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IR TENE AL BHEENCB T2 A R T A > ) ICBET 2 1HRER OO, TOEHMEZHKE L,

2. 1FEIF

[ Fix N SCEFEOEREZMTE L., ER - HAMEOEFLEFEFICL > THHEBITLER, EE
EaDEEEBDOTZ O OIER, WHFHFIOTDOEHR, A O OfE R, EIHRSOWEEFEH OO
W, PR BE ST OO OB HRENERN SN RENRER OERSMEHE L LT, HRENTH
A RE L, A O 72 12 2 53% = 3 50 O BE IR 78 AT IRTE IS5 DR ZEITHER L ORI 2 (K fH L
TWBEIMTERH ENEMT N5,

I FICREHTH2HE BRI ARERNRE L2 T FiodiEEICEIR L, — OB %2 R & KR O PN
DOIERPFTLHEH SN D, 7720, BIEBEOREFICEDL L O K OFAE B OS5GN - Ik - 24t~
SHESTI FOREHFHE T ARLR, Wiz 5L, 8GN ORI NZ T Fix, AEERS
DSREAM < W - BERE A2 & & bIC, WERMTET IO EWVIEHEERF O L EHITRE L TWND,

I FORMIIE T —F 2R L L, BEEAE CORARIILE TR,

3. I FOFAICHE-T

BHAD T Fix, PMD A OERHEELERREBE O — VICHEEG TR R E I LTV 5D,

RS TEERLA VX Ea—T 4 —LERO TSI &) (2> TI F2Ek - 183228, T Fo
FUSZEEE 2, ERBIGICAE L TODEHRSC T FERRICERE LB ERS IS OV TSR AEOM
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% BT 2HEBZFFEAREZIT TORWERNEENDEZENHY ., ZOROV BT HIEET
X Thb,

4. FAICELTOBER

I FEZHEEBICBWTRNT I ENTER2VERGFRIRE LTEALTWEEE 720, T FiT AR
DEFEEZT T, Y%= 35 O RGEMRTE IXRIEICEE D D BEDER - 2t 5, EIHEMEEEH DD
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(2) ERZEWEMAE LT PKIER, FRIAEFR: (Hand-foot syndrome), LfEE, AFREE, #%
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2. —fk4&
(1) #0 % (fdiE)
BRI (JAN)

(2) #* % (fdik)
Capecitabine (JAN, r-INN)

3) AT L
nucleoside antiviral or antineoplastic agents, cytarabine or azactidine derivatives
(X7 LA FROGLT A NV AIIHPIEIAL L E (252 T © 37T 7 v i)
: —citabine

3. BEAXIIRMERX

4. PFRARUSFE
42 : Ci5H22FN3Os
4yf& : 359.35
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#E£% (mm)
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) BAIO—F
L
4) RFIDOYHE
i 92N (9.4kg =)
(B) Znith
PARPAYA
2. HEIDMER
(1) APES GEHRS) OEEH K UHME
LRl %oy 18EH B~ % B 300mg
I HEARIME, fibELlae—A, ZJuxhLAan—ANa, &7
" nAn—2A, AF7 U Mg, BLFEL, AL
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3. RTBBEDHBRVEE
4 L
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5. BEAT DRREIED & 5 RHY

5’-deoxy-5-fluorocytidine, 5-deoxy-5-fluorouridine




6. HEDEEEUTICEITSREH
(1) hoEFRER »
AR - PTP A3 LAE Y &b 7L 3 Eadt U= 8 BN 0 )
HERSAE - 40°C, T5%RH, 3 7 v F(n=3)

ABRIE H B hh 6 & A
fife R sl HE [Fl/E
K53 (%) 1.21~1.32 0.93~1.19
ol AR BN Gk
RUH ) — 1 E [Fl/E
Vs (%) 87~100 85~101
& &%) 97.0~99.6 98.5~99.2

ok a 258 2 W7 INEEER(40°C . FEXHRE 75%., 6 & H)ORESR, B~ % v 8 300mg
[ =D ) (@ OT SR FICBWT SEMELETHD Z LN HER Sz,
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i N .
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ik i 7 L fiE7Ze L 7 L Rz L
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8. fuFl L NEEELL (MEILFMEL)

9.

