202547 1R (B511)
Bk SERGE ﬁ%ﬁﬂigﬂ
AR 1 3 IRV ZE
B - pEEERLY

H AE 1 o 0 B 7
874223

KR
WRFER 4G

30700AMX00110000
201946 5

ARIFEI5300mg [975)

Capecitabine Tablets “TAKATA”

) - BRSSO TEIZ L) T A 2 L

1.
1.1 FHEZEEPALEELT. BAEC+TOMIETESRE
BRERICEVT. PAEERECTIEME - BREFD
EiDS ET. AFDPEY EHB SN BEFICOVTDHA
KT D&, BHBEORRICHEZ->TIE. FXEARVE
HRAZEFHORANEZEEZSBUL T EET I L. 1.
BEBIRICEILS. BEXEZORKICHEIMROERME
+985BAL. AZEHHOHBRETE L.

2 FHT=I - XA - AFIIIHAUTLEERE
DOHRAICKY, EELNBEEZORMERAIPRATSHZ
hPHB5DT. HEETHEVI E, [2.2, 8.1, 10.15H]
BAEFETNT VAT LEOGHRICEKY., MKREE

A
=08

5.3 JFAREEICBI L T WMLt 810 2 AR R OV ax itk
EHEZ LTz,

6. RERUVHAE
FMARE NI FFFEILEIIZABIEBEZ N L, 783727

N OVIERIRRANY & OFIY B 5 A2 dCEE R T o A -
L 3BT B AL I EBE A L, A %9 75
F Y EMRT AL EICRCEZMEHT b0 IRV R
17 - 5O - EHHE IS Mo PEEEIEF & offH TCik
XISEE AT 50 HEBHEICB1T 2 LR L T RO AR R
SrEfis 253Dk N 2. BRIZIEHERA LD
PR CTCEZ NS 5.

BEREERE. HMARBRULETICESBSHESIQT AP ARERHRE I CH b TCROE G2 AR E & £7%305 1L
W3, ChoDREMERIZ. REIETIVT 77U AU LD PIZTH2[0], 21 H 8 H A% 5 L, 2 OH%R7TH BRSET 5,
FEHAMEBBERDL S AFHRSFIEER1 + BUANOHRBICHE INEla—AL LTRGZ#D KT,
HELTWaDT, AT HBEICEINAEERREELZTE fh e 1 [\l
HIBIZITV, DB U TEYEREEITS Z & [10.2, L3Lm’ il 900mg
1.31m? DAL 1.64m? i 1,200mg
16.7.18:H8] o
1.64m? Pl I 1,500mg
¥ . 4 ) - N, un = 4 P yau iy
. JOBS XIE 7 0V F T 5 3 VI aE L B e o B A IE - SRR TE e RN
B T 7 M AR O SRELT—RE LTHRG AR T, A5, BHEOK
_ o . . . BEIC &V SEERES b
22 FH TN FATUN - FTTINA) T AREHES R TARE
OB T OB G AL T H MO B .2, 8.1, 10, 150] T | 500mg
2.3 EEAEEEODH HEHE[9.2.1. 16.6.15H] 1.33m? LI E 1.57m? i 1,800mg
2.4 IR SUSIEIR LTV A W REE O & 5 L1955 ] 1.57m? B I 1.81m?® & 2,100mg
1.81m* Lk 2,400mg
3. #HERK - MR Ci: T RFERIZH b TROTE G =2 AL L & 27305 L
3.1 #ARg PUCTH2IT], 14 H B HRE 5 L, 2 D% 7H BT %,
e % R HE L 5E300mg [ 55 ] INEITI—RAE LTHEGEHBEYET, b, BZOIK
S 1 et BIZLDEERET %,
TR Aoy 7Es S00me E EE:
MKFLHE, R VT — 2, 702GV AT—ZF R T4, 136m2%;ﬁ 1.200mg
wom A e TuRru—RA AFT) VYT AT AL BTS2 1 36m2l1L1 66 Ik 1’500mg
. 57‘)1/ z 1.66m? PL_E 1.96m? i 1,800mg
3.2 AKX 1.96m” L E 2,100mg
&AW |HEOTANAI—T 1 VTR i Dif : fFRIH I & b TROFE TR WKk &5 L3051,
i T P LH2IE] 5H RS H AR5 L 2 0 f2H BT 5.
: e SREEDET, B BHOREIC LY HERET 2.
@ W 7.2mm PRFIA L 1 s
JE¥  4.8mm 1.31m? il 900mg
&=  385mg 1.31m? DL 1.64m?* il 1,200mg
- 1.64m? DL L 1,500mg
4. SHREXBEHR Ei : (REHRIC &b TROI S & BTk & 4 52305 L

OF M eeNX IS BFRILE
Ol - Bl
OFE

5. MEERIHRICEET EE

(FHTTEER (3 BHILE)

5.1 RAIOM BB LFHIEI B 2GR R O A3 L
T\,

5.2 HARG- 2479 G120, T ¥ M I A 7)) OORBUEEES:
Fl e & OALAREOBES L CIIFEMICR .

PIZLH2IA] 14 H M HAE RS- L2 DR THHREES %,
INEla—AL LTHRGZHRYET. b, BHFEOK
I LY EHMET %o

R 1 [0

1.31m? il 900mg
1.31m? DLk 1.69m? i 1,200mg
1.69m? PL_E 2.07m? i 1,500mg
2.07m? DLk 1,800mg




7. BERUVAEICEET 523E

(GheEH@)

7.1 FHEoBG = (LA &) 132U N o Rkt s 72 ) o &
PHEH LTS,
- A% © 825mg/m?®
- B 1,250mg/m?
- C¥: 1 1,000mg/m?
- D © 825mg/m?
- E# - 800mg/m?

