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1. B
- =R

1.1 XA ZZSCHAEREER. BIRICTORILTEDE
BiERICBVT. D AEREEICT AT - BRZHD
EEiDH ET. FEIDEEHIENBEMNICDOVTDH
KT DI Lo BRBEDOERICSH O TIF. FEARVEF
HAZBRIDRNNEZSRULTTDERET DL, Fie.
BERIBICKILE. BEXFZORKICHEMERU B
ZTAHAL. ARZRITHSRETIIE,

1.2 FHT=I - FASYI - FFS5VIVAUD LESRIE
DHAICKD. ERTMREEFOEIFANERTIEZ
NHiH3DT. HAZTOIFLT 2.2, 8.1, 10.188]

1.3 AFNEDTIVT7UAYDLEDHAICKD., MKEE
EERBEERE, HMARBULECTICESFBHRESNT
Wd, INSOEIEARR. FEIEDTILT7UVAVUDL
D ARBHBERD SFRIRSHIEE » AURNORREIC
RIELTVLBSDT. HATIESICRMBRREREREZE
HAMICITL),. AB(ICH U TBYIELEZITI T &.[10.2,
16.7. 1281

& B & S| 23000AMX00645000
AR 55 i #A 20194E1 A

*6. FiERUHZ

FHARE S FFIEFLIE I IXABIUIBEZ ML, 73 F =7
b OVERSERANY) & OF S B A I3CER NS b Kl -
ERE B R HEEIIEBEER A L, A %50 77
F BT 2 E I 3CHEE Y 5. HETIBRAGE 2 &
17 - BEEORN - W SMBOPUEEELH & OO TCk
NZEE T %0 EHEZ BT 2 fBI Lk THU R
GrefrS 25 a0 3DBE T 5. BRICEBEERM LD
PR TCEZ M %,

A RRAMRIC D b CROFGF 2 Wk & 4 mH3055 2
PHCTH2ME, 21 H M HAE OG- L . 2 ORTH KRS 5,
Ihzla—AL LTHRGE#HDET,

PRI 1A &

1. 31m% A 900mg
1.31m*Lh k1. 64m? i 1,200mg
1.64m?PL L 1,500mg

2. ZBR(ROEEICIFZRSLIFEVT L)

2.1 RHN OB NE 7NV F a5 2 xt LB ioE o BEAE R
Db EH

2.2 FHT—N - FATL)N - FTFFVIA) T LAREHIES
HOBE RO G HIEBTH DO BE1.2, 8.1, 10.1204]

2.3 MELYEEDD HHEFE[9.2.1, 16.6.12:H]

2.4 TR IR L T W B REE O & 5 Lt [9 .55 7]

B ¢ RFKMRE I & bW TROFG 2 H k& & A%305 L
PWIZTH2ME, 14H M HAEH S L. T ORTH MRS 5,
INZIa-AE LTHRGZRYVET. 2B, BFEOREICL
DEERET Ho

IR MR 1n &

1. 33m*Adif 1,500mg
1.33m?LL k1. 57m* A 1,800mg
1.57m?PL F1. 81m* i 2,100mg
1.81m*Ll k. 2,400mg

3. #Em - IR
3.1 #Hmk

ClE + KR & b TROKG-& 2 Wik & & k3052
PHCTH2ME, 14H M HAEORS- L, 2 ORTHMKRES 2,
INEla—AL LTHRGERYET. 2B, BHEOREIZL
0 EERE T o

BRI

S p v
[14e0] Iy F ¥y 300mg

HNVFoNary, O AH) AT — ANa, it a—
Wl (AL BbT 5 . A7 T YEEMg, v, #AE,. e 7o
A — A

PRI 1A &

1. 36mAii 1,200mg
1.36m>L 1. 66m?A i 1,500mg
1.66m>Lk 1. 96m? i 1,800mg
1.96m?PL L 2,100mg

3.2 Bl

. HRYHEY HRIHEY

Dt AR o b TROE G & 2§l A% & & 7’3055 L
PWIZIH2[E, 5HFE ARG L. € OR2HBRET %,
INZEEYET . b, BEOREIZL ) EERET %,

R MR 1[0 =

1. 31m?A i 900mg
1.31m?LL E1. 64m*Aiifi 1,200mg
1.64m?2L L 1,500mg

Al TANLET—F 4 v 7k
IR Ffh

4% (mm) 13.4x7.1

JZ % (mm) 4.8

Hw (mg) #7385

ENLS TN BT FE Y 300 T A

4. FHRESLIFFHR
OF M TEFRIE

E AR & D TROKLG-F 2 Wk & 4 k30552
PHCTH2ME, 14H M HAEOES- L. 2 ORTHMKRES 2,
IN&la—AL LTHRGERYET. 2B, BHEOREIZL
0 HERET bo

OfElz - Bk RE R LIl
o= 1. 31m* A i 900mg
1.31m2PL 1. 69m®A:iif 1,200mg
5. FEERIEFRICEhHET D= 1.69m*LL_E2. 07m? i 1,500mg
(FHIREER S ERILE) 207 DL 1.800me
5.1 ARAIOM A LFRTN B 2 AR O &R L 7. BERUESCEET 315
T, (HEESLE)
5.2 WABLGZATHO WAL, 72 DIV A7) ORPUBIEIER, w71 ko pe R LR 13T OREER S 72 ) Ol
% & SALAEIR B ORIES L  SHRBICIRD . DB T D,

5.3 BRHFEEICEI L <. MIEMLSEIC BT 2 BN OV 2t
WEIHEZ L T2\,

- A 825mg/m?
- B 1 1,250mg/m?
— 1 —



- C: 1 1,000mg/m?
- D72 : 825mg/m?
- E#: 1 800mg/m?

