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PP 8% (ED—B%%4L) TOREHN

PRAFZRAE RIFTERE AR I H {RA7 IR .
PR PO R
M
25°C/60%RH e PECRUR . A L b B
r it i BN ©
E R hote,

RH : FHXHE

. REERVBRREBEDOREN
PSRN

feFEORAEL MELENEL)
DR L

. R

EMFHESERBI A RS54 VBT HZHEEE & OB HEFOTM

T RTOBMREMEITBN T, (HBRBERLOEWFRI SRR T A T A D5 IEIC D
WT (CFERK 2442 A 29 B IREBFEEIR 02295 10 5) | (RSN EMEEAL, IV FE

VHE300mg [ 7 v b LEEUERLE] (B v — & §E 300)

DI HZEB OFAMEDHERE S T,

HEREH
EHEBRIE | 2N Rk OB & | 900mL
A B i | OpH1.2 (AR 1) ek JE | 37+0.5°C
@pH4.0 (# 7= Mcllvaine D% m #5 | E5y 50 Flis GRERIERO~@)
i) 5y 100 [alfis GRERIEQ)
©pH6.8 (FEHFRERF 2 i) AROBR A %K |12y
@K S W B | Wl e v 2T T 4 —




FIEEE

A TEEHERIAIS 15~30 43128 85% UL RIEH T 256 11254 T 2720, IEERH OB
2 60% K N 85%TIUT & 72 D3 24 7 2 BT BRI 0D R4 H 2R A A HE UK D SEE IR
HERE15%DOFPAICH 50>, T £2 B OMN 42 L ETH D,

B TEEYERIAIAY 30 43 LANIZ ) 85% LA FEEH L 722 W GG (HE S 73 BRIRE ]IS o\ TR HERY
ﬁ@?ﬁmmﬁﬂ5%uhkﬁékﬁjzﬁéﬁék . ARHERGR OB ER HEEDY 40% K Y
85% T DI Y 7 2 IR RIZ I NT, FRBRBLAI D IR HH 8 S A MR D S5 R = 15% D
FIZH D h, X f2 B’éa}km X 42 L ETH D,

C: TEEMERHIAS 15 43 AWNIZ 1) 85%LL LT 255 1183548 T 572 sBREAINS 156 73 LI
(%) 85% LA EIRIHT 25, XU 15 4312 351F 2 sk Al o0 S5 74 HH S8 3 A HE B I oD SR Pt
FE15%DHFPHIZH D,

R
TR E (%) i
JE
EILT BRI M A R B Yo —2hE 2 fif ) HE
7= s
300mg (¥ 27 /L | 300
15 4y 52.3 70.2 -17.9 .
OpH1.2 45.7 A A
30 4y 80.1 90.2 -10.1
15 4y 47.7 41.8 5.9 )
@pH4.0 58.9 B | ##&
45 4y 88.4 82.8 5.6
54y 50 [Flix
15 4 58.7 57.3 1.4 i
@pH6.8 882 | A | #WH
30 & 89.5 88.2 1.3
15 4 68.0 68.3 -0.3 i
@k 90.0 A T A
30 & 95.5 93.6 1.9
4y 100 [HlEE | @pH4.0 | 15 %y 96.4 87.9 85| — C e
O RS 5 (pH1.2,/50rpm)
120 r
100 F
80
¥
w60
H
£ 40 F
% —A— Pu—&$E300
20 —— A BE300me T 2V

0 5 10 15 30 45 60
FERERER TR (47)



@ H B AL JE (pH4.0,/50rpm)

120
100 F
P80
)
w60
Hi
x40 —— P — & §E300
% 9 e
—— U HE U EE300mg L)
0 L L L L L J
0 5 10 15 30 45 60 90 120
BRI R R (57)
@ HF R R (pH6.8,50rpm) O B F- (/K 50rpm)
120 r 120 r
100 | 100
W80 b F80 f
¥ )
7@60 - # 60 F
H H
540t A0 T o
%90 20 o g
—— H U HE L EE300me T b —0— XU U EES00mg [ Vb
0 L L L L J 0 1 1 1 L )
0 5 10 15 30 45 60 0 5 10 15 30 45 60
BRI B URE R (47) BRI B EUREFE] (43)
@a B 5 (pH4.0,100rpm)
120
100 F
80 f
H
260 |
O,
5/940 -
—— P —X 5300
20 —— A U EES00mg V7L E |

0 5 10 15 30 45 60
PRI BR U] (29)

10. B - G
(1) EFENRELGRSE - 8%, NELVRRGES - QRICHT H1ER
M L

10



(2) B%
56 HE [14 882 (PTP) x 4. ¥MHIAD ]
140 8¢ [14 %8 (PTP) x10. #MEFIAYL ]

3) FHREE
R L7

(4) BRIFIOME
RKyrarry, 7A3i=us (PTP v — 1)

RIZF Ly - TAI=T A, HERA (Br—15K)

11. BI@RREINLIEME
Bl L

12. Z0fth
A% L0

11



V. BEICEI S1EE

1. BEEREHR
TR UL IR
KM - PR

P

2. MREXIHRICEHET HFE

5 ZhEE - HRICEET HEE
(FMTEERITEEILE)
5.1 AFN DU EAIIMLAHIEIZ BT 2 AR VL EVEIIRENL L TUVeuy,
5.2 HAWEZATOLEIIE. T M TV A 7 U RGUBMERESA 2 ST b P RE OHEST L <
IFHEREGNCRD,
5.3 PFABIEICEE LT, WIEHEERRIEICR T 2 A0 ME R O L VI3RS L Ty,

3. RZERUHRE
(1) RZERUVAEDHESR

6. Ak - A=
FIRARRESIFIHR T A BT BIEZMH L, 73F =7 b v VBRIEKFY & O3 2 56
1% CliEa T 5, #&lG - EEIC BT ML ECIE BiEzHL, A3 FI7F
EHHT 5B T CIEZHEMT 5, IBBYIBRARERIET - SR O/ - BRIt O FTEME
G & OOFH T CiE3UT B B2 5, ERREIC BT DB L 5 TR IR & OFH 4
LH A D EERMENT 2, BEIIASA L 0T CEEHMT 2,
Ak AREBICODOE TROKGREZHI &% &4 &% 30 2LINIC 1 A 28] 21 H il HifE
b L, 20% 7 AMKREST S, Zhid 13— L LTHRELHD KT,

