S 1 (GE1h. HY “HEZE
posg - 1 b FEMIEE s
Bk - IR s e
BRI : 3 AN BE iR
PADHFIED 300
-J J i mgINK]
T Capecitabine Tablets 300mg NK1 FEEE | 0100 ANX0008
) FE-EMSEOMGEICL VERT LIk bl 20194E12H
. 5. MEERIMRICEET 5EE
i . T . (FMAFRER (FERIE)
11 KB EBEPASERIL. BABCIARETES ORISR T T o
EREHEEN = 55 T 5 AALSSEEE (=4 7o 1S - $2BR % 5.1Li:f?z1j{{ﬁmﬁmt%§(£t;bﬁ%ﬁwIé&vzriléciﬁh
3 = 3 £ W - °
BOEMOS & T AA DRI CHIE S 0 DERID 5.2 HANES 4175 BalTlE. 7o F I A 2 1) ¥ A
TORERT B L, BEREDRIRICHE>TIE. AH c e AT e o
SN ot B % Bt (LEEHEE ORI | IXFISPICIR
AUEHRFEAOFHXZE SR CHIERT S =&, 5.3 BERBBC BT LT AR B B AR 0 e
7. BEBRICKTE. BERIZORKCHEDER o PHETRERT : TR
i ; S R N PERERE L Cu v,
Ul E+93BL. ABEETHORETEE,
1.2 FHT7=IV - XA - FF52IHY Y LEEEH *6. AERUBEE
EOBAICLY. BEEANBEESORERSRET 3 FHABE L TSI A B R A L. 5 /5F =

BIThPH2DOT. fAZITHEV E, [2.2, 8.1,
10. 12 Hg]

1.3 &XBETINT 7 AV LEDGHRAICKY ., MEER
EfEREERE. HMPRRULFETICES LBIHHE S
hTwa, ChsOEMERIE. FFETILT 77U AY
T LOGARBEBE D, S AXFIREHIEE1 5+ BULADH
BICHRELTWEDT. AT 25603 MBLRERER
EzTHICITV. REICEUCTEYELEZITI C &
[10.2. 16.7.18H]

2. BB (ROBEFICEBELEVWIE)

2.1 RE OB AT T VA a5 2 vizx L oE o B
oD L EH

22FHT =N - FAFTIUN - FFTINHY T AREH
BeGhm o BF R URS-RIERTH DN EE [1.2, 8.1,
10.1ZM]

2.3 BELBEEDH LHEE [9.2.1, 16.6. 1]

2.4 TR IOSHEIR L C W A T REE D H 5 et [9.52 ]

7V OVESEAR LGRS A A ECHER AT 5o fE
- BRSBTS LFREIC B R L, 4 %Y
)T IF v LT AHAICIICER T 5. HEYBA
HEZ% HEAT - FRFEOREN - IR B O PUEMEIEE I & O ff
MTCHEIIIEEZHH S 50 EIEIC BT S il bk
THGHRIRI L OS2 55 12 3DEZ AT 5. BRIZIE
Ha#5 & DR TCHEZ AT %,

AW RERIIC D bR CROFG-E 2 HI A% & 5 787305
PAPIZ1H 21, 21 H 3 H A %5 L 2 O %7H HIRES 5,
INEIT—-AL LTHRGZHYLET,

R I 1A &

1. 31m>Aiifs 900mg
1.31m?Pk 1. 64m> kil 1,200mg
1.64m*L 1 1,500mg

Bi: 1 AR I D TROE G- 2 Wk & 4 AK3050
LAMIZ1H 20, 14 H i H A& %S L 2 OR7THHIKES 5,
INZII-AL LTHGFERVES. 2B, BFOREILZ
LV EHRERET 5o

3. HARK - MR RFRIHITR 1] =
3.1 5 1.33m%kiili 1,500mg
Wik, H~T ¥ C L 5300mg [NKJ 1.33m2U\J:1.57m25E?ﬁfJ 1,800mg
ARG (15ET) ARYHE 300.0mg L57m DL SlmiA i 2.100mg
WKFNE. JUAANAT—AF F Y D4, 1.81lm’LL I 2,400mg
s braAiu—2, fEtrvao—2, 2757 Cit  REMEICH b CROTGE T AR LY L3057
YBRTATT A SN BT S Y BAPICTH 208, 14 H R H AR 15 L2 037 H RS 5.
3.2 WEIDMHIR INZE1II—AL LTHEGERYET, 2B, BEOIREIC
W5t 4 Y Y ¥ $E300mg [NK] LY HEERHET S,
HIE HED T 4 VAT —F 1 v 7§ RFIHE 1[0l =
_— @ L.36m kil 1,200mg
YO 1.36m*Lh 1. 66m A 1,500mg
B 1.66m22_1.96m> ki 1,800mg
gz % 1.96m?L) I 2,100mg
sxx [ HE %7 Tmm Dik: : (KRR b bt CROE 2 I b 4 fH%305
= %4 8mm LAPICTE 206, 51 B IS L. Z0%2H BIHET 2,
B #377Tmg INEMDET, 2B, BEORBICI Y EENET %,
LN 7Y 5 E 2300 R 18 =
. 1.3Im*kiili 900m
4. SHEER IR 1.31m?BL E1. 64mEk i 1,200r§g

Oftls - Bl
OFE
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Eii  RERRIICH D TROIR G e PIER L5 BR300
PAPIZIH 2, 14 H 8 H AR %5 L 2 OR7HHIKES 5,



Ihala— AL LTRGEHYEY, b, BHEOREZ
LD EERET 5o

IR 1A &

1. 31m ki 900mg
1.31m?Pk 1. 69m> il 1,200mg
1.69m?Pk 2. 07m> il 1,500mg
2.07m?LL k. 1,800mg

7. BERUAESICEET 215

(ZhEEH@)

*7.10 FHEOMGEHRE (1MHR) ZToREREH ) O
HaErofF L T\wa,
- A% 825mg/m?®
- B 1,250mg/m?
- C#: 0 1,000mg/m?
- D 825mg/m?
- B¢ 800mg/m?