7.2 PR - HEIZOWT

7.2.1 BEKUCHEIZBWTEWEH S ZHBL L 72 5:6121&, UTo
HEZSEIILTRE - BExfTH) 2. B, BEICBITA
T A AL 229 P22 B\ CGrade2d JEME T AT S L 7245
A121E. PUF OGrade3d iR3E - lamHlE # 2512 L THREE -
BErEETHI L,

REE - P DOBLIE

-1 =D A Sy i
Gradel RIE - BT WEAE
Grade2 #IRIZEH GradeO-11CFE9 % F TIREE AN
2101 B 3831 GradeO-1ICHEPLT % F THRSE R
3l H 58l GradeO-1IZEEBLS 5 F TR B2
400 H 383 hA Ik - TG A] -
Grade3 #IHIZEH GradeO-112HE9 2 & TIREE I L
210] H 583 GradeO-1ICHEPLT % F TR B2
30A] H 5831 ek - HEG A -
PGl - PG A
N Sl JgE O Yt 2 -
Gradet iisest| D00 WERMEDEEC ST g
GradeO-1IZEET 2 F T G-l

LRLOERE - HEORZEIDS L THREEZITHIE. LTOoHE%
ZEITHI L,
- 1,250mg/m*H Y& CTHG- % fillh L 7235 68 O o 55

- 1l
PR3 B B
1.13m>A i 900mg 600m
1 13m2Ll 1. 21 m2keis L o0 £
1. 21m?Ll F 1 45m2kis Lms 900
1.45m’bl 1. 69m* i i me
1.69m?Ll 1. 77mkis oTme L 200
1.77m’b 1,800mg coUme
- 1,000mg/m* Y= TR G- % BilG L 723 & 0 E ok 55
B 1l i
PSR R B
L 4lm2iih 900mg
L AIm?ll 1 51mP oo 600mg
15120 F1 . 81m%kif e 900m
1.8Imb E2 11mPk i 5o £
2 Nm’bE OUVmE 1,200mg

7.2.2 —HjE LRI I3ITh R &,

H)BIEIC & 2 BN IR R B v TIENCI-CTC (Ver.2.0) 12 & b
Grade# |5 L 720 TRIEMBIEIZLIT OHEHIEIZHE - 720 T 720
CHEZ X A EINERIRRERIC B WV TIE T EfEBERE D &% CCTCAE
v3.0 X IZCTCAE v4.0312 & ) Gradex HJ%E L 72,

Grade | ifi PR #EI3; FRAB BRI
LU, A Ea. e e | HEAGICHRE 215 2 &1k
1 |V - F 7 F 7R WREEEER, |Z2wiER
SR MEALBE
2 |MERR%PE D AR 1R R ALBE HH AT HIBR % 520 B Tk
3 A, . AE, SRR | H AT 7 54T C & R WIEIR

7249 2 SER O Graden Sy S e (BRRSHIE, HERETHI) T L 2w id
E, X0 EY) & HWICE AGradex T S

CAmtIRRTREISEST - BROMER - BiSkE
*7.3 K &GS 2 o FUBMEIEE AN 17, IR ] O H o

AHEEZBAML. ERNOBRFONTA FT7 4 Y E2BFIL1
ET BHRORER D ACFRERE IS CTEINT 5 2 &
[17.1.9-17.1.11&H]

(BEICH1T DR EREE

7.4 RH G B AMOPUEEIEE AL 17 RS | OHD W
BRI L7 LT BEORERH ALEFHEIEIZIL U CEIR
T52L[17.1.122/1]

(RBEENUBECS 2@ EE L EEE)
7.5 BGHIM A8 — A &l R 726 DA RIE R AL
L T \/ A & \/ \O

8. EELERNEER

8.1 FH 7= FAS5V )NV - FFFVNH) v AREHTESH
I, RAAOFG 21751, el Eb7THU EOREZ
HIFHTE[1.2, 2.2, 10.15H]

8.2 AFHIHz G- L s B (e 2 85 G- S E)) 02 B AR A A (Ui
Meds, BFBERE - BIRREM A 2170 2 &, BEOREL 5
%9452 5,09.1.2, 9.2.2, 11.1.4-11.1.6, 11.1.13&H#]

8.3 BEYE - HIEM O ZEH S EBALICHEET L 2 ks

8.4 I YIRANRE 2 AT - TS0 B, EHE B DB
PEDNARF & T 2120, Bk ([EE Lo ERo R
WARAKEREE - BISALEIRET SR A BN AR S
e R R B R

9. EDEREFIDHEEICAHATIER

9.1 GHIE - BIEEEDH D EE

9.1.1 BEHIREEDEETEDSHDESE
DEENRD EbNDLBENDDH H[11.1.351H]

9.1.2 ERENEID® % EE
BRI AR T 5 BEND D H0[8.2. 11.1.65/8]

9.1.3 HLEEBXIIHIMNDG % EE
JERDPEALT 2 BENADH 5.

9.2 BikEEESEE

9.2.1 EELBREEDHIEE
BHLewZ £.02.3, 9.2.258]

9.2.2 BEEDHIEE (EELBEEDSH D EEFZRL)
BEH S ESEAL L E IR L BT 2 BF2 00D 5.[8.2.
9.2.1. 16.6.1&&]

9.3 FFikEEEEEE

9.4 &GEREEE T %E

9.4.1 AFEVTBEL AEMG O BE I 5T A LEN D A HE121E.
PRI BB A BT H &,

%9.4.2 IR HE R WHEEE 12T, RAFE G R O G T %—%
I Y) 2 AT 24T ) L ) 388 5 2 &, [9.5%H]

%9.4.3 /X\— N F—DUIRT HHREME O H B BHEEIIE. RAIE
B O 548 T e — 2 A8 2l 2 470 X ) F8ET 5
Z & [15.2500]

9.5 1%

Il IR L C VBRI D & 2 I35 L e nwZ &,
B IR CIREFEIEH B MBS TR ER A RS SN Tnw b, v
AT BWTC, REIRIEE. MR, FRERoB. b2
iE(198mg/kg/H PL L BAESS) . Y vicB W, e, Ik
LT (90meg/kg/H LA RAEHS) AR S Tw b.[2.4,
9.4.2%M]

9.6 =3Lim
B LW EDEF L, EFEER (7 2) 128w, it
~OFAT (198mg/kg HEFET) 25 G ST b,

9.7 INR
IR RRE L2 EBRRERIZ I L T v,

9.8 =Hn
BEORELZHE L 200 EEICHET T2 b, —RICEHE
HEDMICT LTV A 2 &%\, JHIC80RELL O Filis 12 BV T
EHREOTHI, Mk, MEHEORBERD A L OHED D 5,

10. #EEEHA
AHKIDFF b 7 10— 4 P450(CYP2C9) DEEZ & A BRI HE
L. BEREMEAME T 2 W REMATH 5 DT, CYP2CO T %
ST B HHN LG DA AR O M L AT 5 B
TNHH 5o



10.1 HHEARRWHALEWNI L)

AL

FRPREIR - HEETT R

Wi - falriE T

FHT =N FATY
W T TN T A
BAEH (F14—T AT )
[1.2, 2.2, 8.1=l#]

