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/=%~ NEN e
L 40°C ﬁw 5 WITNOREBRIEH & HHf
i i F Al OFEFHN T o 72,
f B (170 B
| e | sscmmm e | sorste @Emm(léﬂ%)
; 0 e KO 3 A THEMEAEB 2., BN
3 f - JAN R
" o Lot (k5
S D65 7 7 PH R TR W ORBRIER & b H
25001x E=tih 120 75 Ix * hr | ¥EOFFANTH - 7=,
RH : FH*HEE
PIPE% (EOo—8%E4LL) TOREM
PRATZRAF RFIERE BRI H PRAFHAR i S
PEIR WP ORER
ol S B B
25°C/60%RH i o 6 A B &b
Vo TEOFFHNT
TE B BT,

RH : FHXHE

. RARERVBBRORENM

AR

feEIE DEALL (MELENEL)
LR L

. R

EMZNRFEEREBH A RS VICH T HZEREF & OB HEEO T

T RTORBRELMITBN T, [HBRBRERLOEYZRI SRR T A BT A %505t IEIlD
WT (k2442 H 29 H  HEHREI 0229 4 10 7) | (RSN EEES L, 1y &b
VHBE 300mg [P/ v b EREAERLN] (B — & 8E 300) OIEHZEENOELIME R I T,

HEREMH
BEHRRBRIE | S Rk R Bk & | 900mL
A B ik | OpH1.2 (ARHRBRE 1)) ik £ | 37£0.5°C
@pH4.0 (%% 7= Mcllvaine O#EfE B 5 %% | 55 50 [\liE GRERIKO~®)
i) 55y 100 [Elfis  GRERIRQ)
@pH6.8 (I HFERE 2 #R) ROBR |12y
@K Sy AT B | Mk me v ST T 4 —




HIERLE
A TERYERGEID 15~30 7312 V4 85% LA EIRHIT 256 1 IS4 72w, IRERAI O PR TR R
BB O T EIR SR DR ARG O S
HEE15%DFAIZH 57>, ST 2 B OMED 42 DL ETH B,

25 60% K TF 85% 13T & 72 23 2 70 2 BF A2 RN T

B TEEMERLKIAN 30 43 LANIZ Y 85% LA L L7e W56 GRE S 7o slBRRE Iz B W\ CREERY
KONV 85% LA L& 72D & X)) JITiE YT 5720, IEERIK| OV R 40% K Y
85%fFIT D Y4 7 2 R sl I T, FRBR LA D ¥R HH SR AR YERLA O SR HH = 15% D
FIZdH D, XL 2 B OMEIL 42 DL ETH D,

C: TEEUERIAIDS 15 43 IWIC ) 85% LA BRI 255 1S54 T 5720, REREAI2Y 15 0 LIN
W) 85% LA ¥R 27y, X% 15 432381 2 i BRI 0D X8 v H SR A3 A HE LK oD S8 v HH
T+ 15%DHFHIZH 5,

R

TEHRRHE (%) s
FE
[EI= e BRI (S TR R Yu—&E 2 fiff ] HE
7= U
300mg ¥ 27 /L b 300
15 4y 52.3 70.2 -17.9
OpH1.2 45.7 A EE
30 4y 80.1 90.2 -10.1
15 4y 47.7 41.8 5.9 \
©@pH4.0 58.9 B Sk
s 50 [l 45 %y 88.4 82.8 5.6
"7 i
15 7 58.7 57.3 1.4
®pH6.8 88.2 A | EHE
30 4y 89.5 88.2 1.3
15 4y 68.0 68.3 -0.3
@K 90.0 A A
30 4> 95.5 93.6 1.9
fi4y 100 [MldE | @QpH4.0 | 15 % 96.4 87.9 85| — C Sk
O HFRERAS 5 (pH1.2/50rpm)
100 F
80
%260 -
i
E 40 —A— Pr—#5E300
X % —e— A E300mal L)
%

30

45 60

AR R HURE ] (47)




QPR HFRBR S - (pH4.0/50rpm)
_—— —

—A— Pr—&§E300
—O— I HE U BE300mg Y 7Lk

0 1 1 1 1 1 1 1 J
0 15 30 45 60 75 90 105 120

AR ER HURE ] (47)

@ RS 5% (K /50rpm)

@ RS 5 (pH6.8/50rpm)

100 F 100 F el —2
Fgo 80 |
% %
P60 T 60 I
H N
%40 —a— Pr—# 4300 % 40 A BR300
N o e g ~ —— AL L EE300mg [ 2Lk
%20 —— UL EE00mg Lk % 20 w e ee300mel /LR
O L L L J 0 L L L J
0 15 30 45 60 0 15 ) - 3/0 45 60
RER TR EURER (47) RER BN (47)

@A AR S 5 (pH4.0/100rpm)

100

80 F
#
v 60 T

A 40

—— B —# §E300

—— A BE300mg Y 7V
% 20

0 15 30 45 60
BRI BR U] (27)

10. &% - 3%
() FENBELGER - R, NEVRREER - ARICET 51FR
L

(2) %

56 §E [14 2 (PTP) x 4. ¥HFIAD ]
140 88 [14 % (PTP) x10. HifEHIAD ]

10



Q) FlHEEE=E
ML

4) BREDME
RYFrEry, 7AI=75 (PTP v — )

RI=FLr - THI=g s @A (Br—148)

11. Bl@RREINLIEME
BRiZp L

12. Zz0its
AR

11



V. REICEYT HIEH

1. BEEXETHE
OF M aeRIFBEREILE
Of&ls - ERRE
OB#E

2. MEEXIIHRICEET HEE

5. MEXTHRICEHET HEE
(FMTERITERELE)
5.1 AF DO ATIIL AL I T 2 ARMEKR L EPETHENL L THR,
5.2 HWAMREGZITOHAEIIZ. T b TV A 7 U RGUBNEEGA 2 & T b FRIE D HEEA L <
BN IR D,
5.3 PFAIMEIEICEE LT, WIEHEAIRIEIC R D AME R O A VEI3HESL L Ty,

3. HERUVHAE
(1) AERUAEOES

6. RERUVAE

FIRRBESUTHREIE T AESUT BIEEEH L, 73F =7 b vk s & o9 2 %56
(ZIF CHEE MM 2. 1lG « ERICHS T DMMEFRIEICIE BEEZEM L, 39V 77 F
EOFRT 25 B2 CiEa M T 2, IBBUIBRAGEZREEST « BRI DR - BN I3 OHUEME
A & OO T C iU BIE 2R %, EREIC 1T 2B A pRIE TR IS & OF 3
L EIEDEEMENT 2, BEITASNA L O T CEE#EMNT 2,

AL AREFEICODE TRORGEZTYIRKZ LY 8% 30 7UANIC 1 H 2\, 21 HFEHRE

A5 L, 20% 7 AMRET S, Zhid 1 a—XL LTEEEZ/RD KT,

IRF S 1 EH &

1.31m2 A 900mg
1.31m2 LAk 1.64m?2 il 1,200mg
1.64m2 L I 1,500mg

B (AREMBICODOE CROKEGEELZFEKR AV RE 30 0UNIC 1T B 2F, 14 HFEB R
OfEE L., 0% 7 HREAKRET S, chd 1 a—RE LTREE2EYRT,
k. BEOWREBICL Y EEEET S,

