*20214F4 H T (GBI, FE M OV HEZE ) AAEEELIEES
poss HE MBS ez
Bk - SRR s e
BRI : 3 AR BE iR
PADFIED 300
=J J i mgINK]
T Capecitabine Tablets 300mg 'NK1 FEEE | 0100 ANX0008
) FE-EMSEOLGEICLVERTLZ BR5eRata 20194E12H
. 5. MEERINRCEET 5EE
i . T _ (FMAFRER (FERIE)
1.1 ARG BEPALSEEIL. BABCIARETES P T o o
B REHEE = 55 T 5 AL (=4 7o 1S - 42BR % 5.Litf??j{{ﬁmﬁjmwﬁ&tzﬁ%ﬁwIé&vtiléciﬁh
2 < S & z °
BOEMOG & T, AA DRI EHE S SERI- D0 5.2 HANTG A1 BEITIE. Ty T4 2 ¥ RHEILE
TORERT B L, BEREDBIRICHE->TIE. AH e e ) i
TR o S B Bt (LSRR ORI | IE 5B IE B
AUEHRFADRAXZESRL CIAERT S L. 5.3 PRI LT RIEHLAEREELS 51T 2 AN 0V 4
T, ABBIMICKLE. BERIZORKCHNMR U L e ’ -
Ul s+93BL. ABEETHORETEE, ‘ °
1.2 FHT7T=IV - XA - FF52ILHY Y LEEEH *6. AERUHE
EOBAICLY. BEEANBRESORERSRET FARARE LI F S I AL B R A L, 5/5F =

BIThrH5DT. HHAETHEVI &, [2.2. 8.1,
10. 12 Hg]

1.3 &XZETINT 7 AVTLEDGHAICKY ., MEL
EfeREERTE. HOAREBEULRTICES LBIEHE S
hTwa, ChsOEMERIE. AFETILT 77U AHY
7 LOGARRBREBED, SAXFIREHIEER + BLUADH
BICRELTWBDOT., AT 3503 MAEEERE
EETHICITV, BDECHUTEYNELEEZITO LS
[10.2. 16.7.13H8]

2. BB (ROBEFICEBELEVWI &)

2.1 RR OB AT T VA a5 2 vizx L ioE o B
DD L EH

22FHT—=NV - FAFTIN - FFTINHY T AREH
BeGhm o BF R ORG-RIERTH DN £ [1.2, 8.1,
10. 1]

2.3 BEELBEEODH HEE [9.2.1, 16.6. 1]

2.4 TR SHEIR L C W A e O H 5 et [9.52R]

7 b OVERIEKAY) RS A EI3CHE R AT b0 #E
fr - BRSBTS R LSRRI EBERE R L, 4 %Y
VT IF LT AMEICIRCER T 50 IERA
BEZAEAT - TRIEDMEN - W SO FUEEIESH] & O f
M TCHEXIERZ MY 50 BEHEICB T 2 6B L
TR L O 255 1 3DEE AT 5. BHIZIE
HE#H L O TCHEE AT %,

AW KRR IC D bR CROFG-E 2 WAk & 5 773055
PAPICTH2M 21 H B H A L1455 L2 ORTH BIRES 20
INEIT—AL LTHRGZH VLT,

PRFTHITE 1A &

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

Bt ARRER I D TROE L& 2 Wk & 4 k3050
LAMIZ1H 20, 14 H i H AR %S L 2 OR7HHIKES 5,
INZII-AL LTHGERVES. 2B, BFOREIZ
LD EERET o

3. MR - MR RFRIHITR 1=
3.1 sk 1.33m>4 i 1,500mg
%3 7 RT 5 S 5300mg [NK] 1.33m’LL 1. 57m kil 1,800mg
RS (15ET) 7R FE Y 300.0mg L57m b L1 8lm i 2.100mg
MAKFE, ZOAH VAT —AF F1J oA, L.8lm*bb 2,400mg

R L7aA0—Z, fifEra—2a, A5F7) Ci: t AEMFE IS b TROBGEXFAIER L F EHI0S

YRR T AT L INT | LTS PIPIZTH 200, 14 H [ AR5 L2 O%7TH BRSET 5,

3.2 WEIDMHIR INZE1IT—AL LTHEGEHREYEST, 2B, BEOIREIC

W5E 4 H1_YF Y §E300mg [ NK L HEEHET 5,

HIE HED T AIVAI—F 1 V78 (K= 10 &
_— @ L.36m kil 1,200mg
I3 1.36m2 |-1.66m> kil 1,500mg
B 1.66m2 |-1.96m> kil 1,800mg
gz % 1.96m?L) 1 2,100mg

wxx HE 7 Tmm Dif : (KRR d bt C DGR % Tk & 4 12305

e %4 8mm BAPICTH 20, 5H FE H TS L, 20 %20 FRES 2.

B #377Tmg INEMDERT, 2B, BEORBICI Y EENET %,
KIEFoR F Y F ¥ 300 RS 1 &
. 1. 31m2 i 900m

4. WRERIIZHR 1.31m20 1. 64mZk il 1,200r§g
OF MR I BHRILE L 64m2bl 1.500mg

Oftls - Bl
OF#E
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Eii  RERRIICH D TROIK G2 PIER L& BR300
PAPIZIH 2, 14 H 8 H A8 %5 L 2 O %7H HIKES 5,



IhEla— AL LTRGEZ/RYEY, b, BEOREL
XD EERET 5o

IR 1A &

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

7. BERUAEICEET EE

(ZhEEH@)

*7.1 FHEOMGEHE (1MHz) (T oREREH ) O
HEnrofHH L Twa,
- 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 725461213, BT
OHEXSEZEIILTRE - HEE21T) T L, 2B, HEICE
V2 AT iR B L3 12 BV T Grade2d JE ML AL 25 56 5]
L7235A121E. LT OGrade3D Rt - e E* Z#HI12 L
THREE - REAEET LI L,

REE - P DOBLIE

NCIIZ & A #ME N BRI
s AR DR Py
Gradel W - A WA
Grade2#) 1383 |GradeO-1IZ#8HL§ 2 F TIREE WEANEE
20 H38H |Grade0-1128Hd 5 F TR ]

3al H 53 |Grade0-11Z8 P 2 F THRE

R 2
AR E5B (B k - PSR -

Grade3®[E 58l |Grade0-11CEE P4 5 F TIREE T B
SR H%B] |Grade0-11-BEBF 5 3 THSE R
SEHSE [fr5 - - B SR -

T - AT
N \‘A N (‘\/ be § % -
Gradedmimzss |22\ IBEBRMBENBH L o) g,

TEF L EHEINIEA .