7.2 fREE - JEEICOWT

7.2.1 BERUCHEIZBWCRITERM I B L 2581213, LT o
HEZSEIZLTRE - BRE2fTH) 2L, B, BIEIIBITA
MR L2982 12 B W CGrade2d R ML ATIS IR L 7235
Al DUF OGrade3d REE - JEHEE S H 12 L TIRE -
WEEZETHI L,

IR - BEORE

NCIiZ X 53D

Gradel s B b i BB O 55
radel) %€
Gradel PRE - A RN
Grade2 #HZEH |GradeO-112#8t9 % F TR RN

2[A H 388 |Grade0-1 12 #8832 F THR3E IR L

308l H 763 | GradeO-1 288§ % F THREE W B2

4101 B B BL G-k - B GANTT -
Grade3 #)MIZEH |GradeO-1I1ZHR P32 F TR W B R

2001 H %83 | Grade0-112 8 P32 & CIREE TR
3 HZE B 5-Pk - FGAT _

PGl - PSR
@ B\ TR A AT Y I

Graded #WESEH |LoTEF LW EHES N R EERG2
WA d, GradeO-112# Pt d 2
F TGP
LS - MR OHEIE L THEEITO B, DFoHE%s

BEIITHT L,
- 1,250mg/m*H L & THG- & Bllh L 72356 O 0% 5-&

" S
[ W B P
1. 13m?Aif 900mg 00
1.13m22l B 1. 21m2kii | 200m
1.21m22l 1. 45m2kiil coume o00m
1.45m2Pl 1. 69m? i 1 500mg g
1.69ml 1. 77mk i : .
1.77m?LL k. 1,800mg ’
- 1,000mg/m*H 4 CH G- % Billh L 7238 O 0¥ 5=
" i
i B B2
1 Alm? i 900mg
1 4lm2D 1 5lmeki  soom 600mg
1.51m?2l 1. 81m2Aii coUme 000
1.81m2l 12 11m?kii 1 500mg g
2. 11m* b ' 1,200mg

7.2.2 —HJE L7-BRICHEIITh W T &,

1)BUEIC & 5 EINERSERC BV TIENCI-CTC (Ver.2.0) 12 &
) Gradex HJ5E L 720 FRAEBREIILLT OHEHLMEIHE > 72,
F 7. CHAC X 2 EMNEBRRERIC B TP REREE D &9
TCTCAE v3.03LIZCTCAE v4.0312 & 1) Grade & H5E L 725

Grade 1 R L 35 HERE I

1 LU, BEAGEBE. ey - 5 HEEFHICHREZ 52 &
7T 7 MOREIERR . ICREALHE 13 ER

2 | BERR & PF 5 A7 PR AL BE H BTG S HIBR % 20 B AR

3 lmPEEE. B A, RS H AR 2 54T T & A VIEIR

AT B IEROGrade S 2 (FRR FEI, BEREFEIN) C—E L 2 Wi 413,

L0 Y] &HIEC & 5 GradeZ T 5

(AR L ETT - BROBE - ERE)

7.3 RF PR B MO BUEMEES AN, [17. R BGE |0 HO
WEHEEZZA L, ENNORFTOFA FI74 v FExBF L7
ET BB ORER D AACAFEREIZIS U CERT 5 2 &,
[17.1.9-17.1.11&H]

(BREICH T 2Tk EEMLSAEEL)

7.4 RHE BT Do PUEMEES SN, [17. RO HD
NEZHRA L7z BT, BEOIREER D AALARERE IS U CF
Wy pz e, [17.1.12801)]

HEBERVBEICH T 2@ bEER

7.5 PGB8 T — X %8 2 725 A OF IR O V3T
LCTWiawn,

8. EELREXKER

8.1 FH 7= - FAFTI)N - FFFINH) 7 ARERES
I, BAAOFHG 275613, Ll L bTH U LEOREZ
HFsrz k. [1.2, 2.2, 10.1H]

8.2 AHIFx G Hp & e W (e (2 Fe S0 T3 D) 12 B AR e A (ML
AT, NFHERE - BRRMES) 217 2 L. BEOREZ 5
R4 52 8, [9.1.2,9.2.2,11.1.4-11.1.6,11.1. 131

8.3 YU - M E O FBUUIEAIC T ERET A 2 L,

8.4 IHHYIRARE R AT - BROBHE. B IZB 0 2k
PRI ARH & B 5 5 B2, Bk (TR o LZE oS
VRIKERIE - BIDPEMEI A SR OGRS
L V) R RGT D L,

9. BENEEE2ETIEREICAHTIAE

9.1 ABHE - IEEZDH HEE

9.1.1 BEIREBOBREEDSH 5 BE
LDEENDLbNDLBENDH L, [11.1.32]

9.1.2 BHNHIODH 2EE
ERHRI AR 2 BENDH S [8.2, 11.1.68K]

9.1.3 HbLEBEIEMNDSH 5 EE
FEIRDEALT B BENDDH 5o

9.2 BikEEEETRE

9.2.1 EELBREEDHIEH
5L enwZ k. [2.3, 9.2.25K]

9.2.2 BEEDH 8L (EELBREEDHI28EEKI)
BER A ESEAL I RS LR T BE 00 H 5. [8.2,
9.2.1, 16.6.1%H]

9.3 FFieEEERE

9.4 4JEREEH T 5H

9.4.1 AN e R Fl O BE G T 2 LEND HHEI2IE, M
BRICH T 2B EET L L,

9.4.2 HIRT R LB E 121, AFIFHG i U5 T Hh—E
IR ) e B AT ) L )RS 52 &, [9.55H]

9.4.3 /X— b F—DHART B A REME O B 5 BB E 121G, AHIK
G O G481 e — e I BB ) 20T 2 479 X D 38 5
Zk, [15.22H]

9.5 1113
TR TR L T A I REMED & A eI Idd% G- L w2 & B
R CIREIE EH L ST ER A IS SN T b, v 7 AL
BT RIHIRIEE M E LR S R OB LE R E (198mg/
kg/BULE REHES), HLICBWT, HiE, KT (90mg/
kg/HPLE RS DG ST 25, (2.4, 9.4.28H]

9.6 BRILIE
BAL W EPET L, BER (7 2128w, 3T
~OFAT(198mg/kg B 5) MG ST b,

9.7 ‘MR
INBEEZ R RE L ERRAERIIER L T,

9.8 =&

BEOREZBIR LW SEEREIHKGTH I &0 —KICABRE
REDME T LTV 2 A% W B IC80 U LBl E 12 BV T,
EIED THIL EL. WSO RN LA L2 L OREDD 5.

10. tHE/ER
AHFIDFF b 7 10— A P450(CYP2CY) DEEZE & A RIS HE
L. BEREMEAME T 2 W hEME A" 5 0T, CYP2COTH %
ST B HHN LGS A ORI O M A LA T 5 B
FNHD 5o



10.1 GFRARS (5

ALV E)

A

R N - WARES

W - febRE T

THT =l - FX

FRITINBTNVF

FHNCEE 2 M S TR, O
WSO E R ESE0EHT 2
BENDEHLOT, 7HT—) -
FRAIZIN - FTTINH) T A
B A F B G- B O G- k72T H

a g VR
AAMEEL, M7
Va3 )ViERE
HELL EAT 5,

TN ATTY
VA T AEEAH]
(F14 =227 )
[1.2. 2.2, 8.1%

18] DINEAAZ G LanE &,
10.2 BtREE (BEAICEE TS &)
S 55 TR PRAEIR - H5 18 5 B - fabmT
TNT 7 ) 2 A ) |\ BB H e O AR Gk | RF A F b 2 o —
N 14 AL oo IR I 6 R e A% 2T | 2 P450 (CYP2C9) 0

flSeH . BIOFBD L S Tn
5o RIS A A A (7 0
Mo s U UL INRER) 2TV, b
FUIE U CHEE R LB AT 2 &,
T =M OMAEEA LA L7
LOHIEDHLDT, 7= b
DIMPREOEAIFEE TS5 L.