T T 7 I R
R T, ONEFEDW
LR EENEH T
LBEINNH DHDT,
FHT—=N - FXTY
DI A A
PN RSk SR N RO Y
G kBT H LIPS ARH]
ERGLRnWT L,

FRXAFTUNRT7 )40
A ADIAY (XA ik
fHE L, M7 v4o
7T VIVIEENE L L
AT 5,

10.2 HAZERWHABICERTS L)

e

B REIR - HEE T

W - fabaA T

TINT 7)) TN
[1.3. 16.7.1ZH]

BRI H B 5K
FIPe G-k A DA
> 3R 02 T O 1 R A
R, Mo
MiE SN TV b, 5E
T 09 L2 o 7 2 ] A AR AT
(7u hu e R,
INRE) Z ATV, ALZEIC
I U C oY) 7 L % 4T
5k,

RFADIFF - 70— 24
P450(CYP2C9) D%z
HERRICHEL, B
FIEMESET LTS
WAL Z 5N T 5,

TJr= A »

TJr= b YOI
B LA L2 ofE
NHAHDT, 7=k
4 v oI gE 0%
EET LT L,

KRN BIFF 78— 24
P450(CYP2C9) D%z
HAERARITEEL, B
FIHEMEPET LTS
WAL Z 5N T 5,
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7 ¥ IVIERRIE R &

RIEH M 2B 2
Nird 5.

7 ALY 3T RHUE
IR 5 7 > AR 2 S

T RAT TR D Do

1. BfEA

ROBWERD S 50D 2 LWL DT, Bigz TI2ATV,
SR N A3 G 2 kT b s L) 4 ALiE 2 4T

DR
11.1 EXFEHER

11.1.7 BAKEEIR CHUE AL
B TR COUIRER - B, IR O BRESE) 5B & D ILUBIKEE
WRETELZEND D, DX BRIERDED S bNI2SEIC
&, BTGk LK, BRGSO 2 ETIT) T &,

11.1.2 FBiERE# (Hand-foot syndrome) (5 EEASHIED )
FERORRISRERE REEE. AE. B, IRAL.,
AR, RSO FRIEERER D S bNDL I LB D,

11.1.3 (DEEE GHEE A
DIRZE, FldiE, ArEpEVE . JOELR. DA, ZEIRE. LE
KIS COEEAENR, OB, OZEMEIAMGES:) 55 0.k
ENHOLLNLT DD AH[9.1.15H]

11.1.4 FFEEE. =8 IS ARIT)
KRR A SR, EIEZ M) FEESH 5 b, A&
EoEMOIME SN TV D, B, TR ER T 24D
BRWEEDH 5N, ENHRESINTN5[8.25H]

11.1.5 BEZE HEAY)
ERRRER AR T 2 BEEND LIS Eh3H 5,.[8.25 ]

11.1.6 SEEMF G AHIT)
PLMERIR A R BRSO 5 BRI AS, F 72, B HHIH o R
Well & D FEGE, MIMESEAH Hbivd 2 LD 5,82,

9.1.22M]

11.1.7 O GHEEARIIED)
CIN 7GR g, REREEES . CUENEEE) D 5 b b 2 Lot
b %o HIWMIEDOKLIE, TTNEE. TSRO b h a1

1, FG ik LB 2 MEZ{T) 2 &

11.1.8 BB MR AT
RPN 75 COMSAER © R0k, BADAL, WRIRIRIEE, JE845F) 0°d
EONDZEND D, RENRRD O NG % ik
L. WEX#EOHAE TV, BIERERVE CF 2SS 5
o EWEYIBILERAT) S Lo

11.1.9 SEEFER GHERE)

MR 25, RIPER 5. EIREGREDR D 5 b D 2 L
Do WLWIESG - FH - MAEZEOREIRD S S b 8a 1213 8%
Hadk L, #20LEZITH) T L,

11.1.10 EEFHEHERRES (BERES) HEARY)
HATREE, FREL. SEAIMBIEIR, 0. s, Pl
EOMERE, EEREE. BIR. $EEL. fUs. IRV, N
HEE JREEENHSDLONLZENDH L, F/2. TOLH %
TERDSHEINESE DO MEIEIRE L TH S bNELET DD 5,

11.1.71 MLEARIE GHEEA W)

REREIRIMASRE . PNHEZE, WERESRH HbNDL 2 0B 5,

11.1.12 EEFLIRIRE(REE (Stevens-JohnsonfiE(REE) (HHEEA
)

11.1.13 /AmMEEM GHEEAR) [8. 2511 ]

11.2 Z0fthDEIER

11.2.1 BEIFEEICSIFD]RE

10984 2 10% i1 PP T
Fiti PR FCEL B, (AIRE. O oiN, SR
QLR FEES F

AL B0 (33.2%) . EBK|ME RS, JEE. LIEHALA R, B, A8
AR (30.5%) « MRt | FE . [VE 98 ®, TiEE R BB
i, 59, DN
WAE, 1178, BABE

e M. T IBCEE, O
AE (D REI, AEAR

I % R

1R 1 2 N O A EON N B B AR <}

(26.2%). [ 1 Bk A, i /s B % I
Bk A (24.8%) . |, HERESEIN. 7
DEDIRAE: &=/ k=l = R o ifa
(21.5%). ~ E 7|&. HFhEEmL
oY A
ik EREE

