.0£58.2 | 2.3*1.1 365.7+248.6 4.241.0 [13.8+8.8] 62.6%33.9 3.0+1.4
CA 117.9+184.4 | 3.4*1.0 892.0*1711.7 | 6.0*1.0 N.C. N.C. 3.8+1.6

Crmax : @ ML PR BE . Tmax : fier MUE R BE BRI, AUC - i pif BT — iRy ] el T T
MRT : FEJHRE . Vdss : EHRETODMER. Clowa : BE 7 V7 T &, F @ WK,
Tz : B, N.C. : %Hﬂ*ﬁ%

(Mean*=8.D..n=12, TS-1 &5 & :FT & L C, AEmfH 1.25m2 Lk k 1.5m2 KA 50mg, 1.5m?
LI E72Y 60mg)
% : FT & CDHP. AUCy4s ; 5-FU., AUCy-14 ; Oxo & CA., AUCH 24



(i sEmmEcET3ES |

(2) WERRE CHERINT-
J_Jﬂlqj{)%};f 2,42, 43)
(oo X)

2) 3 F1 % 1 4 5 1217

FEEREICTS-1 Z R HET 1 H 2B GA% &5 &% 30 /0LLN) 28
HF%@H&%&UW%%&L—? B DY EERH) N T A —Z &R LT,
NN \-TTJ: 9 Z FT j: #éiﬁﬂ;ﬁ }A_I::L/f_[ﬁl EP/)EV@J:}##M&')%

Nzt oo, 5-FU KON CDHP |[ZHE# 5 L IFIERBEOMEZ R LT,
Flo, EFWRKEIZETLH2ETOHBIFT T/ 4 H, CDHP, Oxo &
O 5-FU, CA L HICK2HTHY, #HRThoT-,
78,28 HRME A G£IZBWTH DPD BEEOREELEE XL O
LHZARMEY 7 2 VREILHEREIR 5% S IZIERETHY . CDHP 12X 5
DPD BHF X AHH) T, HMIER 2 RS e ol

BEARORSEOMBHRRENALEE L-RYRER/NT A —42
Cmax Tmax AUC“ T1/2 IT_ l% ‘- j— %)
(ng/mL) (hr) (ng-hr/mL) (hr)  |FTOBRHK"
FT 4166.2+833.913.0£1.8|80031.54+-20993.2(16.2£2.4| 3.9£0.6
5-FU 113.7+40.5 [3.4*+1.3] 609.0£170.2 29+1.1( 1.9%+0.3
CDHP | 276.0+-141.8[2.6+1.8| 1364.0+351.6 4.2+1.4| 2.0£0.0
Oxo 129.5+190.0 | 2.6*2.1 549.9+499.5 5.0*X2.5| 2.0£0.5
CA 149.0+185.0 |3.02.0( 1033.4+1475.8 | 3.80.8| 2.0*=0.0
Uracil | 701.3+179.5(5.4*1.3[ 6085.842079.7 | 2.8+0.6 2.9%0.3

(Mean*=8.D..n=10,TS-1 5 & :FT & L C. AFEmA 1.25m2 2L E 1.5m2 KA 50mg,
1.5m2 L B2 60mg X 2 [ml/day X 28 H)
%1 :FT & CDHP kO Uracil, AUCy s ; 5-FU, AUCo 14 ; Ox0 & CA, AUC) 24

2 HERGOFENH VI al—var L, KA 0 KBEMENS —EIZ/R o 2MED 95%

WCELEAZR L,

3) BHYUIREA TORNERE 21
TS-1 DGR A& TO IR 1B 5% o AR E 2 B UIBRER & %
LIS DIEBN Ay i Eeie U755 5. 5-FU OB EICITE IR 0 2283 7

DAL o T2y, Oxo DI HREE L E GIBRIE G TH T mnr - 7o (F U1k
AT 5 TWRWEBFIZH AT Cmas T 1.3 1%, AUC T 1.9 %),
(ng/mL) (ng/mL)
10000 FT 10001 5-FU
1000
gll % 100 -
ﬂ: 100 c|:|
= -3 104
— T T 71— T 1 — T T T — T
00 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
#E5#%ER (hr) 5 %rERE (hr)
(ng/mL) (ng/mL)
1000 CDHP 100 Oxo
Jﬁﬂl 100 ;‘Enl 10
= = 1
B3 1 E{
0.1+ 0.1+

5% (hr)

0 6 12 18 24 30 36 42 48

0 6 12 18 24 30 36 42 48
B 5 %8R (hr)

HEEZEARSEOBUREERVFEBUREEICE T MEFRE

(Mean*=8.D., O : HUIrREE n=3, @ : IEH

UIREE n=9, TS-1 % E5&E :FT &L T

LS 1.25 m2 Ll | 1.5m2 KA 50mg., 1.5m2 2L 723 60mg)



VI SEMEBEICET HEE |

2.

(2) EARRBCHRRINT:
J]']l':l:'/)f\zg 2,42, 43)
(D3%)

(3) ik

(4) &5 - JFHHD

By 1, 44
A )

EYRE R
INS A—4 2,42, 43)
(1) it 5 ik

(2) RS 2 7

4) AW R AR
T4 =T AT UEATERL T20 XX T 4 — = AU UELA OD §E T20 &
ZOWAKRBOT 4 —T AT LG 7RV T20 OEY 7RI R
Z G L7z,
FT. 5-FU. Oxo U CDHP ® AUCo 48 2 O} Cmax 13312 TAIFE 2 5
72 % WHN OEIMD T2 8 DAY FRIFFEMERBR T A K7 A JIChl - 724
YRR SO ARMANTH O | WA O RS HE S 7z,

AR L

BB L
<BE>W
TS-1 2B HREDOKE(T v )

Oxo DWIIE AT X %@éh/ﬁ%&wWﬁT#ﬁahmiﬁﬁﬁ
» AUC @ 11.7%), CDHP ORI G BEFIZ KV 8 S, B 2 K
Fﬁﬁ%hﬁﬂﬁﬁﬁ@AUC@&ﬁ%) —J7. FT ORI x4 % el

BT EH NEDPEMEEIEIZ K0 WIGEEE (Cmaxy Tmax) DR T 2345 F 7

%ht#\%WEmU®®ﬁT IO N o T,

CDHP & U Oxo TH b V7= BEFIZ K 2 WK T I DUV TRRET L 72/ 2R,
CDHP (38 WA PRs 3 I /el K @E<&é’kﬁ(koi%W§
W HEMR O IE & AT OB (IR T /IR BEEXIT L
EN, ERERTERTHL EBZONEY,

1) TS-1 DERRRBRICIS VT Mgt (B{b~= 7 2> U A (h=), vw—r v 7 25%), Ca’t (SM
W, AINFa— VB EOLEEEAT D HA 2 0 LI EGI U, #1E HFF R 280 4
fe3plThot, DFHBEDZ L—F 2L LD FHROFBEBMET 7.9% (5/63) . LG
BETIX 6.0%(13/217) Th o7z,

TS-1 OFEMREFHR R T A—Z T, TS-1ROFEHLOBEE NS 7T~10
HOMAETERET -2 ZIREL, /v ar— kX2 METIVENE (T
T I L DI WHENTE) Z AW TE R L,

MR L



(VI EmEyeEIcEIT 3980

(8) VIR EEL WA % O g . 242 49)
nes Jrap— HREREEH (hr)

BE=E 9iE 151 % — =y o —
25mg/body 2 il 0.052 0.325 0.260 0.221
somabody | 4 P | 0048 [ 0289 | 0125 | oam

YR +0.007 | +0.140 | +0.036 | +0.069
100mg/body | 6 %@fﬁi 0.060 0.251 0.165 0.178
EH#EFZ| £0.010 | £0.024 | £0.017 | £0.069
Isomgbody | 6 || 0061 | 0247 | 0166 | 0.241
fEYEfFZE | +£0.018 | +0.033 | £0.020 | *+0.129
200mg/body 5 ﬂ?i@fﬁ 0.055 0.205 0.127 0.157
PEYEMRZAZ | +0.024 | +0.069 | +£0.025 | +0.011
40mg/m? 12 SEEIE 0.056 0.387 0.241 0.269
EmHEfEE| +0.016 | +0.077 | +0.041 | +0.111

72F. 40mg/m2: FT & LC, AR 1.25m2 Ll E 1.5m2 Kjiii2d 50mg. 1.5m2 L L7 60mg
wrhEEhi,

4 2077 A CLtotal/F (mL/min/kg)
FT : 0.6 £ 0.2
CDHP : 42 £ 1.8
Oxo :62.6 £33.9

(5) o An A HH Vdss/F (L/kg)
FT : 0.5 £0.1

CDHP: 1.1 =04
Oxo :13.8 = 8.8

(6) =t
3. B&%H (RExL—
ay) @B

(1) fEbT 7 ik REERR L

(2) NI A—ZEBER | FEEERR L
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4.

I])j’( JW 1,45)

WAL
O G5%, MEE (EITDNE) D LHESCHICRINEhD EE2 LD,
<HHB>W
7 v M ERHOWTEREHRE R T FT X O Oxo 13/ME4ik. CDHP 13/M5
IR FARWRIGEAL & B 2 BT,

W ISR
MR L

e
LR R L
<;}5%>4s)

BEMENGHTE L-RINE GERES v k)

B i &
- ) 73

= & ey H#e3E L =R URE
FT 70.9% 13.1% 84.0%LL |k
CDHP 59.1% - 59.1%LL
Oxo 39.3% 8.83% 47.6%LL E

4C—(FT. CDHP X3 Ox0)-TS-1 & AWV CHREZHIE L, WIREHEE LIz, (Mean, n=3)
— RIS b oo, TS-1#&5% - FT & LT bmglkg

JIB 108 B
AZUE R L
<;}5% >45)
7w MZHEWT HUC-TS-1 & HWTHIGED IR ~D Pt % KD
7ofE SR, 1“C-FT T 4.3%, 4C-CDHP T 1.3%, 4C-Oxo T 1.0% &\ 7"
NHENSTZ e, BB WTHBIFEEROBREHIIT> T,

RAFTRATEYF 4D

MR L
<%§%>1)
NAFTTRLSEYT4(5v k)
NAFTTRLFEY T4 (%)
FT CDHP Oxo
Mo m 102 58 25
FER ARy 114 36 3

TS-1 %R0 H 2 WVILFIRNE S ZO P REZHEL, KA THEHT 5,
NAFTNAF YT 1 (%) =AUC/AUCi X 100
(Mean, n=4, TS-1# 4 & : FT & L T 5mg/kg)



(VI EmEyeEIcEIT 3980

5. 9]\ *ﬁ 46~48)

(1) ik — fpBa P AR TIERELGEEHI WS FT 28 (i) s B TR BT
520, FT 3E-MEMZ B R T b0 EELZ NS, CDHP,
Ox0 IZOWTITAHTH 5,

2% 1) W I & LERIE, 3(4), 729-734(1976).
*2) JFUH BE f : Neurologia medico—chirurgica, 23(8), 619-624 (1983).

