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3) FE/NHIRNE (69 2 AH & A e A HUEMEREA L OOFIC R T 2 H %)
PER O, M QNS Y 3% O E OB IRAIALE A T 2 BIfEIZ T 2 72,
FE/ NI e AR IR BN %9~ 2 AR MER PURR A OF TR T5 & FLioa IR & L
T, A 2 EERHETE E & U725 A SR 2 AL MR 2 i 4% =
&

Y LR

%Y LR



O. A#ICE9 5IHE

1. BR5E4
(1 Fn4

(2) ¥4

(3) AFROHk

. —HkB
(1) % (fn4ik)

(2) 4 (fadhik)

(3) 27 A

3. BEAXTRMHEX

5. {tZ% (a%i%)
XIFHE

TAT AR TEE OD #& T20
TAT AR TS OD §E T25

S-1TATHO combination OD tablets

WAL A A D

7 57— (JAN)

XA 7V (JAN)

FT 7 A ) U L (JAN)

Tegafur (JAN, INN)
Gimeracil (JAN, INN)

R S-1 &4 o—EE -,

Oteracil potassium (JAN) ., Oteracil INN)

TH 7= 27U DV SRPUEME RS S - —uridine
FRAT L 27T VR PUEME RS © —racil
FTITINHY T A UT IOV RPUENEEEH  —racil

o]
N NH
[T a0 o
- NH OH o
o]
e NGRS
THI—IL FASDI TTI3VILAYDLA
THI—II FASI) ATSVINAY DL

2FR CsHoFN20s3 CsH4CINO2 C4H2KN304
NFE 200.17 145.54 195.17

« 7 47—V : 5-Fluoro-1-[ (2RS) -tetrahydrofuran-2-yl] uracil
« ¥ A7 IV : 5-Chloro-2, 4-dihydroxypyridine
« A7 7 v i Y v A Monopotassium 1, 2, 3, 4-tetrahydro-2, 4-dioxo-

1, 3, 5-triazine-6-carboxylate

(fn4 1% - TUPAC)




| n. #%I=E¥ 35E8E |

6. B4, Bl&. BS. | - &E T S 105=—F)
BT RN S
AT : CDHP,
¥ A AH > b (Gimestat) (IH—#%4)
FTTINHY UL AXY UEETY T A (Ox0) .
FH 2% > + A1) 7 A (Otastat potassium)
(IH—#x42)




II. B35 (CEI S2IEE

1. MELEZMNEE

(1) 48l - PER

(2) TRfRdE

s T HT7—)

s X AT UL
AT TN TN

c AEORERIEDOM R TH 5,
e ST LoV (WA
c AEOREEEDOM R TH 5,

FEDRERIEOM KR TH 5,

1) BRI 5 iR

T HT—)

s X AT

P AL ) = UIRREIT R A ) — L
(9B IZRREETIT < W, AKERb T b U o AR
T 5,

s KR T R Y U AERIE T NN-2 A F LRIV A
TR RIZRRET T, AZ ) = VTRORRT
W2 <L =X 7= (99.5) 12 TFIZ< <L KIThR
D THEFIZ N,

AT TN H Y UL pHB.0 U REHEREE I SUIKITETFIZS S, =

J =L (99.5) LIIA X ) — )L & A YT 72
A

HIEBIEISH T BBEMBEE (W/V%, 20°C)

(3) Wimtt

THI—I FASU) FTFSVINAYIL
B O BEEE B O AR B O R

AH ) =)L 4.07 KERIET R U o AR 8.67 pH 8.0 V > ERHE IRk 9.20X10"
Tk 6.04 NN-DAF RNV LT IR 9.25 7K 7.42X 10"
K 1.68 A K )= 1.16 T4 ) —1(99.5) 7.54X10°
=% ) —)L(95) 1.19 =% ) —/1(99.5) 5.72X107'| | Y=Froz—T )L 1.27X107 LR
0.1mol/LL NaOH 3.51 7K 1.74X10!

JxF LT —F ) 5.90x10*

: FHRHERE 91% (40°C, 3 & H) THRAFT 5 & &, Wimk

RS IR T,

2) AHE pH AT DR iR E
M ER e L

T HT—)

s ¥ AT

cFTFITIINNHY L

D IREE 25°C, FHXHBEE 0~97% T 14 H EHRIE L7 fs 58,

BEERAGITIZE A ERS T RMEITRD b s o
7=

JEE 25°C, AHXHBE 0~97% CREFEIC R L%
HIE U7 R, B FAERHEEE 12 89%RH TH Y . 1
PUF OFHEE CIXlZ & A SRR Lo~ 72,



| I %5 =BT 2588 |

(3) WimtE(>o5%)

(4) R IR |
B, RN

() MR HEAR BT AL

(6) BltREk

T HT—v
s FAZ L

%%)

6

0 20 40 60 80 100

HEHEE (%)

FFI5LNAY Y LOREHABESR

s THT—)L :
X AT UL
s FTTUNAY T A

s FTTUINAY T A

166~171C

%9 262°C (55 iF)

300°C £ TRElZITFRD e o T,

: pPKa=17.65+0.05(0.1mol/L NaOH (Z K 5 1)
: pKa=1.6(F A7 L NOEMRO T v N AfR#E) GEER)

pKa=4.1(F AT nb0 7 a b AfREE) GiEss)
pKa=6.6 LN 11.8(1 2 / JLHik) (HEE)
pKa=1.1(F /LR VK k) (W)

TH 7 —ILDHERFREE (Y 0 ORIV LIE/IKE)

pH DERE pH DEFRE pH DEFRE
2 0.835 6 0.801 10 0.007
4 0.835 8 0.108 12 0.000

FASUIRUVATSVILAY Y LODEFEHE(1-A4 & / —)LIEIKAB)

oH S EREK oH S EREK
FASUN|NATIVINAY DA FASUN|N ATV AY DA

2 4.93 1.02X10*LLF 7 | 5.40x10? 8.06X10° LA

3 — 8.22X10°LLF 8 [ 1.84x107 8.06 X10°LLF

4 3.82 8.09X10°LLF 10| 1.13X107° | 7.96X10°LLF

6 | 4.39x10°! 1.07x10™ 12 8.64X10* | 7.90X10°LLF




[ m. A5 -ET 2EE |

() DM FAREE | 7 H 77—V

SRR (W K) : 267~271nm (0.01mol/L /KER{EF kU 7 LK)

X AT UL

AN (R ) : 289~293nm (A &/ — /LR (1—50000) )

WOEE  En (291nm) @ 226.3 (A % ) — VIRIK)

AT TUNHY T A

AN (R K) : 252~256nm (pH 8.0 U EAHE#E R (1—50000) )
WL Ei(254nm) : 351.7 (%, 0.02g, pH 8.0 U U FEMEAEMEIK .

1000mL)
2. MRS DRIESEHT FHI—ILDEREMN
- &5 B REEH REHRE RIEREE #w B
RV S # 100°C 10 MR 7 L (B HEEN
" FAMER AT 3 14 A 7 7 L (BED 60 A B EEE O
e ENBELET 3 1 1 T 7L (FED HAE N
i 40°C/91%RH 3 % f Py ULED) N
e | 40°C/75%RH 3 & A M0 75 20 (B &) HEN
40°C/59%RH 3 & A et Z 25 (BRED) N
s n HY=F LB+
EM 25°C/60%RH 36 14 A SR RN
. o n R EFLoE+ A
i 40°C/75%RH 6 f4 H St 5 AN

% D) MEEE : Mk, UV 222 hL. TLC. &k
FASVILDRENE

REEN REHRE RERE w8
N . e AU =F L8+ )
£E # 25°C/60%RH 36 14 A S 15 KRN
. o n KU xFL B+
n o | 40°C/75%RH 6 i H G R KT A Bk
G - 75 A+ 3 & H T —EBEEE
" 50C 61 A 752 F v s % | RN
T N e H T A A 3 &5 A H C—HREEEE
60C 3EA 75 2F v % | LB
. oo - R 3 A B TR
W%£& 40°C/75%RH 6 & A 7 A (B .
¥ | 25C/Des 7> | K933 H® | TRy —L RN
X | 25°C/Des 77 | K133 A | AT AL ¥ — L GEE) HgEN

*DWPEHEHE - PRR, #ERHEBR(UV, IR) . WLk, MRS (R, BigpE) . Ky, &=
% 2) 15001x Des 7 > 7 C 120 /5 Ix-hrs B4

FTI3VNA) I LDREN

GREENH FEHH BRiERE I
o~ rano - 27 4 L B !
£ H | 25C/60%RH 36 {& A T e T | PHED
. oo - E RN s )
DI 40°C/75%RH 6 f4 1 NI FAEN
. e AT AN+
o 50°C 6 & A S5 AT HikN
T . i H 5 A+ ]
60°C 3 A S5 AT s HEEN
W:EE 40°C/75%RH 6 14} 77 2R (B FRAR PN
"l e Des 727 33 A | AT A x—L g
Xt R Des 727 F133 B | T AL v — L (GEE) HEEN

kD EGEEE ;MR #ERRBR UV, IR, AV T, WREE, MEHER R, e .
W, &
*2D)ZE 7 4N LAREAE R =F L) % 3)15001x Des 7 > 7 T 120 5 lx-hrs W5




| I %5 =BT 2588 |

2. BYRSDEEEHLT
2B EREME
(DDF)

* XA T VIV OEBAIRRED L E M
KR DOXRA T U VFEFRELR T TIINTRO pH THLERETH-T-, F
7o, MEFEHT 70°CTiE pH 2~6 OFIH THEMFERIMNME T L, pH 4~5 Tl
B ARLZETH T,

(%)
110
100 iy,
F —o0—pH 3.95~3.98
90 — A - pH 4.90~4.95
80 | v pH 5.66~5.76
E 70 [ (n=4)
Y 60
g 50
B a0 |
s0f M\ DT a
20 |
10 |
O 1 1 1 1 1 1 1 1 1 1
0 10 20 30 40 50 (R
PRAFHIH
FASVILDKBRODRERE—BFEDEZE (pH4,5 KUV 6)
(A @ pH I3 7A KR 0 FERME % 7~ 30)

« AT TN Y 7 A (Oxo) DIEHRIRIED L ENE
40°CIZBIT 5 0.025%0x0 @ Britton-Robinson #E#E K (pH 2~12) IRk D%
TEMEEMRTT L. DfREE EHE RO TR, pHS THROLETH-T,

logk

pH
FTFSUNAYYLONMEPH TOT 7ML



[ m. A5 -ET 2EE |

3. EMESD
HRREBE, 2%

s R A
s T HT7—)
AHARIER T [T 77— 12k b,

X AT UL

@© FA AR R
@ BRI AT b ARIETE

T ITINTIY YA

© FAh AR RE R
@ BRI AT b ARIETE
@ YV U LEOEMERIES

JIESRA
T HT—)L
AAREm ST (TH7—1] 12k5b,

X AT UL

W7~ 777 =2k B,

cFTTUNAY T A

WEr7u~ 777 =2k B,



IV. RAICEI SIEE

1. I

i

(1) A OXHA

(2) BGHDOIME K OPEIR

(3)

(4)

(5)

= —

BUF O W

Ot

2. HEIDHEM

(1) A#hksr FEIERRSY)
OB N ORI

3. RTRAEBDOMEMK

RUBE

s TAUUHAFRUEE OD #8 T20, =AU %A R UEE OD $& T25

XAl . BN BREEE
Bk 5t & | TRTUAAFRVEEODEHET20 | TRT R AFRVEE OD £ T25
ARENEEORZEETH D, I | AENREEO R T S,
e * O F IR A, MO S | mOFIEAAA A, fMOE D D
TWHREADOEATH Y, Fih | TWIEWEWEDERITHY | F
BB H D, BIZBWW DR H D,
i E:e7) | i E:e7) (ila
oS i
= o
¥ 4 = [ERE JEF B [ERES JEF BH&
7.5mm 3.5mm | 146mg | 8.0mm 3.9mm | #J 182mg

T AT HAKRTES OD & T20 : 0T41
T AT Z AR URA OD §E T25 : 0T43

RHER R L

LR L

IRTUAALHRIEREODEET20 | TRIT R A FRYES OD 5 T25
1 &ErF 1 g
AMESD FH T = 20mg FHT = 25mg
B | AT 5.8mg AT IV 7.25mg
FFFNHY TN 19.6mg FFFINH Y TN 24.5mg
HLHEKRFY, M v —X 7 a | HHEKFY, e re—x 7 n
ARE R, BTNV 7—bT | ARE R, STV 7 7—bT
VI T AT —A (L—T = | S TANNLT—A L—7 =
BmoM OF| AT T2 AMEWM) . ATT V| AT T =LA AT T v
[ aa/4 SVAVIVNNI ol N = =</ = 8 il I e 7 SVA v VNN ol N = = S = ol
Nt a—A FEL BE=T@]E | verr—x FE B @R
B, FER2BFTNLI=TLL—F | g HEASETLI=ZULL—F
BN e AP

M ER L

REERR L




(V. 85I 2EE |

4. 1 i

5. BEAYT HHREMEDH S
BRHEY)

6. HHEDEEEHTIC
BlIF5REM

7. BARERVERED
REMN

8. fthFl & DELAEIL
(HEEFHEIL)

AANTIMMFTRIZEE S L72u

FTERR DIEFME

H

N\fo
/[H/NH
F
O

5-FU

(P ERE R & THH)

OxoH R DFfAFIHE

o]

HQN)J\H)I\E)J\COOH

[0} O

CCB

(BRI & A
BUH D 73 R A R )
MV-6. BAIORFESM FIZBIT DEENME] OESHE,

Qo

T |
|

o]
CI-FT

(T#ttm)

CDHPHEIR DB M E

cl

OH
N-Me-CDHP

(i)

F 44— AT UHlA OD $E T20 KO8 T25 % fV iz 5 IR B O
B, WIRGERBROFERN D, =AY Z A R VB OD §E T20 KO T25 (i@ %
DTS FIZBWT 3ERZETHDH Z L BRI TN D,

T4—IRAJUBEA ODE T20 U T25 DEREM

REER 177 B BEWE @ =
Ei 25°C/60%RH 36 A | PTP+ M+ 7 0 48 | N
IIRES 40°C/75%RH 6 A H PTP-+ izl + 70 48 | BN
EGWE DT 772 B
# 60°C 2WA | HTAT—L K | ICBVORE K ORD
N i3 LR P
ol R E OB
g 40°C/T5%RH | 6 | I AL —L (WK |k omn BEEOE T
i | HE
wie| BEEURH iy o woasc—v @ |mise
i ﬁg@fﬁi W1 A? | HI R e—LGEX) | A

R DPEEHR - MR, MEERRER, K.
% 2) 3600lx, Des 7 > 7 C 120 /7 Ix * hrs FRE&T

BEARSANA

AR L

B, RAERIE, VIR, BERE, B




(V. 857 2EE |

9. BHIM [FRBR 7 1k]
A AR 7 — Ml By A s HEBRiE /S RWEIc L 0 &1
&M |l 50rpm
HERE 7K 900mL
£
WD OD FEIZEB VT H 15 43 T 85%LL EDHECh 72 & 7~

<l
DY

o

10. B - 8%
(1) BFEEPMLERELG - | ZE Len

WAL AR R 7R
A - AT S
T
(2) @i (ZRI A A FRDEE OD £ T20)
PTP @l (tgAIAD) : 56 §& (14 §2X2X2), 140 §E (14 $EX2X5)
(TRI B A FRDESE OD £ T25)
PTP G (MfAIAY) : 56 §E (14 BEX2X2), 140 §E (14 #EX2X5)
(3) TR Y L7
(4) HEOME « TAY U H AR TR OD §E T20 XU T25

RY7FavlLr—7AI=v5 (PTP—1h)
RYVZFLr—TAI=7h (Fa—)

M. ARRBSNIEME | LB L

12. itk M LR




V. BEICET A1EH

1.

2

HEER IR

B

REXITHE

EY IR

(PR
[V=5.(4) BRERIFER,  (6) TRAYEE L ON(T) Z O] DR,

5 PEXIIMRICEET 3EE

(GRS ERER)

5.1 i AMiBRIE L LT, AFOF MR LML L TV e,
(FE/NHE R ffidEE )

5.2 Al - T ABIIRIE & L CL ARHI DA DMK OV B MEITMESL L TUveuy,
(RILEVZBARBGHEND HER2 BETEHHES ) RV DEEICH T 51k
EMEE)

5.3 INATHEMNRIE S LT, AFIOA MR NVZEVETHENL L TVhZen,

54 EEARRBRICHAAN OGN BEOBRE Y X7 OEREIZONT, 117
BRI AAR ) DIADNE Z RN L, RENOGWE R OV 2% 43 T B L
7o BT, EISEFORREITO Z L, [17.1.4 ]

it

(iR

5.1 MR & L CORERRBRERIIGE LN TN,

5.2 Al - T AHBNIERTE & L CORGERBE RIZA O TWRn, 50T
R R FABR 2 FEhE L CTuhig vy,

5.3 THTFEIRE & U COMGERYREAERITGE DT & 2 WIERIRE
B Sk LU R,

5.4 POTENT B Ot %M T - 7= ER BitEn> HER2 fatE TR S U A
7 OFLFEGIBRBIZ IS T 2 N WIETE & OO LIS O 90WE & OV 2k 1E
AV DG AYAI AN

HEEY A7 L LT, UTFTOOXITQOBE LiERINT,
O WEHE Y /G 23 M O B (AT ST SEIRTE & 94 L TV 2 B3 TiL. 3

TEERANIE Y > BB B O BE)

@ Wi ) > SR O ENE T RO 1) ~3) OV 1 5 B,

1) TRTEEFEREN e WG A - FITRIRICBS O T (1) ZMER 3em VLR, (i) kTR
7 L— K HG) 3, (i) {02 RERENRO 55, (iv) HG2 722 % 2cm LA
F Bem A, (v)HG2, 2 2em Ko~ —H —mfE™, X (vi) HG1.
122 2cm LA E Sem A5 h o5~ — B — @i,

2) NRHMLFRIERE R & 556 - BRI U > @O FIFR RIS O TR o 7%
FERROBND,

3) AT WL & 556« FIITREIZIEWC (1) B 3em VL E, (ii)HGS,
(iii) B S R IR R BENR RO b5, (iv) HG2 722 2em LI E 3em AR,
(v)HG2, ZH#E 2em RKifin o8~ — » — @™ 3% (vi) HG1, 282 2cm L4 -
3cm A 2O~ — B — @,

3¢ PULRELEEIZ X D Ki-67 labeling index 30%24 ., XX Ki-67 labeling index 14%
LIk 30%A4 O%A X Oncotype DX Ol E M I S 41, recurrence score (RS) 18
VL EDGA TR & Sz,

[V-5.(6) IGHRAIEEH ] DEHEZZM,



| V. asIcEY 5EE |

3. RERUVAE
(1) MEXROHE O

6. RERUVAE
(B, 805 - ERRE. BREAE. B/ MEihE. FMARXIIERILE.
ferE. RBERE)
HREIIZ AL, BIEXUE CIE, #illp - EIGREIIT AL, CEEUT DA, B
SEHERE X AYEL RN (213 A YL, BIESUT C A, FANARESUTL
FEFLIRITIT A YL, B ICIT AVESUE CIE, IHERITIZ AL, EVEXITFiE
ZHHT 5,

AL @ RNZIERIERGE (1 B 2 ARERICE DY TFROLE
Be L, PIRBRAVDSYEEZO 1 H 2H, 28 HRIEAKAOKREG L, TO% 14
HEAES 5, Zhae 13— LTRGEZ®DIRT, 2k, BEDORREIC
XV EHERT 5,

W B IIAAN OB EAZ K 5 &l S 2 IR A E SR A (it AT - B
RERRE) KR OVHESHER DT, ZatEICHBEN < HETE L L1
Wr SN DG EICHIBIEERN D — B E TE L, Tomg/[ml 2 [RIE & 95,

Bk @, BRI RIEE LR (1 [B8) 2 ARE IS Dy T FROLE
BLL, SIBBEAOCYAEELO 1 H 200, 21 HEEAROES L, Z01% 14
HEAIET 5, 2k 1 a—RE LTRGE®BYIRT, 7ok, BEOIRREIC
L VEERET D,

C ik % . BANIZIIHIERR 58 (1 [&) 2 AR EICE DT T FROLYE
BLL, IBRLAOYREDO 1 H 20, 14 HFEARAKRS L, 20K T
ARAEES 2, Zha 12— & LTHREZMIRT, ok, BEDREIC
KV EERET D,

D % @, BRAIZIIAIEE G (1 A1) 2 AR EREICE D T FRO M
He L, PIRRACSYEZO 1A 2H, 14 HREARAOKREG L, TO% 14
AR5, Zhae 1 a—X L LTIRGZ/VIRT, 2k, BEOREIC
KV EERET S,

E ik % ACIIPER G & (1 B&) 2 AR ERICEDE TTROLALYE
BLL, WIBBRACYEEKO 1 H 2B 7 HREEHREARE L, %0)?& 7H
RSS2, Thid 1 a—2E LTHREZ#Y KT, ok, BE&FDIRE

Y JE RS D,

A IE~E RSB 2 9)lal G- (1 &)

ARER VEEES (THI—IIHEEE)
1.25m?2 AT 40mg/[A]
1.25m2 Lk 1.5m?2 A 50mg/[H]
1.5m2LL I 60mg/[F]




(V. BB 2ES |

L) JREROTEOBD | [0y mar mac e 5 5 (L ER) % R ERIC &b T F RO

(23%) BLL., SIABROYRED 1A 208, 14 AREAROES L, Z0% 7
HREMAIRT D, cha 1 a—2 L LTEREEZBRYIRT, B, BEOIREIC
Y0 EERET 5,

FIEIZRT 20l 58 (1 [0 )

ARmEE VEEES(THI—IILHELE)
1.25m?2 A ] 40mg/[A], 4 20mg//H]
1.25m2 L F 1.5m2 A 40mg/[A]
1.5m2 Lk 50mg/[m]

(RILEVZBRBEND HER2 EHETERS ' RV DEEICE T 51T
EWEE)

WATIARIEAT & OPFIZIB N T, @E, BAICIIROE G &4 8% K0

‘%O 1A 2R, 14 AMERRAKREG L, £0% 7 ARKREST 5, Zhvzx
1a—R & L TRE LEM, 5280 ET, ok, BEORREICK Y EE

T 5, PIREERELZ B 2HEI I ThRNI &,

AERmiE VIEEES (THI—IILHEEE)
1.25m?2 Al 40mg/[H]
1.25m2 LA I 1.5m?2 A 50mg/[H]
1.5m2LL I 60mg/[F]

(2) HIEKROHED (FiRI)
S L A - HER. RSRG - LR, BHSEEDER. FE/NHIRAAEE . FINASRE SUX RIS,
J . MRIENE

AF|150mg 1 H 1 M 5% L 75mg 1 H 2 [A#5.1% 0 5-FU OEHimiE
HEELZ AT, V2 b—a X VRO EFIRIEICK TS 5-FU i
FEHERE ZMREt LR, 1B 1B S5 TIE 5 FU @ Cnax 235 530ng/mL
T LTe e e Ziiid L1 B 2[R GETIE 5-FU @ Crax 2349 230ng/mL
R LTz, BoncEY L, ZoZ b 5-FU @ Cmax & EH &4
TN 24 WEEEIREHERF ST 2101, 1 B 2 BEGENRHEL TWD EB XD
iz,

T, BBEIHEORIER OERIERN & BRI KE#R G417 5 2 L 2 BE
L. 2EMOEREIM A2 52 & & U, AiSIEEE S T AR OHELE A 1k &
OV (X 1 (8] 75mg/body % 1 H 2 [0] 28 HE#H H & 5, 14 HEAKRE (1 =—
Z) & Lz,

Z D%, 118 T5mg/body 1 H 2 [BI¥ 5 % 5t L 7= A GRS 11 FHERERIC
BT, NIRBIMAZ RN ORKRB I L, Beh 2/ L7 Fiids] =
e T, AR, BMEREADEOF EEL LML EGINH O | IRESLH I
R S, BEIRE T FHRBRORSE R O HEEKFN2 DO TH 5 AlHE
PESE &I S, WllEE &% 1 [E] 50mg/body 1 H 2 [ANZEE L Tk
BRaeEiE L= A, HETILICELIREORBORBENELIKTL,
BHGOEERL M LT,




| V. asIcEY 5EE |

(2) HEEUOHED MR G2 2 MR L7253, 80mg/m2/ A #2554 L VD 1 80mg/m?/ H
S L R UTOFPEMERRBRBERNE L2 2 &b, KA oPREEKSE%
(55%) 80mg/m?/ H ## x 72 e & Lz,

. P AKEEEH-YD
1.25m2 A 80mg/ A >64mg/m? H
1.25m2 Pl _E 1.5m2 R 100mg/ A 66.7~80mg/m?2/ H
1.5m2 L)k 120mg/ H =80mg/m?/ H
J:na@J: X %ﬂ@%muﬁjﬂ‘: iiﬁ”'fﬁm%*ﬁﬂi LT%/£&UH%E%3 ﬁéﬂ
7= (A¥E),
BE~F IEIZOW TIEWIRIKGEE i S L7 BRARBRAS RIS S K2
JBEHTA RTA U THRSNTFHL VA VFEIZOWTAERLE D LITA
FIHFE LR E ST,
AEIDADERUVREENMRETT SN -OREXF()
g HERA INFRE X BEE AZERA=E TEFMER
B |SPIRITS#H 5 Lancet Oncol | S-1 S-1*%21 HW#E5%14 H K| OS
2008; 9: 215- | +CDDP#&1E #9425, CDDP(60mg/m2) i
21 (— IR Day 8IZ# RN G-+ %,
WJOG7212G | Gastric S-1 S-1* %21 H M 5% 14 AR | 28505
AR Cancer 2018; | + CDDP#% % 9%, CDDP(60mg/m?2) %
21: 84-95 +Trastuzumab |Day 8IZE RN 595,
(— IR Trastuzumab (#][F18mg/kg., %
D 6mglkg) 136 = & I HH R
NEHT 5,
HERBIS-1745 |BrdJ Cancer |S-1 S-1* %14 H M # 5% 7 H MK | 28505
2014; 110: + CDDPiEE #9425, CDDP(60mg/m2) & O°
1163-8 +Trastuzumab |Trastuzumab (#][518mg/kg. %
(— IR D% 6meglke) (ZDay LIZHRM
BhH3 5,
G-SOX R Ann Oncol | SOXJ&iE S-1* %14 H & 5% 7 H K| PFS
2015; 26: (—RIEHR) #4%, L-OHP (100mg/m?) i | GEZME) |
141-8 Day UZEARANEE-3 2, OS®
GEPSESIES
HIGHSOXiE% |Gastric SOX Wik S-1*% 14 H B 57 H Bk | 290
Cancer 2019; | +Trastuzumab |39 %, L-OHP (130mg/m2) }
22:123846 | (—kiGH) U'Trastuzumab (#][718mg/kg.
Z D% 6mglke) 1ZDay LIZH# Rk
NEHT 5,
KSCC/HGCSG |Cancer SOXHIL S-1* %14 H & 5147 H K| 22203
/CCOG/PerSeUS | Chemother | +Trastuzumab |#£7° %, L-OHP (130mg/m?) }
1501BA 5k Pharmacol | (—ykig¥%) U'Trastuzumab (#][718mg/kg.
2020; 85 Z D% 6mglke) 1ZDay LIZ# R
217-23 N2

% 0 S 1 OB EEIT, REEEIC

P LD B TIL 60mg/El & L,
BEEE LR LS

IG U TR ERED 1.25m2 ARl 0 B TlE 40mg/El, 1.25 L1 E~1.5m2 K0 B TiE 50mg/[E], 1.5m?
HRHEEOYREZEO 1 A 2EROEYS L,

-1 OEERRERE ZOfEFR GKFEAH B 2023 49 A 25 H, CTD2.5.6.1.1-1)




(V. BB 2ES |

(2) HEKRUOHED
R ERERE - AR
(D2%)
AEDEDERUVREESRET SNI=ARBXE(2)
g RERA DRMHX AEE RER=E FTEHIEE
= SOXaGC#HEx Gastric SOXHEE S-1*%# 14 H 5% 7HEK | IBEEEHR
(0D%F) Cancer (i fiiBhiis) | 9 %, L-OHP(100mg/m?2)
2017; 20: 1ZDay LIZEFARN 59 5
175-81 (BIR8=—2),
ARTIST-2:%% |Ann Oncol |SOXJ&iE S-1*% 14 H M #5117 A ik | DFS
2021; 32t (Mg aBhiyE) |34 %, L-OHP (130mg/m?2) I
368-74 Day LZEFARNE 53 % (IR
8 —R),
JACCRO GC-03 |J Cancer Res |S-1 S-1*% 14 H & 5% 7H MK |OS
ISTART Bx Clin Oncol +DTXEE 95, DTX (40mg/m?2) iZDay
2014; 140: (—KIBTE) LZFIRN B 595,
319-28
JACCRO GC-07 |J Clin Oncol |S-1 S-1*Z 14 H M #5147 H IR | 34 F 5%
ISTART-25B%  [2019; 37: +DTXJEE W5, 13— A IS-1HA & | AFER
1296-304 (e mBiEE) | L, 2~7=2— % ZDTX (40mg/
m2) % Day 1LIZFFRIN & 59
%, 8a—ALIREILS-1%428H
& 5% 14 H IR ZE T 5 (k=
FE145)
5 - | SOFT:HER Lancet Oncol | SOXJEE S-1* %14 H & 5% 7 H 4K | PFS
EGE 2013; 14 (—WIBH) 9%, L-OHP (130mg/m?2)
1278-86 'Bevacizumab (7.5mg/kg) 1%
Day 1HZERNE G35,
TRICOLORE Ann Oncol  |IRIS)EY: S-1*% 14 H ¥ 5% 7H MKk | PFS
KB 2018; 29: (—IBH) #H9 %, IRI(150mg/m2) J 8
624-31 Bevacizumab (7.5mg/kg) i Day
HZERNE T %,
NIES-1*%# 14 H B 5% 141
fEARZE 9 %5, IRI(100mg/m?2)
K. O’Bevacizumab (bmg/kg) i%
Day 1% O'Day 1512 RPN #
595,
FIRIS# B Lancet Oncol | IRISHE S-1"% 14 H & 5% 14 H 4Kk | PFS
20105 11: (ZRIGH) #42%, IRI(125mg/m2) [¥Day
853-60 1% UDay 151 EHIRNE 595,
A - BGE 2o ol FEG - B E R E LERRER E LT, BV oI T 244K 28 B D& 5% 14 BEKREK

AR5 TG - ABEOFRIMER L EMEORE RN R SN TV DA (Eur J Cancer 2015; 51: 935-41, BASIC &) 28
AGRHFERORFEER E LTI &SN,

* 0 S 1 OFEET, REEAEICE U TERRmED 1.25m2 Kl B35 Tld 40mg/lal, 1.25 Ll E~1.5m2 i O B Tl 50mg/[=], 1.5m?
PLEOBF TIL 60mg/ElE L, HIBEZEROYEHZRD 1 H 2ERAOKE L,

1) ZAEMEOREFEIZ OV T, Brd Cancer 2012; 106: 1268-73 IZB W CHE SN TV 5D,

HEEF 3SR L Lz S-1 OBKRBR L 2OER OGB4 H H 202349 A 25 H, CTD2.5.6.1.1-1)
FENG - EERE A XRE Lz S-1 OERRR & 2 ofE KRAEHA B 2023 49 H 25 H, CTD2.5.6.1.2-1)