GradeO-11288HL 92 F THG-HIHT
FREOKRIE - JHEOBEIIS L TlEE T B, LFoHE
EBEIITHI L,

- 1,250mg/m*H Y4 & CTHG- % G L 7235 68 O W o 55

B 1 i i
P R | R
1. 13m*kiii 900mg 600m
1. 13m2Pl 1. 21 m&kit | 200m &
1. 21m?Pl 1. 45m2kits me 900mm
1. 45m2L 1. 69mk i | 500m 8
1.69m2Ll -1 77mek i oS L 20
1. 77m22 1,800mg 2UUme
- 1,000mg/m?* Y = TG % BllG L 7236 0ok 5=
. 1l i &
PR REEREL | R
1.41m* 900mg
1 41m?Pl 1. 51m%ki | 200m 600mg
1.51m2 L1 8lmZkis 2Ime 900m
1 8Im2Pl 2. 11 mZk i | 500m &
2 11m2b k- OUUme 1,200mg

7.2.2 —HjE L7-BICHEI3ITh R L,

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

F 72, CHEIC X B ENERABICB W TIEFEAERKE L &0

TCTCAE v3.0XIZCTCAE v4.0312 & V) Grade % 7€ L 725
Grade Fift PR SIS T RE RIS

1 LU, BRASEBEL, b ey - F B A HIR % 5%
7 F ok, MREIEIR, SRR |15 2 e viEIR

0 W B S A R AT HI A R 52

R
3 |[btignn, w, A, soma (NP EEERICS

FM 9 BIEIROGraded ML (BRI, MRgsE) T—3L
Zaid, KDL & KT & SGrade 2 RS 5

(AR LETT - BROKE - ERE)

*7.3 A & GEH S HMOBUEIEEE AN, 17 RG] O

OWEXPML . EANORTOTA T4 v S5 BEIZL
7o LT BB ORER T AALSFFEE IS U CERT 5 2 &,
[17.1.9-17.1.11=H]

(BREI\CH T 2 iTEHEMESAEER)

7.4 RHENE AT L MoPEEEESE AL, [17. BRKE] oE
OWEZPIN L7 LT, BEOIRRERL D ALSRERE IS U
THEIRT B2 L, [17.1.128H]

HEBERVCBEICH T 2@ tEEx

7.5 5 W8T — 2 %8 2 72356 O NNE R ON%e 41 3
LTV,

8. EELXEXRNEE

8.1 FHT7—) - FAXAFY)N - FFFI)H) 7 AREGHIES
Pk, RAOEG 2179 ek, A EbTHM EOR
faxdlrsZ b, [1.2. 2.2, 10. 18]

8.2 ARHFIF G iz ANy (RIS ) (B R
(MRS, IFRERE - B RS 2170 2. BE IR
REx oI BEds2 8, [9.1.2, 9.2.2, 11.1.4-11.1.6,
11.1.13&H]

8.3 IEYWE - MR O FEHUTEALIC H iR T5 2 &

8.4 RIEVIBRAEE 2 14T - FISO B, EIGFEIC B A it
SRR CARK 2 AERICIE. BIESTHE (TEH - ownsE
PO RAGRIE - WDV EMET S AMEEAN O Y
AR B E ] 10%) 2 IGIT LI L.

9. FENHEE2HI2BEICETIE

A ABHE - BEEEDH 2 EE

9.1.1 BEIREBOBREEDH 58E
LDEENRHSbNDLBENDEH L, [11.1.38HK]

9.1.2 BREMHIDH 3 BE
BRI AR 2 BENDH Lo [8.2, 11.1.681E]

9.1.3 HLEBEXIFHMD H 3 BE
FEIRDSEALT B BENNDH 5

9.2 BHEEERE

9.2.1 EELBEENH2EH
B Lawnwz k. [2.3, 9.2.25K]

9.2.2 BEEDH28E EELBEZEDHIEETR])
BIVE A EAEAL IS D LR T 5 BF N0 H b, [8.2,
9.2.1, 16.6.1%M8]

9.3 FrieeEERE

9.4 £JEREEH T 2E

9.4.1 AFEWREAR MO BE G T A LEND HHEI21E.
BT T 2 BT EET LI L,

%9.4.2 TR BE 2 WIEEE 121E, AFIFG R U G548 T th—
EMARNEEY) 2 W2 479 X O RET 22 &, [9.58F]
#9.4.3 /X— b F—DHIRT B REE O H 5 BUEEH I2IE, AH]
PGt J O 544 T 1 — 2 IR 3@ 80 72 WAL 2 475 & 9 g

T2k, [15.28H]

©
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9.5 i

TR SO IEIR L TV B WTREMED & A M35 L v
&S BN E B CIRBBEIE R L O IR ER 5 ST b,
YT ANIBWT, FHIIRIEC, SRR, SRR ORI,
bEEE (198me/ke/H UL FEHES) . FVI2BWT, it
FE. IEFETE (90mg/kg/ H BA L ES) &G S TCnwb,
(2.4, 9.4.25H4]

9.6 Rilw

BALLZWZ LD E L, BFER (7 X) I2BWT,
FLT~OIT (198mg/kg Hill#k5) 25HiE ST b,

9.7 IRB¥

NEEE R E LBRABIIER L T,

9.8 EkE

BHEOWELHE L 270 bHEIRG T 5 2 Lo —HIZETE

REAME T LT % 2 &%\ B 12807 DL 0 i

I2BWnT,

FRED TR WS WS O FEBIER) L7 L2 L 0D D %o

10. HHE(EA

RHEIDFF b 7 10— 24P450 (CYP2CY) DOEEFZEMAGESRIC
L, BRI T T WS H B DT, CYP2COT
e % 20T % 350 & BRI 2 5 Al 2 PRSI o i i RE A E
AT EBENDD 5,

10.1 GFAEZR BALAWI L)

A

W PRAEIR - 515 5 i

Wiy - fafRE T

THT =) - FR
TN FTTY
VA ) AELEFH
(F4—2 27 )
[1.2.2.2.8.1%7]

