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Wi | & | 25°C/75%RH o N 37H B % 88 2 RSO & 72
ﬁ s . I\
%ﬁ ?ﬁﬁj‘l‘i ot (7k]3)o
“ , D65 57 B i ERIE AR WFHORBRIEH & b3
25001x el 120 77 Ix * hr | BEO&FENTH > 7=,
RH : FH%HEEE
PIPR%E (EOD—8%E4LL) TOREM
PRAT S PRIFIERE AERIE B PRAT I IS
PR WP O ER
ol P SR HE LB
25°C160%RH HESE . 6 M H
T EOHEFHANT
TERE Hot,

RH : FHXHE

. RARERVBBRORENM

AR

. tF L DEAEEE (MEBIEFEHEL)

LR L

. R

EMZNRFEEREBH A RS VICH T HZEREF & OB HEEO T

T RTORBRELMITBN T, [HBRBRERLOEYZRI SRR T A BT A %505t IEIlD
WT CFRk 2442 H 29 B FEEFRAER 02295 10 &) | IIRSNREECEHE L, I Z BV
BE 300mg Y7 /v ] LEEAERA (o —&F8E 300) OEEEEFOIELIME MR I NI,

HEREH
EHRBRIE | X Rk A B | & | 900mL
OB i | OpH1.2 (AHEERE 11R) biTh | 37+£0.5°C
@pH4.0 (7= Mcllvaine OFEMEHK) | [B] #5 %% | 5% 50 [Alfix GREBRIRO~®)
@pH6.8 (FHFERE 2 7) 57 100 [Als (BRERIRD)
@K OB K| 12_vEL
o oW | mEEks e~ N T T 44—




FIEELE

A TEEHERIFIAS 15~30 4311 85% L LIS HI 3 235G 11544 3 5 72 | ARSI 0O SR Es
D3 60% % O 85% T & 72 i ¥4 72 2 REAUZI T, RERILAI O S 7A H SR A HERLAI 0 S35
HERE15%DOFPAICH Hh>, XX 2 B O 42 UL ETH 5,

B [EEHEREIZS 30 43 LANIZFE) 85% LA VA L2V Ga (BUE S V7= sBRRE 1 45 CREHERY
F ORISR DY 85% LA B L 70D & X)) JITREE T D7, ARMERAI O S R DY 40% K Y
85% L D 2 72 2 W FIZ I T, BRI BRLAI D -7 HH SR AT HE LA 0D SR HH 3R+ 15 % O i
PIC® D7, XiE £2 BB ofEIZ 42 L ETH 5,

C: [EEERAFIN 15 53 LAPIZ ) 85% L, LRI T 256 1IN T 572, SBRRAIN 15 55 LA
(2% 85% LA EIRHT 2 5>, XU 15 /3181 2 s BR LA o -2 H 2 DS HE R oD S 25 H =2
T 15%DHIPAIC B 5,

BR
TEERREE (%) ¥
Az :—‘KE—‘
[EILR BRI B A HRU B E Yo—2gE . fo fil - )
300mg ¥ 27 L | 300 -
15 4y 52.3 70.2 -17.9 .
OpH1.2 45.7 A | BE
30 4 80.1 90.2 -10.1
15 %y 47.7 41.8 5.9 i
©@pH4.0 58.9 B e
P 45 4y 88.4 82.8 5.6
H:TT SAY
15 %y 58.7 57.3 1.4
®pH6.8 88.2 A | #E
30 4y 89.5 88.2 1.3
15 %y 68.0 68.3 -0.3 i
@K 90.0 A 1A
30 4y 95.5 93.6 1.9
4y 100 [HlEE | @pH4.0 | 154> 96.4 87.9 85| — C e
O HEERASE 2R (pH1.2,/50rpm)
120 r
100 F
80
¥
w60
HH
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@ RS F (pH6.8,/50rpm) @ RS 5L (K /50rpm)
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H
40 | o
AP — 5300 % —— P — #5300
Z 20
—— /)AL E300mg [ Y 2Lk —— AL LAE300mg T Lk
1 1 1 1 ) O 1 1 1 L )
5 10 15 30 45 60 0 5 10 15 30 45 60
ABR IR ER IURE ] (43) BB EURER (59)

@ RS 5 (pH4.0,100rpm)
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—— 1 HE U BE300mg Y7Lk
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() FENDELGES - 8% NESRRLGESR - aXCET 2 FR
AR
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(2) a%
56 §E [14 2 (PTP) x 4. ¥MFIAD ]
140 82 [14 2 (PTP) x10. #MKIAY ]

Q) FlEE=E
BEARRNA

4) RBFEOME
Ky 7Fuvry, 7AI=us (PTP v —R)

RIZF Ly - TNAI=Th EERA (Br—158)

1. BlEREINLIEME
Brlz7e L

12. Z0ith
AR
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V. REICEYT HIEH

1. MEERIFHE
FHRREX I FIE I A
5 -

GE

2. MEEXIIHRICEET HEE

5. e - DRICEHET HEE
(FMFRERITERILE)

IFHEREANIIR D,

5.1 ARANDW M FRIEITI T 2 AR LML LT,
5.2 HAKREGZATHOBEITIE. 7 b TV A 7 U R GUBMIEGA 2 & T A RIE OWEER L <

5.3 PRFHPRIEICEE L T, WIEHLAIREIZ BT 2 A0 M O L EVEITMESL L TVO7Ru,

3. FERUVAE
(1) AERUAEOES

6. A% AE

FIRARRESUTHRIE T A BT BIEEMEM L, 7 3F =7 b VBT & BT 256
ZIF CHEE /MY %0 KElG « EGREICHS T DML FRIEICIE BIEZEM L, 39V 77 F
EHHT 2HEIIT CIEZ MM 5, 1BBYIBRAREZREELT « TR O - BB ILOFUEME
IR & OOF T C 3T EE 2N %, EREIC T D ML AR A TR IR & OF 3
LH A DIEEENT 2, BEIIAS/A L DT CEeMT 5,
AL AREBICODOE TROKGREZHIREEK LY % 30 7UNIC 1 H 21, 21 HEEHR
A5 L, 20% 7 AMKREST S, Zhid 1 a—X L LTERELHRD KT,