(V. amicEY 2EA |

(2) HELRUOHED
R ERERE - AR
(oo%)
AEIDADNERVREENRTT SN E-ARABE(I)

i HERA N E D AEE HiZzRA= TEMMER
#5h - | ACTS-CC#%5: | Ann Oncol S-1 B S-1*%228H & 5% 14 H [ | 3HEHSH
Bz 2014; 25: (I BE) | R3S 5 (LfR4m— X)), AR

(D3%) 1743-9"
ACTS-RC#B#% | Ann Oncol | S-1HAHIREVE S-1*%#28HW & 5t 14H# | RFS
20165 27: (MtzfBhis) | REF 5 (ER14E),
1266-72
JE/NlRE | EAST-LC#ABR | Ann Oncol | S-1HFERE S-1* %28 H M 5% 14 H [EIK| OS
fitifE 2017; 28: (ZRIBTE) T 5,
2698-706
CATSEHER Ann Oncol S-1 S-1*%21 H & 5% 14 H K | OS
2015; 26: +CDDP¥EE 7 (M RIER VD
1401-8 (—RIBTE) DR TEIUETA £ CEHME T
i), CDDP(60mg/m2) i3 Day
BIZEIRNH G595, 62— R
& LR,
LETSER J Clin Oncol |S-1 S-1*% 14 H M 5% 7H KOS
2010; 28: +CBDCA%E |34 %, CBDCA(ACU 5) 1%
5240-6 (—RIBTE) Day 1IZEIRNEEG 35, 6=
— A %J:BEO
25 |SELECT BC Lancet Oncol | S-1 AR S-1* %28 H [H#% 5% 14 H fil{Kk | OS
AR 20165 17: 90~ | (—&iRH) 2, 40— 2 F T AR
8 A TFAY)
SELECT BC- Br J Cancer |S-1H#AERE S-1* %28 H M 5% 14 H [HIK| OS
CONFIRM#ER |2021; 125: (—RIBI) W5, 4a—RAFT (LIFKED
1217-25 e 2 FFAY) o
fEfE | JASPAC 01352 |Lancet 2016; |S-1HiA#E S-1* %28 H [M# 5-% 14 H [#{Kk | OS
388:248-57 | (I mEEE) | KT D, 4a—R % LR,
Prep-02 J Clin Oncol |S-1 S-1* %14 H M 5-% 7 H K| OS
[JSAP-05:%5%  [2019; 37 +GEMEE 4%, GEM(1,000mg/m?)
(Supp D : 189 | (firafiE:) 1Z. Day 1. Day SIZ#RPN#x
3%, 2a—2tk, FiiT 5,
Witk wiBhFiE L LT, S1*%
28 H [ 5- 1% 14 H R 3K 3
é o 4 a— A %J:BEO

ZHBOMIT, #E - B E RS E L-BRRR E LT, BV EOMICE T 5AK 28 BRI O 5% 14 HEARIEK

AR5 AL - ABEOHER PR EMEORERNR SN T 524K 3 (Eur J Cancer 2015; 51: 935-41, BASIC #5#) 28

ARHFERFORFEERE LTI E Nz,

* 0 S 1 OFEET, REEREICE U TERRmED 1.25m2 Kl B3 Tld 40mg/[a], 1.25 Bl E~1.5m?2 i O B Tl 50mg/[=], 1.5m?
PLEOBF TIL 60mg/ElE L, HIBEZEROYEHZRO 1 H 2ERAKRE L,

FENG - EREERE AR L Lz S-1 OERRRER & F Ok R
FE/ B tRE RE A R & LTz S-1 DERRRER & % Dfk 5
FLUEBRE g L LT S-1 ORI & 2 Dfl 5
R E A x4 & LT S-1 OERRER & F o5

FEN - B

5

CTD2.5.6.1.2-1)
CTD2.5.6.1.3-1)
CTD2.5.6.1.4-1)
CTD2.5.6.1.5-1)

KGRAER A 2023 4£9 H 25 A,
G H B 2023429 A 25 A,
FAGRAEH 0 2023 4E9 A 25 A,
JKERAE] H 2023 4£9 /1 25 H.,

~ o~~~



(V. BB 2ES |

(2) MEROCHED

AERRAE « ARHL

(oo%)
AEIDADNERVREENRET SN E-ARBE 4)
i HERA NRIHX AEE HiZzRA= TEMMER
fEEE |JCOG1113 Ann Oncol  |S-1 S-1** %214 H M5 7H K| OS
FUGA-BTE: |2019; 30: +GEMEE 9 %, GEMI(1,000mg/m?2)
1950-8 (—KIEH) IZ. Day 1% U'Day 8IZHHKMN
K59 %,
KHBO1401- J Hepatobi |S-1 S-1*Z7HIME5#%7HMIKHE|OS
MITSUBA#®E: |liary +CDDP 4%, GEM (1,000mg/m2) & (X
Pancreat Sci | + GEMJ&EE CDDP (25mg/m?) i, Day 1iZ
2023; 30: (—RIGIE) RN P59 %,
102-10
JCOG1202 Lancet 2023; |S-1H.A|%EE S-1*%#28 H 5% 14 H [H{K | OS
ASCOT#H 5 401: 195-203 | (firtefliBhiik) |5, 42— 2 (24) % E
fR,

% 0 S-1 OFERIT, REBERICS U CERERED 1.25m2 K0 B Tl 40mg/El, 1.25 PLE~1.5m2 K0 #£3F Tl 50mg/El,
1.5m2 Pl EOBF TIL60me/Hl & L, HIEHEPYBEHZO 1 H 2 BRAKE LT,
kk 0 S-1 OFE R, REREAICE U TERRIED 1.25m2 KO B35 Tk 60mg/H, 1.25 Ll E~1.5m? KD B Tl 80mg/H .
1.5m2Lh EOBEFTIL 100mg/A & L, HIABLKOYE%O 1A 2 ERO#EE L,

JHERRBE X G E Uiz S-1 OFKRAR & o/ GKFREA H 202349 A 25 H, CTD2.5.6.1.6-1)



| V. asIcEY 5EE |

(2) MEROCHED
AERRAE « ARHL

(oo%)

4. RERUVHAEIZ
BEEY R Y

« RVE VRIS HER2 FEMECTHREE U A7 ORI T i3

IR

POTENT #RBRICEBNWTIZ LT F =07 VT T 2 AIES L A G-
BRESN TV Z &, WML & OARF 1 EB OBV TaRME KL
OZEMEDHERINTZ LITESERE LTz, £72. POTENT & ClLA
FOWRREIZ L 0 YllE G- 80 b O B K OV E DS BLUE TV 223, I
HEPBZDMEBIEMSIN TN ENDLEDOEERE LT,

POTENT #BRICF 1T 5 TS-1 @A 55 (1 [H)

BEREBE O LT F=0 7 VT 7 AL o THESINIZROE &
EHIBRBLKOYE%O 1 H 20, 14 AMEAKEOEES L, 20% 7 HREK
FT o, Zhae 1 a—2L LTLER, BEEBVIRS, 2LT7F=071
7 7 A 80mL/min L EDOSETH | BIRIE DR FE > TV LHIER, 4
U REIREE L BE L, Y EOHMNC L —Be M L ChtsT 5 2

EbA[ET D,
DLT7FZ=Y 1EREGE
HYTFSUR® rRmEiR (FHI—LELE)
1.25m?2 i 40mg/[A]
80mL/min P\ 1.256m?2 LA E 1.5m2 Al 50mg/[F]
1.5m2 Lk 60mg/[A]
. g 20mg/[a]
9 =
50mL/min B |- 1. 25m? A 4 40mg/l]
80mL/min i 1.256m2 LA E 1.5m2 il 40mg/[0]
1.5m2 Ll I 50mg/[Al

koo EREENENEAITIE, BESAmE 2 LT F =l MR EREOEENSLL T O
Cockcroft-Gault X&xHWCHH L7 L7 F=7 U7 Z > Al (Cer HEM) 2 H 5
P
Cer HEENE = ((140—4E1i) X (A (kg) )/ (72X g7 LT F =2 (mg/dL)) X 0.85 (LHEDLA)

7. BERUVAEICEET 5EE
(FhREFIE)

7.1 IR BT A5 TIRSEIM & AT 2 B B 2 55 TIE. ARl S
(2 KD LOHIWT S 2 R AR A R (IR Ar, AT - B A &K ONEAk
PHERMD BT, ZRMEICHEN 2N 2R L ETET S 2
Lo B L, ZOHAETH-oTH2< &y 7T HHEOKRERME 25T 5 Z
Lo B, PWAREIIERILE IR W ORI 0BG 21T - 72854
DLZAEMETHENL LTV (BRI 720N

7.2 EHEE, BUEMFREOHERBEN 2T 2720, RENPBO O
2B A IIREEIIR DIE R . i, &5 PIEFEOEYRAEEZ1TH Z &,
(1.2, 1.3, 8.1, 8.4, 9.1.1, 11.1.1, 11.1.3, 17.1.1 /]

7.3 EMERMRE (T v MICBWTZEERRETIEAT 7oA Y 7LD
AFTRATEVT A BNEBL L, 74 a T T o) BN IE S
THUIERE RO N 5 Z ENTHENDLIOTRER G LT D L,




(V. BB 2ES |

4. BERUAEZEIC
BET 5FE Y
(DDF)

7.4 A& B SO RE O B EE & OOFIZREE L T3 2hi: e OV etk
IIHENE L TR0,

(B, #6hn - BElpiE. BESEEE. E/iafiE. FHTFREXITERIE.
R, REIERE)

7.5 REANOEEGA 7 a—v FRTENERICKIT 2% 5., BEIos T
7o b, foGrEMEIEE A & OF T 256 205 2 oo b 5 74
HIZOWTIX, ENANOEFTOTA R4V EEDZBITRIRTHZ L,

7.6 WE . ABEICBWTEEOREBICADE TR 256, ROHEELS
EZLT5,

BE EEESE BE
IRHK 40mg/[A] 50mg/[F]
IRFE—40mg/[H] 50mg/[H] 60mg/[m]
RFE—40mg/[a]<50mg/[A] 60mg/[H] 75mg/|H]

B, WMETAIHAR 1 a2 EE L, —BEOHEIZL DD L,
(FMITEERITBERIE)
7.7 WIEHEFEIEIC BT 2 K8 & & T O BB IEE A & OPFHIZ W T
AIE R V22 M THEST L TR,
(RILEVZBARGEND HER2 BETEHHER ) RV DEEICHE T 51k

RMBRE)
7.8 fOPUEMEIEEH & OOFHIZ OV TH ML O I TN LTV 7
Wy,

79 JLvT7F =277 T A0 50mL/min L E 80mL/min R DHEIZ
X, o5& THIET 5, [9.2.2 K]

JLTF7FZ=Y - 1ER5E
HYFSURY RET (FHI—LBLD)
; ] 20mg/[H]
50mL/min P\ 1.25m?2 A 4 40mg//A]
80mL/min A | 1.25m2 Lk 1.5m2 K 40mg/|A]
1.5m? Ll | 50mg/[fl

) ERENENGEAITIE, FGRmE 7 L7 F= M, YR FEREOEENS LT O
Cockeroft-Gault XZHAWCTHIM L7227 LT F =027 U7 T2 Al (Cer HEESE) 2 AV
5Tk,

Cockcroft-Gault =
Cer H#EEH = ((140—4Mp) X (K (kg)) /(72X MiE 7 L 7 F = (mg/dL)) (ZHEDOLHE
XS HIC/OLNTIEE 0.85 53 %)

710 7 V7 F =27 VT T 2 AH 50mL/min Kiili O BE I DA &

ORI LTy, [9.2.2 B

(fiAERIL)

7.1 1B L0 A ST IREEI O M 2 M2 & T 55618, ZaVEIC &R 72
W EEHDICHERT D, e &b T BREIIKRIES 5, 7ok, IR
FERE ARG L Ul & 5 2 R PUEEIRE A 612 3t 9 5 7% WG R 56
I AH B 3R CIIIRHEI M 2 2200 U 72 RBRAN 2272 0D IRSEHATA] o0 A E (14
H R 21T - 7o 56 O EMEIIMESL LTV R0,



| V. asIcEY 5EE |

4. BERUAEZEIC
BET 5FE Y
(DDF)

7.2

7.3

7.4

7.5

7.6

7.7

7.8

7.9

EEERMG, RS S RN L TR Y| BIEHA ORI AL
O EE(L OB I3 = — A BAAART M O G-I R 1E 2 R 1 [ISLE
DOEFERAEZIT O, FR2 1 3 —A B L O ERICITHEBNIAT 5 2 & B 0E
Th D,

Ty RN TDFTTINHY TLEDNAFTT AT YT ¢ TR
5 3%, MiRRHE25%TH D YV,

F /Nt B A B ONIAE 3 S5 ~C U T SRS e St i & DR S % AT
PERENDS, ZHUCBET 2 HIMER OLR BT — 2 3720,

RENDOB G- A2 2 —)v FRTENEHR I 5 85, BHREICR Uz
e -8 o HUEMERELS A & 0F 3 5356 20 T 2 o fr RIS 51 %
IZDOWNWTIEL, AKMCREWNIOERF OHA RT7 A4 U EE2BEIC, #UC
BIRTAHMENH D ENLREINT,

[V-3. HiEKOHE OESHE,

ARFNREIAFRIRE O $¢ 5 S fiPHIL R R S & 0 aR0E Lo PlE LR 40~
60mg/[Fl X 2 [5l/H & JH Al & U, e K $% G- T5mg/[R] X 2 [Bl/ B & O AR 5-
& 40mg/[n X2 [Bl/A TH 5, HEOHEBIT—ERET 21795,

i DOFLEEMEIEIEH] & OHHRIEICOWTITRF L TR LT, Z0ADMK
[0 S e e AVAPNGAYAIAN

POTENT 38R CIEN Wik LA O FUEME RS Al & O GF I £ S T
WRNWZ EMBEDEEFTM LT,

JLVTF=r 7 VT T AN 50mL/min UL E 80mL/min AR D12 1E
— B R COPIEEE G BAHE S, BMER OV Z SRR S 2
LACHEADE AR E LT,

7.10 POTENT RO BFRINEEI BN T I LT F=0 7 VT T AR

50mL/min LI EDEFIZIEE L THAANDMTOINL TWEZ LIzE o
ARIFIZEEE LTz,



(V. BB 2ES |

5. BRPRAELAE BRIRAAE TR TT 4 —= AT > (TS-1) ORFRFRERGE R 2 5l L7,

(1) BRRT =2y r—o [ 34 L7

(2) BRI AR <REE T AR >
1) Hi[EI e 55k

TS-1 % FT & & LT 25mg/body & ¥ 200mg/body F CTHE L7z, ~F
sa e 2 6, BN 2 B, THE L6 IR 2 Fl23R0 b
N, BERLOIIRL, RRKFEELZIRET DITTEL R oT,

BIERRIKR BRREE [ /8. HERE)
&5 2 (mg) 25 50 100 150 200
FTA 151 %% 2 4 4 4 3
EIl1E ST % 0 0 2 1 2

JL—F |1 23 4123 4|123 412341234
~EST B VR 1
B
il
AR T 1|1

—
—

2)28 HHEH 5B (1 B 1 EHESEER O H 2 B 515)?

1 B 1 E&REETHEYEERS-E 25mg/body LV IEE LB 21T =5
. HRFFAREIL 1560mg/body/day LL I 200mg/body/day Alii T 5 & HE
BTz, 1A 2 [EFEEETIEYIEE S5 50mg/body X 2/day LV Hi& L
Bt 24T o A R, IONFFARIE 7T5mg/body X 2/day LA | 100mg/ body X
2/day A TH D L HEE ST,

HAEFIRRFT 1A 1 EERG LA B 2 FEE & HICHMEKED %2 2 &
T EBEMEITH o7, BB LI EBMEIEORIER DL 13k G 1k L
&b LAY 2 MEILINIZETE L, B R ol & 54 ik o BEK &
o TeRITERITIZ . R Ch > 7, E OO ERBIERITERARIER, 28
R, THI, DR THo7z, THI. ONRILEHE(200mg/ body/day)
BB TORBFIZRS LT HRE (V7 L— R 1) Th Y | Fhike e T
HoT,




ARICEY ZEE |

(2)
(o2%)

Bk SR Y

BIVEAFIRINR (BRIREE 148, 28 HREERIRS)

1B 1E&ER&KE

1B2EERKS

%52 (mg)

25

100

150

200

50X 2

75X 2

100X 2

ST IR

6

9

6

2

EIE ARG

6

8

6

2

FL—FK

123411

411234

1234

H 1 Bk ek
IN/AR T VA 7
iRy Rz

i ER e

I BRERIE %
My L5
ALT(GPT) L5
Al-P |5
LDH 5
WEAKT
TINT I KT
AIG t 5
PREE H BB
SRBE G

[T S N
D WIN

= NN

3
1
1

*

it

>

BRI
L - MEn
F N2
AAR
R
g <2 1F
DI
3* B
BRI
it £

e gl Sy
5SH0X
AR
TN R
FEVEMARRE
S

—
N DN
—

[T FE
—

= DN =

IR A RET J-ART (38 A 6 1R FIRELE, 1996 4R 12 KV 3 L7z,

HH B GAHE TREAEGT D 32 Bl 5 B, BWERNC & 2 ¥%5-Hikpli 8 51T

otz BEERRIERITR LT,
HEEEINR BRKE 148, 28 HEERIRS)

1858

25mg X 1

50mg X 1

100mg X 1

150mg X 1

200mg X 1

50mg X 2

75mg X 2

100mg X 2

REERE

1/1"

3/3

5/6

5/8*

0/1

3/3

4/5*

0/2

AHNOIEFNFROBIZZZEB N T, 1 B 1A 5 TiX 50mg/body/day LA I
OFEET19HIF 4412, 1 A 2 [F#E5-TiE 1[5 50mg/body X 2/day LA I

Gk RIS & G 1% 5 8 0 BR <)

OFEET 11 Fl 6 BITIEREHE/NIR (MR 25 Te) 23580 bz,




(V. BB 2ES |

(2) BRI AR

(oo%)

(3) MEBUGRIR

Ait%ﬁ 3~8)

3) FyHEhhe ¥

HE#E G\ TImEd FT. CDHP }&Of Oxo BEITMIEEEZ R L, §F
PHERBHHTH D 5-FU LEGEOHNIZEN, AUC T Cmax & B IZHIN
uio 5-FU OIMMEFREIIWT OB GREICE W TYH, #5464 4 RERA

VTN Fe i i HP R (150mg #%5-TIEEY) 530ng/mL) & 72 o 7214, 2~3 RffH]
O T L7223, 12 BRIV T b @R e (150mg # 5Tl
120ng/mL) Z/~ L 7=,

SR PR PSR 3 B RSk L CL FT 4~12%, 5-FU 4~20%, CDHP
38~62%, Oxo01.3~2.8%Tdh 7=,

Fo, AHKI150mg 1 B 1R G% & 7omg 1 A 2 A& 54 0O 5-FU O
BMAEREEEV 2N T, v alb—3 g Al kR EFEREICKET
% 5-FU RS 2 it L7, 1 B 1[853 TIE 5-FU @ Crax 25K
530ng/mL Z /R LB L, 1 B 2 [H#EEETIE 5-FU @ Cmax 238
230ng/mL % 7R L2 ARzl Lz, 2o Z £ biiH 5-FU @ Crax
T bR SN 24 FER SR EMERF S D 121E, 1 H 2 B 5355 LT
HEEZLNT,

AT, E RN E O RIER OBRIEIREL & RN ER 52175 2 L%
L., 2 HEOREHIM 2RI 5 2 & & L., AIRGER S T ARBR OHELE ik
KOV 1 [\ 75mg/body “2 % 1 H 2 [B] 28 HME# A5, 14 HBIAHEK
1=—2x)& LT,

D) KGR S AT B K O AT - 7o BB BRI D 5 SR 1T TVIL BB RBICBI 2 A @
HZ MW

112) $e 5B I B HIRIRE DR IR s i,

< AITH 6 PR 25 1L R 5k >
B, RGN - BB, BESEECE. FE/NAEROATE. HETT - FRRSTELEE. WK
OVIEESE 2307 2 R IR IR 28 AR 2 S50 U . A 20k e OV e % st
L. %GR AHREBR~DOBAITO R HIC OV THER LT,
1) ZEhR
©H
Berp] 31 BIOWN, HHEHINZIS T 22883 1T 53.6% (15/28) T 90% 51
X[ 38.4~68.1% &, %@ FERFHRERS M E CHUE L7-HE 5% %
AT, KANTAERD S HIE L, SIS TFERERA~AT LT,
@ #ER - R
BERG 31 BN, BB 1T 2 Z38053:13 16.7% (5/30) T 90%[EHH X
ML 8.4~30.5%& ., £ FRANGER I FEE CHUE L72BIfE 5% 4
ZTHEY ., BANIAEZEHE L, BRWIERRSE THRBRA~BT L7,
@ BHSHE
BERM 27 BIOWN, BRI T D Z35031T 46.2% (12/26) T 90%(5HH
XL 81.2~61.8% &, Z D TR BRI M E CHLIE L7-BRE 5% %
MR TR, KANTAZEHE L., BHEERE TARBR~BIT LT,



(V. amicEY 2EA |

(3) HEMIGHRZRR Y
(oo%)

@ /IS it

ek 58 BN, kB (RIGHE]) 12351T 2 2880 %1T 12.5% (5/40)
T 90%IEHX ML 6.2~23.5% & . Z D FRRAGRERE MG F TRE L
T-BE 5% A A T, ho LR 20% &1 T\WDH -, AREITH
B EHIE L, ISR S AR RBR ~F1T L7z,

© AT - FRE I CRGESL [RREUIRI R 25 10)

Bk 28 FIOW, BFFIZIS T D FENZRIT 40.7% (11/27) T 90%(E4H
XL 26.7~56.4% &, % O FRRASGER S S 7= CHLE L 7= BIE 5% %
HZTHY ., AFNTER LT L, BIERARS DR A~B1T L,

© W

Bk 19 IO, @RI HR%NHRIT 21.1% (4/19) T 90%(FHHX
i3 7.6~41.9% & | £ O FRRASFAER Fht 5 i CHIUE L 7B 5% %8 2.
THY ., AANTADEHE L, BIEERE TAHRBRA~B1T LT,

@ RRiEH

BRG] 19 BIOW, BRI 1T 278805313 21.1% (4/19) T 90% 15X
X 7.5~41.9% & | & O FERAS R FHta#HHE THUE L7 Bl 5% %8 1.
THEY, KANTAEREHE L, HUERARSE LAHRBRA~IT LT,

2) FRALHI - SR RIS R

CR{PR{MR{NC|PD|NE A&t %f/f)i
aig 0{ 110 11010 50.0
o | b ﬁ?ﬁ 0{ 38i1io0!21'!0 50.0
c R 0 111 51 11 2|10 10.0
il JEIE AR 0! 521 6i31{2]|18] 278
@ Jiti 0o/ 1{0{ 1{1}{0]| 3| 333
?; JiF 0{ 4! 1141 3!41!1]|13] 308
| EREBE | SR Y N 0/ 0f1}{0}0}0]1 0
HEER U o X 0{ 9114 0},01!2]|12] 750
Z DA 0 3! 1 10141 42.9
o M 0 110} 1/01}{0]| 2 50.0
W | e e | i 1 0/ 0{0{ 1/01}0 0
A R R of{ 10} 2!01!0]| 3| 333
fg% fii 0 103! 51210 |11 9.1
o JHF 0 4111 6! 4! 4]19] 211
W .
¥ | BB SHER Y o N 0010} 21110 0
}9%? IS 0l o1/ 0i2iz2 0
~ Z DA 0001} 31211 0




(V. BB 2ES |

(3) FERsEERE Y | 2) AR - K FRlHUEER R (D2 %)
(93%) CR|PR MR |NC|PD|NE |&% %ﬁ/f)i
& 1 {11 §{ — {10} 2 2|26 46.2
- ¥ LB 1 {10y — 1 91 2} 2|24 | 458
B\ de ey | kg 0ol o0of—1{1{01}f 0] 1 0
4 KoL 0! 1/ —10101 0 100
il SRR HL 2 8! — 1 811 1|20 50.0
I RS 0 51 — 1 61 2 1|14 35.7
3 SHEB Y > /N 0{ 3/ —13101}{ 0| 6] 500
A HFIRNY >3 10 4 04 — 1 070 1] 1 0
26 Jiti -+ FERR 0 0f— 1 311 0| 4 0
il I 0! 1{—10i01{ o 1/ 100
B OE 0 1{—1 010 o 1] 100
Z D 0! 0f—1 011 0| 1 0
G k| ARTRIE 0 510 {1913 3|40 12.5
56 ) | BEIR I 0 01 2 51 5 4| 16 0
T i g | B 0l 11— 65 o|l12] 83
T — O\ 0 4{— {13! 8 | 3|28 143
el (?émi @ | 0! 3] —1151 771 12| 115
E 20 0)| w@ IR LR | 0 01 — 110 0| 1 0
| T BB 0{ 1{—1{ 16 2|10 100
PN E 0 1{—1 210 0| 3| 333
i |JRER 0{2}{ 0f 00} 0f 2| 1000
r B & 4131 21 3,01 of12| 583
2 DAY 3131 116,21 0|15| 400
jiﬁ% - 0i3! 0 23} 0| 8| 375
% i 2 11 0 61 1 0| 10| 30.0
97 g s 011 0f 2101 0| 3| 333
1 HF N 0{31! 0f{ 0! 01} 0| 3| 100.0
JEURS B2 011 21121 2 118 5.6
L fii of1! 0] 201 0 33.3
5 Jfg  EE 00} 0}y 110} 0] 1 0
JF 01! 3 11 61 4 1] 15| 200
G | E R 0/ 0} 0y 1,0} O 1 0
% iR AR i 01 0{ 10 0| 2 50.0
{1;} SR 0o{1{ 0f 0{0}{ of 1| 1000
= S EEY B | 01 0 0 110 0o 1 0
IR - 010 11 911 1| 12 0
JEUFE B | SLEES 011 0 0{ 01| O 1] 100.0
1 FREA 01! 1 11 911 1] 13 7.7
- T 0! 3 1! 51 4 1| 14 21.4
” RPN ol 1}l 1,61} 1][10] 100
i SHER Y >R Ei 010 0 110 0| 1 0
Sl | BEOR 010 11 0} 0 o 1 0
b | B ofof of 3o}l ofl 3| o
};j # oiof{ ofo0of1i{o0of 1| o
~ T (NEEE) 040 0 01 1 0| 1 0
Mgk 010 0f 0 1" o] 1 0
*1) AR GhEEUIR) 2ET, AROZEGEITHOGAIIE, Ty NI A 7V RED
5 % R IE A 4 & Do LR ORIER U IXHERB 2R L 75 2 L,
*2) R IR R H A AR L9, FMB AR A L LTIV o7,
*3) MEZh
—EEE LN




| V. asIcEY 5EE |

(4) HRIERyERER 19 < 1% W PR 26 T FH R >

B, Al - B, SESEEE. FE/NIENE. PN EE SIS,
[T M ONIRIE B 12 31T B WIRG PR 28 T AREBR & 85 L. A M V22 2o
PB4 2 BEME 2 R LT,

1 A 5-#13 80mg/m2/day Z JEiER G# & LT, (AFREFT 1.25m2 K
Tl 80mg/day, 1.25m2Lk I 1.5m2 i CTlE 100mg/day, 1.5m2LL ECiX
120mg/day & L7z, 1 H 2 ENZHEI L CTRZICHR G L, 28 Hi# A &5 &
14 HiEWAEZ > T1a—x & LT,

1) JEBI O
KRB DRG], WA, SERPER ORI - Aeefm et L,
B8RP | Er&H | SE2H TEr - Ae2f GBH)
T 7/—7| 51 51 49 | A5EAf 2 I OiikiER)
H ] . A EE B 1 451
K77=71 51 | 50 | 50 | Cappmpmeints DS )
ot | BBl 1
g7 @A%%ﬁ%%fjmﬂ&%xm
PP =k SEERRIMA 1
G B W68 B | (GCP A )
B M & 60 RFELH) 4 ]
(Z2HES 1, RIEHTHIE3)
B #5 38 38 38 |72 L
RuEEkEB 151 O ekt A B 5
Bk | A5eapl 4 61
55 | (RIfERCHIE 3, BEFLET
Hik 1)
8 S5 8 60 59 REREB 1451 Ciekte A B 5
Jelebk AR5zl 3 4
se | AR TR A EURE,
BEHRLETHIE, FIRELT
Hrk)
ks 3 5]
FE R 5., A WRs S5
| iRt o, 5
N BIEFCIE 4, BEFET
. BEHIERER 62 59 BE 1)
. sa | CGRES TR it A5
ARFEef) 1 6] (BE AL CHIK)
R 151 (RiREaER)
BEARERD | 57 56 55 | RS AP 55 1 5
(ANBEEHERE)
ks 2 5
HHE (HHHROFH . AREEX)

p— g | FsEpl 8 fi
F BBl A #ER 83 81 (EIVEFCHIE 4, B 3,
L. A 2Ol D

FLAL Zzﬁlﬁz Aol
B 5 56 56 55 | TERRARBE G 1 1] (FRE oD
e gy 41 41 40 | EFEARBE G 1 5] (N AREE
ERTR 41 41 40 | EREAELE G5B 151 (y -GTP &)
*1) CDDP & O, FAS(Full Analysis Set)
%2) KFS TIHRESUIRE) BT, ARIOBREEITIHEITIE. T FIHA 2 U U RKV

B 24 L RPN IR 4 & oL FE % ORI U < IXERM AR LT 5 L,

% 3) Z & W LR BUBME IS A B 59 5Bk, FAS (Full Analysis Set)
% 4) FAS (Full Analysis Set)




(V. BB 2ES |

(4) WFERIRRER 10 2) % a— ADTERE
<R IRRIRES AR > O H
(mo%) ToL—7 KZL—7 BHMETHEOE

I—XR |BE5H% STEREIE(EE) [B56EL SSEGIEEE) (5615 b ()
1a—x| 51 46 (90.2%) 50 46 (92.0%) 101 92 (91.1%)
2a—2| 45 44 (97.8%) 41 33 (80.5%) 86 | 77(89.5%)
3a—2Z| 34 26 (76.5%) 30 25 (83.3%) 64 | 51(79.7%)
4=a—2| 23 20 (87.0%) 20 19 (95.0%) 43 | 39(90.7%)

@ HEM - E

e

I

E

A B B B # B& #YEIHRDOEH
O—X |[BEHIE SEEGIE(E) |R5615 SSXAIE () |56 Xl (E)
1a—2 61 46 (75.4%) 38 34 (89.5%) 99 | 80 (80.8%)
2 a—2 52 47 (90.4%) 32 27 (84.4%) 84 | 74(88.1%)
3a—2 42 35 (83.3%) 27 20 (74.1%) 69 | 55 (79.7%)
4a—2 35 29 (82.9%) 19 18 (94.7%) 54 |47 (87.0%)
@ HHSHEEL
I—XR | B5H% | EEHIH GEERE)
1a—=x 59 50(84.7%)
2 a—2 44 36(81.8%)
3a—2 30 26(86.7%)
4a—2 13 10(76.9%)
@ FE/INHE R TR
B oA A B % A & B
O—X &5 515 ST G5 () |15 5450 3 S35 5 (3E)
1a—2R 59 | 44 (74.6%) 55 | 49 (89.1%)
9 a—2 31 26 (83.9%) 49 |40 (81.6%)
3a—= 16 12 (75.0%) 31 | 29(93.5%)
43—2 10 10 (100.0%) 26 | 22 (84.6%)
5a—2 — — 14 | 7(50.0%)
6 a1 —2 — — 10 | 7(70.0%)
7a—% — — 5 1 0(0%)
8z —=% — - 2 1 0(0%)
9o—2 — — 2 1 0(0%)
10 =— A — — 1 0 (0%)
11 23— 2R — - 1 0 (0%)
12 23— 2R - - 1 0 (0%)