(2) ik — Ma B Y ZUER R L
i 0 < HBE >0

IR 12, 18 H B OFEHE T v M2 14C-(FT. CDHP X% Oxo)-TS-1
ERRNEE L7c B OMMNIRE A RE Lz, /0% 18 H H ORI 1 P84 7
D OoAmHEIL, UC-FT O%4, 5% 1, 6, 24 XD 48 KW TENE
N 580 0.38, 0.34, 0.09 %X 0.08% & &)~ 7=, 14C-CDHP 04
% 1, 6 B TR 5 R0 0.01, 0.02% TH V., 1“C-Oxo DHEIL
5% 24 FEf E CREED 0.01% Th -7z,

Z v MZBWT FT. CDHP, Oxo DJER~DOBITNRO SN2, £
DOBATHIZERW D EE X BT,

(3) FIt~OBATH | MUEERL
<HE >
4C-(FT, CDHP Xi% Ox0)-TS-1 # IR T » MR EL Lz
% OREY i & OV PO REIR EE A JE L 72, FT % 14C 7L
L7234, Lt i 6EIR 13 Cmax 3328ng eq./mL(15 43 fE) T, #& 5
#% 8 Wi & ClIm e b i RETR & D 43~55% .24 BEf /D T2 Bl £ C©
I E &I FIE R E CHERS L=, CDHP % 14C 7L L7284, witd
TR X4 5% 15 4 TIT A i BRI D 7% . 1 K TlX 51%
(Cmax 194ng eq./mL), 4 75 24 B £ TI1X 1.7~3.2 %52 R L7z,
Oxo % 14C 7~V L7z, it PO aeiR 1% 5% 1 W[ & < i
P RETR FE @ 43%LL T, 4 BEE(Cmax350ng eq./mL)2> 5 24 BEfE £ T
1.5~1.8 f%. 48 BE[E] ClIMmE L 1 ZIERRE CTH - 72,

(4) BEHE~DBATM: AHNTITFZ L EEHT 2V N FT 2NGSBVE) IS 5 S RN IS BT+ 1+2)
THZENDL, KAITH FTIIHMIE~BITT 20D EE2 D,
CDHP. Oxo0 IZ2oWTIIRBHETH 5,

2% k1) W B o & AR, 3(4), 729-734(1976).
*2) JfUM BE ff : Neurologia medico-chirurgica, 23(8), 619-624(1983).
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(5) =D ORRE~D ZUER L
B ATk 71 <BE>
R~ DOBATIE (T > )P
& H P2 SR NI LR Rt T~ MT TS-1 2N h Lz
H“omiE, EEEOVNMEFO FT, 5-FU, CDHP }& O Oxo O#EFEHER )
SR L= SE R8T A —F &R Ui, 5-FU ORFEIT, AR
& U CHIIE N R & W3 2 IS Tl b @ < o REeEN A b iviz, £
7=, EILEREORIERBIEDO - OIZEE L T 5 Oxo X, T OER &
T 5/ CRIREZ R Lz, el B O Oxo I,
5-FU OHUEG R 255 L&z b,

RO/S LE-ROEYMEERP/NT A—2 BEFEBES Y M)
m % E & U

AUC (9-48) Cmax [ Tmax| T AUC (o-48) Cmax | Tmax| Ty AUC (0-48) Cmax |Tmax| T12

(ng-hr/mL) [ (ng/mL) | (hr) | (hr) | (ng-hr/g) (ng/g) | (hr) | (hr) | (ng-hr/g) (ng/g) | (hr) | (hr)
FT 48501 5505 |2.00(2.60 32347 3863 |[2.00(2.42 20838 2442 (2.00] 3.39
5-FU 677 155 |2.00|3.00 5661 436 |[6.00(9.56 2379 177 [3.00]10.37
CDHP 671 299 [0.50]2.61 424 156 [1.00]2.19 3479 2339 [0.50| 1.02
Oxo 217 86 [0.50(3.26 34 8 10.50(6.37 9928 7057 10.50( 1.01

(Mean, n=4, TS-1# %4 & : FT & L T 5mg/kg)
<BE>

RN (7~ )W

14C-(FT, CDHP X% Oxo)-TS-1 Z#ifx FiZ »~ MIHEFE O£ 5 L
Tt OMBENIRE 2 E Lic, MEPRENELEWREZ R LK
#% 1 RFEME Tl T 5 &, FT %2 14C 7L L2 GE 3B Kb &<,
MAEPHEREIRE D 1.4 5%~ L7z, CDHP % 14C 7~V L7256 1370
Bl b < . MER N EIRE D 7.3 (5%~ LTz, DV TRIR. BERE,
IHREINE Y o g, BEkOHICE <, s RREL EORERRD L
iz, Oxo & 1C 7~V L7313, BREA VNSRS, 20T
IR, KA. A K OB Y o i ~D 53 Ai 23588 H v, i i o
REIRFED 7.0~1.3 &R L7z,




ERETD

ﬁb

2I<EIY HEA |

nen

(5) Z Dt DREHE~D

(6)

BATHE 4
(oo X)

LR i o

HENEEMS Y )

TSt REE BE (ng eq. of FT, CDHP or Oxo/g or mL)
o 4C-FT 14C-CDHP 14C-Oxo

1hr | 24hr | 72hr | 1hr | 24hr | 72hr | 1hr | 24hr | 72hr
4 8767 1241 48 | 512 i N.D.{N.D.| 310! 42 | N.D.
& 65121 103! 58 | 388! N.D.{N.D.| 260! 45 { N.D.
it 35621 108! 64 10 { N.D. | N.D. 16! 27 ! N.D.
JiER RN 40261 3531 136 | 149 N.D.{ N.D.|N.D.{ N.D. | N.D.
R Bk 42221 168! 170 91 | N.D. | N.D. 581 29 { N.D.
N — R 430811220} 385 | 1281 7 {N.D. 971 141 | 33
IR IR 3924 249! 139 | 173! N.D.{N.D.| 115} N.D.| N.D.
xOE 34041 398! 197 | 129/ N.D.{N.D.| 241! 58 { N.D.
ZH TR 5049! 480! 230 | 173! 9 {N.D.| 134! 57 | 12
=R 49841 3361 125 | 1541 6 {N.D.| 124! 55 | N.D.
' B 4377 308! 158 | 6351 7 {N.D.| 409! 56 | N.D.
Ko fR 46851 1137 | 648 | 155{ N.D.{N.D.| 1261 58 | 17
T 4687( 137! 89 | 191 {N.D.{N.D.| 129 33 | N.D.
fiti 4589 3521 173 | 229! N.D.{N.D.| 183} 56 | 11
¥ 6536112721 559 | 4201 27 {N.D.| 5661 148 | 37
= 12632} 1697 | 597 | 18271 38 4 |1715} 157 | 23
g OB 5435, 397! 212 | 2231 16 |N.D.| 256{ 57 | N.D.
i 51131 7981 324 | 169 | N.D. | N.D.| 148} 73 | 25
e gk 4699 8961 503 | 147 {N.D.{N.D.| 144} 89 { 20
H &g 915! 1351 131 46 { N.D. | N.D. 371 26 | 23
RN 2985 237! 199 | 130 3 {N.D. 90! 80 | 46
B 4052 86! 55 83 ! N.D. | N.D. 791 29 | N.D.
2 4411 4581197 | 233! 3 IN.D.| 170} 47 | 22
MBI Y o R | 52181 610% 256 | 711 | N.D.{N.D.| 406! 65 { N.D.
L= i 5069! 1119} 289 | 182! N.D. | N.D.| 142! 81 | N.D.
KRB 979! 1281 61 79 {N.D. {N.D.| 245! 108 | 42
HoOR 4705 2971 122 921 4 IN.D. 531 39 { N.D.
bl IRl 4861 189} 107 | 227 I N.D.{N.D.| 139} 42 | 10
IR 3862 262! 163 | 127! N.D.{N.D.| 144! 60 | 13
B Bt 6347 4821 223 1747} 16 {N.D.|2164}| 143 { N.D.
H 4019{ 313! 167 | 496 | N.D.{N.D.| 367! 62 | 12
AN (2205 ) | 19821 530 148 [37391 7 {N.D.|1067! 43 i N.D.
X W 2826/ 3831 153 | 213| 49 {N.D.| 484 139 | 18
HAED* 0.9410.19 {0.00 | 7.08 { 1.21 { 0.00 | 1.13}{ 1.39 | 0.00
NERNE 2.39 | 5.88 | 1.06 [44.61} 0.51 { 0.00 [73.991 0.35 | 0.00
KIBNED* 1.76 | 1.58 1 0.27 | 0.13 { 3.21 | 0.00 | 1.03} 1.88 | 0.00

Mean, n=3, 3 : E5 &I T5%. N.D.: BRHARHE

# 54 . [(4C-)FT 5mg+ (14C-) CDHP 1.45mg+ (14C-) Oxo 4.9mg] /1.85MBq/kg.

H a0 &5

ErMELABKEE(/n vitro)

AELEY

FT

5-FU

CDHP

Oxo

EARLo%R| 48.9+12.3(11.8)

16.7£1.8(0.8)

31.7£5.5(0.9)

9.6+4.8

(1.0)

(%) 55.7+1.4( 1.2)

20.0+1.4(0.1)

32.7+2.5(0.1)

7.2+3.8

(0.1)

) PIZBEANBREE (ug/mL) . RAMEETE, Mean+S.D.. n=3
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6.