FLHI N BB 70 000 i 2 %2
T N RSO HLE
EENEIHT LBZN
V& LHDT, THT—) -
FASIN - FTITIN
A1) 7 AELAFI PG
O G-/ 27 H PAIPIE AR
FafGLenwZ b,

FATIIDB TN
Fawg oot
LA 2 B L.
M7 nvtary s
TOVIEENE L L
AT 5,

10.2 GrREE

(FFRICEET A L)

R

W RAEIR - 88 5 i

W - fafii T

JNVT7 )y
N
[1.3. 16.7.1%H]

BEHBRIG I H 25 & AR H
gkl y A LN o0
T 02 I 5 51 e A
WO FEE A &
NCTwb, EHIZIMmE
GeEemd (7Fu o v
Y I, INREE) %470,
DB U CoE Y 2 AL
#11H T &,

K H D F b
71— AP450
(CYP2C9) OE:%
EHAEWARIC
L. BERIGEAK
T LT 5] gk
MNEZLNT VD,

B2 988
5O

TJr=hA v

7= b A YOI
WL L7z DMED» D
LH5DT, 7= VD
I F i O AR RS
6:_&0

K H D F b
7 u— LP450
(CYP2C9) OE:E
EEG BRI
L. BRI A
T LW 3] R
WEZLNTWA,

) TNVY T
F YT VOV
el

RITEHI 2 HI5R T 5 B
M bo

7 vAfbE) 3T
SR B 5 7 o
LB %
SRS D Do

1. BIEA

ROBWEH S 5D Z L% 5O T BE L+ ATV,
S RO DN A3 2 kT b 7 ) AL E &

TH2k,

1.1 EXLEMEA

11.1.1 BEKAER CBHEEARITTD)
BT COUEDR © I, BRI OAESE) 253 5 bk
JEREFCTELZEDN DL, DL RIERD D S b 7-HE1
. G-k Ui, B GEOBE) 2 MEL (T 2L,
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11.1.2 FEEMRE (Hand-foot syndrome) (HHEEAHTED)
FER ORISR S, BFEE. KE, . MEARae,
HRMALR., RSO FREFERLH O DbNDL I DD,

11.1.3 DREE GHEA)

ZE, P ldE, BB, OEIR. OANEL ZEIRIE. O

B CLEEAER, OB, LEENYMGHS) &

DLEENRHLDLNLZ LD L. [9.1.15H]

11.1.4 FFEE, 8E GEERHED)

FFREBEMR A ML, BE ) IFEEDH & bit, A2

EoERMDIME SN TS, B, IFiEeamEsE ~ 4

DLRWEEND b, T ERMEIN TS, [8.22H]
11.1.5 BEE (HEAH)

ERERTERE 2O ERENHLDNL LD 5,

[8.22M]

11.1.6 BEEIHE (BEEERETED)

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

OFFEIZ & ) BIEGE, MIMESERH 5L D Z DD 5,

[8.2. 9.1.2&H]

11.1.7 ORE GHEAHT)

OMgE Gl ge, MBS, TENEES) bbb s 2

LB Do HIFHEOKIE. HNEE. SRS H L

WA, 52k L#ED 2 LEEZITH) 2 &,

11.1.8 BIEMM% CHEAH)

MR MENGT 28 CROIEIR © Bk, Be0iu. IRk, 88

WHHLDLNLEZLNH b, BEIPRD LN HE TG %

ik L. WEXEEORE TV, RIBRERVE K

5327 @Y R LE AT 2 &,

11.1.9 EERBRX (HEARH)

W 5. RIER %5, SR REDR D B b s Z LS

Hbo WLV - TH - MFEZEOREIRDYD 5 b /8412

G2k L, #YREEZITH) 2 &,

11.1.10 EELRBHAEEREET (BERES) (BWEA)
ARATIESE | SR ARSI RETR L S 1ok ) S8 A 6 5 | Ay s |
MEEBEsE, mikkiE, MR, $EEL. B, IEEUAT. MR
fEsE, FREZEEENH S bNDE T END b, T7°. TOLI %
SERDSTHEREZE OIERE LTHEDbNELEZ EDN D S,

1.1.11 MEERAE HERH)

ETRE IR A TE AT ZE I BRESE D HbNDL 2 DD D,
11.1.12 BEFLIEARAE (R B (Stevens-JohnsonfEMREE) (HHEEASHH)
11.1.13 BIEEM HEEAR]) [8.22:H]

1.2 ZOMOEIEA

11.2.1 BRIEERICH T 25

10%LL 152 10% A i = SE AR
FEATARE R MR B | AIRAE. D O
FEEO F S
1L M (33.2%). |fEEL. B, B|ALARER. SEE.
7O R IRERRE. UER (fEk. T IEE
(30.5%) . Mt g, Bistim, §
DN N
178, BAHK
TEBRER Mg FERE,
NFRE S OV R AL
B
I 2 Ik I R
Jiikica iR T2 T A A EANal N R IR S <]
(26.2%) . HE[#A. M/
Bk Foow A, HEREE
(24.8%). V|, 7o o>
YOSERHOR D E TR,
(21.5%) ~E WP BB
VAR v




10%2L B 10% i TR
] BRLAEESE 55, BEBE | NORE ONFEE

RIE. WMEFgIN, IR
2, MY A ba
T4 =) FLBE
(2 N RN
JeAE B, R
WA ) O — U SE 5
L ORREECE, H
Wi 14 K2 I 9% B2
W 2O FEIE
BAEES

i1 MEEE GRS,
g g IR
5F) VRN

JFFIEE - R | ML ) )V | BRIEE I d | AFREE R i

Bin (24.2%) . |FUR. BUNSI,
ASTHAN, LDH|JR 7 F 7 Bl
BN, ALTHN, |12

Al-P¥4m

7 LT F=

Z DAt B, RE | AR g, A

N N
7 K

a7 v
ZANE! VN G
i, I b

WITIE. B, T
IR MRS
Wafe. B, =k
) 7) &) FIAE

11.2.2 thDREBEMEESHE &

DHARERICET 2HE

1092 159

109 At =)

AT

R R | e ORI IFEITED £ v,

AN S i
T E = 2 —
a8 Y — )

(93.9%) . PR
FH (32.3%) .
FAET

PERCE = 2 — O | BER . ANRAE

LSRR

HALS B (82.9%) . |HEY. BN

£ A IR
(75.0%) .