* PFHRERIL CDDP O fEMAZ ZE L T 5 a—ARRIIREG LA< TH JnWEHE

® FIARESUT I T GRREAN TRIRE TR 2 &Te)
A B B B & &

I—R |56 SEEGIEER) | B501% SoxbIE (3E)
1a—2 81 59 (72.8%) 55 32 (58.2%)
2 a— 2 68 53 (77.9%) 47 28 (59.3%)
3a—2x 52 43 (82.7%) 34 22 (64.7%)
43—2 39 27 (69.2%) 23 17 (73.9%)
5oa—= 31 24 (77.4%) 14 12 (85.7%)

o~~~ o~~~

6 2—2A 23 21 (91.3%) 8 5 (62.5%)
7a—R 1 0 (0%) 5 2 (40.0%)
8§ a—2 — — 2 1 (50.0%)

* X R BUENE A B Bl 5 5Bk, FAS (Full Analysis Set)




(V. amicEY 2EHE

(4) FRFERFRER 1
<RI TR >

(oo%)

2) Ko —ADFEHRR(HIX)

© W #
I—R | BE5H% | SEXRHIE GEEE)
1a—2 40 29(72.5%)
2 a—=R 28 25(89.3%)
3a—=x 21 18(85.7%)
4 a—2R 17 13(76.5%)
@ PEIERE
I—RX | BE5H% | SEXRHIE GEEE)
1a—2 40 35(87.5%)
23— 30 26 (86.7%)
3§ a—2R 24 19(79.2%)
40— 16 16(100%)

3) APt « SRR DIRTL
B G O ABE « SR ORBUC DN TRITR LTz, HRBEE 2B
THI- TARRIT, FINRRESUTAFFEILME, K5 - B T < JE/hlig

filiges TIEAED» 72,
AR NEDH | RBRRUNE [T
T 7 —7 [1361(255%) | 561 9.8%) | 33 #i( 64.7%) | 53.7%
B | KZL—7 | 2061(40.0%) | 2%1( 4.0%) | 28 #51( 56.0%) | 37.8%
A& F 33 41(82.7%) | 7HI( 6.9%) | 61%1(60.4%) -
) A FRER 9B ( 14.8%) | 21 5] ( 34.4%) | 31 %I ( 50.8%) | 74.5%
’g i | B#m 4%1(105%) | 551 13.2%) | 2941 ( 76.3%) | 68.9%
[E ] -
& Ft 13 151( 13.1%) | 26 151 ( 26.3%) | 60 il ( 60.6%) -
S 16 41 ( 27.1%) | 32 41 ( 54.2%) | 11 4 ( 18.6%) | 66.0%
e/ pa|  EFIEER | 37THI(62.7%) | 3H6I( 5.1%) | 1961( 32.2%) | 21.6%
Bl M| BEMRERT | 1961 ( 34.5%) | 0 0.0%) | 36 i ( 65.5%) | 29.2%
FHiRfE | AR 41 4.9%) | TLHI( 87.7%) | 641( 7.4%) | 93.0%
@égﬁm B kB 0% ( 0.0%) | 37#1( 67.3%) | 18 #1( 32.7%) | 93.2%
e Y 9 ( 22.5%) | 6%51(15.0%) | 25 B ( 62.5%) | 62.9%
JIERTER n 361 7.5%) | 4141(10.0%) | 33%1(82.5%) | 74.3%

*1) CDDP & Off i, FAS(Full Analysis Set)

*2) HKES TRIREIIBR) = Ete, AHIDEKE 21T 5 HEIIT,

% 4) FAS (Full Analysis Set)

TR TYA T RET
& % L RPUBEMENE S A £ B T e AL PRRE S OB L ITMRBlE G L7502 L,
% 3) Z W L RPUEM IR A MBIk 53k, FAS (Full Analysis Set)




(V. BB 2ES |

(4) MrFFErgRER 19
< HAREPRER T AR >
(oo%)

4) Ak
HWARBINZ 1T 2 22N, 95%IEHHX M A2 R IR U=, B & RGN - ELIGH
WZOWTIE 2 >OREBROEFER LR LT,

ﬁg CR{PR{MR| NC | PD {NE %j/)j)i 95% S Fa X

TZA—7| 51| 11241 — 111 {13} 2 | 49.0 | 35.9~ 62.3

" BW|KZA—71] 50| 0120 — 116 {13! 1 | 40.0 |27.6~ 53.8

& g 101 1 {44 — {27 1261 3 | 44.6 | 35.2~ 54.3

- AR 611012213124 4 | 36.1 |24.2~ 49.4

Cﬁ” Eg " B Bk 380115 5 | 14 0 | 89.5 | 24.0~ 56.6

A F 99| 0 137! 8138 112! 4 | 374 |27.9~ 47.7

S 59| 4 {131 2 {21 15| 4 | 28.8 |17.8~ 42.1

FE /N0 | EEAIRABR 59(0 113! 1122 118! 5 | 22.0 |12.3~ 34.7

fiti B | OFfERERY | 55| 11251 4 | 19 | 6| — | 47.3 | 33.7~ 61.2

F A RE| ARBR 8161281 4 123" 12! 8 | 42.0 [31.1~ 53,5
ik oy ]

L) B i 55 0 1121 — 1221 20! 1 | 21.8 | 11.8~ 35.0

e e 40| 0115121 913! 1| 375 |22.7~ 54.2

JIERT: R 40| 011451121 7! 2| 350 |20.6~ 51.7

*1) CDDP & Of)ffl. FAS(Full Analysis Set)

*2) KGRI eI R 2Ete, ARNOBEEEITOHEICE, 7o NI A2 U URED
B % RGUBENE A % G o L P OB L ITRBlE G LT 2 L,

% 8) & X L SRBUEMIEEAIE AN e 238k, FAS (Full Analysis Set) . RECIST JEHETHIE

*4) L-NC (4 #1) =& s,

*5) SD

% 6) FAS 40 #lD 9 BIESRFEFIZN R FMXS 2 BT 10 BT, 2D 95 4 FINEEER T8%#E) &
KPS TR%5) #/RL THZ) LHESNT,

% 7) FAS (Full Analysis Set)

— Y Len

5) B

O H ¥
TH9NL—T KJIL—7
CIPIMIN{P{N!&|Z%E|CIP MIN ! PIN|&|&EMxE
RIRIRI{CI!DI!E|&| (%) |RIRI/R{CIDI{E{&t| (%)
A EXCES 0{3/0{22i1! 8 375|0} 410! 5/3!0112| 33.3
ELRLES 1180 9:4:0i22] 409 [0} 5/ 1} 9/310118| 27.8
Bl iz 0{20{40!0! 6/ 333|021/ 4/0{1] 8] 250
FREAE 1:13:01!15/6111i36] 389 [0{11{2!18/ 6|1 !38| 289
i 0! 00} 0/110! 1] O 0! 110} 212101 5] 20.0
| AT 0! 4/11 41611116] 25.0 | 111111 6910 28| 429
g 0!0/0f{0/1{0}1] 0 Joi!0j0! 1j0!0! 1| O
2 0!0/0f1i0i1} 2| O
Yo |20 510 110111 9] 77.8 |11 5.0 11210 9| 66.7
%\ fd&) i lor 1107 00010 1/100.0
Mmool 011813 71212127| 481 |0 7121 8310 i20| 35.0
B 0! 10} 1i0i{0} 2| 500 |0 0{0! 210!0! 2] ©
%ﬁfizﬁo 1101 11010} 2| 50.0
Bl OH 110{0!0/0!0! 1[/100.0 [0} 3:0}{ 0:0!{0! 3|/100.0
ZFof* 0] 110! 000!0} 1/100.0 [0} 110! 00! 1! 2| 50.0

* o AR TR, il —/MEmEEs. KIGRE=ENELE



| V. asIcEY 5EE |

(4)

<RI TR >

AL ERER O~

(oo%)

5) HMALAIZERE (D5 E)
@ Kl - ERE

A B B B & E&
C/IP/MIN{P{N|AESHECIPIMIN!P|{N|A&[ED=x
RIRIRICIDI/E|&] %) [RIRIRICI!DIE|&| (%)

B B of 1/ 1! 3} 1} 1| 7] 14.3] o} 3! 1! 21 o} o] 6] 50.0
%ﬁﬂ% 0 3/ 0/ 21 0} 1| 6| 50.0| 0f 0} 0! 1} 0} O 1| ©
FIgEAE | 0 41 11 51 1) 2[{13] 30.8| 0} 3{ 1} 3] 0/ 0| 7| 42.9
it 0{11; 213} 1} 1|28] 39.3| 1} 3! 3! 7! 1} 0|15] 26.7
JiF 11101 2117 6! 3[39| 28.2 | 1! 71 4i11! 1! 0|24| 33.3
iz | Y| 0p 0f 0f Of 14 O] 1f O | 0} 2 0} 0f O 1| 3| 66.7
e N2 ] 0{ 1, 0{ 0{ 0! 0| 1|/100.0
fEsy 8| o 40 0 17 0f 3| 8 50.0 | O} 1} 1{ 4} 1i 0| 7| 14.3
%ﬁﬁ@w\“ﬁﬁ 1 0f 0f 0/ 0} ol 1[/100.0| 0} 1} 0o} 0! 0} 0| 1[100.0
27IAF 07 00 0f 1! 1 0] 2| O
JRPT R 0! 0f 0 1} 0} 1| 2| O
| MEEsEE | op Of 17 1y 0y Of 2| O [ Of 1} Of 1} 0f Of 2| 50.0
Bl = 0{ 0, 0f 1{ 0; O] 1| O
=1 0! 0f 0f 0f O} 1| 1| O
gy B 0{ 0 0f 1} 0! O] 1] o©
@ sESEE
CR I PR!MR | NC | PD ! NE | &&t |E%hFE (%)
[ 0 4 1 1 0 1 7 57.1
J5 | _nHeE 1 0 0 2 0 0 3 33.3
rF R EE 2 2 0 1 1 1 7 57.1
5 T NHEE 0 0 0 1 0 0 1 0
Mz BH 1 1 0 1 0 0 3 66.7
e RS 1 2 0 1 2 1 7 42.9
| MERR IR 0 1 0 2 0 0 3 33.3
| 0 0 0 1 0 0 1 0
R A ET 5 10 1 10 3 3 32 46.9
| 0 1 1 12 7 1 22 4.5
= | gy 0 0! o ol 110 1 0
B SEEY o E 1 4 5 8 2 3 23 21.7
wa | fERR Y > o8Hil 0 01 0 0 310 3 0
i 0 0 0 2 1 0 3 0
@ FE/ A At

B OoH H OB #f B & B
CIPIMINIPIN|[&BIENE|CIPIMIN!P!N|&|Z%hE
RIRIR{C!D/E|&| (% |RI{R{R{CID|E|& (%)

i 0i1113i29i61{ 5|54[ 204 | 212019i18{1{1 51| 43.1
Vol o 413116151 331 12.9 [ 211013112110 (28] 42.9
i JIF 1:0i1{0/0i0|2|500[0i{1i1{3i0i0]| 5/|20.0
il 0{0/2i5i3i2]12] 0 0{ 20! 4i1i0]| 7| 286
% b4 0i 00} 1i411]| 6] 0 0{o0i0{o0i1iof 1] o
B 0{0{0j0{1{0] 1] O 0io0ji0o} 21110 3] o
| MafEgEFE [0 010 110} 0] 1| O 0{o0i1{o0f{0ofo0f 1] o
L ffg B 0{0i0! 1i0i0| 1] o
DIEIR 0{0i0}0i1i0] 1] O

* CDDP & Offfl. FAS(Full Analysis Set)




(V. BB 2ES |

(4) MpzEHyakER 019 5) HLRIZRENR (D)

<AL HRRIARES AR > ©® FATARESUT LIS KRS TZhRESUEI ) 25 e)

(mo%) A B B B # B
CIPIMIN!PIN|&ESHECIP MIN!PIN|&IENE
RIR/IR{CID{E|&]| (%) |R{R{R{CID}|E|&| (%)

RS FLE K O
Ezi;%& 110{—i3/1/0]| 5200
Jiti 1 8138 5| 328321 |0} 1{—{ 5{0i1]| 7|14.3
Bl | 71611 5121 4|25(520 0] 4!~ 5310][12]33.3
Uoosgi® 811718111131 2(49(51.0 | 11101 — 1141110 |26] 42.3
%\ I 0{ 1{0{ 2i11{2| 6167 |0} 4/—i16{5|1(26]|15.4
= 0/ 4i0{6% 01} 5|15| 26.7 —
wl Mg B | 0 110} 1121 1| 5|200 -
Jibd 0{0{—{ 1{0{0]| 1| 0.0
k1) & XY RPUEMEES A Bk 258, FAS (Full Analysis Set)
*2) BRBRIZHE K O T
*3) R RN OV
%x4) L-NC Q2 i) 2 &2,
- EAELRY
® B
CR{PR{MR|NC | PD | NE | &t |=%ZE%)
JEUR B - — -1 —1611 7 0
fiF 1 1131 2 9 9 2 36 38.9
i iR AN 0 11 2 3 2 1 9 11.1
fii 0 0! 0 3 0 1 4 0
% JEEHE 0 0} 0 0 1 0 1 0
g ok 0 0{ 0 0 10 0 1 0
| e EE 0 0! 0 1 0 0 1 0
R g 0 0 0 1 0 0 1 0
SR Y > NHi 0 110 0 0 0 1 100.0
% 1) PD & ZEHM
TPl C IS B A I FTRERTZS & 9, BRI TR A L LTI o7,
*2) 1)1
@ MH3E
CR{PR{MR|NC | PD|NE ! && |=%hZE %)
% iR g 1 5 0 6 2 11 15 40.0
B | FLEEES 0 0 1 0 0 0 1 0
i3 2 7 3 8 5 1 26 34.6
5 | JEER Y oo 0 71 2 91 21 3! 23 30.4
LI BN i 0 1 0 0 0 0 1 100.0
®|IE IE 0 1 1 1 1 1 5 20.0
fiti 0 1 0 1 0 0 2 50.0
| AN 0 0 0 0 0 1 1 0
gk 0 0 0 0 201 3 5 0
* 1) MEZhH




(V. amicEY 2EA |

(4) HREEADRER 019 6) Z=hiM
<L T HISAER > 203 AL RN ) E FEUE N OV R IR ZE A2 3 1 2 R0 IR &
(/)/)g() YKZC%LJ:O
A JREBRKAAER %A B
B : 91T, WO ARIEEE N E RO I-EA A
C : 50%LL E#E/IMCBEZE L= L3RDT-FH B
D : BRI LBDI-FHB
E N LIRSS DN T, 10 T B 233
K. XIIHHEOHBRZZRO -] A =
ZE5HHART ﬁ&%ECRg 0)3;&&3 :D-E
;5 PR DA : C-E ERRIAN oy 7 A | = Y
BRI - AR (TS AL PR R I 0 R e S L 0)
hR{E | FHE | &IME | RXIE
DO TOHMi/hET] 30 30.5 14 64
T —7 50%#E/NE T 48 56.9 28 123
(Z5h - 25 B1) ZEh I 68 110.8 29 330
= - bl 158 166.7 64 | 372
H i 5 C ORI ET| 28 26.8 4 42
Ko7 n—7 50%#E/NE T 32 37.7 15 66
(FE5h - 20 B1) Z I 116 132.8 42 449
273 IR 161 169.5 65 490
PO TOM/NET] 32 32.0 12 72
A RER 50%#a/NE T 36.5 | 45.3 23 85
(F=h) : 22 1) ZF I 130 141.9 47 358
At W 273 IR 170.5 | 186.1 78 389
[EN O TOM/NET] 35 45.9 27 126
B B 50%fa/NE T 68 65.6 29 130
(F=2hH : 15 1) Z25h M 153 184.9 59 612
23 I 232 249.5 96 679
PO TOM/NET] 28 33.9 6 130
I i 50%its/NE T 32 49.2 14 143
:LE: IE DK (¥4l (%fﬁ@‘d : 17 @‘d) %;‘jj,ﬂ;qﬁﬁﬁ 102 195.4 33 470
2RI 145 171.6 69 496
OO/ NET] 25 23.5 8 37
HAAI R 50%#E/NE T 36 40.6 15 79
(Z=2h : 13 51)) Z2h I 103 225.1 34 757
FE /N M A 2RI 127 264.7 57 792
fifi ¥ O TOMi/hET] 28 27.6 22 47
Bf 5B 50%f#i/NE T 55 47.8 23 91
(T2« 26 1)) ZEh I 128.5 | 143.1 54 439
EE Ll 166.5 | 189.9 82 466
MO TOMi/MET] 24 31.4 2 177
AR 50%#E/NE T 50 57.8 7 177
TR e (Fhpl - 34 1) I 139.5 | 227.7 36 891
v 273 IR 196.5 | 284.5 49 926
| e *2) %B@T@%{E/J\if — _ _ _
PSS B 3 30%F/NE T 77 6551 14 | 121
(el - 12 1) Z I = — — -
273 IR 95 112.2 71 183
PO TOM/NET] 34 33.7 28 49
e e ot 50%fa/NE T 35 52.7 29 133
W | G 15 6 I 149 | 168.3 64 | 302
2RI 211 220.0 | 122 378
WOTOR/NET] 3051 320 24 48
N . 50%#E/NE T 325 ! 37.8 24 75
ML GE | RN - 14 6D Z2h I 137.5 | 162.6 71 393
223 I 182 199.4 98 428
HAL - H
*1) CDDP & Offffl, FAS (Full Analysis Set)
*2) KA TR IIDIR) 280, AROBEEZTIHEAITIE, 7Y FIFH A2V v RRO
4 L RPUEMEIEIEH] & S T o U RS ORISR U IXERAI A R e T b,
% 3) & 4 RPUEMMEEA I FIC % 5 RBR, FAS (Full Analysis Set) . RECIST ¥ )&
*4) FAS (Full Analysis Set)



(V. BB 2ES |

(4) FRFERFRER 1 7) AAFHIH

<TARIRRIAREE TR > WA FIC BT 2 AEFHAM o dfil (MST) & 95%15#8 X [ 4 fidi L 7=/
(m%) TR % TSR Lz,
OH
100

MST 244 H 95%{Z#EIX[H] (172~319 H)

50

0 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24

EFEHH (0 )

@ HEW - EMRE

100

MST 367 H 95%({5 48X [H (302~420 H)

50

AR (0 )

ol

2
&
el
=<
=

MST 344 H 95% {5 HHIX[H] (252~499 H)

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
N ( A)




(V. amicEY 2EHE

(4) FRFERFRER 1
<RI TR >

7) AR (55 &)
@ /Nl it A

(mo%) 1. HLAEER
100
MST 309 A 95%(=#HIX M (234~442 )
50
1 1 1
0 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36
IR (w H)
ii. FEARER (CDDP & OftH)
100
MST 335 H 95%{=#HIXH (266~425 A)
50
O 1 1 1 1 1 1
0 3 6 9 12 15 18 21

AR (0 A)

® FHIAREUTAEFE IR KR TRREXIIR ] 2 ETe)
i AR
100
MST 910 H 95%f5#XfH (493~1083 H)
N l_l\m_u'tI‘_‘_u
O 1 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 45

AR (0 )



(V. BB 2ES |

(4) MrFFErgRER 19
< HAREPRER T AR >
(oo%)

7) AR (55 &)

il. B 5k (& 20 L SR GUBMERR IS A BN 511259~ % 7liER)

100

MST 468 H 95%f5#HX[H (330~630 H)

50

o
w

AELEWIR (0 A)

MST 269 H 95%(=#EXH (229~329 H)

50

@ JHIE

H

9 12 15 18 21
ETFHR (0 1)

100

MST 287 H 95%f= 48X [ (184~336 H)

50

9 12 15 18 21
AR (0 )



| V. asIcEY 5EE |

(4) MrFFErgRER 19
< HAREPRER T AR >
(oo%)

REIEIEEER AN RIZEIES

B8 & RO BRE R
1 BEGENOFUEE R 2 FTRIR LT,

A7, BERWGRFOEREEDHIZY O

=
ﬁ;ﬁ%‘;ﬁjﬂ CR!PR{MR|NC|PD|NE |&&t gfjji

1| BIE5E (%)

<70 0 — 1 21510 1{15| 533

TZL—7| 70 <75| 1 { 5{—1{ 61 310 15| 40.0

o . 5= 0 {11 {—1{ 31 512 121|524
<70 0}{6{—14{ 7{0117] 353

KZWV—7 70 <75| 0 { 8 { —{ 71 410 {19 421

5= 0! 6! — 1 51 211114429

<70l 04{71{01{6! 2!11!16]| 438

A RBR 0= <704 711412 1| 2 23] 304

5E R 5= 0! 81216151112/ 364
[EN A <70 01 381215 0! 0110/ 300
B i 0= <7 01{ 41014 3011|364

5= 0! 8131151 110117471

<70 14501191 411121286

GIEES e 0= <7521 4101 6! 7! 11!20] 300
5= 114111 6{ 4! 2118|278

<7004} 21015} 3! 01!10] 20.0

HFlAB | 70= <75 01! 61 0! 6110 2 | 24| 250

EEYN T 5= 0! 5111111 51 3125] 200
i I <7014 710! 51 20 !15]| 533
BEARER| 70= <75 0 {11} 2 {10! 31 0 | 26| 42.3

5= 0! 7! 21! 41! 110114/ 500

<70 1 114 1 4 {8V 31 4 |34 441

ARBR 0= <75 1 0! 8! 51 4126 346

T4 A e 75= 4 0 {791 41 0 121 476
@éﬁﬁm <00 1t —17 610 114]| 71
B B 0= <750} 1{—1{39/10!{ 0 {14]| 7.1

75= 0 {10 | — 11290 4| 1 | 27| 37.0

<7004} 7101551 0}17]| 412

i g 0= <7 04{ 4111} 4! 1}11] 364
5= 0! 4! 1} 3 4{01i12] 333

<70 04{3{21{4{ 3{01!12] 250

JIERTER 0= <7501 6{2i5{3{01!16]| 375
5= 0! 511 3} 11f21i12]|417

*1) CDDP & Offffl. FAS (Full Analysis Set)

*2) GBS T4hE

3R &, KROBREZATOHAITE, 7 I A 7 U REOH
X RPUBMEG A 2 5 Db A% OIS L XA E R LT 52 &,

* 3) & Y U RHUEMEG A o9 23R . FAS (Full Analysis Set) . RECIST A4 CHIE
*4) L-NC % 1 &t

*6) SD

— Y LW

*5) L-NC % 3 fil& e



(V. BB 2ES |

(4) FsEryEkER 19 9) Lt EIWEM RS 7 L — FD53H)
<R YIRS T AERRR > JEGEORWER km 27 L — K
N Bad L—F | @EFI% %
(55%) FITEHZ L 11 21.6
1 14 27.5
T 7 —7 2 16 31.4
3 9 17.6
= \ 4 1 2.0
A BITEMZE L 14 28.0
1 14 28.0
K7 n—7 2 17 34.0
3 5 10.0
4 0 0.0
EIER 72 L 8 13.1
1 9 14.8
A B 2 25 41.0
3 14 23.0
s 4 5 8.2
[EN BITER 72 L 1 2.6
1 5 13.2
B 5 2 23 60.5
3 9 23.7
4 0 0.0
FITEHZ L 11 18.6
1 18 30.5
FIERTRie 2 21 35.6
3 8 13.6
4 1 1.7
BIVER 72 L 4 6.8
1 14 23.7
BRI 2 26 441
3 14 23.7
FE/ N 4 1 1.7
fiti ] BITER 72 L 0 0.0
1 6 10.9
O R 2 15 27.3
3 29 52.7
4 5 9.1
BIEHZ L 5 6.2
1 24 29.6
A FRBR 2 39 48.1
T 1 R 2 = 152
S ARG 3 36
et 1 6 10.9
B i 2 31 56.4
3 16 29.1
4 0 0.0
EIER 7 L 1 2.5
1 4 10.0
e 2 19 47.5
3 13 32.5
4 3 7.5
BIER 22 L 2 5.0
1 3 7.5
JiERTER ) 2 22 55.0
3 11 27.5
4 2 5.0

*1) CDDP & . FAS(Full Analysis Set)

% 2) AKFRH TIREX TR 2 ate, AROHEZITI BT, T RV A
7V RO X RIS 2 S T LS ORI L < ITER
Blaxtgldso L,

*3) & %W U RPUEMIEEAI I FC R 535, FAS (Full Analysis Set)



| V. asIcEY 5EE |

(4) MRFEAY SR 1
<RI TR >

(oo%)

AIE A AR J-ART (3 5 /IE A

AR, 1996 RO I & D S LT,

O 8 =
T 7L —7 GHEBIgk 51 1) | K J)L— 7 GREBI%k 50 41)
BEREOREYL—FK| JL—F FHIE (%) JL—FK FIEE (%)
1121314[2G1 1262 12G3[112{3{4|2G1=2G2 =G3
7 i BR e 1219 41.2117.6 16} 4}2 44.0112.0} 4.0
~E) B VA 5/ 813 31.4121.6} 5.9| 7} 82 34.0{20.0{ 4.0
~v by MEJED [1381 8 41.2115.7 18 2i2 44.0! 8.0 4.0
A ifn BRI 151411 39.21 9.8 2.0|13} 9{1 46.0{20.0{ 2.0
F I EREE % 1 2.0
| A rhERED 9!3 35.3123.5! 59| 9114!1 48.0130.01 2.0
| A BRI % 1 2.0
AFFERERIE 2 1i1 3.91 2.0
U 2 RBRIED 1 2.0
K 1N kA 311 7.81 2.0 21 1 6.0/ 2.0
ey EE |1 2.0 41 2 12.0{ 4.0
" AST(GOT) -5 2 3.91 3.9 1 2.0
ALT(GPT) -5 2 3.91 3.9 1 2.0
Al-P b5 2 3.9 1 2.0
4 |LDH E5 1i2 591 3.9 2 4.0
WEAKT 1i2 591 3.9 1 2.0
TV IVIET 1i2 591 3.9 1 2.0
it AIG It FH 1 2.0
BUN L5 1 2.0
Na & 1 2.0 1 2.0
KETF 1 2.0
CafkT 1 2.0
JREE B G 1| 2.0! 2.0f 2.0
yut ) )y B 1 2.0
N 4 7.8 6 12.0
LRV 1 2.0
T 5 1 11.8} 2.0} 2.0| 2} 1i1 8.0{ 4.0} 2.0
BRI 10} 2 2351 3.9 4} 2 12.0{ 4.0
LD - R 6 11.8 2 4.0
ET] 1 2.0} 2.0
|18 1 2.0} 2.0
| R R 1 2.0{ 2.0
Mg s 1 2.0
e MR 211 59! 2.0 2i 1 6.0 2.0
M e e 5 15.71 5.9 31 8.01 2.0
R SET 1 2.0 1 2.0
i EESVw 11 21.6 9 18.0
FHRobNn 1 2.0
Y EERK 41111 11.81 3.9 2.0| 5 10.0
* FH LUK 1 2.0} 2.0
I 1 2.0 1 2.0
DR 1 2.0 2.0 1 2.0
AENBLAE 1 2.0
i IR 1 2.01 2.0 1 2.0
% #L 2 3.91 3.9 1 2.0
WHEEH 1 2.0
A 1 2.0
G: 7 L—F




(V. BB 2ES |

(4) HREEADRER 019 TEHEBEORE 7 L— R (D3%)
<RSI | © M - EE
. A 5A8% (FRf{51%x 61 1) B 5% (FRi51 %k 38 451)
(53%) EEAEOEEIL—K JL—F | RBE) | JL—F | RBEE(%
1121314[2G112G212G3[1{2!3!{4[=G1=2G2{=G3
Y AT s 5! 11} 4 32.8124.61 6.6] 71 712 42.1/23.71 5.3
R I ERE 261 7! 3 59.0{ 16.4; 4.9|14!10 63.2126.3
~eM Yy MERD [ 221 61 3 50.8/14.8! 4.9/13} 7 52.6!18.4
M i ERkE 170107 1} 2[49.2121.3{ 4.9 6; 8 36.8/21.1
| AP ER TR 4111¢ 7¢ 1|87.7/31.1{13.1| 4! 82 36.8126.31 5.3
i /N 6! 2 5|21.3{ 11.5{ 82| 3i 1 10.5! 2.6
URDAS: 3/ % 2 5.3
IERER % 4) 1 8.2 1.6 1 2.6
HEAST(GOT)JE;E# 2! 2 6.6/ 3.3 8 21.1
ALT(GPT) E5H-| 2! 2 6.6/ 3.3 6 2 21.1} 5.3
Al-P |5 3 7.9
i LDH k5 31 6.6/ 1.6 4 10.5
REAET 2 3.3 10 26.3
VAZARVZ =N 2 3.3 4 10.5
| A/G IR F 9 3.3
My vy B5| 51 1 9.8/ 1.6 13! 3 42.1142.11 7.9
i MM UMK 2 5.3/ 5.3
B i o F 1 2.6] 2.6
RSS2 1 2.6
VLI R 1 2.6
/1771 AR T 1 2.6/ 2.61 2.6
SR B 1 1.6
BRI R 71111 3 34.4/23.01 4.9/16} 3 50.0/ 7.9
BN . MR- 7411 19.7{ 82! 1.6| 9! 6 39.5!15.8
™ 21 6! 1 14.8111.5! 1.6| 6} 7i1 36.8121.11 2.6
g s 2 3.3 1 2.6/ 2.6
U0 R v e 1 2.6
H 1 1.6} 1.6 1 2.6
Ma=eiF 1 2.6
AN 8 2 16.41 3.3 9! 3 316/ 7.9
| B U=57m) 2 5.3
B | R () 1 2.6
¥* B 21 1 49! 1.6 8 4 31.6{10.5
WA 1 2.6
NE.- 1 1.6/ 1.6
KO 1 1.6/ 1.6
T IEERT 1 1.6/ 1.6 2 5.3
g | RO ZHIEY 1 2.6
E 702 1 1.6
i £ 1 1 3.3 1.6
" OO, HrEh 1 2.6
2 1 2.6
=B 11 18.0 13 34.2
INEEES 1 2.6
L OVURE 1 1.6 1 2.6
HLOT 1 2.6
5 R 1 2.6
DEWN 2 5.3
gV 9 2{ 11 [19.7} 4.9 1.6/16] 2 4741 5.3
7% BN 1 1.6{ 1.6 2 5.3/ 5.3
G: 7 L—F
% FIVEF AREIL J-ART I L Y 208 L=,




(V. amicEY 2EA |

(4) MRREAY

<RI TR >

%it% 9~19)

(oo%)

BITERIEBEOKRS 7 L — K (D3%)