IREMBE ) — L DEEEEIL
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(1) R E

R HE U 300mg [ h—T ) (1 88) EIREMBEY — (KU1 (k% 15mL)) %
AL, BAEENDDEDOF LR LT,

Q) REEHE
PRIFSRIE - e D AT RS, |EBNEOLT
RIFRES T Ak Uiz BBl H 7 ARIK S
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2) TRV IZBWEHEE (n=1)
3) TEE kK7~ sTT77 40— (n=3)
BEE
e HERS
st | OHIED T e
[URRENE] [N 3 BEfE %
EU TR WMEABOEL ) —ICF | PkAROE )~
—F 5 ) YL 7 D)
RSy 5 < B < 4x:) D%(;;wvzm V2 E@‘fiﬁﬂzﬁ FNTL Q;zag@fiﬁw
5% 300mg £y — A7 = =
e (44 150) IR0 LEUERDIZRB N Al 22
? Zht (%) | ABRELA : 98.1 97.7 97.7
AT (%) 100.0 100.0
ki

(1) HERVHBRAED

TR HFE U BE300mg [ F—T ) 1%,

Do

Ui ik HREHRERE (O FVE)

BRI -
[EIL 2 g
HEE
B

WHEBRES 218 900mL
50rpm
SRAN AT B E VR
45 O HERN 80% LA LD & X3 A &3 5,

RE SNIZEHBEICES LTV D Z &R STV




(2) £YFHIRIFERER ©
T3 B B UEE300mg [ h—T | (\Z2OWWT, MR EIEGOEY FRIRSEMERBR T A R 4 ]
CERC 24 42 H 29 B BEREFEAET 02295 10 5) (AT, A FI A 2) ICEWEHRBRZ
1T-o7,

<BIEFEHE>
X B & pH1.2,pH40. pHB.8. 7K B’ =12
El %5 % 50rpm. 100rpm El - SRUAN S 155
HEREEF  ARIEEDEEI00mgh— ] EERK  EO—4 5300
120 ¢ LSy o
pH1.2, 50rpm, /F)Li% 120
100 F pH4.0, 50rpm, /KL%
100 F
~ 80 F
) ~ 80
# 60 | <
. 60
?% w0 b —o— HERHA ?q-:{z w0 —o— HERIFH
0 | —e— A HFH o | —e— iE WA
0 o \ \ \ ,
0 15 30 45 60 0 30 60 90 120
FRENERRE (5) SRERESRS (53)
120 ¢ 120 TR
pH6.8, 50rpm, /KL% 7K, 50rpm, /SFILE
100 f 100
~ 80 F ~ 80
S =
# 60 | # 60
H H .
% o40 | —o— HEBRUH % 40 —o— SR
20 r —e— {ZHEWH 20 —e— 1B
0 0
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= 80 F
{?"l/' 60 F
E% w0 F —o— HERF
0 | —e— iZAEMF|
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BUEOHERLERVHIERR

e | CPRIEHERG%) | py
BB | I st | e | AR | B | EBMEOWELE | CHE
G | g | wim | OAE%)
15 | 52.3 70.2
pH1.2 | 30 80.1 90.2 45.7 | f2 fE2N 42 VL | 3]
45 | 89.3 | 93.6
1o 15 | 47.7 | 41.8 5.9 a5 4t 81 0 ST PV
IRV FRUERIAN O PP |
5 pH4.0 45 | 884 | 82.8 5.6 O E15%LAN B
50rpm H6.8 15 58.7 57.3 1.4 Y LK O SRR HY -
PEE 150 | 895 | 882 1.3 D E15%LUN
" 15 68.0 68.3 —0.3 Y LK O SRR HY -
30 | 955 | 93.6 1.9 O E15%LAN
N EFv S .
5 REAERIK DS |
10£;H1 pH40 | 15 | 96.4 | 87.9 8.5 St 15%L i
(n=12)

FROMELY, TRTORBREIETHA R T4 v OWHEEOFELEOHE R EEEA L,
TR HZEUEE300mg [ h—T | EAEVERFIOU HZEENIELIL T\ D LIl LTz,

P~ T, B MBI D2EMFREMERBRAZITV, XU ¥ B U8 300mg [ h—7 | (FFE#ER]
& DAY FRIRFEMES R ST,

10. &% - 2%
() FEVPDELRR - AE. NEVERLCER - LEICEHT 515
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(2 a%
wHEERE NEE (B, HEUIEESE)
PTP £ 56 6E [14 5EX 4 : WEHIAY ]

140 #& [14 $EX 10 : ®EEFIAD ]

