% 2020411 HELET (BB2RR, T M OS2 ) BAREZEFAIEES
20194E10H eezT N 874223
e A PE]

Br & EIRRAT jj/\°°/9 t‘.‘yﬁ ASRES | 21500AMZ00400
ERER 448 S L A e BR5ERta 20034E6

TO= 2300
XELODA@v Tablets M

T~ RO M X DTS 5 2 & oy o2 =7

wn 5. MEERIIHRICHET B AE

' . NN (FMTREX (S BRILE)
A Ay 4 By = : SIRNE
1.1 FHE TP ALZEEEIL. RIS TE 3EER 5.1 KA OMEHIEIEE = 513 5 G & 0242 iy LT

BICHOT, FALSRAC I AME - BREFOEHOS o
S Sy Az} - == - * ©
;ﬁ%Ziﬁiﬁiﬂﬁitﬁiggggzggzggz;; 5.2 BAESG £ a1, T NI A 2 ) Y RGEEREA
SR TIEIR B ) S & G U ALFEARE ORISR L RSO RS,

EZRUTHRERT A&, £/, BEMRBICKILS. BE ; e .
i 3 IR . ,_th' S 30 Z5h M N PA)
R 7 ORI R OB S SRl . FEEETH 5.3 BRAREICEI L T WML SREEIC BT 5 AR O ek

S5%ETHE, R LT,
1.2 FHT7=I - EXSIIL - AT 52IAY Y LEREH EDH *6. AERUVHEE
Ric&Y . ERGMAREEORERPRBET 6 ThI 53 TR TSN IZAEEBE R HH L. 98727 b o
DT, FARZITHOEVI E, [2.2. 8.1, 10.13E] IWVEREE A & E 3 A A1 3CHEE ST 5 1 - EEREIC
1.3&XFETINT 7 AVDLEDGHAICKY ., MREERER B AWML EE I EBEERERAL, %% 7757 2 LT
EEEE., EMARBULETICES>HIHEINTVS, O LY AEIECHEER MR T 5. EYIBRARE R LT - HEOME - H
hoOEMERIZ. AXFETIVT 71U AU LOGFHABKEE PR AT O PEEMEIE S H) & O CCHEXIIEE 2 AT 5. H
BHLOSXEBERIEE1r BUAOEBICHEIRL TWBD T, Wi 12 BT B i B AL TR AR IR & B 3 2 5812 1ED
HHY 25EICIEMBRRERREZ THICITV. BHEICKRL T 5, BIEICIZHSHA & O TCEE T %,

THEYEREEITI Lo [10.2. 16.7. 18]

AL RRERIC S D TROK G # 2 Wik L 4 7HR305 BN

2. B3 (ROBEICBBEELEVIE) (C1H2E, 21HBE ARG L. 2 ORTHERES %,
2.1 RFENOBS AL 7V F a5 2 Ak LBEE O BEERE O & INE1IT—AL LTERGZ#D T,
ey Rt 1A=
22 FHT =N FRATLN - AT T LNA ) ARAHIEG T 1.31m* ki 900mg
DBFER OG- IEERTH DA B [1.2, 8.1, 10.1ZH] 1.31m?Ph 1. 64m* A 1,200mg
2.3 EHABHEDDHSBE [9.2.1, 16.6.15/] L.64m*bl 1 1.500mg
2.4 MHRUITR L TV 2 TR O & 201 [9.55:1E] Bl 1 AR H D CROKGEZ PR L5 EH3055 AN
IZ1H20, 4HBEHEEO#RS L. ZO®RTHEKRES 2,
3. $HEE - M5 INEIT—AE LTEGZHY RS, 2B, EHEDIREIC
3.1 4R L) EERES 5.
Wi 10— 552300 R L&
o 1. 33m%Adil ‘ 1,500mg
HR%A R 1.33m*Ph 1. 57m i 1,800mg
Ny ¥ e~ 300mg 1.57m’ Pl 1. 81m* ki 2,100mg
HOKFUHE, JOAANAT—AF P T4, b 1.81m22L I 2,400mg
RN TUAT—=A, fEHEVva—2A, AFTY Vg Cili t (AR IZH b TROEG B LW AR L S A£H305 DN
TRV L, SNy BLF Y v IZ1H2ME, 140 M H &G L. 2 O®RTHRET 2,0
3.2 BIZIDMR Ihzla—AL LGRS =k, BEDIRREIZ
s Frrsa— L EERET 5o
A TANLT=F A VTR P RELES
- " 1. 36m* kil 1,200mg
5 S 1.36m’PE-1.66mki 1,500mg

- — 1.66m2LL F-1.96m%kiii 1,800mg
. ¥ 7 1.96m’b) I 2. 100mg

Dk ARERM I & b TROFG ' TR E 5 R30I

17 — \CLH2ME, 5H B F RS L. 202 H kg 2.
Ef% #13.4mm THEMDET, B, BEOREC L) EERET S,
R #7 1mm ﬁg%ﬁfﬁ&ﬁ 1l il &

4 1.31m*Hy 900mg
=8 )4, - ——
s 4. 8mm 1.31m?l 1. 64m?kifh 1,200mg
B #/385mg 1 64m2Bl I 1,500mg

WHa—F | Eo— 4300

4. FEEXIIFHR
OF MR IS BHRIE
Oftl5 - ElaTE
OB®E




E& - FRIE R

(Z1H2M[, 14 H R H

2 bETROKGEEPIARK LS BR300 DN
%5 L. CO®RTHERKRET 2,

INZla—AL LTHEGERDET. 2B, BHEOIREIZ
LY EERET o

LS

1a ) &

1. 31m?AKiifi

900mg

1.31m*PL R 1. 69m* Al

1,200mg

1.69m*PL 2. 07m* A i

1,500mg

2.07m*P k.

1,800mg

7. Fﬁiﬁ&lﬁﬁi%t:ﬁﬁﬁ’é‘é*}iﬁ

(RhEEFE)

*7.1 FHBEORMGHE (1AHAE) T ORKRES ) OHEd

LHEMLTWS,
- Ak
- Bl
- CiE
- DI ¢
- Ei%
7.2 R -

: 825mg/m?

1,250mg/m?*

1,000mg/m?

825mg/m?”