@ HEW - B (DD X)

A R GHmBIEk 61 1) B 5E& (FF{i5I%k 38 f4)
EEBOREYL—FK| FL—F FEE (%) JL—K FHBE (%)
1121314[26112G212G3|11{2!314[>26G1 G2 >G3
{RE WD 21 1 7.91 2.6
% JE 1 2.6
6 | g ) o, 1 2.6
|V R 1 1.6 3 7.9
) 1 2.6
e | e 4 1 8.2 1.6/ 1.6| 4 10.5
e BILO 1 2.6
M ERR 1 2.6
MATFEE 1 2.6 2.6
G:Z7L—F
@ SASEERE FEm B4 59 #i)
e s . JL—F HEE (%)
BREBOBRBIL—F T T 7 [ 561 | =62 | =3
GIN1IIRE RIS 19 8 2 49.2 | 16.9 3.4
~EZa U 12 11 3 1 45.8 | 25.4 6.8
~< b7 Uy MERD | 17 8 2 458 | 16.9 3.4
| A sk 14 | 12 1 458 | 22.0 1.7
B | g e kb 6 {12 | 3 35.6 | 254 | 5.1
T FRERIE 2% 5 8.5
TN 7352 3 2 8.5 3.4
Wl mgeyrey b5 5 85
AST(GOT) L5 3 5.1
ALT(GPT) L5 2 1 5.1 1.7
| ALT (GPT) I T 1 1.7
Al-P L5 1 1.7 1.7
LDH |5 10 2 20.3 3.4
B REAIKT 9 15.3
THNT I URT 4 6.8
A/G HHIRR 1 1.7
B g~ U 7 A& T 2 3.4
MmiED ) 7 L5 1 1.7
BRIV 7 MMETF 2 3.4
E AR 1 1.7
vu vy ) —7 Uk 1 1.7 1.7
BERIR 10 3 1 23.7 6.8 1.7
i LD o MEM: 6 1 11.9 1.7 1.7
I 6 10.2
AN 5 1 10.2 1.7 1.7
| P A% 1 1.7
B v 1 1.7
(G 1 1.7
g | RIS 1 L7
BSRILAE 6 10.2
5 B 5 2 11.9 3.4
W% B 1 1.7 1.7
E-gl sy 12 1 22.0 1.7 1.7
I EAR T 1 1.7
G:Z7L—F

RIEMMEEIX J-ART I X W 3JE LT,




(V. BB 2ES |

(4) MRFEAIFRER 19 RWERHEBEORE 7 L — R (D2%)
<R TR RE > @ /IR E
(55%) 1. BAIEER R E1E 59 1)
PR . "L—F B (%
REBORBIL—F g 3 | 4 | =G %E;JZ; ) >G3
IR 5747 8 1 10 1 32.2 | 18.6 1.7
GNIIRE R 31 3 1 59.3 6.8 1.7
~~ 7 Uy MEARD | 381 2 1 57.6 5.1 1.7
M i Bk 12 7 32.2 | 11.9
i BRI 11 5 3 1 33.9 | 15.3 6.8
I/ IR 5 1 1 11.9 3.4 1.7
M I ER Y %% 1 1.7
K I BRI % 1 1.7
IFBRERYE 2 7 11.9
U LBk % 1 1.7
e AST(GOT) L& 6 2 13.6 3.4
ALT(GPT) L5 3 3 10.2 5.1
LDH L5 7 11.9
" BEPKT 13 22.0
TINT I KT 9 15.3
AIGIETF 2 3.4
AIG B 1 1.7
£ mgev ey bR 31 1 68 | 1.7
BUN L5 2 3.4
MmiEF R U 7 AKTF 1 1.7
IR NN 2 3.4
i 7 v — KT 1 1.7
iDL 7 JMETF 4 6.8
SRAE R 1 2 5.1 3.4
EHEPR 2 1 5.1 1.7 1.7
vy )=k 4 6.8
M AE - 5 1 1 3.4 1.7
PaO2 &~ 1 1 3.4 1.7
BAAR 13 7 6 44.1 | 22.0 | 10.2
HEL - MR 17 6 39.0 | 10.2
A 7 3 5 25.4 | 13.6 8.5
ERIEN I 1 1.7
H N 10 3 1 23.7 6.8 1.7
Be | PSR 1 1.7
5 B 5 3 13.6 5.1
B E 1 1.7
K| BFEAE 10 3 22.0 5.1
W 1 1.7
4 By P R 5 5 4 23.7 | 15.3 6.8
iE | F& B0 2 2 6.8 3.4
RERA 1 1.7
MER T 1 1.7
N e 1 1.7
£ i 1 1.7
Jia0 3 1 1.7 1.7
HEEEEIEAS 1 1.7
I K] 1 1.7 1.7
Jii A i 1 1.7 1.7
G: 7 L—F
BIVER FIREIL J-ART 12 & 0 5948 L 7=,




(V. amicEY 2EA |

(4) MRFEAY SR 1

<RI TR >

(oo%)

BITERIEBEOKRS 7 L — K (D3%)

ii. PFH#ER (CDDP & O OfH ., FEAMhEI%L 55 i)
NN . JL—FK FHBE (%)

REBORETL—F 1 | 2 | 3 | 4 | 261 | 2G2 | =G3
JIIREE 570 14 1 24 | 10 2 90.9! 655! 21.8
GIN1IIRE R TS 12 14 | 16 1 7821 56.4 1 30.9
~< ~7 U MERD 91 16 11 1 6731 509 21.8
H ifn Bk 8 1 18 2 1 52.7 1 382 5.5
I BRI 71 13 | 13 3 6551 52.71 29.1
s R kA 28 4 1 60.0 9.1 1.8
U o SEREA 8 3 20.0 | 20.0 5.5
HEREE % 1 1.8

.. | AST(GOT) -5 7 1 14.5 181 1.8

b ALT(GPT) L5 6 1 1 14.5 3.6 1.8
Al-P |5 5 1 10.9 1.8

g |LDH L5 4 7.3
WERET 25 45.5
TILTIURT 16 6 40.0 | 10.9

| By re sy L& 9 7 291! 127
BUN L5 12 21.8
mrv7rF=rF5 9 1 1 20.0 3.6 1.8

B fuggr kv s L5 2 3.6
MmigH Y v bR 7 1 14.5 1.8

it 1fyE 7 v —v k5 2 3.6
iRl VRN N 12 4 29.1 7.3 7.3
miygEAa Y v METF 3 2 9.1 3.6 3.6
%7 v — /KT 11 1 1 23.6 3.6 1.8
iAo JMETF 1 1.8
PR IERG 4 2 10.9 3.6
EHIR 11 1 21.8 1.8
vavy =7 UGk 2 3.6
B E -5 1 1.8 1.8 1.8
CCr & F 4 1 1 10.9 3.6 1.8
BACRIR 21 | 15 7 7821 40.0! 12.7
oL 22 8 6 6551 2551 10.9
e 14 3 4 38.2 1 12.7 7.3
T i 12 3 4 3451 12.7 7.3
M 2 1 5.5 1.8

| ISR 1 1.8

W L 1 1.8 1.8
fg-<o1F 1 1.8

e LoD 1 3 7.3 5.5

M 21 11 2 911 55! 36
=R 1 1.8 1.8 1.8

| aR% 12 2 25.5 3.6

i NPEDS 1 1.8
¥*® B 3 2 9.1 3.6

e % )8 3 1 7.3 1.8
EETRLIEAN 1 1.8
&P 3 5.5
i & 5 9.1
EESV% 13 23.6
O£, 1 1 3.6 1.8
JNDZETE 1 1.8 1.8

G: 7 L—FK

BIVER FIREIL J-ART (2 & v 5948 L 7=,
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(4) MRFEAIFRER 19 RWERHEBEORE 7 L — R (D2%)
<R TR RE > i, PR (oo %)
I L— K = 00
(=53%) HEBORARTL—F [ gb ; 4 gmﬁﬁiy)gm
JRD Rk 1 1.8
ISR 1 1.8
SHE K 1 1.8
R 1 1.8
SRARFEAE 2 3.6 3.6 | 3.6
DHEERE 5 1 10.9 1.8
e 9T 17 8 455 | 14.5
% B 4 1 9.1 1.8
RE D 7 2 16.4 3.6
£ E5- 1 1.8 1.8 | 1.8
® T I 1 1.8
R P 1 1.8 1.8 | 1.8
S i 1 1.8
TE | &t 1 1.8
R 3 5.5
NS 1 1.8
PR AR 1 1.8 1.8 | 1.8
&t 1 1.8
[ 1 1.8
T o\ 1 1.8
R 1 1.8
EEED 2 3.6
Mg oK 1 1.8 1.8
G: 7 L—FK

® FARESUIFFEIIE CRGEAL [RIBESUIBR) 25 Te)
i. A #BR M1 %Kk 81 1)

N . JL—FK FKBE (%)
BEBOBREIL—F T T 3 T 7 | 261 262 | 263
IR 570 18 6 29.6 7.4
R 1 B ek 47 4 63.0 4.9
~~< 7 U MERD | 30 3 40.7 3.7
A e U 23 | 17 49.4 | 21.0
I ER IR 21 16 6 1 54.3 | 284 | 86
ISR ik 4 2 7.4 2.5
K| irmesriz 2 2.5
AST(GOT) L5 14 4 22.2 4.9
ALT(GPT) -5 14 8 27.2 9.9
L B 51 1 74 | 12
LDH k5 14 1 18.5 1.2
& REAKT 8 9.9
TNT I KT 4 4.9
AIGIKT 1 1.2
| MFE Y vEs RA 12 1 16.0 1.2
IR ARV oF - 8 1 1.2
1y 7 v —/v k& 1 1.2
Mmiga v o AMET 3 3.7
G:Z7L—F

BITERIHREL J-ART IRV 8 L=,



| V. asIcEY 5EE |

(4) HREEADRER 019 BIVEHEEEDKES 7 L — KR (D0%)
<P HEIRE AR > LARBR(S5F)
. PR . JL—FK FHRE (%)
(o25%) BEBORRIL—F T35 T 7 557 =62 | 53
FRARE 19 4 4 33.3 99 | 49
L - R 27 9 1 45.7 | 123 | 1.2
T 12 6 1 23.5 86 | 1.2
M s 6 7.4
JUE T it e 1 1.2
H b 72U 1 1.2 1.2
NI 1 1 2.5 1.2
M 12 1 16.0 1.2 1.2
B | DR 1 1.2
¥ B 3 3.7
% g 1 1.2 1.2
B =E 1 1.2
R e 1 12
(EE % 30 1 38.3 1.2
| LR 1 1.2
TE | 4 th B 8 1 4 | 2 | 1 85 | 86 | 3.7
F B 2 2.5
REWRD 1 1.2
K| mEETF 1 1.2
% E 1 1 2.5 1.2
£ 1 1.2
i P 1 1.2
R 1 1.2
£ 1 1.2
A o> L4 )% 1 1.2
Uy o 3 3.7
NHGE S 1 1.2
G: 7 L—F
il B 3Bk (& U o RPUEMIE A G kt4 250k, FHmE1EL 55 41)
N . JL—F FKEE (%)
BEBOBRBIV—F 5 T3 T 7 [ s61 | =62 | 63
;é;u/?;/ NG AT 2 T— 1 4 273 73
Z;\Z;ﬁuﬁ;/ Al IET I VR 327 | 91| 1.8
G| M7 LTS 31 2 9.1 3.6
MY ve s #Ehn 18 5 41.8 9.1
B v Ngb 1 1.8
pE | I v T SN 1 1.8
1n H Ak 1 1.8
M7 V7 F ok ARFF—
L 1 1.8
Bl s L F=sngm | 1 1.8
i LR R A S e S B 9 2 20.0 3.6
mH A Vo A 1 1 3.6 1.8 | 1.8
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6,7 60mg X2 | A ERED 2
60mg X 2 5,6,7 60mg X2 | i eI 2
7 60mgx2 | U gk 1
60mg X 2 5,6,7 60mgx2 |%¥ B 1
8,9,11 60mg X2 | AIERED 2
50mg 2 5.6 60meg X2 | ik 1

BITERHEEIZ J-ART I X W ¥ LT,




(V. BB 2ES |

9) AR ER Bz ICHEBL L7 GIER (03 %)
7,11~16, 20~22) @ ngﬁﬁﬁﬁ
LHEH AP IR
< RG> T
(H5%) 1a—=x mo_z |ERI—Z - R
MrmsE | P00 X | mmpse BlfrR% seol®
5,6(G2),7(G3)| 50mgx2 |IfLfaszEd 3
50mg X 2 7 50mg X 2 | JR M ERIE 2
7 50mg X2 |~< k7 Vv MEWAD 2
11 50mgx2 |Al-P L5 1
50mg X2 11 50mg X2 |IMiFA /v 7 MET 1
60mg X 2 5 60mg X2 |MiGH Y v AR 1
G: 7 1L—F

BITERIHEET J-ART IRV ¥E LT,

@ /N it
i HAAIRER

1Ta—X | &% B | HFHaI1—X SRS RHBEICHITS
FBREE | 0—X | BREEE &aJL—F
9 50mgx2 |Al-P & 1
6 50mgx2 |AST(GOT) L& 1
60mg X 2 6 50mgx2 |ALT(GPT) L& 1
9 50mg X2 | AFERERIE % 1
9 50mgX2 |vrbl /=7 Gk 2
50mg X 2 8 40mg X2 | B 1
16 60mg X2 | /N 1
20 60mg <2 | {KERE 2
60megx2 55 60mg X 2 | % M Bk 1
16 60mg X 2 | iR )E) 1
5 60mgXx2 | Y e L5 1
60mg X 2 7 60mg X2 | IR 1
6 60mg X2 |45 fEEU 1
50mg X 2 10 40mgx2 |Al-P L5 1
6 50mgx2 |LDH k& 1
6 50mgx2 |AST(GOT) L& 1
6 50mg X2 | HERERIEZ 1
B0me X e o me x 8 | A R 1
6 50mgX2 |~~~ 7 U v MERD 1
5 60mgx2 |A/G It 5 1
RIE 381 J-ART 12 L 0 49% L 7=,




| V. asIcEY 5EE |

9) 24PN B L-EWER (o5 %)
7, 11~16, 20~22) ii. fEHEER (CDDP & ofFH)
<FEH 58> IESEEREEER =L REBEIZHITS

FteIR5E | O—X | FRES5E BaJL—F

(53%) mErvrey L5
NS 1 =
50mg X 2 6 50mg X 2 g’i’f\) vhER
PR AR R
60mg X 2 11 60mgx2 |[AST(GOT) L&
60mg X 2 5 60mgXx2 [3
5 50mg X2 | /MR
6 50mgx2 |[&
50mg X 2 JNDZE £
7 50mg X2 [N
&
60mg X 2 6 50mgX2 |7 v—v L5
E i Bk e
X S
6 60mg X 2 N
60mg X 2 H i Bk
X s
7| 60mex2 e R

9 60mg X2 | M/ Mk

60mg X 2 6 60mgx2 |ALT(GPT) k&

NS

5 60mg X2 |FRIMERPED

A HERID

I R ERD

60mg X2 6 60mg X2 G E

i 4 S 96k )

7 60mg X2 |FRIMERPED

TSRILAE

i £ 3798

50mg X 2 6 50mg X2 iMI*E

N
prany Iy

[ e e Y e e g e L I e N L R o [y g FES § NCR TRy Sy iy Uy JENY JERS JEg Ry JESy FEY S PRy Jy

i

RIERAAREX J-ART IR W 3 LT,

® FHARESTFIETLIE OGBS TRESUIZR) 2 & T)

1a—X FIHFI—X = E#E5IC ZBH'%’J
= - = gl =2
poapse | FRT A | mmpse AlfERA g55L
50mg X 2 9 50mgXx2 |ALT(GPT) -5 1
11 50mg X2 |AI-P -5 1
50mg 2 11 50mgx2 |MjE UL ey Ei 1
11 50mex2 | [1N% 1
X
50mg 2 21 50mg X2 | AG ek 1
11 60mg X2 | 4fHHER 1
60mg X 2 7 60mg X2 | Ak 1
24 60mgx2 | fazEE 1
7 50mgXx2 |~ 1
50mg X 2 11 50me X2 | 1% 1
17 50mgx2 |¥% % 1
60mg X 2 7 50mg X2 | A InEkE 1
8 60mg X2 |Al-P 5 1
12 60mg X2 | 4FHERE 1
60mg x 2 10 60mg X2 | ALk 5
9 60mgXx2 |MmijFE YV /LE S L5 1
8 50mex2 | 1A% 1
X

50mg 2 10 50mg <2 |fE I 1

RITERI G J-ART IRV 8 LT,




(V. BB 2ES |

9) AP ER FICHBL L ZRIER (05 %)
7, 11~16, 20~22) @ H% JEE'E
<R B> To—X | % B | BBa1—X — EBBE-H05
(%) BislRE5E| 3—X BiRiR 52 = Ea L—K
5 50mg X2 |{aFhFERE 2
6 50mg X2 |FAFEILERE 2
7 50mg X2 |fAFEILERE 2
8 50mg X2 |FAFILARE 2
9 50mg X2 | ILIREE 2
50mg X 2 W H 1
X T
10 S0meX2 I 2
W 1
X S Ty
1 S0meX2 I S EE 2
w5 1
X S e
12 P0mgX2 I S EE p
TNTIv - Tuar 1
U >R
M7 v 3 2
M=l =7 1
50mg X 2 6 50mgx2 |7 —EEd
5 Fi 3
AT o= 3
R A 1
SRR R 2
RIVER IZ81X MedDRA v8.1 10 & W ¥ L 7=,
@ MHiE¥
13—X % iﬁ. %Iﬁ.:_x EM/EFH% E%%%(:B(*é
BRiEEE| 1—X R 52 = BaJL—K
5 50mgX2 | ~ES v v s 2
6 50mg X2 | ~EZ 0L 2
7 50mgX2 | ~EZ v bl 2
8 50mgX2 | ~EZ v bl 2
50mg X 2 9 50mgX2 | ~ES vl s 2
10 50mgX2 | ~FJ v 2
NET v U 2
X
1 POmg X2 e L 1
12 50mg X2 | ~EZ o v R 2
50mg X 2 5 50mg X 2 | 4FHEREE D 1
FIIVEF FI 781X MedDRA v9.1 12 £ 0 4548 L=,
T — RO ER-7-EI1EA
O FH
4 =4 L
13— |[% B |%Ha31—X - AR | RS
L e = TN gl{ER 4% IZB81F5 | I2BI1T5
FRkEE| O—X BRIk 5= B=r - K=y -1
T 60me X 2 6.7.8 | 75mg X2 | ARImERED 1 2
4 g 6.7.8 | 75mgX2 | ~< 7 U v Mg | 1 2
/" [40mgx 2 6 | 40mgx2 | BACRIR 1 2
7 [50mg X 2 5 40mg X 2 | 4 P ek 1 2
K [60mg X 2 12 | 60mgx2 |4FHhEkEd 1 3
{ 6 | 50mgx2 |[~Frmr s 1 2
/| 50mgx 2 6 | 50mgx2 | Jr Bk 1 2
-7 6 50mg X2 | ~< b7 U v Ml 1 2
BIVEA FIZEIX J-ART 12 L 0 /08 L=,




| V. asIcEY 5EE |

2) LaetERER

7,11~16, 20~22)

TL— RO ENR>-EIER (o3%)
@ K& - B

Db P o TR | RRS
(mo%) ersaie o | R R | pmpm e g Bl{EFA% E(I;;ij%{ E(I;;ij%{
== b |1mE) b

50mg X 2 5 50mgX2 |t IR 1 2

A | 60mgXx2 5 60mg X2 | BAIR 1 2

. 7 50mg X2 | A IR 1 2

# | 50mgx2 7 Sme X2 PRk 1 5

B | 60mg X2 5 50mg X 2 | MR A 1 2

60mg X 2 6 60mg X2 | A ek 1 2

6 50mg X2 | BHRAIRE 1 2

50mg X 2 6 50mg X 2 | HELy « @i 1 2

B 6 50mgX2 [T i 1 2

.. | 60mgx2 5 60mg X 2 | i Bk 1 2

= 60mg X 2 5 60mg X2 | iFERERIES 1 2

L 7 60mg X2 |~t) ot VA 2 3

60mg X 2 7 60mg X2 | 7R M ERE 2 3

7 60mg X2 [~7h/Yy ME R 2 3

RIVEFIIZEIE J-ART 12 L 0 29¥8 L 7=,

SHSHHR e O & % 5

P LD o T2 BIVEFE B IR0 H e o iz,

@ /N e i A

ABRICB W TR S THRER LY 71—

1. HAEER

_ _ ZESER | RABS
AiverasE = EE S el IR 11 #5115 | 25145
FF 201X == FIAOITF £ [HEE_EWII_}‘EEE%ab_}‘

60mg X 2 10 50mg X 2 | 4f ek 1 2

50mg X 2 5 40mg X2 [~< ~7 U v MapD 1 2

60mg X 2 11 60mg <2 | A iRy 1 2

7 60mg X 2 | i ek 1 2

60mg x2 7 60mg X 2 | AKRIR 1 2

RIEMMEEILX J-ART I X W 3 JE LT,




(V. BB 2ES |

9) “ZEAlEEkER 7 L— RO ERSTERIER (05%)
P ii. {18 (CDDP & DfFH)
< E G > YTy R
2 LERY HIR
(mo%) 1a—X o FE|I—R - g — g
B S E| T | MRS E BltrAE =B | 1=BHS
=) -V s b
6 60mg X2 | [ i ERJ 1 2
60mg X 2 5 60mg X2 | HERED 1 2
6 60mg X 2 | 4 R 1 3
50mg X 2 6 50mg X2 | BRI IE 1 2
5 50mg X2 | R IEREA 2 3
6 50mg X 2 | R BRI 2 3
50mg X 2 5 50mgX2 |[~~ ~7 U > Mg 1 3
6 50mg X2 [~v b2 U v MERD 1 3
7 50mg X2 [~~ k7 U v MR 1 2
5 40mg X2 |{RE R 1 2
50mg X2 5 A0mg X2 | falEde 2 3
7 60mg X2 | iR 1 2
7 60mg X2 | 7RI ERJE/D 2 3
60mg X 2 6 60mg X 2 | 4 R 1 2
7 60mg X 2 | 4f kD 1 2
9 60mg X2 | HERED 1 2
6 60mg X 2 | M/ s 1 2
60meg 2 7 60mg X 2| MFE{f -5 2 3
BV BT J-ART 12 & 0 A9 LT,
© FTRRESUT R ILIE KRS TRheE TR 25 )
ZHRER | RERE
— BEa— _
132 | gma—x | F21—% BIERI% 5145 | 12545
BHRIRE Bts 5 £ Care | o lme e
=a9 -V i&E7 b-b
60mg X 2 7 60mg X 2 | i ek 1 2
11 50mg X2 [AST(GOT) -5 1 2
50mg X2 10 50mg X 2 | i Bk 2 3
50mg X 2 7 50mg X 2 | FEly « - 1 2
60mg X 2 7 60mg X2 |HE.Ly - i 1 2
50mg X 2 9 50mg X 2 | HEly - MM 1 2
BIEF T J-ART 12 L 0 ¥ L=,
® W
BIEEER | REIRE
1a2—X HFEI1—X _
— Ell : N : ~
B S E| T X | B R BlfER% B0 | 1SBHE
=a9 -V i&E7 b-b
5 50mg X2 | Y v e B 1 2
7 50mg X2 |7 Ko pEmEn 2 3
50mg 2 8 50mgx2 | % B 1 2
5 50mg X 2 | FRImEREE D 2 3
50mg X 2 6 50mg X 2 | 4F P EREOE 2 3
BIVER FI3EIT MedDRA v8.1 12 L 0 2% L 7=,




| V. asIcEY 5EE |

2) LaetERER

7,11~16, 20~22)
<R R >
(D3%)

(5) A - IWRERIRER

(6) TEFR A =2

1)

2)

ikt A R A A A

(— M {1 B AR
A R B RGR
A A RS LR
#) | SERTE%T
—H = A,
1 AR 78 1% il R R R

%

A
(]

%

iy

1

X ENE L7
7 - AR oM E

@ REsE R

AIHAEAER | REHRE
g AR | B2 BHER% 285115 | <815
e -V |&a) b
TI5=r T/ T
50mg X 2 8 S0mgX2 | 55 L5 v 1 2
10 50mgX2 [~~~ k27 VU v FEd 1 2
5 50mg X2 | ~~< FZ7 U ~Ngid 1 2
50mg X 2 5 50mg X2 | ~F7 o b 2 3
6 50mg X 2 | [ ERE s> 1 2

RIVEA AGEIX MedDRA vI.1IC KV 3HE L 72,

EW# 53 BRICBITRIC IR S AR 38 1 2 HUEE ) Bl & 0 28
L UTZERNT., BED K Z—70 40.0%0>5 42.0%721F T, FOMIZITER
O LR T,

i M Ok % 70 B 22 R BRI S M & 2 BRIRRUBRIT &M L Tuieuy,

(5 FH Rl o )
ORI
1999 4 3 H OFFEBRLAE RO 1 AFERNTIE 2 O Ao A 2 e L
oo RAMEREMAER] 3808 BT 2 RIMEFFE BRI 74.3% (2831/3808 fi)
ThHY ., EREWEFHREBRIILTO LB THholz,

EER2 BMERHEE JL—R3ULBEMERRRER
i Bk He ) 26.0% ( 991/3808) 2.6% ( 99/3808)
I BRSO 21.3%( 810/3808) 6.1% (231/3808)
2 i 15.8% (' 600/3808) 4.6%(177/3808)
ISV ARV 57 9.0% ( 343/3808) 1.6% ( 60/3808)
BN 7 el % 8.3% ( 317/3808) 1.5% ( 59/3808)
BRCRR 26.4% (1004/3808) 5.9% ( 226/3808)
FEL -+ Mg 19.3%( 734/3808) 2.2%( 85/3808)
O 16.5%( 629/3808) 2.0%( 77/3808)
TR 17.5%( 666/3808) 3.5% (132/3808)
B R E 14.6% ( 557/3808) 1.1%( 43/3808)
BINPN 12.5% ( 476/3808) 1.2%( 46/3808)

RIVEMHEEIX MedDRA/ v7.1 12KV p4E LT,

B GRS 2 LT F = Al PRI, El R OMRE ) 5 Cockeroft-Gault 27 %
AWCHEH L7227 LT F=027 Y7 7 v Al (Cer HEEH) BICEIEAREBEE
HFt LR (R o R I6E S BE 9 2 A E A RGER A ORER B AHE LT2) |
Cer #EEMERMIESNT ERIERRBERE L, hoZORENERILL T,
Fro. HE(EIC 1 B LTRELBS LIERIZ W TR, AEEREHLE
BN LRIWEHIZEBLRAME T LTz,



(6) TBIEAME

(oo%)

[ V. amiIcET 3EE |
HESHRSFBED =% 5 5B ER
= | = 5B . & B
Cotteie | BER | r—ranr | PR | wi—raur
EH’EH@%EEX BIVERRIRE
0= 79.2% 26.8% 70.7% 24.3%
= (835/1054) (282/1054) (224/317) (77/317)
s0= <s0 | B808% 32.3% 1.7% 26.0%
= (1087/1345) (434/1345) (309/431) (112/431)
s0= <0 |  B814% 42.5% 79.9% 33.8%
- (319/365) (155/365) (123/154) (52/154)
“30| 900% 75.0% 82.4% 471%
(18/20) (15/20) (14/17) (8/17)
1) Cockeroft-Gault =
Cer #EE M= ((140—4FHh) X (KT (kg) )/ (72X i~ L7 F =2 (mg/dL))

(EMEDHZEITE BITHFELNIHE 0.85 (57 5)
RITEM MFEIX MedDRA/ v7.1 I K D 3 dE LT,

© SHSEEE
2001 4 4 A O%hA JJJB (PR, B R O AR A 2 i L 72, 28
PEFEAMAE ] 8375 Bl F51T 2 RIVEHZEBLERIT 73.3% (275/375 ) TH V| F
ng'Jf/ﬁﬂ%%ﬁfﬁu%@ziuTOD LBV THoT,

El1E A% BIERFEE JL— K3 ULRERRRE
SRk~ e % 24.5%( 92/375) 5.1%( 19/375)
I R ER SR 14.7%(  55/375) 4.5%( 17/375)
& IMm 2.9%( 11/375) 0.5%(  2/375)
~ES OB UL 15.5%(  58/375) 1.9%(  7/375)
IR > 8.5%( 32/375) 0.8%(  3/375)
B IE 32.3%( 121/375) 3.2%( 12/375)
UL o M- 12.8% (  48/375) 1.1%(  4/375)
T i 8.3%( 31/375) 1.1%(  4/375)
LEIsNRe 20.3% ( 76/375) 2.9%( 11/375)

BRI 6.4% (  24/375) — ( 0/375)
AN 14. 9%( 56/375) 2.7%( 10/375)
BIVEF FIR81E MedDRA/M v7.1 12 L 0 9% L 7=,

@ FE/INHI e ez
2004 4 12 H O%hEEB
PEFHIAE S 1669 4112
v, TS-1 HH| & O TS-1+CDDP fifHIz

Mz, 2 EFOFEHERELY EE L7, &7
B3 EI1EAZREERIL 67.9%(1134/1669 f5]) TH
BT D EREIWEARBLRIILLT O

LBV THoT,
TS-1 B (1046 f5l) TS-1+4-CDDP #FH (403 151)

BlfEAA = N FL—FR3pkE | S = | Y L—F3uEt
M i BRE sk 11.5% (120/1046) | 1.8%( 19/1046) | 31.5% (127/403) | 7.2%( 29/403)
RRES R0 7.7%( 81/1046) | 2.7%( 28/1046) | 22.1%( 89/403) | 9.7% ( 39/403)
2 8.7%( 91/1046) | 2.0%( 21/1046) | 19.6%( 79/403) | 6.2%( 25/403)
~EZ U | 7.9%( 83/1046) [ 2.0%( 21/1046) | 20.8% ( 84/403) | 6.5% ( 26/403)
IR D 10.9% (114/1046) | 1.9%( 20/1046) | 25.1%(101/403) | 8.2%( 33/403)
B R 14.0%(146/1046) | 2.4%( 25/1046) | 18.9%( 76/403) | 3.7%( 15/403)
B[ 8.2%( 86/1046) | 0.9%( 9/1046) | 16.9%( 68/403) | 3.2%( 13/403)
[HE= 3.8% ( 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)
FE I 3.1% ( 32/1046) | 0.4%( 4/1046) | 2.5%( 10/403) —( 0/403)
BRI RE 3.7% ( 39/1046) | 0.1%( 1/1046) | 2.5%( 10/403) —( 0/403)
PN 3.4% ( 35/1046) | 0.4%( 4/1046) | 5.7%( 23/403) | 1.2%( 5/403)




(V. amicEY 2EHE

(6) TBIEAME

(oo%)