1Jc Eg;j 30, 49, 50)
(1) AREHEAL K Y
TR

1) fUHHEBAL
<HBE>
Z v b OFMBRIZBIT D in vitro {1
FT g T 5-FU 28 L CF-U LA R r 4 (FUPA) < F-
B-7 7 = (F-B-Ala) ~ORHND A BT,
CDHP : fITli&. /M. M5, o nFiicksnTs R s ngnroiz,
Oxo : HiER@EME pH)IC XY 5-TH 7 7 v v (5-AZU) IZnfiE ST,
Fo  EBNED QR IZ L0 RSN RnZ &0 B IR O
B G-RIB)IZ LY CAICEH S iz,

2) FRETRERS
<HE>
Z v N TOHEERHREE

TAY B ARYDOHFEA RS FT. CDHP U Oxo DR 2k D
IR LT,

FT 3FEIZT b T Re 77 VERANEEL 72 5-FU IC#f S 7.
uridine phosphorylase (Z X ¥ ribose 231 & #172 FUrd, thymidine
phosphorylase (2 & Y deoxyribose 2311 4172 FdUrd % # C FAUMP
7¢ £~ F 7= orotate phosphoribosyltransferase (2 & 0 E 82V »fg{b %
U@ boLBZLoN, £, FT o327 F7 e Fr>
TR OKBILK~DRFH . 5-FU 2 5 X dihydropyrimidine
dehydrogenase(DPD) iZ X W KFENfF ML F-Yk Rrn v oo
(FDHU) izt S nv7=#% . FUPA, F-7 7 = K7 m 4 % (FGPA) %
T F- B -Ala ~UH S 1L 2R AL L T2,

CDHP [EEICRZA L E LTHFFEL, — 2 CDHP fifg i & (K
(CDHP-Sul.) (2t & 7z,

Oxo [IRZEAED £ EWIN S D SN, O —FITFERWIEAL T
o5/ B E THILENEZBEN T 2 MICH KO pH THffz sz
72 5-AZU & L TR S L7z % . #7212 xanthine oxidase M Of
aldehyde oxidase Tl % 77 CA~L RSN b L EZ BN,
Z® 5-AZU 725 CA ITELMERREK I, 5-AZU Z A X R& G Lz
BORFIZ, 1FEALEBREY CA & LU THEE 72 (60.1%) Z &0 b
HEAMIT bz, o, BRMEICE D Oxo 206 CAIZE LR b AFTE
ToHHDLEEZ B,



(i smmEcET2ES |

(1) RHFFBIR O
T
(55%)

(2) KBHCEET 5
FE# (CYP %)
HEE N

OH CH:0H

rh HO

o I
Thymidine kinase

- 5

NH
F
/f :
Thymidine FdUrd
OH FT phosphorylase ?H

CH=0H CH0 —P—OH

FdUMP
(DNAG R REE)

HO HO [e]
[0}

(o)
HO
N (0]
\f Undme kinase | \f
NH
E

o

o | CytP-as0
\F phosphorylase
—_—

o Uridine

N
| \f phosphorylase
NH
F Degradation

FUTP
o o Uridylate kinase
FT 5- FU FUrd FUMP
: F-RNA
. RNAREHERE S
\ Dinydropyrimicine  Oro1le phosphorbosy- ‘ !
dehydrogenase
(OPD) 4 F
Il |
HzN—C—NHCH2CH—COOH F
E FDHU — . FUPA —> H:NCH.CH—CooH —> TCA Cycle
o NH F-B-Ala

DH-FT

(*location undefined)

Il |
HzN—C—NHCH.CH—COOH
FGPA

N\ OH

Lj 0SO:H Ny OH
=

m e, 0y

OH Cl
OSOsH
CDHP CDHP-Sul.
H H H
KO:C N o N o o N o
| \f ﬁ \f Xanthine Y \f
Degradation oxidase
N\n/NH N NH — HN NH
BBAME \n/ Aldehyde

° o oxidase o

Oxo 5-AZU CA

IRTUAATRYIDEESHS FT. CDHP., Oxo D HETFE L H#IRER

ENFI ey =2 H0ES FRICERNZ2EERICL S FT ORGHE
FAF TR B LRGSR, CYP2A6 OFLEAITH D coumarin [ZHREEK
FHNCHEE R LENHEZR SN2, CYP1A2 OFHZEA| « -naphthoflavone &
CYP2E1 OHEH|TH 5 pnitrophenol (2B W Tk, HmiEE CEHETORE
DHERINHIRBETHY, TOMOGFREICKHT HHEROEEILIA LN
oty EDOFERNG FT n 5 5-FU ~ORFCEES52F h 7 m—
I P-450 O 4 7T CYP2A6 3 FETH L Z EHIA L=,



VI SEMEBEICET HEE |

(2) R#IZEET 2
B% 5% (CYP %)
Gy FRE, FE
(23%)

(3) W)Iml3m i 2h 3 > A I
KOEDEE

(4) R DIEMED A

K ONEME, FE
$ 30)

7. *;F 5& 42,43, 45)

(%)
1201

=
=

1uM
10uM
100uM
1uM
1uM

=
=

S

-

100uM

= = = = =
S = S 5 =
o o o - O

control
100uM
100uM
100uM

=
S
S
o
2

Il Il I L Il
a- Naphthoflavone Coumarin  Sulfaphenazole ~ Quinidine  p-Nitrophenol Troleandomycm
(CYP1A2) (CYP2A6) (CYP2C8,9) (CYP2D6) (CYP2E1) (CYP3A4)

* . P<0.01. *%*:P<0.001
FTOREICEAT 2 CYP D FREICEHEMLGESR OE

BB R L

1) 747 — A ORHY

FT 12 5-FU Ic&#&h, &6V k& FAUMP, FUTP (c%
BN TRHRERET D,
PUEBEMESH Y - 5-FU FAUMP FUTP

) AF T H Y T ADREY
Oxo DO 5-AZU T} CA 1% 5-FU R34 B % %
L7zmoTe,

BN ER VR (B!

MR L

<HBESW

1) #agit> v b2 “C-FT #&¢ S-1 % FT & LT bmg/kg RO 5 L7
B OB G4 T2 R £ TOPRMRITIRPICHE G RO 74.7%, FHIZ 1.6%.
MR TS 15.5% T - 72,

Mo lfEZ >~ ~iC 4C-CDHP Z &% S-1 % FT & LT bmg/kg R O#& 45
L7c# o b4% 72 K £ COHRMFITIRPICER G 8O 74.8%, FHIZ
22.5% T -7z,

MRHEZ v M 14C-0x0 25T S-1% FT & L T omg/kg 05 L=
BOFE% 72 K E TOPMRITRPICERERED 70.7%, FHIC
27.0%. FERHIZ 3.0%TH -7,

2)

3)
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7- *;F }lﬂ. 42,43, 45)

8.

9.

(D2DF)

SV RER—42—IC
Y 51EHR

BRFICELD
B{_T\_\ig 51)

BE A1 5% o0 JR rp i 42
TS-1 DR &2 HEIRE 045 U7 o R PRt 2 J7E L7,
PRI 1L 72 R[] % T2 CDHP 2% 52.8%., CA 7% 11.4% . FT 7% 7.8%,
5-FU 78 7.4%., Oxo 2% 2.2% PRt Sz, ORI 6, CDHP 135R
ZALR T ORISR & < BHRBE R T RIS AT IRE DS LR
FIREMEAS R STz, BREME R ONRE#D & bIZIRP~O P 12
FFE] £ TICIZIER T L TR D, #HRNTh o7z,

80 -

70 -

- FT

001 - :5-FU
f? 50 =t~ : CDHP
= 40 == 1 Oxo
6/: 30 4 = CA
204

10 - x

0 12 24 36 48 60 72
%5 1% (hr)

HEROHREEZORPHE#
(Mean+8.D., n=12, TS-1 #&5& : FT & L CHREHRE
1.25m2 LA F 1.5m2 RKiii2s 50mg. 1.5m2 Ll A 60mg)

AR L

1 EZE T

TS-1 Z @M R MR ZHT EHEC 50mg/day OF G- & TkE L7256

OIMFRELYEH L-RERIT, FT 66.1%. 5-FU 87.6%. CDHP
54.5%. Ox0 77.4%T& > 7=,
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10.

BREDNDERZ
;ﬁ—d— é%% 52~54)

B B RE I R 01 Y

WL IR DR T L7 BRI TS-1 Z MR L 5 H gk G Lz
O PK RTA—R%& ERLEEELRTBEOTNEE L, ER
R RE B CIXH AR G L 5 CIEIERME e PK ST A —X &R L
TeDlZxt U, EHERER T B TITHER G2, i 5o CDHP
L 5-FU ® Cmax. AUC, Tie NZENZFNEIML 7=,

g% 58> CDHP »ifi# 2 V77 > A(CDHP CLp) & 7 L7 F =27
V7 7 A (CLer) ICIZHEERMEBEBEGARBD LN =0.974, p=
0.0262)°?,

©

r=0.974

™ p=00262

CDHP CL; (L/hr)

0 T T T T T T T T 1
0O 10 20 30 40 50 60 70 80 90
CLer (mL/min)

CDHP Mm% ') 75 > X (CDHP CLp) &
QL7F=29 )7 52 A(Cler) & DIEERER

@ FEEHREDS TSR & AL 7 Bl R SRR E (1] (il R SR B AR | ey | B )
WZHOWT, ERIMIE 7 V7 F=1ME, Rl Tk EREN»D
Cockeroft-Gault X" 2 HAWCHH L7 LT F=0 27077 A HE
(Cer HEEME) 125 & BHEREDS L7 &OHIr S 2 B BE & B B e R
HE ORI &S BERICT T ERENLO AUC % 7~:7, 5-FU, CDHP,
Oxo @ AUC | IEHEHCH AN TREEER TRz R Lz ™,

AUC(0-8hr)
(Cer HEEM) >80mL/min 50-80mL/min
FT 10060+=1842 113202717
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(Cer : 50-80mL/min), mean=*S.D.)

7F) Cockeroft—Gault =
Cer HEEE = ((140— 4 #n) X K& (kg)) /(72X MiE 7 L 7 F = (mg/dL))
(KMEDFHFEHICELNZEE 0.85 %3 5)

<HE>

BiEEET (T )IC TS-1 2H% 5 L7254, BHEEch 5
CDHP 7 V7 7V AMMETF L, 5-FU O g nZFmH~Le LR %
AT ENDL, BEANES HobhosETnnd s v,
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1. Dtk RUERR L




TE

[

HFAR

&ETDEH

M ERENIEST)ICETSHIER

1.

S

==}
=

&, F=

1.2 RENFREDOZOZ)LADODS D ILRER & (XRS5 HIR
[7.2. 8.1,

% (Dose
13 B A EOBELIFEENEC 50 EAHHDT. THMIZFHR
51 EBBEFSITL.
%@%ﬁl+\kinb EE (RS
5]

B
EbLICEE5EhIEL, BUYLGLBEEZTS &

1.1 FEZECHALEREEF. RERHICHOIRIETE SERMER

WT. NALLEREICH G - ?%Eﬁﬁ%ﬁ@%&fﬁﬁ%
NEYTEHINDEFICOVTOAERT S L, BIRBEEDE
RI%#OT@ EHARFNOEFARAXESRL TS
HE+5

BERBICEILDE, EEXEIZTOREIZCEAMNERUVER
ﬁ%b RAEZRETHhLEETEHI L,

Limiting T'oxicitys DLT) &

EEIT+5

TERT A
8.4, 9.1.1,

BHNEl & WVS RTEGY . B
ﬁE’rﬁE’é

%,.
A CERERAR
ERTHAILENHD. HEICEHEKRREEZRET S &
11.1.1 B8]

HEZEOEHERICEHLHC

(fFa)

=:
EELMREZEZOIMERAMNRIRT S
. [2.5. 2.6
1.1 KA Z2 &) AL iET
&)o

=87
[1&84-
14 D7 vLEY T O UORMERESR. o DEREDHFREE
(FRYF—Fr-FHIT—IL - 95V ILEESE)
WO U EDBRIZEY.,
EETNAHBIDT, HRAZITHHEN

o HEZEDHMARIEREREZEZAONDIERTREZEFSIEBR

) A obhbn=BEICE

. 1113 &

55 NEHEEH T

. 101, 16.7 &

—

. FRIZ

1.3 7KGd

EIH CTH D Z LD, B %ISR O
-'*J

IR E CIXEBRFEEILRO bR d o e

REOBEBRIFEENHEELL TN D

1.4 VI-7. fHEAER) DHEZSHE,

g7t e
1.2 AH O $ G-l BR 7 23

KA DTS LB TH 5 ( V-8, EIEH] OESMR

iz‘.