[1.3.16.7. 1] BREAGHARISE
B, BREEK
T LT fetkns
EZHNTwh,

RENDHFF ~ 71—
2 P450(CYP2CY9) @
BREAGHARISE
L. BRI
T LT fetkss
EZHNTWhH,

7L 3V V%R

Tr= M

R 7N T - | RIERAERY 2 BT WD H %o

F YT VIOV

PRI SR O

Al &A1 [ 7 X el

HAdH %o

11. EBIfEA
ROBMERRH 5oL DB LHDT, BEL 51217\,
HEAFRD NG E I G- kT 5 7 ) R i & 4T
yZ Lk,

1.1 EXEEIER

11.1.1 BE7KEEIR BHEEASHA™ED)
BT COHAERR © BEAS . BHIM O BESS) 253 & b IURIKE
RECTELZENDHDH.ZD L) BRIERD D S bNIGEICIE,
¥e 5% Ik L. EMERSSE0MY LB 1) 2L,

11.1.2 FBiEEEE (Hand-foot syndrome) (B ASHIED)
FER ORI BRI, REEE. A8, R, MR,
FHIGEALRE, BRSO TFRIEBEHNDH S5 bNL I DD 5,

11.1.3 DEEE GHEEARIATY)
IEZE, FOdE, BTEIEVE . JVEIL. DA, ZRIRGE. LE
S COEEAEIR. OB, OREMEIAMIGES:) 5 0.0
ENHOEDONLZ ENHDH, [9.1.121R]

11.1.4 FFEE, #E FEAHE)

JFF R BE AR A il 22

A

WV 2 PR IFREED S 5 DI FALEICE -

THEBI D G SN TV 5, B, IFERERAEMEE R Z1Eb 2w
HENDHHbNDL I EPMEIN TS, [8.251H]
11.1.5 BEE GAEARD])
BRI BT 2 L) BRERDH S bILL 2 D 5.[8.2511]
11.1.6 BEEMHI BEEEAIATD)
PLMERIE A, AR S AT RESIRI DS, F 72, B B o %y
Wl & D FRGE, IMESEDH H b b 2 Ehd b, [8.2,
9.1.2%:]
11.1.7 ORE HEEEARIFTY)
IS CREIR 2% RGBS . IR ) 25 H b b Z L as
Hbo BREOKBE, TINEE. SRBEENITRD &N HAC
3, 5 & IR L@ 2 0@E 52179 2 &
11.1.8 EE MR GHEA)
BV VER 95 COMEIR © ik, 2380, MRS, 58805E) 5d
Shb I LD DD EREDRD SN HE RS 2 dk L,
WEBXAREE O TV, RIBRERVE Ra&GT 6% E
WY R LEEZITH 2 L,
11.1.9 EE&BR HEARH)
W PERG 25, RILVER 95, SR REDSH S b b 2 LW
bo WLWIERE - TR - MEFORERD D H b7 12138%
Gadk L, #BURMEEZIT) 2,
1.1.10 EELBHAERES (BERMES) HEAH)
BATREE R, SERVMSIEIR, 00, BilEain s, Pyl
£ MEEE, EREE. IR, $EL. sl BT, M

BEE, REELENH HbNDL I ENH D, /20 TOEI %

FEIRDS T IESE O MIEIR E LTHEbNDLZ DD b,
11111 MARERAE HEAH)

EIRE R MASRE . ATZE, I SBIESE R H S5 DbNDL 2 D b,
11.1.12 BEHEREIRAE{ERE (Stevens—JohnsonfEERE) (JHEEAHY)
11.1.13 BIEED GHEARR) [8.22H]

1.2 ZOOEER

11.2.1 BRIEEICH T 2®E

10%L0 1= 109%™ SRR
bixil bR B H L B (AIRAE. D DR, #HKE
AR FEIED F v
M (33.2%) . AMERL, M. FRMEEACARER. k. SE%k.
W B HR(30.5%) | #hE. ISR +IEM 2. B, 8
Mgz i g CINRZME:, SRR, 1198,
B AL
P M. FRCRAE.
i LRI, R
I Ik IV ] e
DRI M= S T W EANS gl N4 RS N7 A K =
(26.2%) . HIMER| A, H/IMRERRD .
i i A (24.8%) | HLERE I N, 7o
) U OREREGE A b a e s EERT
(21.5%), ~E 7| B WFHERERD
o [f‘:/iu"}‘
[EE Vi = 5. MEE JNO Bgy TV BE R AE.
5N, INZEfM, Y A b
07 =5 KBRS,
B2 FERE s, StiEmE.
FRIRGT Y O — VREBERE, R
Rzt USRS 95, 2
i HIR 8 o (ot s 4 g Mt 9%,
HR SR ) . s
M E ) Ve 3 R, & | ISR, b2 L7 7
Jp - |M(24.29%). AST|JR, BUNMANL. JR|= >4
meps |, LDHBEM, b 1< it
BRI ALT 89 . AL-P
a4
BRI RERA ., | BT g, RE R (e, B, DUEE. &
FEEL IR T R I EST. R [, . e, &
Z Ot | HEHE M7V 73 Y| MY 7)) Rl
A, BT,
L5

2.2 ORBHEIEER EOGHARERFICE T 2HE

10%5L £ 10%F ™ B AT

AR RIS TE
BH = 2 — 1%
¥ KA IEEE)
I s A
%) (93.9%). B
5 (32.3%)
e

Hitl
e

=

FEITED v, B, A

s FH AL =t 2
SHEIRGE, B IRGE

MRAE

BRI

T (82.9%) . £
kA R (75.0%)

THIUAR R, FINEE:

HCR \ng g (40 090) . | PO, - IERs . BBER.

B M BT %

S ti B SRR, BRI PR
L Wi . L 5o <

)

W ER R A
(66.5%) 1L/

NET T Y A, B,
V2 SERER A

5& BOME AT b Bk A
HiE

M\ a5 4 (35.4%) .

L B

& % L ¥ BB NORE. RE.
B | (35.4%). R g, SRS, H N6 f.