@ FHfirae

EGER R
2005 4F 11 H ORIEEBINZ L, 2 EM O HEGERE L i LT~ L2

PERHEYER] 1361 FlZ 35T 2 BINEMFEHLRIL 63.0% (858/1361 i) TH v | F

IREIWERZEBLRIZLL T O LB Y ThH o7z,

EIER%A BIERAHRE JL— K3 ULBEERRRR
i BR R 16.7%(227/1361) 3.4% (46/1361)
At Bk A 11.7%(159/1361) 4.2%(57/1361)
2 i 7.6% (103/1361) 2.4% (33/1361)
A~ 1 e D 5.6% ( 76/1361) 1.0%(14/1361)
iAo e 10.1%(138/1361) 1.4%(19/1361)
BARARIR 6.3%( 85/1361) 0.7%(10/1361)
O 6.6% ( 90/1361) 0.5% ( 7/1361)
Mgt 3.5% ( 48/1361) 0.7%( 9/1361)
T 10.2%(139/1361) 1.5%(21/1361)
(YR 2.3%( 31/1361) 0.2% ( 3/1361)
BRI EE 3.8%( 51/1361) — ( 0/1361)
A% 4.7%( 64/1361) 0.4%( 5/1361)
© B

2006 4F 8 J] DZREB NI 2 =[] O ff F i AL 2 Ikt L 72, 24

PEFHMES] 421 Bl T 2 BIVEARBLEIE 60.1%(253/421 #1) TH YV | TS-

1 HAIL O TS-1+EEE 7 L % £ (GEM) fERIIZRT B £ RIER SRS B,
RIILLTDOEEBY ThHoTo,

TS-1 E#I (260 1) TS-1+GEM 3 F (153 1))

WERE D ammmme | 7L F3BE | aiemems | 7L FIME
M i ERHaED 11.9% (31/260) 1.9% (5/260) 34.0% (52/153) | 15.7%(24/153)
i R EREOR D 6.2% (16/260) 2.3% (6/260) 30.1% (46/153) | 20.3%(31/153)
2 6.2% (16/260) 2.7% (7/260) 13.1%(20/153) 2.0% (3/153)
~NES 1 E R 5.4% (14/260) 1.9% (5/260) 8.5%(13/153) 1.3%(2/153)
i/ 15.0% (39/260) 1.9% (5/260) 26.8% (41/153) 5.9% (9/153)
BRGEOR 10.8% (28/260) 1.5% (4/260) 9.8% (15/153) 2.6% (4/153)
B 8.8% (23/260) 1.5% (4/260) 6.5% (10/153) 1.3% (2/153)
Mg - 4.2% (11/260) 1.2% (3/260) 2.6% (4/153) 0.7%(1/153)
] 7.8% (19/260) 1.9% (5/260) 3.9% (6/153) 1.3%(2/153)
s 3.8% (10/260) 0.8% (2/260) 5.9% (9/153) 0.7%(1/153)
BRI EE 3.8% (10/260) — 1.3% (2/153) —
A% 3.8% (10/260) 0.8% (2/260) 3.9% (6/153) 1.3%(2/153)




(V. BB 2ES |

(6) TBIEAME
(m3x%)

® RHjERE
2007 4 8 A OFIHE BN, 2 FM O ERAE 2 350 L7, TS-1
B ] C O MEEHMEERS] 318 Bl 2 RIVEHZE1=R13 53.8%(171/318

B THY ., ERBIERARBIARIUTOLEY ThoT,

Bl Bl RREE At e
BIVE B 53.8%(171/318) 16.0%(51/318)
I I ER %R 12.9% ( 41/318) 0.6%( 2/318)
I BRSO 11.6%( 37/318) 4.1%(13/318)
~T7 1R 9.4% ( 30/318) 3.1%(10/318)
IR BRI 5.3%( 17/318) 0.0%( 0/318)
A 1f. 2.8%( 9/318) 0.6% ( 2/318)
[ R= A il 5.0% ( 16/318) 0.6% ( 2/318)
ALT 50 0.6%( 2/318) 0.0% ( 0/318)
AST #41 0.6%( 2/318) 0.3%( 1/318)
DiIRANY el % 11.3% ( 36/318) 0.9% ( 3/318)
BRI R E 6.9% ( 22/318) 0.0%( 0/318)
BRAIR BRI 11.3% ( 36/318) 1.9% ( 6/318)
TN 5.3%( 17/318) 0.3%( 1/318)
Mgt 0.9%( 3/318) 0.0% ( 0/318)
T 6.3% ( 20/318) 1.6%( 5/318)
AN 8.5% ( 27/318) 1.9%( 6/318)
UFFE A FH A R )

O RYEERICEET 2FE
F R T BRI (2 =0 — ) IO S VT EBI D H T o bl A 52
U BRE RL e Glfoe (7 7E) & s S e BERI 25 B, 5B 6 » A
% &Y 6 » AR 2 FRIBHHA Z I L7z, AR & & 5%
DL BINER (9)38) DFEBLa — A Z LI IR LT,

FHI1—X

EltER% 1234|567 ]|8]9]|10]11]12][1
ISR | 515 | IR | 515 | Ik | BU% | Ik | BB | ISk | ISR | % | 1%k | %k

HifEkEgsd 1130 865|126 72| 25| 14| 9| 11| 4 1l 1 2
P EREaR) | 945( 689|121 65| 29| 17| 12| 3| 3 1l 1 4
7 m 741|454 146| 80| 23| 15| 8| 3| 3| 4| 3 1|l 1
~B)TRET VD | 440|281 62| 44| 18| 11| 10| 7| 2| 1 1l 1] 2
m/ o | 873( 247 70| 19| 17| 5| 2| 2| 4| 1| 3 1l 2
BRI 1241|789|215| 96| 61| 24| 11| 14| 11| 4| 6| 2| 3| 5
E AT 885|585|149| 63| 33| 18| 10| 8| 6| 6| 1| 2| 2| 2
T 774|501 | 128| 64| 33| 22| 6| 3| 5| 3| 3| 1 5
i 843(500(166| 77| 86| 19| 17| 8| 6| 4 2| 2| 1| 5
fFbAERE | 669(398( 159 54| 23| 14| 7| 6| 3| 2 1l 1 1
A% 558( 376|100 32| 22| 10| 5| 5| 1| 2| 2 3

RIVEM FAGEIX MedDRA/ v7.1 IC KD 8 L7z,



(V. amicEY 2EA |

(6) TBIEAME
(m3x%)

BIEFDOF THROFPLBOOLNTEWEHO 2 — A E2EH LIz 2 A,
84.2% (2534/3808 f5) 7 1 == — A THELL TV 7=,

a—ZH 1 12 (3|14 5|6 |7 |89 |10 (11 |12 [1X
BESRIE 1%k 3808| 2788| 1636| 1204| 842| 643| 481| 380| 271| 214| 179| 150| 108

BIVERWIZ 0% | 2534] 297 96| 42| 20 7| e 3] 1| 2| of o] 2

RBIEMWIs s st | 84.2] 99| 32| 14| 0.7[ 0.2] 02| 0.1]0.03| 0.1 0.1
(FEBLFIER 3010 il % R % % % % % %] % %] % % %

@ BFEOEFEFHED
T o R A LB R SALTIEBI O T, B HBHAA 1 AEDANIC G
Hik S RTIER & TR, & O% ORIRE 2 BEREE Uiz, AFHf ok
il (MST) 1% 8.3 # H (95%{ZHHX M : 8.0~8.6 » H). 1 FEATF=HRIL 33.3%
TH Y, BIEGARSE AR O JLE 244 A (8.0 » H) . 1 HF4A73FE 36.6%
RIS R TH o T,

100
90
80
704
60
50
40
30
20
104

0“ T T T T T T T 1
0 6 12 18 24 30 36 42 48
EHFHRA)

— 2EH

S # R

@ it DA RIFTRHEIC T oA
SESH AR F RS OB SR S UTIERI O T, BRI UIRR T 2 FE
L7 2 58z, IR A OHE 2 A Uiz, ZarkitiiEsd 41 flicisir 5
ite B OHERBLEIL 12.2% (5/41 ) TH Y . = ONFRITAIREGE 2 51, B
2 5], REHSEE LI Th Tz,

(L AR e 212 S L 7 B R AR

O HEATHEICBT D TS-1 OIEMBR DGR >
BIBRASRE S5 B ERIE B CRIGHERT) 2 x5t & L, TS-1+CDDP fffiRf
(A4 21 H HhE A A5 (2 0%3E 14 B#) 12, CDDP 60mg/m? % % 8 H
HiZ#e ) (148 #i) & T'S-1 HiphiE ORAI 28 H [ H ik A& G-, T DREIREE
14 HI#) (150 ) % Folse st U 72l R (BRI o h Rl 34.7 % H) . AAF
MM el TS-1+CDDP Jffff 13.0 » A, TS-1 HAlEE 11.0 » A ThH-
7oo HEAFHIRIO N — REE 0.77 (95%EHEXH : 0.61~0.98, log-rank f&7E,
p=0.04, RFFHIFEHTO p ) T, TS-1+CDDP HfHREE TS-1 BUMEE & bl L
THLEY A7 % 23%K TS/ (K), £ER EEELEZ ONDLIAEHS
WRFIR LT,



(V. BB 2ES |

(6) TBIEAME
(m3x%)

100
90F "‘

TS-1+CDDP#

KB
FETHIE

14841
12941

TS-1%¢

15041
13941

80
701
60
50
o, 401
30
20
10}
0

AEEAR P g fE 135 A 115 A

e

TS-1+CDDP#H:

) FeSter

(
—
¢
3

0 6 12 18 24 30 36 42 48 54
) % St G AR OD
TS-1+CDDP#f 148 121 80 51 35 21 15 5

TS-1%f 150 107 71 43 23 10 6 2 1
F B OE (%)
HFEER TS-1+CDDP & (148 4l) TS-1 & (150 #)
25 L—FK|FL—K3pLE|&2FL—FK|4FL—F3LE

i BR s 70.3 11.5 38.0 2.0
iR ER I 74.3 39.9 42.0 10.7
2 I 67.6 25.7 32.7 4.0
/NI 48.6 5.4 18.0 0.0
FEEME I P BRI E 3.4 3.4 1.3 1.3
BERAIR 72.3 30.4 36.7 6.0
mL 66.9 11.5 26.0 1.3
Wt 36.5 4.1 14.0 2.0
T 34.5 4.1 22.7 3.3
0N 29.1 0.7 21.3 0.0
W 56.8 4.1 32.7 1.3
=R 35.8 — 40.0 —
BB 21.6 2.0 18.7 1.3
R 17.6 0.0 16.0 0.7
TR SEERE 9.5 0.0 12.0 0.0
7 L7 F = HE 21.6 0.0 2.0 0.0
K~ Y U AME 8.8 2.7 0.7 0.0
KRR = 2 —m AF— 4.1 0.0 0.7 0.0

&7 - NCI-CTC v2.0

@ B FEIN B O BRR iR =

D2 HUIBR#%E D T1 SER 2Bk < B 7Y Stage 1. I (H B RO EH
13 h) O BRI UIBHEG 2 xt5 & L, TS-1 &5 (it 1 4FE[H) B (529
B) & FATEANEE (530 1)) 2 bLleiat L 7ol 5 (B oo mhofil - BIAS 12
2.9 ), AFHHO Y — R 0.68(95%F#HX M : 0.52~0.87, stage
ZJg & L2 @5 log-rank #i €. p=0.003, % H Lo p fi) T, TS-1 &5/
WETATHEIREE & LR U TR U A7 % 32%IK F S¥72, Elfttk 3 4EDAAF
T, FPHHEIEE 70.1%., TS-1 &5/ 80.1% Th o7, £z, HEHRALF
HIF DO~ — REIT 0.62 (95%(FHEHIX[H : 0.50~0.77, stage &g & L7=)3
B log-rank Fi7E. p<0.001, 4 H LD p i) T, TS-1 #¥GREL T EMAE
WU THEIRE Y A7 % 38%IK T &8/, 3 FEMmERAFRIT, THHEM
B 59.6%, TS-1 BHRE 722% CThHh o7 (M), TR EEELEXOND
AEFREZRRITR LT,




(V. amicEY 2EHE

(6) TBIEAME
(m3x%)

B A S 5 AFERRIBBIEE Ui R A oY — REE* 13 0.669 (95%
{EHHIXH] © 0.5640~0.828) T, HIfF12 5 FEOAEFFIT, FITHEIMEE 61.1%.
TS-1 B LBE7T1.7% CTh > 7=, BEFEAGFHM O Y — FEE*1E 0.653(95%
EHEIX M 0.5637~0.793) T, 5 FMEHREALFHIL, FITHIMEE 53.1%.
TS-1 H 58 65.4% T - 7= (X),

% : Cox [N — RET L

L AERE

100

SELEFE

100

£ —Tsmen £ Tsmsm
s [ FIRHEmE s [ TR
. 50f U 10] et
% [ 9 — N =0.68 (95% = X [H]: 0.52~0.87) % M~ — K H*=0.669 (95%{E X [: 0.540~0.828)
i TS-1# 54 Tl HME i TS-1# 5 FAITHUMAE
| m%k 5291 5301l | pk 529/l 5301
F|3fFEATER  80.1% 70.1% |5 TLT% 61.1%
0 1 1 1 1 1 0 1 1 1 1 1
0 1 2 3 4 5 0 1 2 3 4 5

Bl H NS OHAM (4E)
Y A7 e GEGIE)

T B2 O (FF)
U 27 554 GEBIER)

TS-1#x5# 529 5156 370 196 46 TS-135#f 529 515 465 416 363 316
FHTHEMEE 530 504 352 163 40 FIrHEMEE 530 504 438 365 327 268
* ¢ Cox JLBINY— FET L * ¢ Cox JLPINY— FEF L
LAERFE
SERBREFE SERBREFE
100 100
— TS-1 57 — TS-1#&%54f
1 — FTHLRE e — AR
£ -
eI Eic
£ £
= 50 {8 BOp=--mmmmmm e T
f [ /W — FH*=0.62 (95%(EHHIX/: 0.50~0.77) f [~ — FE*=0.653 (95% X [H: 0.537~0.793)
% T TS-L& 51 T BT % T TS-1 50 FFHAE
I~ [EsI% 5294 5301l - [JE#I 5294 5301
[ BFMEIRAL R 72.2% 59.6% F[FERR AR 65.4% 53.1%
0 1 1 1 1 1 O 1 1 1 1 1
0 1 2 3 4 5 0 1 2 3 4 5

FISF A2 b O (4F)
U 27 6 GEFIED

BT A2 D OWIM ()
U 2 7 546 GEBIE)

TS-14#% 58 529 463 290 145 25 TS-1#% 58 529 463 399 354 322 201
FHTEMEE 530 437 252 111 21 FHFEMAE 530 437 348 302 254 147
* 1 Cox Hefpl#— RET L * 1 Cox lefpln#— REF L
BEXARER
£ R X%
HEEZR TS-1 %58 (517 ) FHTEIREE (526 41)
25 L—K|FJL—FK3LUE|[25L—F|5JL—FK3LE
EREREE 59.4 1.2 24.1 0.4
g 90.1 1.2 72.1 0.8
/N 25.9 0.2 6.8 0.4
AST (GOT) #5n 44.9 1.7 42.8 3.4
ALT (GPT) ¥ 43.3 1.2 43.0 3.2
UL E BN 46.0 1.5 11.2 1.1
7 LT F = N 5.2 0.0 5.3 0.4
XN 61.1 6.0 15.8 2.1
oD 39.1 3.7 10.1 1.1
i M 22.6 1.2 11.0 1.9
T 59.8 3.1 18.4 0.2
0N 32.1 0.2 3.4 0.0
W 59.0 0.6 18.1 0.6
AR 32.5 1.0 2.3 0.4
e N 46.6 — 0.4 —
H#E . NCI-CTC v2.0




(V. BB 2ES |

(6) TRFRAEE #

(oo%)

@ FNE ZRREGNED D HER2 [21E THAEE U A 7 OHAIEIT YK E S

%Eﬁ{jﬁ 27,28)

FERR IR M PR & 22 W S 7o il Stage T ~Stage TB (FLyEHUHK
WHFIEE 16 1) D 20~T75 ik DM TIHRIG RIS e T S4Av Tl v . ER Btk
7> HER2 [EMET, H3 Y A7 BWHRILLEY TH HBEZ AR E L, HEHEN
PRINE NSRS (B AERTHERD) 12 TS-1 #5242 5FR 1 FEMBEH L1 (952
B) & NPUWSEIED R ORE (967 f5]) % belgehiat L= iR, FEFHMEEE Th
% iDFS c:iﬁé?ﬁ%iﬁ%ﬁeim&l OFFARET 87.71% (95% S #E X[ : 84.67
~90.18) . WA MEILEEIMEET 81.83% (95% EHEIX[H] : 78.44~84.74) TH
D ADFS 2BV THBEFICA E R 20378 b vz (log-rank &, p=0.0002,
FREEAIFEAT O p B, T EMEATIRF DA EKE 0.01) . iDFS IZDW T OIRHEIED
HE AR L LT Cox BN — KET M K DEIMBED Y — R
0.61 (95%Z#EX M : 0.47~0.80) Th -7, (F—X v FA7H : 2018 4
11 A 1H) (X)),

TE) AR S T REXUTNE & B Y A7 ORISR B0, ERITF L TH B,

F 77, BIRGHEE B l2RW T, 24 FIR (overall survival ; OS) (2519~
% BRAEFRIL, TS-1 DFHBET 95.45% (95% EHEIX[H : 93.39~96.88) . N
G VASERTE BUMEE C 95.87% (95%(E XM : 94.14~97.09) Th -7, OS 2D
WCOIRFEEO R Z AR L Uiz Cox I — RET/IZ X DEIREED
AP — R 0.90 (95%(FFEX[H : 0.56~1.44) ThH - 7= (X)),

T s e A 7RI Y] (distant disease-free survival ; dDFS) (%192 B4
I, TS-1 PFHEET 91.08% (95%(SHEX ] : 88.49~93.11) . W/l
AL T 88.36% (95%(E#EX M : 85.72~90.53) T - 7=, dDFS {22\ T D
IBFRED KA AR L LTz Cox Hfl Y — RET UK DEIMEEO NP —
REIE 0.70 (95%(E#E X : 0.51~0.96) Th-7=,

Y A= ] (disease-free survival ; DFS) 125604 2 BFEAFERIL TS-1
FARE T 86.86% (95% 15 #EH X 4] : 83.96~89.27) . W4y W& ik B BE T
81.60% (95% EHEX M : 78.56~84.26) TdH ~7=, DFS 2O\ TDIREIED
FH I E L LTz Cox WHINY— FET UL BEITREO Y — R
0.63 (95%(Z#HX ] : 0.49~0.81) TH -7,

£, ARBROGEFELEHIGBIL. TS-1 PFHEET 954 #ith 944 fi
(99.0%) . PNZUAFRIERREE T 970 filH 769 $1(79.3%) Th o7z, Wi
DORETHBIEIGDN10% L, EOAEFRGLIL, AimekiEd (TS-1 fFH#E 54.4%,
W ARIE BT 28.6%., LA T, [RIIE) | FZRE skl (50.8%., 3.4%) ., 7 7
=T T URT =T —BHIIN(42.9%., 20.3%) | i FEREGR (42.0%.
12.1%) . MLFE YL EHEIN(40.8%, 7.1%) . #57(39.1%, 9.1%), T AN
TXUET I ) N T UAT 27— B HEIN(38.6%, 13.8%). &Ifl(34.9%.
15.6%) . > (34.5%., 3.6%). FH#i1(32.3%. 2.5%). M/ MrEED (32.2%.
8.6%) . AR (28.7%. 3.7%) . HIPEREIES (27.4%, 3.6%), 7 LT F =
N (14.0%, 14.1%) . BER ZIREZE (12.9%, 3.83%) . MR ILH (10.6%.
0.2%) TH 7=,

FV—2 BNRE TN RIS DV EE . V-4, AR O &EIZEE T 51

Ao



| V. asIcEY 5EE |

(6) TLJRMYME ] »~%) HEEDAEFES GEC AR L. TS-1 JEHBET 23 i, P4 W EEEM
(55%) BET OB Th -T2, 2 BILL LIRS HIERIE, TS-1 PEABETIL FHIN
6 i, Jilifigae 2y 3 i, BHTAS 2 B, PN WA A HEAREE C I iilgk 2% 3 51T

HoT,

FECIZE S TIERNIE, TS-1 OFHBEDOMARZERRIE 1 B, P/ WL FIEE
D.OfFEIE 1 I TH o7z,

FBHPILICE > T AFFRRIT, TS-1 HFHEET 64 . WML HMEET
3PIThHoT,

100 -“%ﬁﬁﬂmﬂnﬂ.’_.ﬂu“
3 ) L 1m
& 80 | b
L3
&=
£ 60|
1)
I
Ly
Lot
ng — TS-14mE
% 20 F — ADEEEIRE
= HR* =0. 61 (95%{SHERAT : 0.47~0.80) ; log-rankiR3E. p=0.0002 (IZIEAIARATODIE)

O l l l l l l l l l l l J

| |
0 6 12 18 24 30 36 42 48 54 60 66 72 8 84

REMREOTVERFLM (A)
VRV EE GEFIF)

TS-16t A% 952 937 917 905 878 841 759 629 483 295 86 23 2 0
Mo EGEBIREE 967 946 917 890 848 811 724 590 428 276 65 19 3 0
*  RAREDHEREE L LICoxttBINSF—FETIL

REMEREOGTWAERFR (hREEN) (FAS)

100 (Aluibin oty 0 VU L L3 e 1

A —

8 |
i
Lo}
%
% 40 |

— TS-1pERR
20 | —— ANMEERIREE
NP KE*=0.90 (959 : 0.56~1.44)
0 Il Il Il Il Il Il J

| | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 2 8 84

Bl EMCOHRE (A)
VAV %KE ER

TS-16t RS 957 947 940 935 918 899 871 795 652 473 237 104 22 2 1
N REGEEIREE 973 963 957 943 9256 909 881 806 645 478 214 9% 27 1 0
* REEDHEREE L LICoxtbBlNF— FETIL

SERER (REMEH) (FAS)

[V-2. BT R BT 25, [ V-4, AEROHEICBEET 5 EE)
DIEE LMW,



(V. BB 2ES |

(6) TBIEAME

(oo%)
FEER (WA DETHEFEEEN10%LL L) SRR (%)
Jy, TS-1 BFFA & (954 f5l) Ao iR B B (970 441)
25 L—F SL—K3LL 25L—FK SL—K3LE
M eI 261(27.4) 4(0.4) 34(3.5) 0
BN HR 274(28.7) 3(0.3) 36(3.7) 0
HLL 329(34.5) 2(0.2) 35(3.6) 0
F i 308(32.3) 18(1.9) 24(2.5) 0
F i oSk R 480(50.3) — 33(3.4) —
iR NTR S IN 8 123(12.9) 1(0.1) 32(3.3) 0
%t 373(39.1) 6(0.6) 88(9.1) 0
A 333(34.9) 3(0.3) 151(15.6) 0
TI=r T ) T AT 27— 409 (42.9) 6(0.6) 197(20.3) 10(1.0)
TANRGX T I ) b T A7 2T —BHIN 368(38.6) 1(0.1) 134(13.8) 5(0.5)
JiiiR =R P N b | 389(40.8) 10(1.0) 69(7.1) 3(0.3)
LT F =B 134(14.0) 0 137(14.1) 1(0.1)
I P ERE G 401 (42.0) 72(7.5) 117(12.1) 7(0.7)
i/ RSk 307(32.2) 5(0.5) 83( 8.6) 4(0.4)
(A 1 Bk 519(54.4) 15(1.6) 277(28.6) 2(0.2)
R 101(10.6) 0 2(0.2) 0
reesea A pSE & Tl

7L — & CTCAE v4.0 HAFER JCOG iz FEo<

() Z ot~

5

[V -2, ZHRESUIRNRICBIE S 28 ) V-4, HER O SIS 25 &
DIEZ 2,

1) BHERER, EBALAN, SRR R h S (EEHE N )
@O B 5
T4 —2 AT (TS-1, 7 H7—/L(FT)& & LT 80~150mg FHY4 &/
H). 1 H 2 [E5E# 08510 X 2 MR 2 it L7/, By
5T 46.5% (60/129 ) | H « B T 32.6% (42/129 ) | BASHHEE T
34.1% (29/85 f51l) | FE /ISR IES CRIGHEBI) T 18.2% (18/99 i) . FHli~
RE UL A8 LA C 21.8% (12/55 i) . A& T 32.2% (19/59 i) . AHsEN (FL
SEEVE, REZEHE K& OVTAMBEE Ob P HRIEARTBRB]) T 30.5% (18/59 i) T
ot 7B, I/ R O BTG R 55 ARRRBRIZ 351 2 BEVR G 16
B ({E2FET 9 Bl 2 OMUIZ T & 2 WIS BRER) TIXZEplixqE
O LN T,
@ PFAEEHRE
F/ KA e CRIGIRBI) |2k~ 2 1t BRI S TARRRBR & L CTTT > 72 0f
ARBR (A 21 ARBE PR O EC, A7 F 2 (CDDP) 60mg/m? % 4 8
H BI85 128 DR AGE 2 45T L2 /G0, 2h381% 47.3% (26/55 f)
ThoT,



| V. asIcEY 5EE |

(7) ZOf >~
(oo%)

EENNESMNR

EiE BEER LB ﬁfg crR|PR|MR| NC |PD | NE |
ATHAZE D4R 28| 0| 15| — 4| 6| 3|53.6%
- BWEIMT 7 v—7 51| 1|24 — | 11|13 2|49.0%
A . ,
BHIEIMEK 7 L—7 50| 0|20 — | 16| 13| 1]40.0%
B DOAE 129 | 1|59 — | 31|32 6|46.5%
A T AH 30| o| 5 3| 10 5| 16.7%™" "V
e . | WIS TTAE A BB 61| 0|22 3| 24 4136.1%
ELJHE | 4% 145 T AH B 38R 38| o|15| 5| 14 0 | 39.5%
fEE - B OAE 129 | 0|42 11| 48| 19| 9|32.6%
| HTIE AR 26| 1|11 o 10| 2| 2|46.2%
ﬁi ﬁ?&ﬁ;ﬁ%ma 59| 4|13| 2| 21| 15| 4|28.8%F?
5] (¥4l
BASEE I DG FF 85| 5|24 2| 31|17 6|34.1%
AT T AE 40| o 5| 0o 19|13 3]12.5%*?
HA
FE/N Eifj TR HA%E AR 59 of13| 1| 22|18| 5]22.0%
(f,’i?% JelamEo AR 99| o|18| 1| 41|31] 8|18.2%
b)) e
DR RIS TAH ) 0
B5 (CDDP GEm) 55 1125 4| 19| 6| 047.3%
FAARE
NE | I T B R < 55*1 o012 —|22% 20| 1|21.8%
ATHAZE D4R 19| of 4| 2 5| 0]21.1%
BR[| #WIE T 40| of15| 2 13| 1137.5%
s DA FE 59 of19| 4| 17|18| 1]322%
ATHAZE D4R 19| of 4| 1 8 1(21.1%
JETE 5 | 1% 3128 104 40" | 0|14]| 5| 12 2| 35.0%
RESE S DA 59 of[18| 6| 20| 12| 3]30.5%

* 1) ZBhER (%) ={ (CR+PR) /& H1% X 1% FAS}X 100
% 2) FAS : full analysis set
*3) &0 L RPUEM A MBIt 53R, RECIST &4 CHlE

*4) SD

1 AIERR S TR

{LZFRIEBN X T 5 Z8h 21T 25.0% (4/16) TH - 7=,
T2 0 WHEERFIAS AT 45 T ARGAER 4 Bl b~ TR THRER 22 41 L £ < EFEh TV 5,

3 RTHIERRSE TARRERIC B D RREA H 72 v OPIEE 5 BRIZE0=3 1T
<66.7Tmg/m?day : 4.8% (1/21) . 66.7~80.0mg/m?day : 23.1% (3/13) .