IRFR A 1B &
1.33m2 Al 1,500mg
1.33m2 LAk 1.57m?2 A 1,800mg
1.57m?2 Ll L 1.81m2 i 2,100mg
1.81m2 L k- 2,400mg

12



Cik: MREMEICHDOETROKGRERLHER LY &% 30 7LINIC 1 H 218, 14 HFE H#E
kb L, 20% 7 HEKRHEST 5, Zha 1 a—X L LTEELHD KT,
¥, BEOREICLYEERET D,

IR S 1 EH=

1.36m2 A 1,200mg
1.36m2 LA I 1.66m2 A 1,500mg
1.66m2 LA I 1.96m2 Al 1,800mg
1.96m2 L I 2,100mg

D i (ARERICH DY TROKGRELZPIR% &4 81% 30 o UAIC 1 H 28], 5 HEE /&N
BhH L, 2ok 2 BRIREES 5, Zhai@ iRy, 2k, BEOWREBICL Y EERET

Do
IRFR R INEEE
1.31m2 Al 900mg
1.31m2 LA E 1.64m2 Ajifi 1,200mg
1.64m2 LA 1,500mg

E: AFREBICHDOETROBR S EXZHE%Z E AR 30 LN 1 H 2B, 14 H R H &
A5 L, Z0O% 7T HMIREST S, 2had 1 a—R L LTESZHY KT,
B, BEOREIZLVETEEET D,

IR S 1 EH=

1.31m2 A 900mg
1.31m2 LAk 1.69m?2 il 1,200mg
1.69m2 LA I 2.07m2 Al 1,500mg
2.07m2 Ll |k 1,800mg

(2) RERUABOBERE - R
MR L

4. RERURAEICEEY IR

1. RZERUVAZICEET HFE
(Zheeti@)
1.1 SHiEoRHE QREHAERE) FATORKRERHT-V OHENSEH LTV,
<AL
- Bk
- Cit
-D ik
-E ik
1.2 AKFE - HEITOWT
71.2.1 BEKD CIECBWTEWERINREL L2 SG121E, LTOBEEZEIZ L TREE - BlEs
17928, k. BEIZRT DITEMBELFIFIE IV T Grade2 DOIFEMIKEMENFEHL L
Te8raizid, LR O Graded ORHE - [HEMEEZSBICL TRE - BEZZET 52 L,

825mg/m?
1,250mg/m?2
1,000mg/m?2
825mg/m?
800mg/m?

13




IREE - P DO HHE

2 [FH»EH | Grade
3HHE»EH | Grade

0-1 (2B 2 & TIRZK
0-1 (2B 2 & TIRZK

4 RIEFESL | F&EGHIE - TG A

NCI |2 L5 8tEo TR BRED
N NEvS: DRLE
Grade ) E® R - B
Gradel IREE - AN T N
Grade2 J[EIFEH GradeO-1 (ZESPRT 5 F TIRIE ol AN

T BT 1
T BB 2

Grade3 fJJ[EIFEH Grade
2 [FHEH | Grade

0-1 (2B 2 & TIRZK
0-1 (ZHRPR9 % & TIRZK

3EIEFES | H&GH Ik - FHG AT

Grade4 W][EIFEH 5 HIE - AR
BHDHWIXTIREMGE N BREICE > TEF LW EHIE S
N7=8%461%. Grade0-1 [Z#ed~ 2 £ TG ik

FROWRE - WEOHEIDS U TREEITHIE, RKOMBEEZSBICTHZ L,
- 1,250mg/m2 fHY4 & TG 2 G U756 OREREO £ 5. &

IRF A LR
H v S B
DRl B B 1 T BB 2
1.13m2 il 900mg
- 600mg
1.13m2 L | 1.21m2 i
- 1,200mg
1.21m2 L E 1.45m2 R
‘ 900mg
1.45m2 Ll I 1.69m?2 A
‘ 1,500mg
1.69m2 UL | 1.77m?2 AR
1,200mg
1.77Tm2 Ll |- 1,800mg
+ 1,000mg/m2 1Y & TR G- 2 Bits L 256 O ERF O K 5 &
R 1 LR
H . o
DRl B 1 Uk 2 B B 2
1.41m2 A 900mg
- 600mg
1.41m2 LA | 1.51m2 i
- 1,200mg
1.51m2 L I 1.81m2 i
- 900mg
1.81m2 LL I 2.11m2 il
1,500mg
2.11m2 L | 1,200mg

1.2.2 —HEELZRBRIHEEIIITDRNI &,
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E) BiEIZ LA ENEKRFBRICHE WV TIZ NCI-CTC (Ver.2.0) (2L Y Grade & L7z, FRIAE
BERRILL N OHEREI -T2, F7o, CIBIC L D2ENERRBRICB W TR REREIEDL &9
C CTCAE v3.0 Xi% CTCAE v4.03 (2 £ ¥ Grade & ¥|/E L7,

Grade P R S B PERE fE Ik
1 LU, EEAmRmE, e VeV - 57 | HEERICHIRZSZT 25 2 & i3 WiER

F &, BRI, MR AL

2 JEEAR 2 1 5 AR P B R HLBE H AT (SHIR 2 52 1 D AER
3 MVEVERE, 185, A, TRV VR A HH TS 2817 T & RWIER

T DIER O Grade 23w ALE (BRREIL, BERETEI) T8 L2WEAIX, & v iEd) & Ak

T& % Grade #£:H9 5

CREVIRTRELGELT - BR O - ERE)

7.3 AKAIE AT 2 MOPUEEE AL, 178 RERE OBHONEEZRM L, ENI DR O
HA RTA U EEBEIZ LT BT, BEORESCH AMLFRIEREIIS L TRIRT 5 2 &,
[17.1.9-17.1.11 & #]

(BREIZB T 5k HELEEER)

1.4 KEIEOFRT Do PUEMEEANE T17BRAE] OHEONFZRM LT BT, BFORE
RV AACFRIERIS U CERT 2 2 &, [17.1.12 ZH]

(HEBERUVBEICH TS fikmL2EE)