R

.
Wit I | )9 L BT
(40.9%) . R, [P A I, R JE
i8]

IS N )N

THALAR R, TN
fos

I i S

B, FERIEE,
SLRh BRI

% ]

12) AL L EBEECER L 22 ENFRRE (BRI 5 E
WM& T AR ER [JO14865:8% ], HEAT - FEAEITHT 5
EIN 4 T H A SER [JO151513888, JO151545t8%, JO15155
B, JO165267A8%] . ST - FIFEBHRICH 3 5 BN TARER
PRaER [JO1515230BR] . HEAT - FHISHENG - IR 104 5 ]
s ARSI ERER [JO1515356R]. AT - BB MERS IS - EG
FELZAT 9 A EINEE DA RERRER [JO1595158%]) D4R
3) CiCIEN L - ENEER AR GEAT - BB MR - EhE I
92 ENEE T/ THIERFRRER [JO193805306k]. Stage T % OF
O B ORI FHETT % 0 B x5 5 BN T MR R
B [MO282233tEr]) DR
14. BALDEE
14.1 FEJFZMFEFOEE
PTPHREDOHFAIPTPY — b6 L TIRAT 5 &9
BET B Lo PTPY — FORBBKIZ LY . BV S EA Rl
HEATIA L, BIZI38ILE B2 LTt ASE0EE 2 &
BHREZDRT L2 DD D,

15. ZOMOEE
15.1 ERRRfEAICED 153K
TInFuy T VORMRHERTHL e FOoE) 3Ty
7k Fa4F—+ (DPD) RIEFOEZH T FIUHTEL,
DL RBEIZT VIO T VIVRER ARG LA,
Be G mE 2 EIER (K%, TR, Mgk, ik
ELE) PRBT D EOREDD D,

*15.2 FEEERRABRICE D 153k

FHEORHWTH H5-FUIZDWT, BEREE AW 72iR512 B
W, BEFRRERFERIEMZRT Z EAHE SN TW
%%, [9.4.35H]

16. EMEhRE

16.1 MAFRE

16.1.1 AETI®RE L 580 MmiEhiEE

BN B 124412 R & ¥ 829mg/m?H Y % A% BBl
5 Lze & # Y5 ¥ 5-DFCR, 5-DFURK U5-FUIL,
Fe5-#1.1~1 3R CCmax l SENE Ly 200, 4~0 . 8 Tk
L7z 5-FUNAUCusid. 5-DFURD#I1/20TH - 727,

AETHEEG LG OHEWERE/ ST X — & DI (n=12)

. Leodb ey Tmax Crax AUChast tiz

M B PR B D[~ 7 O E R SR R A LW | (wg/ml) | (ug - h/ml) | ()
(66.5%) . [, &L, V|6 AT HE L [1.1%0.7 [4.85+3.74] 4.77%2.51 |0.42%0.70
AR | SER R 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£0.7[4.33£2.09|] 6.96x1.66 |0.67=0.11
A 5-FU 1.3£0.7]0.25%0.18| 0.39%0.20 |0.69=0.17
B Rk A& E oS, ]T mean+S.D.

(35.4%). %% [fE. JNPHZE, =

WL MR,
25 4

il RN, HAR
JFEE - R | A bR . ASTHS AR ALTHIN,

N

R (MY L E v

B, Al-PEEn.
y-GTPE N, I
7OV U
9\

Z DAt W7 (57.9%). |BEE. WA

TEGHRALDOS (& | PRI WAL, b5
g M98 KLBE, |95 @I E |
JERRS) (40.9%) | FE L. b 5l I
WEECE, B, e (ST BE g%
fRE %A

). MR, 7
WL B
i, R
BRI i)
> WY, CRPH
NS

W AL
REHE . K7 1)
INIENE TN
F b Y AL
A, O S
LI > 2 874
B, BN 7Y
) K I

TED ENSORERFER L O HSEHE THld S, HEZHITSE

7\ EIER

T 7 EHE B 16412251 ~1,255mg/m* ™ oF 5T, A
Y7 E YR OERE O Cmaxs AUChstl 3 5-1AZLHI LT
B, MEHSHROHRY Y Rk ORREY O RN E)HRE
IR R L AURIE E Y,

ED) AR SN - HEIIARRIREICH DY TAER
U D¥EETIZ1181900~1,500mg %« BiETlid1MH1,500~
2,400mg% . CH:TId1I1,200~2,100mg% . BTl
111900~1,800mg % 1 H2[H T %,

16.1.2 B TR 5 L &0 MEDEE

W - BB BE2041C7 RV Y V], 250me/miE B

Holl L% 5 L2 & S D% E51IHE®0h Ry s,

5-DFCR. 5-DFURK U5-FUMD MMAEr iR 1%, $%5-41.7~

2. 3MREM] CCmax (2 FE Ly 38010, 55~0. 81 T L 72,

#51HHDO5-FUDAUCustid. 5-DFURD#I1/30TdH - 720

Pe5-14H HOSEWEIHE /ST X — #135-FUZ & &%, wl%S-

BoOfli L 1ZIZRMETH 57257,

1#2) $51H Hid1,250me/m*% Bl AR I 1A RS- L 72,



BiETHG L7 B DEMENE/ T A — & DI

Crnax AUCust

Nz (ug/mL) (ug - h/mL) n

1HH 14HH 1HH 14HH |1HH |14HH

AT B [4.80£1.754.19£2.55/6.91+2.40(6.14+1.92] 20 19

5-DFCR 5.95+2.5015.20£1.90{15.1£4.31|14.1+4.58] 20 19

5-DFUR 6.02+2.4916.59+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

Wl - B EMLII Y F ¥ UEE300me [NK] &8
0 — ¥ ®%300% ., 2741 7 0 2 — N—BERFEIC L ) Fh
FNLgE (HRYF VY& LT300mg) 225 a1 9% -
L Cisgh R LR 2 2 L, 15 o NS mhag <5
A —% (AUC. Cumax) 122V TI0%IEHER 12 CHEETHAMT
AT o 724 R, log (0.80) ~log (1.25) D#EIFHANTH D |
WA O LE 22 R SR ATRERR S 7z