7.2 fREE - HEIZONWT

7.2.1 BERUCHEICBWTRENEFAM»ER L 25461213, BT
OHEXZEZEIZLTHRE - HEE1T) T L, 2B, HEICE
VF 2 AT iR B AL 3 12 BV T Grade2d JE MK L 25 56 3]
L7z3A 21, LT OGrade3DRE - iaEHEESE 1L
THREE - MEAEET L L,

REE - P DBLIE

NCIIZ & A #M N R BHEE O
oo | owompoms PR
Gradel KRR - I AT AN
Grade2#) 383 |GradeO-1IZ#8H§ 2 F TIREE AN
2ME %3 |Grade0-1128E 3 5 F TR e B
M H3BL |Grade0-1IZ#EFE$ % F TR e B 2
4 HEBL (B GHk - FRG A -
Grade3#)[EI5EH  |GradeO-112#8 L9 5 F TR ]
2 H 5B |Grade0-1128E 3 5 F TR B2
M HEZEH | BGHIE - G A] -
PGk - ;ﬁ?&ﬁfﬁﬂ
Gradesipiesy |25 WORBEIEEL = °1 5 g
GradeO-1IZ¥E 9 % F CTHRG-HM

FREOKRIE - JHEOBEIIS L THEE OB, LFoHE
EBEIITHI L,

- 1,250mg/m*HH 45 THG- & Bl L 72356 O R o5

B 1 i i
PRSI R | R
1. 13m?Adif 900mg 600m
1 13m2Bl 1. 21 mek i | o0 s
1.21m2 L1 45m2kis me 900
1. 45m2 F1.69mZk i | 500m me
1.69m2Pl -1 77mEk i OIS L 200m
1.77m2 1,800mg 20mE
- 1,000mg/m* Y &= TR G- % BlG L 7236 ook 5=
. 1 i
PR REEREL | REER
1. 41m> Al 900mg
1 41m?Bl 11 51 mek i L o0 600mg
1.51m?D F1. 8lmZkili Ve 900m
1. 81m 2. 11mZki L 500 g
2 11m?b k- OUUmeE 1,200mg

7.2.2 —HjE L7-BICHEIITHh R L,

) BE:C & B EIMNERSERZ BV TIENCI-CTC (Ver.2.0)
12 & 0 Grade® HI%E L7z FRAEMEREIZ LT O H) 2 L4
L:ﬁé’) 7‘:0

% % 7.3 [LFRILEE D & L HER2B 1O FATATE

T72 CEEIC & 2 FEINIRRERIC BV TR T RAEREE S &0
TCTCAE v3.03IZCTCAE v4.0312 & ) Grade & 7% L 72,

Grade Fift PR SIS T RE RIS
1 LU, FEAEEE. evey - F HEAEICHIEREZ %

7 F 7R BRIEIER, BHRIEALIE |1 5 Z i VEEIR

o W R S A AT HI A R 52

3 B AR
3 [, wop, A sosa | LEEREECS

U HIEIROGrade A WA (ERRFHIL, HEREFHE) T—3 L
ZWEAE, X0 #EY) & CE 2Grade BRI T A

(FMAEER I BRIE

EERAE RAN D
TYNFZTRONTAY AT GERiaTHIz) LR
BOMEROCHEZ, YHFTOEFRLESRT LI L,

GRBYIRRTEE L EIT - BROKEE - ERE)

*7.4 AF T B AOFUEMEESEANE, (17 BREHL D

*9.

2/8

OWNHEEFIL. BINAORITIONTA N4 v EE2BHIZL
7o BT BEHEORER P AFREIFIIS U TERT L 2 L,
[17.1.9-17.1.11=H4]

(BEICH T 2Tk HEM LS L)

7.5 BH PR T 2 MOPEERES AN, [17. BRSGE] DI
OHNBEZPIL 72 LT, BEORESCO A LFFRERE DL
TEIRT L&, [17.1.1250H]

(BEHEERVBREICH T 2iTREEMLEEE)

7.6 58T — A BB 2 72 A O B K O A
LTV,

8. EELEARNER

8.1 FTHT7 =) FXAFU NV - FFF)H )7 ARGHITES
Wik, AHORG AT HEE, LR CEBTHU EORM
Redblysz k. [1.2, 2.2, 10.1=H]

8.2 KA G- ILEMN (FRICH SN 12 B R A
(Mg, FFRsE - BHREmAS) 2179 2 L. BHEORK
RExTICBET 528, [9.1.2, 9.2.2, 11.1.4-11.1.6,
11.1.13%0%]

8.3 IEYWE - MM R O FEHOUTEALIC iR T5 2 &

8.4 HWYIRARER AT - RO B, EEEIC B Rt
SEFECARF T Az, B ((EBLEonE
D ENARIKGRIE - BIDINERET R SAPREN O AN
PR A 195 #EGET A 2 L,

9. FENERZH I HBEICHT IR

A BHHE - BIEEFDH 5 8E

9.1.1 BEIMRABOERREED H 5 EE
LEEEDRH bbb BEZNNH 5. [11.1.35E]

9.1.2 BREMFIDH 3 BE
HRERIAI R T 2 B2 D L. [8.2, 11.1.62H]

9.1.3 JHLEBBEISHIND 5 % FE
FERATEALT 2 BT H D Do

9.2 BERmERERE

9.2.1 ERLERETOH58F
B LRI &, [2.3, 9.2.28H]

9.2.2 BREDNH5EE (ERLEBEREDHSBEEKR)
RER D EIEALUIZEB R EAT 2 BT d 5. (8.2,
9.2.1, 16.6.1%HH]

9.3 FReEESRE

9.4 £JEREEHT &

9.4.1 HIEW RE LA IO BF G T HLEDN D HYEI121E,

MRS 2B EET HT Lo

4.2 IR RE 2 MR, RAIFG- P R O G T R —

SEMRILE ) 22 AT ) L) iR T 5 2 Lo [9.55/H]

©



%9.4.3 /83— b F—HUEIRS AW REMED H 5 BIEBHE I, A
G-t T O G-# T e — e N ) 22 eI 2 47 ) & 9 53
T5Z &, [15.25H]

9.5 114w

TR SRR L T A W0 & 2 kI35 L nwa
&I FEBR RS B O A s S htv %,
T ANIBWT, RHIIRIEC, MEILIR, SRR,
1bHEIE (198mg/kg/H U b FIEHS) . FIVIZBWT,
P, IRPEE (90mg/kg/H PL L RAERS) 28 ShCnw b,
(2.4, 9.4.2%0%]

9.6 XIlLIw

WAL BV ENET L, BER (7 R) 12BWT,
FLIt~O#FT (198mg/kg HEIFS) Al N Twb,

9.7 I\R2%F

AR R E L2 BRRBERIT IR L T v,

9.8 S

BEOWREZBISE L 2P0 EREIIHGT5Z &, —HkICHEE
REAMET LT 5 2 E3B 0 FRIC80M L L DS E 12 B\ Ty
HAED T, MBS MEMEEE DA LA L 72 L WD D 5o

10. HEER

RFENDHFF - 7 10— 4P450 (CYP2C9) OEELREHARGRIC
WAL, BEEESMET T AN D B DT, CYP2COT
R & 0T % 38580 & BERT S 2 B3 A L DR SERI o i e A5
AT HBENDD 5o