Q) PREE
A% L0

(4) BHEOME

@ESiAi ME
PTP ARy Tarry, TAIE

PTP w4t - - - —
Er— NI =g AR TF LTI FR— |

11. BRIEHINLEME
BRI L

12. Zhfth
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V. JAEICET HIER

1. MEEXEFIHE

1 MREX TR
OF TR IS BRI
Oflh - EME

OB

2. MREXIIHRICEET HEE

5. HREX IS RICRIET HFE
(FMFREXTEHILE)

5.1 AF| Otk g l:%zfﬁlf

5.2 ARG 51T H 5%
IEHERBNZIR S,

BT HHEER OV 4
I T NI A ) RPUEMEIEGA & G T LSRR DS

5.3 BFAIRIZIZB LT, #IIRMEHRIAIC

PEIEEST. L TR0,
A<

BT DEZE R ORI L TR0,

3. RZERUHRE
() AEBRURAEDREZDS

6. AIERURAE

FIRARE XTI X A BT BIEEFEH L, 7355 =7 M VBBEKf & OFHT %
X CIEEMERT D, F - EEEICB T 2L HRECIEBEEHA L, A%V
TIF U EMRT AGEICIE CIEEHEAT 5, IRIEYIRARREZR LT - I OREH - EMEIC
IS OBTEMIERE A & OOFH T CIEXIT EEZERT 5, BEEICI 5 B ERE Tk
SHRIRS & PR T 25 A2 DIEEER T2, BT A&MA L O T CEEEHRT 5,
At KEREBICOOE TRORGEZHRER% &Y B% 30 2N 1 B 2 [F], 21 AREA
BOkh L, 0%k 7 HEKRET S,
INE1a—2E LTHEEEZ#YIRT,

R IR 1 [ &

1.31m?2 i 900mg
1.31m?2 L _F 1.64m?2 A 1,200mg
1.64m2 Ll | 1,500mg

Bi% : AEmEICHOE TROBRGEZHREZ LAV R% 30 0LINIZ 1 H 2 [0, 14 Hf#E
BO&kE L, 20% 7 HEIKRES 5,

&1 a—RL L TEGERYIRT, 2, BEOREICXVEERET S,

R HIFE 1 5] &
1.33m?2 A 1,500mg
1.33m2 LAk 1.57m2 Kl 1,800mg
1.57m2 LAt 1.81m2 AJif§ 2,100mg
1.81m2 Ll 2,400mg

Cit: REHBIIHDOETROBGELZHAEZ A/ /% 30 0LANIC T H 210, 14 HRFEA
BO&E L, 20% 7 HREIKRET 5,

a1l a—XE L TRGEZBYIRY, 2k, BFOKREBICIVEERET S,

R HIFE 1 B &
1.36m?2 i 1,200mg
1.36m2 Ll _F 1.66m2 Kiifi 1,500mg
1.66m2 LA _F 1.96m2 A 1,800mg
1.96m2 L) I 2,100mg




D % ARmEEIC OO TROB G BEEZHR% &A% 30 5 LANIC 1 B 2 (8], 5 H [ H#%
A5 L, 20% 2 HEKRIES 5,
INEBRYIRT, ek, BEOREIC LV EERET D,

IR i fE 1 5] &
1.31m?2 A 900mg
1.31m?2 LA | 1.64m2 A 1,200mg
1.64m2 JL E 1,500mg

E ik : (RREHEIC
ARG L, £0% 7 HEKRES S,

IhE1a—ARE LTEREZBEYIRT, ok, BEORE

LHOETROERLGEEHIR% &4 &K 30 57LINIC

1A 2[F, 14 AEER

CEVEERET D,

IR A 1 IEIFH%
1.31m2 Al 900mg
1.31m2 LA | 1.69m?2 A 1,200mg
1.69m2 LA E 2.07m2 Al 1,500mg
2.07m2 Ll L 1,800mg

(2) RERUVRAEDRTERRE - RN

AR L

4. AERUVHEICEET HEE

1 RERVHEICEEYT 53
(hRe @)

- A7k 825mg/m?
- Bk @ 1,250mg/m?
- C {4 : 1,000mg/m?
D 7% : 825mg/m?
- E £ : 800mg/m?
1.2 R3E - BEIZHONT
1.2.1 BEAWD CIEICBWTCEWERNBEL L 7-%