R 1 =l &

1.31m2 KJifi 900mg
1.31m2 Lk 1.64m2 i 1,200mg
1.64m2 L I 1,500mg

B ik : AERHEMEICHDOE TROKGREZHIR% & H 8% 30 7 LINIC 1 B 21[8], 14 HFEHA
A&E L, 20% 7T HRKREST 2, Zhad 1 a—2 & LTHRGZ#0 KT,
k. BEDOIRBIZLVIEERET S,

¥
e

R FE 1 EIH&E
1.33m2 A¥ill 1,500mg
1.33m2 LAk 1.57m?2 i 1,800mg
1.57m2 LA | 1.81m2 A5 2,100mg
1.81m2 Lk 2,400mg
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CiE: REREEICHDOE TROR G EZHREEZ LY B% 3047 LNIC 1T H 2[E], 14 HfHhE
AL L, 0% 7 Elf'aﬁbkﬁsréo INhE1a—RE L THEEZEY KT,
k. BEOWREBICLYEERET S,

H %

RIS 1 B &
1.36m2 AJifi 1,200mg
1.36m2 L I 1.66m2 A 1,500mg
1.66m2 L I 1.96m2 A 1,800mg
1.96m2 L) I 2,100mg

D i AREMICHDOE TROK G EEZFI %R & &% 30 2LNIC 1 B 21, 5 HFEERZED
BhH L, Z0% 2 ARARIEST 2, Thzifixd, ok, BEOREICE Y EEEET

ol
R 1B &
1.31m2 A 900mg
1.31m2 Lk F 1.64m?2 Al 1,200mg
1.64m2 L | 1,500mg
E i AREREICHDOETROKR G ELFHRR LY RHE 30 0L 1 H 2, 14 HFE A #%
Af&E L, 20% 7T HEIKREST 2, Zha 1 a—R & LTRGZ#DIET,
¥, BEOREICK Y EERET S,
RIS 1 B &
1.31m2 AJifi 900mg
1.31m2 2L | 1.69m2 il 1,200mg
1.69m2 P _E 2.07m2 A 1,500mg
2.07m2 L |k 1,800mg
(2) AERUVHAZEDETERE - IR
MR L
4. AERUVHAZICEET SEE
1. % - BEICEET 58
(ZheEA)
1.1 ZHEoRBHE QEHE) X TORKREMOHZY OHENLHEH LTV
« A7k : 825mg/m?
+ Bk : 1,250mg/m?
+ C1£ : 1,000mg/m?
+ Dk : 825mg/m?
+ E £ : 800mg/m?
1.2 AR3E - HEIZOWT
7.2.1 BEKRO CHEICBWTEWERANREE LGAICIE, UTFTOMREEEBIC L TKRE - BiEs
7252 ko ¥, BEIZRT DI &fﬁ%ﬁiﬂt%féﬁ IZHW T Grade2 OIEIMEFFEIFEEL L
725 A X, BLT D Graded ORI - MEHELZSHBIC L TRIE - MEZZBRETHZ &,
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R - R DOBIE

NCI 2 L 58D TR BERED
n TEEEIR T O L&

Grade H|E® RN - BHE
Gradel PRIE « P AL HEARE
Grade2 fJEIFEHL GradeO-1 IZFR9 5 F TIREK R

2 [AH%EL | Grade0-1 |CHRHRT 5 F TIRIE el B R 1
3[EIHFEH. | GradeO-1 2845 F TIREE TRk BB P 2
4 EHRE | FE5HIE - FRE AR —
Grade3 fJEIFEHL GradeO-1 IZFR9 5 F TIREK T B 1
2 [AH%EL | Grade0-1 |CHRHRT 5 F TIRIE B B 2
3EERBE | BH5FIE - FRE5ARA] —
Grade4 #I[EIFEH bk - FEH5 AR Dk B B s 2
HAVIIEEMRGENBRFIZL s TEE LV EHES
N-BAE1E. GradeO-1 ([Z8RR9 5 £ T 5
RO - FHEOHEIN L THEZIT O, ROMBELZBEICTH L,
- 1,250mg/m2 fH 4 & TG 2 Bldh L= 55 O ER O & 5 &
1 [al &
RS A
TR 1 TR 2
1.13m?2 i 900mg
- 600mg
1.13m2 L | 1.21m2 i
- 1,200mg
1.21m2 L E 1.45m2 R
900mg
1.45m2 LA | 1.69m2 A
- 1,500mg
1.69m2 L | 1.77m2 A
1,200mg
1.77Tm2 L I 1,800mg
+ 1,000mg/m2 fH Y & TH G- ZBtE L7258 OB ERFF OB 5 &
1 EHE
RS
B L BLEE B 1 L B
1.41m2 Al 900mg
600mg
1.41m2 LA F 1.51m2 i
- 1,200mg
1.51m2 LA F 1.81m2 AJii
- 900mg
1.81m2 UL I 2.11m2 Ay
1,500mg
2.11m2 Ll | 1,200mg

1.2.2

—HjgE LI EII TR &,
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) BiEIZ X AENERFHERICIH WV TIE NCI-CTC (Ver.2.0) (2L Y Grade & L7-, F2IAE
BEREILL N OHEIEI e - T2, o, CIEIC L 2 ENERRBRICE WX R REFERED &
T CTCAE v3.0 Xix CTCAE v4.03 IZ X ¥ Grade ZHiE L7z,

Grade B R LB HERETE Y
1 LU, EEAREmE, e Ve Y - 57 | BEAFICHREEZZT 2 2 & 3720 ER

TR, HERVENENR, R EALEE

=F

2 RIS & £ O A TR L BB RLBE H AT (IR 2 52 1 2 AER
3 MPEVEIE . TR, AR, TR A H AT 2217 T & RWIER

T DI Grade A TEYE (FRREEL, HEREREID) T L AWIGaI3, XV ) &k

T& % Grade #8795

CREVIBRTREGETT - BROKER - ERE)

1.3 AAIE AT 2 OPUEMEEAIL, [17.BREE ] OEONFEZRM L, HANNORHTO
HARITAVEEBEIZ LT BT, BEOIRESH ALFFRIEEIE U GRIRT 52 L,
[17.1.9-17.1.11 &#]

(BREICH T 5 MREBEEEE)

1.4 KEIEOEAT Do PUEMEEEANE 78RBS OBEONFZRM LT BT, BEFOIRE
RMICFFRERS CCEIRT 5 2 &, [17.1.12 2]

(BEHEERUVBEICHIT5HiTEHEEREE)