10.1 fAERE (BFALAVLI L)

SR

WRRAEIR - 85 i

Wiy - fab 1

FHT— - F A
TN FTFTY
W) ARAH
(F4—x27)
[1.2.2.2.8.1%H]

FLHH A B 70 i B R
T, N O HELE
BEEENHEYT LBEN
WHLDT, THT =) -
FRXASFI) - F T T
A1) 7 LB H PG A
OG- W27 H IIE AR
HaxfxG LaenwZ b,

FRAIT NIV
ER =R A A DIAOF
LAH A BHE L.
M7 Vvtay s
TOVIRESE L L
AT 5,

10.2 HfRAEE (FFRICEET S L)

A

B ARREIR - H5 185

Wy - falrH -+

JNT 7))
VN
[1.3. 16.7.1%07]

BEJA B LG R B #270> & A H
PGkl B LA O#
T 02 I 5 ] P Al
L IO I B D &
T2, FEAYIC
BREREHRE (7o oy
v R, INREE) Z470,
PEEZIE U T ) 2 L E
IS 2k,

KAH 2 F b
70— AP450
(CYP2C9) Dl
EdERS TN
L. BERIGEEHK
TLTWwWAUREN
WEZLNTWA,

11.1.2 FEEMRE (Hand-foot syndrome) (HHEEAHTED)
FER ORISR G, BFEE. KE, &, MERae,
HRHALR., HIREOFRIEFERLH O DbNDL I LD D,

11.1.3 DEEE HEEA)

RZE, FldE, BrEpEG . GOEIR. OAE. ZEIRIE. L

BHEE (OEEATENR, CEME), OGS &

DLEERD SDLNLEZ ENDH DL, [9.1. 1]

11.1.4 FFEE. &E EEAHTY)

FFREBEMR A IS, BE ) IFEED S &b, A2

EoERMDIME SN TV S, B, IFiEEaamRsE ~ 4

DLRWEEND b, T EDRMESIN TS, [8.22H]
11.1.5 BEE (BELRH)

EREMRA R 2O EEERHLLNDL I LD D,

[8.22MH]

11.1.6 BEEMH (HEEAITED)

DL ERGE A B BRIk A5 o 5 BEEIHI S, F 720 -5 B

OFFREIZ & ) BIEGE, MIMESERH 5 b D Z DD 5,

[8.2. 9.1.2&H]

11.1.7 ORE GHEAHT)

I8 CRilE g8, MRS, CIENIEES) dhobhs

LB Do HIFEOKBE. HNIEE. SRS H L

WA, 52k LED 2 MEEZITH) 2 &,

11.1.8 EEMMR GHEEAH])

MR ERG 28 CROIREIR @ Bk, Beiu. LRk, J8#5E

WHOLDLNLEZLNH b, BEIPRD LN HE 113 HKEG %

ik L. WEXEEORE TV, RIBRERVE K2

592 7% @Y R LE AT 2 &,

11.1.9 EERBR (HEARH)

IS 25, BILTER 2&. BSEHER SRS b, 2 LS

Hbo BWLVIER - TH - MFEZEOREIRDY D H b -HE1C

52k L, #YRLELZITH 2 &,

11.1.10 EELRBAEEREE (BERES) (WEAY)
ARATIREE R SRR LR REAR L S50 1o o S B [ 55 Sl e
ME S, ERREE. MR, #Hl. . IEEERT. A
fEsE | FRGEEEEING S bNDE I ENDH L, T2 TOXI %
SERDHENESEOMIAIEIR E LTHEDLNLEZ DD S,

1.1.11 MEERIE CHERH)

ETRE IR A IE A 28 T EBES D H N D 2 DB D,
11.1.12 RELGERAE %R (Stevens—JohnsonfEM&EE) ()
11.1.13 BIHEM FERH) [8.22H]

11.2 2O OEIfEA

11.2.1 BRIFEEICH T 28E

v

P = N

7 x = bAoA
HEHL7ZEOHEDND
ADT, 7= VD
ML O ZALIZERE T
;a):ko

ESE T
70— AP450
(CYP2C9) Dk
EHAEBRIEE
L. BERIGEMEDE
TLTWwWAIEEN

BEZHNLTV D,
MUV DY - BRI EERT A BN 7 v ke IV
FETVIVIERIE DD, ST 5 1 o
Bl A1) RHH LY KT

FHHREMED D B o

10%2L 152 10% i = SEJEAR BT
FE AL R PR EE. BUE. [AIRIE. 9 D9,
FEIMED T S5
HiLE HEL (33.2%). [ERL. BEdE. E|HAEAR. .
£ AN IRERR. LUER (RE%. TR
(30.5%) . Mt %, BEtim,. §
9% IHZ G R AE

HiE, HAVPU

1. BER

ROBIWER DD b D Z EDd 50T BEL T2 4T,

1792 &,

1.1 EXLEEA

11.1.1 BEKEER (BHEEARHTHD)
BLWCTRT (RIUEIR © BEE. SEIRIOBRAESE) 238 O hIUiok
SERFCTELIEDN D D, ZD L) RIERDE D S bIGEIZ
. 52 Ik Ui, BEER G EOBE) 2 EE 1T 2 L,

FEDFRO SN E 3R G 2 kS A % S LE &

TESRES Mo, N R
LAE L LA HE I
Bk

P 2 i I R e

I % i R B AN~ b2 ) o b

(26.2%) . H[#EA. /MR
iR Foow A, HEREE
(24.8%). V|, 7o o>
VOSERBOR | BEIEE,
(21.5%) « ~F|HFhEEEA

ruavr g




10%5 1

10% A2

BRI

]

[EESVw xS

5895 BB

N FF (NH B
PRAE. HEg9M. R
2, MY A ba
T4 =5 FLBE
PRz 5. R ast.
SEH ., R
HEEF ) o — U EfE
e ISR B
R A B Nl |
HIE. O FRIE.
78 %