: 800mg/m?
WElZOWnT

7.2.1 BERUCHEIIBWTRERIERZER L 2561201 ToRE
BEILTRE - ' 1T 2 L. B, ﬁr 2B LR
(LA B\ TGrade2 D IR MR #HMEDSFEBL L 725551213, LI o
Grade3D W - HEBHHTEL BEIC L TR - lEtEET 52 &,

R - E OB
- E=y Eay ™
N A L G
Gradel REE - AT HEANE
Grade2 #IHIZEH |  GradeO-11CHEH§ 2 & TIR3E WEANE
2 H %83 | GradeO-1IZEER3 % £ CHRE | R
3 HSEH | GradeO-LIZEET % £ CTHRE | HEERK2
ARERE| G - ERSA -
Grade3 WIHIZEH | GradeO-11C#EPLd 2 F CTIR3E | JEBIREL
2 BB | GradeO-LICEEHS 2 £ TIREE | I B FE2
301 H 53 5k - BERGAT -
Gl - BRGAT
Graden mpizes| 7y RAEIRE S |
GradeO-1ZHEELS 2 & T 5-Hlr

LFREoREE - JEEOBEICE DT T OB, UToH®EE2S
HIITBHIE,
- 1,250mg/m* M M T G- % Bis L 7238 O a0 55
" 1[0 &=
R BB | REER
1 13m% i 900mg
1 13m2 E1 . 21 meki | 200m 600me
1 21?0 1. 45makifi crme 900m
1.45m20) 1. 69mZkith | 500mg g
1.69m22l 1. 77mekis : | 200me
1.77m*PL - 1,800mg '
- 1,000mg/m*ti &= CTHS- % Bilah L 7235 A OE o5&
e g 118 &
SR W | R
1.41m?iil 900mg 600mg
1 41m2_F1 51mekis | 200mg
1 51m2 L1 81mekis : 000me
1 81mZ L2 11mZkis | 500me
2.11m?}L E ' 1,200mg

7.2.2 —Hl=E L7120

®IIfTDhRNI L,

1) BEEIC X A ENERRHERNZ 5\ TIENCI-CTC (Ver.2.0)

X9 GradeZ HJ7€ L 720 T JRAEMBAF 1 LI ) FLE 12
CHZ & 2 EINERIRHERIC B TR T EBERE S &0 T

F7-.

ﬁéo 725

CTCAE v3.0XIZCTCAE v4.0312 & ) Grade % 7 L 7=

Grade |Fi K 0% e

LU, EMami. e ., B
AT ICHIR 2 = el

. UKU.%7%7@\ﬁﬁijfﬁ&ﬂm%xH% r
PEREIR, isiEATHE s

2 N PE AR AR | B A IR & 5T B IEdk
WU, . K.

g [HPERR R AR B s e 2 ek
VA

7245 B AEIR O Grade2S Wi A e (FRARAEIL, BEAEFIS) T3 L
WEaE, XD #EY) ST & 5Gradex AT A
CGRRYIBRAEE R EIT - BROKRE - ERE
7.3 RH BT B MOPEEMEREEHNL, [17. BRG] OEONE
PG, BN ORHOTA K4 v E2BEIL- LT, BED
RERAT ARG U GRIRT 2 2 Lo [17.1.9-17.1.1128#]
(BEICH T 2T MBI ERAS)
7.4 RF BT A Lo PUEEIES AL, (17, BRER] OHOW

BHEDPHL 7 LT BEORERCH AL U CGEIRT
BTk, [17.1.1281]

ESERVBEICH T 2R EEMb2E:)

7.5 G A8 T — A & 2 72 W5 6 OB K ORI LT

Wz,

8. EELEARRER

8.1 THT— - F AT - FTFIAY Y ARERTLGFIE
. AR OHEG 2T HEE. P LATHU oMY H17 5
Zk, [1.2. 2.2, 10.15H]

8.2 ARHFIF G-I EMN B 50 i‘fﬂ[ﬁl) MY ([E[Liﬁi
Meds, HFHERE - BREREMAESE) 2179 & BEOREL T4
BT 5Z 8, [9.1.2, 9.2.2, 11.1.4-11.1.6. 11.1.13&#]

€8 M KO AL e 52
8.4 WHIUIRAREREAT - TR B, BRI B0 A (L
RIS A ST B B Tt (T8 Lo 0 e

§F7¥<um< SIS S EE SR AN ORA ISR B Wl

V&) wRFT AL,

9. HEDNERZEIIREICHTIER

9.1 AHHE - BMEEZEDH 8%

9.1.1 BEIREBDBREEDH 3 BE

LEEEDRD SbNLBENDEH S5, [11.1.381E]

9.1.2 BEEMHDH 5 BH

BHHEA ST L BENDSH S, (8.2, 11.1.620E]

9.1.3 HtEBEEXIIHEILDH 3 EE
TERDTEALT BB ENDDH 5,

9.2 BiREEEEE

9.2.1 EELEBEENDHZEE

B LawZ &, [2.3, 9.2.280H]

9.2.2 BEEDH2EE (EELBEEDHIBEEKRI)
FIEH A EEAL L I BEAEN LE T 28T b, [8.2,
9.2.1. 16.6.1zH]

9.3 FrielEERE

9.4 4JEREEH I 5

9.4.1 B2 s 0 BE I G- LN D LG H
RS B HEEEETH L,

%9.4.2 MR RE 2 BB 1 Id . ARHITR G- e O 58 T th— =
W) 7 WA 2479 £ O FRET 5 2 &, [9.58 1]

%9.4.3 /X— N —HHIRT 2 WD H 5 BHEE X, KA
MR O 5T 1 — B RN E ) 2 BT 2 47 ) L O IRET Lk,
[15.2% 1]

9.5 1117
TR IR L T A TTREME O & 2 213G L awZ o B
W EBRCIREBIE R K ST S IRE SN Tnde w7 AL
BT, BRMIRIE T, M 00R, 382 R o8, b2 1L (198mg/
kg/HULE  FAE$%S) . FVIZBWT, #iE. BT (90mg/kg/
HULE RS P& sSnTwb, (2.4, 9.4.281]

9.6 RILIB
BIAL B2V EDPETE L, BIFEER (v 2) 12
~OBAT (198mg/kg HiAlE:H) i S Twb,

ZiE. MR

BT, FLit

(2)



9.7 NRZE
ANBERZ MR E L 72 IRRHERITIEE L T v,

9.8 mknE
BEORELBE L 2P OEE IG5 &0 — I A HREE
MPET L T2 Z ERE v, I8 LoEREIZB VT, &
FED T, MRS, MO FEBARD LA L2 L OfEDNH 5,