1.5 BHEHIMN 8 a— A& 72856 DA NMER L BMEITMENL L TO2RY,

5. EGBRALE
(1) BERT—58/ Xy r—3
BB L

(2) ERPREERER

BEUIRTRELET - BROKER - BERE>
ERE I/ EEERRER
AT « ERRBIERE NG « EGRE BE 2 51502 XELOX ik (I_v A e vt x40 FoF
ftH) . XELOX+BV #i% (XELOX ik L~V X~ 7)) 2170z i L7z (IS
VA EUEE 1,000mg/m21 B 2 [, 14 ARG - 7 BFEIREE) . AT - ERRMERENG - E G
FH 2Rk 5 XELOX JRiE DR FRIL 66.7% (4/6) T Y . XELOX+ BV IRIEDZENHRIL 71.9%
(41/57) Th -7z, F7-. XELOX+BV EEDOEHEALFHIM (PFS) O R{E1X 336.0 H
(95%f5#H XM : 293-380 H) Toh 7=, FIEHIL XELOX % TiX 6/6 # (100.0%), XELOX
+BV LTI 58/58 fil (100.0%) 123 L7-, E2FEIEMAIZ, XELOX %L TIEEL 6 i
(100.0%) . RMPEEE =2 —a /30 —6 ] (100.0%). BECRIE 5 # (83.3%). T 4
(66.7%) . FEIEMRE 4 B (66.7%) . 57 4 B (66.7%) . FZ 3 ] (50.0%) . 4 HERE D
341 (50.0%), Lx->< b 34l (50.0%) % ToHY, XELOX+BV &L CIIRMMEER = = —
13 —54 il (93.1%) . BACRE 50 #1 (86.2%) . 257 48 5l (82.8%). FIEJEMERE 44
(75.9%) . B0 43 B (74.1%) . (AFLERE 34 ] (58.6%). Tl 32 il (55.2%). MNZK
3161 (53.4%) . G EREED 29 B (50.0%) & CThotz, [7.3 5]

(IV—4. HEEROHEICE#ET EE) OEBR]
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Q) AERCIFRAR

< FMTFEEXXITEHRILE>

ENETHAE I farE R AER
AV 1 LY AU ETOET «- BRIBEEICHI R UL REGT 2R RE I L7z
(1657mg/m2/H . 1 H 2 [EI55EFE 21 HE#EE - 7 BRI, AT 54051 22 Bl
x4 % NI 45.5% (10/22) Th o7 ¥, EIVERIL 19/23 i (82.6%) IZHH LT-, F7eHl
TERIE, e Y LE Y E5 10 6 (43.5%) . ARiMmEED 10 6 (43.5%) . KFEtaELE 7 4
(30.4%). LDH L5 761 (30.4%). AMmEEA 741 (30.4%) HETh o7z,

(4) HREERYERER
1) BhHEREERER
<#EBREICH T S REBLEEE>
D4t 5 M AHER R EABR
SAEHIEIER A S fi S AL72 Dukes C ORI EE (1,987 ) xR, 7rdny T L -
AU F— MEE (5-FULV ¥, Mayo LU A U ED) I h o 4 B ez Bl 54 5k
Bra L L7z (WU ¥ B UBE : 2,5600mg/m2/H, 1 H 2 [BE5EI&RSE, 14 HE&ES - 7 HREIR
3K), TORER, BEHAGFHN, EERATHN, 24AFHMCBW T, IV FEVEED 5
FU/LV $EICxt T 2 3B M0 iR S aviz 67,
H DARERICEKIT 5 5-FULV FIETENTERINTWOL VAR F—h - Irdry Ty
WFRER RV RERY F— R« 748 75 o VSt iEo k- &L 13R85,
BIERNIE A~ Z B BEREClE 868/995 5l (87.2%) 1ZFBL L 7o, FERRIEMIZ, TR
594 Bl (59.7%). T 458 il (46.0%). Hl» 326 f5l (32.8%) ZTh-o7= (I~ hA7H :
20044 H 1 H),

Q4 £ M AHER AR EABR
SR BT AN E M & 17~ Dukes C OfEIFBEE (1,886 i) %4z, ZAAa 7T )L -
AU F— MEE (5-FU/LV #&%, Mayo LY A %1 X% Roswell Park L2 # ) X% XELOX
Wik (DR B EUEEEAXRV VT ITF M) 2T H0RBREFM LT (IR X U8
1,000mg/m21 H 2 [A], 14 HE#EE - 7 BEAEE) . £ OREER, EHAFHIRIC BV T XELOX
LD 5-FU/LV FRIEI T D BB R S Tz 9,
RIVEH X XELOX %14 TlE 921/938 i (98%) (ZHBL L7z, EREIEMIZ, #hfkaaE 730 4
(78%), > 618 Bl (66%). i 564 5l (60%). WEH: 406 # (43%). 57 325 #l (35%) .
FRIEMRE 273 B (29%) HEThH o729,

<BEVIBRTEELET - BROKE - ERE>
Q4 5 M AHER AR EABR
R VERERG - G 2,035 B2 KRS, AX PV TTIFr - Tt uyTior e RS
— M (FOLFOX4 %) . FOLFOX4 #iiE+ 77 £ 7R (P) . FOLFOX4+ 3y X< 7 (BV)
#i%, XELOX %75, XELOX %5+ P, XELOX+BV Rik21T 9B a2 £ Lz (B~ %
BV BE 1 1,000mg/m2 1 H 28], 14 HE#EEE - 7 HFUASE) . I EAFHM (PFS) % 25T
i B AEFHIR (0S) 2 BIKAREME B & L7z,  Ofi%, FOLFOX4 k244 %5 XELOX
PR D IEL M S FEFEAT B ORI AOFRHT TR BTz,
16



FOLFOX4 #EEIZ %9 5 XELOX FREE D IR PEMAT i 5

EE - A
FOLFOX4/ XELOX/
B FOLFOX4+P/ XELOX+P/ o
FHET | POLFOX4-+BV XELOX+BV P~ Rk
HH (N=937) (N=967) (97.5%CD)
i (H) o (H)
PFS 259.0 241.0 1.05 (0.94 ; 1.18)
0S 594.0 *%) 600.0 1.00 (0.88; 1.13)
Bl W fEOHT
FOLFOX4/ XELOX/
Al FOLFOX4+P XELOX+P N R
TH H (N=620) (N=630) (97.5%CI)
HofiE (H) HofE (A)
PFS 241.0 220.0 1.06 (0.92 ; 1.22)
08 565.0 4 572.0 1.01 (0.87; 1.17)

HE2)PFS Ay A7 H 200641 A 31H, OSHy A7 H 2007414 31
H

1 3) AT R O FIEIE 939 i
T 4) AT AR OB 622 i

F 7z, AbFEE (FOLFOX4+P/XELOX+P) 1Zxt9 2Ab5F 85+ BV 1A OEBEH =5
ik Tl Hiv., XELOX JEEICKT % XELOX+ BV & 1E O 23 BIVR HIfRAT TR DL
7=,

(LB R T DAL FE 4+ BV # 1L K OV XELOX L% 95 XELOX+ BV #ik

DB FEAT S 5
= O OfiF A7
FOLFOX4+ P/ FOLFOX4+BV/
S XELOX+P XELOX+BV e R
HH (N=701) (N=699) P f& (log-rank test)
hfE (H) hfE (H)
0.83
PFS 244.0 285.0 P 6.0023
0.89
0S 606.0 646.0 P 6.0769
ok R AT
) XELOX +P XELOX+BV o
ﬁéﬂﬂﬁ (N=2350) (N=350) P ’(l‘*f— K lftt 0
i & (log-
il (H) il (H) oAl tes
0.77
PFS 9225.0 9282.0 P 0.0026
0.84
0S 584.0 650.0 P 60698

BIVEH X XELOX #% (XELOX #2%:, XELOX #£+P) Tl 642/655 i (98.0%) . XELOX
+BV JEiETlE 349/353 f11(98.9% ) F B L7z, EZREIEHIL., XELOX #iETIX T 414 f