| 5%, WEIE T B (T B PR
Meggm, A, Y A
a7 =) KL
WL BIR ) o —
RN AL RN
R BETE B 5. BETE ¥

il MR (e IR 28, 3 i
2. RIS . IR
i

Sl ) OV SR RILE B . B IR R, b L
fn(24.2%) . AST|/R. BUNH fin. JR|7F = > 5

. LDH¥E M. |th 7 B b
ALTHE I, Al-PHY
n

ZOM | B, R I | ST A, RE R DT e, B 0. Ui
A FEEG M I, JE 37, W e, EMERE. W
w7 B 0 Js M7 oV 7 3. B, = U 7Y

YA, B, |t FIE
I - 5
11.2.2 hDMBHEEEIE OHBARSIHICH(TDE]RE
10%L) ) 109% A ) N
K R CR R MR B o F e, B SR, B RE. K

MR | = 2 — 1 SR, ANIRE
¥— KR
Za—TINY -5
(93.9%) PRESEF
(32.3%) . HhiEsn

HAbER |0 (82.9%) ., &|OE %, B K P HILRR, AR
B R (75.0%) & T, B
M (40.9%) H\R I B, bR A

(AN 2 11) S 111 N S
HlEk, PR
I 2 | S I Bld. FE A EL | MR EE
il S [ IR
. LeolD




109620 1 10% 5 FE T

IR/ S LS O G Tl AN =7 = B A - A B cE Y S B S
(66.5%) ML/ 4 Fif, ) %
w4 (35.4%) | EREGEA

F I ER A

KW | 3L A B ERORE, BBE.
(35.4%). 585 |JNPH 4. EHIHE.
BeFHElE, 2 ) SR

i3 VLI, HH

JFIE - (& B OR. AST®S|IM B, ALTES .
EhE [N, FERgREEE (M) v e o
. Al-PEE .
y-GTP¥4 hn, I
TIVT I A

PED AR S 7z B - R R TR IS & b & TAME & O'DiE T IE1E900~
1,500mg% . Bk TIE1[1,500~2,400mg% . C#: T 1&1H1,200~2,100mg
%, EEETIE1A900~1,800mgx 1 H2[MTH %o
16.1.2 BiE TS LiBaQMEFEE
Wl - EBEBE20ZIIH Y ¥ ¥ 1, 250me/m? % £k H 2008 H &
%5 Lk 20510 B0 A <3 ¥ ¥ >, 5-DFCR. 5-DFURJ%
O5-FUD MM R 12, $%5-121.7~2. 3 TCmacl S L, 2088
0.55~0.81F Tk L 720 #%51H H ®5-FUNAUCksld. 5-DFUR
DOR/30TH 5720 %5 14H HOEWIE/ T 2 — 5 135-FU R &,
WA G- O L FEFETH 720 7,
FE2) 9% 51H H1Z1,250me/m*% 10112 1 H LRI 1L L 72,
B CHG- L7236 QS BIRE N T X — & D HEL

OB\ 57 (57.9%) E|TF S . WA HEDDE. IR A LR
SHBALLOG (. [P &, W AL BEE. ) ANE, FH
M e, FLBE. JE|BEZe. @i E. J8|Fs. K M) A LE.
MR5) (40.9%) . #|#. kA E B g EE Mo %E. O
BOE. BRI | (CRIFEE RS, WEH v 2 & K,
ERAD Wee. FIE. BIEN RN 2 k) RIE

G TR R N
37 PRI e
) v A, CRPH

o Cumax (ug/mL) AUCust (ug-h/mL) n
1HH 14HH 1HH 14HH 1HH | 14HH
NI 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

PN

TED) EIN AL O R IR S O F B8RS TS S AL, HEE 2 ST & 20l
TEH

T12) ATERT U 3B TEME L 72 1 PR PR BB (TR 120k 3 & IS T
HIERARBBRJO148655 Bk ] . HEAT - FRFEFLIRIZRS 3 & I EE AR B AR
AER[JO1515158k, JO1515475%. JO1515558k, JO16526:81] . H#E
7 - IS 2 [EI A8 TAERIR SR (JO151525 8k, AT -
FEREN - BRI 2 A IR R R BBR [JO 1515358k ] 17 -
ARSI - L 205 B IR 28 TUAH IR IR LR [J 015951384 1)
Rt

E3) Cil CHEME L 72 I IR R BBk GEEAT - BRIt Iy - I o0 5 2 [
M5 T/ IARRRRSUER[JO193803484 ], Stage IL Jt I 0 B DG #Y)
BHAT #2005 2 I ER TOAH IR IR SUBR [M 028223785k 1) D 45T

14. ERAEDER

14.1 FERIZAFOER
PTPAUHDIEHNIPTPY — S WY WL CTIRAT A £ I8
Y 5T L, PTPY — MORRERIZ L Y o TS EAS BRI
AHIA L, HIZIEglez B2 L CHBRAS0EE R GEL
BEs$ 52 LD B,

15. ZDMthDFE

15.1 ERARERICE DI B
TuAuy T UVORREEETHL e Fuy I Yy T
t Fuasr+—¥(DPD) RIEEOBREDN T FUHEL, 2
DI BRBHEIZTNVFOY TV RER RS LS. &S
PN ERE 2 IEH (KI8T, RIS, e Ess) 23
BT 5L OWREND S,

%15.2 JFEERREERICE D < 158k

KA DB TH H5-FU (22T, BEREE W 22#ETHz B v
T BETERERFZRENZ2RT I EPRESIN TV LY,
[9.4.35H4]

16. EHEhRE

16.1 MAEE

16.1.1 AMATRE LSS OMmEREE
BEIRRBE124 12 H =2 & ¥ 2 820mg/m*H) & £ {42 Ml 4% 5 L
72k &, <% ¥, 5-DFCR. 5-DFURJ U5-FUIE, #%5-141.1
~1. 30 [ TCrmax 2 FNFE Ly 210, 4~0 . 8HF R THA L 720 5-FUD
AUCustld, 5-DFURDHI1/20TH - 72,

AFETHG L7235 6 08BN T 2 — 5 O i (n=12)

mean = SD
16.1.3 E£YFHEIEMHER
H R H Y LEE300mgl T A | & a — ¥ 5300% B ARE B R -
B BRENCFNENIEE (IR & ¥k L T300mg) 225 i i ]
85 (7 a A4 —N—3) L, MEpn <~y 8 C U RERIE L7z,
BN HWEIAE /ST X — % (AUC, Cmax) (22 TI0%IE FEIX [ 15 12
THRTHRNT % AT - 7245 H 1og (0.80) ~log(1.25) DHEPHNTH V) . M|
DEYZEREED R S 2y,
FHFNGei G O S IIE X T A — 5

Lty Tmax Chnax AUCst tiz
(h) (ug/mlL) (ug-h/mL) (h)
NI 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 9.63x4.25 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

F BB E 164412251 ~1,255mg/m* Y ¥k 5T, IRV IR
OB D Crmaxs AUChst G- R HHBI L THIN L, WE# 5% 0%
Ry FE VR OKNAHORNEIRE SR Z R 2 L AVRIB S 7Y,

Chnax Trnax T2 AUCo-4nr
(ng/mL) (hr) (hr) (ng-hr/mL)
NNy = .
300mgl 7 1 J 1386+ 787 0.6+0.5 0.5%0.2 745+ 221
£ — 4300 1308 £612 0.7£0.4 0.5%0.1 758 £ 236
(Mean=S. D., n=43 (3%n=42) )
2000 —e— R HE 00T A |
i --o-- Y O—4$£300
%g' 1600 - Mean=+S. D. (n=43)
A s
1200 |
2 :
> 800 0 T
-3 / .
gy 20T U T
ST N 1 M Prmmeee S
0 2105 1 1 15 2 2.5 3 4
TS 0D F 5 6 DN (hr)