il

IREEE (il 22
g g . IR
5F) VRN

B -

My Le
i (24.2%) .
ASTH/I, LDH
Bahn. ALTHEIN.
Al-PEIN

PRILE T &
HIR. BUN®I.
R 7 7 b
fés

IRCE N I
7 LVTF =

Z Dt

BRI, KER
N PN
7 ko

RIS, AE
W, gy,
m. 7o
73 vEA, M
JEE AN 1| DA 7

WIIE. B,
IR R SR
Wafe. Fifa. =k
) 7)) RIAE

11.2.2 thOIMEBEMEESHE &

DHARERICET 2HE

1092 159

109 At =)

AT

LR ER

g ORI
MEE =2 -1
AN N 1
TR = 2 —
ooy Y — &)
(93.9%) . PR
FH (32.3%) .
FAET

FEMED T,
SR ANHRE

LSRR

12) ABE L EBECEN L2 ENIRRE (BRI 5
WM& T AR ER [JO14865:U0% ], HEAT - FEFEITHT 5
EIN 4 AR SER [JO151513888, JO1515458%, JO15155
B, JO165263A6%] . ST - FFE BRI 3 5 BN TAHES
PRERER [JO15152:%8%1, AT - FESSHEN - IR 1§ 2
Mas T ARG R ER [JO1515350B% ], HEAT - sfs ks iy - B
FELSRSS B EINAE TTAIRR B [JO159513%]) D4Rt
CHE:CHENG L 72 EINERRRAEE GEFT - BRI - EEHE I
xhg A EPE T/ TG ER (701938034841, Stage I 2 O
0 O B 55 O TR SR HEAT 2 0 B 255 % IR 45 TR PR 2t
B [MO2822355%]) DR
14. BALDEE
141 EFZABFOZE
PTPHEDOHAIPTPY — b5 L TIRAT 5 &9
RET 5L, PTPY— bORREKICE D . BECELAE AE
MEATIA L, BICEEIle B2 LB ASEOEE L&
BHEZ DT L2 DD D,

15. ZOMOEE
15.1 ERERERICE D 53R
TnAay 7Y VORREELETHL e Fo) 3Py
7k Fo4s ) —+ (DPD) RIEFOEHH T UL,
CDL)BRBEIZT VIO YT VIVRER G LA,
PG INCEE ZEWER (DN, TH. Mk, R
ELE) DB T L EOMEDVDH D,
*15.2 FEEREREABRICE D { 153k
KH DR TH B5-FUICDOWT, EBEREZ W2 MET B
WT, BIETRRERFRMEALRT 2 L shTwn
%9, [9.4.328]

16. ZEYEHE
16.1 MARE

7E3)

WieEm  [BL (2.9%). [DEE. BARHLAR. ORE 16.1.1 ABRTHRE L 2580 miEhiRE
g5§”$Eﬁ%h%@ﬁg~% TR B E 124012 < & ¥ 2 820mg/mPH) % f | MR
20%) M T o L B . . o> - - -
(40.9%) . AL [ L. g ?15'}7;92 g\7']’\/5711/\5‘EFCR\5‘)VDFURBLU\5 FUﬂ%\.
TE %5 . B, % G521 1~1. 3T TCmac SHE Ly A0, 4~0 . IR T
M AL 2o 5-FUNAUCHE. 5-DFURDIL/20TH > 727,
PRREE R Rum. SR PR ABCIRG L7 5 OFIBIIE S5 A — 5 DI (n=12)
BRI
M%Jﬁ.]@“ L/'?)O< k) '”:{5\% Tmax Cumax AUClast ti2
WG| R B [N 7O ) BRI R | (ug/ml) | (pg-h/ml) | ()
(66 5%) . fi4. &L, V> HRYFEY |1.1%0.7|4.85£3.74] 4.77=2.51 0.42%0.70
AN A B W | SERER A 5-DFCR | 1.3%0.7|5.35%3.04| 9.63%4.25 |0.79=0.19
(35.4%) . HIfL 5-DFUR 1.3£0.714.33+2.09| 6.96+1.66 |0.67+0.11
BREaw s 5-FU 1.3%0.710.25+0.18| 0.39+0.20 |0.69*0.17
3] Rk A E m@ﬁﬁ%\)ﬂ%? mean+S.D.
(B5.4%) 5 | T % 7 BB H 16412251~ 1, 255mg/m?) O LR T, 7
253 et RYF Y R OBAHI O Cmaxs AUCsl 2% 5812 HBIL T
N 4L RGHON RS E Y RUERBDO g
T S B WL, WSRO H <5 C Y RO KB O NS
PR - | 2R CTRR . ASTHA | kR, ALTHIN. TR R 2 DRI S L,
iy RS E (e )bf‘/ HD) ARSI NAE - ARIdAEIEICS DY TALER
f@fﬁ@;”hﬁﬂi UD#:CIE1E900~1,500mg% . BEETIE1MT, 500~
AL 2,400mg#. CH:TIE1[I,200~2,100mg% . E@:Cld
A 1151900~ 1,800mg# 1 H 2 T % .
Zoft. |55 (57.9%). [FEE. WA M5, mEEL 16.1.2 BATHRE L 580 miEhiRE

TEGHRAL DSOS (&
g ML 9 AL
HERRSE) (40.9%)
PR A

Pk, WAL, B
i N =R 11| A
FEEh . kA
P (5 IR BE %
S5) . DB,
Wi, P, A5
G A
RIME . )
VA, CRPHY

N LTS

AWHAE KA )
ZAE FHE L AR
F+ 8 AE,
TEIE, KR D S
CIES ¥ 5 e
ER. mhy 7
1) FIAE

WD) ENAOBRKEEE B RE TR S, BESRLTE
7\ EIER

Wy - R EE204 12 XY # ¥ ], 250me/mPE AR
Holl B L% S L2 & S0 E51IHE® ARy y e,

5-DFCR. 5-DFURK U5-FUMD MMAE i X, $%5-%1.7~
2. 3MREM CCmax 2 FE L. 238010.55~0. 81 CTiiA L 72,
#51HHDO5-FUDAUCkstiE. 5-DFURD#I1/30TdH - 720

Pe5-14H HOSEWEHE /ST A — ¥ 135-FUZ & &, WS-
BOME IR TH - 7207,

#2) %510 Hi31,250mg/m* % 8 121 H LRS- L7z,
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BiETHG L7 G DEMBENE/ T A — & DI

Crnax AUChst
L& (ug/mL) (ug - h/mL) "

1HH 140 H 1HH 14HH |1HH |[14HH

AT |4.80£1.75/4.19%2.55(6.91£2.40/6.14+1.92| 20 19

5-DFCR 5.95+2.50(5.20+1.90(15.1+4.31|14.1+4 58| 20 19

5-DFUR 6.02+2.49(6.59+2.83]12.8+£3.74(13.0+£3.31| 20 19

5-FU 0.22%0.12]0.38+0.21|0.45%0.18]0.71+0.23| 20 19
mean+S.D.