(63.2%) . L 395 B (60.3%) . MaAt 262 i (40.0%) . SRR 240 5] (36.6%) . JZ557 238
11 (36.3%) . F /& IEMAE 198 1511 (30.2%) % T o ¥\ XELOX+ BV JE1E Tl 226 51 (64.0%)

T 220 B (62.83%) . W& 157 5] (44.5%) . FRAEMGRE 139 ] (39.4%) . SR 131
(87.1%) . ¥ 127 f5l (36.0%) % Th-o7- (v hA7H 200641 H 31 H), [7.3 5]
[(V—4. HEROCHEICEET HEE] OHEBR]
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@5} 5 M AHER AR EABR
AV I THYy ~ TNFayTior R F— MNEEOIRFEREDN & 2 0BG - B EE
627 Bzt BRI, XV TFTFL - TAAr Ty T - R F— MEE (FOLFOX4 &%)
& XELOX #RiE% el 4 2B e £l L7z (I~ % B8 : 1,000mg/m21 H 2 [, 14 A
Be b - 7 ARUARSR) , SEE/ETFHIM (PFS) 2 EZEHMlE A . 28I (0S) % BIRAFEAT
HE L Lz, ZOfEER, FOLFOX4 #iEICxd 5 XELOX JEIEDIELPENTRD Hiiz,
FOLFOX4 J1512 595 XELOX Heik 0 FE 4 MERAT 5 5

FFAT FOLFOX4 XELOX )
ANP— R
5) (N=252) (N=251)
(95%CI)
HH e (H) HfiE (H)
PFS 168.0 154.0 1.03 (0.87 ; 1.24)
0S 402.0 393.0 1£6) 1.05 (0.88; 1.27)

H5) PFSH v hA4~7H 200688 431 H, OSH > hA~7H : 200742 A 28 H
1 6) fRHTRF AR DB 252 1
BIEA X XELOX 5Tl 302/311 # (97.1%) (2R L=, EARIERIX, Bl 181 4
(58.2%) . T 169 5l (54.3%) . WM 131 1 (42.1%) . %57 113 fil (36.3%) . #HER 103
(33.1%) & Tho7z (Iv b4 7 H : 20064 8 A 31 H), [7.3 B3]
[(V—4. MEKOCHEICEET 57EE] OHEBR]

<BEICBIT5MREMLFERE>

®iE4t £ MAHER R EAER
AABHRIEIBR3 i S 4172 Stage /MO FHEEZE (1,035 fil) Z X4, fFiE@isg & XELOX
WL (IR gEE ATV T T T UOFH) AT 23 BRAE FE i L7z (v ¥ B g
1,000mg/m21 H 2 [F], 14 A& E - 7 BEIREE) . B 2 R 2R EE . 240
ZEIRAFHIEE & Uiz, ZOR5%, RaEleicxd 25 XELOX HIEDEBIENFE D bl

10,11)
o

355 A £ A i o K aplan—-Meier il ##

1.01 snnn  FEEEIER (51544
091 w— XELOX (520f)
0.8 1
0.7 e
4 0.6 1 . -
7 0.5 T eseae
4

0.2 NY— T (95%(F¥IXAD) : 0.56 (0.44~0.72)
P<0. 0001 (WaldfR3E)
* XELOX,/#£ith i %%

T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51(H)

<YAZMBOKEE>

MBI 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

A1 b4 7H :20104£9H 24 H

18



A f i oK aplan-Meier i #3

1.0 J
.94 L S
0.8 .'"-.._
.-.
——

kL TN —

0.6 ] -\'l--

;t o snnn FREEE (51561)
0.5 y  feonda
4 e XELOX (52041)
S 0.4
0.3
0.2 NH—EEY (5% FHXME) - 0.66 (0.51-0. 85)
o1 | P=0.0015 (Wald#'E&)
t XELOX ./ #3851 5¢
0.0 4
0 3 6 9121518212427 303336 3942454851 b457 606366 697275 78(H)
< YAZWED =
SEIRMETE 515 473 460 453 443 431 415 407 395 379 369 352 344 320 316 284 247 222 194 163 137 107816033 8 0
XELOX 520 451 468 461 452 439 434 426 418 406 392 182 376 369 I61 333 204 246 220 200 169 126 52674211 0

#1v bA7H 20124611 H22H
Rl PR3 XELOX 14 C I 488/496 191 (98.4%) (56 3L L 7=, 72 BIMEIE. ol 326 1 (65.7%) |
AFHERIBE 300 1] (60.5%)  FEAKIBHE 292 51 (58.9%) KM= = — 1 /35 —276 i (55.6%) .
T 230 B (46.4%) . WEAE 189 ] (38.1%) . #2557 152 f4] (30.6%) FCTh ol (Wy FAT7H:
2010 4£ 9 A 24 H). [7.4 W] [TV—4. HELXOHEICEET SEE] OHESR]

2) REUHR
TR L

(5) BF - REAKR
<FMARERITERIAE>
1) ER®E IHEERKHAER
AV 1 LY A ETOMET - BRABEFICAHR AU U BELREG T HRE I L 7o
(1657mg/m2/H . 1 H 2 [EI5EFE 21 HE#EE - 7 BRI, AR 54051 46 B
x5 Z5hE1T 28.3% (13/46) Th -7= 12, RIMEMIL 50/50 B (100.0%) IZHBL LT, F72
RIVERIL, FRIEBERE 33 4 (66.0%) . ARIMEKED 26 6] (52.0%) . F MLEKNA 25 41 (50.0%) .
U BRI 25 B (50.0%) . FERIERIED 19 61 (38.0%), B UL EE EH 17 61 (34.0%)
EHETHoT,

2) ERZHE I HEERKHAR
Rt Z®v A EHOET - BRILBEREICH N Z U ELZHREGT 5% %M L7
(1657mg/m2/H . 1 H 2 [EI5EFEE 21 HE#EE - 7 BRI . AT 5451 55 Bl
x4 % ZNHIT 20.0% (11/55) Th-o7= 19, BIMEAIL 58/60 B (96.7%) IZHBL L7z, F72Hl
TERNZ, FRJEMRE 36 #1 (60.0%) . AST L5 29 #i] (48.3%). VU >/ Bk 26 5] (43.3%) .
LDH L5 26 #] (48.3%) . ZRMLERJHD 25 B (41.7%) . BEAIR 24 1 (40.0%) . .l 22 )
(36.7%) . Al'P L5 18 5l (30.0%). HiEEA 18 #1 (30.0%), BV /LB H L5 18 i
(30.0%) . HERIERI 18 5l (30.0%) FETH T,