1.1 SHEOGHE (1 EHE) XU ToRKRERLHZY OMENSHEEHL TV

2iE, BT OREES BT L TRE - Bk

%ﬁ5_& 7ok, BB

f%)ﬁﬂﬁﬁﬂbk%fﬁ{f 2BV T Grade2 DI iEzEENSFEIL L7z

Zix, LLF D Grade3 0)171@?3 CREBEEZSEICLTRE - BEREBET L&,

PR - D BUE

NCIIZ L % FM 0 Grade &™) TR oD AL TR EBARF D& 5 &
Gradel IRIE « P EAEL ol AN
Grade2 #]FIFEHL GradeO-1 |28 5 F TIRZKE P A
2 A1 H 3EEL GradeO-1 (292 F TR TR B 1
3 [A] H 3&H GradeO-1 (292 F TR T B 2
4 [A] H 8 HL g5k - R 5T —
Grade3 #]FIFEEL GradeO-1 |28 5 F TIRZKE Tl R B P 1
2 A1 H 3EEL GradeO-1 (2925 F TR T B 2
3 [a] H 3EH Bk - R —
BH Ik - R 5 AR
AR N R
Graded HIF 55 AN L 2
GradeO-1 |ZHR3 5 £ T G- H W
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RO - WEOBEIGE U THEEITOE, UTOHEE2EICTHZ L,
* 1,250mg/m?2 #1145 TG 2 Bth L7255 O ERF O & 55

1 [l &
- Rl B 1 P B 2
1.13m?2 At 900mg
1.13m2 P F 1.21m2 i L 200 600mg
1.21m2 L F 1.45m?2 A ,200mg 000
1.45m2 LA E 1.69m2 ¥ 500 mg
1.69m2 LAk 1.77m2 A ,00Umg 200
1.77m2 2L |- 1,800mg ,200mg
* 1,000mg/m?2 A0 & THR G- 2 BllG L7 a OER O G &
1 &
e B 1 PR B 2
1.41m2 A 900mg
1.41m2 L F 1.51m2 &l L 200 600mg
1.51m2 2L |k 1.81m2 &l ,40Umg 000
1.81m2 P E 2.11m2 A 500 mg
2.11m2 L E ,ouUmg 1.200mg

1.2.2 —HEE LZBICHEITITDRVWI &,

F) BB X 2ENERRBRIZB W TIE NCI-CTC (Ver.2.0) 12XV Grade #H|ELT-, F&
JEBEREIILL T OHERIEIE - T-, T2, CIEIC LD ENERBRBRICB W CIXRRIEFERED G
¥ T CTCAE v3.0 X% CTCAE v4.03 IZ X » Grade #Z¥|E L7,

Grade  [HpRiusk FeRERRR

LOM., EEAGEI, C Ve « T2 e o ey
1 R ERLCEE. M B AT RIIR A 2 % = &1y iEdk
2 MR & P 5 A T R AL B TR RIS D IR
3 EPETEIE . W05, KT, SR\ A AT A AT C X RV EIR

T HIER D Grade 23 WAYE  (BRIRAEG, #RREGEI) T—EHLARWEEIL, L0t &
Tx % Grade M1 5%
AEUIBRAT G ET - BROKE - ERE)
1.3 KA O Do PUEMIEEANZ, [17.0KME] OEONKE R L, ENAORKRH O
HA RTA L EEZREIZ LT LT, BEORESCH ALFRIERICIS U TEIRT S Z L,
[17.1.9-17.1.11 ]
(BREICB TSR EMILEEE)
1.4 KA O Do PUEMEEREANL, [17.50KME) OEONEEZ R LT LT, Bk
RPN A IRIERRIC IS U CEIRT 5 2 &, [17.1.12 2]
(FEHERUVBREIZH TS MR EEE)
1.5 BEHHMIN 8 2 — R &M 2 1856 DA MR OVZ I TMENL L TR0,

5. BRERAUE
(1) BERT—%5 /8w —3
AR L
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(2)

®)

(4)

B PR ZE R AR BR

CAEVIRTEELEST - BROKEE - Bl

ERNE I /I EEEKRER

HETT « SR PR RS « EIGHE BB & k1512 XELOX ##iE (KA & A4V 77 F o 4fH) . XELOX
+BV L (XELOX L &~ AT X< 7O H) 217 9 3Rz FEh L7z (KA : 1,000mg/m?2 1
H 2\, 14 HE&G - 7 HREIRER) . 1T - BB - B5EEE 239 5 XELOX EED

FNHIL 66.7% (4/6) TH Y . XELOX+BV HEIEDOFNHRIT 71.9% (41/57) ThoT-, 7=,

XELOX+ BV 5D HE s A 7R (PFS) ORI 336.0 H (95% 5 #EX [ : 293-380 H)