(ng/mL)
1800
i - H Y F K E300mg [NKJ
E3 -o- ¥u— %300 (Fe#l. 300mg)
11200 1 Mean+SD
5 ean*+SD.
N
D
g
€ 600
i
i3
0
3
5 oW (hr)
AR FEVREEPLEONTEYEEENT X — 5
HEINT X =5 BEINT A — 5
AUCt C1nax Tmax Tl /2
(ng * hr/mL)| (ng/mL) (hr) (hr)
HRY Y
300mg [NK) 681203 | 1270714 10.59%0.365|0.45=0.0990
o — %300

669172 | 1320+746 | 0.58=0.283 | 0.73+2.35

(§E#). 300mg)

Mean+S.D.
MAE R EE N NZAUC, CoadED /8T X — 7 1d, BilE o
B, A OFRI IS - FER S O BRS I X o TR 21
RS 5 6
16.3 9%
16.3.1 AT
< A S OV HCEE R XY F ¥ B F N 198mg/kg
K O54mg/kgd Hlm= CHAKE OG- L7z & &, gneids=<e
M S N7zt RPICIE < A L7zds, P-4 2405 0 £
TIZZFDIZE A EDMERN L D IHR L7 RIEOWIL, R
PEMt B G-3 2 A0 TP, BRI B0 B TR I o
7295, BRI DORATIZE D - 729 R~ 7 A2 MCHE
Ay H Y (198mg/kg) FHEREOHRG Lz &, K
BED MG EADRATHTRD H 7210,
16.3.2 FEERIRAIS-FUDER
b N EBEHCT116. CXF280 /% UFCOLO205% (B> & ¥
Vi) X — Moo ACARE (BOES), FFRy 7
V1) Y r (5-DFUR. f&M#%5) RUS-FU (BEFENIES)
&SRR (BRI SHORKIE) %5 L. BEEYICE
ALK, AN I O5-FUR 2 IE L7z, A3k S <
7 A CHES AR BRI ISR O5-FUDSHL S 7z, JiE
BHAES-FU AUCIZ A K TIEEH O5-FU AUCIZ A
WA 5T N N22K [ F114~209%%. 5-DFURSG-TE R
26T U2 ~34fE i W E 2 R L7z — 7. 5-FUHS- Tl
S-FUIEMES AR L 2> 0 T2 < MR R N IEE I b AR 7
i L7z. ARERG~ 7 ZAOERA#S-FU AUCIZ5-DFUR
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K O5-FU#G-~ 7 AEEAME-FU AUCIZIR, Theh
3.6~4. 3 R UN16~35ffrm\ g R L 72

16.4 38

HRYFVE NI VEEF Y VT AT T —H2 L ) 5-DFCRIC
RF#EN, EHICVF YU F7 I F—FIZL Y5-DFURNE
&b, 5-DFURIZEY IV X7 LAY FARAKY 59—
+ (PyNPase) (B hOBEF IV UARAKRY =, Fo
WHOYE Y ) VU ARARY T —EHHE) 12L& )5-FUIZ
THEN L,
16.5 HEtt

K - EIBREEE20%IZH Y ¥ ¥ U1, 250me/mE R R 1
H L7k &, 55245 F T2 55 069~80%I2 1243
LEPEPAPEE S N2 209 B RELEO R kR
#93% &AMl %R L. FBALIZAI50% % 7% L 7267,

[ HE BB 64\ MCTIERL L 72 R 7 ¥ U JKIE T2, 000mg
EBHEAREORG Lz &, THH F ToRh RiEPEESE
3P G5mD96%IHS L, #5013 s A EDIRPICPEES
iz ARG, Kb CFI84%) 234514 1215 [ DL
PHICHEE S L, #9144 T2 T L7z IR TRRO SN H
Ny Y OREHWIES-DFCR, 5-DFUR, 5-FU, FUH:z,
FUPAK O FBALT® Y, F7zidEdic320 & i
5-DFCR. 5-DFUR. 5-FU., FUH:¥ O)FBALT& - 72, Ifl
S R ORI B B RHETEE & SALEM O G EDNIZIZRAR
THhotzZ s, D RCRTICKRAREDIGEET S
THEPEI RN EATRIBE NS (AHEIAT— 4 ),
16.6 RENDEREZFTHE8EF
16.6.1 BiHpeEEEE

BB 27T%OBEEE 2 LT F =y - 2 )T TR
12X o T, IE% (>80mL/min). EhpEE e (51~
80mL/min). HEE (30~50mL/min) K& OEE (<30mL/
min) L. XY ¥ ¥ 1,255me/mE RS- L
DA Ry ZDORBWOAUCHIL TOEBY T
o7z FHEAT—%), [2.3, 9.2.25H]

BB EREE A O Y ¥ U ORI DO AUCH (ug - h/mL)

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

NN Z Y 6.24+2.06]5.98+3.06 | 7.88+4.32]7.79+4.43

5-DFCR 11.6+4.1212.4+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 EWHEEIER
16.7.1 277U

T BB AL H Y ¥ ¥ 22 500mg/m%/ H % fAk1H2
bl 2B MRS, DAMAKRSEEZ1a -2 LzMXRES %2
3T —ZAfFIHHIBETENRENT VT 7)) »F P17 A20mg
FREOPRG Lize By F E UG ET L L TSRS
BIFAES-TVT7 7 v CUEREEOSE) D AUCKIE57%-.
INRIZO1%HINL 722 (MAEAT— %), [1.3. 10.250]
16.7.2 Z Ot

v MNFIzav— AW EHWTHNRY Z ¥, 5-DFCR,
5-DFUR. 5-FUK O'FBAL D3R @R %% (CYP1A2,
CYP2A6. CYP2C9, CYP2C19. CYP2D6., CYP2EL.
CYP3A4) ~D# %in vitro Tl L7ze FORER, 7R
T & E IR CHEE S A M IR A TSR R (R
0.0156mM. 5.4ug/mL) O7REIZHYLT 5EE (0. 1mM.
#36ug/mL) TIEHEIRRD SN o 7258, 13051241
M L EEE (2mM. #700ug/mL) 2B W TCYP2CI,
CYP2E1%50%3 < BHE L7zo — 5. Rz oW TIZ3Esy
BT R RANOEHEN 7 HE LR bk b o 7219,