10. #HEEA

AAHIFF T 7 10— £P450 (CYP2CY) OEEREITAHGRIZHEL .
BERIG DR T 2 WD D % DT, CYP2COTHA % 21T 5%
H LGRS 25 E BRI O MRS LA A B0 H 5,
10.1 SHARE BrALEVIE)

BTk

WRARAER - FE 51

W - fepin T

FHT—=) - FRAF
VWV T T YN
)y AEAEH (T
—LAT V)

[1.2. 2.2, 8.1%MH]

LIS e R
RTHI NZEEEDTH
LEEEEF T
LBENNHLHDT,
THT=I - FATY
Vo FTITUNH) T
LELEFI G U
Gk R 7H PR A
Hefh-Lenl e,

FRAT BT VA
o g o8B
WERHEL, 7
VA u T VIEE
ELL EAHT S,

10.2 GEREE (HFRICEET S L)

L

FERRAEIR - 8 71

Wiy - falrR 1

TNT 7)) T A
[1.3. 16.7.1%07]

BEHIBIIEELH B A
FFEG-H k21 AL
PA @ 348 2 XL 9 g [
REM A i S5, I
DEBIEE SN T
Who EIIRIZ i
[EfERETE (7o boy
Y R, INRS) %
TN AP
PIRAERITH 2 &,

REDHFF ~ 70—
24 P450 (CYP2C9)
DEREAGEARI
WL, BRI
LR LT 2] Rk
MWEZLNTWA,

TJr=hAf ¥V

7= M Yol
JER LR LIz DR
HRBHLDT, 7=
kA O E O
ZALICEE T2 L,

KRBT - 71—
£P450 (CYP2C9)
DOEFEA G A
WEL. BRI
KT LCw 5 gk
HEZLNT V5,

M)V Y - FE
7 2 IVIERRE R AR

BIEHA RS 5 B
TNDDH Do

7oib¥ ) IV R
PUAENE IR 55 71 O AR
2R NAT TR
HAd %o,

1. 8ER

ROBWEHID @ 5N D T ENHHDT, BELZTIIITV, B
DD H NG EIRG 2P 5 2 SRR REZIT) 2 L

1.1 EX%EIER

11.1.1 BKAER CGHEERHM)
P CTRH COIETR © B8, SR O#KMESE) 258 5 b NHAE

RETELZEDDH D, TDLD RERD DS bITHG

i,

oA sk LA, B BRGSO BY) R UEE1TH) 2 &,
11.1.2 F2iERE (Hand-foot syndrome) (HHEEARHIED)
FERORIRIRER S, EEEE. KE. ER. IEALE. 7
FETEALEE, RGO TFRIEREESH S bNL LD D,

11.1.3 {OFEE GHEEARIHEY)

DR, PoUE. HEE R

DI DA, Z2RIE, LEM

B (LCEWAREIR, DM, CEEMIMNGS) EonkEE
WHobNbI ENDH D, [9.1.15H]
11.1.4 FFEEE. #&E EEAHD)
JFRE e A MR E . WHEZ ) IFEE D 5 b, HAEICES
THEBI D SN T Do B, FHEREM AT 2 b 7 i
JEDSH HbILE Z LA SN Tw5, [8.28H]
11.1.5 BEE (HEAH)
B AR A RN % ) BREE DD 5 DI T & 4D 5. [8.25)

*11.1.6 BBEME CHEEEARHTY)
PUMERRAD . BRERIEAFEOFHIGIAS, F 72, B REHH ORI
L0 B, WIES DS H S5 b b 2 &DH 5, [8.2, 9.1.25 1]
11.1.7 ORK GHEAH)
FIN % CREREgs. MRS, TTEEPNIRIESE) bbbt s 2 Lt
HbHo HIMMEOKIE, INEE. TSRO O N850,
BeG-& Ik L) 22 M %2479 2 Lo

11.1.8 BMEMRMRE GHEARD)
MR RN 25 (RDIIAERR © R0k, @80dv, DU REE, 5EEE) A
ShNbIENDH L, BENEDSNBEIIEHT 2Pk L,
X MEOMAE LTV, BIERERVE YRGS T 55 L#H
YRMEXITH) 2 L,

11.1.9 EEARBRX (HERH)
B RSD S S5 bNDEZ LD D b,
B IS - P - MESOREIRD S S b NG AIId S &
IEL. @Y 20EXITH 2 &,
11.1.10 EEABHERRES (AEBES) HERY)

PR 7%

AT
[Eas] N

AR RN

IR, ERAMEEAR, KA. TFEEIE S, TR
AR, FEIR, SEEL. L SEMUET. R,

JREERENHSDONDL DD, To0 TOL) BIERIAE
BESOWMIHERE LTHEbNDL I L d b,
11.1.11 MAEERRE HERH)
REBHIR MASRE . PN ZE, MEERIES N D b L I DD 5,
11.1.12 BEFRRERSE (Stevens—JohnsonfE{EEE) (EEAH)
11.1.13 AMMEMmM GEEAH) [8.25H]
1.2 ZOfDEIER
11.2.1 BHELICH T 28

109 L) 2 109% A BEJEAS D
g WREEFE ., B, (ANIRE. O DHF. #
HIRE R FEIED T &
ML (33.2%). &AL, B, B[R R. BB, &
BAIR (30.5%) . |ME#E. SR %, G %.
HALER | M Hiim, 5%, O
NREHE BRAE, 98,
B AU
Mg, THROREME. O
e FHAE L EEI. 4
i
I 2 Ik I 05 PR
ZI = T W ANl N7V N K <Y
(26.2%) . EHIMER| LA, /R B
i Bigd (24.8%) . |, HER B
Vo oNERBW A . Ta e s
(21.5%). ~NEZ|E L IEHITE,
o v A LSRR e
AR E 595, WEE o ORPEER
fE. BEFIN, N,
JRY A b7 4 —4),
KRB, KRR
5 i 2. ERE .
B G ) O — U E 5
e M. K
RIS 95, RS 5T
F AR, FE %
MRBEE (K. A
il g%, RRAIMEE) . i
TEEE I
MR E )V BN R P B 1 . & (AR RE R . b o
PR - [ (24.29%) ASTHEIN, | IR, BUNSSN, | L 7 F = >~ 8400
e |LDHESHN. ALTHIJRH 7 B
hn. AL-PESN
BRI, RE A, | BN g, (R IR |2, BiJT. DURE
FEEG M7 R BN, g | B R .
Z Ot | FERE N L MR T OV, S Y )k
73 A B RIE
g I B




11.2.2 OB MIEER & OGHBRERFICH T 58HE

10% 2 1

10% A1)