ThHoT-,

BIEM X XELOX #:Tit 6/6 # (100.0%) . XELOX+BV #% Tl 58/58 5 (100.0%) (2

FHLUT-, ERREMIL., XELOX #iE TIEEL 6 ] (100.0%) . REYMRHE = 2 — 133 —6

Bl (100.0%) . BEKAHR 5 B (83.3%). FHI4 6] (66.7%). TEIEMERE 4 5] (66.7%). &7

4 % (66.7%). 3% 3 il (50.0%). 4FHEREGEA 3 61 (50.0%), Lo->< Y 34l (50.0%)

HTH Y, XELOX+BV FE TIEIRMMET = 2 —r /X —54 ] (93.1%) . AR 50 f1
(86.2%) . 57 48 5] (82.8%). TF/BIEMERE 44 5] (75.9%) . MLy 43 5] (74.1%) . GAFEILAE

i 34 61 (58.6%) . FH#i 32 il (55.2%) . M 31 5] (53.4%) . 4FFHEREHD 29 1] (50.0%)

BThoT,

AERICIERAER

(FMTRERITERIE

ENATHASE O HERRER

AR 1 LY A U ETOMET - BRIBREF I UL RET R E L7
(1,657mg/m? A, 1 H 2 [EIpHIE, 21 AM&KES - 7 BEIRIE) , A0MERRHT 5051 22 #iiC

X9 HZENRIT 45.5% (10/22) Th o7z, BHWEMIE 19/23 5l (82.6%) (ZHHL LTz, EREIFE

AiZ e ey 5 10 6 (43.56%) AR MERTED 10 61 (48.6%) . & 3R IEA 7 61 (30.4%)

LDH L5 761 (30.4%). Bk 741 (30.4%) % Th-o7-.9

FREEAIEABR

1) BERREIHER

($ERREIZH 1T S TR EEE)

B MARER R AR ER

SMRHITBIRR D S2H & 117- Dukes C OFERERE (1,987 B) Z5RIC, 744 T T IIb -k

U — MEE (5-FU/LV #E. Mayo LU A VED) I Ao % B ueh M 53 235 %

Fhg Lz (D288 1,250mg/m2 1 H 2[R, 14 HE&ES - 7 BREARIK), ZOREER,

FAETEIIM, BEERAGHIM., SAFHRICBW T, IV H EUED 5-FUMLV LI

B IELMED B S ALiz, 6.1

1) ARBRICIHIT D 5-FU/LV FHETENTERENTWDLAKRY F—h - 7ty 7o
JVRIER L ARRY F— b « 70F 0 v oAt EEo ik - HEL 1TRA
Do

BIWERNI D o 2 B 8ERE Tl 868/995 B (87.2%) (R L7=, TARBIWER L. T RIEMERE

594 B (59.7%). T 458 ] (46.0%). H» 326 3] (32.8%) % Th-7= (v b4 7H :

2004 4£4 A 1 H). D

SN E ARG R AL ER

SEHYIERDY i S 17z Dukes C OfEGEAS (1,886 ffl) ZxtRIZ, 7AAdvr 7T - 7K

U — MEE (5-FU/LV #&¥E. Mayo LY A ¥ D% Roswell Park L ¥ 2 ) Xt XELOX

JE (DBt Ax V77 F U0 M) 2708 Ba L7 (WU Z B

1,000mg/m2 1 H 2 [A], 14 HEEE - 7 HEWAEE) , ZOREER, BRAFAHMIZHB VT XELOX

FED 5-FU/NN FIEIC kT 2 B fem8 S 47z, ®

1) ARBRICE T D 5-FULV EEIIENTAR I N TWAS LARKRY F—h -7 dnu T v
JWEIER NV AR Y F— |k« ZF 0 w5 S VEHGES RSO I - &L I35
Do
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AIEM 1Z XELOX 214 Tl 921/938 4 (98%) (ZHHL L 7=, 72 BINE AL AFfEE 730 #1 (78%)
HL 618 B (66%) . Tl 564 1 (60%) . MEAL: 406 1 (43%). 97 325 Bl (35%) . FAAE
BERE 273 51l (29%) HTH o729

CREVIRTEELGET - BROER - BEEE)

#5155 I AEEG PR A4 BR

AR PERE RS - AR R 2,035 Bl 2RIz, AXFHVFIF 0 - TrguarT iRl F—
NEE (FOLFOX4 #1%) . FOLFOX4 ik + 75 &R (P), FOLFOX4+ /33 X<~ (BV)
JEyE,. XELOX %1%, XELOX 5% +P. XELOX+BV WEEA1T O R 2 FEfi L7- (KH -
1,000mg/m2? 1 H 2 [B], 14 A#HELE - 7 HEIREE), MEHEEAFHE (PFS) 2 :ERHMEHEHE
AT (0S) ZEIRMFHETER & L7z, ZOfE%E, FOLFOX4 #iEICkd % XELOX #
TEDIEL D FEARNT M OBIIRIFRNT TRl BTz,