B

I

TOMENRD DT

o

T AR [ BE AT

—100—
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2.

HEEARE
ZOEH ™

MEEX TR

EET2EREE
ZDHEH

RERUVRARIS
BETOERL
Z O

2. B (ROBHEICEESLAEWI L)
2.1 KROS5 U 72 BOE O BEEE O & 2 &

2.2 EEREHIEHE O 5 EE [EHMHINERTIB8EZNRH D, ]

23 EERBBEDHLBYE (T4 7T 00 RALI S L EA]
FRATUNOBYHENZFELLKTL, P74ty T VI EEN
EH L, BHAKHZORIEAN B bR oBZNNH D, ]
[9.2.1. 16.6.1 =]

24 EERIFEEOH H2EE [FEENELTIBZNLRH D, ] [9.3.1
2]

25 o7 oAbV VU RPUEMEER (25 0K L o OF gL
Fate) akbGHhoBE (1.4, 10.1, 16.7 ]

26 7y hvrEEERORE [1.4, 10.1, 16.7 &R
2.7 HIFEXTFRE L T A A Ret o & 5 &tk [9.5 SR ]

(fifao )

2.1 SHICEEBRBBUELH LDONDZ DD,

2.2 RAIOEGHIREEITEHERSE CH Y FHMES RS 582N
Db,

2.3 IVI-10. BEDEREATLEEIDHSH,

2.4 HREIZI W CTEBYEF RSO EERIFEENEIL TV D,

2.5 KO*2.6 [VI-7. MAAEH OHESBH,
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TR RN TT 1018 1 0.0[ 0.0
2 | THORMERE RN 1(1.8)| 1 0.0] 0.0
A ER MR 1017 1 0.0| 0.0
2 E N 1017 1 0.0[ 0.0
R e Y ove N 1(1.7) 1 1.7] 0.0
RH S N ARG 1017 1 0.0 0.0
SR B 1(1.7) 1 1.7] 1.7
Y R L P 2(3.4) 2 3.4| 3.4] 1017 1| 7] 17
o [ B 1(17) 17| 1.7
@'54%— R R - S 1(0.2) 1 0.2| 0.0
£ 1 4007 4 0.0] 0.0] 2(3.6)] 2 0.0[ 0.0] 2(3.4)] 2 0.0 0.0
i | 4T 2(03)| 1| 1 0.2] 0.0
g [ELE 1(1.8) 1 1.8]| 0.0
| ER 2 1(0.2) 1 0.2 0.0
T 1002)| 1 0.0] 0.0
& [ rse 1(0.2) 1 0.2 0.0
ECH 1(1.8)| 1 0.0[ 0.0
e s 12321.3)[117| 6 1.0| 0.0] 267.3)| 25| 1 1.8] 0.0] 23(39.0)| 21| 2 3.4| 0.0] 2542.4)| 25 0.0] 0.0
¥® B 68(11.8)| 55 | 13 22| 0.0] 9a6.4)| 4| 4| 1 9.1 1.8] 13022.0 8| 5 8.5 0.0] 1322.0[ 7| 6 10.2| 0.0
B B 7(1.2) 7 1.2| 0.0 7a2.7)| 7 0.0] 0.0] 3(51)| 3 0.0] 0.0] 8a3s.e)| 5| 3 5.1| 0.0
T\jﬁff’tﬁmﬁ 407 2| 2 0.3] 0.0] 121.8)] 9| 3 55 0.0 11D 1 0.0] 0.0] 234 2 0.0] 0.0
b A 9(1.e)| 7| 2 0.3] 0.0] 5(9.1)] 3| 2 3.6[ 0.0 2(3.4)| 2 0.0] 0.0
FEFEAE 9( 1.8 6| 3 0.5[ 0.0 1(1.8)] 1 0.0] 0.0] 4(6.8)] 4 0.0l 0.0] 1(17| 1 0.0| 0.0
iz 1 45 4007 4 0.0] 0.0 1(1.7) 0.0] 0.0] 2034 2 0.0| 0.0
B RGBS 3(51)| 3 0.0 0.0] 3(5D[ 1| 2 3.4| 0.0
o 40 3] 1 0.2 0.0
B2 4(0.7)| 4 0.0[ 0.0
A TN 3(55)| 2| 1 1.8] 0.0
O | e % 1(0.2) 1 0.2] 0.0] 1(1.8] 1 0.0] 0.0
R [BREEME RS 2(0.3)| 2 0.0] 0.0
. SR E 2(0.3) 1 0.3] 0.2
ISEES % 1002 1 0.0] 0.0] 1(1.8] 1 0.0] 0.0
T 2(3.6)| 2 0.0] 0.0
oK E 1(0.2) 1 0.2 0.0
p AR R % 1(0.2) 1 0.2] 0.0
w2z 1002 1 0.0[ 0.0
5 1(0.2)] 1 0.0] 0.0
NEE 1017 1 0.0 0.0
R P 1(1.8)] 1 0.0 0.0
FLBENE B35 1(02)] 1 0.0| 0.0
VUV hnER 1002 1 0.0] 0.0
BRI 1(0.2)] 1 0.0| 0.0
5 i IR 1002 1 0.0[ 0.0
E 3 1(02)] 1 0.0| 0.0
BIWER O 7 L— ROy« iR #A L. B, IER L NCI-CTC £, TS OmEIEIL B AR FEE O LR > T THo 7=,

* 7 L— K0 % 16I5T

IR GG

: MedDRA/J @ Ver8.0 (Z XY

LT,

—119—



(I meH@ERLEOTES) ISET 3EA

W R R
ERE Mo OV R A A1
S (05 %)
TA—IRATUOEIEA—E (BEHxS5) 4)
X B |24578 BIETAREIE. BE, EERERO BAEA FLIE (65 #) 3 ¥ (59 ) BB & %2 (59 )
EROB| SL—F G [sg|zes| BRI 5L—F©G) |202locs|EBRAR| 5L—F©6) |20l EEAE| 41— 16 |262a3
. ERE T TS Ta oo oo | B2 0T, (%) | o) | BEE (%) | (o) | BBF (%) | (%)
] (%) (%) 34 (%) |1]2]|3[4 (%) [1]2]3]4
TR R 25(4.3)) 22| 2| 1 0.5] 0.2] 610.9)] 5[ 1 1.8] 0.0 3(s51| 2| 1 1.7] 0.0l 7(1.9)| 7 0.0] 0.0
" 9 5(09)| 5 0.0] 0.0] 3(5.5)]| 3 0.0] 0.0] 2(3.4) 2 0.0] 0.0] 3(51| 2| 1 1.7 0.0
SRR IR 7012 5| 2 0.3| 0.0
 Toeseimik 102 1 0.0] 0.0
kY 1002 1 0.0] 0.0
g [FEIED E 1(1.8) 1 1.8] 0.0
e | RFEIGR 1(0.2) 1 0.2]| 0.0
B 101.9)] 1 0.0] 0.0
WL SRR 1017 1 0.0| 0.0
ﬁ% RHRSE 1017 1 0.0[ 0.0
gg EE YL E VS 4(0.7) 3] 1 0.7] 0.2
| 100.2)| 1 0.0] 0.0 1(1.7) 1 1.7 1.7
é JEAE 5 1(1.7) 1 1.7] 0.0
iR 1(1.7) 1 1.7| 1.7
S AEE) 100.2)| 1 0.0] 0.0] 1(1.8)] 1 0.0] 0.0
&E P IR I e 1( 1.8) 1 1.8| 0.0
O | m 1017 1 0.0] 0.0
L i 96 A 2(0.3)] 1 1 0.2| 0.2
WK o v 1002 1 0.0] 0.0 1017 1 0.0| 0.0
o 1002)] 1 0.0 0.0 1017 1 0.0 0.0
2t —
W 0%k 1( 1.8) 1 1.8] 0.0
s |1 1(0.2) 1 0.2] 0.0
s | Bk 1002 1 0.0] 0.0
i A< Ji 1(0.2) 1 0.2] 0.0
ik
&ﬁ R 2(0.3) 2 0.0 0.0
OV
s 8(1.4)| 6| 2 0.3] 0.0] 610.9)] 5[ 1 1.8] 0.0 3(5.1)| 3 0.0] 0.0] 4(68| 3| 1 1.7| 0.0
[ 1(1.8)| 1 0.0 0.0] 2(3.4)] 2 0.0] 0.0] 4Ce.8)| 4 0.0] 0.0
R ZE 2(0.3)| 2 0.0] 0.0] 1C1.8] 1 0.0] 0.0 3(51) 1| 2 3.4| 0.0
= 100.2)| 1 0.0] 0.0 1(1.7) 1 1.7| 0.0
MR | AR R 2(34) 2 0.0[ 0.0
HEL R 37 e 2(3.4)| 2 0.0] 0.0
4 s 100.2)| 1 0.0] 0.0 1017 1 0.0[ 0.0
% 2( 3.4) 2 3.4| 0.0
R D F 5 ik 1017 1 0.0 0.0
[ 1(02)| 1 0.0| 0.0
T LV — PR SE 1(1.8) 1 1.8] 0.0
FAIEDS o 1017 1 0.0[ 0.0
% 1002 1 0.0] 0.0
kP 1017 1 0.0| 0.0
F R 1002)] 1 0.0] 0.0
R BK 748 1002) 1 0.0] 0.0
HIE o> SL ) J5% 100.2)f 1 0.0 0.0
2 9 FEAE 1(02)| 1 0.0] 0.0
IS 1. 2 1 A S 1( 1.8) 1 1.8] 0.0

BUER O 7 L — R4 - AGRA L, Wefs, IRERIE NCI-CTC H#E, Zhn Do ElE B AWIBRFER ORI/ > TIT- 12,
x 7 L—F0% 1HIET

BIVEH I EE : MedDRA/J @ Ver8.0 |

[
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(VI met@EALOTES <EY2ER |

B HEBEEH S
S N OV R AR A i

¢ R (D3%)

Norin

\l

T4—IRDUOREIER—E (BmHRE) (5)