MR 7 5 IZAUC, CuadE D785 X — & 13, HERH OEIR, 1§
ORI EL - BRI SE O MRS X > TR 2 WML H 5.
16.3 £ff
16.3.1 fHEARTHE

< A ROV HCEL S =Y 8 ¥ L R F R EN198me/ kg U54mg/
kgD JECTHIROPLS L7z e & BETEEIE R 22 WIS 7z 4,
RPN 55045 L72AS, #5124 F T 203 A DR L )
IR U7z REOUINL, M, PEINCEIS-3 2 WL, Pl BRI
B D IEREIE A 5 7205, BUFRED IR~ OBATIZE 2 - 729 iR~
Y ZNHUCKE R A Y & ¥ v (198mg/kg)  HUAIRE IS L 72 & & Heg)
REDJRWEADORATAED B 7z,
16.3.2 FEEEIRMS-FUDERL

v b REHCT116. CXF280 K% SCOLO205KR (71 = % ¥ 1)
X — P~y ACRIEFREIHES), F¥F 2 7)) 2~ (5-DFUR, &
H¥%5) B US-FU (JERENT: 5) % St H & (RS- 0 5o K= )
B L. REERRICIES AR, AR e O5-FUR ZIE L 720 &
WPz G-~ 7 A CHEEALRR BRI ISR E OS-FUAWH & iz JESE
HAES-FU AUCIEA A K IAEh o5-FU AUCIZ AR G- T2
ZN22M5 K UN114~209f%. 5-DFUR#% 5-TZ L2 1615 & 0721 ~ 34175
Wl Z R L7z — . 5-FU# 5 Tid, 5-FUIRMEEHLKRIE 2 ) T% <
WA R OSILAE F 2 3 RAR L0 AR L 720 ARSEIR G~ 2 D IESE#LkS-FU
AUCIZ5-DFURJE UN5-FU#% 5-~ & Z 4L #5-FU AUCIZ I~ #
N2EN3.6~4.30 [ U16~35fEm il 2 R L7210,
16.4 {3

AR EHNEF I NI AT T — 2L Y5-DFCRIZAH &
N, E5EYFVUYFT IS —FYIZLYF-DFURNER EN S, 5
-DFURIZEY IV > X2 L* ¥ KAAKRY I —+E(PyNPase) (b h D
BEFIVURAKY T, FoWHOGEY ) VY ERAKY) T —
ARG L WE-FUICZERE NS,



16.5 HEtt
KWy - B E204 12 XY & ¥ U], 250me/miE RS- L 72 &
& Y5 R24R R F TICHR 52 D69~80% 2 HI 24§ B AR AR &
N7z 209 HLRZEEDIRTHEIEE1E493% & X% 7R L. FBALIZ
#950%% 7R L7297,
IS R EH6Z T HC TR L 72 h RV & U v IKIAT2,000me % £ 2 1
FRECO#HG L2 8 &, 7H H T TORPBERHEERIEHS-8 096% 2 H
B, FLHREOIFEAEDIRFIHREI S e IR RN, KE CF
384%) D3P G- 12120 [ LA BEME S v, RI144BERT T2 T L 72, JR
TROLNIH R &y O#WIES-DFCR, 5-DFUR. 5-FU.
FUHz. FUPAR UFBALT® V. F 72 M4 2780 & L7 135
-DFCR. 5-DFUR. 5-FU. FUHzt O'FBALT& » 72, M4 & Ohf
2B ARG & BALEWO AR DIZIZRAETH 722 L b,
MAE T R AN RFCH DAL T BT REME I C & 2RI S
W EANT— %) 0
16.6 HEDERZEIDEE
16.6.1 BHEpEEEEE
BB E2IHDOBREEZ 7 LT F =y - 2T 5 AL 5T,
1EH (>80mL/min) . B H% AE [ E 8 & (51 ~80mL/min) . H1 &5 B (30~
50mL/min) & OVE5 EE (<30mL/min) 12537 L. #1%¥ ¥ ¥ »1,255mg/
mZ 2RO L 2B A Ry ¥ v L Z2OREBWDAUCHHI LT D
EBYTHH W HHEANT—%5).[2.3, 9.2.22H]
TR EE R D A Ry & ¥ Y K OEIY O AUCis (ug-h/mL)

sV7F=r - 21) 77 v A(mL/min)

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

n=6 n=_8 n=6 n=4
HNRYIE Y 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 13.56+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 EYMEE(ER

16.7.1 9ILT 7YY
B IHRE B EA S =Y & ¥ 22,500mg/m%/ H % F 1 H2M, 218 i
%5, LAMKSELZ1g — 2 & L2BIRES 230 — 2179 Bith TZ
neEnIN7 7)) b)Y A20meh RIS Lz hRY YU
B e B L CIRGHRICBITAS-T V7 7 ) ¥ CLERIEROSHE) @
AUCinelE57%. INRIFIL1%HEHN L 7219 (FHEINF— %) o [1.3, 10.2& ]

16.7.2 ZDfth
v MNFIz a2l e HWTHRY Y Yy, 5-DFCR. 5
-DFUR. 5-FUK U'FBAL® % Wy X 3 i 3% 52 (CYP1A2, CYP2A6,
CYP2C9, CYP2C19. CYP2D6, CYP2El. CYP3A4) ~ O # # %
vitro CIHET U720 Z DGR, 7T & ¥ VIR L THEE S N5 IS
rf RS & RS 4 BE (F90.015mM. 5.4ug/mL) DT IZH M5 5 s
(0.1mM. #36ug/mL) TIXHEIZFED 5N h o 72705, 130f5 1244
T 5B EE (2mM, #9700ug/mL) 12 3V TCYP2C9, CYP2EL % 50%3T
CPHE L 720 — 7. REBWIC O W CIZEYRHEE R~OBE PN %
EIXED SN o 7219,
BB E1244 12 Y ¥ ¥ 01, 250mg/m? % AL iEKIRIL 7 L 3 =
AL KREAL~ 7Ty A RSl L G Lz & ATy
Y 2} U5 -DFCRD Crnax & AR 5ol & ol L CT14~21% LR L2 o
D ZOMORBEWHEIED 5N Ao 720 WHEAT— %),

17. BRERELE

17.1 BMERURZLMEICET 558

(FMTTFRE T BRIE)

17.1.1 EINRIHASE O 1BERPREAER
FHAHLL Y A v F TOMAT - FISFIE BT IR 2 $2 5§ 2 illBiok 5
i L7z (1H1,657mg/m?%& 2[01\2 73], 21 H BI#%5- - TH HKR3E) . A%
PR SRAT *F S B2200 1 5§ % 25 281345.5% (10/22) T - 720, BIVEH
1319/2361(82.6%) I2 5B L 720 EARAWEMIZ. BE VIV E ¥ EF106]
(43.5%) + ARIMERFKA 108 (43.5%) « FZ f§ 0 3% 7k #5741 (30.4%) . LDH
EHTHI(30.4%) . FIMERIEATHI(30.4%) 55T dH - 72,