IR F A 1 [ &
1.31m?2 A 900mg
1.31m2 LA _E 1.64m?2 il 1,200mg
1.64m2 Ll | 1,500mg

B % AEFREICHDOE TCROBRGELZHAEZ LA/ /% 30 0LNIC 1 B 28], 14 BB H R
OE L, #0% 7 AKRET 2, it 1a—2 & LTHEE2EYIKRT,
kB, BEOWRRBICEL Y EERET S,

R 1 [ &
1.33m2 A 1,500mg
1.33m2 LAk 1.57m2 A 1,800mg
1.57m2 L _E 1.81m?2 Kjifi 2,100mg
1.81m2 Ll | 2,400mg

12




C¥ : (KREMICOOE TROFKEELZFHEEK AR 30 0LINIC 1 B 2\, 14 HIEE HER
OG5 L, 20% 7T HRKRET S, Tz 1l a—RA L LTEGEZ#EVIET,
7ok, BEOWRREICI Y EERET S,

R 1A
1.36m2 A 1,200mg
1.36m2 LA | 1.66m2 A 1,500mg
1.66m?2 LA | 1.96m2 A 1,800mg
1.96m2 Ll | 2,100mg

D& (ARERICHDOE TROKGELZHIRE &4 /% 30 7 LINIC 1 A 28], 5 i H k-
BhE L, T0% 2 ARIREET 5, ZhEa#0iRd, 2k, BHEOREIC LY EERET

Do
IR F A 1 [ &
1.31m?2 A 900mg
1.31m?2 LA | 1.64m2 A 1,200mg
1.64m2 L) | 1,500mg

E#%  (AREBICOOE TROKEELZFHEEK AR 30 0LNIC 1 B 2[F, 14 HIFEHR
A5 L, 0% 7 EIF'W*??J“Z)O IhE1a—RL LTHEEEERYIRT,
ek, BEOWRREICI Y EERET S,

IR F A 1 (=&
1.31m2 A 900mg
1.31m2 LA _E 1.69m?2 il 1,200mg
1.69m?2 LA | 2.07m2 AT 1,500mg
2.07m2 LA |- 1,800mg

(2) RERUAEDRERM - R
KPR L

4. AERVAZICEET 5FE

1. & - HEICE&ET IR
(BhEEHE)
1.1 ZHEOREAE QRHE) XU TOREREMEOHZY OFMENORB LTS
« Ak . 825mg/m?
- Bk : 1,250mg/m?
C % : 1,000mg/m?
+ D% : 825mg/m?
- E % : 800mg/m?
1.2 R - HEIZHONT
71.2.1 BIEKD CIEICBWTEWERDREE L -HAIIE, UTOHEEZSHEIC L TR - &%
ﬁ5:&o&% B RS &ém&@%m%ﬁ% IZHBWW T Grade2 DIEIMIKRRIENFEEL L
o2l LT Graded OIREE - HEREZSBICL TRE - HELZEZET 52 &,

13



IREE - R OHE

NCI Ic Lk 5 F D TR B D
) TR IR P oD L&

Grade J|E® AR - BhHE
Gradel IR - AN AR
Grade2 fEIFE GradeO-1 ([ZHR 95 £ TR BB

2 [\ B%HL | GradeO-1 |ZE P9 % £ TIRIK T BB 1
3[EE%EL | GradeO-1 |CHRHRT 5 F TIRIE Vol BB 2
4 HFH | BERIE - FRS AT —
Grade3 fEIZE GradeO-1 (ZHR 95 £ TR TR 1
2 FBFEL | Grade0-1 (TIP3 5 F TIRIE TR B 2
3EIERHE | BERIE - FRSAE —
Grade4 #JJ[a]%&H, Bhq Ik - 5 ARE] T P 2
HHWVITIREMRGNBEEIZLE > THE LW EHES
N7-HE1%. GradeO-1 (2895 £ TR 5 FH
FEORIE - HEOREITS U TREEIT I, WOHAEEBEICTLHZ L,
+ 1,250mg/m?2 {4 & TG 2 Bth L 7= 58 O ER OB 5 &
1FIHE
IRFR IHAE
TR B 1 TR B 2
1.13m?2 KJifi 900mg
) 600mg
1.13m2 2L F 1.21m2 R
- 1,200mg
1.21m2 2L | 1.45m2 i
) 900mg
1.45m2 LA | 1.69m2 i
1,500mg
1.69m2 LA | 1.77m2 K
1,200mg
1.77m2 L4 |k 1,800mg
+ 1,000mg/m2 FH 4 & CTH G- % Bth L7255 O ERF O & 55
1B H=
IR F HIFE
3 L RLE B 1 TR B 2
1.41m2 Ak 900mg
600mg
1.41m2 LL k- 1.51m2 K
1,200mg
1.51m2 LL k- 1.81m2 K
900mg
1.81m2 LL k- 2.11m2 i
1,500mg
2.11m2 L | 1,200mg

1.2.2

— B LRI &

FTORNT L,
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) BiEIZ LA ENERFBRICEHE WV TIZ NCI-CTC (Ver.2.0) 12XV Grade ZHiIiE L7z, FAE
BEREIILL T OHERMEICE - T2, F7o, CIBIC LD ENEKRRBRICE W TR RIERIEDL &
T CTCAE v3.0 X% CTCAE v4.03 (2 £ ¥ Grade ZHI/E L 7=,

Grade Fih R LB FERE R
1 LU, BdsnsEE, e Ve ) - F7 | BEAGICHIRZ 20T 5 2 L ER

F 7R, ERPEEAR, MR MEALEE

2 FENR & £ O AL B RLBE B AETE (IR 2 521 2 AEdR
3 VRIS TG, AR, SRR A RS 2 T T & 2R VER

YT HIER D Grade 23w ELE (BRIRFEIL, BEREFEIR) T L2RWEAIE. X 0 wEd) & ik
T& % Grade #8425
CAEUIRTREGETT - BROKER - Bl
1.3 AAIEOFRT 2 oPUEMEANL, T17.BRERE] OHONFEZRM L, BRSO EH O
HA RTA U EEBEIZ LT BT, BEORESCHAALFIRIEREICIS CCRIRT 5 2 &,
[17.1.9-17.1.11 &J#]
(BEIZB T 5L ERE)
1.4 KK QAT D oPuEEEEANL (17 RN OBEONFEZRM LT BT, BFORE
ROMICFFERRS CCRIRT 5 2 &, [17.1.12 ]
(HEBERUVBEICE TS iR EmL2EE)
1.5 MR 8 2 — R LM e 5E OAIMER OZEVETRHEL L TV,