19



3) EWNE IEEERAR
H XL REE N7 VXA L X X)) EHOM#ET - HRILEEFICH UL
ErbEE 5T 5 BRA2IE L. (2,500mg/m2/ H, 1 B 2 [BISERS, 14 BRE#ES - 7 B
TR3K) . A NIEMRAT R B1 32 B3 5 R30I 21.9% (7/32) Th o7 1w, BIVEHIX 35/35
B (100.0%) (ZFHL L7z, FERENWERIEL, FRIAEMRE 29 1 (82.9%). Mol 19 1 (54.3%) .
BERIE 18 6 (51.4%). AN 16 51 (45.7%). T 14 5 (40.0%). WM 11 61 (31.4%)
EHETHoT,
4) B4VE T ERRREAER
NI E XAV OHET - BRABEE I F SR GT o BRE I L -
(2,610mg/m?/ H, 1 H 2 B3I, 14 HE#EE - 7 B EIKRIE) , A 2h MM 5451 135 112
x5 ZhEIT 20.0% (27/135) Th o7z 1, EIFERHIL 150/162 B (92.6%) [ZHBLLT-, &
REWERIE, FRAEMERE 91 1 (56.2%). T 88 5 (54.3%). M. 84 i (51.9%) . NEMH: 60
Bl (37.0%) . %57 59 Bl (36.4%) % Th o716,
5) BHVE I AREGRRER
N7 ZXEAT RS B VEHOMEAT - BRARBEE A e UEZERET LR
Bz i L7 (2,510mg/m2/H, 1 H 2 BlI5EES. 14 HREES - 7 B RIKRIE) . ARhMEMHT
G451 69 BN % 5 TN IT 24.6% (17/69) TH 7= 17, BIVEAIL 66/74 1 (89.2%) (ZFHL
Uiz, FERBWERIL, TRIEMERE 46 B (62.2%) . TH 43 B (58.1%) . Hul» 41 61 (55.4%) .
it 27 1 (36.5%) . A% 25 i (33.8%) FTh o7z,
(6) AERIEFA
1) FEABERE (—RERARERE BEEABERE EABELERE), B2ERTERT—42
N—RAE, RERFTREBRABONE
MR L
2) EARBEFHBLLTEREFEOARXIIERLZAE - REBROBE
Y LR
(1) =Dt

AR L
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VI.

i

ENEEICEAT HEHE

\e
4

1. REZFMICEESHDILEMXRILEEME

IFavsgv. THITI—, HIVET—), THIT— 0TI REI 7L 5%
HE  BEO B DL EMOBE TR E T, HTOETRLEZSHTH L,

2. EBER

(M

(2)
[B)

2)

©))

YERBRL - 1EFRKF

HRU B EANTHEE X0 RE(EOEFEFRIN S, FIRTHILRF N RAT T —BIZL
» 5-DFCR I &, wicEE L TFIMSCIESICFET 2T V77 I —E8Ic &k
W 5-DFUR ICE# S5, 2, BEEHRICE L NV THEETLITF IV UARARY 7—Fl X
DIEMEARTH 5 5-FU ICA M S WHUER SR 4 549 5 D, 5-FU [L FAUMP (2@ &4, 73
UNBEIEE KN 5,10- A F LT M T b RrBERE NEREGKRE R T 5, £ORRT
VB EIRTHZ L2 XV, DNA AR ZLET 5, £72. 5-FU X FUTP (2R & i,
UTP ooV IZ RNAIZED IAEN T F-RNA 2R L, VAR Y —ARNAKOA vV v —
RNA OMREARET L B2 6N TNDH Y

EEEMNITSHABRAE
FEBE R 5-FU DA R
b MEE HCT116, CXF280 KU COLO205 £k (< & v s th) X — K~ v X (Z
HRXvEEy (%Okkh), K¥o 7)Yy (5-DFUR, #&n#h) &0 5-FU (RERENES)
AERMER R (R GRORKmE) &5 L, BRROICESHR. HALKOLEYO 5-FU &
ZRE LT, Ay Z e rh~ U 2 CHEBHEBISERRNISERE O 5-FU 2 S i, g
#fk 5-FU AUC 13/ L O o 5-FU AUC ICHR_ D=y Z BB TEREh 22 (5L
1M~ﬂm%\RmmRﬁﬁﬁ%ﬂ%ﬂ6%&U2kﬁ4ﬁﬁwﬁ%fbty€55FUE5T
X, 5-FU J3SHAMRIE 0 T < R LM RIC b RERIC oM LTz, Iy Z et~y
A ORESHRL 5-FUAUC 1% 5-DFUR & O 5-FU # 5~ 7 2 EE#AHE 5-FU AUC 2, Zn%
I 3.6~4.3 (E KT 16~35 f5m MEZ R LT ¥,

nEEME

At e F3LE (ZR-75-1, MCF-7, MAXF401, MX-1), t b (CXF280, HCT116,
LoVo, COLO205) KO’k kHi¥ (MKN28, MKN45, GXF97) i X — K~ 2 (Zxt L CHiE
BRI TR Iz 19, £z, MOPUENEEEAI L OGFHIZ LY | FURG R DA 5

7~ 20,21

e FRRTRERRT - FHHRERRS
R L
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VI. EYENREIZRE 9 41EH

1.

I AR EE D HEFE
() BRLAMGMPRE

AR L

(2) BRFAEBRCHE SN -MPRE
D AETERELESEONFRE

2)

B RE 12 B H & B 829mg/m2 Y 2 RBICHERO#EL Lzt &, Ay
>, 5-DFCR, 5-DFUR kO 5-FU I%, 5% 1.1~1.3 K] C Cmax (2B L, 1 0.4~
0.8 KTl L7z, 5-FU @ AUCust 1, 5-DFUR D% 1/20 TH o7z 22,

ABETEE LB AOEMBIE T A — X Ol (n=12)

Tmax Cmax AUChast tie
oEx?)

(h) (ug/mL) (ug*h/mL) (h)
YIRSV, & Vg 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

F-EEREEE 16 412 251~1,255mg/m2 1) DGR T, T B R OENRHY O
Cmax, AUCust 3G EITHHI L THEINL ., #IEREGHZ O I~ F 2 RO O RNE)
REIIHMENE 2789 2 L DVRIE ST 22
H D ARSI - AEEEREEICSDOETAELKODETIE 1 [E 900~1,500mg % |

B £ T3 1A 1,500~2,400mg %, C Tk 118 1,200~2,100mg %, E {5 TiZ 1 [ 900
~1,800mg # 1 H 2 [ TH 5,

BiaTHE LI-GEOMETRE

FENG - BB R 20 £V X B 1,250mg/m2 Ak 1 H 2 AR ORE LI &0
51 BE® ) o~ %y, 5-DFCR, 5-DFUR KO 5-FU O x, #5% 1.7~
2.3 T Cmax (ZFIEE L, F98H 0.55~0.81 B T Lz, %5 1 HH® 5-FU @ AUClast
%, 5 -DFUR O 1/80 Th o7z, #5 14 H HOEWERE T A — X% 5-FU Zrx, #lE
B H1% OfE L NZIZFEETdH o 72 2429,
2 #5451 HHEIL1,250mg/m2 ZFiR%IC1 B 1 RRO&E L,
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BikTHRE LICGE ORMEIE T A —Z Ok

Cmax AUCast
n
(pg/mL) (pg-h/mL)
L&
1H
1HH 14 HH 1HH 14 HH . 14 HH
TR HE 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

3) EYFHRIEE
AR AEVEE 300mg T IL k]
HARNBERBEICH XU A EUEE300mg (Y7L b EBue—48E300 27 0 A4 —/"—iE|C
ko, ZnEn 58 (XL LT 1,500mg) ZRGICHERROKS L, fmiEh by
Z B URERIRE ZHIE LT, fFoniEmEig 7 A —% (AUC, Cmax) (22T 90%
15 HE X A CTRERHIRIT 24T - 7255 3. 1og (0.80) ~log (1.25) DEEFAN TH W . WA DLW
[ DS ERE S a7z 260,