FOLFOX4 #IEIZx 3 2 XELOX WRIED IS MR A R

£ = OO
FOLFOX4/FOLFOX4
S+ | +P/FOLFOX4+BV (N= XE’;%;E%;“&E;Z : SN R
HH 937) (97.5%CI)
g (H) g (H)
PFS 259.0 241.0 1.05(0.94 ; 1.18)
0S 594.0 #3 600.0 1.00(0.88 ; 1.13)
Bl B iR AT

e FOLFOX4/FOLFOX4 XELOX/XELOX+P "
"igﬁa ? +P (N=620) (N=630) 29§5%2f§
B gL (A) gL (H) '

PFS 241.0 220.0 1.06(0.92 ; 1.22)
0S 565.0 9 572.0 1.01(0.87 ; 1.17)

1£2) PFS# > F4~7H : 2006414 31 H, OS>y 47 H 2007414 31 H

T 3) MR REEM OB 939 il

E4) T REM O GIEIL 622 B

E7z, ALFHRE (FOLFOX4+P/XELOX+P) Tk 3 DAL 2R 1L+ BV FRIEO B T2
Hr TR BHiat, XELOX FRIEIZk9 % XELOX+ BV SIE D BB 2 BT TR0 B iz,
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TESFERETRET DA FRIE + BV 15 & OV XELOX JiEI2 x5 %5 XELOX+ BV #IED

PR AT A
£ HE OfE T
g FOLFOX4+P/XELOX FOLFOX4+BV/XELOX T
DIEE +P (N=701) +BV (N=699) P fi(log-rank test)
R (H) hgfE (H)
PFS 244.0 285.0 P:06803023
0S 606.0 646.0 bt
Bl B fiE AT
ZTATE2 XELOX+P (N=350) XELOX+BV (N=350) NH— R
HH L (H) hdfE (H) P fEi(log-rank test)
PFS 225.0 282.0 P:06707026
0S 584.0 650.0 P:O(5804698

BI1EM X XELOX #7%: (XELOX ##%, XELOX #i:+P) Tl 642/655 i (98.0%). XELOX
+BV JRIETIE 349/353 3] (98.9%) ZRIL L=, LEREIEAIX. XELOX #EETIL FHl 414
5l (63.2%) . > 395 il (60.3%) ., MEM: 262 ] (40.0%) . $HEHR 240 # (36.6%) . J& 57 238
1 (36.3%) . T )R EMRE 198 1 (30.2%) % CTd ¥ . XELOX+BV &1k TILHEL 226 1] (64.0%) |
T 220 $1](62.3%) MEM: 157 1] (44.5%) . T/ AEWERE 139 41 (39.4%) | SRR 131 41 (37.1%) .
P57 127 B (36.0%) FETho7c (> FA7H 200641 H 31 H),

B E ARG R ER

AV TR TNFa T v R F— NEIEOTRIEIE N & 5 WA - 15 B3 627
Blextgs, XYV TITF - TrFe T ior - R S — hEE (FOLFOX4 #i%) &
XELOX 5% b4~ 23l 2 920t L7~ (K% : 1,000mg/m2 1 H 28], 14 HR#ES - 7 B
RIK) , HEHEA IR (PFS) Z# FEaHiE A . 248 (0S) ZEIRAFHMIEE & L7,
ZOFEF, FOLFOX4 &iEICxd 2% XELOX JEIEDIELIENTED LTz,

FOLFOX4 #iEIZxt 9 5 XELOX VA D IEL PEMEAT 75

AR E 5 FOLFOX4 (N=252) XELOX (N=251) NP — Kt
IHH P (H) e (H) (95%CI)
PFS 168.0 154.0 1.03(0.87 ; 1.24)
0S 402.0 393.0 6 1.05(0.88 ; 1.27)

5 PFSH > A ~7H 20065458 A31H, OSH > A7 H : 200742 A 28 H

1 6) fiRtT R GAE o Bl HU L 252

EIVER 13 XELOX #4 Tid 302/311 61 (97.1%) (238 8 L 7=, E72BIWERAIE., B0 181 41 (58.2%) |
T 169 B (54.3%) . W&AE 131 %1 (42.1%) . J%57 113 il (36.3%) . $&EIE 103 5] (33.1%)
SChotm (v NAT7H 200648 H 31 H),
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(BEICH T 5Tk EEEE)