1.5 HHEHIMD 8 =2 — A& HWZ 86 OAINER VLRI L TUvieuy,

5. EGBRALE
(1) BERT—58/ Xy r—3
BB L

(2) ERPREERER

BEUIRTRELET - BROKER - BERE>
ERE I /I EEERRER
AT « BB IVERE NG « EGRE BE 2 51502 XELOX ik (W A e vt x40 FoF
ftH) . XELOX+BV % (XELOX ik L~V X~ 7)) 2170z i L7z (IS
VA EEE 1,000mg/m2 1 B 2Bl 14 AM&E - 7 BEIREE) . 1T - ERBVERENG - E R A
Fixd 5 XELOX #EIEDFENHRIT 66.7% (4/6) TH ¥ . XELOX+ BV IEIEDFEHHRIT 71.9%
(41/57) Th o712, F7-. XELOX+ BV EEDOEHEALFHIM (PFS) O R{1X 336.0 H
(95%f5#H XM : 293-380 H) Toh 7=, FIEHIL XELOX % Tl 6/6 #] (100.0%), XELOX
+BV LTI 58/58 5l (100.0%) (2B L7z, E2ENWEMIX, XELOX L TIXEL 6 4
(100.0%) . REYHEREH = = — 1 /33 —6 1] (100.0%) . BACRE 5 51 (83.3%) . T 4 41 (66.7%) .
FRIEMHE 4 11 (66.7%) . £57 4 151 (66.7%) . &% 3 il (50.0%) | &F T EREHA 3 1] (50.0%)
Lx~o>< 0 36 (50.0%) %THY ., XELOX+BV ik TIIRMHRE = 2 — 1 /33 —54 {4
(93.1%) . BHCAIR 50 5 (86.2%) . J%57 48 5 (82.8%). F/&IEMME 44 B (75.9%) ., ol
43 il (74.1%) . taFEILERE 34 il (58.6%). TH#I 326 (55.2%). ALK 316 (53.4%) .
A ERERIRD 29 B (50.0%) T o7z, [7.3 2]

(IV—4. HEEROHEICEE#ET ER)] OEBR]
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Q) AERCIFRAR
< FMTFEEXXITEHRILE>
ENETHAE I farE R AER
AAER 1 LA TOMEIT - BRABEZ IR UL RET o B4 FEh L 7o
(1657mg/m2/H . 1 H 2 [BI5EFEE 21 HE#EE - 7 BRI, AT 54051 22 6l
x4 % NI 45.5% (10/22) Th o7 ¥, EIEAIX 19/23 i (82.6%) IZHH LT-, F7eHl
TERIE R E U L e EA 1061 (43.5%) | AR M Bk 10 61 (48.5%) Kl sz 741(30.4%)
LDH k& 7641 (30.4%). HImEED 761 (30.4%) ZThH o7z,

(4) HREERYERER
1) B3hHEREERER
<#EBREIZH T S REBLEEE>
D4t 5 M AHER AR EABR
SAEHIEIER AN S fi S 4172 Dukes C Ot i (1,987 #) ZXIRIC, 7 rdw T L -
AU F— MEE (5-FULV 3L, Mayo LY A UED) Ik~ & B g Bl 54 5t
Bra i L7z (WU ¥ BEU8E : 2,5600mg/m2/H, 1 H 2 [BE5EIERSE, 14 HE&ES - 7 HREIR
), ZORER, BRAAFHE, BEEEAGYRE, SAFHRICBWT, IV ECED
5-FU/LV JIEIxt T 2 IEHMENHeB S iz 67,
F DARERICKIT 5 5-FU/LV HIETENTERINTWDLLARKRY F—h - Irdry Ty
WFRER RV RERY F— R« ZF 8w w5 o St igEo k- &L 13RS,
BIERNIE A~ & B U BERE Tl 868/995 5l (87.2%) T3 BL L 7o, FRRIEMIZ, TR
594 Bl (59.7%). T 458 il (46.0%). Hl> 326 fil (32.8%) ZTh-o7= (I~ hA7H :
20044 H 1 H),

Qi 4} £ M AHER AR EABR

SR BT AN E M & 17~ Dukes C OFE e BE (1,886 i) x4z, 7 A5 -
AU F— MMEE (5-FU/LV &%, Mayo L A %1 X Roswell Park L ¥ 2 ) X% XELOX
Wik (IR B EUEEEAXIV VT ITF M) 2T H0RBRAEFM LT (IR X U8
1,000mg/m2 1 H 2 [\, 14 A - 7 BEIAEE) . £ OREE., RSV T XELOX
WL D 5-FUILV LI D e el S iz 9,

BIER T XELOX #i5 Tl 921/938 fil (98%) (23 L7=, ERBIERIL. fpfkaEME 730
FI(78%)., H.L» 618 i (66%). i 564 5l (60%) . W& 406 B (43%) . 55 325 #i (35%) .
FRIEMRE 273 B (29%) HETH o729,

<BEVIBRTEELET - BROMKE - ERE>
Q4 5 M AHER AR EABR
R VERERG - AR 2,085 B2 KRS, AX VY FTIFr - Tt ua T ior e kS
— M (FOLFOX4 %) . FOLFOX4 5+ 77 £ 7R (P) . FOLFOX4+ /3y X< 7 (BV)
#i%, XELOX 975, XELOX j#i5k+P, XELOX+BV L2179 B a2 £ Lz (B~ %
BV BE 1 1,000mg/m2 1 H 2B, 14 HE#E - 7 HEIAEK), WEEAFHE (PFS) % 25T
i B AEFHIR (0S) 2 BIKAREME B & L7z,  Ofi%, FOLFOX4 k244 %5 XELOX
PR D IEL M3 FEFEAT K ORI AOFRAT TR BTz,
16



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

* B i My
FOLFOX4/ XELOX/
B FOLFOX4+P/ XELOX+P/ o
™| FOLFOX4+ BV XELOX+BV AL
HA (N=937) (N=967) (97.5%CD
ol (H) g (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 M R M
FOLFOX4/ XELOX/
S ffiE2) FOLFOX4+P XELOX+P NP R
TH A (N=620) (N=630) (97.5%CI)
i (H) e (H)
PFS 241.0 220.0 1.06 (0.92 ; 1.22)
0S 565.0 4 572.0 1.01 (0.87; 1.17)