X B |24578 BIETARAIE. BE, ERERO AIA A FL#E (55 #) 3 ¥ (59 ) BB & %2 (59 )
%ﬁggﬂ TL—FG) |zq2=a3 iﬁgﬁ TL—FG) |>g2lz63 iﬁgﬁ TL—FG) |>g2lz63 %ggg TL—F (@) |xg2/2c3
ElEEDESE (%) 1 2 3|4 (%) | (%) (%) 1121314 (%) | (%) (%) 112134 (%) | (%) (%) 1121314 (%) [ (%)
o | 100.2)] 1 0.0] 0.0] 610.9)] 5[ 1 1.8 0.0f 1C17| 1 0.0] 0.0] 1C1.7 1 1.7] 0.0
wola % 1002 1 0.0[ 0.0 1Crs| 1 0.0[ 0.0
i [ x 1002 1 0.0] 0.0
O kRN 1(1.7) 1 1.7| 0.0
; NG 1(1.7) 1 1.7| 1.7
f% T %6 1002 1 0.0 0.0
PRIMERE Y 5 v 7 1(1.7) 1| 17| 1.7
B Hfie 2(3.6) 1| 1 1.8| 0.0 1017 1 0.0] 0.0
RS [ s 2(3.9)| 2 0.0] 0.0
Eﬁ i 1(02)] 1 0.0 0.0] 1(1.8) 1 1.8] 0.0
ifji H 1(1.8)f 1 0.0| 0.0
R | EIE L B 2 1017 1 0.0[ 0.0
o | W 1(02)| 1 0.0| 0.0
DO fe A e 1017 1 0.0 0.0

BUWER® 7 U — ForE - AW L. e, MIERE L NCI-CTC RA4E, 2l oEIE B A Ia 72 ORIt > TITo 712,
* 7 L— N0 % 1HET
BIEA HEE : MedDRA/J @ Ver8.0 IZ LV 3% L7z,
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(I meH@ERLEOTES) ISET 3EA

B EEEER. A0HE.
HIEE R ORI O
IS 2 O
1E 8 B
SR FREIERAFEIRIRR
EE AR E (%)
& it 751 | 40.6 ! 46.7 157! 3741} 276! 126 21.8! 204 13.7! 26.2
" i 134 | 38.8 ! 48.5 9.0 2241 11.2 221 12.71 11.2 8.2 18.7
Al EME | 133 | 39.1% 4891 173! 39.1{ 263} 11.3! 24.8} 23.3! 180! 25.6
W S SH 85 | 49.4 ! 47.1! 10.6| 259! 14.1 35! 10.6 1 129! 12.9 9.4
§;%545 JE/NFpaEFE | 115 | 833.01 30.4 ! 1041 409! 235 7.8 20.91 183! 13.9} 16.5
” E7R Joi*y 166 | 36.7! 59.0! 16.9! 44.6! 39.8! 19.3! 27.7! 26.5 9.0 38.0
i ¥ 59 | 50.8 ! 32.2! 33.9! 610! 55.9! 356 37.3! 254 22.0! 39.0
JH SE ¥ 59 | 50.8 | 49.2! 23.71 339! 322! 20.3! 22.0! 27.1! 22.0 424
e 3B 376 | 37.0! 37.2% 15.7! 332! 20.5 691 170! 154 162! 154
] I 375 | 44.3! 56.3| 157! 41.6} 34.7! 184} 26.7! 253} 11.2 | 37.1
26~39 31 | 25.8! 51.6 97! 19.41 19.4 651 22.6! 258 9.7 22.6
& 40~49 113 | 39.8! 54.0 80! 37.21 327! 142! 23.0! 24.8 9.7! 35.4
() 50~64 343 | 37.0! 43.7 157! 359} 30.6! 146} 245! 204 146! 265
65~174 250 | 47.2% 46.4 1 196! 41.21 22.8} 10.8! 176} 17.6 | 152! 23.2
75~178 14 | 50,0} 57.1! 214} 50.0! 14.3 00 214! 214 7.1 7.1
1.01= <1.25| 36 | 61.1! 583} 16.7! 22.2 222 56! 22.21 222! 11.1}{ 25.0
1.255 <1.30| 45| 689! 66.7} 26.7! 5561 26.7! 222! 267! 28.9 11.1! 31.1
REmR | 1.30  <1.40( 113 | 434! 54.9 142! 37.2% 212} 115! 21.2! 15.9 8.8 ! 17.7
X 4y [1.40= <1.50|200 | 41.0{ 480! 13.0} 39.0! 27.5{ 155! 23.0{ 19.5! 140} 32.5
(m2) 1.50< <1.60|193 | 409! 430} 16.6! 326} 31.1 ! 135} 22.3! 20.2 | 13.5! 264
1.60= <1.70| 112 | 26.8 ! 3571 17.0! 43.8} 31.3 9.8 188! 223} 19.6 | 24.1
1.70=  =195| 52 | 23.1! 36,51 13.5! 30.8 25.0 3.8 19.21 212! 154} 212
53< = 70 | 270 | 34.8% 43.0! 10.7}{ 352 270} 11.1! 181} 156 13.7! 26.3
FIRE 70< = 80 | 446 | 43.0} 48.0! 186} 388! 276 14.1! 240} 224! 128! 26.9
Bh5 & 80< =90 | 13| 76.91 69.2! 23.1} 154! 154 0.0 7.7 30.81 154! 23.1
(mg/m2/ 90< =100 | 11 | 36.4! 36.4 9.1! 63.6 63.6 9.1} 45.5! 545} 54.5! 182
day)| 100< =110 6 | 3331 66.7! 16.7 0.0 0.0 0.0} 16.7 0.0} 16.7 0.0
110< =120 5| 60.0f 80.0! 20.0{ 80.0! 40.0{ 20.0 ! 20.0 | 20.0 0.0! 20.0
1~ 2 345 | 35.1! 32.21 12.8! 359 252! 136} 14.8! 168} 11.6 ! 11.3
3 ~ 4 252 | 45.2! 55.21 18.3! 38.11 29.8} 11.9! 26.6| 22.6 | 16.3! 34.5
ok 5 5 ~ 8 110 | 445! 66.4 1 19.1! 3821 30.9 7.3 26.41 236! 12.7 44.5
7 —)v 9 ~ 12 25 | 44.0! 52.0} 12.0! 32.0} 20.0! 16.0{ 36.0! 16.0{ 12.0! 40.0
13 ~ 20 11 | 545! 81.8 36.4! 545} 273! 182} 36.4! 364 273! 545
21 ~ 82 8 | 50.0 75.0 00! 6251 375} 50.0! 50.0! 50.0! 25.0! 75.0
B i3 80 | 375! 375! 11.3! 28.8! 15.0 6.3 16.3 8.8 3.8! 16.3
5 il 671 | 41.0! 47.8} 16.2! 385} 29.1! 134} 225! 21.8} 149! 274
0 459 | 41.8¢ 51.2! 16.1} 405 31.4} 13.1| 244} 222! 159! 30.9
P 1 244 | 38.1! 39.8! 14.8! 33.21 234} 12.7! 189! 180! 10.7! 20.1
2 47 | 404 3831 17.0! 29.8} 12.8 851 12.8! 14.9 85! 12.8
3 1 |100.0 {100.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Py i3 418 | 3661 459! 12.0! 37.61 256 11.2! 199} 21.1 ! 11.7! 24.6
H 333 | 45.6 ! 47.7} 20.4 ! 37.2} 30.0! 144} 243! 195| 16.2 ! 282
T - 4 | 344 | 40.71 39.0! 157} 346! 247! 12.8! 19.21 17.7! 145} 224
% | 407 | 4051 53.3 ! 157} 39.8! 30.0! 125! 24.1{ 226! 13.0| 29.5
e o | | 647 | 39.6 ! 4561 159! 368} 27.2! 122} 21.2! 20.2 | 13.8! 26.3
BITARE | BC B0 B Ce | o4 | 471 ) 538 | 144 413) 298| 154 260 2121 135 26.0
(b2 # | 579 | 40.2 1 435! 1521 352! 26.31 11.6! 20.9} 19.2! 136} 27.1
) A | 172 | 4191 576! 174 448! 3201 163! 25.0| 24.4! 140} 23.3
0 FR 55 i3 197 | 8154 472! 11.7} 35.0 ! 27.9 81} 20.8! 16.8} 12.7! 234
" 554 | 43.9! 466 17.1! 383} 274! 143} 222! 21.7} 14.1! 27.3

(b B I E L 2 BR <)
* 1) KFEA [BhEE IR 25T
% 2) : Performance Status (—f%{kHE)

(ZhREIB NG £ TR ERBR DEEF)
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(VI met@EALOTES <EY2ER |

9. ERRBREHKRIC RESH TN
RIZFTEE

10. BERE BRIEI TV
()

RGO BREFIS 20O TRE L TR,

AHNO B 5-H R EE (DLT) A E#H chb b 2 &b, WEEkS L
LA ITEE RS MEREEEZ BT B8EANH D,

Kl 7 LB 513 720 < . B eI, G-CSF &5, syl ., JrAema & s,
W S5 DY) 22 AL E A 1T D

BB, TH TR 5-FU XBTIC L VBRESN D (TVI-9. EHEIC X
HEREF | OHEBM]),

1. BEALEDOEE 14 BRLDIE
141 REHZAFDEE

14.1.1 PTP A2E DKL PTP > — F 26 H0 L TR 5 L 5 g4
5L, PTP v — FOREEIZ L D | WL AR EEREA~RI AL, &
I EILE B L CHERBIAR SO EERAIHEZ RT3 H 5,

14.1.2 RENTED EICOE THERZZE ST 5 ERET 720, K2 LT
AR TH A, F/-. KTHRATAZ L TE S,

14.1.3 FANTETZ L EORETIZ, KR LTIRHESERNWZ &,

(FBREVFIH)
AARA T AR LT D 7 b e ) I V2 RPUEEEA 2 £ 5
PNATHML, EEREHIMEIEZRERLCBENHY 50T, HA
ARSI OF S I OBPI L TR Z 717> T I &0,

(i)
T_CO PTP AlERANc @O EEE (HEHEBR LAEDOEHEERE) &L
TReHE L 7=,

14.1.3 OD $ExFE-FFDORETKAR L TIRASEHAE. BREICIE
LTRIEZBZITZENEZLND,

—123—



(I meH@ERLEOTES) ISET 3EA

12. ZOHoEFE"

(1) BRAREERICES<
T

(2) FERRRFABRICE S <
ERE

15. ZDHOEFE
151 BEERRERICE D 1ER

15.1.1 AF|Z2 &5 Li-BFIC, artAmFm GiammEEzEs HELH
%) EHEREAEER (MDS) BNREAELZEDORENRDH D,

1512 74 Ry 7 VL0 RICRHEER CHHVE FREY IV U TE
K7 —+€ (DPD) XKEZHOBREN I ENIFEL, 2O X574
BEICTINAR Y T UNVREREERE Lo, BGSPIEICEE 228
TER (MN%. TR, MRS, MREES) BBET 2 L omERN
»H D,

15.1.3 KA & ORRBERITARHTH 23, WHEEN LT L DORE D
H5,

(Hias)