(ng/mL)
2500 - = —o— AR HZEE00mg 7))L k)
—o— 0 — 4 §£300
— (Mean=+S. D. , n=40)
M 500 { |

T —
0 2 4 6 8
Bi (hr)
HIE/NT A—H BHEINT A —H
AUC Cmax Tmax T1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
J LB B EE300mE
3868+1475 2645+1102 1.9+1.2 0.5+0.2
Y7 h)
Y —Z§E300 3968+1807 2645+1260 2.0+1.2 0.4+0.1

(Mean+S.D.,n=40)
SRR EEONC AUC, Cmax H0/85 A—4 13, HBE ORI, RiRORIREL - FiH%
DB > TIR 2 THEMED b B
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(3) thiEH
MM ER L

4) BE - HREOEE

1) #lEH & DHEEEA
BB 12 AT~ X v 1,250mg/m2 2 BHKBILT VI =0 A, Kb~ 7 x> v
DEGTHIEER & OHR G L L X, U XU RO 5-DFCR © Cmax [ 505 & b
LT 14~21% LR L7 b 0D, ZOMOREMIEEITRD biehoiz 20 GHEAT —#),

2) JILI77) U EDHEEER
BB 4 AT~ X e 2,500mg/m2/HAZR% 1 H 20, 2 BEEO#EES, 1EBKRE
la—Re LEMRESGEZ 3 a—ATHRIBETENZENT LT 7 U R Y 7 A 20mg Z%1
BehH Lic, IO HEURERTE L TRG®ZIZBITL S ULV T7 7y OEFREERD S 1K)
® AUCinf 1% 57%. INRIE 91%3M L7229 SEAT—%), [1.3. 10.2 ZH]
[VI—1.85AFEZ0A, I— 7. HAEH] OmESHR]

2. EYEERNSA -4
(1) FRHT3E

AR L

(2) BAREREEH
AR L

Q) HREEEH

I B B BIRE D 4
58 1500mg (n=40)
Kel (hr?) 1.6482+0.4514
(Mean+S.D.)

O DR
PR L

5) PHmEE
(6) ZDih
By AP
3. B&ER ((REaL—3y) 8B
(1) fBWwAE

EER e L
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(2) NF A= EBHER

MR L
4. RN
MR L
5. 9
(1) mi%-fxBarT@E T
MR L [[VI—-5. (5)ZDOFMEE~DOBITIE] OEEM]

(2) mmi%-RaAEEEFT & &
LR L
<HBE . <vTRA>
IR~ D A2 MC AR~ # B (198mglkg) Z HERE AL Lz & &, BHREDIKRIR~D
BATHR O b LTz 29,

Q) Eir~DFBITIE
EERR L [VI— 6. FrEDEREAT HEEICHT 2ER] DHEMR]

4) HErRA~DFITHE
HMER L

(B) ZDDOMBEHA~DBITHE
BRI L
<HE.~vUA, P>
~ U ARV T 1UC R RV X BB E R 198mglkg KON 5dmglkg D & CHAANRE
A5 L7c b &, BSRBITECITRIN S 7 te, (RNICIRS 30 L7223, 544 24 K £ T
IZEDIZE AV EDBERN L DR LT, B30 & e ORI, 3, PRI B S92 L T,
BB d5 1T D SRR X R o 7223, B BE DI~ DBATIZAR > o 72 30),

(6) MEBERHAE
R L

6. it

(1) REMELETCRERRR
AR BEEANIINAF U NTEAT T —RIZEY 5-DFCR 2§ S, &l Fors T
RS —FIickv 5-DFUR ~E#Hisns, 5-DFUR ZE Y I VX7 LAY REAKRY 7—F
(PyNPase) (b FOLET IV AARY 7—8, FolHOEGY ) VU RARY 7 =0
B45) 12k 5-FUICE#H S D 3D,
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(2) REIEET 8% CYP%H) OHNFE F5%F
b MIFR 7 By — Ay E2ANTH~Ls %y, 5-DFCR, 5-DFUR., 5-FU % U FBAL D %E
WHiE#E% (CYP1A2, CYP2A6, CYP2C9., CYP2C19., CYP2D6, CYP2E1, CYP3A4) ~
DFE% in vitro THGET LTz, ZORER, I~ Z B | iﬁﬂ“i:‘(%&niéﬂéﬁuﬂ&*tljélff*‘/\ﬁ”
P (% 0.0156mM, 5.4pg/mL) @ 7 5% 3 5 E (0.1mM, &) 36pg/mL) TIXHFIX
D BRI 273, 130 A Y 9% @i (2mM, £ 700pg/mL) 123\ T CYP2C9, CYP2E1
Z 50%IT < PHFE L7z, —77 . AR O\ TSI R R~ O EEA R BLF IR O b7 h»

o7z 82,

(3) DEBBHROERRVETOHE
R L

@) REYOFEDOHEERVEMS.L, FELE
KRB OIEVEDOFHE .
IEVERE O EEGRI) /R T A —4 - [VI— 1. (2) FERABR CHER SNz PiEE) 25 M,

7. et

FERG - B 20 412U X B 1,250mg/m2 R A G Lz & & #51% 24 B £ Tl
PEH 8D 69~80%IZHHY T D EBIRF PRI STz, 2D 5 HREMARO R HFHEIEERITH 3% &K
iz~ L, FBAL IZK 50%% 7~ L7= 6.7,

[ B 6 412 14C THER L 7o 1~ & B U /KIIR 2,000mg 2 BFHEREIRRO#K G L&, 7
H H £ CoRPRBEYRMRIIE G 80O 96%12MHY L, FHREDIT & A ENRFPITHEES 117z, R
PEtix, KBy CF¥) 84%) M Ee 514 12 RERIDINIC R &4, 9 144 RFREIC5E T L7z, JRH TR
D BN Z B OREIE 5-DFCR, 5-DFUR, 5-FU, FUH2, FUPA }x (O FBAL Th Y .
F 2 MAETICERD bR REWIT 5-DFCR, 5-DFUR, 5-FU, FUH2 } (X FBAL Th 7=, Ik
R ORHIC I DRBETRE L AL AWM OB FHMRIEFREETH 722 L6, MER R OYRFICR
AR NFAET B ATREMEI RV 2 S RIR STz 39 BMEAT — %),

8. b3 RK—E—IZHT Bi%HE
AR L

0. BATFICLIHREE
PR L

10. BEDERZETHEHE
BHEESES
B RS 2T A OBEE 7 LT F=2 « 7 U T 7R ZE- T, ER (>80mL/min), B
REFEEMX A (51~80mL/min). FZE (30~50mL/min) K OVEE (<30mL/min) (2558 L. b
Ry Ay 1,255mg/m2 Y AROEG LIEBRO L 2 v & FORE D AUCine 1ZLLTF D &
BYThHol 3 GMNEAT—%), [2.3, 9.2.2 5]
[VI—2. #25NEEZOHEB, I—6. FEOERAFATLEEFICHETIER] OHESH]
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EHEREREEEER D B R Z B R OMREI O AUCe (pg-h/mL)