B

MR R
VB = 2 —
a8y —, R
TR = 2
— a8y — &)
(93.9%) . RHE
FLE (32.3%) .
TS

TS F
BH . AHRE

o == P
i 1% T K

N P

HALE

G (82.9%) .
S G N
(75.0%) Mgt
(40.9%) . RS,
o8]

HEZ. BB
& TR
By i, B g
T, HRER . PR

HALARE. N

LI

RS

S

FYNE e
SRR E I
A, Leod b

15 P

IR/3

I A Bk E A
(66.5%) . I
AN OB B R A
(35.4%) . Ml
R B

NEZOE VW
AL Al ) v
ISERIR A

FE BRI TR
AHE

B

& LA

(35.4%) . &

JNOREE, BiE
fE. NP, =
WRIZ . B2 R VEIE .
Z 9 I

iR

VLI, B

Bl -
i

EHJR, ASTH
. IR R E

iR, ALTHENN,
M ey e s
BEAL AL-PESHIL
y-G TP, I
R A I

7

Z DAty

9257 (57.9%)
[EEE IR A I
(€237 N IR=R/N
FLBE. MR SF)
(40.9%) - %
iE. BRI, &
D

B JEsAs
LR B
SR IVAEN
o R K
(51K BE %
&), . %
. B, A
B R
RImE, dr)
VigA. CRPH
B HR

;’ﬁb
e
Hj‘ﬁ

X

S\ g o8

7&
G

WEJJHE IR
ACANTH e . K )
V7 AIEE. 5
[N (il N
LME . FESE,
M O 29E . 1
Jen v D FIE.
K. mhY 7
) &) FIfE

TED) EIRSE O BRR R O F SE s Tl S, HIE R 5
HT& % VRIEH

112)

AFA L CIEBIEETEM L 22 EINERRER (BRI

X% EINES TGRSR [JO14865745%], HEAT - 7
FEFLIE I35 A A8 MG R AASR [JO15151 508k,

JO151543A%%. JO151553 5%, JO1652655%]. AT -
TS BRI 3 B EIN G IR AREER [JO15152345%]
HEAT - TSR - R o3 B A4S T B R 3B
[JO1515338%] . HEAT - RS VEAE N - MR 05 5
A IARRRIR 3R [JO159515U8k]) D 4at

113)

CHETHEM L 72 EIN IR (GEAT -

LI AR A )

JafE ek 2 [EINES T/ TGRSR [JO19380508%]
Stage T & C* I & B O G YIBRIEAT (2 O B #1239
% EIN S AR SR [MO28223535k]) D4Rt

14. BRAEDEE

14.1 EHZHEOZE
PTPAED#EFNIPTPY — M HHY) L THRIIS 2 £ 598
M4 %2 E, PTPY— MDA LY, BICSIHERH R

BEAFIA L B3R A B 2 L Ot 5 0= E L &
PHEZDIET 22 DD o

15. ZOMOEE

15.1 ERER{EMRICE D < &3k
INATY T UNORMAMHWRTHL Y e FO LYY 3
YrFeraosrr—+ (DPD) RIBEOBEENTC TN
WHFEL, SOX) BFEICTLVFAOY T VIV REH %
PG U7z, P GIcmERRER (%5, T,
MEREE ., MR ES) M5BT 2 L OWMEDP D 5.

*15.2 FERREAREBR ICE D 15#
KH DKW TH H5-FUIZDWT, BEREZ IV G 12
BWT, BETRERRLEFREREZRT I @M SN
Tw2Y 5 [9.4.3501]

16. EYENRE

16.1 Mg

16.1.1 AR TRE L B A0 MmiEhigE
[EIHE BB 124127 XY ¥ ¥ 2 829mg/m* Y & Ak |2 Hi R 1%
Hl/zb&, V& ¥y, 5-DFCR. 5-DFURMK U5-FUI, #%
5.1%1.1~1 . 3WFR CCmax (ZFIE L. 2P0, 4~0 . 8HERT T L
720 5-FUDAUCusid. 5-DFURDHI1/20TdH - 722 o

AFTEG L7260 ERE/ T 2 — 5 O (n=12)

o Trmax Crax AUCuast tuz
ULk (h) (ug/mL) | (ug-h/mL) (h)
N T 1.1£0.7 |4.85+3.74|4.77+2.51 | 0.42%0.70
5-DFCR 1.3£0.7 |5.356+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 [0.256+0.180.39+0.20 | 0.69%0.17

mean = SD

% oI 164412251 ~1,255mg/m? ) O 58T, AL

U RO D Cmaxs AUChst |3 #5-8(HG L CHImL .

[ 5- B0 <2 & Er ROENRHY ORNBI IR R

ZENRIBENLY

LD KRS N - S RRERKICH DS TAERUDET
121[900~1,500mg#% . BiETIZ1MA1,500~2,400mg% . Ci%
TIX1M1,200~2,100mg# . ECTik1900~1,800mg# 1 H
20 TH %,

16.1.2 B ETHRE L 2580 MEEFEE

Kl - IR ERE 2041 <Y & ¥ U1, 250me/m? R £ 1 H 20

Hit %5 L8 2035 1HE® o h <~y ¥ ¥, 5-DFCR, 5

-DFURK U'5-FU D MAE L 13, $£5-121.7~2. 38 TCmax ZF3E

L. 2PikdH0.55~0 81 Tl A L 720 #%5-1H HD5-FUDAUCuast

X, 5-DFURD#1/30CTH -7z #5140 HOIEYBHE ST A —5

135-FUR B &, ARG HOME IZIZFAFETH 720 o

7:2) %510 Hi31,250me/m?*Z& #2101 OG- L7z,

8y ¥ 2], 250me/mARE G- 1 H H o MiAE i EEHERS (n=20)

(g/nL) mean=+SD
100 —e— IR HE
- O- - 5-DFCR
—&— 5-DFUR

—0—5-FU

Mmoo
'3
N .
;§ 0.1 ~‘~£
0.01
0.001 !
0 1 2 3 4 5 6 7 8 9 (h)
IRy [
Bl TH G L7285 5 O SEMBIE /ST X — & D JLix
et Coax (ug/mL) AUCast (pg-h/mL) n
" 1HH 141 H 1HH 4HH | 1HH [4HH
HRYHEY |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 = SD