15.1.1 AAFIZ#£E LTEFICRB W TAAIE OBEN G E TRV aktA
MIFFEOWMEN B D, 72BARAKE OFRFERITIM TRV,

15.1.2 74w o o L REAC @A EIETH S, DPD KIBIZHOWNT
EEIAETHE SN TWER, ZORENTHHRESIL TS,

15.1.3 ARAE 55 5 D WV F R G % AR & OB A6 E T & 7o ik %
DWENH D, k., EHEEESRE IS TRk e G2 7o L
TIRREETH Y, £z, ", BERW - mLEOSOF, MEEIEORETE
REDERGEZ IV, AHE OREBRITIHME TR,

15.2 JEERPREERICE D < 1H#R

1521 770 H U U MTEBIKE T INT < (A X)), AT 7
B U T AOELG BB WA I E LA i R R TS T D
(Zy b)) TenD, BEDOHAN pH K TFICL Y FTRAMEI LTS
e HAREMENRIE STV D,

15.2.2 A XIZEBE L2 GAICIRERFER - fRiEO FEILE, AEO A
WNEZ D Z ERREERTWD,

(iR
15.2.1 &7 7 2 U v L (Oxo) [ZER MK IR o TG (5-AZU) 125y
fi#d 25, E—=Z7NVRIZBWTEHRN pH 2MEWIREETIX Oxo @ AUC
PETT 52 En@mEashTing ™,
BEETOE—JILKIZHERE LI=F® Oxo M AUC

AUC (ug-hr/mL) (& pH [2xf 9 B L3 : %)

& pH(6~7) [n=5] & pH(3~6) [n=5] & pH(1~2) [n=12]

10.4+3.0(100%) 7.4+2.0(71%) 5.3%£1.5(51%)

mpH: Y AF VU ME, pH : MLE, fKpH: 7 T H A R VU ULE, Mean®=S.D.

15.2.2 TIX-2. (2) KB G-3 R 0TS R, £72, BRI W TRE.
fElEE . AR, IRVE. VIR, IRz, AROS A, AREL.
AR, R ERZ, REAESE LRI LZREND D,
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IX. JEERPREAERICEI 9 SIRE

1.

EEGB
(1) A

(2) MR

(3) & Dfth > FEEFAER

[VI. SEZhEBIZB T 2HHE ] OEHSM,
TA—IRT 2 O—HREEER
= BMiE | BRA [H%5E mgkg) . e
H R ® H n | s |poggw| BB R M
—HRIER R OITENC R |~ 7 A | p.o. [380,90,270 | &L
ETREE (10)
AREEBEICLIZTE |~V A | po. |30,90,270 |8 L
— & (10)
e | RV ~ 2| p.o. [30,90, 270 | &L
fie 1) W /IEH (10)
g |2 HEHEm
.| BB ~7 A | p.o. |30,90,270 |ELRL
(10)
i Pentetrazol i % & ~7 A | p.o. |30,90, 270 | &L
B e (10)
i 2) #EHEA
& | gt (FERE Writhing #%) |~ = | p.o. |30, 90, 270 |fEf 7 L
H (10)
1E AR 7y | po. |30, 90 222
(10) 270 60 434 1% T (3 Wi # (2 [m]
1)
3 HH = EVEY N | invitro |4.2X107M | ##87 L
g 1) B (5) 4.2X10°M | B2 L
2 2) ACh I¥iig 4.2X10°M | BaClg YU 0> 8% & 171 i)
“* mmum@f (5 5l 4 51T 15~40% 0
H 4) 5-HT I )
5) BaCls U
7 MEOR . MR, DA, | MERT | 1d. |30 R L
gy | MR R ORI R | A % 90 L F A
| ETREE (5) (2 IR¢f#] 1% %) 8SmmHg)
o 270 LA T (0.5~2 W% 7
‘ﬁ ¥ 5~10mmHg) . 2 filic
= LEMO R WEEME T, T
WAL A
T A | Pk AE U A | po. |30,90,270 |FERL
fe % (10)
mﬁnﬁﬁkwﬁ¢%ﬁgﬁ 7w k| po. [30 JRH K O8N (50%)
% E} is (6) 90, 270 JREHM (51 & 102%) K
Ot QR T Na', K, Cl”0#
i M(61 & 104, 86 & 166,
38 & 54%)
fentEH A4 X p.o. |30 1 f517C 24 WERE PN I -
(3) 90 2 B C 24 BT (S M ($¢
z H4% 7~10 AICHEE)
» 270 3 4 TIT 24 WREINICIE
b (B 5% 2~4 BIZHTT)
D | fBEAE L2 J S s
1E 1) B EM Sv | po. |30,90,270 |FERL
H (8)
2) Glybenclamide v k| po. |270 B L
£ OB (8)

% TS-1 DG REOREIT FT & & L TERR

MM ER L L
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JERERABRICEIT BIEE |

2.

Bl
(1) Bl 5
AP

(2) i # 5

AEPEBUER

LDso X [ZHERE D EFE = (mg/kg)

TS-1 CDHP Oxo FT+CDHP |FT (&)*)
wm| xR e 549 — — — 1420
|5, . | HE[441~551 [2000 LT [2000 I F. [220~441 | 1410
w7 W | 441~551 | 2000 LI I- | 2000 UL I- — 1475
S EEESEE 53 2000 UL | 2000 UL |- — 34
TS-1 % 0" FT+CDHP i% FT B C#7, ¥ : MKOSER, — £t

S k1) B M ST SRE, 20, 1009-1025(1980).

TS-1 O HFFHEIR

1)

2)

~ A BRI, BLES GETH - HE., i, MR IR )

Z v b BAEEE, PR, FRES GECH - BE, B, FERRER
%)

A X WEM, R KRR B D VDT (FE T B IEE O R
55D E BT

RERFHIRAEICB W T, v U A T v N RO X OFE LB CHifi o B i
JOUKIE, g, U > 3 fizg &0 LR E OEMICM A, M. iFFd 2
UM IR SRS 2 B T,

B O FEIRNIE BRI e R I LS < i O B, KBRS X B REIR
PRIBE 3 MR Sy OV D o2 RIS < i EIRPTME O T X 2 M &
lEZ 5,

7 v N 13 8 M E G-t
(MEREZ ~ b, TS-1 % FT & LT 1.5, 5, 15mg/kg. 13 HRIRE
5 J [H R 3E)
15mg/kg TITFE - BIEE - RBOMA(b - I, il VX - &k
#E - REOFEM, RED - EHa v 2T 2 —)L - JREE - W%%%@iﬁ
. BORMEEME - i FHIER ERA LN, &5 2~4 #1211 JL,
1%43L 2 PCDOREMIEL: Lz, I, éﬁ%%ﬁuﬁr %% Ji&
P ZAERRD DT &0, FERITY /8 - il R E OB T
WX 28 ML OMIERG LB 2 iz, U oo SR E L OB A~D
FET bmg/kg THRIE RN ORI N2, 1.5mg/kg TIEA LR
Modz, RIROFEZEIT 5 M ORI L0 [EIE S L < IXEFEEE R 2358
DoNT U EOR RN BRI b 1.5mglkg EE X BT,

=

7 v b 26 M E G R R Y
(MEEZ >~ b, TS-1% FT & LT1, 5,
5 1 [A] IR 3E)

10mg/kg TITEIE, U o3 - il RanE . MEVEAETEZR K OVEIZ 13 8
i 8 e 5-d B > 15mgl/kg &Iﬂﬁ%@/z{ﬂ:zﬁ%k DIV, FETHIE
oo, Elo BEHIMOERIC X 5 Hii- e B ORIBUL 2 o 723,

RIS Ip o Tz, Vo BMRGE M OBE~OFEET bmg/kg T

%ixf“f;zn ORER I L7205, 1mg/kg TlXA Lo T-, EddDFEE
Bix 5 EEORIEIZ LV [EIE S L <IZEHEM R AFE D v/, UL EofE
Bnn, EHEMEITMRE S D Imgkg E B2 bV,

10mg/kg, 26 HFRE O &5
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(2) E&SE
%‘I‘i%ﬁt% 62~66)
(23%)

3)

4)

5)

A X 13 [ - w00
(MeREA X, TS-1 % FT &£ LCO0.5, 1, 3, 6mg/kg, 13 MO EE)
3mg/kg DL TG 2 0 HIRTRBTIC A 7 = v mFRLEN, &5 3
MOHARORIERLEMICL D L EZDNIZAROIRBN LI T-DIT
Iz, W - REMOREIC AT = aRHIhE, ONE, HLE kR -
U L oSRERE - AR OEMEIEEAL R ER RSN, FBEHITIEEIC,
B R EE O R fil ORI B - SRAEMEMAR ORI, MR A E O ZEMEE
BALIR ERBOENTZ LD SRR SRR RER T ISk N U 72 e e O
—HRIREDOEALIC KD EFLLEE L DNz, 2. REROAFILE KW
U U RREE OZEMIIME A ED 0.5mg/kg BV T HRO b, Mk
DRGSR MM B IIMERE & 0.5mg/kg K & B 2 b,

GBS « IR 2 2 o [R11E M 5R)

TS-1 % FT & L T 3mg/kg Z1EA X2 2 X OV5 #fRO#& L L, IR
BRI OB R TEE K O IEO AEIC OV T, RERIZ X A EIEMEE R L
oo BRERLEITIERG1ELIY, ARG 3BELIV ZNENRIBLLT,
mEB, v —RERAE., BASKRA, OtRkSmAE, 2V v T U
ZHWTATRE - AL A, IREMRE, IRERAE I EII A N0 -
7o, BRKSEE O YL R AL 12 35\ T Staphylococcus chromogenes 73 i 3
WoBEsiiz, Lol REICIVERLET2EZEIY, AEIT1HE
Bl ENEIVERL T2,

A X 52 JH [ - R Y

(MEMEA X, TS-1 % FT & L TO0.1, 0.5, 2.5mg/kg. 52 MR H &5,
13 RS ; BNFER & LT 0.004, 0.02mg/kg 52 MM O #5)
2.5mg/kg Tl 13 i M8 e 5B & RO IRER - 52§ o a7k
F. ARO QBN LT, LB - U VR - ARG OE
FEMEZALIZRD b o T, EOMIc, EGHBOIERIC X 58772
BPEIIRBL U220 o 7228 RIS 72 0 . RIS R DB
S, ZHICERT D EEREMOLB LA bz, B LIFCTldsk
JERNEE THoT-Z LD, SERITEERICER L7 25 IRRE 0 E(L
WK DR LEZZ bz, REK - B O AFEILAEIL 0.1mg/kg THHEL
N, EROEE T 13 BRIOIKIEIC L VIRER - IS0 @aHERE.
AEOIRBE Z RV CEIE D L < IXEHEME M AR b i,