16.1.3 EMZHRIFMHHER

FEN - RSB 3AGIC A Y ¥ ¥ U 5E300mg [NK] & ¥
0 — 54:300% . 2#I48 7 0 2+ — N—HEREIZ L ) 2hE
N1gE (H_y & ¥k LT300mg) Zefi HmeI3s L
THLHE P RO REE 2 L, BSOS N3WEHE/ T X —
5 (AUC, Cmax) 122> T0%E HEH X M CHRERTENT % 17 -
7o4E . log (0.80) ~log (1.25) O#EHANTH Y . MHlID
AW R ST S 7Y

(ng/mL)
1800
i - H Y F K E300mg [NKJ
E3 -o- 1 —F%E300
3; 12001 Mean =S.D.
A
D
g
600
i
i
0
3
Be 5 OrER (hr)
AR FEVREEPLEONIHRYEEENT X —F
HE T X —F BEINT A —F
AUCt C1nax Tmax Tl /2
(ng * hr/mL)| (ng/mL) (hr) (hr)
RN VS ]
300mg [NKJ 681203 | 1270714 [0.59£0.365|0.45=0.0990

+u—4§E300 669172 | 1320£746 | 0.58+0.283 | 0.73+2.35

Mean£=S.D.
MAE R EE G ONIZAUC, CoadE D85 X — 7 1d, BiliE o
BN, A OFRI IS - FE S O BRSF X - TR 21
RS 5 6
16.3 9%
16.3.1 MBABITHE
<Y AR O VI HCIER®R S Y ¥ ¥ L R FNEN198me/kg
T U04mg/ kgD Fl i CHIEROHS Lz & & BbtaEidag<
MW S N7zt RIS < A L7205, P-4 24050
TIZZEDIZE AR L DI L7z REOWIL, LH
PEEIZBE G532 WAL, BPBER. B B B gt E -
7295, TEE DN DRATIZE D > 729 R~ ™7 A2 MCHE
ATy Yy (198mg/kg) xHEHEOHKG L& &,
WHREDIG AN ORBAT D & 17210,
16.3.2 FEERIRAVS-FUDER
b M EBEHCT116. CXF280 /% UFCOLO205%k (413 & ¥
V) X — Py ZCRE BIOEE), F¥v 7
V1) Yy (5-DFUR. #&I04%45) K UB-FU (JERENFS)
rEHRE (B SHORKIE) %5 L. BEEYICE
BEAE . A5 N NI h O 5-FUR 2 158 L7z, A S~
7 A THEB AL IR IR E O5-FUPM I S 7z, T
BALRS-FU AUCIEH A K O IindEh o5-FU AUCIZIERA
WA 5T N N22K [ 0114~209%%. 5-DFURSG-TEh
26 M U2 ~ 34 i Wi Z R L 720 — 7. 5-FUHS- Tl
S-FUIEIESALREIZ 2> 0 T 2% MR R N IEE I b AR 2
M L72e RERG~ 7 ZADEEAMS-FU AUCIZ5-DFUR
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L UB-FUHE-~ v AEEGAMIS-FU AUCIZHAR, £h i
3.6~4. 35 ) UF16~35f5 i\ il & R L 72t

16.4 38

HRYFE NI VEEF Y VT AT T —H2 L ) 5-DFCRIC

RF#EN, EHICVF YU F7 I F—HI2L Y5-DFURNE

&b, 5-DFURIZEY IV X7 LA+ Y FARAKRY F—

+ (PyNPase) (¥ FOAEFIVUAAKR) F—E, Fo

WHOYE Y ) VU ARAKRY T —EHHE) 2L )5-FUIZ

THEN L,

16.5 HEtt
Wl - R EE20%IZ XY ¥ ¥ U], 250me/mPE TR
B L7k &, 55245 F T2 55 069~80%I2 243
LEPEPAPEE S N2 209 B RELEO R kR
#93% & AR fiE %R L. FBALIZAI50% % 7% L 7267,
[ HE BB 64\ MCTIERL L 72 R 7 ¥ U JKIE T2, 000mg
EBHEAROES Lz &, THH F ToRh RiEPEES
3P 5-mD96%IHL L, #5013 s A EDIRPICHEES
N7zo RAHRINE ., Kb CFI84%) A5 14 1215 [ DL
PHCHEME S, B 144BFRI T T L7ze IRPTRRO SN A
Ny ORFEWIES-DFCR, 5-DFUR, 5-FU, FUH:z,
FUPANM O FBALT® YY), F7zi8Edic320 & i
5-DFCR. 5-DFUR. 5-FU., FUH:¥ O)FBALT& - 72, Ifl
S L ORI BT B RHTEE & SALEM O G EDNIZIZRAR
ThotzZ s, MEEDRCRTICKRAREHD DI GEET S
THEPEII RN C EATRIBE NS (AHEIAT— %),

16.6 RENDEREZFTHEEF

16.6.1 BHpeEEEE

B BB 27T%OBEEE 2 LT F =y - 2T TV A

12X o T, IEH (>80mL/min). BHfekE g (51~

80mL/min). HEE (30~50mL/min) K& OEE (<30mL/

min) 2L, XY ¥ E 1, 255mg/mE RS- L

O ARy ZORBWOAUCHIL TOEBY T

o2 FHEAT—%), [2.3, 9.2.25H]

BB ERE A DA Y ¥ U ORI DO AUCH (ug - h/mL)

sV7F=r 2179 A (mL/min)
la=x7] >80 51-80 30-50 <30
n=6 n=8 n=6 n=4

ARV YL 6.24+2.06(5.98+3.06|7.88+4.32|7.79+4.43

5-DFCR 11.6+4.12112.4+2.25|13.5*7.18 12.0+2.09

5-DFUR 13.7+2.6213.8+3.5719.4*7.16 | 23.4+5.38

5-FU 0.87£0.45|0.57=0.17 | 0.78%£0.27 | 1.07=0.43
FBAL 39.6+14.6|42.6+12.8|73.5+28.2| 142+53.2
mean+S.D.

16.7 EWHEEER

16.7.1 277U
T BB A% H Y ¥ ¥ 22 500mg/m2%/ H % Ak1H2
. 2R S. LAMAREY 19— & LAMRES %
3T —ZAfFIHEIETENRENT LT 7)) »F P17 A20mg
RIS L72e By ¥ ¥ o5 e ik LT 5412
BIFAES-T V77 v OUEREEOSHE) D AUCKIE57%-
INRIZO1%HINL 722 (MAEAT— %) [1.3. 10.250]

16.7.2 Z Ot
v MNFIz O —AW5EHWTHNRY ¥ ¥, 5-DFCR,
5-DFUR. 5-FUK O'FBAL D3RR %% (CYP1A2,
CYP2A6. CYP2C9, CYP2C19. CYP2D6., CYP2EL.
CYP3A4) ~DE# %in vitro Tl L72e FORER, AR
T & E R CHEE S S M IR A TSR (R
0.0156mM. 5.4ug/mL) O7REZH LT 2EE (0. 1mM.
#36ug/mL) TIEHEIRRD SN o 7258, 13051241
L5 EIERE (2mM. £9700ug/mL) 2B WTCYP2CI.
CYP2E1%50%3E < L L7z — 5. AEIco w3y
TR RN OB 2 HEI RO H e o 7219,