16.3 9

16.3.1 fABABITH
X AR O IAMCEER T R ¥ ¥ 2 FNEN198mg/ kg Tt O
54mg/kg® Fw CHKE G- L7z & &, gL e 2 2L S
N7zt RWICIE A L72AS, G- HB24M M F TI2Z2 o3 AL
75§1$W;V)?ﬁ9€l/f:o AEEOWIL, FH. HEICBIG-3 2 LA

JFIE B B0 B AT RR IS A o 7228, U RE DA DO FEAT IR
horz? #BUR’?"JX IZHCHEER T Y Z ¥y (198mg/kg) % Hilnl
RS L7z & & BUHREDIEA~OBIT RO Sy o

16.3.2 BEERIRAVS-FUDAERK
b MEBEHCT116. CXF280/% (FCOLO205% (/1) % ¥ v sz
PE) X — R 2RE RO%ES), FFyI70) oy (5
-DFUR. &O#%45) RO5-FU (JEFENEES) %**iliﬂii (B
PG REORKIE) 5 L, RECIERHR. 55 W& Ot
HFOS-FURZMIE L7z, RIEHRG foﬁﬁr%ﬁf& IR
Ea‘%ﬁ*‘m—FUﬁ“#ﬁﬂjénto JE 5 HRE5-FU AUCIE A A K OVIi
B 05-FU AUCIZIE_ARE 5T 22265 K 1114~209
ﬁ%\ 5-DFURF% S TZ N Z6H5 2 021 ~ 345 Ml & R L 720 —
75 5-FU5-Cld. 5-FUIRMEBAREIZ Y T2 AL OI4E T
W2 BRI A L 7zo ARG~ 7 ADBEEHELS-FU AUCIES
-DFURK U5-FU 5~ 7 A JEBHRES-FU AUCIZHR, Zh2h
3.6~4 3ME R 16~3BfEEm N EE R LY o
16.4 3
HARYFEEANEF NI AT T =L )5-DFCRIZIAH &
N, &5V F YV F73IF—FIZLY5-DFEURNEHE NS, 5
-DFURIEEY) IV U X7 LF Y FARAKRY F—+ (PyNPase) (t

FOBEF IV ARARY T—E, Fo OB E YY) Y Uk Ak
)T —EHEE) 12X )5-FUILERENDY |
16.5 Bt

Al - ERER 2052 XY F ¥ U], 250me/mP R RS- L7z
L&, BT B2ARM £ TG D69~80% AT § 5 mATIR T~
PElt sz 209 HRZEUED SR HRIER IL#3% & REZ R L.
FBALIZ#50%% 7 L 729 o
FETHE B 624 IS HC TG L 72 h v & E Y KER2,000mg % £
BHERREOS L8 &, THH F CoRPREREIEER 3% 580
96% MY L. # G0 I3 & A EDIRPICHER S 2o SR
Ko (CFI984%) 73¥x G-t 12 LA B S A, K91445[H <
ST L7ze RHTHO SN XY 5 Y OREH#IES-DFCR, 5
-DFUR. 5-FU., FUHz, FUPAKU'FBALT®» 0, F/zldEHic
RO & N7 125 -DFCR, 5-DFUR, 5-FU, FUH2} O°FBAL
Tdo7zo MAEF ORI B 2 HBIBEHHE & LAY O EFH
A CTH o722 LA b MR R ORI RAAH Y DA 1E
T HUFEEIHRN Z LRI S Y SEIAT -5 ).
16.6 HENEREZHT HEBE
16.6.1 BiEEEEERE
IR R EZ 2T DB EZ 7 LT F =2 - 7)) T T VAL - T,
1E% (>80mL/min) . BfHEREE R E (51~80mL/min) . & (30
~50mL/min) & & (<30mL/min) 25 L. AT FE Y
1,255mg/m*™ & Ik 5 L2y 5 ¥ v b 2o f#mho
AUClZPL T L BY) THo722 WHEAT—%), [2.3. 9.2.2
Z ]

EREREREEREN O A Y 5 Y Y ROREYOAUCK: (ug-h/mL)
sL7F=r 275 A (mL/min)
L& >80 51-80 30-50 <30
n=6 n=3y8 n==6 n=4
ARYIEY |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+2.62 | 13.8+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 £+ SD
16.7 EWHEEIER
16.7.1 771>

BT B FA T <Y & ¥ 2 500mg/m?®/ H % £tk H 20, 23
RIS TAMAKEZ1a— 2 L LM XS 233 — 2479 #i
BTENENTINT 7Y v F )7 220mgx fRHEG Lz A%
TEE G L TS RICBIAS-T VT 7 ) v (OB
BPRDSIE) DAUCKHE57% . INRIZIL1%EIHN L 721 (SLEAF
—%), [1.3. 10.25H]

(5)

16.7.2 ZOft
L NFIZOav— W5 HWTHRY ¥y, 5-DFCR, 5
-DFUR. 5-FUK U'FBALO YR H#E RS (CYPLA2, CYP2A6,
CYP2C9. CYP2C19. CYP2D6, CYP2El., CYP3A4) ~Di#x
n vitroCHET L7ze ZTORE, IRV F EVIZHARANIBWTE
Eéﬂémqﬂ#%ﬁﬁi%w@ (#0.007mM. 2.5ug/mL) D14
YT BIEEE (0.1mM. #36ug/mL) TIXIHEIZFED 5tk
79‘071’%)‘\ 280fE LMY T 2 mik (2mM, #9700ug/mL) 2B\
CTCYP2CY9, CYP2E1%50%3T < B L7zo —Ji. Wiz >wC
IR HEEE RN OEFEN R E RO SN o2 |
EIFERE124412 71 RV & ¥ 21, 250me/m* % B EKIRL T Vv 2 =
Ly KL~ 7 22y Ak GlEa L ORRES Lo & Ry
5 ¥ ¥ U5 -DFCRO Cona X YA 5-15 & I L CHR20% B5- L 72 b
DD, FOMDORHWIFHBIRD SN o728 HHEAT—5),

17. BERPREXIE

17.1 HMRURLMICET 2558

(FHABE IS ERILE

17.1.1 ENRTHISE I HEERAREER
HHHHELL ¥ A 2 FCOMAT - FSEFBEH AR 2 %53 2 B %
FEiE L7 (825mg/m? 1H2Il, 21H RS- - 7HBIRE) o A5k
HERT G226 1263 5 Z85h 51345 .5% (10/22) THh-7219 o BIffE
FIZ19/23061 (82.6%) ZHEH L7z EREWERIZ, B ey b
11061 (43.5%) AR IMERK A 1011 (43.5%) | 2 8 (6 F 00 & 761 (30.4%)
LDH ES761 (30.4%), FIMERRAD7HI (30.4%) % CTdho7z0