[EFERE B E 124412 Ry & ¥ 1, 250me/m? % FL KR L 7
VDAL KA~ 7 AT A R SRR & B RS- L
72l E, Yy Y U5 -DFCROD Craxld HARH 51 & 1
L TI4~21% LR L2 o0, oMo Emic B8R
BHENLo 72 FHEAT—4),

17. ERERELIE

17.1 ARV RLSMICE Y 55

(FMABER I BHIE

17.1.1 ENAHIHA%E I HERR R
HHEHELL O A v F CTOMAT - FIEFEEE ICAH 2 %53
BEbR% 9 72 (1,657mg/m? 1H2[50E], 21 H %5 -
THRIRIE) o AROVERAT A R BI226012 503 5 285061345 . 5%
(10/22) TdH -7, BWEMI£19/2361 (82.6%) 125 L 72,
FARMERIE. B VY Y FR1060 (43.5%) . FRILERN
1060 (43.5%) « R aFikE76H (30.4%) . LDH L7451
(30.4%) . HIERIA7H (30.4%) 5ETH o720

17.1.2 ER%EASE I HHERRHER
FHGHLL D X v F TOMAT - FEFEEE ISARH = %55
LEE A E L7z (1,657mg/m?® 1H2[E1405%], 21 H M5 -
THEREE) o A RDPERAT O RA146 B0 1253 5 225051228 3%
(13/46) T - 729, BIFEMIZ50/506] (100.0%) (ZF8H L
7oo ERBMEMIZ, FREAEMEBESIG (66.0%) . HRIMERA
2661 (52.0%) . FMLEKEA 2561 (50.0%). V) > 7S£k 25
Bl (50.0%) . FERIERA 1961 (38.0%). UL E VLA
1761 (34.0%) %TdH o7,

17.1.3 ER#%HEAE [ BERRHER
Ft & X VIR O ST - FIEFEEE A Z XG5 5
SERZFEH L7 (1,657mg/m® 1H 201558, 21 H M¥%5 - 7
HBIREE) o A 3BT 0T G155 128 9 5 2231420 0%
(11/55) T& - 722, BIVEHIE58/6061 (96.7%) 12583 L
720 EREWEMIE. FRAEBERE36H (60.0%). AST F529
Bl (48.3%). 1) v SR A266] (43.3%). LDH k52641
(43.3%) \ ARMERHA 2561 (41.7%) . EEAIR2451 (40.0%)
HELL2261 (36.7%) . Al-P_ES1861 (30.0%). FIIMmEki%A 18
Bl (30.0%). VUV MEEF18H] (30.0%). FEFEkR
1861 (30.0%) ZTdH -7,

17.1.4 ERE [ BERRHER
Yy XA REH (7 ) FEALIIZ RS F ) ER)
DAEAT - FFEIL BE AR 2 59 2 Wl x 0 L 72
(2,500mg/m? 1H2ME5r%], 14H M#%5- - 7HBRE) , %)
PEFRAT 0 R BIS2HN R 3 % Z5h=1321.9% (7/32) TH -
722V BIVER1235/3561 (100.0%) (2563 L 720 £ BITET X,
FRAE R0 (82.9%) . HELI961 (54.3%) . EEAIRLS
Bl (51.4%). LINZ1661 (45.7%). Ti#I14%61 (40.0%) . M
1161 (31.4%) T o7,

17.1.5 iB5455 T HHERPRER
INZ ) F XV OMT - FREAERE AR ST 5
HKERA M L7 (2,510mg/m? 1H2[145E], 14H %5 - 7
HFIRSE) o A RIMEBAT AT R BI1355 1269 5 228551320 0%
(27/135) TH - 72%2%, BIVEMIX150/16261 (92.6%) 125
WL 720 EREIERE. FEEMREFEIIS (56.2%). T HI88
Bl (54.3%). 08461 (51.9%). MEH-60%1 (37.0%). 957
5961 (36.4%) ZTdh -7z,

17.1.6 B8 1 HHEERAER
N7 FFRLVIIT Ry v VIR 0T - FIILIE S
HVARF % P53 2 3Bk % Eh L 72 (2,510mg/m? 1H2[H
SrElL T4H B3-S - TH KIS o AR 6 55169451012
X9 A ZENH1L24.6% (17/69) THh - 722, EINEIX66/74
Bl (89.2%) WZHEB L7z ELEIER X, TREEMETE46H]
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(62.2%) . THi43%] (58.1%). L4151 (55.4%) . W&H:-27
Bl (36.5%). LIN42561 (33.8%) % THh -7,

(MEBEICH T 2 RERMLEES
17.1.7 B9 8 MR R E B

ARG EI RS E R S 7z Dukes COFEIGEEZ (1,98761) %

WHRIZ, 7 Fay T - R F— MEE (5-FU/LVHEE,

Mayol ¥ & ¥ ) I ARH % Btk 54 % kB a F2hi L 72

(A 0 1,250mg/m? 1H2M0], 14H %5 - 7THREKSE) . 20

AL, EERAAIN . EEFSSAEIN. AT TRIC BT,

RAND5-FU/LVEREIIR T 5 I PEA L S 7252,

F1) ABRERIC BT A5-FU/LVEEIZENTAREN TN S
LARRYF—F - 70F a7y VEERFLARKRY
F— k- TN T L OVERGEREGE RO B -
L3R %5,

BRI AHIEE T13868/995%1 (87.2%) 5Bl L 720 £

BIVERE . TRAEBERES945 (59.7%) . FHi458%1 (46.0%) .