5. BRBRAE
(1) BRF—5/8yr—3
BB L

(2) ERRRZEIRIER
BREUIRTEELET - BREOKER - BERE>
EANEE 1/ I HERREAER
LT « ERRB VRGNS - GRS BB 2 %1502 XELOX JRiE (W A e vt x4 ) FoF
ffH) . XELOX+BV % (XELOX ik s ~ AU X< 7)) 2479 Bz £l Lz (B2
A EBE1,000mg/m21 A 2B 14 AMEE - 7 AFIKREE), 1T - SRR - B A
Flzxtd % XELOX #IED 33T 66.7% (4/6) TH YV . XELOX+BV #IED RN H 1T 71.9%
(41/567) Th 7=, F£7-. XELOX+BV LD HEEALFHIF (PFS) O yLfilX 336.0 A
(95%[E#E X [ : 293-380 H) T -7, FIfEMIX XELOX %14 Tl 6/6 i (100.0%), XELOX
+BV LTI 58/58 fil (100.0%) (ZFIL L7z, ERFIEMIX. XELOX L TIEEL 6
(100.0%) . KA =2 —r X2 —6 ffil (100.0%). BRI 5 6 (83.3%). T 4 i
(66.7%) . FRIEMRE 4 B (66.7%) . JE57 4 45 (66.7%). %3 3 #i (50.0%) . 4FHEREED
341 (50.0%), Lo->< b 34 (50.0%) % TV, XELOX+BV L TITRMMET = 2 —
132 —54 il (93.1%) . BACRIE 50 1 (86.2%) . 257 48 il (82.8%). FILJEMERE 44 i
(75.9%) . ol 43 1 (7T4.1%) . BFEILERETE 34 6] (58.6%). TH#I32 % (55.2%). HNE
3161 (53.4%) . LFHEREED 29 5] (50.0%) FETho7e, [7.3 ]
[[V—4. HEEKOCHREICEE#ET 2HE] OESH]
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() AERGIFRAR

<FMAEEITEHIALE>

ENATHASE I HHERERSHER
AEE 1 LY A ETOET - BEABEZ IV v Uiz kb7 oz F i L7z
(1657mg/m2/ A, 1 A 2 [5EH G 21 A&E - 7 B FIRE) . AT 5451 22 fiic
352N 45.6% (10/22) Th o7 %, FIWEMIL 19/23 ] (82.6%) (ZFBL LT, T/l
TERNE. e Y ey B 10 ] (48.56%) ., FRIMERMD 10 6] (48.5%) . RIEEEILE 7 4
(30.4%) . LDH k5 7641 (30.4%). HifLEkED 761 (30.4%) FETh o7z,

(4) HRALAIEAER
1) BRI ER
<tEBEIZH T SR LERE>
D4V 5 M ABER RS ER
SARHRIEIER Y EfiE S 472 Dukes C OfEpEEE (1,987 ) ZXI4Ic, 74 mvJ L -
AU J— MEE (5-FULV ##iE, Mayo L2 A D) I h R & B oz B 54 53
Bz Fzh L (W23 Z EVBE : 2,500mg/m2/ A, 1 B 2 E5EFS, 14 AM#&S - 7 AREYK
), TOREFR, BFAEFHN, BERATYM, 24AFPRICBW T, IRV HEUEED 5
FU/LV SIEICx T 5 IELHED R S iz 67,
W DAREBRICE TS 5-FULV BIEIIENTREINTWALARKY F— K« 7rdno v
IWEER NV ARR Y F— ks 7 d 0 v T OV EHGE RO RE O HIE - R L ITR R 5,
BIVERIZ R % U BERETIE 868/995 ] (87.2%) (ZHHEL L 7=, T2RIERIL., TRIEFERE
594 5 (59.7%). T 458 5l (46.0%). HE.0» 326 5l (32.8%) ZEThH-o7= (B> b4 7 H :
200444 A 1 H),

Q4 5 M ABER RS ER
SAEFHIBIER DY 0 S 7172 Dukes C OGRS (1,886 ) 2 RIZ, 74w T L.
AV F— MEE (5-FU/LV ¥k, Mayo LY A %1 X% Roswell Park L ¥ # ) X% XELOX
WIE (AR BFEUEEEAXY Y TTTF M) 27 08BRaFEm LT (WX Z B8
1,000mg/m21 A 2 [\, 14 Af#&S - 7 AFIAER), ZOREE, HERAFHIMIZIHB T XELOX
WILED 5-FUILV FRIEIS R 2 e fezd S iz 9,
RIMEIE XELOX 14 Tld 921/938 i (98%) IZHBL L7z, EREIEMIZ. #hekatE 730 4
(78%). M. 618 il (66%). THi 564 ] (60%). Wit 406 61 (43%). 57 325 #i (35%) .
FRIEBHE 273 1] (29%) FThH o729,

<SBEYIBRTREGHELT - BROWER - ERE>
QiEs\ 5 MABER R ERER
RV - G RAT 2,085 B2 XRIZ, XV DV TIF - Tt r oI oL R )
— NEYE (FOLFOX4 #%15) . FOLFOX4 %k + 77 &R (P) . FOLFOX4+ /3 X< 7 (BV)
5, XELOX %5, XELOX &5 +P, XELOX+BV #EEA21T ) B2 32E L7z (hv ¥
B BE : 1,000mg/m21 H 2 [\, 14 Hf##EE - 7 BEIRES) , MEHEEAFYIR (PFS) & £Z5E
A B 2AFHIR (0S) ZREIRHIEFHEEE & L7, € Of5E, FOLFOX4 #iLI12 %4 % XELOX
FEAE DIEL DS FERAT K OBIR BT TR iz,
16



FOLFOX4 J#IE %3 2 XELOX Rk D I VMR H

BN T
FOLFOX4/ XELOX/
B FOLFOX4+P/ XELOX+P/ o
FHI™ | FOLFOX4+BV XELOX +BV Y R
- (N=937) (N=967) (97.5%CD)
o (A) o (A)
PFS 259.0 241.0 1.05 (0.94 ; 1.18)
0S 594.0 *%) 600.0 1.00 (0.88 ; 1.13)
Bl W R OBT
FOLFOX4/ XELOX/
SEAEL) FOLFOX4+P XELOX+P N R
H H (N=620) (N=630) (97.5%CI)
gl (A) ol (A)
PFS 241.0 220.0 1.06 (0.92 ; 1.22)
0S 565.0 ¥4 572.0 1.01 (0.87; 1.17)

2 PFS > 47 H : 200641 H 31 H, OSH v 47 H 200741 H 31
H

¥ 3) RN SRR OFIEIT 939 1
T 4) FENTHSEE O BRI 622 51

F 7o, b (FOLFOX4+P/XELOX+P) 2% 2 bF1E + BV #IEOESEN =5
AT TR H v, XELOX #yEICkd % XELOX+ BV #EEOEBNE DS BIRFIFET TR D H i
776