[EFERE B E 124412 Ry & ¥ 1, 250me/m? % FL KR L 7
V3o AL KA~ 7 AT ARSI & O ES- L
72l &, Y B YY)V -DFCROD Craxld HARH 51 & H
B L TI4~21% LR L2 DD, ZOMo #8133
DHENo 72 FHEAT—4),

17. ERERELIE

17.1 AHRULRLMICE Y 55

(FMABER I BHIE

17.1.1 ENHIHA%E I HERAR R
HHEHLL O A v F TOMLT - FREFUEEE ICARH 2 %53
BalbR%z g L 72 (1,657mg/m? 1H2[50E], 21 H %5 -
THRIRIE) o ARYVERAT A RBI226012 5003 5 2850 %1345 . 5%
(10/22) TdH - 7=, BNEMI£19/2361 (82.6%) 125 L 72,
FARWERIE. B VY ¥ FR1060 (43.5%) . FRIMERN
1060 (43.5%) . B2 kg 76 (30.4%). LDH FA-764]
(30.4%) . HIMERIRATH (30.4%) %ETH o720

17.1.2 ER%EE [ BERKRZER
ALY D X v F TOMAT - FEFEEE ISARH % 555
LEEE E L7z (1,657mg/m?® 1H2[E14505%], 21 H M5 -
THEREE) o A RIPERAT O RAB146 51 1253 5 2258051228 3%
(13/46) Td - 729, BIEMIZ50/5061 (100.0%) (2583 L
7oo ERBEIEHIE. TIEAEMEES3G (66.0%). ARIMERRA
2661 (52.0%) . FLERHEA 2561 (50.0%). V) > 7S£k 25
Bl (50.0%) . FERIERKA 1961 (38.0%). LU ILE L ME LA
1761 (34.0%) %TdhH o7,

17.1.3 EREESE I HERKRRER
Nt & X VIR O LT - FIEFIEEE A 25 5
BRI L 72 (1,657mg/m? 1H2[40E], 21 H %5 - 7
FRIREE) o A 3BT 0T G155 128 9 5 2231320 0%
(11/55) T& - 722, BIEHIE58/6061 (96.7%) 1253 L
7oo EREWEMIE. FRAEBERE6H (60.0%). AST E529
Bl (48.3%). 1) v SR A266] (43.3%). LDH k52641
(43.3%) \ ARMLERIK 2561 (41.7%) . ERAIR245] (40.0%)
HELL2261 (36.7%) . Al-P_E51861 (30.0%). FIImEkiA18
Bl (30.0%). VIV MEEF18H] (30.0%). FEk kR
1861 (30.0%) %TdH -7,

17.1.4 ERE [ 1BERRHER
y XU REH () FFELIIL RS F L) R
DHAT - FEFUEBEICARF 2535 R % FEht L 72
(2,500mg/m? 1H 2[4, 14H R3S - 7THRHKE) . G%)
PEFRAT 0 R BIS2HN K3 % Z5h=1321.9% (7/32) TH -
7220 BIVE R 1235/3561 (100.09%) (2563 L 720 £ BITET I,
FRAE R0 (82.9%) . HELI961 (54.3%) . EEAIRLS
Bl (51.4%). LINZ1661 (45.7%). Ti#I14%61 (40.0%) . W&
1161 (31.4%) T -7,

17.1.5 8585 T HHERPRER
N7 F XV OMT - FEFAERE AR 5T 5
SKEi% M L7 (2,510mg/m? 1H2[145E], 14H %5 - 7
HRIRSE) o AR MEBAT AT RBI1356 1269 5 228551320 0%
(27/135) TH - 7222, BIVEMIX150/16261 (92.6%) 125
WLz EREWER . FRIEMEFIN (56.2%). THI8
B (54.3%). 08461 (51.9%). MEH-6051 (37.0%). 957
5961 (36.4%) T -7z,

17.1.6 B8 1 HHEERHER
N7 FELILIIE Ly F VG OMEST - FRIWER
FANAH &P 5B A N L 72 (2,510mg/m? 1 H 2
gl ARG - TH MRS o BRDVERAT AT RB1695112
X9 A ZENF1L24.6% (17/69) THh - 722, EIMEIX66/74
Bl (89.2%) WZHEB L7z ELEIER X, FREEMETE46H]
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(62.2%) . THi43%] (58.1%). L4151 (55.4%) . W&H:-27
Bl (36.5%). [IN42561 (33.8%) % Th -7,

(MEBEICH T 2 RELEES
17.1.7 B9 8 MR RZ R

VRS BRAYE R S 7z Dukes COFEIGEEL (1,98761) %

RIS, 7 F Ty T ) - R F— MEE (5-FU/LVHEE,

Mayol ¥ & »H0) I ARH % Hdk 54 % kB a F2hi L 72

(AH] :1,250mg/m? 1H2M0], 14H %5 - 7THREEKIE) . 20

AL, AN RSN, AT TRIC BT,

RAND5-FU/LVEEIIR T 5 I AR S 7252,

F1) ABRERIC BT A5-FU/LVEEIZENTAREN TN 5
LARRYF—F - 70F a7 VEERFLARKRY
F— k- TN T T OVERGEREGE RO B -
AL 38 % 5,

BRI AHI B T13868/995%1 (87.2%) 5B L7ze £

BIVEE. FIERERERESOM (59.7%) . THI458%B1 (46.0%) .

HE32601(32.8%) 5T - 72 (1 v A 7 H : 20044E4H1H)

17.1.8 #5455 MABERPRAHER

AR EIBR AY I S N 72 Dukes COFEEREEE (1,886%1)
ERHIC, 7 vFa sy - kY F— MEDE (5-FU/LV
HEE, Mayol ¥ 4 U 3Roswell ParklL ¥ 2 ) XiZ
XELOX#EE (RF LA X9 75 F V) %479 B4
FEHE L7z (K% 0 1,000mg/m? 1H2A, 14HE#&S - 7H
MIRSE) o DR, M AR B W TXELOX#E 0
5-FU/LVHFHA R 3 2 B EATHERR S 72205,

EIVE I IZXELOX I T13921/938 %1 (98%) 1Z5HIL 72,
FARERIE. HEEEET3061 (78%) . HEL61861 (66%)
THI564%51 (60%) . MEH-406%61 (43%) . JE5732561 (35%) .
FRIEERE2736) (29%) STdh -7z,