0.02mg/kg LT TIXW T AU B HRER - [l FFICARILE DGR O b o
e n, EmEM RIS B 0.02mg/kg £ B X DL,

v 13 T CE B 5 R

(HEH v, TS-1% FT & LT 2, 4, 8mg/kg, 13 #M#&O&ELE)
8mg/kg THRIMER « FIMER « U L/ )ERDOBA . WIME O, IHE R
DRIEMAIR T 72 ERX A BTz, MRk OVEEE O 2 i 4mg/kg T
HAELNTEN, 2mgkg TIEALNRN -T2 b, BEHEMEEIT
2mglkg & Bz Hivl,
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(2)

(3)

(4)

A5
%‘lﬁ%ﬁ%ﬁ 62~66)
(Do%)

EAnEE AR

3 A SRR R O Y

EREFE
%‘lﬁ%ﬁ%ﬁ 69~172)

GBANERER)

(v, TS-1 % FT & LT 16mg/kg. 4 AWM O #&5)

13 MK E R G EERR L RS2 Nz, 86 - KERME, Bl
DEMEEANRO iz, FECHITIE, icEm, KBMET, KE -
BEIERD . BBE AR RIEMEEL 72 ER A B, SRR B
oz, BEEOHVICER LERERABICIDZIERELEEZON
oo LML, EFBILROECHIE S, A X TH LIV HRER K OV D28
BT 2L RO bR -T2,

AR L

AR T v hEHWERSABREERBRIZEB W T, TS-1 TR AJFEIEITRD
Lo Tz,

1)

2)

AEBRAT K O AR A % 5585 (Segment 1)

[MERES ~ - (K BEMERE 24 PT) . TS-1 % FT & LT 1. 4. Tmg/kg. &
iR 1 e - (e 22 Bl AT 9 38 [H] K OSBRI [#] & 3 o0 gl B £ T 13 JE fH
W ASBAT 2 08 [ R ORI 2 & O dfik 7 H) ]

KECRE MG, BAFEOWA 722 5 O IR, FHE K OFSHR F R E
EOKT, HTEIMEZOHEMA Tmg/kg THALNII Enb, i
W23t D — R B BT L b dmglkg E B X HE, Lo
L. Tmg/kg THZMREBIHEILIALNRPST-Z D, AFEREIZR
THMEMEEIX Tmgkg L EEE X LT,

—77. BRIEAEEOK N L OELEIED Tmglkg THALNTEZ b,
FRIRICx7 % M 21T 4mg/kg £ B 2 b,

RIROIER R 5B (7 ~ 1) (Segment 11)™
[HEZ > b (%R 32~36 L), TS-1 % FT & LT 1, 3. 5. Tmg/kg,
11 B (IR 7~17 B) 5@ 08 5]

FEEN) O (K B BN Mo OMEAE B O A Tmelkg TH BT Z & »
O, HEMWICKRT 5 — R EEME R Smg/kg E B X HiLE, L
2L, Tmgkg THAMICKIZTTHBEIAON o7l &b, A
BEIC® T 2 M AL Tmg/kg L EEB X i,

— . BRIRAEE O I bmg/kg UL 1T, WIREH OKIEE) & OVE #%
EEOEEINN Tmgkg TH LN Z EE, JRYLICx 2 MR
3mglkg &E R bivlo, MARDOIERET OKUE) & OREHINEH 23
Tmg/kg THOLNTZZ &b, HAENRICH T 5 EEMEEIX 5mglkg &5
Z bt
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(5) AJHzEA

%‘lﬁ%ﬁ%ﬁ 69~72)

(oo %x)

(6) JRPFT R

3) MO E R #5738k (7 %) (Segment 1)
[ 7 9 (% 8E 183~15 L), TS-1 % FT & LT 0.5, 1. 1.5mg/kg,
13 H M TR 6~18 H) fil 0 % 5]

REEMW DI D 1.6mg/kg CHRELIZZ D, HEWICHT 5 —%
HEFHOEEERIL Imgkg LB X b, —J7, BIROEHK R ()
OB E) 2S 1.6mg/kg THEMLZZ o, BRIRICHT 2 BEHEMEET
Imgkg £ &z HiLi,

GEANEER)

BHMMAZTR8 E9H, 10 11 H, 12 18 HELWN14 & 15 HIZ 4
EILT, TS-1(FT & L7C)3, 6mglkg &7 125 Lz,

fr H I O FWEH T, 3mg/kg &5 XV TR (B # 5%
WL NIREE) 23, 6mglkg 512 X0 MBSEIER B LN Th 72, &
BRI OO TIX, 3mgkg 5 TEEITIRD HNT, 6mgkg
BHIZEVEFBERADRH LN TH T,

4) JEE W R O AL # 53R (Segment 1) ™
(= >~ b (%5FE21~248), TS-1 % FT & LT 1, 4, Tmg/kg, #J 28

AW R 17 B~ 21 B) s@fil#R 0 & 5]

REENY) O (R BN S OFE AR B DD A Tmglkg TH B2 Z &
O, HEMWICKT 5 —E T EEME Rl 4mg/kg EE X L, L
2L, Tmg/kg THAMICKIETTHEIALON RPN &b, Al
RIS 2 EF MBI Tme/kg L B E X Bz,

—J7 . AR OREEE NG &K OB EE&EOIK T2 4mg/kg UL ETH L
NizZ &t HAERICKT 2 WM R 1mgkg £ B X v,

R L
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(7) Zofho
%%%‘lﬁ 73~176)

1)

2)

3)

prFHE ™

YUA=Ty bRTORBEZENEET 7 4 7% — Kk Lk OE
NE Y P TOREZENEET 77 4 7% —FG, BB 2SI 7
7 4 T F = OGS K O EEAR MLERERER SIS D W ORERIZE N T H
TS-1. CDHP KO Oxo IZHURMEITFRO bl oT-, F7-, TS-11Z
A PE R T K D B ER R E UGB RIEH bR b e ol

%,E\:JE‘IE 74, 75)

TS-1. CDHP K& U Oxo (28 {n T 22 RFHFMEM TR O b ign-o
722, TS-1 KO Oxo (213 in vitro TOYEERBEEFRIEA N LT,
FE72. TS-1 1259\ in vivo /NMEFBEFAEM D 57273 Oxo MUY CDHP
WIXEERITR O b o 7,

¥, TS-1 OHEYRHS Th D FT ITEIRERERFREL RS0
0, PR REFREL VIMEFAREEZ AT 5, TS-1 TH LIV
AR HFH I EEIL TS-1 & Oxo DYt KB OB &5 2T, Oxo
ICERT 20 TIER<, FT 202 0R@HmTH 5 5-FU ITER L
TWsEEZIBND,

£3% % 1)Yajima, N. et al. : Mutation Res., 88, 241-254(1981).

P R E T s T

~ U A% T RBRIZIS N T TS-1 OFREREICKIT T RENRRD il
7zo F7o. UFT KU 5-FU &Ml U THA MR OERNICK S 222213580
Lo,
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X. EEE’J%IELEEIT%IEE
1. HBHERXS B B AL TS E SR,
EE-EMEOMFEICIVHERTDZ &
BRRRSY « T H 77— EEK
XATFINL L
FTFTINTY T A L
2. BHZHHM 36 4 H
3. BERETOE SILRTT
4. BIFEWEDEE 20. BRI LD
BRI TR AT TIRFT 5 2 &,
5. BEMITEM BEMITERGLTA R 2L
<FVoLEY : HY
6. B—my - EE M —md . 74— 2T UEAS ODSET20 - T25, 7 4 —— AU VD
B 7 T20 « T25. T 4 —= AU L ELS BRI T20 « T25.
XA —xT AT EA OD B T20 - T25, = AT —1T U fdd
77 T20 - T25 %
B % .5 Hh 77—, THI7—)LTTI), T FarTig,
Kooy oy, Ay ZEe
7. EEREFERHE 199941 H 25 H
HAENIZ 380 T R3S
8. HEHRFAIZEEARH T AT HARTEA OD £ T20

&U%Eﬂ;‘%?x

EMBELENHFAR.

IREFIMFE AR

AFEAR 201742 H 15 A
K & 5 0 22900AMX00376000
SEAGFEHENHEAEA B - 2017426 A 16 H
BRPEBHLA4EA B : 201746 H 16 A

s TR X AR TEA OD B T25
AFRAEHH 201742 H 15 H
K R & 5 1 22900AMX00377000
SEAMAEVEINEEHA B 2017466 H 16 H
IRFERIAAEA B - 201746 H 16 H
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9.

10.

11.

12.

13.

14.

DEER(TZHREM.

RZERUVRAEER

EMFOFABRY

ZONE
BEAMHEA.
R

DNREABRV
ZTORAE

BEEHME

REAARHIR (<

B9 515
L£EI—F
REBRHBGLEDEE

PR

BZE LR

ML

AR ERAHET BTV D EREMITHEY LR,

EErmEE 18 Bl = 2 & _
- . X N HOT (9 # L7
BR5E4 (AR AEINEL a—Fk ELMO %EZJ}
EZaa—F | (YJa—k) = =
TRATUHARY
K14 OD £ T20 4229101F1050 | 4229101F1050 | 125375701 | 622537501
TRATUHARY
K4 OD 5 T25 4229101F2057 | 4229101F2057 | 125376401 | 622537601

ABIFNL, AR REN FE &, BARFIZ % T 5 E#F i
BBV T, DAALFEEEIC o7 - RER A FFOEMO b & T, i -
FAB & BT L CARBEEN Y & HM SN ADEFNICHER LS8R0 EE

TLHLDOTHDHZ L,

AREFNIORBREIR L OB IEMTH D,
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1.

51 RS

1) BHEHEE i 7 v MBI D S-1 Oo@hERER. tHENER, FedsE
No. 136(1999).

2) F OB fih 0 S-1 ORRIRS T AHRER. g8 L L5Eik, 24(15), 2253-

2264 (1997) .

3) Sugimachi, K. et al. : An Early Phase Il Study of Oral S-1, A Newly
Developed 5-Fluorouracil Derivative for Advanced and Recurrent
Gastrointestinal Cancers. Oncology, 57, 202-210(1999). (PMID :
10545788)

4) RILAET fth : SHSEIRIEIC RT3 5 S-1 OFi#i%E I FHERRRER. 1 & (b
PEik, 25(8), 1151-1158(1998).

5) Furuse, K. et al. : Early phase I study of S-1, a new oral
fluoropyrimidine, for advanced non—-small-cell lung cancer. Int. J.
Clin. Oncol., 6(5), 236-241(2001). (PMID : 11723745)

6) HO# fhHE1T - BRI AR T 5 S-1 ORI AR S 0 FEFER.
i L AL, 25(7), 1035-1043(1998).

7) Ueno, H. et al. : An Early Phase II Study of S-1 in Patients with
Metastatic Pancreatic Cancer. Oncology, 68, 171-178 (2005).