>80.0mg/m?day : 16.7%(1/6) TH -7,
2B, BEAHEN] 16 #] (BE3EIEIT 9 B, 2 OMIET & 2 WISHEBRIEH) TrERep)

IR Lot

;PR

— o Ln

FRER IR R BTG & & 6D CTHEME L7223 #4130 10> 5 HAIIA]



(V. BB 2ES |

(7) i, 320 BRI OmESESR
. [ B fu BIEBIZ |CR|PRIMR|NC | PD | NE | =& 1
(=5%) [ ATk 22 O 8] 0] 8] 5] L | 364%
% b HRE 46 1|1 16| 2| 18| 9| 0 37.0%
g7 ¢ A 24 0| 5] 2|13 13| 20.8%
LS FEEAED) 92 1129 43915 4 32.6%
#i Jiti 9 of 2 of 3] 4]0 22.2%
i B Jiks 57 119 3| 13| 19| 2 35.1%
X MR Y S 59 0[29| 6|15| 5| 4 49.2%
=3 SHIE U N 19 3110 1| 2| 2|1 68.4%
| o 15 o 5] 2] 6] 1] 1 33.3%
o % EN 8 0] 3] o] 4] 0] 1 37.5%
. B R GD 23 ol 8] 210 1] 2 34.8%
E | g i 54 115 8] 25| 4| 1 29.6%
%o % Jixs 82 2021 7| 34| 11| 7 28.0%
| B R WINAY: ] 20 0| 5| 2| 5| 3] 5 25.0%
0o 12 1] 6] 1] 3] of 1 58.3%
_-IAEE 5 1| 1| of 3| ofo 40.0%
JE T E 8 21 2 o 2| 1] 1 50.0%
T WEEE 3 o| 1| o] 2| oo 33.3%
B % Mz GH 7 1|1 3| o| 3| o] O 57.1%
. B R 13 21 4| o] 2| 3| 2 46.2%
o | R W 3 o] 1| of 2| ol 0| 333%
=+ T 1 0| o] o] 1] 0] o 0%
JR3EH (GH) 52 7] 18] 1] 18] 4] 4 48.1%
0 Jifi 26 o 1] 1]15] 8] 1 3.8%
. i 2 ol 1] o] o] 1] 0 50.0%
L S 1 ol 1| o| ol ol 0| 100.0%
P BB Y >/ i 29 1| 7| 5|11 2| 3 27.6%
HERR U o Hi 3 ol ol ol o 3]0 0%
B B 3 ol ol ol 2| 1] 0 0%
HTHRY > o)gi 1 ol o] ol o o 1 0%
P T SH SR 1 0| o] o] o] 1] 0 0%
- JsE R 54 o[ 11] 3129 65 20.4%
HE P2y 31 o 4] 31 16| 5] 3| 12.9%
iJﬂg i T 2 1| ol 1] o] ol o | 500%
?@ % fi 12 o| ol 2| 5| 3| 2 0%
it i 6 o] ol o| 1| 4|1 0%
| mil 1 0 o] of of 1]0 0%
Jia PR 1 0| o] o] 1] 0] o 0%
£ | I K& O 5 1l ol =3[ 1[0 20.0%
el R & KO T 12 ol 4] —| 5[ 3]0 33.3%
(5 IS ik 26 1l10] —| 14| 1] 0| 423%
RIE | B Jiti 7 o| 1| —| 5| o] 1 14.3%
N JF 26 o| 4| —| 16| 5|1 15.4%
REJE | B i 1 ol ol =| 1] oo 0%
RS 25 o] 1] 2] 12] 8] 2 4.0%
JiF 51 116 3| 15[ 13] 3 33.3%
. RS WINAY: ] 11 ol 2| 2| 4| 2|1 18.2%
L fi 7 0| 1| o| 5| 0| 1| 143%
g B 2 ol ol o] 2| o] o 0%
B HE 1 ol ol ol of 1] 0 0%
% g K 1 ol ol ol o|1® 0 0%
g EE 1 ol o]l o] 1| o] o 0%
5 g BE 1 ol of o| 1| ofoO 0%
L AR i 1 ol 1] ol o| o] o 100.0%
EHHE Y 2N 1 ol ol o] 1| o] o 0%
RT3 1 0| 1] o]l o] o] o | 100.0%
* 1) R (%) = {(CR+PR) /##&H1%} X100
% 2) #% BB R 5 T RIRRBR 0D 22
* 3) JRIFT AR K OV
% 4) BEE GRS A E ATRER A L8, FHMIATREHA L L TR o175,
% 5) fEZN 5
a A PIETREE L, b  MIEREETH D28, FEATRETH 2 BINE,
C R OVE AR
(B, R0 - R OB BT L7 b O & Bk
—E LR



(V. amicEY 2EA |

(7) ZOf >~
(oo%)

BB DORESHR (DDE)
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1. ZEZHICEESH D
EEYMRITILEYEE

2. EI(EF
(1) {EAL -
R 2

TNARG TN THT =N =TT THT =y REYTNY D,
HRUEE . TAFa T IUNRIEEY. 7 ik S U RIEEY

TR BEO D (LM ORI REL, BEFRXEZSRT 52 &,

KANOHETE S 2 EHIBE R OB 2 IRICR L7c, TR OB A G S O
FHERRE R DI EREAR L ZNOIZX D BHT D EER DN LMK
TEM zfifilsfb L TR L7,

[r ]

20— 4 P4sp (CYP2AG) &

Y

o1

w-FUMP By FAEmFR §
Fii Hice ;

TS-FAUMP | 3
L@ﬁgﬁ < sru i [Fume > > '(i%ﬁégl% B l

CDHP Oxo

e

> FUMP | > > > BEEHH T
oy 0B

b:=y=v—4-—oEmRsn

IRTUAARODIEREFIZETSETILE

AFIF O FT 13RI S 7= % iz by B R Rrfe L. 35 & LTl
P450 (F12 CYP2A6) IZ L W #r 2|2 5-FU [Z& e s 5 08, [FAIREIC 3 & LT
@ dihydropyrimidine dehydrogenase (DPD) (Z & - THfig 5z i), AiEHEAL S
%, CDHP ZZ @O DPD (2 &L % 5-FU D43 % iR 15> [ pIZfEE L,
i R OSHARN 5-FU % SR - RIFRFEHESE 5, £72. 5-FU O fiRbLE
2R S R T D TR E M DS AR SR A ) S D, MRRICEIE
L7z 5-FU XY VLI X D1EME b A2 32 1F, FAUMP IZ L% TSHE, H5H0»
(2 RNA ~DH Y AR XD RNA BERERRE 72 1T KV B CIIHE i |
THALAE Tl E RS 2 B8 CIEsins 2=, AANCEL S STV d Oxo
(I O B GBI ICRRECOM L, ZOMMT 5-FU OV BR{LiESR
orotate phosphoribosyltransferase (OPRT) Z45HiAUIZEE L, LB EEL
L300

VLED XD ICARANL, BLARsy o FT & CDHP OfERIC £ 0 i K& O
FAEP 5-FU % @i D R HFHE S & 5 2 L2 K 2 UG R O 58
&, Ox0 12 K D IHLERE OB Z — > DA CTRIFFZER LA TH 2,
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(1)

YEHERAL -
VEFRg Y 2%
(oo%)

1) BlAER
@O CDHP ® in vitro T® DPD PLEIEM & % Ofp ik 220

CDHP (3 DPD (2 £ % 5-FU D43z 5589 (FTRY) IZBRE L, 2D
PHEER (Ki) 1 3.6 X10 ™M & #E ST %, £7-, DPD [HFH DM S
1Z Uracil [ZHE~_TH 200 RV EEMTH 5,

CDHP |3 DPD O 7% F A9 FHE L, o> 5-FU ORGEHICE 57 %
i3 H1H OPRT (EC 2.4.2.10) . uridine phosphorylase (EC 2.4.2.3; UP)
&% Of thymidine phosphorylase (EC 2.4.2.4 ; TP) Z13 & A FRRE L h
e f:o
FT & CDHP O #5140l 5-FU JEHERS (5 > 1))

T v M FT Hhd 50 % FT+CDHP (FT (24 51 1
0.4) % FT & LT 20mg/kg # A5 L, fLH 5-FU R 2 HIE L7,

ZOFER, FT B¢ 5-FU 1XIE & A ERt S i > 7223,
FT+ CDHP Ti% 5-FU REMNEWIC EH L, 1~2 BHZIZHN
600ng/mL OERELZ /R L=, Z0Z & XV S2Z DPD OEIC
EoTFT 2ot S5 5-FU D43 RSB &S AU i i 2 235 5
N5 ZERMER I T, DPD IEENFIETICFIE T 5 12 FEff i3
i 5-FU IZIZIFHR LT,

CDHP @ 5-FU 3k iR sl kb4~ 2 1EfH (=7 2) %

5-FU |2 L 5 ik s, £& LT5-FU O THD F- -
Ala BNFIZRH SN TEL DI 7 A e 7 = UBRXIT 7 VA a BRI XK -
THlEREZESND EHESINTND, I T, YVADXUT h T —
IVIEFIEEE T L% VT CDHP (2 X % 5-FU BRI /E ] o Bh 1 %)
RERF LT,

7 VA a iR KON F- B -Ala ITEHEOE G TR T N7 Y — LR
FARE 2850 L, 5-FU & RERICESBER 2885 L=, — ), 5-FU IZ
CDHP %45 Z L2k - T, 5-FU O s /E 13 L & 7 L
AU E T E T,

Oxo @ in vitro T? OPRT FHLE/EH *©

Oxo @ 5-FU R#HZBH G- 3 BRIk D BFEIEA 2~ 7R 2.
Oxo 1% OPRT A #RMIZIHF L, oo DPD, UP KU TP Z[HFE L 722
Mol
Oxo D/ ARFRRME (T » F)™

Oxo # HHWIEBIE T v MIROEE Liz& 25 /MR ORI &
BEEZ AT L, MR, 5-FU OFEENRICHEE RIFT B2 D
D BB~ D AR IEF AR E Th - 12,
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(1) TEREBAL - ® Oxo @ invivo TD 5-FU U VER{LILEER (T v ~)*
VE R 29759 [6-*HIFT % &t 5.7mg/kg @ FT+CDHP &, [7 U< [6-3HIFT % &te
(H3%) FAED TS-1 ZH MBI T » MoROEE L, E5, /M. KBk
OEBERRR O 5-FU @V U AR T & % fluoronucleotides (F-nuc)
w2 flE L,

ZORERL, EEL OVERETIX FT+CDHP £, TS-1 B & LT FFE
FED F-nue EBNERIIVTWER, /& KRBT TS-1 2% 575
ZLIZX o TH BT FT+CDHP #2H~T Fnuce ERENEAD L
7o

ZORERN D | Oxo BMHLEMFL CO 5-FU U v & BREHET 2 &3k
(2. FT+CDHP IZ Oxo #/l &3 2 Z LI Lo THUEE R 2553 5
Z e IMEEREMER SIS LD Z E RSN,

(nmol/g #BE)
0.4- ] FT+CDHP

TS-1

0.31

0.2

filo = > -nFEE

0.1

0.0

E% ’J\Eﬁ ﬁhﬁ | 'E“éﬁ
HEAIEBIES v MBS FT+CDHP R U TS-1 5% OM#M F-nuc &

EMBIBALT v Mo 5.7mg/ke (6.4MBq/kg PI6-HIFT %% 2) & FT+CDHP i TS-1 %%
A b U, 2 BER& IS U2 filHk & 0 sH sk S 7z Fonue Z2800E Uiz, TS, /MR R IGHL
XA 3ED Mean=S.D. A~ L, FHlilL 3 EEDT—2>FT oD 7 LE Lz,
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(1)

YEHERAL -
VEFRg Y 2%
(oo%)

@ FT+CDHP O {basm R BUC KIZT Oxo DELEZHE (f X))

B —2Z LRI FT & LT 6mg/kg 2449 % FT+CDHP KO
TS-1(FT+CDHP+Oxo0) % 1 H 1[0 5 H R M4 59 % HKB (55 1)
& . bmg/kg ® FT+CDHP KO TS-1 % 7 HEFR 054 2% 325 (325
2) 1172,

ZOfER, FT+CDHP # 58 CIXimigEsa & & 5 flapilc FHingis
SNTeDIZHF L TS-1 5 TIX RN FER 1 T 1HIZDOHRD B,
FhR 2 TR 1HIBRO N7, £, FT+CDHP # 58 T3
5t 4 J OV 5 BTG 2S5 B L7228, Oxo BEAIC L 0 B 1 Tl3z oD
PR F2hk 2 TIXZE ORBIE A2 SELIRDH b, FT
+CDHP # 58T 7 HANDS 15 AT TRFICZ L— R (H) ~
(HH) DANKBHE SN, TS-1 HERETIHHLNMIANEKED 7 L
— RDREEIZ 72 o7z, F 72, Oxo OPFHIZ XV {H kRO & HiC
BEERE DR KO LWMAERD OSEN 4 Bz,

2) FA b
@ FT & CDHP DA RO Bt G5 HAIEBHE T » b)Y
TIZCDHP /L6 T1:02, 1:0.4, 1:0.6 &K1 :0.8 DEA
THA L, FT & & LT5, 10 X 20mg/kg = 5 HAER FTEMET ~ b
(1A 1A, 7 HREERR O LU 2 HE LT,

Z OfER, FT bmglkg ¥ 5 Tix CDHP OEA T & 2 HUlEE 0 F o1
BRITFRO Lo 72, FT 10mg/kg #%5-CiX 0.2 £/LHo> CDHP Al
A C AT% D RESEHFEIHIEE LG O3, ISR\ BiE S 20 R % mA T
HT2ICIE 0.4 B EOBANVETH -T2, —J5. FT 20mg/kg
$ 5Tl 0.2 BV, D CDHP B K 0 IRIE 99% 2L E oo g e s
FESHEIE LT,

FEOfE L L CoiREZ(IE, FT 10mg/kg LA L5 CDHP #d
AT L0 BB ORI KT 50% N6 S v7=235, CDHP ORE I
ErEIHEV LN, Ll FT 20mg/kg %5 Tid CDHP
DEE O EFACE o THREBMME N8 < 72572, FT 10 KO
20mg/kg OPUIEEZNF 2R S 572 D121% 0.4 T/ Ll B CDHP
ARG TDMERDH LN, KERDEZEET S L CDHP OFGE/LVEL
TR EE L 04 2385 & Shiz,
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(1) 1EREBAL -
VEFRg Y 2%
(oo%)

(ONA) RS

—e— FT: CDHP=1:

EETHR %‘E 150 HEFTIL FT: CDHP=1:02
1.08 EY —0—FT:CDHP=1:0.4
A 1 —— FT:CDHP=1:06
- —— FT:CDHP=1:08
h
| (]
0.5 f----- 8- "
i I
Eal
X
i 5
0.0 =V, Z° 100 . .
0 10 20 0 10 20
FTO#E5 8 (mg/kg) FTO#SE (mg/kg)

SHAREICxT S FT & CDHP OESICK SHEEMREST
a: FT & CDHP Ofd&E/LE n=7

@ HEHWEBME T v MET 5 Oxo DA Y

FT & CDHP OFA AT/ 1: 0.4 IZEE L, Oxo ZE/LETO,
0.5, 1 XU 2 OFIGTERAG L CHBREL FEIET » T 7 HFEA
ROFeh U, PUEENR ., IREZ b, KLFEHOIGIC X D FHER &
ONHAL A PR 5 2 B~ T

ZOfEE, FT(10mg/kg) + CDHP |2 Oxo ZElA L7-KE, CORAL
(2B W TS FT+CDHP OHEG N RICEEZ 5 2 2> T2)3
FT (20mg/kg) + CDHP #5-Ti% 0.5 O 1 E/LHD Oxo BLA TIX FT
+CDHP DB FUIEE 0 R T FITHERF S L7 dIzxt L, 2 /LD Oxo
Bl A I ISR =R 13 100%7° 6 60%I2 £ TIK T L7z,

—J5. #MEICEI L Cik FT(20mg/kg) +CDHP # 5 CHIE ST
JEBHOTER CFFEELR) 13 0.5 /LD Oxo BLAIZ LV 6/7 Fi1h> 5 1/7
W S, BRI 1 =L ED Oxo AT L0 FRIERIZEAEIZTH
I U7z (0/7 f51)) . F7=. FT(20mg/kg) + CDHP % 5- T FFHUEIR & W4T L
THOLNTE LWEAERAIE 0.5 T/ ED Oxo BEAIC L > TKIE
WZEE L7,
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(1)

YEHERAL -
VEFRg Y 2%
(oo%)

3)

(O BEwmES

nESTHE

—o—FT :CDHP : Oxe=1:04:0°
== FT :COHP : Oxo=1:0.4:05
=0~ FT:CDHP : Oxo=1:0.4:1
== FT : COHP : Oxc=1:04:2

o 10 50 o 10 20
FTOHE R (mg/ky) FTO#E5 = (mg/kg)

SHRNERES v MBS FTHCDHP OHESESR L SHIcxT 5
Oxo NDEEETHER

FUES D R LA G REO PG RERE O 2 > b e — VRS T 5 R (T/C) 2R LT,
IRBELAI TSN G RO LR BEL bR D 2> b a— LSR5 3R (% control) T
~ LTz,

EREn=7(=72L, = be—/#iIn=13)

a: FT, CDHP & Oxo OE&E /L ETRT,

() NOEFIT FHIFIEB Y 2B 2 T,

TEHIBE R D AR

14 K OV AR AR T 5-FU IREE. TS PHFEF KO F-RNA & (5 H A ER

TBAEHREZ >~ b)Y
[J7i%]

2 H PIERE D B T RAFHEE 7 >~ b (2 X 104cells/rat FEAHT: 8 H H) 1T,
SFREMEM RO TS-1 O UFT Z HiEgEn#e 5L, %5 0.25, 0.5, 1,
2. 4. 8. 12 KU 24 WFf# (2 M M OVIEISHHE R 2 B L (BE5EN TS B
FA, F-RNA SE OB 4, 8 KO 24 Reffl R ICHRED . 5-FU L,
TS BAFEZE KL OV F-RNA &4 l7E L7z,

[t ]

TS-1 # 5 # o A h Jx OE S 5-FU R E D AUC, . I1%
30nmol * hr/mL &% O 95nmol * hr/g tumor T UFT ¥ GREOZNE i
2.0 5N 1.8 5L @m<, TS-1 HE5HETIL UFT GRS E T
FWRFEErGE U7c, —07, BEEHEMET TS FRERITWFHOMERA &~ k
IZBWTH TS-1 582 UFT &5 5 205 8% Ml THER
L7, F£7=. HEEH F-RNA £0 AUC, .y, (% 7.0nmol * hr/mg RNA T
UFT # 58D 1.6 [ TH -7,
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(1) fEHEAL -

(2)

VEFRg Y 2%
(oo%)

Hoh A EAHT B
ARBR AR 1Y

{nmol/mL) {nmol/g)
5 —
4
I fE
?:E =
3 &
5 5
F F
u 2 Y
1
UFT
0 1 1 L ) 0 L 1 L 1 1
0 4 8 12 16 20 24 0O 4 8 12 16 20 24
FEF S0/ (hr) FEHe S % OREE (hr)
(nmol/mg RNA} (%)
05 80
70
” 0.4 60
=
4 0.3 g 50
F E 40
R =
N 02 % 30
A
= 0.1 20
10
DCI 1 L L 1 Il ] O(J L L 1 1 L J
0 4 8 12 16 20 24 0 4 8 12 18 20 24
FEEI S H OISR (hn) ERIRS RO (hn)

migeh, EHP 5-FURE. FFRNAERU TS HER
(FHABERTHBES Y )
Mean*S.D.. n=5, @ : TS-1 15mg/kg, O : UFT 30mg/kg(\\§41H FT & & L T)

1) BYWIES )T 2 IS 5 (T >~ b <= w7 X))
(]

Ty P T ADOFERIEL 2 TICBME L, F ALY TS-1 K
O 5-FU RPUEMMESAIZ 1 B 1[5 7 X129 AMERROES L,
JEGS B e OMANER 2 I L A b B BRI S 697 2 0% IS HE Fr AT
il 1 & (EDso) & OV 50% K E G N#NH| H & (BWCs0) %, log JH&) & |
logit (TGI) X1 logit (BWC) 7 2 > k0 Fe/ls 2 ik 2 O TGERLL
TR EAR A L v FH L=,

[

Z v NEERIEE S HAME, AH-130 & O SLC (Zx9 % TS-1 @ EDso
EIZZENFN 5, 8 K1 10mg/kg/day T. UFT ©f 1/3 7°5 1/4, FT
D) 1/16, 5-FU D) 1/4 TH Y | TS-1 13> 5-FU RHUHEMNEE A
(ZHE AR R & 0 ISR R 2 R LTz,

F72. BWCso & EDso THR L 7o B 2 VEHARE & L T oS4 & Hafge L
el ZA TS 1ITWTHOBEGICH L THmWEEZ R LT,

—JF., v AERES S-180. Lewis Lung Carcinoma (LLC) & O}
Colon 26 IZxf3 % TS-1 @ EDs fHIZZNE4 193, 9.3 KW
10.2mg/kg/day C, UFT Of) 1/2 75 1/3, FT ©F) 1/7, 5-FU D 1/2
THY, TS-1 1T~y AEREZICR U THIRHE X Y RS HI%)
RERLT,
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(2)

o BT 5
%ﬁ%ﬁﬁifﬁa 36~41)
(m2%)

ISR TE I R B VA RIER

% B % ®’E | &5 A OB O #
o F | 8R9 | SMEIEE | TS-1| UFT | FT |5-FU
= . i = [ EDso
7y PGS g |7 ) (mehgday) | ° | 22 | %2 | 19
o TR 45 | 1.4 | 1.8 | 14
_ EDso
v NMEE AH-130 |, 8 | 25
i — | ®&a 7 AH| (mg/kg/day) — —
BAKES  BUTBAER i | 57 | 15
Z v MEE SLC EDso
(HEREHE) @i |7 | mghkgday) | 10 | 2| | -
AN EZIEER TR 6.0 | 1.2
‘??;1%%;%180 &0 |9 BRd (mgIE{Dg "/’Oday> 19.3 | 34.8 | 138.4| 42.1
~ 7 AfEE Lewis , EDso B B
lung ca.fZ FBAHE % il (mg/kg/day) 9.3 | 247
~ v AfEE Colon 26 |, EDso B B

EDso : 50%IES ARG &, —  SBRIEIEN

1RIEIASEL : BWCso/EDso (BWCso ld = > b 1 — /LEED KB INE % 50%3MH 45 &)

2) b MEERICS D IEG SR (X — FZ > b)Y

[J7i%]
fEE~ 7 7 A2 R (K 2mm ) 2 X— KT > MO FICBHE L, HE
TE SRS (V; V=R 2 X (E£2) /2) 739 200~800mm?3 (2 72 > 72
TSRS/ D L 5 IS Lz (Day 0), 3 H L&
PEFED TS-1 XOVUFT # 1 B 116 14 ARERROEYS L=, &5
# T3 A (Day 15) 12 RTV GHXESHARS & 35H L, WX & v e
== (TGI ; %) &K=,
TGL(%)= [1-CGEAHEGREDO I RTV/ 2 b — D RTV) ]
X 100
AMEDHIEIE TGI A 50%LA £ T, 2 oM A EZENED b
T B AR &Il L7z,
E=E
TS-1 # 5L TIE TN L7217 BR 15 BRICIS U THEFEINHIE A 50% LA
ETHY, Doar br—ABHIR L THEREENED HiL, A2 & A
SN D PSR A 7w LT, Holgset oo 820 B o> UFT 13 17 £+ 10
BRCHZD LM S 7=, BHE 5 AR 3 KK, FLE 2 Bk 1 BT TS-1 # 5.8¢
13 UFT & 5-RE I U TRV HUER IR 2R Lz, $£7-. B 58K,
RIGHE 2 Bk, FLIE 2 MR MCOSESEEE 1 8K G 10 BR) I23) T TS-1 5
BECIIIEZ O/ (RTV 1.0 A95) 27~ LT,



v sz 288 |

(2) FEhEEMNIT D ErEE - X—FZY FETBERICEITA2EDMHE
=p s oot 36~41) s . sz ®’E= a RTVP TGl
AR sk R i (mg/kg/day) | ™ | (Mean+S.D.) | (%)
S H-81 H o |avbe — 7 1.9+0.3 —
(55%) TS-1 15 7 0.5+0.2%% | 75
) UFT 30 7 1.1+0.2" 41
OCUM-2MD3 | H & [aviwp — 8 79+2.7 —
TS-1 15 8 0.4+0.2* 95
) UFT 30 8 1.3+0.6™ 84
NUGC-4 ERR N LR — 8 2.4+1.6 —
TS-1 15 8 0.7+0.1* 69
) UFT 30 8 1.2+0.3 51
SC-2 H o [avbe-w — 8 3.0£0.5 —
TS-1 15 8 0.7+0.2# | 78
) UFT 30 8 1.3+0.3" 57
St=40 E A EVIN e = 8 2.0%0.2 =
TS-1 15 8 0.5+0.1"# | 73
UFT 30 8 0.9+0.2" 54
KM12C NI B — 6 2.3+0.9 —
(FERE) | TS-1 15 6 0.4+0.1* 83
UFT 30 6 1.2+0.3* 48
KM20C NI B — 6 8.6+t4.7 —
GRERGE) | TS-1 15 6 0.7+0.2* 92
UFT 30 6 1.5+0.5™ 83
H-31 o |[avbe-w — 7 3.4+923 —
TS-1 15 6 0.3+0.3* 91
UFT 30 7 1.6+1.2 52
LC-11 Bt g |avhe-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 (e EVAN:E — 10 3.8+1.9 —
TS-1 15 10 1.1+0.5" 71
__|UFT 30 9 2.4+0.9 37
JRC-11 [E T R E T — 7 6.4+18 —
TS-1 15 7 1.8E1.7* 72
UFT 30 7 1.8+2.0* 71
Nagashima L E R — 8 7.5+2.3 —
TS-1 15 8 3.8+2.5% 50
UFT 30 8 3.1+1.7% 59
MC-2 o [avbe-y — 8 4.3%0.9 —
TS-1 15 8 0.7+0.3"# 85
UFT 30 8 1.3+0.5" 70
PNC-1 SASHERHE |2V be-y — 8 51+2.3 —
TS-1 15 8 0.9+0.7 82
UFT 30 8 1.7+0.8" 67
PHA1 BASHERE |2V be—p — 7 34+1.3 —
TS-1 15 7 2.1+0.9 37
) UFT 30 7 2.1+0.8 39
SAS FE R EVIN:E = 8 | 12.9+4.5 —
TS-1 15 8 5.4+1.3% 58
) UFT 30 8 6.1+2.1% 53
HEp-2 SASHAE |2V he-w — ) 9.6+5.4 —
TS-1 15 8 5.4+1.6 44
UFT 30 8 6.6+2.5 31
ARG - BE521T H (Day 0) FA LY 1 B 1 14 BRER &R O#%E
% B : Day 15 (B 5&THH)
BEREIZFT &L L CORLE,
a @ 1T OB
b : Relative tumor volume G F & B OHEEEBAFE OFES 1T B OMEIZ)F 2 Hesg)
¢ : Tumor growth inhibition (EZ5HEFEHNH] =)
% : p<0.05, kk: p<0.01Gif = b e—/L#E, Bonferroni @ t-# 7 X% Welch #7E)
# :p<0.05, ##: p<0.01(xf UFT #x5-#. Bonferroni ® t—#iE XX Welch 1)
M KRR TRDRESUII AN
(3) TEZBLER] - M ER L
FrfeRFf




VIL EYEREICEAY SEE

1. mepREDHR

(V) B A
s

(2) ERAKRERT
g s iz
J]’]l EP{}%}-E'— 2,42, 43)

RCNEE R L
1) HifEE 2
12 4 OFBEINCT 4 —= AT > (TS-1) Z AR & AR EME 1.25m2 2L E
1.5m2 A2 50mg, 1.5m2 L E72% 60mg, LLFEER] CTREAHRE DL L
T2 DKEAERSy (77— (FT), ¥AZ )V (CDHP), A7 v )
7 2 (0xo0) ] & FT oG [Zv4 v w7 21 (5-FU) ], Oxo O [+
7 ZVEE (CA) ] R OVEIRR Y 7 T 2 L S5 i S v i BEHERS A Yk DRI Z R
L7,
(ng/mL)
10000
- FT
- 5-FU
1000 =~ : CDHP
=~ 1 Oxo
- : CA
i 100 =% : Uracil
13
i
=
B 40
1
01
0 3] 12 18 24 30 36 42 43
RS (hr)
HARO/RSZOMmMBREEHE
(Mean=*=8.D., n=12, TS-1#:5-& : FT & L CTRFEE 1.25m2 L 1
1.5m2 K54 50mg, 1.5m2 LA 2% 60mg)
HEROKRSROEMRERI/NT A—2
Cmax Tmax AUC* MRT((yAShr) Vdss/F C|t0¢a|/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£3.1
5-FU 128.5+t41.5 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 47+t1.1 | 1.1£0.4 4.2+1.8 3.0=0.5
Oxo 78.0+58.2 2.3*+1.1 365.71+248.6 4.2+1.0 [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 : S MAFE PR EE | Tmax : e MR IR SERER, AUC : M rp i f — R dbff Fifs, MRT :
SRR, Vdss : EFREBTOSAERE, Clota : £F 27 VT 7 A F IR, Tie @ 2FREHL
N.C. : HHAEE

(Mean=*=S.D., n=12, TS-1#&4H& : FT & L C, AK#EE 1.26m2 2L E 1.5m2 Kji#i2° 50mg, 1.5m2 LA
2% 60mg)

% : FT & CDHP, AUCoss ; 5-FU, AUG) 14 ; Oxo & CA, AUCh 24



(i sEmmeEcE T 5EE |

(2) ERAKRERT
g s iz
ﬂ']l,:'j{}ﬁ}-;'— 2,42, 43)

(oo%)

9) HHEORE 29

FERE I TS-1 ZEHEARMAET1 B 2 B GIR%K &S RH% 30 /5LAN) 28 H
F'ﬁi@a&ﬁ&o %M‘Q@ B DY/ NT A—F R LTz,

el b o S X o OCBEREINCS Co iR E O EFARD b
=boon, 5-FU &U CDHP ITHE G L RIE RO E 7~ LT,

T/, EFIRBICET S E TO AT FT T/ 4 B, CDHP, Oxo M UM
i 5-FU, CA L HITN2 HTHY, HLNTH-oT,

72%5, 28 HREE H#5%128\CH DPD BERILEDRIELZE 261D
WNIRIPED Z S LR 1T B A% 54% & 1ZIERBETH Y . CDHP (2X % DPD
PRI AR C, BERZ RS oo,

EAROBRSZONBEREENSEH L-EYRERM/ANTA—42
Cmax Tmax IALJC*1 T1/2 E"%"IZET %)
(ng/mL) (hr) (ng-hr/mL) (hr) ETHEE?
FT 4166.2+833.9 [ 3.0+1.8| 80031.5+-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 | 276.0141.8 |2.6£1.8| 1364.0£351.6 42*+14( 2.0%£0.0
Oxo 129.5£190.0 | 2.6£2.1 549.9+499.5 5.0£2.5| 2.0*0.5
CA 149.0+185.0 [ 3.0+2.0| 1033.4+1475.8 3.8+0.8| 2.0+0.0
Uracil | 701.3+179.5 [5.4+1.3| 6085.84-2079.7 2.8£0.6 | 2.9%0.3
(Mean®=S.D., n=10, TS-1#5& : FT & LT, AFmA 1.25m2 LA E 1.5m2 K23 50mg,
1.5m2 L 723 60mg X 2 [El/day X 28 H)
*1:FT & CDHP & U Uracil, AUG 4s ; 5-FU, AUCo14 ; Oxo & CA, AUC) 24
*2 ﬁg%g@%iﬁm%:‘/ Ralb—varl, £AO 0 FHEDR —EIT/R T HD 95%IZH#
L7z AL,

3) HUIREHR COENE)RE >
TS-1 mﬁﬁfﬁﬁif“@%@%ﬂm&ﬁ?&@ﬁuﬂ%qﬂﬁ%ﬁ HUIBRER] & Zh
DS OFEGNZ 53 T g L7 /5 F. 5-FU OREICITHUIROFE LA bR
72D 723, Oxo DML HREE L E BIBRAES] TH > 7o (BUIBRZ 1T - T
DRV IZH AT Coax T 1.3 5, AUC T 1.9 %),

{ng/mL) {ng/mL}
10000 FT 1000+ 5-FU
1000
m ifé 100+
s 100 o
= =g
B 40
g+————— 1 — T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
SRR (hr) 5 1#%8FM (hre)
{ng/mL) (ng/mL)
1000 CDHP 100 Oxo
100
4 i o
£ 10 &
P P 1
B i3
ol [ e s S S S S — ——
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
WS e (hr) 5 REEE (hr)

HOROKRSEROBUREERVFBUREZICE TS MEFIRE

(Mean*8.D., O : HUIFREF n=3, @ : FEFHUREE n=9, TS-1EHE  FT &£ LT
RFEWFE 1.25 m2 Ll E 1.5m2 K28 50mg, 1.5m2 LA E75 60mg)



RETITE

¥ 5EE |

(2) ERAKRERT
g s iz
ﬂ']l,:fjoﬁ};ﬁ: 2,42, 43)
(m2%)

(3) i

(4) &% - JHiHD

By 1,44
R )

2. EYEERD
IS A —Rg 224
(1) &M 7%

(2) WLk B2 T

4) FER) IR R R
T A4 — T AT URLAPERL T20 XX T7T  —xT AU UBlA OD 8E T20 & %
DEKRDT 4 —T 2T UEE T 7V T20 O RIS ER 4 F2 06
L7z,
FT. 5-FU, Oxo %1 CDHP ® AUCo 48 & O Cmax (T3 [HITEAS B2
2% BF| OBIMD 12D DAY LSRR T A K Z7 4 ] ([ZHl> 724w
HIRIEMEDFFAREHENTH Y | il RH O R R S 47z,

REERR L

MR L
<HBESIW
TS-1ICHT 2 BEHOEE(T v M)

Oxo DOWIITAENC L v B S, BRI T 234 57 ko
AUC @ 11.7%), CDHP OWIN S REFIZ K 0 828 Sy, B EE 2R RINAR T A3 2
bl (Meglr > AUC @ 61.7%), —J7. FT ORI 2 RO KB
HNEDPEIERAE I K0 WIGHEE (Cmaxs Tmax) OIR F3HF T2 HALTZ08, K
V& (AUC) DX FIEFRD bz o7z,

CDHP K U' Oxo TH b AL AEEIZ X 2 WIK FIZ W TRRET L7253,
CDHP (X H NEMHEEE IR L V< 725 Z 23, Oxo XHNEY
HEMEIHR FE DFEIE & AR DMLY (I R T /WIS R VA Z T D Z &N,
ERETFHERTHD B2 LY,

) TS-1 O RABRIC W T Mg (b~ 7R v T A (W=), v—nr vy 7 2%) | Ca*" (SM #,
ANTF a— N5 EOEREEH T 2 A0 LTEGISBIE, HIlelBEER: 280 #1463 4
Tholz, fEABEDZ L—F 2 LD FROFBEBET 7.9% (/63 #1) . FEGFHEETIE
6.0% (13/217 #)) T o7,

TS-1 OFYHEFEE/RHI /ST A — & 1T, TS-1 FOBEHOBE NS 7T~10 FiA
OMSEFEESF — 2 ZIEEL, v a2 8— s A v NEFVRITE (BT L
WL B RWENTIE 2 IV CTHEIB LT,

DRI L



[ VI B

FN
H

R BIEE |

(3) i Ik B i %

4) 7V T7T7A

(5) AT

(6) Tt

3. BEM(RExL—
a ) @
(1) i 5k

(2) /3T A =2 LA

HA[ERE O G- 24249
5 HEEEESR (hr)
B58 | EHIH =
FT 5-FU CDHP Oxo
25mg/body 2 SEHIE 0.052 0.325 0.260 0.221
some/bod A SR E 0.048 0.289 0.125 0.173
m (6] pre
gbody FEHE(F = | £0.007 +0.140 +0.036 +0.069
100me/bod 6 SEE 0.060 0.251 0.165 0.178
m (6] e
ghody R | £0.010 +0.024 | *0.017 +0.069
SR E 0.061 0.247 0.166 0.241
150mg/body 6 —
R [ £0.018 +0.033 +0.020 +0.129
200merbod 3 SEEE 0.055 0.205 0.127 0.157
m (6]
ghody EHEFE | £0.024 +0.069 +0.025 +0.011
NS AN 0.056 0.387 0.241 0.269
40mg/m?2 12 oy
R £0.016 +0.077 +0.041 +0.111

72%, 40mg/m? : FT & L C, fAEmA 1.25m2 LA E 1.5bm2 #5238 50mg, 1.5m2 LA E23 60mg £ 5-

Sl

CLtota/F (mL/min/kg)

FT 0.6 £ 0.2
CDHP : 42 = 1.8
Oxo 1 62.6 £33.9

Vdss/F (L/kg)

FT 0.5 = 0.1
CDHP : 1.1 =04
Oxo :13.8 £ 8.8

DR L

LB L

REERR L



I sEmmeEcEY 2EE |

4. % Uy -9 W S5
A%, HEE (FEINE) BRI SN D &2 bbb,
<7;§%>45)

7 v b EHAWZRFHRIR T FT KO Oxo 3/ E4tk, CDHP 13/ Lk
HRS LR UERAL & 5 2 BT,

W AR
LR L
e
LB L
<ZS%>45)

Bt EMN SHEE LF-IRIRE GERES v )

B o =
= — 2z

e g HETE L= RIRE
FT 70.9% 13.1% 84.0%LL I
CDHP 59.1% - 59.1%LL |
Oxo 39.3% 8.3% 47.6%LL

uC-(FT, CDHP X% Oxo0)-TS-1 Z AW THEEAJE L, WIEAHEE L7z, (Mean, n=3)
— PR PEINEERD By o 72, TS-1 58 : FT & LT 5mg/kg

IR
MERR L
<BB>W
7 v MZBWT UC-TS-1 & AV THESTRE D AR H ~D PSR 4 5K D 7o
B, MC-FT T 4.3%, “C-CDHP T 1.3%, “C-Oxo T 1.0% &\ &K
S22 EMD, BB T HIBITEER OBENIAT > TW7R0Y,

AAAT AL TEY T4 0

MEERR L
<7;§%>1>
NAFTRASE)T4(5Y )
NAFTTRAZE )T 14 (%)
FT CDHP Oxo
& 102 58 25
FER R IR 114 36 3

TS-1 20 & 5 WIEHIRNE G55 o R RELZHE L, R THHT 5,
NAFT A ZE VT 1 (%) =AUC,/AUCiy X 100
(Mean, n=4, TS-1#4& : FT & L C 5mg/kg)




[ Vi e Icpe 2188 |

5.