(LIRS R DAL FREE 4+ BV #81E & O XELOX ##ik125%0 95 XELOX+ BV ik

DBV FREAT S 5
£ B O T
FOLFOX4+P/ FOLFOX4-+BV/
SR 2) XELOX+P XELOX+ BV N R
HH (N=701) (N=699) P fE (log-rank test)
hfE (H) hfE (H)
0.83
PFS 244.0 285.0 Pt 6023
0.89
0S 606.0 646.0 P
I G ST A T
) XELOX+P XELOX+BV o
ﬁéﬂﬁa (N=350) (N=350) - ’(l\*f_— R Iftt )
. L (H) L (H) E Vogrrank tes
0.77
PFS 225.0 282.0 P 0026
0.84
0S 584.0 650.0 P 0698

BIEH X XELOX ##1% (XELOX # 1k, XELOX # 14 +P) Tl 642/655 1 (98.0%) . XELOX

+BV L TlE 349/353 Hi1(98.9%)IZHEL L7z, EZ2mIEAIL. XELOX L CIL T 414 41

(63.2%) . .0 395 1] (60.3%) . Wit 262 1 (40.0%) . $EEKTE 240 il (36.6%) . 57 238
1 (36.3%) , F /& IEMERE 198 1411 (30.2%) 55 Th v ( XELOX+ BV #1E Tl 226 #1(64.0%)

T 220 5] (62.3%) ., MERE 157 1 (44.56%) . FRIEMRE 139 # (39.4%). #HEKE 131 £
(87.1%) . 57 127 f5l (36.0%) 5ETh o7 (v N4 7 H 200641 H 31 H), [7.3 ]
[[V—4. HEEKOCHREICEE#EST 2HE] OESH]
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@iy MAEERIREAER
AV )T Hy s TNt a T iov s R — NEIEOIREREN & D805 - B R
627 BlEXIGUZ, AX YV T TFF - TAFrr T oL R Y F— MEE (FOLFOX4 %)
& XELOX WL A e+ 2R &2 i L7 (I3 % o8 : 1,000mg/m21 B 2 A, 14 A
Beh - 7 HEIREE), HEREAFIR (PFS) # F2EHIEE . SAEFHIH (0S) % RIRAFHE
HHEE Lz, ZOfEE, FOLFOX4 #EIZxd 5 XELOX #IEDIELHENTRD B iz,
FOLFOX4 #EIZxt9 % XELOX $&1ED IEL MEMENTHE FL

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

#5) PFSH > hA~7H 200648 A 31 H, OSH v hA7H : 200742 A 28 A
1 6) bR OBIERIT 252 4]
BITEMIEZ XELOX &k Tk 302/311 1] (97.1%) (Z3E L1z, TR IERIEZ, Bl 181 4
(58.2%) . #1169 5l (54.3%) . W&t 131 1] (42.1%) . ¥%57 113 1] (36.3%) . $EEEHR 103 4
(33.1%) ZTh-o7z (I b4 7H 200648 H 31 A), [7.3 5]
[[V—4. HELKOCHREICEET 2HE] OESH]

<BEIIB T 5MRMEBMLEERE>
®iEs\ 5 MABER REXER
SABHRIEIBRS i S 7z Stage /MO HHsEHE (1,035 fil) ZkF51C, iz & XELOX
JVE (2 e gL XY FTF ) 2T 23Rra FEha Lz (X Z B
1,000mg/m21 A 2 [\, 14 Af#&E - 7 AFIRE) , HERAFHIR 2 FERMEHE B . 24701
ZEIRIFHEIEE & L7z, 205, #aElgicx7 2 XELOX JIEDEBMENFED bl

10,11)
o

e 955 A= 47 U ] O K aplan-Meier i ##

Lo wwne  EEEEIEE (5150)
0.9 w—  XELOX (520f4)
08 \._
0.7 T - -
,4; 0.6 1 ---‘- --.--l--
ff 0.5 4 e T
4"' 0.4 1
0.3 1
0.2 NF— R (95%(@EIXRD) : 0.56 (0.44-0.72)
8.1 P<Z0. 0001 (WaldbsE)
0ol t XELOX,/#¢ifh il %
0 3 6 © 12 15 18 21 24 27 30 33 36 39 42 45 48 51 (A)

<YZLZMBOKREE>
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 0

71 bA7H :2010469H 24 H

18



&1 A e oK aplan—-Meier i ##

1.0
0.9 -
=
> q.-.
0.8 J “‘h -y
0.7 4 Steema,
L TN )
i 0.6 ] oxt ety 7 ¢ T
j‘ o smnn FRIEEEE (51561)
F (0.5 4 . p . \
42 mmms XELOX (52041)
S 0.4 4

0.3 4

0.24 NHF—REY (95X EF#HEXME) : 0.66 (0.51=0. 85)

0.1 | P=0.0015 (Wald#)

t XELOX.” #1822
0.0 4
0 3 6 9 121518 2124 27 30 33 36 3942 45 48 51 54 57 60 63 66 69 72 75 78 (H)

< AZADHRED
Af n”i"* SIS ATIAE0 453 443 431 415407 396 379360 352 34 320 316 284 24T 222 194 163 137 10781 6033 8 O
XELOX 520 481 468 461 452 435 434 426 418 406 392 382 376 369 I61 333 204 246 220 200 169 126 5267 4211 0

#1v bA7H 2012411 H22H
BIVEH X XELOX %15 Tl 488/496 11 (98.4%) (25 8L L 7=, 22 EIVEAIL, 0 326 61 (65.7%)
Af R ERIEDE 300 f (60.5%) | B ARIEGE 292 1] (58.9%)  KAME = = — 1= /X F—276 fil (55.6%)
T 230 B (46.4%) . WAL 189 1 (38.1%) . 57 152 ] (30.6%) FThH o7 (Y FAT7H :
201049 H 24 H), [7.4 2] [(V—4. MEAOCHEICREET 2EE] OEHESH]

2) ReWHBR
BB L

(5) BE - R
<FMAEITEHIALE>
1) EREEE IHEERKRER
AEIE 1 LA ETOET - BRABBE I U UiEr kb3 202 Ehi L7z
(1657mg/m2/ A, 1 A 2 [5E G 21 A&E - 7 BRI, A0 5451 46 #iiC
x4 5 25h=1% 28.3% (13/46) Th 7212, EIEMIZ 50/50 # (100.0%) IZHEL LT, 72
RIMERIE. FRIERHRE 33 #] (66.0%) | FRILERED 26 ] (52.0%) . HMLERIEA 25 1] (50.0%)
U ek 25 B (50.0%) . FERZEKREVD 19 61 (38.0%). BV L E AME EH 17 i (34.0%)
EEThol,