H2PFS Iy hA7H 200641 H31H, OSH~ F47H :200741H31H
1 3) M SREM OFIEE 939
1 4) fRATE SRR O FIET 622

72, AbFHRIE (FOLFOX4+P/XELOX+P) (253 2 k5515 + BV BRIEOEBE) 15
fiE T TR B AL, XELOX S iEIZ %3 5 XELOX + BV #1E DO ERNEA GBI BT CRRD BTz,
LB RS 2L + BV JiE & OV XELOX FRiEI2 %92 XELOX+ BV #fi%

DI AT A SR
£ O i M
FOLFOX4+ P/ FOLFOX4+BV/
g qE2) XELOX +P XELOX-+BV N Y
HH (N=701) (N=699) PfE (log-rank test)
hgefE () houfE (H)
0.83
PFS 244.0 285.0 P—0.0023
0.89
0S 606.0 646.0 P—0.0769
ok R HT
) XELOX +P XELOX+BV L
ﬁféﬂfﬁﬁ (N=350) (N=350) b /(1\4}_ R kttt o
H [EL -
ol () o (A) ogTrant tes
0.77
PFS 295.0 282.0 P—0.0026
0.84
0S 584.0 650.0 P—0.0698

BIYEA X XELOX %1% (XELOX J#%75, XELOX 15 +P) Tl 642/655 i (98.0%) . XELOX
+BV 1L TIE 349/353 $11(98.9%)ICF8 B L 7=, E2FEIERIL., XELOX L TIX T 414 fi
(63.2%) . #L» 395 B (60.3%) . Mart 262 i (40.0%) . $EEH 240 5] (36.6%) . 257 238
%1 (36.3%) . T2 IEFERE 198 51 (30.2%) 55 T » \ XELOX+ BV # 1L TIEEL 226 f] (64.0%) |
T 220 51 (62.3%) (M- 157 41 (44.5%) | F /&SR 139 1] (39.4%) | 85I 131 41 (37.1%) .
W57 127 B (36.0%) HETh-olz (B bAT7H 200641 H 31 H), [7.35H]
(TV—4. HEEROHEICEET 2R OESHR]
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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 FTFL - TAAr Ty T - R F— MEE (FOLFOX4 &%)
& XELOX #RiE% el 4 2B e £l L7z (B~ X &8 1 1,000mg/m21 H 2 [, 14 HH
Bl 7 ARUARSR), MR (PFS) Z EZRHMlE A . 2AEFHIH (0S) ZEIRAIFE
e R & Lz, ZOfE%. FOLFOX4 F{EIZxT % XELOX BIEDIELTENTE D b,
FOLFOX4 J1512 595 XELOX Heik 0 FE 4 MERAT 5 5

S FOLFOX4 XELOX )
FEATG 5 ANP— Kb
(N=252) (N=251)
HA (95%CI)
HofE (H) HhofE (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 200648 431 H, OSH > hA~7H : 200742 A 28 H
£ 6) fEAT RIS O FIEIE 252 B
BIEA X XELOX 45Tl 302/311 # (97.1%) (ZRB| L=, EARIERIX, L 181 4
(58.2%) . T 169 il (54.3%). M&ht 131 5l (42.1%). 57 113 ffil (36.3%). $EEH 103
B (33.1%) % Th o7 (I v b4 7H : 20064 8 H 31 H), [7.3&]
[(V—4. MEEKOCHEICEET 57EE] OHEBR]

<BEIIBIT 5@ ERE>
®iE4t £ MAHER R EAER
SABHRIEIBR 3 i S 4172 Stage /MO FHaEZE (1,035 fil) ZXF4IC, fFil@isg & XELOX
WL (IR EEEEL AXY Y T T TF P &g d o3l Aa Eli L7z (I _v 2 B8 :
1,000mg/m2 1 A 2[5, 14 ARG - 7 A FIRE) , EHAFYIM 2 FEAMEE . 2E 7
ZRIRERHEE H & LTz, 2 OfE5 BB 23 5 XELOX FIE OB 2378 © 417z 1010,
395 A £ A ] @ Kaplan—-Meier il #2

sems  FEEEIE (51561)
m— XELOX (520f)

NH— R (95% (F¥ECA) : 0.56 (0. 44=0. 72)
P<0. 0001 (Waldksig)
t XELOX,~ #Fiff il %2

T T T T T T T T T
D 3 & 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51(H)
<YZZ2R/BOKEE>
MBI 515 442 415 388 353 332 289 255 211 188 148 120 58 25 2 20 6 O
XELOX 520 462 442 425 409 379 332 205 246 218 166 147 73 31 30 25 10 0O

#1v M4 7H :2010469H 24 H

18



44 AU ) @K aplan—-Meier i #3

1.0

0.9 L

0.8 ] e

S L.
" S
0.7 4 ‘eaman -
- -
i 0 6 Jd T -"-__
1;1; ) smnm FEIEBEE (51561]))
r 0.5 4 = - B '
4 wemm XELOX (52041)
S 0.4 4

0.3

.24 MNH—RKET (95%FHEXMED : 0.66 (0.51=0, 85)

0 P=0. 0015 (Wald&w®)

* XELOX.” #8522
0.0 4
0 3 6 9121518212427 303336394245485]1 5457 606366 697275 78 (H)

<Y ZIMAEDKES>
BEIRMEITE 515473460453 443 431 415407 395 379360 352 344 329 216 284 247 222 194 163 137 10781 6033 8 O
XELOX 520 48] 468 461 452 435 434 426 418 405 392 382 376 369 381 338 294 248 220 200 169 126 926742110

71wy bA7H 2012411 H22H
BIVEHIE XELOX 1% Tlid 488/496 151 (98.4%) (26 B U 7=, EZ2BIVE AL, L 326 1 (65.7%) .
A HERTEZDE 300 1 (60.5%) B AKIHGE 292 1] (58.9%) | KiHME= = — 1 /XF—276 fi (55.6%)
T 230 B (46.4%) | MEM: 189 1] (38.1%) . #2557 152 i (30.6%) % Toh-o7= (B> AT H :
2010429 A 24 H), [7.4 ZH] [(V—4. HEEROCHEICEET EE] OHEBR]