ﬁj\ *ﬁ 46~48)

(1) i — b B P e

(2) g — KA R P
T

(3) Fit~OBITHE"

(4) BEE~DOBATME

AFITITRE L EEHI R WA, FT 28 B s B CRER NI T2
HZ EMB, FT 3K —HMEMZ@EiET 50 EEZ 515, CDHP, Oxo
WIZOWTIEARBHTH 5,

2 1) M & ARTREE, 3(4), 729-734(1976).
*2) J5U  BE fil : Neurologia medico—chirurgica, 23(8), 619-624 (1983).

M EE e L
<HH >0

FR 12, 18 H B DA T » bz 14C-(FT. CDHP X% Oxo)-TS-1 %
RO U7t ORI 2 017E Lz, 1R 18 HH ORI 184720
SARIL, UC-FT 056G, 5% 1. 6. 24 KN 48 il TENZ kb &
? 0.38, 0.34, 0.09 %} 0.08% & {X» 7, 1C-CDHP D& 1354 1,
6 Rl TG & 0.01, 0.02% T b, 14C-Oxo DHHITHE G- 24 FFH F
THEGED 0.01% ThHh -7,

Z v MZBWT FT, CDHP, Oxo DIEE~OBITNR D LR, £D
BATHIEVN b D EEX Sz,

HMEE e L
<HE>N
14C-(FT. CDHP Xi% Oxo0)-TS-1 Z#ZAIEMET v MIROE G Lk
O RFEN) M K O PO BRI E 2 IE L7z, FT & 14C 7L L7
A WA REE 1L Cmax 3328ng eq./mL (15 73f) T, & 5% 8 Kl
F IS REIR L D 43~55%, 24 FREfEIH D 72 REHE E Tt & 1%
EAIBE CHERS L7z, CDHP % 1C 7L Liza, it o il 1
B 5% 15 23 TIXIMAER IR REIRE O 7%, 1 F§ETIX 51% (Cmax 194ng
eq./mL). 4 FFf2>6 24 Wil £ CTlX 1.7~3.2 (% /R L7z, Oxo % 14C 7%
v UTe 56 FLTE TSR RETR B 13 4% 5-4% 1 B[R] 3 Tl U RE TR B 0D 43%
LA, 4 P (Cmax350ng eq./mL) 75 24 R £ T 1.5~1.8 {§%, 48 F¢fH]
TIXMmAE L NZIFERRE CTH o 72,

AFITIERZLEBHI R WA, FT 23 @) IS B CRERMNIC B T2 4
HZ NG, AREITH FTIXERA~BITT 20 EEZ LN,
CDHP. Ox0 [ZOWTIIARHATH 5,

2% x1) W Bl S LRI, 3(4), 729-734(1976).
*2) JfH BE ff : Neurologia medico-chirurgica, 23(8), 619-624 (1983).



[

B8 Z1EE |

(5)

Z OMLOFFE~D

Bt

DR L

<H#Z>
FERIFARE~DOBATIE (Z > R

& HAMEZ T NI LRt R RET » M2 TS-1 2R A#E L=
DO E, JEE R VMG @ FT, 5-FU, CDHP K O Oxo OREHER 2 b F.H
L7 SRR N T A — 2 Zos Lic, 5-FU ORI, AR & L ChilE
h A W9 D I P Tl b i < D ORHGEN 2 b LT, ET, A R
DOEIERBGIEDT=HIZELE LTV 5 Oxo 1%, ORI &3 2/ GHk T
WEEZR LT, 728, AT O Oxo I . 5-FU ORI %

JES LR E B2 b,
BOKREL-ROEVERERN/ANT A —5 BREEERS Y )
i} % fE %5 N &
AUC (0-48) Cmax TmaX T1/2 AUC (0-48) Cmax Tmax T1/2 AUC (0-48) Cmax Tmax T1/2
(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 13.00(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 [0.50(6.37 9928 7057 [0.50( 1.01
(Mean, n=4, TS-1#%5%& : FT & L T 5mg/kg)

<BE>

AP (5 1)

14C-(FT, CDHP (% Oxo)-TS-1 #Haf& THET » MIHERRO &L Lz
T2 DOAAREANIRE 2 J7E U7z, MR R S SVIRE 2R Lo 54% 1R
BMECHET 5 L. FT & UC VL LEESAIEB AR b e < . mifEdik
WHEMRED 1.4 5%/~ L7z, CDHP % 1C 7~V L7 AI MBI b E
<, MAEFHEHERED 7.3 552~ LTz, DWW THENR, BEME. BRI Y o X
Hi, REROHICE S, e FREMU EORENRZED bz, Oxo % 14C
TV LI ERE, BIR VMG R <. DWW TR, K, BiE &k,
IHIIEE Y o/ SEi~D AR T8 Hav, M RRIRE D 7.0~1.3 527K
L7,



[ Vi e Icpe 2188 |

(5) F DR ~D
AT 1718
(oo%)

(6) MUEE A fEAE

HBNEE (S v )

W aTREEEE (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
i 8767 124} 48 | 512 {N.D. | N.D.| 310} 42 { N.D.
% 6512/ 103! 58 | 388! N.D.{ND.| 260! 45 | N.D.
% 3562/ 108! 64 10 { N.D. | N.D. 16! 27 | N.D.
JiEMREREN 40261 3531 136 | 149{ N.D. | N.D. | N.D.{ N.D. | N.D.
[SE=S 4222! 1681 170 91{ N.D. ! N.D. 581 29 ! N.D.
IN— L — iR 4308! 1220 | 385 | 128 7 1 N.D. 971 141 | 33
FER 39241 249! 139 173 I N.D. | N.D. | 115{ N.D. { N.D.
xOE 3404 3981 197 | 129! N.D.{ N.D.| 241! 58 | N.D.
H TR 5049! 4801 230 | 173! 9 IND.| 134! 57 | 12
TR 4984! 336 125 | 154 6 IN.D.| 1241 55 | N.D.
® E 4377! 3081 158 | 635! 7 {ND.| 409! 56 | N.D.
i 4685! 11371 648 | 155 N.D. | N.D.| 126} 58 | 17
T ¢ 4687/ 1371 89 | 191! N.D.{ND.| 129! 33 | N.D.
fii 4589! 3521 173 | 229! N.D. | N.D.| 183! 56 | 11
T g 6536! 12721 559 | 420! 27 | N.D.| 566} 148 | 37
LS 126321 1697 | 597 | 1827 | 38 4 | 1715} 157 | 23
U= 5435/ 3971 212 | 223! 16 {N.D.| 256! 57 | N.D.
I 5113{ 798! 324 | 169{ N.D. ! N.D.| 148{ 73 | 25
JEE ik 4699) 896 503 | 147 { N.D. | N.D.| 144{ 89 | 20
EEEN: I3 915! 1351 131 46 { N.D. | N.D. 371 26 | 23
e eENENs 2985! 2371 199 | 130 3 | N.D. 90| 80 | 46
EAE AR 4052 86| 55 83 ! N.D. | N.D. 791 29 ! N.D.
- 4411} 458} 197 | 233! 3 | N.D.| 170} 47 | 22
WY o %% | 5218! 610} 256 | 711! N.D. | N.D.| 406! 65 ! N.D.
L= ] 5069! 1119 289 | 182! N.D. | N.D.| 142! 81 ! N.D.
KERE 979! 1281 61 791 N.D. |N.D. | 245} 108 | 42
R 47051 2971 122 92! 4 I N.D. 531 39 | N.D.
boE- N 48611 189 107 | 227 { N.D. | N.D.| 139{ 42 | 10
[EIRA 3862! 262! 163 | 127! N.D. | ND.| 144! 60 | 13
g B 6347! 482! 223 [1747! 16 | N.D.|2164! 143 ! N.D.
H 4019{ 313} 167 | 496{ N.D. | N.D.| 367 62 | 12
sNIG (Zefl BER) | 19821 5301 148 | 3739 7 {N.D.|1067 43 | N.D.
X B 2826! 3831 153 | 213} 49 | N.D.| 484} 139 | 18
HNAED* 0.94 { 0.19 | 0.00 | 7.08 { 1.21 | 0.00 | 1.13} 1.39 | 0.00
INGNE Y 2.39 | 5.88 | 1.06 [44.611{ 0.51 | 0.00 [73.991 0.35 | 0.00
KIGNED 1.76 { 1.58 { 0.27 | 0.13 | 3.21 | 0.00 | 1.03 | 1.88 | 0.00
Mean, n=3, * : %FEEIZXT 5%, N.D.: KBHAHE
#hHE . [(4C-)FT 5mg+ (14C-) CDHP 1.45mg+ (1*C-) Oxo 4.9mg] /1.85MBg/kg.
HARIRE 1 5
E rmMERABREE(/n vitro)
BIELEEY FT 5-FU CDHP Oxo
EAfEL% | 48.912.3(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) |20.01.4(0.1) |32.7+2.5(0.1) | 7.2+3.8(0.1)

() PSRRI E (ug/mL) . BRSMEEE, Mean+S.D., n=3
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6_ 1.% Eg;] 30, 49, 50)
(1) AR O
R

1) AR
<BE>
v OB T D in vitro R0
FT T 5-FU ZRHE L CF-7 L+ R a4 i (FUPA) S F- 8-
7 7 =2 (F- B-Ala) ~DGEHB A BT,
CDHP : Jiflig, /M. 1B, migon-FhicknTbRE ShaenoTz,
Oxo : Hik @M pHIZEY 5-TH 7L (5-AZU) 2 sz, &
7o BB GREIC L0 AR S n 2 &2 6 ENME OB 5
ARR) 1T LY CAICRET S,

2) (UHHRE B
<BE>
7 v b COHEERHFRREE

TAY L BARYOKELERS FT. CDHP XU Oxo DFRGHRE 2k DX
R LT,

FT ZEICT7 T R 77 URANEEL 72 5-FU IR S 7= 1%,
uridine phosphorylase (Z X ¥ ribose 2 Ffi1 & 172 FUrd. thymidine
phosphorylase 12 £ ¥ deoxyribose 23/l 4172 FdUrd % #C FAUMP 72
E~~. F7- orotate phosphoribosyltransferase |2 & ¥ [E#2 U gk 2% 1T
R#shsboeEZON, Fo, FT 613207 7k Fr7J U BRO
IKEELAR~DIE, 5-FU 7> 513 dihydropyrimidine dehydrogenase (DPD)
WLV ARERFIML F-Ye K v 7 2L (FDHU) ICRH &=, FUPA,
F-77 = K7 o &4 % (FGPA) % C F- B -Ala ~R#f S 2 1888 & AFAE
L7z,

CDHP (ZEICRZ AL LTHFEL, —#62° CDHP #iifgi & & (CDHP-
Sul) IZE#H STz,

Oxo [TREALIED FEWILS 2D LISMT, £ DO—FITERBIEBL TH 5
/N EEVE CHEENEZ BB T 2RI H RO pH CHfRa 7 5-
AZU & LTI S 7= 1%, 307> xanthine oxidase } (M aldehyde oxidase
THbE=Z T CA~ERHEns b0 EE 2 BT, 2D 5-AZU /5 CA
(CE D EREEIE. 5-AZU Z A XUSRARG LR ORTIC, 1FEA LN
Rt CA & L CTHEE X7 (60.1%) Z E b b EAT B, £72. BN
HIEIZ LY Oxo 226 CAICELREBAFET D HD LB R B,
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(1) fREHEBAL L Y
TR 1
(oo%)

(2) {HICBIET 5
W (CYP %) 0
ZEE NETE

Cyt P-450
phospherylase

_»
F Degradation

\ B
.

[e]
DH-FT

{"location undefined)

N

OH
| 0

OH
CDHP

CH=OH
HO
a
N \fo
NH
O
Thymidine FdUrd
phosphorylase
CH0OH

HC

¢ Uridine

L"/\f Dhcsphory\ase/[r(\f Undlnekmase NY
5- FU ™ FUrd /! FUMP

Orotate phosphoribasyl-
transferase (OPRT}

Dihydrapyrimidine
dehydrogenase
oPD) o F
Il |
HzN—C—NHCH:CH—COOH
FDHU —» FUPA
+
NH
Il
H:N—C—NHCH-CH—CQOQH

FGPA

N O80:H
| 3
_— /
OH

"
N O
I
h
o
5-AZU

Degradation

BN

Thymidine kinase FdUMP
(DNAS REIAE)
El)H
CHaQ —P—OH

I}

HO o]
Q
FUTP

Uridylate kinase

F-RNA
(RNAREEREE)

F

1
—>  H:NCH:CH—GOoH —> TCA Cycle

F-B-Ala
N OH
| ~
cl &
080:H
CDHP-Sul.

Xanthine
oxidase
—_—

H
OY N \f s}
HN NH
Aldehyde

oxidase o

CA

IRTURATRIDEERSD FT. CDHP. Oxo MIETE K HF K

b MF 7 vy — 5% OS5 IR SRR 72 SLE A

ZX 5 FT oR@H &

T B E AT AR, CYP2A6 OHEHRITH 5 coumarin (23R FEKAFAIIZEA
ERHENMER 7o, CYP1A2 OFHEAI o -naphthoflavone & CYP2E1 @
FHEHAITd 5 p—nitrophenol (2B TlE, EiEE CHT OMENHEREIN DK

ETH Y, ZOMD 5y FHEIT

T HHEROLEIA BN 2o T, LLEDRE

B, FT 26 5-FU ~ORGHCBG35F ~ 7 v —L4 P-450 O4y 1-FEiT
CYP2A6 NETH DT EAVHH LT,
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(2) B ET 2
W% 3% (CYP %)
SrfFE, FHHE
(5o%)

(3) Hlalid it 3h 0
FlEN O DRIE

(@) REBOEHED
AL OVEE
e

5& 42,43, 45)

7. B

(%)

1207
&
1% 100
=)
s~ B0A
k
T 60-
[N i
[ i
o 40
kR
2 201
%
s s ssssss3s33 33533533533
== 2= = 3 3 = 4 3 = = = Z =z = = =2 = 3 =
€ = O O - o O - 0O o - O 0O - O o - 0o 9
§g —=e2 e "2 ~-e ~"-g "¢
L I IL IL IL JL |
«-Naphthoflavene  Goumarin  Sulfaphenazole  Quinidine  p-Nitrophenol Troleandomycin
(CYP1A2} (CYP2A8) (CYP2C8,9) (CYP2D6) (CYP2E1} (CYP3A4)
*P<0.01, % P<0.001
FT ORHIZET 5 CYP R FRICKHENGEERDOZE
RL R L

1) TH 77— OREm
FT X 5-FU I2&#f s, & 512V gk & FAUMP, FUTP (£ # &
WCHRERIET 5,
PUESAEMESH Y : 5-FU FdUMP FUTP
2) AT TN H YT LONRH
Oxo O\ 5-AZU &8 CA 1% 5-FU R BHEREFICITIE & A STER L
oz,

M E R L

<HBE >

1) ¥l » M2 UC-FT 257 S-1 # FT & LT 5bmg/kg f& &5 L=
D¥EA% T2 FFE £ TOPRMERITR PR G- '&D 74.7%, FEHIZ 1.6%., M
KT 15.5% TH o7,

2) ol ~ M2 14C-CDHP #5&1r S-1 % FT & L C bmg/kg A& 5 L7-
%O E% 72 K £ TOPRMSRITIRPICHRK G- 2D 74.8%, #EHIT 22.56% T
HoT,

3) Moo v M2 14C-0x0 2 &r S-1 % FT & LT bmg/kg A& 5 L7=#%
Db 72 B £ TOPRMERITIR ISR G ED 70.7%, FHIT 27.0%., FF
LI 3.0% ThH -7z,

—100—



[ Vi e Icpe 2188 |

7. B ﬁi42,43,45> %@&lﬂt?&@ﬁélﬁﬁtﬁuw

(225%) TS-1 WG B IR 1B 5 L7 g IR e il 2 IR L7z
JRAICIE 72 KER & TI2, CDHP 78 52.8%. CA 78 11.4%, FT 7% 7.8%.
5-FU 7% 7.4%. Oxo % 2.2%HEft Sz, ZofEE2 5, CDHP 13RZAL
MR COBPRIE A G < . BRI REIE T RFC sl 4% b5 5 wTRet
PIRIE ST, AT R ORI & IR~ OBRILT 12 B £ TIo
FERT LTHY, HRHTH T,

80 -

70 4 -

%1 +:5F>—TFU
%E 50 1 == :CDHP
#= 40 4 == 0Ox0
g/; a0 | = :CA

20

10

0 : . . : —

0 12 24 36 48 60 72

HEEIFE (hn)

HEROKRSERORBPHEMH

(Mean®S.D., n=12, TS-1#5-8 : FT & L CAREHFH 1.25m?
LIk 1.5m2 K28 50mg, 1.5m2 2L 2% 60mg)

8. FSURR—E—IT | MERAL

By H1EH
9. ENFEIZLKD - MIEERT Y
2k TS-1 % BIEB RSB B2 50mg/day OB GRTEL LESED

MHPEE X B L-BRERIT. FT66.1%. 5-FU 87.6%. CDHP 54.5%.
Ox0 77.4% CTH -7,
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REIZR89 5IEH
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10. BHEDER
g 250

EHYD

O WEICBEREEEDIKT L2 TS-1 ZH[EI T 5 HREEgHRSE LizFo
PK T A—%% EHE2EEREZ I TETOZN I LT, IER b
BETITHER G & 5 ClRIERBR e PK /X7 A —X 2R LTI=OITkt
L. BHREIN TS CIRHER G| it 5T CDHP & 5-FU @
Cmaxs AUC, T2 BENZHEM L=,

g 5> CDHP o1t V75 > A (CDHP CLp) £ 7 V7 F =27
V7 7 A (Cler) IIZAEZRMAMEBEBIPRBD LT 0=0.974, p=
0.0262) %,

71

CDHP CLy (L/hr)

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

CDHP mm#E%s ') 75 > A (CDHP CLp) &
9L7F=29 )75 A (Cler) &DIRRERER

@ FEMBENRE SRR S 7 B REBRE (] (PRSP, e, IHIE ) (T
DWT, #EGRIMIG 7 L7 F=E, PR Fn Kk OMEED D Cockeroft-
Gault KPP ZHWCHEHI L7277 L7 F=22 U7 7 Al (Cer #EEH) 12FE
O X BHEREDN IEH &I S D B & R R T L S 5 R
FZH T T, EnEho AUC #7779, 5-FU, CDHP, Oxo ® AUC (FIEH
BRCH A CRERER CaEA R L™,

AUC (0-8hr)
(Cer H#EE ) >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(Ccr : 50-80mL/min), mean=*S.D.)

1) Cockeroft-Gault =X
Cer #EiEfE = ((140—4Ffii) X (K E (kg)) /(12X (fliF 7 L7 F = (mg/dL))
(EMEDBEIT S BITHE LML 0.85 54 %)
<HE>
BEEET V(T F)IC TS-1 2K 5 LG, B TH D
CDHP ® 7 V7 7V AMME T L, 5-FU O HREDER 2 BAZ7RT
ZeEmb, BEAMNERS HobhdBThnd s ™,
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1. Z0ith MU ER e L
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VI.L 22 (EARLDEE
| EENEEZOES

F)ICBH9 5IEH

1.

[

1.1 KEZECHALRREL, BRFICHAMIETE SERERICEL

T, DALEEREICTDTHE - BEREFOEMD S & TREENE
P EHESNDEHICOVWTDARRT S & BLBEEDERICH
o TIE, EHAERFNDEFAXEZSRLTHERT S &, Fi.

ARFAKICEILL. BEXEZOREKICAMNMERUVREKRMEZ+ 55
L. ABZI/{THLERET S L,

12 RENFREEDEAIILA OIS VILRER & FHRESHBEFME (Dose
[

Limiting Toxicity, DLT) A EE&INGI & LV S R TEALY | FICERKREE
IHREETEOILENHD, HEIHRKRREEZERT S L, [7.2,
8.1. 84, 9.1.1, 11.1.1 SHgE]

1.3 BIEERFRFOEELGHEZENEC S ENHHID T, EHMICIFHEE
BREZISIBEBREEZTRICTV., FESORHNRRICHZDHLC &,
FEZOMARIEREREEZAONIBRTIREFE S BERFDRE

BIZTHRTEE L, #E REKEE) NHobHN-IGEICIXELICES
Zhit L, BYIGMEBEZEZTS I &, [7.2. 8.4, 11.1.3 SHE]

14 D7 vk EY S OUORMERESR. b DEREDOHFBAEZE (R
JF—bk - THIT—IL - 9FVIIEEE), HOAWIRERFI /LY b
DUEDHRICKY ., EELMREETEDOREANRIET 281N
HHNDT, FAFITHLEHEWNI E, [25, 2.6, 10.1, 16.7 ]

(fiFER)

1.1 KA Z BB MEFRIEIT RS, FICEBETA2RERS D20,
1.2 AHFIOF GHIBREIEDSEBEHEICTH D 2 LoD e H%ITHER O KR
BEOERBBRMLETHSD (IVI-8. EIEMA] OEEM),

1.3 AFRREE CIXEERIFEEILRO Do o, THIRRICENER 4%
DOEBERFEENKIL T D,

1.4 IVI-7. FHEEH ] OESHE,
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. ERRRE
ZTDEH

. REENTHRICBEE
THIBEEZTDEH
. RERUVRAEICEE
ITHEELETDEH Y

2. BR(ROBEICITRE LB &)
2.1 KA DRSS U 72 EUE OB O & 5 B
2.2 EELEMIEIOH D EE VEMME SRS o8N H 5. ]

23 HELRBEEOHLEE [T v T o B CHETTEERLEA] X A
FIUNOBHRENE LIKT L, M 74T VBE»R B L,
FRIMAEIEORERANEBS HobdBETNLRH5,1[9.2.1.16.6.1 &

]
24 EEREEOS LEE FEENETIBEhRH5,] (931 &
]

25 D7 bV 2 VU RBUEMEEA (25 DIRA & OPFRREE S
o) A EmoBRE [1.4. 10.1, 16.7 ]

26 7y hragkEdoRg (1.4, 10.1, 16.7 ]

2.7 Wb XAFHER L CW D RIREMED & 5 et [9.6 &If]

(FiREEI)

2.1 SOICHERBPUEN S LONDZ ERH D,

2.2 AHOLLHIREBEITEREIH TH O, BHRMIEISERT B8 ENNH
D

2.3 IVI-10. FEOEmEZAT LEH I OHEB],

2.4 THRZICEB W CEUEFRESOEEZRAFRENEI L TV 5,

2.5 L 2.6 VI-7. fHALEM I DHESH,

2.7 THT7 =) UT7 I NERGENIBNCB W CHEEZ AT D R E HPE
LIzl DWERD D, o, BWER(T > b, UHF) CHEABIEHN
A BT,

(V-2. BEESUIR RIS H1EF ] DHEZZMK,

(V-4 FEEROCHERICEET 51EF] OHEZZM,
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5. EELGEAALMIR L
ZDHER

8. EELERNMIER

8.1 H R HNHN ALK 9 5 B Ze I YE (BUMAESS) 2> 6 UM AEME Y 2 v 7 =0
PR M M55 VBRI &V BB T S T2 REFIDHE STV D DT, ik
JiE « AR DR BB LI+ oEET 5 2 L, [1.2, 7.2, 8.4, 9.1.1,
9.1.2, 11.1.1, 11.1.2 ]

8.2 ARANIOEHZ L MVEMEMANEBEXIIEEST L2200 ECICE
H2LbHDHOT, FHIZBE L TIHMEEMA DTS LR L, &5
HIIEIIREE, %, FEADOAA S OFER 2+ ICBE U, MEs X #r
BRAESEZITH 2 & FRCIE/INMIRMRE CId, VM2 S5 i A M o
FE L VIRBLLLT VW, [9.1.4, 11.1.6 Z|]

8.3 AAIDEEIZX Y B BHFR T A NV ADEIEMALIZ L AIFERH Hbh
5N D DT, AKFIBEGATIENT » TR 7 A L R DA 48 A 3R
L. ARAIEGRNCEE) 72 0@ 2175 2 &, [9.1.7, 11.1.3 &H]

8.4 ‘B HEHNHI. BUEATRSEOEE L BIME Z [BhEES 2 72 01245 2 — AR AR
P OF G I 2 BRI 1P, BRARRRA (i ds, AT - BFEKRE
BRAES) 217570 . BADOREBZ +3IBIET 528, izl a—x
H K OB BRI I3 BRR A 2 R 5 2 &, [1.2, 1.3, 7.2, 8.1
Z M

(fiRE)

8.1 AF|oEHmH] (2 MERG i/ MRS 1 X0 EGE, H g o
OFRSUTBICERE T A MEN S 5, (IIAENES 2 » 7 ORRFENE .8
PEEENC X W FETS IS E » TIEFI IR ST\ %)

8.2 /NIt I F W TRIEMEMI R OIEIC LV BT L7c@EDR H 5, Ik
INKBRE A G, M 2 S I 75 Mt oD il 2 0 FE B L o9 ATRE
PN DT OEBE NI TH D,

8.3 EWHIRZICIH W T, AHIHEEGHZIZ B BIFR T A L ZDFIEMHEIZ X
DI % 360E LT EBI N ST b, BRIFFR YA L A% % U T D
B T HBs Hi ket T HBe Huktt /e L HBs Uik BH T
X R ANV AREIEELT D RREMEDRH WV IEERLETHDH, Lo
T REB G S, FR YA N ARLO A EA TR L, LEICGT
T B R ANADHIEHALO T AT 22 & E&kEHOE
FHIZBWTIE B BFR A LV AOFEHLIC 3R L, BENED
LN EITIIAR OG- F IR, BT T u 70572 85175 2 &
WEBETH D,

8.4 EHWEMH O FHF R K OEELDORRP DT, 4 27— ADBRIART &
O G HIE I 2 #EC 1 B O @2 R R 2 %3 EhE 9 5
&,

FRIZ 1 2 — 2 B RO ERFCIE R ICHERBI ORI A 2 Eiid 2 2 &,
TR RG] FEE IR G REIICREL L T D720, RS54
1B OBMKREZ IS 22 &, AR 61X 1 27— H KU ERIE
1R 1 B LD CHRRRAEST 2 2 &,
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6. HEDHEREHT D
BEICEHT IERE
(1) AOHE - BEERES O

b5 BE

9. BENERZETHEHICEHT IR
9.1 AHHE - BEFEZEOHSHESE

9.1.1 ERIIHOHHEE (FEELEHINFDHSBEFXKRL)
BRI R T 28N 5, (1.2, 7.2, 8.1, 11.1.1 =]

912 BREEFEFEHLTLSES
BRI LD . BYYENEALTABENRH D, [8.1, 11.1.1 &H]

9.1.3 MHEEEREDHSEE
MHERESL N (LT D BETNNH 5,
9.1.4 MEMMAXIZZOBREEDHSESE
ME MR N IEEST 2Bt nH 5, (8.2, 11.1.6 ]

9.1.5 MEBXIFZDREENH S EE
IERNE LT 2B H 5, [11.1.7 ZH]

9.1.6 HILEEBXIIHMOHEEE
SERREALTABENLRH D, [11.1.8 BH]

9N 7BEFRVAILAXY ) TDEEXIIBRETEEE (HBs /R4, »
D HBc A X & HBs Huiki514%)

FFRSBER AP IT R YA N A~ — T —DF=F Y 7 &(7H 72 &, BRIT
R A IV ADFIEMHAL DGR D RFNIEE T 5 Z &, ARINEL &
iz B RIFR D A VA v U7 OBE IR 1B\ T, B BT
R A NVAOFEMHALARE SN TS, [8.3, 11.1.3 ]

(FAERIL)
9.1.1 Zg &k,
9.1.2 EHEINH (B mEREA . AF R ERBADE) 1T K0 EYYEDN LT S B E N
Wb, (V-5 EERFEAREE L ZOME 8.1 DIHBM)
9.1.3 AAITMHERESL H DI BLL OBEIRIF DEALDOME R H D,
9.1.4 ARAITHEEMERRDORBELL OCB(LORER S 5, (IVI-5. EHELFAR
HEE & 2O H 8.2) DIHE M)
9.1.5 AHITLAHIEZE, POE, NEIR, ODRRFOWMENRD D,
9.1.6 AAITIHLETES, HILE K& OVEILE ZRLOMEDR B 5,
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(1) AOHE - BEEREZO
bHEBEF(HDOX)

(2) EHEREREEBE

(3) TFHkAEREE B

(4) Ahfgexzf¥ 2%

9.1.7 BEEICBVTAR L OBENEETE 20 B TR YA L ZDH
BT 2 MENER IR 05, H EoEE] o THEEZR
AR ISBR L, B BFR YAV A%+ U T OBE XL HBs
PUFRMEC HBe HLikBME 72\ L HBs HURB D BE 1A #2453 5
Bt AFIOEGIZEY B BFR YA NV AOEIHMHAGIC L 5 IFER H
b Z ENDDDT, KEIOBE G- TR T A VARG
AR L, BHANCHEYARMEEITH 2 &, £7o. AAIOEGBA%
kR L CHITRERER SO R VA NV A~ — I —DF =X U T %179
7 8. BERIFR Y A VA DOFEMALOBIERLEROFRICER L, Ba
DFRO BB AITIIAF OB G LI T 0 7 O b7 Sy
IAVEEITH Z &,

vy

9.2 BHRelEEESE
921 EELBREEODHIEE
B LW &, [2.3, 9.2.2 &/]

922 BEEDHIEE EELEREFOHSIEEILKRL)
TNF w7 O RACREBERLERF A T 2L OBPRIEMET L,
M7NFa T T U NREN AL CEREIHEFORENN®EB H5bd
BEhRH D, [7.9, 7.10, 9.2.1, 16.6.1, 17.2.1 ZH]

(fig a5
VI-10. ¥sEDE = E=H T HEE | DIARR,

9.3 FFiRElEERE

931 EELEETEDHLIEE
BE LW &, [2.4, 9.3.2 &H]

932 HEEDHSEE (EELHEZTNHSHEBEELRL)
friEENET 282 nH 5, [9.3.1 2]

(FRaL)
R IV CRVEF R EOREERIFREE R EI L TV D,

9.4 £JEREEHRT HFE
AN R OV ] RE 7 Al O A (TR G- D WD B B 5 B AT IR RS
TORBEEET L L,

(FRaL)
TNA BT TV RIEANIRERE ORI L RTTRBENRH 5,
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(5) et

(6) 3L

e

(7 /I

b
4&?