2) ERNZEAE IEERREER
Rt & % VEHOET - FRABEEICH SV F U E2 R TR B &2 Ei L7
(1657mg/m2/ A, 1 A 2 [5E G, 21 AE&E - 7 BB, AT 5451 55 #ilic
xF3 525N %1% 20.0% (11/55) Th o172 19, EIERIL 58/60 i (96.7%) \ZHBLL7=, T/l
TERNE, FRIEWEE 36 #1 (60.0%) . AST E5 29 #i (48.3%). U >/ Bk 26 51 (43.3%) .
LDH E5 26 # (43.3%). ZRILEKECD 25 6] (41.7%) . BECAIR 24 ] (40.0%) . L 22 5
(36.7%) . Al-P E5 18 5l (30.0%). HIMEKIEA 18 5] (30.0%). U /LB A EH 18 fi
(30.0%) . HERIERIHD 18 f5] (30.0%) ETH -7,
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3) EWEE IEERRRER
XY URIEA] N7 VXX NIL KX TRV) BYHOET - FRAEERIC RV
Uk R E T AREBR A I L7 (2,500mg/m2/H, 1 B 2 [E5EERYS., 14 AM&RS -7 B
IRIR) . B RIEMRAT x50 32 BN 2 288h51% 21.9% (7/32) Th-7= 1%, RIWEMIL 35/35
il (100.0%) (ZFB L7z, ERBWERIZ, FRIEMRRE 29 F (82.9%). HE.L 19 #] (54.3%) .
BERAYRE 18 B (51.4%). A% 16 5] (45.7%). T 14 B (40.0%). W&M: 11 1] (31.4%)
EThol,
4) BV I AEEGERERER
R YAXRNESOMET - FRABRFICH SNV X EUEe &5 5RB 42 £ L7~
(2,510mg/m? A, 1 A 2 [\I55EFE G 14 RS - 7 A RIRE) , AR PEMRHT 545 135 $iiC
%35 250 %1% 20.0% (27/135) Th 7= 19, RIMEMIT 150/162 1] (92.6%) ([ZRBL LTz, &
ZREWERIL, FRIEGERE 91 1 (56.2%) . T4 88 i (54.3%). H.l» 84 f5l (51.9%). NEMH: 60
Bl (37.0%). %97 59 B (36.4%) “FTh o7z 16,
5) #B5VE I ABEGERSRER
R B XAV UT RS TR VEOMET - BRABEFTICH R F ARG T 5%
Bz Eh L7z (2,5610mg/m2/ A, 1 H 2 BElyElE, 14 AFERS « 7 BRIREE) . AL PEMAT
L4 69 B3 2 Z5h31T 24.6% (17/69) TH-7-17, BITEA I 66/74 ] (89.2%) (ZHEH
Uiz, E2REIERIE, TRIEGERE 46 51 (62.2%). T 43 61 (58.1%) . Hls 41 5 (55.4%) .
mart 27 6 (36.5%) . HPNZE 25 5] (33.8%) % Th o7,
(6) AEAIEFR
1) EARERE (—RERARERE, BHEERABERE ERABELERE), RERTERT—42
R—RFE HERFTEREBRABROAS
MBI L
2) FRBEHLLTEREFEOARRITERL-RE - KBROBE
YL
(1) Zoih

AR L
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VI.

EEEICHT HEE

1. REZFMICEESH S ILEYMRITLEYME

Tivtusn, THIT—I)v, HIVET—)L, THT—)L e 7T )L RFEI TN DU
HEE  BEO S Db EMOREE I RFIT, BHHOETRLESHRTH L,

2. EIEER

(M

(2)
1

2)

)

YERERGL - 1EFRRER

TR B ENTERE L0 REMEDO EEFWIR S, TR THALRF I Lo AT T —BIC L
» 5-DFCRIZH s D, WICEE LTSS AT 2 F V77 I —BIL X
W 5-DFUR (CAEH SN D, HIT, EEMAKICE LV THEETDIF IV AARY 7—Fick
DIEMIRCH D 5-FU IS S NEE SR 4 FiE T 5V, 5-FU (X FAUMP (I S, 3
UIBREREER KN 5,10- A F LT N T b R g & RNISHEERE TR T 2, TOMKRET
UNBE A MHT S Z LIk, DNA G ARET 5, £72. 5 FU L FUTP I S,
UTP O 0 IZ RNA IZHVIAENTF-RNA 248 L, UARY—ARNA KA v Dy —
RNA OHREZEET 2L B2 b TND 2,

EhEERMITDHABRMIE
FES&IRM 5-FU DA R

b MiEEE HCT116, CXF280 & T COLO205 #k (W~ & B gz ff) #HEX — N~ 7 R (T
HRvEey (FEO#h), KEv 7)Yy (5-DFUR, &O#E) KO 5-FU (EENES)
EEEHE (R GRORKMNE) K5 L, RROICHESER. HRLOCnEFo 5-FU &
ZRE LTe, X2 e b~ U X CEGHHEMICERIRGICERE D 5-FU Bk S,
#F% 5-FU AUC 135 A K UiiEH @ 5-FU AUC (TR ARy & BB 5 TR 22 5RO
114~209 {5, 5-DFUR 5 TZNEN 6 5 O 21~34 5@V MlEZ R LTz, —J7, 5-FU &5 T
%, 5-FU (3EGHRRIED 0 TR MHAKLCIIMIEFIZ b RERIZOM Lic, A~y 2 er&b~y
A DNEEFRG 5-FUAUC 1% 5-DFUR } (8 5-FU # 5.~ 7 2 JEEHHE 5-FU AUC 12t~ =2
N 8.6~4.3 M TN 16~35 5@V MEA R LT- 19,

nESMNR

AR e L (ZR-75-1, MCF-7, MAXF401, MX-1), t hEiGRE (CXF280, HCT116,
LoVo, COLO205) &'t bk H# (MKN28, MKN45, GXF97) #HE X — R~ 7 A (2%} L CHE
BV RDGEO B2 19, Fio, MOFUEMEELRAI L OO LV | FUESZIROMIRRTED b

7- 20.21)

{6 FRSTRESR - FE4RRSRS
BB L
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VI. EYEREICET HIER

1.