2) REMHR
R L

(5) BF - REAKR
<FMARER TERIAE>
1) ER&HE IHEERAER
AAR 1 LA ETOMIT - BRABWEE I Z LG T 53 BRA2 5 L 7-
(1657mg/m2/H . 1 H 2 [BI5EFEE 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%) . AR IMEKHED 26 6] (52.0%) . [ MLEKNA 25 41 (50.0%) .
U gk 25 1] (50.0%) . FERIERIEA 19 61 (38.0%). B U L EAE EA 17 61 (34.0%)
EHTHoT,

2) EN®EIE IHEERREER
K& X LEHOET - FHRABEFICHI NV XU LG T DR 2 L7
(1657mg/m2/H . 1 H 2 [EI55EFEE 21 HE#EE - 7 BRI, AR 5451 55 Bl
x5 ZhEIT 20.0% (11/55) Th -7= 13, EIFEAIL 58/60 il (96.7%) IZHH Lz, 72
BIWERX, FRIEmRE 36 1511 (60.0%) . AST L5 29 i (48.3%) . U >/ EKJ&A> 26 1] (43.3%) .
LDH L5 26 #i (43.3%) . ZRMLERJD 25 B (41.7%) . BECRIR 24 1 (40.0%) . .l 22 f
(36.7%) Al-P -5 18151 (30.0%) . A i EkJs/ ) 18 1] (30.0%) . &7V /L &l 5 1841 (30.0%) .
BRI ERIR D 18 5] (30.0%) FEThH o7,
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3) EWNE I EEERAER
H XL REE N7 VXA L X X)) EHOM#ET - HRILEEFICH UL
ErbEE 5T 5 BRA2IE L. (2,500mg/m2/H, 1 H 2 [BISERS, 14 BRE#ES - 7 B
TR3K) . A NIRRT R 51 32 B35 2051 21.9% (7/32) Th o7 19, BIVEHIX 35/35
B (100.0%) (ZFHL L7z, FEARENWERIEL, FRIEMRE 29 1 (82.9%). Mol 19 1 (54.3%) .
BERIE 18 61 (51.4%). AN 16 51 (45.7%). T/ 14 5 (40.0%). WM 11 6 (31.4%)
EHEThHoT,
4) BHVE T EREREAER
NI E XAV OHEIT - BRABRE I A ARG T HRERE L L -
(2,610mg/m?/ H, 1 H 2 [FlI5ES, 14 B - 7 BREUIREE) . A 2PEMT 561 135 {4
2R 2 280515 20.0% (27/135) Th o7z 19, BITEHIL 150/162 f5il (92.6%) (ZHHLL 7=,
FARREWERNE, FRIAEMRE 91 6] (56.2%) . TH# 88 f5 (54.3%) . .l 84 fl (51.9%). MEiE:
60 15 (37.0%). ¥ 59 B (36.4%) T -7 16,
5) BVE I AREGRRER
N7 ZXENAT RS VB OMEAT - BRARBEE I e UERRET HR
Bzl L7 (2,510mg/m2/H ., 1 H 2 BlI5EES. 14 HREES - 7 B RIKRIE) , A RhMEfHT
G451 69 BN % DTN 1T 24.6% (17/69) TH 7= 17, BIEAIL 66/74 1 (89.2%) (ZHHL
Uiz, FERBWERIL, TREMERE 46 B (62.2%). TH# 43 B (58.1%) . Hul» 41 61 (55.4%) .
it 27 1 (36.56%) . AP 25 i (33.8%) FTh o7z,
(6) AERIEA
1) FEARERE (—REARERE BEEARGERE ERARBELRAT), RERFTET—
AR—RAE, HERTERERABROANE
MR L
2) RRBEHLLTEREPFEOARXITERLZAE - REROBE
Y LR
(1) =Dt

R L
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VI.

it
4]

ENEEICEAT HEHE

1. REZFMICEESHDILEMXRILEEME

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

2. EBER

(M

(2)
D)

2)

©))

YERBRL - 1EFREF

TR ZEATIHE L REAERO FEWRIN S, B THLVRF N AT T —BITLY
5-DFCRIZf#f S5, WICEE LTRSS AT DTV T 7 I —EBIc kY
5-DFUR ICZE# S NG, FIZ, EEEMICE L~V THETAF I DU ARARY T—PI2 L0 iE
PERTH 5 5-FU ICEH S NBUBS R 2 R 5 U, 5-FU (X FAUMP 2@ sh, FI 90
e AR L N 5,10- 2 F L o7 b T b FriER & RNEHEESERE KT 5, TORETFI VL
AR a9 2 Z Lk v, DNAGEMET S, £72, 5FU L FUTP It &, UTP
DR YVIZRNAICHY IAEN T F-RNA 2R L, VA Y —2A RNA KX vE ¥ ¥ —RNA
ORfEZEET L LB LTS Y

EEEMNITSHABRME
FESE IR 5-FU DA R
bt MEE HCT116, CXF280 K& 1N COLO205 £k (B~ & v s th) X — K~ X (Z
R Ey (@%Okkh), K¥o 7)Yy (5-DFUR, #&n#h) &0 5-FU (RERENES)
ARV R (R GRORKME) &5 L, BRI, ALK OLEYO 5-FU &
ZRE LT, ANV Z e rgkh~ U 2 CHEBHEBISERRNISERE O 5-FU 23 S vic, g
#fk 5-FU AUC I K ONMILET @ 5-FU AUC IZHA_D R ¥ B U5 TEAEN 22 (F K
1M~ﬂm%\RmmRﬁﬁﬁ%ﬂ%ﬂ6%&U2kﬁ4ﬁﬁwﬁ%fbtyiﬁ5FU&5T
X, 5-FU [3SHAMRIE 0 The < R L OMERIC b RERIC oM LTz, Iy Z e vt~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 5K 16~35 f5m MEZ R LT 19,

nESMR

At e F3LE (ZR-75-1, MCF-7, MAXF401, MX-1), t b (CXF280, HCT116,
LoVo, COLO205) &'t kH¥ (MKN28, MKN45, GXF97) iy X — K~ A% L CH
NN R FRD BTz 19, F 7o, MOFUEMENEL A & OO LY | FUEEZI R OHRATRD &
nr- 20,21)0

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 AETESELESEONFRE

2)