(PMID : 16006754)

8) Ueno, H. et al. : Phase 1I study of S-1 in patients with advanced

biliary tract cancer. Br. J. Cancer, 91(10), 1769-1774 (2004).
(PMID : 15505626)

9) Sakata, Y. et al.:Late Phase II Study of Novel Oral Fluoropyrimidine
Anticancer Drug S-1(1IM Tegafur-0.4M Gimestat-1M Otastat
potassium)in Advanced Gastric Cancer Patients. Eur. J. Cancer,
34(11), 1715-1720(1998). (PMID : 9893658)

10) Koizumi, W. et al. : Phase Il Study of S-1, a Novel Oral Derivative of
5-Fluorouracil, in Advanced Gastric Cancer. Oncology, 58 (3), 191~ 197 (2000) .

(PMID : 10765119)

11) Ohtsu, A. et al. : Phase II study of S-1, a novel oral fluoropyrimidine
derivative, in patients with metastatic colorectal carcinoma. Br. J.
Cancer, 83(2), 141-145(2000). (PMID : 10901361)

12) Shirao, K. et al. : Phase I Study of Oral S-1 for Treatment of
Metastatic Colorectal Carcinoma.Cancer,100(11),2355-2361 (2004).

(PMID : 15160338)

13) RIAESR fh : #E4T - FHRIEASFEHEAEE T 25 S-1 ORMIEKRE I
AR B — 2 ha ek IR AF%E — . & (kR L, 28(10),
1381-1390(2001).

14) Kawahara, M. et al. : Phase I study of S-1, a novel oral
fluorouracil, in advanced non-small—cell lung cancer. Br. J. Cancer,
85(7), 939-943(2001). (PMID : 11592762)
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16)

17)

18)
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20)

21)

22)

23)

24)

25)

26)

27)

28)

Ichinose, Y. et al. : S-1 Plus Cisplatin Combination Chemotherapy
in Patients with Advanced Non-Small Cell Lung Cancer : A Multi-
Institutional Phase II Trial. Clin. Cancer Res., 10(23), 7860-7864
(2004). (PMID : 15585618)
e afeng fih - HE4T - BRI T2 S-1 OB WIERIREE I HHRER. 5
EALRRE, 31 (4), 539-547(2004) .
R ML B A %P4t L L7z Taxane SRHUEME RS A AT 5
S-1 RN AREE T AHEARR. +ENEER, WFZEe i & No.235(2005).
Okusaka, T. et al. : A late phase I study of S-1 for metastatic
pancreatic cancer. Cancer Chemother Pharmacol., 61, 615-621
(2008). (PMID : 17520253)

HEATIRIE R B 21T 5 S-1 % WIERAR S N ARRRER. LB EL, FJEaR
3 No.254(2007) .
Saeki, T. et al. : A Phase II Study of S-1 in Patients with Metastatic
Breast Cancer —A Japanese Trial by the S-1 Cooperative Study
Group, Breast Cancer Working Group. Breast Cancer, 11(2),
194-202(2004). (PMID : 15550867)
HE#E i EITHEEL ISR E L S-1 Rk GRR. &R, 4F
Jeis#E No. 144 (1999).
R f fth EATEREANSRE L S-1 BRI GRE. HNEE, bF
Jeis# No. 143(1999).
Nagashima, F. et al. : Japanese nationwide post—-marketing survey
of S-1 in patients with advanced gastric cancer. Gastric Cancer, 8,
6-11(2005). (PMID : 15747168)
Koizumi, W. et al.: S—1 plus cisplatin versus S-1 alone for first-line
treatment of advanced gastric cancer (SPIRITS trial) : a phase III
trial. Lancet Oncol., 9(3), 215-221 (2008). (PMID : 18282805)
Sakuramoto, S. et al. : Adjuvant Chemotherapy for Gastric Cancer
with S-1, an Oral Fluoropyrimidine. N. Engl. J. Med., 357(18),
1810-1820(2007). (PMID : 17978289)
Sasako, M. et al. : Five-year Outcomes of a Randomized Phase III
Trial Comparing Adjuvant Chemotherapy With S-1 Versus Surgery
Alone in Stage II or I Gastric Cancer. J. Clin Oncol., 29(33),
4387-4393(2011). (PMID : 22010012)
Toi, M. et al. : Adjuvant S-1 plus endocrine therapy for oestrogen
receptor-positive, HER2-negative, primary breast cancer : a multicentre,
open-label, randomised, controlled, phase 3 trial. Lancet Oncol.,
22(1), 74-84(2021). (PMID: 33387497)
T A b u g 2N RGE HER2 R MEFLRE ISR 92 S-1 T IE T v &
LA A EER. RN E R (2022).
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38)
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41)

Tatsumi, K. et al. : Inhibitory Effects of Pyrimidine, Barbituric Acid

and Pyridine Derivatives on 5-Fluorouracil Degradation in Rat

Liver Extracts. Jpn. J. Cancer Res.(Gann), 78, 748-755(1987).
(PMID : 3114201)

& [ IEF0 : 5-Fluorouracil OCHHZE 57 2B 2% 3 5 CDHP, Oxo,

5-Azauracil 3 X O Cyanuric acid OFLEZNE. tENE B, F7E#s &

No. 145(1999).

BB IER il : Tegafur (FT) IZ 2 - ® Biochemical Modulator % #l A& L

72813 5-Fluorouracil RPLFEA| S-1 OE A ELIZ B4 2 HFSE. N EE,

WH7EH %% No. 149(1999).

gnARFM fh 0 5-FU ofitEtEicx+ 2 CDHP OffHzh R ICE+ 5

AR, AENEEE, FZEE E No. 150(1999).

ke o HFHAESAE T v MR 5 [2,4-14C] Potassium

oxonate % N #& 5% DI B KX O PR s iEEollE. ENEE

WH7EH &+ No. 153(1999).

Shirasaka, T. et al. : Development of a novel form of an oral

5-fluorouracil derivative (S-1) directed to the potentiation of the

tumor selective cytotoxicity of 5-fluorouracil by two biochemical

modulators. Anti-Cancer Drugs 7(5), 548-557(1996). (PMID :

8862723)

fEEIER fth: A XI2351F 5 FT+CDHP # H &% 512 X 5 1H ks REIEA

FEHUZ T T Oxo DELEZIR. HNEEL, HFZEHEE No. 151(1999).

Takechi, T. et al. : Antitumor activity and low intestinal toxicity of

S-1, a new formulation of oral tegafur, in experimental tumor

models in rats. Cancer Chemother. Pharmacol., 39, 205-211(1997).
(PMID : 8996521)

R IZ ih: ~ 7 2 FZBRIESF 59 288 5-FU RAUEH| S-1 DA%

PE. tENER, BRI & No. 152(1999).

Fukushima, M. et al. : Preclinical antitumor efficacy of S-1 : a new

oral formulation of 5-fluorouracil on human tumor xenografts.

Int.J. Oncol., 13, 693-698(1998). (PMID : 9735397)

WNHEZ fil: & FUBEKRX—RF7 v NETBEET VICEIT S S-1

DARMERES. FEPEE, WFEEREE No. 172(2001).

WNHTEZ fl: b FESEEERX — K7 v N TBEET VICBIT 25 S-1

DOPUELEHA. FENER, FFZEHEE No. 173(2001).

WNHTEZ ffi: b MESEEERX — N7 v N TFBEET VICBIT 25 S-1

DAERVERES. FEPEE, MRS E No. 174(2001).
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Hirata, K. et al. : Pharmacokinetic Study of S-1 : a Novel oral

Fluorouracil Antitumor Drug. Clin. Cancer Res., 5, 2000-2005(1999) .
(PMID : 10473078)

HO8% il EITmEE x5 L Uiz S-1 R IEHRER. &R

WF7EH 5 # No. 148(1999).

FARIGL M2 Ty MZBIT D S-1 ORIIZEE L b 2 2 EK OfEH.

FERNEEL, HFFEEHEE No. 163(1999).

B At SHT BRI S-1 O KBl G AT ORNEIRE (55 1 #) -

7 v MBI 5 S-1 Bl 5RO K BLE Ay ORI & O, 354

)1, 12(4), 289-300(1997).

B AR BTBLP UM RS S S-1 ORBELA AT D IRNENRE (55 5 #) -

7 v MZEBIT 5 S-1 OKEE RS OIE R X O BT, HyEhhe,

12(4), 355-386(1997).

Nagayama, S. et al. : Disposition of Components of New Anti—cancer

Drug S-1(7) : Metabolism of Components of S-1 after Administration

to Tumor bearing Rats. ¥ EhHE 12(6), 645-655(1997).

AR i BOEPUEME G S-1 O KB R DR ENRE (55 2

W) 7 v MIBT D S-1 B GEREOAEA D D5k L OE A

&, HEyEhie, 12(4), 301-321(1997).

WA i Hr PR S-1 OFBLE ALy O IRNENRE (55 6 ) :

7 v MZBIT 5 S-1 OFEA RS ONRE. EKY#EhnE, 12(6), 630-644
(1997).

Ikeda, K. et al. : Bioactivation of Tegafur to 5-Fluorouracil Is

Catalyzed by Cytochrome P-450 2A6 in Human Liver Microsomes

in Vitro. Clin. Cancer Res., 6, 4409-4415(2000). (PMID:11106261)

Tominaga, K. et al. : Safety and Efficacy of S-1, a Novel Oral

Fluorouracil Antitumor Drug, for a Chronic Renal Failure Patient

Maintained on Hemodialysis. Oncology, 66, 358-364(2004).
(PMID : 15331922)

Ikeda, M. et al. : Pharmacokinetic study of S-1, a novel oral

fluorouracil antitumor agent in animal model and inpatients with

impaired renal function. Cancer Chemother. Pharmacol., 50,

25-32(2002). (PMID : 12111108)

M FNIE @ S-1 DIEH M OMEE B RER T EE TORYERE T A —

Z Ol FNEE, SRS E No. 253(2007).

L FIIE fil: B EEE T VISR T D S- 1B Lo REr. #NE R, BF

Fo s #E No. 138(1999).
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AR FGL ML HHESUEMEREE S-1 0V ) TV U H HWIEE OO
5-FU R¥H & OMBEAEMCE 2. tNER, BFEHREE No.
135(1999) .

OB HEAIT N T =ML AME T 2= b A R EDO .
JUINFRRERE R EE 72, 38 (1), 36-41(1992).

B —EZ il ©—=7 1V RIZBTDS-1OMFTXA T8 T 11T
BAE9HN pH O, tENEEL, HHEEEE No. 137(1999).

V6 AR EIIE fih - PUERE SR Tegafur/5-Chloro-2,4-dihydroxypyridine *
Potassium oxonate it 5#] (S-1) O —fixFHE/EA. J&m A IKHE, 53, 395~
405(1997) .

WA ® ol S-1 OIEE T v MBI 5 M EIC kT 52T 5
FORE. AENERE, BFFEE T E No. 220(1997).

A ® il : Glybenclamide GF& D bR T A o B F4E R %3
% S-1 OFRBICET 28R AENER, AFFEHREE No. 221(1997).
M FRF] e FOREPUEMERER L S-1 72 5 NS, & O FHELA RS CDHP
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