HE32601(32.8%) 5T - 72 (71 v b4 7 H 1 20044E4H1H)

17.1.8 #5455 MABERPREHER

SREHYI R AT MG S 7z Dukes COfE MG % (1,886%1)
ERHIC, 7 vFAa s vy - kY F— MEDE (5-FU/LV
HEE, Mayol ¥ A U dRoswell ParklL ¥ 2 ) XiZ
XELOX#EE (RFI LA F91) 75 F V) %470 B4
FEHe L7z (K% 0 1,000mg/m? 1H2A, 14HE#&S - 7H
MIREE) o ZOfER ., M AFI I B W TXELOX#EH: 0
5-FU/LVHFA RS 3 2 B EATHERR S 72205,

EIVEF IZXELOX % T13921/938 %1 (98%) 1Z5HIL 72,
FARWERE. HEREEET3061 (78%) . HEL61861 (66%) .
THI564%51 (60%) . MEH406%61 (43%) . JE5732561 (35%) .
FRIEMERE2736) (29%) STdh -7z,

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

HEAT - SRR - EIEE R E 2 P RICXELOXEEE (F
Hle x40 755 4H). XELOX +BV##E: (XELOX
L NN XY THA) 2 AT R R FENE L7 (A

1,000mg/m? 1H2[0l, 14H M5 - 7HHARE) . #1T - 58
PERERS - E SRR 120 2 XELOXIH I DO 2321366 . 7%
(4/6) TH Y. XELOX +BVHEEDOZEMZIZ71.9% (41/57)
TdHh o720 72, XELOX + BV MHEALFIAR (PFS)
DO IAEIE336.0H (95%EHEX I © 293-380H) TH -7z,

BIERIZXELOX %3 TI136/6%1 (100.0%). XELOX +BV
JETUE58/58%1 (100.0%) (25 L 720 EA@IEMI.

XELOXHZ:TIEELGH] (100.0%) . FAYMEEHE = 2 — /s
2 =661 (100.0%) « EAAIRSBI (83.3%) . T Hi4H1 (66.7%)
TR AEEREAE) (66.7%) & 57451 (66.7%) | 595361 (50.0%)
T ERER A3 (50.0%). L% - < Y361 (50.0%) T
&Y. XELOX + BVIEIE CIE R = 2 — 178 — 544
(93.1%) . FERRAIRES0H] (86.2%) . HE5748%1 (82.8%). T
JEAEMEREAAB (75.9%) . E.LA3E] (74.1%) . BELGREE
3461 (58.6%). T#i3261 (55.2%). TINZ3161 (53.4%) .

T ERERA 2960 (50.0%) % TH -7z, [7.38MH]

17.1.10 B4} 55 MAHEGPREAER

SRR - B EE2, 0350 2 /RIS, A X T TF
Yo7 Fu T - kY F— MEE (FOLFOX4E D) .
FOLFOX4##:+ 77+ AR (P). FOLFOX4+~"NY X<
7 (BV) #:, XELOX# ., XELOX##H: + P, XELOX +
BV#E A 471 9 k% Ikt L7z (%] © 1,000mg/m? 1H 20,
14H W5 - THIERSE) . AN (PFS) % F25F
MEH . SEFHE (0S) % BIRIEHEER & Lz, 20
K9, FOLFOX43 203 A XELOXHEHE D IES MEH T 5
FRAT K O BIRAIFRAT TR0 & 7z,



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

FOLFOX4#&:12 443 % XELOX Wt D IE S5 VERAT i SR

BRI ST D) FOLFOX4 XELOX NP — NI
FOLFOX4/FOLFOX4 | XELOX/XELOX +P/ gt (N=252) (N=251) (959%CD)
ERffi? | +P/FOLFOX4 +BV XELOX +BV NF— R B e (H) e (H)
HH (N=937) (N=967) (97.5%CD) 1.03
ROl (1) O (1) PES 168.0 154.0 (0.87 : 1.24)
1.05 26 1.05
PFS 259.0 241.0 (0.9471.18) 0S 402.0 393.07 (0.88: 1.27)
3) 1.00 7E5) PFS7 v b7 H : 200648 H31H. OS# » b4+ 7 H @ 2007
05 504.07 600.0 0.88: 1.13) 42128 H
Bl A SAT 116) FENTRS G B o0 Bl 4252/
e | FOLFOX4/FOLFOX4 | XELOX/XELOX+P | . (o)) RIEANEXELOXHE TId302/311490 (97.1%) 12FH L7,
HH P <1;:620> <N;630> (97.5%CT) FAREINERE. EO18160 (58.2%). TFHI16961 (54.3%).
A () hRAE (H) — WEREL31BY (42, 196)  J37 11300 (36.3%)  SEIESE10361 (33, 1%)
PFS 241.0 220.0 0.921.92) HEThot (Iy MFT7H 200648 H31H), [7.35M]
", ) 1.01 (BREICH T B EHELFEER)
05 565.0 o720 (0.871.17) 17.1.12 508 I AR AR EAER

72) PFS# v A7 H 1 20064£1H31H. OSH v b4 7 H 12007

4E1H31H
TE3) AT A F O B 8293951
4) AT R O Bl Ei362251

F 70, b (FOLFOX4+P/XELOX +P) 126§ A1 b

%+ BVIELE O BB YT EAT TRED S 41, XELOXJEEEIC

#3% XELOX + BV LD EBEASE RN TRAD H L7,
(b3 2B + BVIEE K OXELOXE 10§
% XELOX + BV i O & B fEAT 4%

B
FOLFOX4+P/|XFOLFOX4+BV/
SEE | XELOX+P XELOX +BV N — Kl
HH (N=701) (N=699) Pfii (log-rank test)
P (H) thgefi (H)
0.83
PFS 244.0 285.0 P=0.0023
0.89
0S 606.0 646.0 P=0.0769
R A AT
I XELOX+P XELOX +BV .
= AR E2) NS A
ﬁgﬁﬁ N =350) (N =350) P /(l\ozfra]r\llfttest)
i (H) e (H)
0.77
PFS 225.0 282.0 P=0.002
0.84
0S 584.0 650.0 P=0 0698

BIVEIZXELOXH i (XELOXH#iE, XELOX#E+P) T
13642/655%1 (98.0%). XELOX + BV T13349/3534l
(98.9%) 1Z3BLL 720 ERBIEMIZ. XELOXHETIZTH
41451 (63.2%). HE.039561 (60.3%). MEMH:262651 (40.0%) .
FEIKHE 24061 (36.6%) . 523861 (36.3%) . T AL
19861 (30.2%) 4T Y. XELOX + BV H: TIE M. (226
(64.0%) . THi220%0 (62.3%). MaHt-15761 (44.5%). FHAE
151139151 (39.4%) « #1314 (37.1%) « 95712741 (36.0%)
ETHosz (v b+ 7H 2006061 531H). [7.351R]
17.1.11 ;54155 T HEER AR HER