EIHERE 12 By & B 829mg/m2 Y Z2RBICHERAFE L&, v FE
>, 5-DFCR, 5-DFUR KLU 5-FU %, #5% 1.1~1.3 Kf#] T Cmax (2B L, -5 0.4~
0.8 KTl L7z, 5-FU @ AUCust i, 5-DFUR O 1/20 TH o7z 22,

ABETEE LB AOEMBIE T A — X Ol (n=12)

Tmax Cmax AUChast tie
]

(h) (ug/mL) (ug*h/mL) (h)
TR EE 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-HEIEERE 16 412 251~1,255mg/m2 * V) OFGET, I X Er R OFNEHY O
Cmax, AUCust 3G EITHHI L THEINL ., #IERGHZ O I~ 2 R OBRE O RNE)
REITHMENE 2789 2 L DVRIB ST 22
WD) AGR SN - ARIIBRREREICHDOETAELOD ETHE 18 900~1,500mg %

B {£TI1% 1A 1,500~2,400mg %z, C Tk 118 1,200~2,100mg % . E % TiZ 1 [ 900
~1,800mg # 1 A 2 [ TH 5,

BTG L-GEOMETRE

FERG - EIBEERE 20 412X B 1,250mg/m2 A A% 1 H 2 EARARE LZEED
51 BET) OB~ 5-DFCR, 5-DFUR KO 5-FU O ML, #&54% 1.7~
2.3 T Cmax (ZFIEE L, F98H 0.55~0.81 B T Lz, %5 1 BHH® 5-FU @ AUClast
%, 5 -DFUR ®O# 1/80 Th o7z, #5 14 H HOEWERE T A — X% 5-FU Zrx, gE
B 1% OfE L ZIEFEETH o 72 2429,
H2) #5451 HHEIL 1,250mg/m?2 ZFiR%I1IC1 B 1 RRO#&E L,
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BikTHRE LICGE ORMEIE T A —Z Ok

Cmax AUChast
{Law (ng/mL) (ng-W/mL) !

1HH 14 HE 1HH 14 HH 1H8H 14 HH

FRUEE 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) EYMFHRIEE
AR AEVEE 300mg T IL k]
HARNBERBEICH XU ZEUEE300mg (Y7L b EBue—48E300 27 0 A4 — "—iEC
Lo, EnEN 58 (WX FXEE LT 1,500mg) ZBZBICHERROKLS L, mighm <y
Z B URERIRE ZHIE LT, o iEmEie 7 A —% (AUC, Cmax) (22T 90%
(B HEIX FE S CREEHIRIT 24T - 7o/ R 10g(0.80)~1og(1.25) DEFAN T 1 | WAl D A= Hy A 7]
SEMEDSHERE S ATz 26,

(ng/mL)
2500 - - —— A BIOmMmg 27 )
e —t— ¥ 0 — 5 EE300
- [ (Mean=+S. D. , n=40)
2000 4

T B
0 2 4 6 8
K§fE (hr)
HE ST A—H BEINT A —H
AUC Cmax Tmax T1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
B HZ U EE300mg
3868+1475 2645+1102 1.9+1.2 0.5+0.2
/AN
£ u—Z§E300 3968+1807 2645+1260 2.0+£1.2 0.4+0.1

(Mean+S.D.,n=40)
MR EEONT AUC, Cmax H0/85 A—4 13, HBE ORI, IRORIREL - FH%
DRI > TR 2 THEMED 0 B
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(3) thiEH
MM ER L

(4) B=E - fftREOEZE

1) #IEF & DHEER
B RS 12 A2~ ¥ B 1,250mg/m? = BEZKBILT VI =0 A, Kigfb~7 3R> D
LNESTHIRE L G L- b X o Z B KT 5-DFCR @ Cmax [P 51 & b
LT14~21% LH L2t DD, ZOMOMRHMEBITZR O ooz 20 GNEAT—4),

2) L7772 EDHEEER
RS 4 AT~ X v 2,500mg/m2/HA2R% 1 H 2[F, 2 EEEO#&EES, 1EBKRE
la—REL LEMREGEZ 3 a—ATHRIETENZENT LT 7 U R U 7 A 20mg ZH% 1
BehH Lic, IO HEURERTE L TREG®ZIZBITD S ULT7 7 )y OEFRMEERD S 1K)
® AUCinf 1 57%. INRIE 91%3M L7229 EAT —%), [1.3, 10.2 ZH]
[VI— 1. 85N EE20A, I— 7. HAEH] OS]

2. EYMEERNSA -4
(1) FRHFAE

AR L

(2) BAREREEH
AR L

Q) HREEEH

R HEERORE
BhH& 1500mg (n=40)
Kel (hr?) 1.6482+0.4514
(Mean+S.D.)

W HUFIVR
MR L

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

PG L
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(2) NF A= EBHER

MR L
4. RN
MR L
5. 9
(1) mni%-AxBa P9 @aE
MR L [[VI—-5. (5)ZDOFME~DOBITIE] OEEM]

(2) mmi%-RaAEREFTE &
ZUER R L
<HBE . <vTRA>
R~ 7 A2 UC KA~ Z B (198mglkg) ZHEREAOKG Lzt &, BEREDIE I~
DBATINRD BTz 29,

@) Eit~DFBITIE
EERR L [(VI— 6. FrEDEREAT HEEICHT 2R DHEM]

4) HErRA~DFITHE
M ER L

(B) ZODOMBEHA~DBITHE
BRI L

<HBE.vIAX_ P>
~ U ARV UC R RV X BB E R 198mglkg KON 5dmglkg O & CHAANRE
A5 L7c b &, BSRBITEOITBIN S 7, (RNICIRS 340 L7223, 544 24 R £ C
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 80),