25

i N

E B . ASTH| IR, ALTHIL 0T E
BB - |0, BERSRESLE | )L ¥ R, AP,

Bl y-GTPHIN, 1Ltk 7 b7
3 Vs

W5 (57.9%) . Tk |TPEbH, BB ADUs, W MO, EZILR

SHBGLEUS (2. |§T, BEMEAe, FIEE, 58 |BHE. 50) ¥ Al

MU, ALBE, BE|%, LSRR CRIBE 5. S0, 15 by

Zof B %) (40.9%). | %), DB, PRI | ANUE, B R

fRE A

BAEE. M EtsaE. I
PRI ) > A,
CRPHifI, HUIR

M JEHE IFEA >
TYRE. IR, b
V7)) FILE




FED) EASR O BB K O S s O S, BE A SN T A 2wl
T

FE2) AMESS L B THENM L7 BN B SR (EIRH 120k 2 EN A
T IR AABEJO1486550 5% ], AT - FRSSTLAE IS 3 2 I T
i R 5B [JO15151 5 B%, JO1515478 5%, JO1515550 5%, JO165265
BT AT - PSS EAEICR S B EI S T ERR SLER O 15152508
FEAT - FEESEEI - EEE 1Ok B [ A S T M B ER 3Bk [J 015153
BB AT - BRIk B E S I B
[J0159513 k1) Dzt

753) CHC 40t L 7= F P B AR 3k BR GIEAT - iR s I - I o 3 5
EIPES T/ A ERR % [JO1938073 5% ], Stage I Jx "I & B DG
R BRI AT B 0 Bk S B ES T M BRER 3B [M 02822335k 1)
DEE

14. BAEDEE

14.1 EFZFEOEE

PTPEMED#FIIPTPY — F 25 L TIRMHT 5 &5

R84 5 2, PTPY — FORBEMIZE ). WO SEAIHIE

R~ AL, HIZI3EI 2B L CHBRESDRE

AEPHEZ BRI A2 LD 5.

15. ZO/MOEE
15.1 ERER{EAICE D 153k
TvFay s voRLREEEETHL e oY) 3 Y
7 Fas S —¥ (DPD) KIEFEDBEH T FIUTHE
L. COXIBBEICTINVF O YT I NRER IS L7
B, G UNCEE ZBIER (N2, L ks sE,
FRREIESE) A5 T 2 L OIED D B .
15.2 FEEREREABRICE D < 1Bk
KHN OB TH B5-FU 12D\ T, BEREZ W2 HE 12
BWT, BIETRERERFRERZRT I EMESNT
WY, [9.4.351]

16. EYEIEE
16.1 IMmehiEE
16.1.1 AR THRE L 2580 MESRE
[ e B E 124412 H R 7 ¥ 2 829mg/m*™ ) & £ ik 12 Hilal
BIOE L 728 &, 7)Y ¥ ¥, 5-DFCR. 5-DFURK
O5-FUIX, #5-%1.1~1 .38 CCmax (2 F3E L. P
0.4~0.8H: ] T A L 720 5-FUDAUCustid. 5-DFUR®
#1/20CTdH - 729,
AETESE LB a0EMBIE ST 2 — 4 O 1 (=12)

em Tmax Cmax AUCst tuz
(h) (ug/mL) | (ug - h/mL) (h)
R 1.1+0.7 4.85+3.74 | 4.77=2.51 | 0.42+0.70
5-DFCR 1.3+0.7 5.35+3.04 | 9.63+4.25 | 0.79+0.19
5-DFUR 1.3+0.7 4.33+2.09 | 6.96=1.66 | 0.67+0.11
5-FU 1.3+0.7 0.25+0.18 | 0.39%£0.20 | 0.69+0.17
mean +SD

¥ 72 ETEHE B 164412251 ~1, 255mg/m* Y o ¥ 58T, 7

Ny VU R ORAB W DOCmax. AUCusd F 55 12 HH)

LML, MEESHO AT ¥ E v ROEE ok

NEBHE IR 2 7R3 2 L AURIE S /2,

DA S NP - IR & b9 CAP R ODE:CIE1E900
~1,500mg% . B Tid1M1,500~2,400mg% . Ci:TIix1M1,200~
2,100mg#% . E#ETIX1H900~1,800mg% 1H2[HTH %

16.1.2 BA TR 5 L 58O MEHIRE

W - TR B 204412 Yy ¥ U1, 250me/mi R BTk
TH2IAGE NG Lz Eof 510 o~y 5 ¢
>, 5-DFCR. 5-DFURM U5-FUMDIMAE &R 1x, %55
1.7~2 3K CCmax(ZHE L. Pidi0.55~0. 81/ T
B L72e $51H HDO5-FUDAUChstld. 5-DFURMD#51/30
TdHh o7z, #%514H HOFEYERE/ T 2 — 5 135-FUR R X,
WA G-HOME & FIZRBETH - 7287,

E2)FE5-1H Bix1,250mg/m? % A% IC 1 H 1R 5 L 7z,

BEETH L2 OFMBYRE ST 2 — & DILE

e Cmax ( ug/mL) AUCus (g * h/mL) n
1HH 14HH 1HH 14HH |1HH|14HH
HRYZEY |4.801.75]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+0.180.71£0.23| 20 19
mean = SD

16.1.3 &£MEHR%EH
HARNFEERZ AT & ¥ 58300mgl # 7 4 JePa—%
$8300% 7 O AF —N—{EI2X ), FNENFE(HI RV FE
v & LTC1,500mg) & EHICH RS L, g s~
5 RIACRIERE ZE Lo 15 5 N3 EhRE /X5 A —
% (AUC. Cmax) |22V T90% 15 X i |2 THREEHAT %
1T 7285, 1og(0.80) ~log(1.25) DEEFANTH V) . WiHID
R R S ATRERR S 7z

(ng/mL)
2500 + —e— HIRIHE E300mg [ 714 |
—— P O—4§£300
(Mean+S. D., n=40)
2000
% 1500 A
I:P
b3
i 1000
500 1
0 T T T T T 1 =

4
K¢ (hr)

HEINT A—F BEING XA —F
AUC(ng * hr/mL) |Cmax(ng/mL) | Tmax(hr) | T2 (hr)
N B g
300mgl % % % | 3868 +1475 2645+1102 |1.9+1.2|10.5=0.2
£ — 58300 3968 = 1807 2645+1260 |2.0+1.2|10.4%=0.1

(Mean+S.D., n=40)

MAE PR EE I ONIZAUC, CmaxZED /39 A —#1%, ik
DR, AREOTRMBINEL - BRSO RBEEMF I L - TRE
LAHEMED D % 6
16.3 2%
16.3.1 fHBABITH