(8) millin

9.5 114@
B0 XATIEHR L TV D AREME D & D &I IZ G LiewnwZ &, 77—
N TN ERGE SN I CAHRAEET D R EHEL- L O®
ERD D, Fio, BFERTEFEEROBRE GEIRT v N KO T H¥ (7
7 =AY E Tmglkg, 1.5mglkg) Oif H#% 05 T IO PR
ERERE . AL RBESEN/RDO LN TND) R’ D5, [2.7 BHE]

(PR
X-2. (5) A&JlFE AR DIES M,

9.6 ZELIF
A LW EREE LV, BWIEER (T > ) TIHH AT LIz & OfE
NH 5D,

7w b TT A7 = NVEOHIT~OBATHHEO TV D, V-5, (3) it
~OBATHE DTS M,

9.7 /©NR
INREZ 3G U T2 B R ARBR 132056 L CTuauy,
(FiER)

NSRS B FHARRER AN 2 < L BRRMEITHESL L TV RV T, B E I3
xR0, /NRFICKHT 2 HELOCHEIT 2 <, BIERE 55T L T
[AYA4AN

INRE TSR T 2B ERET O MERHY | o, —RICHFERE
RENARAEE 72/ N CIERRN ST R 5 ATREE B Z 2 b LD DT, Al
TERORBBURHICEET 20BN H 5,

9.8 EftE
BEORREZBE LN DEEICRGTH 2 &, —RICAFBEMNMIT L
TWAZ ERLUN,

(FiREEH)

FE R - T OTRER M OVE 98 O T il % 8 R A L B W T, BITERIC &
LRBRKET - P IEORBBEN GEE CTrErolzZ b mlE ~D
B GBI 2B AT 5720, [EE~O#L] OHEAERE Lz,

KRG TELIGE O % MG R S T FIRRBRIC I T 65 AT OJERI Tid 63 51
b 7T FINEERICE VRBREK T L, TOREHEIX 11.1% Tho70, £
72, 65 LA EOSERITIE 36 Bt D 8 BINEIERIC L WiBREK T L, £D
FEBBEE L 22.2% TH - 7=,
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8) i (H5%) SIS & HRERE T O RIVARE (1% BIBGRRE 148, 4215 - EERH) n=o0

FERS (K | BHFRICK DR THIR/EMNS | BUERAICK SR TRIRER
<65 7/63 11.1%
265 8/36 22.2%

B COM FHRGERAICIBN T, 65 Al OJEF CIZFHAIERIEL 2158 )
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D 3005 1| 2 0.3] 0.0
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R S 1002)| 1 0.0 0.0] 1(18)] 1 0.0| 0.0
Y 2 SERERTIN 1002)| 1 0.0] 0.0 1 1.7) 1 17| 0.0
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X 1.40= <1.50 | 200 41.0: 4801% 13.0: 39.01 275 1565 23.0: 1951i 14.0: 325
(m2) 1.50= <1.60 | 193 4091 4301 166} 3261 31.1} 135} 2231 2021} 135 26.4
1.60= <1.70 | 112 26.81 3571 17.0: 43.81 313 981 1881 2231 19.6: 24.1
1.70= =195| 52 2311 3651 13.561 30.81 25.0 3.81 1921 21.2% 154} 21.2

53< = 70 | 270 3481 4301% 10.7} 352} 270} 11.1} 181} 1561 13.7} 26.3

) [a] 70< = 80 | 446 43.01 4801 186} 3881 2761 14.1} 240} 2241} 128} 26.9
<

<

"G 80< 90 13 7691 6921 2311 1541 154 0.0 771 30.81 1541 23.1
(mg/m?2/ 90< 100 11 36.41 364 9.1 6361 63.6 9.11 455 545} 545 182
day)| 100< =110 6 33.3 1 66.71 16.7 0.0 0.0 0.0 16.7 0.0 16.7 0.0
110< =120 5 60.0{ 80.0{ 20.0} 80.0{ 40.0!{ 20.0! 20.0{ 20.0 0.0 1 20.0

1 ~ 2 345 35.11 3221 128} 3591} 252} 136} 148} 168} 11.6| 11.3

3 ~ 4 252 4521 5521 1831 3811 298 119} 26.6} 226 163 34.5

A 5 ~ 8 110 4451 66.41 19.1: 3821 309 731 2641 2361 12.71 445
a—2 9 ~ 12 25 44.01 52.01%{ 120} 32.0{ 200} 16.0} 36.0{ 16.0}{ 12.0} 40.0
13 ~ 20 11 5451 8181 364 5451 2731 182 364 3641 273 545

21 ~ 82 8 50.0 | 75.0 001 6251 3751 50.0{ 50.0! 50.01 25.0%{ 75.0

"B # 80 3751 3751 11.3} 2881 15.0 6.31 16.3 8.8 3.81 16.3
5 " 671 4101 4781 1621 3851 29.11 134 2251 21.81 149! 274
0 459 41.8 1 51.2% 16.1} 405} 314} 13.1} 244} 2221} 159} 30.9

) 1 244 3811 3981 1481} 3321 234 127 1891} 18.01% 10.7! 20.1
2 47 40.4 1 3831 17.0} 29.8}1 12.8 851 1281 14.9 851 128

3 1 ]100.0 { 100.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0

o i3 418 36.6 1 4591 120} 37.61 2561 11.2} 19.9 21.1 11.7 1 24.6
H 333 4561 4771 2041 3721 300 144 2431 1951 16.21 28.2

ES i i | 344 40.7 1 39.01% 157} 34.6 1 24.7} 128} 192} 17.7% 145 224

407 4051 5331 1571 39.8%1 300 1251 2411 2261 13.0! 29.5
647 39.6 1 4561 159} 36.81 272} 122} 212} 202} 13.8| 26.3

2|

Amew  (H 4 M

1104 | 471 5381 144} 413} 298! 154} 260 212} 135! 26.0

2 e # [ 579 | 402} 435 152 352} 263} 116} 209! 192 13.6} 27.1

) 1172 | 419} 5761 174} 448! 320! 163} 250 244 140 233

3 PR & 197 | 315§ 472} 117} 350} 279} 81} 208! 16.8| 12.7| 234
a 554 | 4391 466! 171! 3831 2741 143 222! 217! 141! 273

(B FRETHBIFRIE 2 B3 <) (hREIBINEF % TO KRR OER)

* 1) &R [BhREUIIR) 28T
*2) : Performance Status (—fi%:IKAE)
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(I ZetEALOTES)ICET 51EE |

ERERRERRIC
RIFSHE

1. BRALDEE

BIE STV

RIE S TR

(FiAERIL)

B 5O BRI HEFI N 72V O TERE L TOR0Y,

AR OG- R EME (DLT) 2356l T 5 Z &b w5 LG
WIXEE R EREIG, WEaSREEL BB I T2 BENARH 5,

FERI 7o v iR 70 < . B, G-CSF &5, s, PirEmE RS,
RO 72 E 51T 9,

¥, THT7 =R 5-FUILENTIC LV EBRES LD (TVI-9. #HEIC
BRER | OIEBM),

14. BRALDFE

141 ZEFIZTRFOER

14.1.1 PTP f2EDOHAL PTP > — b bE Y H L TIRAT % X 55845
Z L, PTP v — FORAAKIC L 0 | WA AN EERIEA~TIA L, B2
AR I L THRARFEOEEREIELIT D22 L1 dH D,

14.1.2 RANLED EIZOW THER AR S S5 & ET 5720, K LTk
HARETH D, £7o, KTIRHTLHZ EHTE S,

14.1.3 AFNIR - EORETIE, A LTRASERNZ L,

(BFEWFIH)

AFIRH IR AT LT 7 b e ) I DV RPuENEESEA 2 £ H 3
ZTCHFA L, EEREBMEISEZ BB LRGN H 0 £9 0T, KA AR
I RIEOFB L OEEE 01T T TE &0,
(fiAERIL)

F_To PTP kAl HEHEEH(HEEBP LAbEFHE) & LT
FoE L7,

14.1.3 OD $E# B 7= F FDRIETKZ L TIRH S B854, BIBICMHAE LT

RIEEZBITIENEZLND,
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(I Rev@RAEDEES)IEY 21EE |

12. ZOHDEE
(1) BRI
HOL

(2) FEERARFARRIC
B A

15. ZTOHDTE

15.1 ERERERIZE D < 1EFHR

15.1.1 AR Z#H Lo BE IS, Brkaimm FiamwEEE e 56 5) .
R R RIERERE (MDS) 2354 Lz & OBENRH 5,

1512 7040 v 7 VORMREHEE THL VL RrEY IV TR
14 F—% (DPD) KIBHEOBE N T FNUTHEEL, 20X 5 RiHIc
TNF B TS NRER RS LSS, REEICEEREWER (DN
2. TR MIRBETE . PREEES) NREBT D L OmENRH D,

15.1.3 KA & ORREBRIIARHTH D03, WMEENHL LN L DOREDH
5.

(figERI)
15.1.1 AHlZ &5 LTEFNZ I W TR & ORF#E TG E T & 2 W adE | i
WEOREND D, RBAK & ORIRBERIZIME TRV,

15.1.2 74 ua v I I VRIEA|ICHBE L FIETH S, DPD KIBIZHOWTIE
FIAETHRE SN TR, ZOBRENTHHREIN TS,
15.1.3 KA H5-H & 5 W R GZITARH] & OREN G E T & 2 W INEZED
WENDH D, 72, EMEEEEE BV LM iREEERELS L L7 IR
Thh., Eiz, Fmin, FERW - @SiLEOADR, IO T2 & OERF

HLEZ B, A E OREBERITHAE TR,

15.2 JEERPREABRICE D < 1B

15.21 A7 73 A0 U U ATRBRETHFI AT (M X)), 77
VA T AOEE BNV IR WA I LR E R R e T 5 (T v
M ZEND, BEOHEN pH K TIZE D FHRINREE LT < 7225 lEetk
DWE SN TWD,

15.2.2 A XZIEBE U= 855 (R EREE IR - iR D R iLaE . Al AN
fZpHZEnmEasnTng,

(fign)

156.2.1 A7 7 2 v 71 U 7 L (Oxo) IR MEKEHE o TR (5-AZU) (253 fif
T35, BE— 7 RIZBWTEN pH AMEVVIREETIX Oxo ® AUC 2MET
THZEBRREINTND T,

EETOE—JILKRICES LD Oxo M AUC
AUC (ug-hr/mL) (& pH 2T B ELEE : %)
&= pH(6~7) [n=5] 1 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%)
FmpH : Y AF TV UME, FpH  HELE (KpH: 7 N7 A MY UALE, Mean+S.D.

15.2.2 [IX-2. (2) e 5B oS, F72, BRICB W TR, &
fEAs. s, BRI, KT, IR, AROL A, AENEE., A5
IR, SRR Z . FEAESERBEL-WMEND D,
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IX. JFFERPREHERICREI HIEH

1. FRHEBER

(1) SRA)EEPH SR VI AP T 2 HE ] OHESH,
(2) ZeaPEEEPEEABR TA—IRADUO—RREEER
= EBWiE | @A | ®52 (ngkg) . e
B ® WA n | #% | puEEm’ BB AR
—HRIER B OITENC R | ~ 7 A | po. [30,90,270 | L
S (10)
HREEDEIZKIETE| v~V A [ po. |30,90,270 [#ELRL
— | (10)
i | BREAE ~v A | p.o. |30,90, 270 |#ELRL
g | DA (10)
" 2) FEEA
Rt ~wZ | po. |30,90,270 | L
(10)
;:; Pentetrazol #J¢# ~7A | p.o. [30,90,270 |&EeL
1 WHIER (10)
Bl 2) EHuEm
B | o (WEW: Writhing ) |~ % | p.o. |30, 90,270 |{EM7:L
F (10)
BRI Zv b | po. |30,90 IR
(10) 270 60 SIS (3 B[]
)
i fas] =) ey | invitro | 4.2X107M | R L
E?— 1) B /R A (5) 4.2X10°M |8 L
i 2) ACh i 4.2X10°M | BaClg ¥ 0> A5 B 3]
ﬁé 3;11istul%ﬁ (5 Bl 4 BT 15~40%H0
H 4) 5-HT I #1)
5) BaCls Ui
o | PR M, A%k, M| BT | id. |30 L
o [ RR LB RIE| A3 9% MEAE T
. Bk (5) (2 W§[E#% %) SmmHg)
. 270 AR (0.5~2 W%
o ¥) 5~10mmHg) , 2 FlZ 0
EA EXO R EEME T, T
EAL LR
M 7| B I5E N6 ~v A | p.o. |30,90, 270 |#ELRL
& & (10)
| RERCRTEMREYE| T M| po. |30 SRR K OB (50%)
AT | g ®6) 90. 270 FRESHIIN (51 & 102%) & O
K g ,
O SR Na‘, K. Cl-o#iin
A (61 & 104, 86 L 166, 38
L 54%)
EHER (S AR p.o. |30 1 1T 24 KNI IEN:
(3) 90 2 BI7C 24 WM (B
< 54% T~10 HIZHEL)
2] 270 3 BIATIZ 24 FEFIPNIZIEM:
s (5% 2~4 BIZHL)
D | fBEHE L R E T R
1 1) BEAR/E v b | po. |80,90 270 |FERL
H (8)
2) Glybenclamide Sy k| po. [270 WL
& OfFA (8)

% TS-1 OFGERNEEIX FT &L L THER

(3) ZTOMOIEHEER | FEUER R L
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(X FEsEREEI<EY 28

BIEHR
(1) HE S

R OV

LDso X [T #IE& D E St = (mg/kg)

TS-1

CDHP

Oxo

FT+CDHP

FT&2)™

~ A

3

549

1420

7w b

3

441~551

2000 2L |

2000 2L |

220~441

1410

W

441~551

2000 2Lk

2000 2Lk

1475

JrEOER

A X*

i3

53

2000 LA 1=

2000 LA 1=

34

TS-1 (X FT+CDHP (% FT & TFoR, X : HIgOELE, — -
S k1) B i IS FHSEEE, 20, 1009-1025 (1980).

ES/ el

TS-1 O EFER
~ U A BAEVEIE, BB QR : HIE, i, MRS
T b EHEEE, R, TS GECH - B, A, MERERERS)
A R ERE, TS, KRS B D TR GE GETE - B IEEB O, S5
D& HAT)

JREFRIRAIZBWT, v U A Ty MRS XOFETHITHOE &
OUKRE, BOfg, U > _HiZg &V Lo SREsE OZFEMIM A, i, FFd 53 m
72 EWITME S 2 BTz,

Z A LB O FER TG SR REFE
. EmMRENY o REEE
EZz i,

TS OE L, KR &2 PR IA
(IS L E EEPIMEOIR T IC L 2R &

Z v b 13 B AE B G AR Y
(MEEZ >~ b, TS-1% FT & LT 1.5, 5. 15mg/kg, 13 MM D0 #5-,
A 3E)
15mg/kg TIEFE - BIEH - RoM1{k -
B KOS, REN - Wi L AT o —)L - R - REEHZOR, B
DPRAEZENE - B AR ERA LN, BH 2~4 2 118, 12~13
(2 2 JEDHENIEL Lz, B, BHFHESEICRIE - B - JRYPELAL3FE
DN LG, BRI Y X - B RERE OB T IC X 2810 E O
MER L E 2 b, Uy - SR E kOB~ 2L bmg/kg T
HEE RN BRI =N, 1.6mgkg TlxAbNenoT-, EiROFEE(L
X 5 AR ORIEIZ L EIE S L < IFEHEEA2E8 O Hitlz, LA EOREREMM
MEEMERIIMEE L B 1.hmg/kg B2 BTz,

(2) E&E 1)
ﬁlﬁgﬁ%ﬁ 62~66)

e, g, U ooN . SR Es

2) 7 v b 26 @ RKAE &G R
(MEEZ ~ ~, TS-1 % FT &£ L1, 5, 10mg/kg, 26 ¥
fEAEK)
10mg/kg TIXEIE. U /N - Gl REE . HEMEAERS &K OIS 13 X
HEREEERBRO 15mgkg L [REEDO NI ST, ﬁﬁtfﬂifm:o
770 T BHEHIMOEREIC L 28T m 0BT 2o 7208, BIRAIR
AR oTz, Voo - iR E &K O A~DEEL bmg/kg Trb%f AR
%5@5 ENT=A. 1mglkg TIEAR B0 -T2, Bl OFEE0IE 5 B DIk
CEEHES L IREEERNRED bz, UL EORKRENS, EEMtE
ilﬁkﬁfﬁﬁ& % 1mg/kg L& x LT,

A FRE ARG 5
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| X. FEEREECEY 28

(2) pEERE
%‘Iﬁ%ﬁ%ﬁ 62~66)
(m2%)

3)

4)

5)

A X 18 JEFE AR 5 B R oY
(MR X, TS-1% FT & LCO0.5, 1, 3. 6mg/kg, 13 MK OEL)
3mg/kg LA BTG 2 ) BARSEIEIC X 7 = U BRIEN, #5453 )
SAMRDRIESCEMIC LD LB X LNTZAROIRE N LD,
W& - RSO REIC A T = kI, DR, THILEREE - U o SR
B B OFMEMEZE L ER B DT, FETHITIEEIS, B EE) O
D IO - RAEVERIIR RS, M ResE OFEMEIEE L ERHR b
722 DD SRR R REIR TR R L 7 Y K Ok BE O AT &
DRI L EZ O, £, REROGRILER QN S REE OZERIX
KAED 0.5mgkg IZBWTHRO LT, LLEDORERD S MR BT
He& b 0.5mglkg Al & 5 2 bV,

QEANERER « IR 2 5B oo [al1E MRl

TS-1% FT & LT 3mglkg & KA X2 2 KOV 5 @R 45 L, IRIRAK
HOAR A KOO BEIZOWT, IREIZ X ZEEMEZ R L, @
FUWH TG 1EEY, BEIIRG 3EEIV EZNENREL L, 2B, v b
~ IR, LA, DEROCRE, XY v T T E WTHTIRE -
M LA, IRER A, IREMRAIITR BT SN Do 7oy, IRAEIE DR G
AR Z I\ T Staphylococcus chromogenes SR ZIZpBES Lic, L L,
IRIEIZ L AR T 2 8% I, AWIX 1A LY R EHEE LT,

A X 52 AR 5 B

(e X, TS-1 % FT & LCO0.1, 0.5, 2.5mg/kg, 52 BMREA#S, 13
FERAREE ; BEER & LT 0.004, 0.02mg/kg 52 JE R N 5)
2.5mg/kg TIE 13 3 M 5 3 ERER & FEEOIRER - B2l o ik
FRED FEN I DIV LB RN - U 2 SREVE - g O FEMEMEZE AL
RO LN o T, EOMIZ, BHEHBOIERIC K 287 2 mrE T E
L7pdrofehy, RIERE TR 720 | RHMICRBRPBIZ I, Zhici
K3 2 ER R AMEOET b A bz, EC LB TIXRERNEE TH -
722 EMD, FHRITEERICER L7- 2 IREOEIC L2 B L E X
Lz, IRER - lRfE D aFEIEE T 0.1lmglkg THEE INT-, Ll DFEZE1L
% 13 BRI ORERI X 0 IREK - 2 D FIbAE, AIROREZ R\ CHIE b
L < IXEHEE A 2338 S iz,

0.02mg/kg LA F TIEWT AUV HAREK « G ICEABILEDFRO b o7z
Zenn, MMM S D 0.02me/kg EB 2 BT,

YL 13 8 E G- a5
(HEYv, TS-1% FT &£ LT2, 4, 8mg/kg, 13 HMERAHKEY)

8mg/kg THRIMER -« FfEk - U > <ERDOWD . MIROZENE, BE RO %K
FEPERIRIRIE 72 E A BTz, MR & OVELE OZ{biX 4mgkg THHD
7=, 2mglkg TIEH LN M- ToZ D, EEHMEET 2mgke &5 %
b,
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(X FEsEREEI<EY 28

(2)

(3)

(4)

(5)

FAg# 5
%‘Iﬁ%ﬁ%ﬁ 62~66)
(m2%)

EfnaE R

28 A SRR B 67.69)

AETHFE A
%‘@%ﬁ%ﬁ 69~72)

GENNEER)
(HEYv, TS-1 % FT & LT 16mg/kg, 4 HEREAHKYS)
13 [ A 15 - B EaBR & AR e 22 kI N . #(E - ZKERME, BiioZE
MEPEZAE DGR DTz, FECHICIEL, BICE M, FIRIKT, (KE - EAH
b BEE AT RIEMZEA L 72 ERA LIV, FERNTIELERE I, &
éﬁg@/&/y CHRF LR BARRICL A EFE LB DN, LirL, £fF
BIROFEEH &S, A X THLNTIRERE PR EOELITELBO LA
nolz,

DR L

<O AKRORT v M ERAWERAFEMRERICB VT, TS-1 1228 AEMEITERS
BV T,

1) HEHRAT R OUEHR YT 535k (Segment 1)

[MEREZ ~ b (S5 REMERE 24 PE) . TS-1 % FT & LT 1. 4. Tmg/kg. Rl
A # 5 (K - ZBRT 9 18 M ORI 2 25 O i) H £ TR 13 3], M -
ARELRHT 2 3 [ L OBl 2 & iz 7 H) ]

HECHRES NI, BEEEORD 72 O IR, B & OWEE HRERE
DK, METEIREEDEMN Tmgkg THLN-Z Enb ., HEMWIZKT
T 5 —EME A MR B R S b dmglkg EEB X B, L,
Tmglkg THZIGRRICHEIL A LN -T2 L b AFHREIC R 5 75
ML Tmg/kg LA EEZ 2 S,

—F. BIRAEEOK T L OE(LRIED Tmgkg THLNTZ 0D, I
RICxt4 2 EEEMRIT 4mg/keg & B2 DTz,

2) JRIBOZETERM 538k (Z ~ ) (Segment 11)™
(= >~ b (KB 32~36C), TS-1% FT £ LT1, 3, 5, Tmg/kg, 11 H
(R 7~17 H) 5@l 0 855

REEhAY) OO PR EE G B OMEAR B O Jb 23 Tmglkg TH O Z &b,
a3 5 — kBt R hmg/kg & B X b, LnL,
Tmg/kg THAEFIZ KT THBIIA DN o7 Z L b AFHREICRTT 5
ML Tme/kg L EEE 2 DT,

—J. BRIKREOIR T2 5mg/kg LA BT, WIRET OKBE) & OVE A
BN Tmglkg THOLNZZ Enb, BBIRICH T 2 BH M E1T 3mg/kg
EFEZ BN, MAEROIERRE OKEE) K OREHMINHE 2 Tmg/kg T
Ko b, HAERICKT 2 EEERIL 5mgkg &5 2 b,
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(5) AEFHAEA
%‘I‘i?ﬁ%ﬁ 69~72)
(m2%)

(6) JRFTHI PR

3) R DOIE LRI 5386k (7% %) (Segment 11)™
[ ™7 % (£8F 13~15 L), TS-1 % FT &£ L7TO0.5, 1. 1.bmg/kg, 13 H
i (BB 6~18 R) sfiill#% O #¢ 5-

BEW O N 1.6megkg TR LZZ LD, BT 5 %5
PR EEME R Imgkg £ B2 DNz, —F., IRIEOBH R (s
A) 0% 1.hmg/kg THM L7 Z &b, BBIRICKT 5w EIL 1mg/kg &
Bz bhiz,

GEINEER)

BEWIMAIMR 8 L 9H, 10 L 11 H, 12 &£ 13 HEUM 14 & 15 HIZ 445
#LT, TS-1(FT & L0)3, 6mgkg Zifi X128 h L1z,

MERRII O RO TIE, 3mg/kg 512 L Y MEFRAER (B#s R,
WS E) 23, 6mg/kg #5512 L RESEMERMRH LN TH o7z, EEMK
HIOBEOREHITIE, 3mg/kg 5 THEITRD T, 6mgkg F5IZ LD
FTAER DB S0 Th o 72,

4) JEPEM K O LB 530k (Segment I) ™
(M= ~ b (KBE21~24 J8), TS-1 % FT & L<C 1, 4. Tmg/kg. ¥ 28 H
(R 17 A ~o3itk 21 B) 5RO 45

REEN DR EIG NI K& OMEAE & DD 7S Tmglkg THONTZZ LM b,
REMIZ T3 5 — ik E M M R 4mglkg B2 6z, LavL,
Tmg/kg T A RITTHEITH DNRD T2 LD | ERIREICKTT 5
BRI Tmeg/kg L EEE 2 BT,

— 5. AR OKEREIISE  OEHEOK T2 4mg/kg ML ETAH L
72D, HAERICHT 2 EEEEIX Imgkg EB 2 b,

REERR L
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(X FEsEREEI<EY 28

(7) Zoftho
%%%’lﬁ 73~76)

1)

2)

3)

P ™

YUA=T v NRTORMBZENEIET 77 14 7% v — G R OELE
v N COFRMEZENELET 77 4 7 F v — i, BN ESET 7 17
F 3= SO M O AR ML EREEER SO D WL OFREBRIZ BN TS, TS-1,
CDHP KO Oxo (ZHURMIFRED biviginoTz, F7z. TS-1 ITiTMifam:st
PR K DB B S SOSFHE TR bRRO b iaho 7,

ALY U

TS-1, CDHP K Uf Oxo |Zifs 1228 BB IERITEO b o7z
23, TS-1 O Oxo (21X invitro TOYEARREFBIEA DA O, £,
TS-1 1255V invivo /WEZHEFIER R A L7225, Oxo & O CDHP (ZIE[FIfE
HIZRO o T,

7285, TS-1 DHENpS Th D FT ITMIRIERE RFFAEZ /R S 7220,
PR R EFHRE L VNS RIEEHT 2, TS-1 TH LYo i
PFEHEIL TS-1 & Oxo DY OHBIHEN D AT, Oxo IZERT 5
DOTIFRL FT H50FZFORFMTH D 5-FUICEK L TWD EEXD
b,

£33 % 1)Yajima, N. et al. : Mutation Res., 88, 241-254(1981).

SRR R E ™
~ 7 2 VRIS T TS-1 OREICKIETBEIRD b,
£72, UFT RO 5-FU & bl LCHEIR ORAIZR S 7236035000 b7

ST,
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X. *”"*EEE’J$IE( E9oHE

. RHERS

. AR

. BRRETORE

. RRVLEDEE

. BERITEM

. EfREEERAE

. BIERSEAZEEAH
RUKZBES.

RMELERFEFAR.

IR5cRmER B

HUA - B TR EI,
HE—EMEONFEIZIVFERT S &

« BRES  TH T — o BIEK
FRXATI L
AT TN HY AT
36 145 H
SEIRRTF

20. WL EDFE
BEM2 IR Z T TRIFT 2 2 &,

BEMTERLTA R HY
<FVoOLEBY : Y

I

—RNH . T 4= AT FA OD BET20 - T25, 7 4 —T AV UELA

B 7R T20 - T25, 7 4 —=T AU UELAMERL T20 - T25.,

TR —T AT UELE OD $E T20 « T25, =AT—T VA

B 7 T20 - T25 %%

M THIT— ), THT—I)L - TTF)L, Tt TT)0,
RE¥F oy oy, Ao xeyr

199941 H 25 H
HARENIZB W TRZ

- AT UEARTESA OD §E T20
AREHHR 20172 H 15 H
KGR % 5 0 22900AMX00376000
SEAMEYENGAEH A 2017426 H 16 H
IRFEBRAA4EA H - 2017 456 H 16 H
- AT UEARTES OD FE T25
ARFEHHE 201742 A 15 H
KGR 5 0 22900AMX00377000
SEAMEEENGEAEH A 2017426 H 16 H
HRFEBAAA4EA B 0 2017 46 A 16 H
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[ X. wmwEE<EY2EE

10.

1.

12.

13.

14.

L BAESIIE STV IR

RERUVRAELE

BNFEOFRABRUY

ZORE

BEERER. BFHE
BRAKRFABRY

ZTORE

BEEYME

RERARHIR IS
B9 515H

£EO—F

RIR#GHH EDEE

YLD

PAAPYA

YL

ARANIFEIAENC _ERDSET ST D EHITEZ Y L7V,

|ERE R & B EE 2= & -
- - X N HOT (9 L7
BR554 i B AU ER a—F gnm) %EJJL
EERI—F | (WI—F =
TATUHAARY
512 O 5 T20 4229101F1050 | 4229101F1050 | 125375701 | 622537501
TR UHARY
512 OD 5 T25 4229101F2057 | 4229101F2057 | 125376401 | 622537601

PRIgE O HLY #

O ARFNOEEIZBNT, [REIZ G0N AALFREX, BRI HS3HGT
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