17.1.2 ER%HEIZE T HERPRHER
FIAEHELL ¥ A v & COMAT - FESFLIE BB AR & P53 5 Bk
% %Eh L7z (825mg/m? 1H2[l, 21HF‘11}Q’7‘ 7THAREE) . Hxh
PEREHT O R BIA6H1 0§ 5 283D #1328.3% (13/46) TH o727 o
EIVER350/5060 (100.0%) WZFHH L7z, ERBERIE. FREE
BERE33BI (66.0%) . ARIMERKA 2661 (52.0%) . FIILERRHA 2561
(50.0%) . 1) ¥/ SEkiEA2561 (50.0%) . FERIERHA 1961 (38.0%) .
YV MEEFLITE (34.0%) HThHo7z,

17.1.3 ERHEISE 1 HERR AR
Rt & F VIR OMEAT - FRISFURBRE ISR 2155 2 kB %
FEh L7z (825mg/m® 1H2[Al, 21 H M$%5- - 7HRHAKIE) . Hhit
FRAT R SIS BN 0 % Z805%61320.0% (11/55) Tdh 72" , Hl
FEFNE58/6061 (96.7%) (23 L7z, ERBIEMIZ, FRMmERER
3611 (60.0%) . AST 152961 (48.3%) . ') > 7 SERik 42651 (43.3%)
LDH L5266 (43.3%) . #RIMERRA 2561 (41.7%) . FERAIR2451
(40.0%) . 02260 (36.7%) . Al-P_ES1861 (30.0%) . FImEk
41861 (30.0%) ¥V IVE Al FA18HI (30.0%) . kBRI 18
Bl (30.0%) % Tdh o7z,

17.1.4 ERE I HEERKREER
A RHEH] OS7 )y XN UL R RS F ) BROHEST -
PRIV B A 3% 55 B2 EME L 72 (1,250mg/m? 1
H2ME, 14HM¥%S - 7HERIE) o AR REIB261 8§ %
Z5hE1321.9% (7/32) THh-7229 o BVEHIE35/3560 (100.0%)
WCHEBL L7z EREERE. FREMREE29%5) (82.9%). L1961
(54.3%)  FHAIRISH] (51.4%). LIPN%1661 (45.7%) . THil4
Bl (40.0%) . WEH-1161 (31.4%) % CTdr -7z,

17.1.5 @454 55 T HHERREAER
N7 ) FF VIR OMEAT - IR\ IAH & PS5 % Bk
R L7z (1,250mg/m? 1H2[Al, 14H R$%5- - 7THEKRSE) . H
ST RRAT R RBIL35EL 03 5 285D #1320.0% (27/135) TH -
722 o EWERNZ150/16261 (92.6%) (2388 L 720 EREITEMIZ
FIEAEEEEILBI (56.2%) . FHiI88HY (54.3%) . L8481 (51.9%) .
6011 (37.0%) . 95575961 (36.4%) % Tdh -7z,

17.1.6 B45155 T HHERREAER
N7 ) ZFENVILE RS FeVEHOMET - BRIBEZICAR
# A& ¥ 59 5@l 94k L7z (1,250mg/m? 1H 2, 14H x5
7H BIIRSE) o A SRS R S B169510 12t 3 5 2 #1324.6% (17/69)
Tdh o722 o BIEHNZ66/7451 (89.2%) (2588 L 720 F 2 BIVE X
TIEAEMEREA6H] (62.2%) . T #1436 (58.1%) . L4161 (55.4%) .
WEI-27%10 (36.5%) . IN42561 (33.8%) 4 Tdh -7z

(FEBE IS B | BB bR EE)

17.1.7 @5 5 MARER R B
SRR I B 25 FE M & 7z Dukes COMEIGREES (1,98761) % x5
12 7vFuy gy - k) F— MEE (5-FU/LV#EZ. Mayo
LY A ) SOEARH & A 53 2 B FE L 72 ORH#A) -
1,250mg/m? 1H2[ ., 14HEHS - THEKSE) . Z O %R, 5K



AAEHIR . SN, AR I BT, ARIO5-FU/

LVIREEIH S 2 SRR S 7?2

1) AR BT H5-FU/LVIREIZENTRRB SN TS LK
RYF—=F - TNFay T YIEER L RKR) S = -7
ATy T OVFRGEHED I RRE O ML - F & 387 %,

I 2 1730 ] O Kaplan—-Meier il

1.0
=un 5-FU/LV (983f)
0.8 — R HE > (10044))
0.6 ST
F T v
k4 Timmm-
0.4
0.21 NHF— R (95%(EHEXH) : 0.88 (0.77-1.01)
TR HE > 5-FU/LV
0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 8 90 96 ()
<UAZEBEORES>
5-FU/LV 983 902 801 720 640 596 562 522 492 453 378 301 227 136 73 10 2

A HZ 171004 928 836 748 696 658 609 574 532 497 432 332 228 137 66 8 3

1y AT H 200746 H4 H

LA o Kaplan-Meier i #5

==u 5-FU/LV (983
— B (10045])

0.61 e

WP

0.4

0.21 NH— LI (95%(SHIXH) 1 0.86 (0.74-1.01)
TRy 5-FU/LV

0

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 (H)
<UAVHEHEORES>
5-FU/LV 983 964 934 903 850 795 753 724 700 659 614 550 417 258 165 46 26
TS 2171004 983 964 929 888 849 808 769 735 702 665 581 434 280 174 55 36

J1y M4 T H 20074E6 H4 H

BIVE AT BE T 1X868/995051 (87.2%) (2588 L 720 F 2 BIMEH 1.
TRAEMERES41 (59.7%) . T 145811 (46.0%)  HE.L:3261 (32.8%)
ETHorz (Fy b+ 7H 20044645 1H) o
17.1.8 B51 55 M AHERPREAER

VRIS FE MG & N 7zDukes COfEIREEE (1,88661) #* xf 5
12 7hF gL - kY F— MERE (5-FU/LV#EEE. Mayol
T A D 3Roswell ParkL ¥ & ») XIIXELOXHFE: (A# &+
FHYTIF VM) 2470 B ERK L 72 (RA : 1,000mg/m?
1H2[, 14H &S - THRKSE) . 2ok, WRAFERICS
W ITXELOXIHEDS-FU/LVEL IS § 2 B HERE s 22