) 55 ARG PR 54 BR

SR BIFRDY 20 S 7z Stage /MM i AE (1,035 ) Zxigic, Ria#lgs & XELOX &
B (RAEAXH Y 7 TF 0HH) &3 2508 a e L7 (R4 : 1,000mg/m2 1 H 2 [A],
14 HEE - 7 BREMASR), MR rm 42 EEHMEEE . 242 Bk ARHMEEE & L
7o TOFER. FOBBIZICKTT D XELOX JRIEDEBIENGRD b7z, 10.10

\ . N . ¥
SR A7 o Kaplan-Meier Hifg A LFHIM o Kaplan-Meier Hif
1.0 o R - 1.04
: . B (5156 o
0.9 m— XELOX (5201 -
0.8 0.8
0.7 0.7 4
s 06 T p 061 nnne FEBEE (G156)
{7 0.5 e 7 0.5 4 — XE 5
%0 %, XELOX (520§
0.3 0.3
0.2 AVF— BT (9% (SHIAR) @ 0.56 (0.44-0.72) 0.2 NWH—FET (95% [E@IARD 1 0.66 (0.51-0.85)
o1 | P<00001 (WaldbizsE) o1 P=0.0015 (Waldiii)
00 T XELOX /it @l ee n‘ . t XELOX,/##im @l 5
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 (H) 0 3 6 9 121518 2124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 (H)
<) % 7 H]E ) A EGOREX>

<
5 442 415 388 353 332 289 255 211 188 148 120 58 25 22 20 6 O FRIATHEE 515 473 460 453 443 431 415 407 395 379 369 352 344 329 316 284 247 222 194 163 137 107 8160 33 8 0
XELOX 520 462 442 425 409 379 332 295 246 218 166 147 73 81 30 25 10 0O XELOX 520 481 468 461 452 439 434 426 418 405 392 382 376 369 361 333 294 246 220 200 160 126 92 67 42 11 0

Z hAT7H 20109 H 24 H Fy AT H 20124 11 H 22 H

BVER 13X XELOX 74 Tl 488/496 11 (98.4%) 125 Bl U 7=, ERRIWEAIE. L 326 41 (65.7%) |
I HERJEE 300 131 (60.5%) . BAKIEGE 292 5] (58.9%) . KM= = — 1 /X5 —276 1 (55.6%) |
T 230 51 (46.4%) . W& 189 5] (38.1%). #¢97 152 il (30.6%) ETh -7z (v M4 7
H:20104-9 H 24 H),

2) REMHER
AR L

(5) BE - RERHER

(FMAEXITEHRILE)

ERN&EASE O 1R RER

AIAIR 1 LU A ETOMET - BRILBEEICH X U T 5 BRE Lo
(1,657Tmg/m2/H, 1 H 2 EIpEF S 21 HE#&S - 7 BHIREE) . ARSI 52451 46 4l

X5 ZE5NHIL 28.3% (13/46) Th o7, EWIFEMIL 50/50 fil (100.0%) IZFBLLTZ, F722REI

TERIZ. FRIEGRE 33 1] (66.0%) . ARILEKED 26 #1 (52.0%) . HIMEREA 25 1] (50.0%)
U »SERD 25 B (50.0%) . BERIERIEA 19 1] (38.0%) . B U L E AR L5 17 6l (34.0%)

HTholz, 12

ERNZEASE O 1EER R ER

Rt & X VEZOEST « BRABREICI NV A U EARET 5B 23 L7
(1,657Tmg/m2/H, 1 H 2 FEpEFE S 21 HEEE - 7 BEIRIEE) . A AT 451 55 filiZ

*9 D ZEENHIT 20.0% (11/55) Th o7, REIMEMIL 58/60 il (96.7%) IZFIL L7z, E2RREIE

X, FAEMERE 36 B (60.0%). AST L5 29 61 (48.3%). U > /7RERE 26 1] (43.3%) .

LDH E5- 26 #l (43.3%). #RIMERID 25 5] (41.7%) . BEAIR 24 i (40.0%) . FE.0 22§
(36.7%) .Al-P |5 1841 (30.0%) . H fLERJE 18451 (30.0%) . £V L& Al _EF- 1841 (30.0%) .