JVT7F=r 7 YT Z A (mL/min)

(=X’ >80 51-80 30-50 <30

n=6 n=8 n=6 n=4
BB 6.24+2.06 5.98+3.06 7.88+4.32 7.79+4.43
5-DFCR 11.6+4.12 12.442.25 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
ZDfth
UER R L
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£ (FALDOFIESF) (CEAJ HIEHE

HEABEZDER

— euw

—_—

1.3

[

==

KEZEOHALFERET. BERICTAMISTEIERBRICEWNT, AALEREICT

"U%ﬂ%ﬁ-%"%ﬁ’éﬁ’JEEﬂﬁo)%t’G AEDNBEY EHE SN DEFICOVTOAERT S
EGBEDERICH=>TIE, FARVEHARFORMXEZSHLTHREET S

_to$t~m$ﬁﬁlﬁ45 BEXIZOREICADERVERIEZT2HAL. AEZE
1%(75\6?25'?%) - t o

1.2 THI=I - FASUIL - FTSVILA)DLEBEGRIEDHBIZKY, EELMEEETED

EMERMNRIRT 5B TNAHHSDT, RAZTHLENI &, [2.2, 8.1, 10.1 3]
AKFETLI7I ANV LEDHAIZKY ., MREEREEBEREE. HOARKELETIC
EoFBMESA TS, CAODEHERIE. RFIETILT 7 oh ) LOFRABAEK
Mo AFIERERIEE 1 » ALUROHMIZHRR L TS0 T, AT S5E(C(E MK ERE
BEREZEHMICTV., BREICGCTENGREEZTI 2L, [10.2, 16.7.1 58]

BRELZTOEH

22 (ROBHIZEEBERELAWNIE)

AANDOREY T 7 A v T 25 LIBBoE OBEERE O & 5 B

FHT—= s FAFGIN - FFFTINAH ) 7 ARSHIRESTOBEE RO LFIE% 7 A
OHBE [1.2, 8.1, 10.1 ]

HELRBEEOH L EE [9.2.1, 16.6.1 B ]

IR TR LT\ ATREME D & 5 4t [9.5 S ]

)

BEXIIHRICEET HFE L ZTNDER

'V —2. eI RICEET 2 EE) 2R

AERUVRAZEICEET R L ZTDER
[V—4. HELOHEICEET L HEE] 2K

. BEEGEANIE L TOER

8. EELGEXRKIE

8.1

8.2

8.3
8.4

THT =V XATI)V « T TN ) U LAEEAIR G R ILE, AROEE 21T 556 1%.
il b THUEOREEZHITSZ &, [1.2, 2.2, 10.1 BH]

AFBE G HFIX TN BRI 500 3EED (SR RE (R, TFHSAE - BHERES)
EATH el BEORELZ HCBET L2 L, [9.1.2, 9.2.2, 11.1.4-11.1.6, 11.1.13 & ]
JERYLIE - A O R B TEACIC O EET D L,

B EIBRANRR 2R EAT - FRRS OO B, B (238 1T DA Bh L PRk AR A 2 (3 D BRI, B
BCHR (TR E O MEMED @O ARKGRIE « IS/ R FTSE AMBFE~ORY IR
i) 8536 M) AEGITH I &,
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6. RENERZAI HBEICHT IR
(1) &HHE - BEBRFOHLEE

9.1 AHHE - BEERFOHLEE
9.1.1 BEREEORTEDHDSEE
DEEROEDNLBENNH 5, [11.1.3 M
9.1.2 BHIFIDHLHEE

HHEHHI R T 2B E N H D, (8.2, 11.1.6 B ]
9.1.3 HILEEREXIHEmMDHLEE
IERBE LT 2B TN H 5,

BHLZ2WZ &, (2.3, 9.2.2 5]
.22 BREEOHIEE (EELBESOHIEEZRKRL)
BIVER DN ESEAL IR BN ERTL28ETNANS D, [8.2, 9.2.1, 16.6.1 &4]

Q) FrHRElEERE
&

BREZ LTV

(4) £EREERT DE

9.4 HJEREETHE

9.4.1 AEFHATRERFEMOBRE IR G T2 MNENRD H LA, R B2 EETHZ L,

9.4.2 MHRAFTREZR LCMERE I, ARAIE G L O G T % — SIS Y) 22T 217 0 K O 15
BT5Z L, [9.5 2]

9.4.3 NR— LS —PEIRT D AHEMED B D BIEBE 1T, AFIF 5 R OF 586 T % — & HIRIx
YR 24T O KO8T 52 L, [15.2 B3]

() tEim

9.5 4R
B I SUTATHR LT B TEEME D & 5 I3 5 Ls\n 2 &, @i RER CIRBBEMEH K O A
ERRHE SN TND, v T AICBWT, REIIBIEL, MEIR, BHREZROHEM, (bEIEE
(198mg/kg/ HLL b KiE#HE) . FZBWT, Wi, MBEL (90mg/kg/ HLL - KiEHE) H
WESNTWD, [24, 942 5]

(6) RELIF
9.6 1ZILIF
I LN ENREE LV, BER (w7 R) IZBWT, IF~OBIT (198mg/kg H[BIE )
DHREINTND,
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(M MR

9.7 INR%E
INREE A G & LT BRIRARBRIT M L Ty,

8) =&

9.8 BEhE
BEOREBEZBE LN OHEEICREG TS L, —MRICAEMHEEMET L TWD ZEBEW0, K
(Z 80 LA LD @A TR\ T, HAED T, IR, MR DOFEIRN EJ L L ORERH D,

7. HHE/ERA

10. ¥EEA
AKHNBHFT 7 m—2 P450 (CYP2CY9) DOEEREHGHCRICHE L, BERIEMENME T35 A6E
PR 5 DT, CYP2CO TR &2 1) 3K & O 2858 IR oM EREN LR 58
FNNH D5,

(1) GtREREZDER

10.1 BEAZEE BHALGWI L)
-3 E ERERIEIK - HEE A E Wr - EREF
THT =) FAT )b | REICEHERMEEE S TR, 0| FATIANRTAFany T L
FT IR )T LRG| ARFOHIEREENERT L | ORAHLEEL, L7
(T4 —= 2T ) BENRHDLDOT, TH7 =V X |4 a7 U BERELL LA
(1.2, 2.2, 8.1Z&M] AT AT TUNT YT AR|T D,
BRI E- R RO Gk 7 HEL
WIFAA Z 4G LignZ &,

(2) HRAFEEZTDER

10.2 HtRZEE (BRICEET S L)

A% ERERIEIR - HE A X HE - BREF
ONT 7B TN OFABRMEE B %0 & KA G-/ | REIBFFF - 7 v — A P450
(1.3, 16.7.1 ] 1E#% 1 7 AUNOHIEICmkEERE | (CYP2C9) DOFEFEEHGKAR

RERRAESL T . MM OB RE | ITHEL, BRIEEMET LT
ENTW5, EWHNIMEEEFRRE | W5 AEEERE 2 T 5,
fEdE (7m be e REH, INR
%) ATV, MBS U CHE 2
WEZITH Z &,