5 A4 1 O Kaplan-Meier i

1.0
0.9
0.8
0.7

s 0.6

7 0.5

£ 0.4
0.3
0.2
0.1
0.0

snsnni5-FU/LV (94245
m— XELOX (9445

NY— LT (95% (SHEK ) < 0.80 (0.69-0.93),
P=0. 0045 (log-rank test)
 XELOX,/5-FU/LV

0 6 12 18 24 30 36 42 48 54 60 66 72 78
<UAVEEORES>
5-FU/LV 942 855 753 689 650 606 573 529 438 320 135 2 0 0 0
XELOX 944 862 782 720 673 641 613 589 497 362 182 7 0 0 0

71y M4 T H L 20094:4H30H

L AEI I O Kaplan-Meier B

1.0
0.9
0.8 =

0.7
It 0.6 muunns 5-FU/LV (942f1)
77 0.5 m— XELOX  (94441)
0.4

OOl NI (95% (R : 0.87 (0.72-1.05),

0-1 P=0. 1486 (log-rank test)

OiO + XELOX,/5-FU/LV

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84(7)

<URAVEBDRES>
5FULV 942 901 876 847 812 781 751 718 666 4% 25 15, 0 0 0

XELOX 944 898 873 832 804 787 764 733 679 543 284 28 0 0 0

71y M4 T H 2009454 30H

(6)

BIVEMIZXELOX 3 T13920/938%61 (98.1%) 1Z5BLL 720 F72
HFER I, 061951 (66.0%) . TH#i566%1 (60.3%) . MEIH:4054%)
(43.2%) . #3386 (36.0%) . 5732451 (34.5%). H§ME=
22— 1/8F—27801 (29.6%). TREAEMHER27861 (29.6%) 5Tdh
o7z (v MAT7H 200944 H30H) .

CEEYIRARE & ETT - BROKE - EiBE)

17.1.9 EINE 1 / 1 HEEEKRHER
HeAT - EERERENG - R E 0 RICXELOXHe: (RHI & 4
¥4 7T ) XELOX +BV#E: (XELOXJEE & AN
A THEH) 4T RBRE M L 72 (R# 0 1,000mg/m?® 1H
2[00, 14H %5 - THRKRIE) o AT - B - R EE
W2t B XELOX# L O ZER#1266.7% (4/6) TH Y. XELOX
+BVH#EEDOERRIZTL.9% (41/57) THh o720 F72. XELOX
+ BVt R E AL (PFS) o WJfii3336.0H (95%15
FAKI @ 293-380H) TH-72% o EIEMIZXELOXHEH: TI26/6
Bl (100.0%). XELOX +BV##{:Ti358/58%1 (100.0%) (258 L
720 ERBIEMIE. XELOXSEDE TIHEL6H] (100.0%) . AAHIE
EHE = 2 — 13 =60 (100.0%) . EEAIRSE (83.3%). T4
Bl (66.7%) . T-RAEMEREAB] (66.7%). HE57461 (66.7%). 38953
B (50.0%)  BFHEREIRA 361 (50.0%). L= - < 0361 (50.0%)
#TH Y. XELOX + BVHEETIIRMMEE = 2 — /8y —546)
(93.1%) . EHAIRS0B] (86.2%) . 574861 (82.8%). F-IEAEfe
Tedats) (75.9%) L4361 (74.1%) . tRiLAFRE 3461 (58.6%)
T30 (55.2%) N 431461 (53.4%) I FERE% 42961 (50.0%)
HThHolz. [7.38M]]

17.1.10 @415 I ARER PR EAER
SRR - EE R 2 0356 A RIS, A F) TIF L - T
VAuay gy - kY F— bEFE (FOLFOX4# ) . FOLFOX4
B+ 791K (P), FOLFOX4+ XNy A~ 7 (BV) #EE,
XELOXJ# ., XELOX#: + P, XELOX + BV 217 ) r %
Fh L7z (K 0 1,000mg/m? 1H2E, 14HR#%5 - 7H RKEE)
eI (PFS) % RERMEEE . &4 (0S) =8
WIFFMIER & L7z Z 0%, FOLFOX4# A3 5 XELOX
FRH OIS VDS E RN S O RIR IR TRl &z

FOLFOX4MREEIZR) 9 5 XELOXHREE D IEFH VAT

E 3N IR
FOLFOX4/FOLFOX4|XELOX/XELOX + P/
FHii™ | +P/FOLFOX4+BV XELOX +BV NHF— R
HH (N'=937) (N=967) (97.5%CI)
i (H) g (H)
1.05
PFS 259.0 241.0
(0.94:1.18)
1.00
0S 59407 600.0
(0.88:1.13)
B mOfR AT
I FOLES%EF?Z,SOM XELO();/X?;E)?X+P -
ke Tl (H) gl () (97.5%CT)
PFS 241.0 220.0 L.06
] ) (0.92:1.22)
0S 565. 07 572.0 Lo1
' ' (0.87:1.17)

1£2) PFS7 v b4 7 H 1 20064E1H31H, OS7 v M4 7 H : 20074E1
H31H
TE3) JRHTR RAEFH OB H12 93961
1E4) fRATR RAEH OB EIL62261
7z, AL (FOLFOX4 +P/XELOX +P) 12Kk B Laasi i
+ BVFEE O BB EAD LT TR 51, XELOXHEISH § 2
XELOX + BV LD BB RIRIEIT TR0 57z,



ALFIREN N 2 AL + BV R O XELOXFIE IS 5
XELOX + BV O BB AT 45 R

EE3 R
FOLFOX4+P/ | FOLFOX4+BV/
ARl | XELOX+P XELOX +BV N = I
HH (N=701) (N=699) Pf# (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
O WO OAT
R Xif?;(f Xf;?};;o]fv N, T
IH —_ - [} -
T () | e ()| (og-rank test
0.77
PF 225. 282.
S 5.0 82.0 P=0.0026
84
0s 584.0 650.0 0.8
P=0.0698