(6) MEBERHAE
R L

6. L

(1) BB R CABHRER
HRLBEFIANLRF LT AT T =PIk 5-DFCR IC#i&sh, &by FIOUFT
IS —Ficky 5-DFUR ~Z#i&sn b, 5-DFUR IZEY IV X7 LAY RRAKRY F—F
(PyNPase) (b FOEEFIVUARARY 7=, FolHOBEY ) VU ARAKRY 7—ER
B5) 12XV 5-FU ICEH SIS 8D,
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(2) REHBET 28R CPE) ONFRE F5X
EMNFIZ Yy —AESEHANT AR Z 'y, 5-DFCR. 5-DFUR, 5-FU &0 FBAL D¥
W2 R (CYP1A2, CYP2A6, CYP2C9. CYP2C19. CYP2D6, CYP2E1, CYP3A4) ~
DB % n vitro THREFT LTZ, TOREE, I % B3R ETHEE S5 M IERS S 3K
PigE (1 0.016mM, 5.4pg/mL) @ 7 5N T 2E (0.1mM, # 36pg/mL) TIXFHEIL
RO BALAR Do T2 AN, 130 f51TAH Y % s (2mM, 4 700pg/mL) (23T CYP2C9, CYP2E1
% 50%IT < BRE L7z, — 77, RIS\ TITEEM IR R ~ O EHEH 2 LEITRRD b/ h

o7z 82,

(3) DEBBHROERRUTOHE
R L

) REYOFEDEERVEMSL, FELE
KRB OIEVEOFHE .
IEVERE O EEGRI) /R T A —4 - [VI— 1. (2) FERABR CHER SNz EE) 25 M,

7. et

TG - 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 Sz, 2D 5 RO R HFHEIEERITH 3% &K
iz~ L, FBAL IZK 50%% 7~ L7= 6.7,

[ B 6 412 14C THER L7 1~ & B VKR 2,000mg # BRF IR O#K G L X, 7
H H £ CoRPRBEYRMRIIEG B0 96%12MHY L, FHREDIT & A ENRFPICHEES L7z, R
PEtix, Koy (CF¥) 84%) M54 12 ReILANIC 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 } () FBAL Th 7=, Ik
R OR IS DRBETRE L AL AWM OB FHMRIEREETH 722 L6, MR R OYRFICR
AR NEAET D ATREMEI RV 2 L RIR STz 39 BMEAT — %),

8. b3 RK—G—IZHT BI%HE
AR L

0. BATFICLHHREE
R L

10. HEDERZHIT HEE
BiRElEEEE
B REEE 2T A OB E 7 LT F=2 - 27U T 7 A X > T, B (>80mL/min), B
HEfRERE A (51~80mL/min), & (30~50mL/min) KX OVEE (<30mL/min) (Z/3%E L., 7
ARy A 1,25mg/m2 VAR A E LB Ry 2 v L FORE D AUCmelZLA T D & B
D CThotz30 NEANT—F), (2.3, 9.2.2 5]
[(VI—2. Z2oNAELZOHEB, I—6. FEOHREZATLHEEICHTLEE] OHSH]
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EHEREREEEER D B R Z B R OMREI O AUCe (pg-h/mL)

JVv7F=r 7 )T T A (mL/min)

L& >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
11. 20
UER R L
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VI. ¢t (ERLDOZTESE) (I 5I1EE
1. BERBLZOEH
1 s

2.

3.

4.

5.

L1 XEZEOHALEERET. BERICHAMGTEIERERICEVNT., NALLEREICT
DIEHE - BREFOEMOD L & T, AENBEU L HEEINDEFCDOVTOAERT S
Lo BRBEDERICH-->TE., XFRUVESHAEFORANEZSRLTHIIET S
C &, Tz, AERMBICKLL. BEXETORKICEDERUVEREZ+SHEBAL. RE
ERTHhBEETEHI L,

1.2 THI=I - FAZIVII -FTI3VINA)DLREREDHAICLY ., EELMNREETED
BERAMNRIRT 2B TNAHLSDT, RAZTHLHEVNI &, [2.2, 8.1, 10.1 BE]

1.3 XFEDTLT7ZIVA)DLEDOHRAICKY., MFRZEFEZREERE. HOMNFKHFLETIC
EoHBRESA TV, ChoDBIERIE. AFIETILT 7)) VA ) D LOFRABAE
B, LAFIREDIEER 1 » AULAOERICRE L TLWADT, AT 581K ER
BEREZEHMICTL., BDEICH L TEVGREZITI> &, [10.2, 16.7.1 BE&]

BEERABEENER

2. B (ROBEIZIEBELLEWNI L)

2.1 KFNORS T 7 VA v 7 F 2 s LRBUE OB O & 5 B

2.2 THT—) XRXATI) « T TN U AREFIEGHOBE KOS HIEE 7T HUA
ofEE [1.2, 8.1, 10.1 ZM]

2.3 EEREEEOHLHEE [9.2.1, 16.6.1 B3]

2.4 IR SXOXEHR L TV D ATREMED B B Lotk (9.5 ]

PEEXIITHRICEAET HFE L TDERB
'V —2. eI RICEET 2 EE) 2R

FZERUVHEZICEET 58 EZTDEH
[V—4. HIEAOCHEICEETHE] 2K

EEGEAWIE L TDER

8. EELGEANIE

8.1 THT—)L e XATLI AT TN T AREAIBRGH IS, RO 21T 5 581,
i EHTHU EOBEE BTS2 L, [1.2, 2.2, 10.1 B3]

8.2 AAEEHITEMH (FricH&EHINIMEE) (TR RA (i, HFHRe - BHRmES)
EITHmE, BEORELZ HICBIET 52 L. [9.1.2, 9.2.2, 11.1.4-11.1.6, 11.1.13 & ]

8.3 ERYYE - HIMmEH DR B SUTE(LICHZEET H 2 L,

8.4 IRWEUISRARE/ARMEST - FR OB, BT LIRS AR & 619 B BRI,
BTk (TEHR b MBI D @O ARAKGEIE « ISR S AHB G~ OB AMITR D
W) 9586 &) FRGTLHI L,
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6. RENERZAI HBEICHT IR
(1) &HHE - BEEFOHLEE

9.1 AfHHE - BEEFOHLEE
9.1.1 EHREEDRFEDNDHSEE

DEENRH DL BZNNH S, [11.1.3 ]
9.1.2 BEHEMFDOHDEE

HHEHH R T Sk ENH D, (8.2, 11.1.6 2]
9.1.3 HILEEBXIHMDHDEE
BRSBTS BTN D 5,

BH LRI &, [2.3, 9.2.2 /]
9.2.2 BEEOHIERE (EELBREETOHIEEFZR)
BIVER M ESE( U ERN ERIT 282N H D, (8.2, 9.2.1, 16.6.1 &[]