AU RET - BROKEE - ElRE)
17.1.9 EA%E 1 / 1 18ERPREAER

HEAT - S VERE NG - EIGE BB 2 P RICXELOXEEE (F
HleF x4 75F ). XELOX +BV#E (XELOX
WL NN XY THA) AT MR R FEE L 72 CRH
1,000mg/m* 1H2[8l, 14HM¥5- - 7HMARE) . #1T - 58
PERERS - EIRE R 128 2 XELOXIR D 2321366 . 7%
(4/6) TH Y. XELOX +BVH#REDOZRIEIL71.9% (41/57)
THho7o 72 XELOX + BVIEE D MR H A LEHIR (PFS)
DO IAEIX336.0H (95%EHEX I © 293-380H) TH -7z,
FIER I XELOX i CTld6/6%61 (100.0%). XELOX +BV
P CIE58/5861 (100.0%) 1FEH L7z FARBIER X,
XELOXH P TIEEL6H] (100.0%) . FAYMEIEHE = 2 — /s
2 —661 (100.0%) . LIRSS (83.3%) . F 14451 (66.7%)
FEAEMEREAF (66.7%)  FE 57451 (66.7%) « 5895361 (50.0%) +
T ERER A3 (50.0%). L% - < Y360 (50.0%) T
&Y. XELOX +BVIEE TR = 2 — 13 —544)
(93.1%) . FRAIRS0B] (86.2%) . HE9748%1 (82.8%). T
JESEBREA45) (75.9%) . L4361 (74.1%) ., tFEiLEEE
3441 (58.6%). TFH#I326] (55.2%). LINZE3161 (53.4%) .
TP ERERA 2961 (50.0%) %TH o720 [7.45H]

17.1.10 B4} 55 M AHEGPREAER

ARG - BRI EE2 03561 & RIS, A XV ) ST
Yoe7vAay g YL - kY F— MEE (FOLFOX4RE) .

FOLFOX4¥#iE+ 774K (P). FOLFOX4+ X/ X~
7 (BV) #:. XELOX# . XELOXH# P +P, XELOX +
BV Z AT Brx FEMi L 72 OR# : 1,000mg/m?® 1H 2Ja],
14 H W5 - THERSE) . SEAGFEN (PFS) % R
MiEH . EFHE (0S) % BIRIEHMEER & Lz, 20
fE . FOLFOX4M: 12604 A XELOXIBRE D IEH A £ 5
FRAT K OB R AGFRAT TR0 & 17z,



FOLFOX4#8: 12 %43 % XELOX R E D RS VAT 6 R

FOLFOX4#&:12 x4 3 % XELOX Wt D IR S5 VERAT i SR

BT ST ) FOLFOX4 XELOX N — R
FOLFOX4/FOLFOX4 | XELOX/XELOX + P/ gt (N=252) (N=251) (959%CD)
S | +P/FOLFOX4+BV XELOX +BV AL — oL (H) oL (H)
T H (N=937) (N=967) (97.5%C1) 1.03
il (F) fgefh (H) FES 168.0 154.0 (0.87:1.24)
1.05 56 1.05
PFS 259.0 241.0 (0.9471.18) 0S 402.0 393.0 (0.88: 1.27)
i) 1.00 75) PFS# v b 7 H 1 20064F8H31H, OS# v F4 7 H : 2007
05 594.07 600.0 0.88: 1.13) 422811
Rl Y B AT 116) FEATR G B o Bl 42521
e | FOLFOX4/FOLFOX4 | XELOX/XELOX+P | . (o)) HEHNEXELOXSE L TI12302/31161 (97.1%) (25EBIL 72,
HH +P <1;:620> <N;630> (97.5%CT) FERFEAIL, 18161 (58.2%). FHI1696] (54.3%).
A (H) hRAE (H) — WEREL31BY (42, 196)  J37 11300 (36.3%)  SEAESE10361 (33, 1%)
PFS 241.0 220.0 0.92:1.22) EFThose (I MATH I 20064E8H31H) . [7.4Z1H]
o ) 1.01 (BEICHB T M RMHEBMLEER)
05 269.0 o720 (0.87:1.17) 17.1.12 #B5H5E IARRRERBAER

[E2) PFS7 v M4 7 H 2006461310, OS# v M4 7 H : 2007

#1H31H
TE3) AT A O B 8293951
TE4) AT RO Bl Ei362251

F 72, 1L (FOLFOX4+P/XELOX+P)

VXS B AL

%+ BVIELE O BB YT AT TRED S 41, XELOXJEEEIZ

3 A XELOX + BV EE DB ASRIR A IENT TRED H 7z,
AbaFFR 09 AL + BVIRE K OXELOXH 12506k
% XELOX + BV i O35 1A AT

B
FOLFOX4+P/|XFOLFOX4+BV/
#Ffi*> | XELOX+P | XELOX+BV SN K
HH (N=701) (N=699) Pfii (log-rank test)
P (H) hddiE (H)
PFS 244.0 285.0 P =Od 803023
0S 606.0 646.0 P =Od 809769
Bl U B SRAT
< | XELOX+P [ XELOX+BV R
HH (N=350) (N =350) Pfii (log-rank test)
il (H) houE (H)
PFS 225.0 282.0 b
0S 584.0 650.0 P =Od 804698

EIWEHIZXELOX % (XELOX# %, XELOX#H:+P) T
13642/655%1 (98.0%) .

(98.9%)
41481 (63.2%). 39561 (60.3%) .
W57

IR

24081 (36.6%) «

XELOX + BV Tlx349/353%1
WCHH L 720 ERRIWERIX. XELOXFEHETIE TR

WEnt262%1 (40.0%)

238%1 (36.3%) . TJEAEMFERE

198651 (30.2%) %T& 1, XELOX + BV TIL L2267

(64.0%) +
B 13901 (39.4%) . 1k

THI22061 (62.3%) .
CE13141 (37.1%) « 95712761 (36.0%)

ME15760 (44.5%) . FJEdE

HETHhotz (By VA T7H I 20064E1H31H) . [7.45H]
17.1.11 B4 5 MAREGR PR EAER
AN FHY -7 FarTyb - k) F— MELROER

JED B 2 waAS MRS -

B HEREC2TH 2 X RIS, A F4)

TSF v TNF T T - kY F— MR (FOLFOX4
) EXELOXEEAILE T 2B a £t L7z (OR#) -

1,000mg/m* 1H2Ml, 14H M5 -
FEIRH (PFS) % RZEHIEHE

THRIAREE) o MbgEE
SR (0S) %Al

WHIFFMIEH & L7zo ZOKH. FOLFOX4EE T 4

XELOX#E DI

RO BNz
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%ﬂﬂ’w)r’f‘fr FEfifi L L 7-Stage /M D FHEHE (1,03561)