17.1.2 ER#%EASE O 1BERAREAER
BHEHLIL Y A 2 TOMET - P RE AR 2853 5 lEhia &
Jiti L 72 (1H1,657mg/m?% 210112 43-E), 21 H 3% 5 - THRHKSE) o ARk
ST T RAFIAGE 3 B B4 3 1328.3%(13/46) T - 729, BIVEH X
50/50851(100.09%) W2 F63 L 720 ERFIVEIE. TR fEm#:3361(66.0%)
AR M ER IR 2661 (52.0%) . H MLER I8 42561 (50.0%) 1) > 7 SER ik 42561
(50.0%) . Bk ERIKA1961(38.0%) ¥ VIV ¥ i 1 H1761(34.0%) & T
%Oto

17.1.3 EN#%&RAZE I 1BERPREAER
Rt & F 2 VIS OMEST - FIRILBEE AT 2 %53 5 R E
B L 72 (1H1,657mg/m?% 200 12 43 ), 21H B 5- - 7H BAR3E) .
30 BRAT ek SRATIS5H 12 3 2 2R 1320.0% (11/55) TH - 722, &l
VB 1358/60f1(96.7%) 12583 L 720 £ BIVER 1. T2 e 5 #3651

_5_

(60.0%) . AST 1452961 (48.3%) . ) > 7$Ekig 42661 (43.3%) . LDH_-
2601 (43.3%) . ARIMERI A 2560 (41.7%) . FRAIR2451 (40.0%) . 55
02261(36.7%) . Al-P_E5-18%51(30.0%) . FIMLERH A 1861 (30.0%) . ¥
)V E Ml EF1861(30.0%) . BRI ER A 1861 (30.0%) 2T d - 72

17.1.4 EWE O1BERARER
5 X REHIOIZ ) F XV TIL LT F L) W OHELT - FIE
FLRE B AR H R -9 5 3B F 06 L 72 (1H2,500mg/m?% 2[A] 12 55
H. TAHBFES - THRERSE) o A RPN R BI3260112 5% 3~ 2 Rl
21.9%(7/32) Td - 722V BIEIX35/3561(100.0%) [ 5B L 720 £
EIVEE, TR AE BERE2901 (82.9%) . L1961 (54.3%) . A EKAIRLSH]
(51.4%). 141661 (45.7%) . T #1445 (40.0%) . MEIE11451 (31.4%)
THo72,

17.1.5 ;B5V5E O ABERPREIER
NT) & F L IVESOMST - FRFUERE AR 25§ 2B FE
fiti L 72 (1H2,510mg/m?% 2/ (2 43 5], 14 H M$%5- - 7THHKRSE) . A %h
PSR o R BI135HI 09 5 e #81320.0% (27/135) Td - 722 2, H
PEM12150/16261(92.6%) (23 L 720 E2EIEH X, T AEFEEELH
(56.2%) . T Hi88HI (54.3%) . HE.L.8441 (51.9%) . M I:60%1 (37.0%)
JE 5759051 (36.4%) T - 726

17.1.6 ;B5VEE O 1BERAREIER
RNy ) FFRIVIL R By F VRO ST - FISTLIE B ICAK %
eG54 5B % 956 L 72 (1H2,510me/m?% 2101 |2 43 &), 14H M5 -
THHKEE) o AR IERAT G 551696112 4§ 2 2% 5:1324.6% (17/69) T
o 72, BIERINE66/7461(89.2%) 2 FH L 720 EREIERIX. F2
SEBERE46H1 (62.2%) T 314361 (58.1%) . HE.L 4161 (55.4%) . W H-2741
(36.5%) . 1IN 452561 (33.8%) % Tdh - 72,

(FEHREICHI il HE LR EE)

17.1.7 ;B E MABERAREIER
SREH U R AT S L 7zDukes COFS %S B (1,98761) % WSR2, 7
VA a T v - R F— hEEG-FU/LVHED, Mayol ¥ 4 v )
SATARH) % HAhEe 59 % albR % 9206 L 72 (ORA) : 1,250mg/m? 1H 2[l,
4HM#S - THRERSE) . Ok R, A M, EFEREATHN
M. SAEFHRICB W T, REOS-FU/LVHEE T % IELELMHRE
é ﬂtzs)\ 26)0
EIE B 3 A B T UE868/99561 (87.29) 12 58 L 720 T4 EIEHIE, F
JEE 1% BE59400 (59.7%) « T 145861 (46.0%) . HE.(:326%1 (32.8%) %5 T
Horz(Hy b TH 20044E4H1H) o
FED AR BT 55-FU/LVIEBIEEN CRAS L TWA LEER ) F— b - 7 )b

FUY T VRER L RRY F— b - 71 5 SOV R
O - MR IR D,

17.1.8 /BYV 55 MABRRPRENER
SRR YT BR ASFE M S L7z Dukes CO#E B (1,88661) Z %%z, 7
Ay g v - R — MEEG-FU/LVEE, Mayol ¥ 2 YV
1ZRoswell Parkl ¥ * ») XUIXELOXHE (KA & 4 49 75 F »
) %479 BB & 0 L 72 (K% 0 1,000mg/m? 1H2A., 14H M¥#%5 - 7
RS . ZokEE, MmAEFH I B W CXELOX#EDS-FU/LV
PR 2 BRI ATRERR S 722,
B I XELOX % i3 T 13921/938151 (98%) (2 38 Bl L 720 F 7 BIEH
&, MR ET306 (78%) L6185 (66%) . T #5644 (60%) . I IH:
40611 (43%) . FE5732581 (35%) « TS BHE27361 (29%) FCdo o 722,

CREYIPRTREISET - BREORER - EiFE)