AN )FHY - TF AT - k) F— MEEOGE
JEAS D 2 ARG - B 62TH 2 X RI2, 4 F4)
TSGF v -7 NAay T - k) F— MEE (FOLFOX4
) L XELOX % et 2 sl B & 0t L 72 OR#) -
1,000mg/m? 1H2[H, 14H %5 - 7HHKSE) o Mmhg i
M (PFS) % FZFRMEE . &EFHE (0S) %H
WHFHITIEE & L7-. Z0#E%., FOLFOX4E LI T 5
XELOXBREDIEL MDD S 7z,
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AR YR AYE NG S L 7-Stage T/ Mo H R EE (1,03560)

RS, FREBIE L XELOXIES: (K& 4 x40 ) 755

YOERD) E T AR FEhE L 72 (OR%F] 0 1,000mg/m? 1

H2[. 14HB#5 - 7HMKRSE) o M5 A7 1 i % 32 2257

HHE. @A ZRIREHMTEE & L7z, Zo/5, i

BIZRI0 3 2 XELOXE R OB ASTRD 72230
AR O Kaplan-Meier Hi#

10 |
0.9 4
0.8 |
0.7 |

s 06

17 05 |

3’3047

mmmn B (51561
— XELOX  (520f81)

0.3 4
02 | A= FHT (95%I5HEIXR) :0.66 (0.51-0.85)
01 | P=00015 (Wald#)

o 1 1 XELOX /#kadfes

0 3 6 9 12151821 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 (J1)
SUAIREDREES>
FEIMBIEE 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

J1v bA7H 120124115220

A% A A7 I O Kaplan-Meier 4

FEmBlg (51561
— 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 A
0.7

tu
e

-

4 06 S
% 05 '
oy
03
0z | A= R (O5%(EHXA) 10,56 (0.44-0.72)
P<00001 (Waldi)

11+ XELOX  #itfse

0.0

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 O
XELOX 520 462 442 425 409 379 332 205 246 218 166 147 73 31 30 25 10 0

A1y A7 H 201049 H24H

BIFEFEXELOXH1E T 13488/49615 (98.4%) 1Z3H L 7=,
FARBIERE. 032661 (65.7%) . I BRI A FE30041
(60.5%) . ARIFIE29261 (58.9%) . FAME= 2 — 1/ 8F —
2761 (55.6%). TH#1230%1 (46.4%). NEH:189%1 (38.1%).
JE5715200 (30.6%) ST o7 (Hv M7 H L 201049H
24H). [7.45H]

42 45 48 51 (J])

18. ZERpEIR
18.1 fEARF

AEIIHLE L) KRB F FIILE L, FFIETH VRS
VIVIATT—BIZLD5-DFCRIZR# SN b, RICEE L
TR AR ST 2V F Y U F 7 I F—FI2k 5y
-DFURICZEMa S L5, I, JEBEMRIIE L OV CTHAET



H5FIVVERARY) T —HIZL D EEAKTH H5-FUILL
SIHUEG R % 583 5%, 5-FUIZFdUMPIZ G & 1,
F I UNEERAREEE L O5,10-AF LT Ik FO3ERR L
ANEWEARER T 5 ZOMETF I VIVERA R % 5
HZ X2k, DNAGHZMEY 5, F/2. 5-FUIZFUTP
RS, UTPOR DY ICRNAICIY AT N LT L2k
D, VRV —ARNARU A vt Y v —RNADKERE % [ E
THLEEZLNTWDEY,

18.2 HlEZEshE
Mt e b3UE (ZR-75-1. MCF-7. MAXF401. MX-
1). b MEEE (CXF280. HCT116. LoVo. COLO205) K
e b EH (MKN28, MKN45, GXF97) #HfE X — K<™ A
Wb U CHUEE R A3 00 S % F 72, toPiEE
FlE OB X0 . PUEBRD RO IEATID 5723,

19. B SICREY 2E{LEMAR

—iEE9 4 s © 1< ¥ ¥ (Capecitabine)

b4 - (+)-pentyl 1-(5-deoxy-f-D-ribofuranosyl)
-5-fluoro-1, 2-dihydro-2-oxo—-4-
pyrimidinecarbamate

43F3X - CisH22FN30s6

5= 1 359.35

LR

IR RlEEH B~ IKHBOEREOH K TH L, A5 ) —
WD TEITR T, 7 7 —)b (99.5) WixI A
FIVANVEF Y FIZEITRT RIZRREITIZ v,

20. BRV EDEE
T3 ¥ O —wHEMAHRIGERE#ETTRET 2 2 &,

22. ‘@
565E (PTP148E x4, §ZMEHIAY)
140%¢ (PTP14%% x 10, #EFIAY)

*23. EEXW

1) & L OLEEO S ARIKFRIE - BISYMEMRE S5 A
HEENOFZLIE AR HEE - Ay Er GETIESE)

2) B EOVEEO R ERAKRREE - #In/EERE S S
PENOFLEI R WET - ATy (RIS
VB HLERR)

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

4) HARNEZ BT 3L EhHEE (EIN A #2405 ER) (2003
EARI6HAGE, ¥ u—7®5E300 HiE R, 3-2)

5 HARNEZIZBIT23EWEE (EAERR S HRER) (2003
FEAAI6HARE, £ u— 505300 HagEHEZEA. 3-1)

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

7) HEFT - VR - R A TR & L7 EIN R 2AH R
PRERER (20074512 A 12 H KGR, £ 1 — F®52300 HAREH)

8) FLPERL AW R R bR

9) MEes. Mk iEEE (20034E4H 16 HA&RE, ¥ u— #®4E300
PEFEREZEEA. 2-2-1)

10) JEEBATHE (200344 H 16 HAKRE. £ 1 — 542300 Hif
EREEEA. 2-2-3)

11) ARV F ¥ Y DS-FUNDIES R ZEH (2003F4H16H
KRR —FP5E300 HAEERHEE A-1. 3-2)

12) R (20034F4H16HAKRR, Yo — 55300 HiFE
B, 2-3-1)

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

14) BHEBEREE % 1 ) BB OSEYE)EE (20034547 16H
AT, 0 — 75300 HAEFEEEEA. 3-3-7)

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

16) PR 70y — 2B RBEEE RIS %22 (20034-4H
16H KRR, o — %5300 HaEEEEE . 2-3-4)

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

18) AT - FISFUEZ IR & L 7-ni I sE 2 0 R B (20034F4
H16H &R, ¥ o— %4300 HETERIEE ~ . 1-2-1)
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