< AT OV ZHCEERE S Y ¥ v B 22 198mg/
kg U'54mg/kg® Flm CHUERE OG- L7z & &, U Reix
BRI S It ARPNIZIE < 0 A L7278, #% 57524
B ETIZZDIEILAEPRNLDIHER LI, IRTFE
Y OWRIL, A PRS- 2 EA0E . . BRI B
U % B REIL B s 5 72 05 BT BE D BN~ DO FAT I K2 5 729
IR~ ™ A CMCHEERE <3 ¥ E » (198mg/kg) % HEE
PG Lo & BEHBEDO I IEA~OBITAH 57210,
16.3.2 FEERIREYS-FUDER

b MEBHEHCT116, CXF280% "COLO205# (71 ¥ & ¥ v
)RR — e A2 H R P Uy (ROES). FFY
7 N1) Y v (5-DFUR. ##%5) R OS-FU (BERENR5-) % 4
A (R G OB KT 5 L R IES R
AN MIEEFROS-FUmEHlE L7 ARV FEVFE <
7 A CRESS AL BRI IR O5-FUDSRIL S iz,
BeAlikS-FU AUCIEfA K O IAEH o5-FU AUCIZ
R PG TENEN265 KV 114~209f%, 5-DFUR#
LG oENEN6ME R O2~34fFmvEi R_ L7z —H. 5-FU
5T, 5-FUIRMESHERIZ 2 ) T2 <A e Ot iz
SRR L7ze HRY T E U~ ADERHES-FU
AUCIZ5-DFUR K O5-FU$¢ 5-~ 7 A flBAL#k5-FU AUCIZ
HR, #Nn2N3.6~4.30E K N16~35M G\ Ml E R LW,



16.4 R
HRYZEVEHVERF Y VI AF S —BI2 L )5-DFCRIZ
RF SN, ESIZVF YU FT73IF—PIZL)5-DFURNE
#eExNb, 5-DFURIZEY IV VX7 LY RRAERY F—
Y (PyNPase) (B hO¥EF IV VRAKR) T—, IFol
HOWEY )Y URAKRY F—EHHE) 2L )5-FUICZ R
ENsY,

16.5 Hkittt

s - B RE20412 5 Y ¥ ¥ U], 250me/mP R R 1
H L7k &, 552400 F TILofk 58 069~80%I24H Y
T2 EARP AT S Nz, 0D B REK D R R R
KL% L KM% 78 L. FBALIZR50%% 7~ L7207,
B REOZICICTHER LI RY ¥ ¥ VKRBT
2,000mg% HERKEORG Lz &, THHE TORYF
BRI 5B DI6%ICHIYS L., G5 EDITE A LD
PRECHEM S N 7ze IR FEME. KER4 ((F3884%) 234 5-
FB12BF BT DIPTSR S A, R144BE R T2 T L7z JRH T
Boonizn~y s ¥ rofEyiis-DFCR, 5-DFUR.
5-FU. FUHz. FUPAJK U'FBALT® V). % -1 238
5 N7z 1E5-DFCR, 5-DFUR. 5-FU., FUH OF
FBALT® o 720 IMHEH T ORHIC BT 2 R g & 41E
EMOEEDIRIZRBETH 5722 Eh S, MER L OR
WRMRE M PGEAET 2 WHEME IRV 2 & AVRIB S 7z
MEAT—%),

16.6 HENDEREHT HEE

16.6.1 BipcESERE
BRI OB 7 LT F =0 - 2T T VR
Lo T, IEH(>80mL/min). BHHE R EHEEE (51 ~80mL/
min). "1 (30~50mL/min) K OV B (<30mL/min) |2
SHEL. Y Y U],255me/mPEY B RIS L 72RO
R EZFZORBMWOAUCKHILL TOEBY TH-
7eWIEANT— %), (2.3, 9.2.28]

BHEREREETE R O 7 XY & ¥ RORHIH O AUCK (ug - h/mL)

sVT7F=r 7)) 75 A (mL/min)

L& >80 51-80 30-50 <30

n=6 n=38 n=6 n=4
ANRYZEY | 6.24+2.06 | 5.98+3.06 | 7.88+4.32 | 7.79+4.43
5-DFCR 11.6%4.12 | 12.4+2.25 | 13.5+7.18 | 12.0£2.09
5-DFUR 13.7+2.62 | 13.8+3.57 | 19.4+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 = SD

16.7 EMHEEER
16.7.1 77>
G B AL Y ¥ ¥ 22,500mg/m>/ H & £ #%1H2
o], MRS, AR A1 -2 L LIRS %
3T —ATH R TENRENT IV T 7Y ¥ F 1) 7 A20mg
RS Lo HRYZ Y VG E R L TR GRIC
BIFAS-T7 V7 7 ) v OB AR OSHE) O AUCKIE57 %
INRIZO1%E I L 721 (FHEIAN 7 — %) [1.3. 10.2&&]
16.7.2 Z Ot
NIy — A4S HWTHRY F ¥, 5-DFCR.
5-DFUR. 5-FU & O'FBAL o #£ Wy % 3#f B% 3% 52 (CYP1A2,
CYP2A6. CYP2C9. CYP2C19. CYP2D6, CYP2E1.
CYP3A4) ~D#E % in vitro THE L7z ZOHEF. X
T FE UILRR ECHEE SIS M h I A TS i R (R
0.015mM. 5.4ug/mL) D7TRHAHL$ 5% (0. 1mM. 936
ug/mL) TIRHE RO 5Nk o 72705, 13051245 5
EEREE (2mM., #9700ug/mL) 128V TCYP2C9, CYP2E1#%
50%3T < BLE L 720 — 5 fREHIC D W CIESEM AR 3 3%
FEANOEBER R AEIRD SN o 7219,
TR B Z 1242 =Y & ¥ 0 1,250me/m? % f ik KR L 7
N NN /2 A/ SRV Rk 83 |1 3 R ik 2
L7k &, 1% ¥ ¥ 2 KU -DFCRM Cmax |3 HE % 515

I
7

puf

I

I3

ERELTIA~21% R L7200, ZOMoR#TIC
XD LN o7 BHEINT =4 )0

17. ERERELIE

17.1 BshiERURLMICET 258

(FHAFEERX IIBRIE

17.1.1 ENFTERSE [ tHER R BR
RBIVGHRLL D X E TOMLT - BREIBEEIIHIRV IS
a5+ AR E NG L 72(1,657mg/m*/ H. 1H2[[ 4%l
BeG-o 21H W45 - THRIR) o A &b Mk AT X R 51220012
x5 RN F1X45.5%(10/22) Td - 7219, BIVER$19/2361
(82.6%) 25 L7 FEREIEHIZ, BV LE ¥ EH104]
(43.5%)  ARIMERIRA 1051 (43.5%) K7 R T3z 761 (30.4%)
LDH FH-761(30.4%) . HIMERHA 761 (30.4%) % TdH > 726