17.1.9 EWEE 1 / D1EEGARRER
AT - SRR TEAE NG - MR AR A A RICXELOXHE: (R A & 4 )
79 F ). XELOX +BViE#E: (XELOXH i &~y X< 7))
2479 3B 920G L 72 (R#) 0 1,000mg/m?® 1H 208, 14H ##45- - 7H
BIRSE) o AT - SRR - IR R 10+ A2 XELOXRE DO 2%
#1366.7%(4/6) T V. XELOX + BV i 0 284 51371.9% (41/57)
TdHh o720 F 720 XELOX + BV ik o M 51 T8 A A7 ] ] (PFS) o g
fiE12336.0 H (95%15 X [ : 293-380H ) TH » 720 Bl IZXELOX
T 136/6%1(100.0%) . XELOX + BV i T 1358/58%1(100.0%)
WZFEHL L 720 F A EIERE. XELOXUE 3 T ld 00661 (100.0%) . &K
PR = 2 — 1282 —661(100.0%) . £ SRAN RSB (83.3%) . T i
451(66.7%) . T JE iE B2 BEABI(66.7%) . I 974151 (66.7%) . 5 15361
(50.0%) + #FH ER B A361(50.0%) . L = - < ) 360(50.0%) % T &
. XELOX + BV CTIXRMMEIRE = 2 — 13 —5461(93.1%) .
FRRARIRS0H1 (86.2%) « 95748051 (82.8%) . T J& S B HE4411 (75.9%)
HELASEI(74.1%) 3 0k 53449 (58.6%) . FIRI32f1 (55.2%) . I
93140 (53.4%) B FrEREGR 2961 (50.0%) £ T d - 72, [7. 35 R

17.1.10 ;85155 MABERARETBR
SRR - M B E2, 03B e RIS, A X)) TITF - T
F g y)b- R F— bEDF(FOLFOX4# ) . FOLFOX49% i +
7 F +t K (P). FOLFOX4+ X/ X< 7 (BV) # . XELOXH %,
XELOX## {: + P, XELOX +BVH# i & 17 9 il B & F2 5 L 72 (4 H -
1,000mg/m? 1H2[l, 14H [ # 5 - 7H MR 3 ) 4 5 7T A A7 B 1
(PFS) % EZEHMIIH H . 24 (0S) % BlKAFHEEE & Lz, 2
DOFEF, FOLFOX4AHE R § 5 XELOXH 1 D IR 1 78 £ BEAT M OF
BRI TR0 S 72,



FOLFOX4##:12 % 9 2 XELOX W 0 IR Mk A s 2R

95 A4 A7 ) O K aplan-Meier i

E 3N 1.0 wenn GGEEIL (G150
FOLFOX4/FOLFOX4 XELOX/XELOX +P/ 0.9 — XELOX  (5204)
ST E2 +P/FOLFOX4+BV XELOX+BV N — Rt 0.8
TH (N=937) (N=967) (97.5%C1) 0.7 ————
it (H) poefiE (H) 4 06 e L
1.05 Hos{  TTmeee-
PFS 259.0 241.0 0.9451.18) £,
3 1.00 0.3
05 501.07 600.0 (0.88;1.13) 0.2 NF— R (95%(F4EKRD) : 0.56 (0.44-0.72)
I AT o1 ] P<0.0001 (Waldfs)
| FOLFOX4/FOLFOX4 | XELOX/XELOX+P . 001 TXELOX ReilEIS
Al +P(N=620) (N=630) Ahinti
HE - - (97 .5%CI) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 (1)
Hgfi (H) i (H) <URIREDREE>
1.06 fEillE% 515 442 415 388 353 332 289 255 211 188 148 120 58 256 22 20 6 0
PFS 241.0 220.0 © 92'. 1.92) XELOX 520 462 442 425 409 379 332 295 246 218 166 147 73 31 30 25 10 0
o 101 71y b7 H 201045924 H
05 565.0 572.0 (0.87:1.17) A AF I O Kaplan-Meier B

E2)PFS v b4 7 H : 20064F1H31H. 08 v b4 7 H : 200741 H31H
T3) AT R O 1 2139391
4) ST R 0 B R 1362201
72, (LR (FOLFOX4 + P/XELOX + P) 123§ & L ik + BVIR
EO BRI ELNT CRRD S, XELOXFIEIZ A 5 XELOX +BV
FREDBEBAE AR KT Tilsd b7z,
LA 5 B LA + BV L OXELOXSR 1249 4 XELOX + BV

1.0 ]

0.9

0.8

0.7

0.6
iS

17 0.5
0.4

weun EHEILE (G1561])
m— XELOX (520f1)

0.3
0.2 NY—RI" (95%(FHIXME) : 0.66 (0.51-0.85)
0.1 P=0.0015 (WaldttiE)

0o |  XELOX,/#¢it 52

0 3 6 9 121518 2124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 (H)
<UAIEHEDRES>
FEMBIZR 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 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

A1y M7 H D 20124:11H22H

BIE FIEXELOX S 9: T 13488/4961 (98.4%) 12588 L 720 T 72 BIMEH
k. 32661 (65.7%) R BkIE A E30061 (60.5%) . £LAK IR IE29241
(58.9%) . KM= 2 — 1,857 —27661(55.6%) . F3#i230%1 (46.4%)

W 1891 (38.1%) . 9% 5715261 (30.6%) T - 72 (S v M+ 7 H :
20104E9H 24 1) o [7. 4B 1]

18. ZEZHFIE
18.1 1R

2D BEB AT A
AT
FOLFOX4+P/ FOLFOX4+BV/
ST 2 XELOX +P XELOX +BV N — N
HH (N=701) (N =699) Pfii (log-rank test)
it (H) rhoefit (H)
. 0.83
PFS 244.0 285.0 P=0.0023
0.89
0S 606.0 646.0 P=0.0769
R AT
S () XELSX +P XEL(iX +BV NP Rl
HH (N =350) (N =350) Pfiti (log-rank test)
- e fiE (H) HiRefi (H) N
0.77
PFS 225.0 282.0 -
0.84
0S 584.0 650.0 P=0.0698

ELVE I IZXELOX % & (XELOXJ# . XELOX# #: + P) T 13642/655%1
(98.0%) . XELOX +BVJ# % T 12349/353%51 (98.9%) 1258l L 720 E 7
BEIEE, XELOXHR BTl T oi414461 (63.2%) . HE.0:39561 (60.3%)
i 126251 (40.0%) . $ 18 E24051(36.6%) . & 57238%51(36.3%) . F-
JEE 7 19841 (30.2%) &5 T H V) . XELOX + BV i T & 7 .0:22611
(64.0%) . T 22061 (62.3%) . Mam:15761(44.5%) . T2 A 5 13951
(39.4%) . $5IEAL13161(37.1%) . 92 5712781(36.0%) & Tdh - 72 (1 v
N7 H 200641 H31H) . [7.32]
17.1.11 ;B85\ L MABER IR BR
AN FHhy - TFAT T U - K F— NEEOBERSED G
FeVEAE R - TR EE 7B 2 RIS, FXH Y SSF Y - Tt ay
F ) - R F— MEE(FOLFOX4##EE) & XELOXHRE % i3 2 3
B 92 L 72 (%) 0 1,000mg/m? 1H2ME], 14 H B#5 - 7H RIRE) .
SRR AR (PFS) % T EREME H . &EF 0 (0S) % &l iy E Al
HH & L7ze ZO8EH, FOLFOXA#E 1254 5 XELOXH 0 IR 1
AR BT,
FOLFOX4J# 1 2x) 9~ 5 XELOX R O JES HE AT s 5