Tr=hkAV Tx= MM UOMPREN EA | RAIBRFF N7 v — 2 P450
Lt oWERHLDOT, 7x=| (CYP2C9) DOEEFEHAMA
N OMFREDEAICHERE | ITREL, BRIEENMET LT
THZ L, WD ATREMEDRE 2 BTN D,
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UL Dy FET | BERBEMRT 28ThDA D5, | 7 vbE ) IV RPUEME
VI RRYERL S GARIONHI B2 K E ]
REMEN B D,
. BIfEA
1. BEA

WORWER RS 5o d Z b 50T, B2 +0IITV, BEPRD bR GA Tk %
k357 B AT Z &,

(1) EXGEIEA & MHER

1.1 EXAEIER
1111 BKEEAR (B RBTED)

BUWTR (OIIER : IEs. MR ORES) N LbNRAKERE TELZ ER”HD, 20K
IR B b HAITIE, B 2Tk Ui, BRSSO RMEEZITY Z L,
11.1.2 F2EEE (Hand-foot syndrome) (HEERBIED)

FEL ORISR IERIE, REEE, KR, B, MEAe, AR, RSO F it
DHLOLNDLZENH S,
11.1.3 IDEE EERHTD)

OFRFEZE, PoliE, AREhEE, M1k, DARA, Z88R5E, LEREE (LEMERENR, LS,
DEMEHISMUES) HOLEERSbNDZ LR H 5D, [9.1.1 2]
11.1.4 FEE. &8 (FEERHED)

RSB A S . SO Z 08O IFREER & S b, IARICE S TEM b S ST, i,
FFHSRE R R 2 E D2 WEER S b b Z EBARESh T3, [8.2 BH]
11.1.5 EEEF (BEELH)

EHREM AR 2O BREEN DL ODND Z N 5, [8.2BK]
11.1.6 BBEINE (B AHTED)

PLMERID . BERIERIB D 5 OB REIHIAS . Fio, BHEIH ORI X 0 BEYYE, BUES 2 &
bbb &b n, [82, 9.1.2 M)
11.1.7 OR% EERTD)

MANZE CRERRZE . REETES. DIENIEES) Bbobn b Z L n3b b, ARMEORE, NNEE.
EIRBENRO DG, 521 Ll RAEZ1TS 2 &,
11.1.8 FIEMERM (BHEARH)

FUEPERGZE (RIS - ik, Bliv, MERNEE, ) Bbbbhd Z tRdb b, RENR
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8.1 Pregnancy

Risk Summary

Based on findings in animal reproduction studies and its mechanism of action /see Clinical
Pharmacology (12.1)/, XELODA can cause fetal harm when administered to a pregnant
woman. Available human data with XELODA use in pregnant women is not sufficient to
inform the drug-associated risk. In animal reproduction studies, administration of
capecitabine to pregnant animals during the period of organogenesis caused
embryolethality and teratogenicity in mice and embryolethality in monkeys at 0.2 and 0.6
times the exposure (AUC) in patients receiving the recommended dose of 1,250 mg/m?2
twice daily, respectively (see Data). Advise pregnant women of the potential risk to a fetus.
The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or
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other adverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and

15% to 20%, respectively.

Data

Animal Data

Oral administration of capecitabine to pregnant mice during the period of organogenesis
at a dose of 198 mg/kg/day caused malformations and embryo lethality. In separate
pharmacokinetic studies, this dose in mice produced 5-DFUR AUC values that were
approximately 0.2 times the AUC values in patients administered the recommended daily
dose. Malformations in mice included cleft palate, anophthalmia, microphthalmia,
oligodactyly, polydactyly, syndactyly, kinky tail and dilation of cerebral ventricles. Oral
administration of capecitabine to pregnant monkeys during the period of organogenesis at
a dose of 90 mg/kg/day, caused fetal lethality. This dose produced 5-DFUR AUC values
that were approximately 0.6 times the AUC values in patients administered the

recommended daily dose.

8.2 Lactation

Risk Summary

There is no information regarding the presence of capecitabine or its metabolites in human
milk, or on its effects on milk production or the breastfed child. Capecitabine metabolites
were present in the milk of lactating mice (see Data). Because of the potential for serious
adverse reactions in a breastfed child, advise women not to breastfeed during treatment
with XELODA and for 1 week after the last dose.

Data

Lactating mice given a single oral dose of capecitabine excreted significant amounts of

capecitabine metabolites into the milk.

8.3 Females and Males of Reproductive Potential
XELODA can cause fetal harm when administered to a pregnant woman [see Use in
Specific Populations (8.1)].

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating XELODA.
Contraception

Females

Advise females of reproductive potential to use effective contraception during treatment
with XELODA and for 6 months after the last dose.

Males

Based on genotoxicity findings, advise males with female partners of reproductive
potential to use effective contraception during treatment with XELODA and for 3 months
after the last dose/see Nonclinical Toxicology (15.1)].

Infertility
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Based on animal studies, XELODA may impair fertility in females and males of

reproductive potential /see Nonclinical Toxicology (13.1)].

(2) INREADESIZET 51EHR
HARDEA SCED 19.7 /N OEOFHEIILL T LB TH Y | KEORAM CEKR O EU
@D SPC LR 5,

<BRXRIZBIFTH5FERLDFE>
9.7 /IhNR

INREEZ TG b U T BRARFREBRI TS0 L Uy,

KEOHRMICGEKR O EU @ SPCIZBIT LTI TO LBV TH D,
<KEDRMXE : 2022F 12 A>
8.4 Pediatric Use
The safety and effectiveness of XELODA in pediatric patients have not been established.
Safety and effectiveness were assessed, but not established in two single arm studies in 56
pediatric patients aged 3 months to <17 years with newly diagnosed gliomas. In both trials,
pediatric patients received an investigational pediatric formulation of capecitabine
concomitantly with and following completion of radiation therapy (total dose of 5580 cGy in
180 cGy fractions). The relative bioavailability of the investigational formulation to
XELODA was similar.
The adverse reaction profile was consistent with that of adults, with the exception of
laboratory abnormalities which occurred more commonly in pediatric patients. The most
frequently reported laboratory abnormalities (per-patient incidence > 40%) were increased
ALT (75%), lymphocytopenia (73%), hypokalemia (68%), thrombocytopenia (57%),
hypoalbuminemia (55%), neutropenia (50%), low hematocrit (50%), hypocalcemia (48%),
hypophosphatemia (45%) and hyponatremia (45%).

<EU @ SPC (2022 % 10 A) >
4.2 Posology and method of administration
Posology
Posology adjustments for special populations:
Paediatric population
There is no relevant use of capecitabine in the paediatric population in the indications colon,

colorectal, gastric and breast cancer.

5.1 Pharmacodynamic properties

All indications:

Paediatric population:

The European Medicines Agency has waived the obligation to conduct studies with Xeloda

42



in all subsets of the paediatric population in adenocarcinoma of the colon and rectum,
gastric adenocarcinoma and breast carcinoma (see section 4.2 for information on paediatric

use).
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