17.1.2 ER%EASE I HEERRHER
BHAEELL Y A v ETOMIT - IRIABEE AR I E Y
$Ee eS¢ 5% FhE L 72 (1,657mg/m?/ H. 1H 2114531
e G-o 2LH ¥ - TH RS o A RV AR AT X S 0468112
X9 5 ZRAhE1328.3%(13/46) TdH - 7215 EIEH 1£50/50
B1(100.0%) (3B L 720 E 2 EIER L, T L JiE 5 33341
(66.0%) \ R MLERIF 2611 (52.0%)  FIIILER R A2561 (50.0%) -
1) 2 SERIE A 2560 (50.0%) « FHRER A 1961 (38.0%) . 1)
W MELF17H(34.0%) 5 TH > 770

17.1.3 EIR%EE [ HERRHER
Kty 3 VRN OMEST - FHEEFMER IS RY Y U VY
W53 232 9 L 72 (1,657me/m?%/ H. 1H 2[5 8% 5
21H Wi# 5 - THFKRSE) o BRI G556k 3 2 22
BE1320.0%(11/55) Td - 722, B 13258/6011 (96.7%)
WEBLL 72, FAWEMIL. FRIEMRTES661(60.0%). AST
1742961 (48.3%) ) ¥/ XERIE A 261 (43.3%) . LDH L. 5-26
B11(43.3%) . ARIMERIRA 2561 (41.7%) « FEAIR24451 (40.0%)
TELL2201(36.7%) . Al-P_EF18%51(30.0%) . H IER KA 1841
(30.0%). )V E M EFI8BI(30.0%) . FafrER 1861
(30.0%) % TH -7z,

17.1.4 ERNE I HEERHER
FEFUREHOSZ) ZFLVNE PSS F2L)WMAO
AT - FRIERZ I Y Y Uik ik ST bR % F
#i L 72 (2,500mg/m?/ H. 1H2M15rE1#% 5. 140 M5 - 7
H RS o A RVERAT O 5132601250k 3 % ZRah #1321 .9%
(7/32) T > 727, FINEMIZ35/3561 (100.0%) 12 5EH L 72,
F BRI T AERERE2961 (82.9%) « FELL1951 (54.3%)
AR IR18HI(51.4%) . 11N 21651 (45.7%) . 114510
(40.0%) + MEIE11451 (31.4%) 5 CTdh > 720

17.1.5 B8 1 HHEERAER
INZ) F X VEROAMLT - HREFEEE IRV IS
SR G T 5 RB A E M L 72 (2,510mg/m?/ H. 1H 2[4
B G- 14H MG - THRKRE) o A BT 5451135
B xE 2 ZAhER1220.0%(27/135) TdH - 722, FIE I
150/16261(92.6%) 12 5B L 720 FARBWERIZ, TEAEMRE
9161 (56.2%) . T #i188%1 (54.3%) . H.[:84%1 (51.9%) . Mgt
6081 (37.0%) « $E575961 (36.4%) =T d - 722,

17.1.6 B85 I HHERPRHER
R FLIV L Py 2L VBRI OHEST - BREIBEE
WZHRYF R G4 5 3B E FEE L 72 (2,510mg/m?/
H. 10205885 140 M5 - THERSE) o A sptEmar
R BI6OFIN KT B 2R ER1324.6%(17/69) Tdo - 7229, FIfE
FH1366/7451(89.2%) (236 L 7zo TR, T AEfEht
4611 (62.2%) . TH14351(58.1%) . H.L4151(55.4%) . MEIH:27
B1(36.5%) . F1R2£25061(33.8%) 5T - 72,

(#EGE IS B T AT mBN LR EEE)

17.1.7 85185 I HHER PR ER
VRGO B A3 FE M & L7z Dukes Co #5 a3 (1,98761)
ERRI, 7t ay T k) F— FEFEG-FU/LV
B, Mayol ¥ & VEDY T H 3 ¥ ¥ v Bpdde 54



HREREFERL 72 (AR Y Y U8 1,250mg/m?/H. 1H
200, 14H HHS - THREAARSE) . 2 ORHE, ML 1.
fEFIS AR A EIcB VT, IRY ST E VD
5-FU/LV#EEEII 5 IEH DL S /5%,

D AR B A5-FU/LVEFIZENTHEE SN TV S
LERKFYF—TF - 70 F0% T I EER L KRR
F— k- ZNF T OVEEEGE EEO HE -
HE s 385,

BIVERE 1 Y # © v 58 Tl12868/99541 (87.2%) 1258 L

7oo EEIMERIE. TR BERESIAH] (59.7%) . T H1458%1

(46.0%) . H.0:32611(32.8%)FCTdh o/ (h v M4+ 7 H:

20044E4H1H) o

17.1.8 @415 M HEERERER

IR YIBR Y9 M & L7z Dukes CO i . (1,88641) %

FHRIZ, TNF a5 - R F— MNEEG-FU/LVED,

Mayol ¥ X »#U X (ZRoswell Parkl ¥ # >) XIZXELOXJ¥%

BRIV EEEF T TIF VR 2170 Rk E

FERL72(HRYF U 1,000mg/m® 1H20E], 14 H H#

G- THHKSE) . 2R, BmAEA IR IZ BV TXELOX

FREDOS-FU/LVIREI AT 2 AR S 722

EIE X XELOX % T13921/938%1 (98 %) 12 L 72. &

ZEIVE R AR ET3060 (78 %) . HE61861(66%) . T

1564651 (60%) . MEH-40661(43%) . % 5732561(35%) . FIE

SEBERE27361(20%) & CTdH - 722,

GREYIRRTEE A ETT - BROKE - EEE
17.1.9 ERE I / T R

FEAT - S A VERE DG - R R % of RIS XELOXHE i (A

EF ) 75 F ). XELOX + BV % (XELOX & i:

EANY X~ ) 24T 9 B A FEE L 72 (RA ¢ 1,000mg/

m? 1H2[, 14HB#S - THRHRE) . 1T - SRR - 1B

B B 120k A XELOXIE I O %D 31266.7%(4/6) TH 1) |

XELOX +BVIE DO ZEMHFIIT71.9%41/57) Th > 720 T 72,

XELOX + BV## i o fiE:388 58 A4 77 1 [ (PFS) 0 92 4#114:336.0

H (95%15 #E X [ : 293-380H ) T & - 72 EIMEH IZXELOX

95 19 T 12 6/6%1(100.0%) . XELOX + BV # i T 1358/58 41

(100.09%) 125 L 720 E2RIERIZ, XELOXH I TIlEEL6

B1(100.0%) . AR E = 2 — /32 —661(100.0%), FHL

ANR5H1(83.3%) . T 31461(66.7%) . T/ REMETEAR(66.7%)

W57 4151(66.7%)  3595361(50.0%) « TP ERER 4351 (50.0%) |

L%-< 0361(50.0%)%CTH . XELOX + BVEZETITHM

PG = 2 — 1783 —5461(93.19%) . FERANIRS0%51(86.2%) |

574851 (82.8%) \ T AL REMTHEAAM (75.9%) L4351 (74.1%) |

i 35 0 75 T 534451 (58.6%) . T HI32M51(55.2%) . 114 423141

(53.4%) . TFrERBIA 2961 (50.0%) 2 CTdh - 720 [7.35H]

17.1.10 785158 MAHER PR A 5R

RS ERE RS - BB E 2, 035F & W RIZ, FF ) TIF

Ve INFa Ty kY F— bEE(FOLFOX4H#EE:) |

FOLFOX4# i+ 77 KR (P), FOLFOX4+ NN X< 7

(BV) i, XELOXJ# i, XELOXJ##: + P, XELOX +BV

PREZAT O B % FEh L 72 R 0 1,000mg/m?® 1H2MH, 14

HRE$25 - THRRSES) o S A A IR (PFS) % ZEHAl

TEHH., 47 (0S) ZBIRIVEHIEE & Lz, ZORHE,

FOLFOXAFEHE /3 5 XELOXFRE 0 IEH 1A% T BT I

OEIR O EAT CRED BTz,

FOLFOX4H L9 2 XELOXH % D I VR A% R

FERAT
FOLFOX4/FOLFOX4+P/|XELOX/XELOX +P/
B FOLFOX4+BV XELOX+BV =R
TEHH (N=937) (N=967) (97.5%CI)
it (H) it (H)
PFS 259.0 241.0 1.05(0.94 : 1.18)
0S 50407 600.0 1.00(0.88:1.13)
Bl R ISEAT
P FOLFOX4/fOLFOX4 +P XELOX/E(ELOX TPl kh
=H (N=620) (N=630) (97.5%CT)
) it (H) FpYLiE (H) ]
PFS 241.0 220.0 1.06(0.92 5 1.22)
0S 565.07 572.0 1.01(0.87 : 1.17)

HE2)PFSA v M4 7 H 20064E1H31H. OS# v b4+ 7 H : 200741 H31H
T13) BB AT G4 L 0 B340 93951
FE4) AT S 4R F O B A2 622451
F 72, AL (FOLFOX4 + P/XELOX + P) 12 ¢ A L4k
i+ BVFRE OB RAEA TR TR 5 1. XELOXJ#E IS
%13 % XELOX + BVHEE OB DS EIK AT TR0 H 172,
L2 HE 5 2 b2 568 + BV K OXELOX #2857 % XELOX +
BV O B AT 45 5

FFERHT
FOLFOX4+P/ FOLFOX4+BV/
ST XELOX+P XELOX +BV N — KR
JHH (N=701) (N=699) Pfiti (log-rank test)
i (H) i (H)
0.83
PFS 244.0 285.0 P=0.0023
0.89
0S 606.0 646.0 P=0 0769
BRI IEAT
SR XEL_OX +P XELO_X +BV N R
THH (N=350) (N =350) Pfiti (log-rank test)
) el (H) kil (H) £
0.77
PFS 225.0 282.0 -
0.84
0S 584.0 650.0 P=0 0698

B /E 13 XELOX % i (XELOX # . XELOX##: +P) T
13 642/655 %1 (98.0%) . XELOX + BV # #: T 1% 349/353 f1
(98.9%) I 5B L 7o FE A EIER L. XELOXHELETIET
141401 (63.2%) . 039561 (60.3%) M I:26211 (40.0%) «
$E % 524051 (36.6%) 9% 5723841 (36.3%) . T E 1 T
198%1(30.2%) % T b . XELOX + BV# i T I3 10,2261
(64.0%) . THI220%1(62.3%) . MEH-157{1(44.5%) . FEIiE
BERE13961 (39.4%) | $5 B 13161 (37.1%) 57127451 (36.0%)
ETHhor2(Hy A7 H 200641 H31H) . [7.38H]
17.1.11 7345158 M ARER PR SXBR
AV F Y - TNFay Ty R F— MEROEE
FEA D % R VGl - R B E62TH % R RIZ. ¥
TIF v - TG uay Ty - R F— MEF(FOLFOX4
W) L XELOXE & I 4 2 B & 920 L 72 (R A
1,000mg/m? 1H2[l, 14H F#5 - 7H BRSE) . M
I (PFS) % R EEHME B, £ (0S) % Bk 1 EE
HEE & L7z. #0fk%E, FOLFOX4# 1253 5 XELOX
WEOIH VDR S 7z,
FOLFOX4H: 259 % XELOXJE: 0 I PR AT s 5

e FOLFOX4 XELOX .
i{aﬁa (N=252) (N=251) ’;;’;% Ckat
B i (H) rrufiE (H )
PFS 168.0 154.0 1.03(0.87 : 1.24)
0s 102.0 393.0% 1.05(0.88: 1.27)

#5)PFS7 v M4 7 H : 20064E8H31H. OS7 v ko7 H : 20074E2H 28 H
TE6) AT 542 R 00 1 801 £ 252050
BE F 1 XELOX % 7 T 13302/31149 (97.19%) 12 56 B L 72,
FARIERIZ, 018160 (58.2%) . FHi169%1 (54.3%) . N
1311 (42.1%) « 985711351 (36.3%) . S5 10361 (33.1%)
ETHotz(Hy b4+ 7H 20064E8A31H) . [7.35:H]



(BIEICH T 2T mBMLE2ER)

17.1.12 /@51 55 M ABER AR 3 B&
VR Y BR A 9N S L 7-Stage IL /T 0 B #E B (1,03561) %
RIZ, B L XELOXEL (KRB LA X)) 755~
B % i3 % 3B & 06 L 72 ORA © 1,000mg/m? 1H2
M. 14 H W5 - 7THBKRIE) o SLym A A1 % E2EHmIE H |
SRR & BIRAFFEEE & L7, ZOMEE, KB
V2513 2 XELOXHREE OB AR & 172250