i Hh R EE D HEFS
() ARLAEDTmFIRE

BREERRL

(2) ERPREAER CHER SN -MHIRE
D AETERSLEGAEOMPYRE

2)

B ERE 12 AT XX B 829mg/m2 Y 2 BF%ICHEIR O L&, p- v a2 e
>, 5-DFCR, 5-DFUR KO 5-FU i%, #5%% 1.1~1.3 Bl C Cmax ([ZHEE L, - 0.4~
0.8 FEM T L7z, 5-FU ® AUCast 1%, 5-DFUR OF) 1/20 ThH -7z 22,

ABETEE LB A OEMBIE T A — % 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-EEEEE 16 412 251~1,255mg/m2 * 1) DR T, hUH BV ROENHY O
Cmax, AUCuast (3G &AL THEINL, #IEHEG%ZO T~ & e LAY O R NE)
REITAIEME 2R 2 L DRI STz 22
WD) ARSI - ARIIARERREICHHOETAELOD AT 1A 900~1,500mg %,

B £ T 118 1,500~2,400mg %, C{E£TI% 18 1,200~2,100mg %, E ETiX 13 900
~1,800mg # 1 H 2 [ TH 5,

BATIRSE LI-HADMEHRE

FENG - BB 20 412XV X B 1,250mg/m2 2B 1 H 2B AR AKRE LIz &0
B 1 RHE) O~ 2 ey, 5-DFCR. 5-DFUR KO8 5-FU O MbEPlE L, 54 1.7~
2.3 IFHC Cmax (22 L, F-dl 0.55~0.81 K] T L7z, #5451 A B ® 5-FU ® AUCast
i¥. 5 -DFUR O 1/30 Th -7, %5 14 0 HOEYERE T A — X3 5-FU k&, HEl
BEZOME EIFITFEEETH - 7 2425,

2 #4511 BiE1,250mg/m2 ##7 &%I2 1 A 1ERO#ESE L,

22



BTG L2 OFRMBIRE T A — 2 DLk

Cmax AUChast
n
(ng/mL) (pg-h/mL)
L&
1H
1HH 14 HH 1HH 14 HH . 14 HH
VIRV, B i 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) EYFHRIEH
ARVAEVEE 300mg ¥ IL k]

AANFBEICH X U8 300mg (Y70 b EBr—F8E 300 %7 0 A4 — "—EC
v, EnEn b8 (WU FEer Lt LT 1,500mg) ZRFBICHERROEE L, miEh by
2B URBRREZRIE LT-, 3oz a7 2 —% (AUC, Cmax) (Z2W\T 90%
(B HE X VB THERHIRMT 21T - 72 5. 10g(0.80)~10g(1.25) DFEIFAN TH V) | Wi D4 M #1117
MO R STz 26

(ng/mL)
2500 - —— AR HZE g300mg 7 )L k)
—t— 10— §£300
- [ (Mean=S. D., n=40)
2000 -

. -
0 2 4 6 8
K§fEl (hr)

H|EINT A—H BEINT A—H

AUC Cmax Tmax T1/2

(ng-hr/mL) (ng/mL) (hr) (hr)

3~ B ¥ BE300mg
3868+1475 2645+1102 1.9+1.2 0.5+0.2
AN

o — #5300 3968+1807 2645+1260 2.0+1.2 0.4+0.1

(Mean+S.D.,n=40)
MAEFERET ONZ AUC, Cmax 250/ 387 A — X%, #RERE OBIR, (R OBERIE - BFfE%E
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DRERENT L » TR D AREMN D 5.
Q) &EE
M ER R L

4) B - HRAROEE

1) #lEgH| & DEEER
B BRE 12 £ h X B 1,250mg/m? 2 BH%KEBILT VI =T A, Kb~ %20
LA EHIRE L OFRRE LI-E X, I3 Z U KN 5-DFCR @ Cmax [F M 5.0 b kg
LT 14~21% LR L7 b 0D, ZOMMOREWICEEITGRD bNRd otz 20 WEANT —H),

2) L7772 EDEEER
B R 4 2 2 hH 2 B 2,500mg/m?/ H 2 /% 1 H 2R, 2 BERO”ES, 1EBKREK
la—AL LIRS % 3a—A{THRIEZETENENY LT 7 U R U DA 20mg &% 1
b Ui, IRV ZEUEERTE L TIRGZICBITL SSULT 7 U v OEFRMEERD S 1K)
® AUCint 13 57%. INR X 91%8400 L 7= 28 (SMEAT—%), [1.3, 10.2 &#]
[IVI— 1. %5NFEZOEM, I— 7. AEH] OESH]

2. EYERERNZ A4S
(1) fEiAE

BREERRL

(2) AR A
BB L

(3) JHREREEH

FEAE B O &G
e b8 1500mg (n=40)
Kel (hr1) 1.6482+0.4514
(Mean+S.D.)

@) 2)VF7I3R
PMERe L

(5) B
BB L

6) Z0tt
BB L

3. BEE (KEal—va>) @i
(1) BB
AR L
24



4.

5

6.

(2) NF A3 EBHERA

MER e L
R 4R
B -y AP
Xl
(1) Mm% @B e
Pt [[VI—5. (5)ZFDOFMEE~DOBITIE] DOESMH]

(2) Mmik-RaARREFIE @
M ER R L
<HBE . < TA>
IR~ 7 A UC R D~ Z B (198mglkg) & BRI O G Lz & & RED IR R ~D
BATR D BTz 29,

Q) EA~DFBITHE
REERRL [(VII— 6. frEDOERAEATLEEICHETHEER] DESM]

(4) BEA~OBITH
BB L

(5) ZTDMOMEHE~DIEITHE
YRR L
<BE ~TvA, P>
~ U AR OY T UC R R 2 B Z R 198mglkg M OY 54mglkg D H & CHL[RIRE
AHG Lic b &, BORHBRITESCOIRIN S N, RNIZIRS i LTz, &G54 24 £ T
IZZEDIEE A EPENI D HL LT, B2 B oW, R, HECBES-3 2 108 . i,
BB 31 D HBURREIXm Do 7o hy . BEHBE DI ~DRBATIZR > - 72 30,

(6) MEBEREE
BB L

R
(1) HRHBERLLE MRS
HARUHEEANRFUAERT T —RIZLY 5-DFCR ICR#i &, S5y FVrTT
I —FI2kY 5-DFUR ~£#H&ENn%, 5-DFUR FEY I VU7 LAY RRAKRY F—+¢
(PyNPase) (b FOHEETF IV AARY T—E, FoWHOBEY Y DU AARY T —E%
BI5) 12XV 5-FU ICAHE LD 8D,