BIEAIZXELOX#E % (XELOXJ%#:, XELOX#HE+P) Tl
642/65561 (98.0%). XELOX +BV#i#T13349/353%1 (98.9%) 12
S 720 FREIERIZ. XELOXHFEE T THI41400 (63.2%)., &
039511 (60.3%) . MEH:26211 (40.0%). $5E 240061 (36.6%). ¥
5523801 (36.3%). FEAEMEE19861 (30.2%) % THY. XELOX
+BVFETIEEL22661 (64.0%). TH#I122061 (62.3%). MEH-15741
(44.5%) . FJRAEREREL396 (39.4%) . $RIRFISLH] (37.19%). 9%
12761 (36.0%) % Cdh 72 (I M+ 7 H  20064E1 31 H ) o [7.350]
17.1.11 B4 28 MARERPREABR
AV FHhY - TNFa T T - K F— MNREOERIEND
LR VERENG - IR E62TH A RIS, XY TIF L - T
VAay g v - R F— bERE (FOLFOX4# ) & XELOXH#
P s 5 bR A NG L 72 OR#A) - 1,000mg/m? 1H2[E, 14H
WIS - THRRSE) o IEMTEALEHIR (PFS) % RZFFEH . 4
A (0S) % BIRIYFHEE H & L7z, 2%, FOLFOX4
W 0h g 2 XELOXI O IS %80 & 7z
FOLFOX4J#: (209 5 XELOX 5 D I AT 5 52
FOLFOX4 XELOX

FE e (N=251) n e
i} — — %C1
U8 g () | o (D) (95%CD
PFS 168.0 154.0 1.03 (0.87;1.24)
oS 402.0 393,00 1.05 (0.88;1.27)
75) PFES#H v M4+ 7 H 1 20064:8H31H. OS71 v b4+ 7 H @ 20074E2
H28H

16) TR G4 O B3 25261

BIVEIEXELOX#R#H: T 13302/31161 (97.1%) 5B L7z, T4
BIERIZ. 018161 (58.2%) . TH#i16961 (54.3%) . Wi:1314
(42.1%) « 925711301 (36.3%) « 510361 (33.1%) FTH o 72 (4
v hF7H 1 20064E8H31H ). [7.328]

(BREICH T 2T EMHEBMLZES)

17.1.12 #5485 M HEER AR EABR
SRR IR A3 & N 72Stage T/ BEHEE (1,03561) % x5
12, #EEEIgE L XELOXH . (RF L 4340 755 VM) %t
B3 5B A £ L 72 OR#A) : 1,000mg/m? 1H2[A, 14H %5 -
THRBRIE) o M A AR 2 S ARMIE H . AR 2 'R
FHMlEE & L7z ZORER, BRI 2 XELOXHE O (il
PEASFRD SN 7282

feyp A A7 O Kaplan-Meier i

1.0 ween GBI (51561)
0.9 m— XELOX (5204)
0.8 -
0.7 -‘""--~._____
4 0.6 e,
17 0.5 Tt
s
0.4
0.3
0.2 1 W= R (95%(S#IXIED 1 0.56 (0.44-0.72)
o1 ] P<0.0001 (WaldbesE)
0'0 + XELOX, it 5%

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 G51(H)
<UAVEBEDRES>
fRiEELE 515 442 415 388 353 332 280 255 211 188 148 120 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

J1v M7 H 2010459524 H

S AE I o Kaplan-Meier il

1.0
0.9
0.8
0.7

..
",
e
Seman.
ARl LT LT

%26 e FEBEILR (5150
}i_ 04 m— XELOX (520
0.3 4
0.2 NYP—RE" (95%(EHXM) : 0.66 (0.51-0.85)
P=0.0015 (Waldf)

'+ XELOX, it #1%2

0.0 -

0 3 6 9 121518 2124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 ()
<UAVEEDORES>
FRIEBIEE 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 520 481 468 461 452 439 434 426 418 405 302 382 376 369 361 333 204 246 220 200 169 126 92 67 42 11 0

71y b4 7 H 20124E11 5 22H

AIEANEXELOXHR % Tl3488/49611 (98.4%) (2Bl 720 L/
RIFE, 032660 (65.7%) WFHhEREAMES0H (60.5%). £
iaB29200 (58.9%) . AMIE= 2 — 11,85 —27661 (55.6%). T
123000 (46.4%) . Mam:189%1 (38.1%). #E57152%1 (30.6%) 4
Tholz (By M4+ 7H 2010497 24H), [7.428]

18. EEPILIE
18.1 1EA#FF
RENIWHAE L0 RO T FWINS N, FFETH IV RF L
IAT T —HIZLY5-DFCRIZAH SN 5, kIZTE L L TIPSR
JER AT 2V F Y Y F7 3+ —HIC L W5-DFURICE
WS b, IS, HEHAKICE L NV THET 5 F 2V Y R Ak
)9 — I X DIHMEARTH 55-FUICZEH S NUIE B4 % & Je
325 , 5-FUIRFAUMPIZ# S, F I I VERAEKEERE LD
510-AF L 7 b T FORERLERNHEFEEEERLIERT 5. €D
ORI UVEEA R AT 2 2125 )., DNAGKAET %,
¥ 7. 5-FUIRFUTPIZREFH &, UTPOAD 1 IZRNAICI Y A &
NTF-RNAZARF L, UVAEY—LRNAK A v > v —RNA
OEREEETLEEZLNTVREY |
18.2 HlEEHR
TRAEE P LR (ZR-75-1. MCF-7. MAXF401. MX-1), &
&9 (CXF280. HCT116. LoVo. COL0205) KUk b Hi%
(MKN28. MKN45, GXF97) $H#E % — F~ 7 212xh L CHUES %
BrRO LN F o, MoPUERELEH L oI L Y, Bt
BN R OB AR 5N 7z¥ 3

19. KRS ICET 2 EEZMIFR

—Mg %R © S1%> % ¥~ (Capecitabine) (JAN)

L5445 © (+)-pentyl 1-(5-deoxy-f-D-ribofuranosyl)-5—fluoro-1, 2~
dihydro-2-oxo-4-pyrimidinecarbamate

4538 1 CisH2FN3Os

5= 1 359.35

TR RO ER, 28— VITERD THETR T, Xy I T
VA= VIELy 7 —)b (99.5) IZEIFRT <L KIZRR
BT,

il R #120C (%)

20. BBV EDEE
TV EO— BRI E BT TIRET 5 2 L

22. B
565% (PTP14%E x4, HZIEHIAD)
1408 (PTP14%E x 10, $ZEHIAY)



*23. EEXE

1

=

2

=

3)
4)

5

N2

6)
7)
8)
9)

10)
11)
12)

13)
14)

15)
16)

17)
18)
19)
20)

21)

22)
23)

24

=

25)
26)
27)

28)
29)
30)
31)
32)
33)
34)

24.

g L OBENED @ GHRIKGREE - BISIERE R AHIPEAN O Y
PR D IREE - H RV & ¥ GEITIEE )

S EOLENED R CHIKGESE - BIS/IEREI S KPR~ OHY
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