Q) FrHRElEERE
&

BREZ LTV

(4) £EREERT DE

9.4 4NEREEHTSE

9.4.1 EFEATREZ AR DO BRE TR G T 2 LENH DAL, HEIRICHT 2 B2 EE+TH 2 L,

9.4.2 ITYRFTREZS MR ICI, AFIR G RO G T % — EHIENITE ) 28T 247 5 £ 5 18
B5Z Lk, [9.52H]

9.4.3 S— NP —DMEERT B ATREMED B B BIEEREICIT, AFIE G R OG5 T % — ST
UL AAT O KO BTS2 &, [15.2 2]

() tEim

9.5 iR
B0 SUTATHR LT B ATREME D & 2 MEIC TR G- L7 2 & B SEBR CIRBUE/E M K OME A 2
ERRHE SN TND, v T AICBWT, REIMIEL, MR, B EROEMN, (bEEE
(198mg/kg/ HEL E - RIEEE) . Uiz W T, WiiE, MAET (90mg/kg/ HEL . RKIEES)
DH|ESNTVD, (2.4, 9.4.2 5]

(6) RELIF

9.6 ZELi%
B LN ENEFE LV, 8WFEER (w7 R) 1IZBWT, At ~DBIT (198mg/kg Hal#5)
NREINTWD,
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(M MR

9.7 INRZE
INRRE G & LT BRIRRBRIT SN L Tuieuy,

8) =&
9.8 EnE

BEORELZBE LN OEEICKREG T 52 &, —RICEHBEENMETLTND Z ERE N, Fr
2 80 HELL OB IR 12BN T, FIEO FAL IBA. WSO REENS L L2 L ORERH 5,

7. HHE/ERA

10. HEEA
AHFNIDBFFTF 7 v—2Lh P450 (CYP2CY9) DOEEFEEAAGARICHEL, BERIGENME I 2 e
M2 d 5 DT, CYP2CO TR &1 F 23K L O+ 2858 IR EA o B EN LR+ 58
FNRH D,

(1) GtREREZDER

10.1 ERES BRALGWVWI L)
REBF FRRIER - HEAE #Wr - fElREF

THT = F ATV RPICEBERMEEESS TR, A|FATIART VAT T UL
NV AT TN TH UL NREOFCEREENEIT 5 | OB EAHLZHEL, P71
BlEAl (T4 —Z AT L) | BENDBSHLDOT, THT7—)b - | AT VRENELL EF
[1.2, 2.2, 8.1%&M] XATZUN - FT TN HI T AT D,

LA ARG R OGPk 7 B
PIRNIIAR 5 L &,

(2) HtRAFEEZTDER

10.2 ftRERE (BHRICSEET S &)

EEAE BRERIEIR - HBEAHE HE - BREF
NI BBy N PEH B H %o b KA G | KAIBIFTF N7 vr— 2 P450
[1.3, 16.7.1 ] 1% 1 » AWM I imkEERE | (CYP2C9) DOREEEH AR

REMRAESL . M OFESME | 1L, BRIEEMET LT
ENTWD, EHWICMEEEFERE | WD ATREMER B X bt T\ 5,
B (e be oo iR, INR
) BTV, LEIDG T2
EZITH Z &,
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Trx= kA Trx= b UOMPREN EF/ | RADZFT N7 v — 2 P450
L7zt DRENRHDHDOT, 7==| (CYP2C9) ODOEEFEEHGR
A OMPEEDEICEE | ITEEL, BRIEEMETLT

THZ L, WD RTREHEN B 2 HIL TV 5,

FUTZAY Dy s FET | BWERABERT 2820 R 05, | 7 vk U IV RPrE M

VIR R LA A BRI ORBIC B Z RF T
REMER B D,

. BIfEHA

1. BElEA
ROBWERDRH S OND ZLBHLOT, BEZ +oIATV, BENRO NG EICIIREG %
k3% 7 CIEU AL E 21T O T L,

(1) EXGEMER & FHAEIR

11.1 EX%GEIEA
11101 BRoKGEAR (B ARBTED)

WUWTR (IR « I, MR OBES) 236 5 bhBAKERE TELZEBH D, 20K
IIFEIRD B B ONTGAITIE, BEE P IR UK, SRRSO AEEZITH 2 L,
11.1.2 F2EIREE (Hand-foot syndrome) (HEEEAHELD))
FEROREIBIERIE . FEES., A, B, MERE, ARMIELCEE, BRSO TR EER
Wi oD END D,
11.1.3 DEF BEEARHED)

OARFEZE, POUE, HEHERE | Ok, OARR, 225, LEXEE (OEMEAENR, OFEAME),
DEPEHSMNAES) ZOLEENDL LDND Z END D, [9.1.1 BH]
11.1.4 FEE. 88 (FERPHED)

IFFSRE MR A . FUEZ O IFREER S b b, FARICE S THER b A ST 5, 72k,
JFHSEER A R 2 tE D22 WEEN D Db b Z ERRE STV 5, [8.28H]
11.1.5 EEE (HELH)

BHREM AR E 2O BEENLODND Z L NH 5, [8.2 8]
11.1.6 B8EIMGH (G ABEY)

PLILERID . BERIERIBA S OB BEMHIAY . £, BBEMH ORHGIC X 0 BEGYE, BUiES 2N b
bbb endbb, (8.2, 9.1.2 5]
11.1.7 OR% GEEARBHED)

ONZE CREEEZS . KRB, DIENIEES) NHobhbd I Enb 5, ARMEOEL, OPREE.
FRBGEVRRO bNTGEICIE, BEZPIEUEURAEZITI 2 &,
11.1.8 RIE M2 (BEEEAH)

VB (FIHELR « sk, B, FRRAEE, JEEE) BNHObhL 2 End 5, BF1RR
D HNTGE TR EETIE L B X SEOMAELITV., BIBLERLVE L AakET 5L
W ZREZIT O 2 &,
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11.1.9 EEREEX GHEARY)

PG eGSR, BB RERH LoD ZENH D, WML WIER « TH - mEED
TERD D boNIZHEICI3HxG 2 P L, WORLEZ1T Z &,
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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? 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
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population is unknown. All pregnancies have a background risk of birth defect, loss, or
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)].
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Infertility

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

reproductive potential /see Nonclinical Toxicology (13.1)].

(2) INREADEESIZET 51EHR
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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 % 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:
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The European Medicines Agency has waived the obligation to conduct studies with Xeloda
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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