25



(2) REI“AET SEEFR CYP %) OHFE FEX
b MF 7 0y — A S ZHNT I Z 'y, 5-DFCR. 5-DFUR. 5-FU K&} FBAL D&
WS % (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4) ~
D% In vitro THR LTz, ZORER, XU ¥ E U 3K ETHEE S5 i ‘:F‘#ft‘i@%
MR (9 0.015mM, 5.4pg/mL) @ 7 {f5I2AHYS T 5EE (0.1mM, & 36pg/mL) TIXHEILR
D BHNIRD o T2, 130 fFICF YS9 2 EEE (2mM, £ 700pg/mL) (28T CYP2C9, CYP2E1
% 50%UT < PAE Lz, —7F ., R DWW TTEM LR R~ O E R 2 L3R b v

7z 32,

(3) DEBBHROERRVTOHE
BB L

4) REVOFEOEERVEMSL, FHELE
R OTEEDOFEE -
IEPERH DR EGR R T A —% - IVI— 1. (2) ERRBR CHRIN-MPIEE ] 25,

7. B

10.

TG « ELIGRE RE 20 412 h XU 2 B 1,250mg/m2 % OG- L7z & & 5% 24 FFf % Tl
G ED 69~80%ZHY T 2 mBIRT PRI STz, D 9 HAREARD IR PR3 3% & K
iz~ L. FBAL {3/ 50%% 7~ L7z 67,

BB 6 412 14C TR L7 I~ # B U KIEIK 2,000mg # B%IEEROFRG L& 7
H B & CORTREHMRITE G ED 96%ICMHY L, HEREDIZE A EPRPICHES T, R
PEix, Ky (¥ 84%) M EEG-1% 12 RERILINIZ PRI S v, #9144 BFREIC5E T L7z, JRPCRR
D BN H L OREWIE 5-DFCR, 5-DFUR, 5-FU, FUH2, FUPA %O FBAL T& Y |
F - MAEICERD SR - REIT 5-DFCR. 5-DFUR, 5-FU, FUH2 KO FBAL Th -~ 7=, I
L ORISR T DRIERE & LA MO A MFIEREE TH 7= 2 L b, MR L OYR IR
A BFIET D ATREMEIR VN 2 E AR St 39 (SME AT —4),

S URKR—E2—IZEAT B1E#R
B -y A

. BEMEFICLDIBRER

LR L
BEDEREEIT HESE
Eﬁx%ﬁb = lm\%

BB 27T L OBIEEZ 7 L7 F =2« 7 U T T A 2E > T, IE% (>80mL/min), &%
REREEERE  (51~80mL/min), HZE (30~50mL/min) & OVEE (<30mL/min) (Z/34EL, 7
Ny Z ey 1,255mg/m2 F Y BROKREG LEBEO IRy Z v 2O O AUCe 1ZLL T D &
BYThHo=3 UEANT—%), [2.3, 9.2.2 5]

[(VI—2. #oNELEZOHEB, - 6. FEOHREHETHEETICHETLIEE] OESHR]

26



ERD T~ 28 O

#H D AUCin¢ (ng-h/mL)

JVv7F=r 2 UT7 7 A (mL/min)

fta >80 51-80 30-50 <30

n=6 n=8 n=6 n=4
HRUBE 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
ZDith
ZHEE R L
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. &% (EFRLOIFEF (CET HEE

ERELETDER

r==%
=

= —|ug
I3

—_

P 3

AEZEOCHALFERER. BERICTAMISTELIERBRICENT, ANALEREICT
Eo BRBEDRRICHE>TIE. FFRVEHARFORAXEEZSRLTHREET S

DI - BREBEFEOEMMDY & T, KENEY EHHESNBEFIZDOVNTDAERET 5

FThrbiR5ETHC L,

AFBIRICEILL. BEEXEZOREICHEMERVEREZT2HRAL. REZE
1.2

TFTHI=IL - XASUI - FTSIVIAYDLEBRERIEOHBIZEY., EELMREEZD
BIERANRBET 25T HIDT, fFHEZITHEWNI E, [2.2, 8.1, 10.1 3]
1.3

RENEDILD7ZYA)DLEDGRAIZKY ., MBREREREERS

EoflESNTNS, ChoDEMERIE. RFIEDILT 7)) oA ) 7 LOGRABRIRE

HmAFEE LTI
BEMNSAFIZREDRIEER 1 » BURNOHRBIZRIRE L TWADT, 6tAT 258X MR EE
EREZTHNCTL. BREICECTEVLGLEFITS> L, [10.2, 16.7.1 3]

2. BERNRLEZTDER
2. B2 (ROBHIZIEBRELAEWNI L)
2.1 AKENORS T 7 VAT 7T x5t LIBBUE DBETRED & % B
2.2

FHT—Ib s FRAFGIIL « AT TN H Y 7 ARESFIEGERORE RO 5 H 1% 7 AN
DOEE [1.2. 8.1, 10.1 BH]
2.3 HEERBEEOCHLHEE [9.2.1. 16.6.1 B

WS SUTIEAR L TS ATREMED & % 2t [9.5 ]

HREXTHRICEIET HEE & T DER

[V —2. FREIZNRICBE T H51EE ] S

RERUVRAEICEEYT HER L ENEH

'V—4. HEAOCHEICEET TR SR

5. EELGEANIE L ZTDER
8. EELEANIE
8.1 THT— e XRXAT )V FTF ) U AEGRIES R ILE, RO %2175 %561%
Dty THUEORRZHITSZ &, [1.2, 2.2, 10.1 ]
8.2

AENF G AFNTEHR) (Rl 50T 8ERD (R E (iR, ITHee
8.3

E - BHEREMRAS)
REYE + A DR BUUTEAIC HERET 2 2 &,
8.4

EITH 78, BEOREZ HICBRT 52 L, [9.1.2, 9.2.2, 11.1.4-11.1.6, 11.1.13 /]

25
) 590 %) FMHETDI L,

B IR RE 22 AT - BRI O B, B 3T DAL PRI AR 2 3 D BRITiE, B
HSCER (TSR B OB D O ARKRRER - BISSM R

N FE~DRE S PEITAR D
28




6. HENHEREAT VEBICHT HIE
(1) &GHHE - BEEFOHLEE

9.1 AfHHE - BIEEFOHLEE
9.1.1 BEREEDHRFEDHDEE
DEEROODNLIBETNRH S, [11.1.3 M
9.1.2 BHNFIDHLEE

HHEIHI RS 2B T D5, 8.2, 11.1.6 ]
9.1.3 HILEEBXIIHMDHSHEE

TERDBELT 2B TN D 5,

9.2 BHmEEERE
9.2.1 EELEBEEEOHDEE

B LR WZ L, [2.3, 9.2.2 5]
9.2.2 BEEDODHIEE (EELBTEZDHIEEERI)
BIVER DN EIEAL IR BEN EFTo8Fn0"H 5, (8.2, 9.2.1, 16.6.1 ]