HE% A A [ O Kaplan—-Meier Hi#3

wmmn fEEEIEC (5150])
= XELOX (520)

1.0
0.9
0.8
0.7
s 06
17 0.5
!
0.3
0.2
0.1
0.0

N — REET (95%ZHEIXH) : 0.56 (0. 44-0. 72)
P<0.0001 (Wald#id)
T XELOX /#1552

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 (H)
<UAIBEADRES>
i@ #i%% 515 442 415 388 353 332 289 255 211 188 148 120 58 25 22 20 6 0
XELOX 520 462 442 425 409 379 332 295 246 218 166 147 73 31 30 25 10 0

Jry A7 H 201089824 H
A= O Kaplan-Meier i #5

1.0 ]
0.9
0.8
0.7

s 064

1% 0.5 |

0.4
0.3
0.2
0.1
0.0

wenn REEBIE (G1561)
m— XELOX (520fi])

NH—RELT (95% Z4EX ) : 0.66 (0.51-0.85)
P=0.0015 (Waldfi)
 XELOX /#%if 8152

0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 (H)
<UAIEEDRES>
FEMBIEIGE 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

1w bF 7 H L 20124E11H 22H

B E H IZ XELOX % 13 T 12488/496 51 (98.4%) 12 F8 L L 7=,
F AR EIERE. EG32610(65.7%) BT H BRI A AE 30051
(60.5%) . FHkiIFIB29261 (58.9%) . KM= 2 — /85—
27651 (55.6%) T #2301 (46.4%) . & 1189171 (38.1%)
W 57152091 (30.6%) ZETH - 72 (F1 v M4 7 H : 2010489 H 24
H)o. [7.42H]

18. ZEppEIg
18.1 {EARKF
BT ATEALE &) RO F TS, F
ECTHNERF I NI AT T —HIZ L Y5-DFCRIZAH S
bo WIZEE L TR EEMEICHAET A2 F 2T T
I F—VIZL)E-DFURICE# S L5, B, JEBSHMEIC
ELNVCTHEETLFIT VAR T —FI2 & ) EEE
T H5-FUIZEH S NI H % 5648 5%, 5-FUIL
FAUMPIZRE# &, F 3 VIOV ISR K U5,10- A F L
YT M7k FUEREANHFEEARZIERT 5. € ORHR
FIVNVBER AT A EI2L ), DNAGH % HET
%o F72. 5-FUIRFUTPICARH S, UTPOAEH D IZRNA
WD AEFNTF-RNAZ AR L, )RV —LARNARL X ¥
t Yy —RNAOHEREZ EET L L Z 2 5N TWBEY,
18.2 MiEEsE
WA v N FLE (ZR-75-1. MCF-7. MAXF401. MX-1).
b b (CXF280, HCT116. LoVo. COLO205) KUk b
B (MKN28, MKN45, GXF97)#HJE X — K~ 212%f LT
PUEE R ZRD H N7z 72, MboPUEEEEH] & off

W2& 0 BUEERROREATLO S 7P,

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

19. RIS ICEET 2EEFMME
— {85 © 1 & ¥ v (Capecitabine) (JAN)
1b54 © (+)-pentyl 1-(5-deoxy-f-D-ribofuranosyl)
-5-fluoro-1, 2-dihydro-2-oxo-4-pyrimidinecarbamate
Hist
0

HN)J\Q/\/\/CH

R
orE
E 7N

C1sH2FN30s

359.35

Bk REOMETH %,

AY )= VITHDTHETRT . =8/ —)1(99.5)

TR <

20. BRVL EDEE
TV Yo —aE i

22. A%k
56%E[145E (PTP) x4, ¥EHIAY ]
1408 (145 (PTP) x 10, SZ#EHFIA D ]

. EEXH
riwz%ﬁwmwiﬁa% BISTMEE S AT
HFENORZEAMEIAR L IEE © Yy E o GEITIEER)
Eiﬁi@%%‘l‘i@%w%ﬁﬁﬁ% CEIDTEMESE &
HIREENOFZLEI R D Wt « h Ty ¥y (LIS
B BB R )
Cavaliere A, et al.: Tumori. 1990;76:179-181.
HARNEZ B 5 3 E)REE (= ETHERR 55 240 5ER)
(Yo —&$E : 20034E4H 16 HAKGE, HFE G RRZIA. 3-2)
HARNEZ 2B 5 3By HEE (R ERR 8 TSR (¥
0 — 5§ 2003$4H 16 HAKRGE, HEEREZE. 3-1)
Hyodo I, et al.: Jpn. J. Clin. Oncol. 2006;36:410-417.
HANEE 2B 5 3 E)REE (EIN S BR 5 240 5 ER)
(¥ u— % 20074F12H 12 H B4 Hs35)
FEPUER - AR R R SRR (7 =¥ ¥ B U $E300mg
[575%])
Mt AR AR IREE (¥ 0 — & §¢ © 2003454 H 16 H KRR, H
HEREZE A, 2-2-1)
FaWRRATI: (X 1 — 78 - 20034E4 H 16 H A#KRE.
i, 2-2-3)
Y H Y Y OE-FUNDEG EIRZAR (Yo — &
2003F4 H 16 HAGE. HIRHERMEE A1, 3-2)
AR (X0 — 7§ © 200344 H 16 H KRR, H
P 2-3-1)
Judson IR, et al.: Invest New Drugs. 1999:17:49-56.
R RERE A A D ET RS OB EIRE (Yo — 5§
20034F4 H 16 HAGE. HIFHERMEE . 3-3-7)
Camidge R, et al.: J Clin Oncol. 2005;23:4719-4725.
JFX 7 ay— 2 3EMRHRER ST 288 (Eta—%
$E 1 20034E4 H 16 H KRR, HFEERMEZEIA. 2-3-4)
Reigner B, et al.: Cancer Chemother Pharmacol.
1999:43:309-315.
FEAT - T A TS & L2z mi i s 20 R PR bk (Y o —
Z§E 0 20034E4 H 16 H KRR, HRSERMIEE . 1-2-1)
HEAT - RFIE S & L7 2R R R (€ o —
g« 20034F4 16 H G, WIREERRZE b . 1-3-1)

AAZRREITIZ v,

BT TRET D &,

FH R R AR

11)

Sk

12) A BRI

13)
14) H

15)
16)

17)
18)

19)



20)

21)
22)
23)

24)

34)
35)

24.

Rt F VIR OAELT - BIEFUE L 0 H & Lol
BRREER (X 10— &6 1 20034E4 H 16 H KGR, HIREE RIS
b.1-3-2)

5 XA 2 REFER) OFLHE & KT G & L 7 B2 R R (€
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