REIHLE L) REMEO T FWINE N, FFETH VRF Y LT
77— X V5-DFCRIZMAH S 5o KIZE & L T IE 55 Rk
CHEET ALY F Iy F7 3+ —¥IZ L )5-DFURICE XN 5, H
W ERHRRCE L ANV THET L F IV URARY T-HIC XD
AR TH 55-FUICZE L S NS A % 58383 2%, 5-FUIZFdUMP
WA S, F I VVEREREELE U5, 10-AF L VT b T b FOZEEE
ERIEWBEAEREER T o ZORET I DNERERZIIH T2 2 L
12X )., DNAG A ET 5, $£72. 5-FUIRFUTPIZfLE <, UTP
DORDHYICRNACIY AF N TF-RNAZ &K L. VRV —ARNAK
DAYty Iy —RNAOHEREXEET L LEZ 5N TV,

18.2 HEEZIR

AR AP b FLIE(ZR-75-1, MCF-7. MAXF40l, MX-1). & b
W34 (CXF280, HCT116, LoVo, COLO205) & U & 1 i #i (MKN28,
MKN45, GXF97)$H#i X — F< 7 212t L CHMEA R A0 & 1
729 % fo, MBOBUEMEIESIA & OB XY . BB R 0 R DT
B bW B,

— FOLFOX4 XELOX .
i (N=252) (N=251) o
B i (H) i (H)
PFS 168.0 154.0 1.03(0.87 : 1.24)
0s 402.0 393.0°0 1.05(0.88 : 1.27)

1E5)PFS# v b+ 7 H 1 20064E8H31H. OS# v b4+ 7 H : 20074F2H 28 H

T56) R G4 [l o B 5012 252651

EIE I EXELOXH #:Ci3302/31161 (97 .19%) IS F B L 720 E4EIEM
. L8140 (58.2%) T H#I1695 (54.3%) . WE 13161 (42.1%) . 9
5711351(36.3%) . $& & H10361(33.1%) ETHh > 72 (H v v+ 7 H :

20064E8 H31H) . [7.35 ]

(BECHIT Dl bREER)

17.1.12 B854 MAEERARER

BRI B 232 i & AL 7zStage L/ o> B k8 B (1,03561) 2 xf Hiz, #%
EEE L XELOXHREE (KK & 4 F49) 75 F 6 H) 2 b+ 538k %
2Ht L 72 (R#) 0 1,000mg/m? 1H2IEl, 14H B#%5- - 7H BIRSE) . 55
AR 2 EEFMMIEE . SAFHIE 2 RIIRINEHHER & Lz, 20
M, FOREIZR I 5 XELOXREE D EEREDSZRD S /2% 30,

19. IS ICEIT BEILEHAR
—f%%& : 71~ ¥ ¥ » (Capecitabine)

{242 : (+)-Pentyl 1-(5-deoxy-f-D-ribofuranosyl)-5-fluoro-1,2-
dihydro-2-oxo-4-pyrimidinecarbamate

Ci15H22FN3Os

359.35

AFR:
DFE:
BiE

HO OH
M R HBOREEOMKTH L, AF ) — VIO THEITRLT L,
T8 7=V (99.5) IZIEIT T L KIZRREITIZ v,

20. BRL\EDER
T EO—AEMERIIRRE#TTRET A2 L,

_6_



22. @%
PTPEEEFIA V] : 568 (145E x4) . 1408 (14%E x 10)

*% FEVHR

D%Jt@z%eléwmwﬂ%; - EIBAV RS SR ARHFEANO
MR D S Yy B GEITIEEE)
DﬁL@M%’él#@mwﬂ%“ﬂ% BT S AR~ O
VIR D R L H Y Y Y (RIS BT 2 i)

-’

Do
=

3) Cavaliere, A. et al. : Tumori, 1990 ; 76 : 179-181
4) HARNEFIZ BT 2 Y EhRE (EIN A IERR 235 (Yu— 4

i 20035134H 16 H KGR, HEERIEZEA . 3-2)
5) HARNBHEIZB 2 BhRE (EINERS ) (Yo — 5§
20034E4 A 16 HAGE, HFEERHEEA 3-1)
6) Hyodo, I. et al. * Jpn. J. Clin. Oncol., 2006 ; 36 : 410-417
7) HARNBHEIZB 2 5 BhhE (RN RIERR SRR (tu—5
$E 1 20074F 12 12 H KGR, R E)
8) TLMRFR:ZAM - Hr L WK, 2018 1 67(10) : 1201-1218
9) AR, AR (X o — &8¢ 0 20034F4 H 16 H AR, HIREERHEZ
~.2-2-1)
10) BEWERATIE (X0 — & §E © 20034 H16HAKRE, HEFEEEZN . 2-2-3)
1) ARV E Y DOS-FUNDIEE R A (X 1 — 5§ © 200344 H
16 H KGR, &R A-1.3-2)
12) RS (X 0 — &8¢ - 20034E4 16 H KRR, HIFFEAHEE A . 2-3-1)
13) Judson, I. R. et al. : Invest. New Drugs, 1999 : 17 : 49-56
14) ERREREE %110 B EE OEWERE (X o — 6 : 20034E4 716
HRFZ. WEFEEZEA . 3-3-7)
15) Camidge, R. et al. : J. Clin. Oncol., 2005 : 23 : 4719-4725
16) 3 7 0y — 23 REHEESRICK 3 2 28 (X 0 — &8¢ 1 2003474
A6 HRZE, HETEEEZEA 2-3-4)
17) Reigner, B. et al. : Cancer Chemother. Pharmacol., 1999 ; 43 :
309-315
18) AT - PRI Z G & L2z 2R RR BER (£ 1 — #7§¢ ¢ 2003
AT 16 HKFD, HIRFERME b . 1-2-1)
19) #AT - FIEFL ze.’a?ﬂ%it L 7= RIS 2R R SR (£ 1 — &7 8¢ © 2003
AR 16 H KGR, PEEEREZE b . 1-3-1)
20) Fs FUVEEROMET - FEIAMB AR L L7 BRI 2R
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