() FF#EEfEEEE
BRE STV

4) 4£GEReZERT HF

9.4 HNEREEHT HE

9.4.1 AFHATRERFMOBEIHEETHMNENRH LA, MR T 2R EBL2EETHZ L,

9.4.2 HEHRVIREZ AMERBE 1T, A G- R O G4 T % — E I i U0 2038 247 © X O 45
HYy5HZ L, 9.5 2]

9.4.3 S— NP —NEIRT D AREMED B B BIEBE I, AFI G R O 548 T % E SR
WO 21T L ofET 22 &, [15.2 /]

(5) 4Eim

9.5 ittw
B SRR LTV D ATREME D & 2 ZeMEICIFR G- L e 2 &, B SEER CIREESE R L OME#TTIE
TERRHRE SN TND, v T AZEBWT, BRYIRET, MEIRE, BREROMN, (bERE
(198mg/kg/ UL b KiEEE) . $IZB W T, JipE, ML (90mg/kg/H UL RKiEHRE) 2
WHEIN TS, [24, 942 5]

(6) RELIF

9.6 IZELIF
RA LW EREE LV, BEE (w7 R) IZB8WT, Ai~OBIT (198mg/kg Hila[F:H)
NREINTWD,
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(7 /MR

9.7 /NR
NS 2 RS & U T BRIRRR BRI S L T 7y,

8) =#nE

9.8 BEE
BEORBEZBZE LN OHEEICKRG T2 2L, —RICAEHBREMET LTS Z &ML, FF
(Z 80 LA EDmEA ISR\ T, BIED T, RS, RS ORERN EF7 L2 L OWENDH D,

7. HE/ER

10. #HEEA
ARFIDBIFF ~ 7 v—L P450 (CYP2C9) DOEFEEHGHGRISHE L, BERIEMENMET 5 a6
D & % DT, CYP2CY9 TR &2 2 A & O 2 5B OFHEAI O MR E DS EA9 5%
TNRH D,

(1) HRAEEREZDER

10.1 BHRES (BtRALGWLI L)
RHl2%E
THT = e T RXZ )L -
FT TN T ARE
Al (74— AT V)
[1.2, 2.2, 8.1 &/#]

ERERAEIR - HEEHE
RN EHE 2 MR EE L TR, A
WREDHLE REEDRBLT 2
BENWRSHLOT, THT—/L %
AT e T TN T LR
ARG RO G IE% 7 AL
MIIAFI &G L2 &,

W - fEREF
XTRT NN T NA T T T UL
DEALMRFZHEFE L, 7 v
Fr v T U VRENRELLS BA
ERAR

(2) rtRFEEZDER

10.2 fAEE BRISEET S &)
RH&F FREREEIR - HHETTE

W - fElRREF

ONT7 VA oA
(1.3, 16.7.1 /]

OF I BRAA SR B 15 5 B A H B 5
1E#% 1 2 A AN O I ik e [
REMR AL i OFBL RS
INTWD, EHIRIC Mk EEE Re
B (7 her e o, INR
) ATV, REICIS Ui A
WEZITH Z &,

KRB BHIFF b7 a— 5 P450
(CYP2C9) DEEEEHA R
(B, BERIEHEDME T LT
WD RBEMEDRE 2 BTV D,
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Tx= kA Tx= b UOIMPREENEF | KABIFT K27 72— 2 P450
LI DWERHLDOT, 7= | (CYP2C9) DOE:FEEHAESHSR
A DOIMFREDOENICEER | ITREBL., BRIEENMET LT

T5HZ L, WA ATREMERZ 2 BTV 5,
NI TZAY Py s FET | BHEANERT 2 8ENNH D, | 7 vbE ) IV R PUENEE
VIR A BRI OB B L KIE T A
BEMEN B B,

. ElfER

1. EER
ROBIWEHDRH5OND ZLBHLHDOT, Bz HoIATV, REPRD SNHEIITRG %
HIEd 570 EWEUIREZIT O 2 &,

(1) EXGEMER & FHEIK

1.1 EXLEEA
11101 BKAEAR  (BEEERBIED)

P TRR (WIHELR « i8R, BREIOES) R ObIMKERETCELZLAHD, DX
I IFER D B DTG, BH AR IE LR, ERERGEOMYAEEZIT Z &,
11.1.2 FR4EIEE (Hand-foot syndrome) (BEEEASHAED))
FELORIEITIRIERE . G, AR, &R, RS, AR, BRSO F EAEprE
Db dZ ENb5,
11.1.3 DEE (HEERPED)

OEZE, PolE, HEVRE . T, O, R, DEMEE (LEMEREIR, OEAME),
DEMEHIAMUES) ZOLEERLLLNDZ ERH 5, [9.1.1 2]
11.1.4 FEE. #E (FEERPED)

IFRSRERR ATE B . SR AL O IFEEN S b, AR E s TE LG STV b, 7236,
S RER A B 2 e WEERH Sbhd Z EnHEIN TS, [8.2 2]
11.1.5 BEE (BHEERH)

BHERER AR 2O BREERSL LN Z LD D, [8.2 5]
11.1.6 BEEIMH (B AREED)

DL ERISA . FERIERIBAD & OB RERNHIS . £7o. BBEIIH ORI L0 SEYYE, BUES2 &
bbivoZ&ndbb, (8.2, 9.1.2 5]
11.1.7 AWK GEERBED)

NNZE CREIRZS, RGBS, DENIEES) BN Dbhd 2 ENRH 5, AIRIEORIEE, N NTES.
EIEBENRD b GEITIE, &5 2R IE Ll 2@ z175 2 &
11.1.8 & MM (B R)

M2 (FIELR - ik, Euhu, PERIREE, RBEE) DNHOONDZEndH D, BENPR
DO E IR 2k U W X REOBRAEZITV., BIBRERVECRERET DL
WOZRAEZ1T S 2 &,
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11.1.9 ERGEHRX GEERP)

HPERSS . BIMMEGSR, ERMBRERH LD Z N D, WMLV - TH - MfEE o
FERD D SN HEIITE G2k L, #ERAEEZTY &,
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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)].
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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 4% 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
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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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