RS, FREBIEE L XELOX# L (2&%! & T EF) TS5 T

YRR fzktfa‘ LA 9 L 72 (R%] 1 1,000mg/m? 1

H2m, 14H B$5 - 7HERSE) o MEg A 17 10 i % 32 AP

HH. AFHMEAEIROFEMIEH & Lz, 2oME, &

B3 2 XELOX RO EMEASFRD 72230
A O Kaplan-Meier Hi#t

1.0
0.9
0.8 4
0.7 A

£ 00 een AEBEE GI5P)
frooy m— XELOX  (520f3l)
04

0.3 4
0.2 4
0.1 4
0.0 4

N R (95% X ) 1 0.66 (0.51-0.85)
P=00015 (Waldlése)
T XELOX /H:tEiiisg

0 3 6 9 12151821 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 (J)
SURAIREDREES>
AEIMBIEE 515 473 460 453 443 431 415 407 395 379 369 352 344 329 316 284 247 222 194 163 137 107 81 60 33 8 0
XELOX

71y bA7H 12012411 H22H

A% AR A7 I O Kaplan-Meier i #

FEmBlg (515610
— XELOX  (52061)

520 481 468 461 452 439 434 426 418 405 392 382 376 369 361 333 294 246 220 200 169 126 92 67 42 11 0

1.0
0.9

e
0.8 p]
0.7

-
.

V-

4 06 RN
ﬁ(h o

5 0.4
0.3
0.2
0.1
0.0

INIF— R (95%F 1K) ¢ 0.56 (0.44-0.72)
P<00001 (Wald#fse)

T XELOX - #iiBig:

0 3 6 9 12 15 18 21 24 27 30 33 36 39
<SYRIREOREE>
ARG 515 442 415 388 353 332 289 255 211 188 148 120 58 25 22 20 6 0
XELOX 520 462 442 425 409 379 332 205 246 218 166 147 73 31 30 25 10 0

A1y A7 H 201049 H24H

BIVEHIE XELOX 1 T 12488/49661 (98.4%) 1ZFH L 72,
FERRMEA L, EL32661 (65.7%) . I H Bk A E30051
(60.5%) . ARIFEIE29261 (58.9%) ., FAME= 2 — 1/ 8F —
27601 (55.6%). T H#1230%1 (46.4%). NEH:189%1 (38.1%).
5715268 (30.6%) HETH o7z (v M+ 7 H 1 20104E9 H
24H). [7.55]

18. ZEmhEIg
18.1 {EARF
REIWHE X O RO F TS, BFHETH IV RS
YNVIATT—PIZLY5-DFCRICRH SN b, RicEE L
TR ESRR T AV F VU F T I F—BIcL )y
-DFURIZZE SN 5, TS, JEEAMIC R LV THEET

42 45 48 51 (J])




H5FIVVERARY) T =HIZL D EEAKTH H5-FUILL
S NPUEE IR % J8H 3 2%V, 5-FUIZFAUMPIZ AL S A1,
FIVNVERENEZE R U5,10-AF L7 b I FOiEkL
ANEREARER S 50 ZOMETF I VIVERA R % 5
HZ X2k, DNAGHZMEY 5, F/2. 5-FUIZFUTP
RS, UTPOR DY ICRNAICHY AT B L2k
D, YRV —ARNARU A v &Y v —RNADKERE % [
TLEEZLNTWDEY,

18.2 HMlEEshE
Mt e b3UE (ZR-75-1. MCF-7. MAXF401. MX-
1), b M&EBE (CXF280. HCT116. LoVo. COLO205) K&
e FEE (MKN28, MKN45, GXF97) HfE X — K< X
Wb U CHUEB R A58 0 S % F 72, toPiEE
FlE OB X0 . PUEBRD RO IEATED 57235,

19. Bk SCREY 2E{LERMFR

—EE9 45 © 1 % ¥ (Capecitabine)

1bZ4 - (+)-pentyl 1-(5-deoxy-f-D-ribofuranosyl)
-5-fluoro-1, 2-dihydro-2-oxo—-4-
pyrimidinecarbamate

43F 3 - CisH22FN30s6

5=+ 359.35

LR

IR RlIEH B~ IKHBOEREOH K TH L, A5 ) —
WD TEITR T, 7 7 —)b (99.5) WixI A
FIVANVEF Y FICEITRT CORIZRREITIZ v,

20. BiRWV EDEE
T3 ¥ O —wHEMHRIGERE T TRET 2 2 &,

22. ‘@i
56%E (PTP148E x4, §ZEHIAY)
140%¢ (PTP14%% x 10, #HEFIAY)

*23. EEXH

1) B L OLZEO S ARIKFRIE - BNV MG S5k AH
HEENOFL AR MESE - h vy vy HETHEEE

2) B EOVEMEO R RAKRREE - SIn/MEERET S S
HEENOFLIEI R MEE - ATy ey (EEEICE
VB HbeERR)

3) Cavaliere A, et al. Tumori. 1990; 76: 179-81.

4) HARNEZ BT 3L EhiE (EIN IR A #2405 E%) (2003
EARI6HAGE, ¥ u— 552300 HiE eI, 3-2)

5 HARNEBEZIZBI23EWEE (EAERAR S HER) (2003
FAR16HARE, ¥u— 55300 HrEERIEZE. 3-1)

6) Hyodo I, et al. Jpn J Clin Oncol. 2006; 36: 410-7.

7) HEFT - YRR - R R R & L2 BN RS 240 ER
PRERER (20074E12H 120 KGR, €1 — #2300 HARSEH)

8) AL RL ¢ AW [l R B

9) MEAw. MARFIEE (200344 H16 H AR, £ 1 — F$£300
HEFEREZEA, 2-2-1)

g

10) BRI (20034F4 16 H AR, ¥ — 7300 HFEE
BHEEEAN. 2-2-3)

11) 7 Y ¥ ¥ Y O5-FUNONESERGZH (2003447 16H
KGR, Eu— 5300 HEFEEE -1 3-2)

12) REHREREs (20034E4 16 H KRR, o — #8300 HFEE R
BEZA. 2-3-1)

13) Judson IR, et al. Invest New Drugs. 1999: 17: 49-56.

14) BigRERE % M) BIREEE O EIRE (200344 H16H
KGR, Eu— 58300 HEFEEEEA. 3-3-7)

15) Camidge R, et al. J Clin Oncol. 2005; 23; 4719-25.

16) BFX 70y — 2 Y RBE R T %22 (200344 H
16H AR, ¥u—#$E300 HagsgEriE. 2-3-4)

17) Reigner B, et al. Cancer Chemother Pharmacol. 1999;
43: 309-15.

18) HMEFT - FRSSFLE A MR & L7z aiill S8 2M BR R (200344
HI6HARE, o — 7300 HEEEEIEE b . 1-2-1)
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