TERI BRI 18 61 (30.0%) & TdH 7,13
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(6)

ENE I tBERPREAER

XY RIH] (X7 Y ZF AN REZ L) EBHOEIT - BRILEHREICHZE
VEEEBGT HRER A e L7 (2,600mg/m2/H, 1 H 2 BEyERE. 14 HREES - 7 HFEIK
), HRWERRMT RSB 32 Bk D2 RIL 21.9% (7/132) Th-o7-, EIWEMIL 35/35 f
(100.0%) (ZHB L7, EREWERIX., FRIEMRE 29 1 (82.9%). il 19641 (54.3%), B
BRARHR 18 5l (51.4%) . NNk 16 B (45.7%) . T 14 1 (40.0%). W&EM: 11 il (31.4%) %
ThHot-, 14

EIVE AR R ER

RV X vVEGOMEST - BRIABRE DX Z LR ET 53 5R %2 £ L 7=
(2,610mg/m2/H, 1 A 2 [F53HIE S, 14 AE&ES - 7 BEIREE) . A MR 5451 135 i
RS D 221X 20.0% (27/135) Th-o7-, BIERIX 150/162 #1 (92.6%) (ZHBLLZ, &
ZRBEIVERNZ. TRIEMERE 91 61 (56.2%). T 88 f (54.3%). ol 84 5] (51.9%). NEAH: 60
Bl (37.0%). 5 59 f5l (36.4%) ZETd~-7-, 1516

BIVE T ARERRERER

NI Y ZXEALT NEZ B2 VEOEIT - ERILBEFII IV Z E U sEL TG 5
ZFEM L7 (2,5610mg/m2/H, 1 H 2 [BI5EIES, 14 BEES - 7 BREIRE) . A 2 PR x5
51 69 Bk 5 BhEI% 24.6% (17/69) Th -7=, BITEHIX 66/74 i (89.2%) |ZHEL LT,

FRRIWERIT, FRIEBRE 46 £ (62.2%). T 43 # (58.1%). Hul» 41 # (55.4%) . NEAt:
27 5 (36.5%). % 25 i (33.8%) ZHTH-o7z, 17

ARAIE A

1) ERARERE (—REAKERE. BREERBRERE. EAMBLERAZR). RERTERT—

8 R—2HE. RERFRBFRERONE
KPR L

2) RRBFHLELTERFEDOABTXIEER L -HE - HEBROBME

)

U L

Z0th
AR L
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2.

VI. E3hEFEE(ICEH 3 HIEH

. EEZHMNCEAESH HILEYMRITIEEYEE

INFaTIII THT—, ANNEFT—IL, THT—I)L - T R TLY D
EE  BEO®H Db EWDOREE I EFIX, KHOEBEBTHRLESHTH L,

KIEMER

(M

(2)

®)

YEFRERGL - fEFRHERE

TR B ENTIHEE L REMEO WIS, R THLVRF LT AT T —EIZLD
5"DFCR (2 S5, I EE U TSI A ET A F VT 7 I+ —FBicky
5"DFUR (ZA#a S5, HIZ, FEEHMRICHE LSV THFEET LTIV FRARY 7—BI kY
IEMEARCTH D 5 FU ICEB S NHUEBEN R 23T 5, 5-FU 1L FAUMP IR sS4, 73
NRE KR KN 5,10-AF LT v Tt Ra iRk L NEHEARE KT 5, TORRET
UNABEA R Z TS Z L1k D, DNA Gz ET 5, £7-. 5-FU i FUTP (213 S 4.

UTP O 0 IZ RNA ICHVIAEN T FRNA 24 L, VARY—ARNA KA L T¥
—RNA OHREZEETH L EZ LTS, 18919

HEMEENF T HREBEAE
1) FEEEIRAY 5-FU D ER
bt hMEGE HCT116. CXF280 KT COLO205 ¥k (v & Bz th) X — R~
ZZHRU Ay (FBOkE), FEF 710 Yy (5-DFUR. #&A#%5) RO 5-FU (&
H/“Vﬂ&“ff) EEEAE (BEIBRGRORKME) 5 L, REFICEBEHAR, L,
R 5FU BE2HE Lz, X b~y A CHEBEICERRIZERED
5-FU DR S A7z, SRR 5-FU AUC 135 A K NIEH O 5-FU AUC (2R _ o ¥
VUG TENER 22 (5L 114~209 {5, 5-DFUR &5 CTENZE4 6 5K 21~34
EEVMEZ R LTz, —7. 5-FU # 5 Tld, 5-FU I3EEHRRIL 0 Tl < R KOS
WCHRBRICOA LTz, A2 e h~o 20EEM#E 5-FU AUC X 5-DFUR KO
5-FU & 5.~ v AJEEHHE 5-FU AUC (2, 224 3.6~4.3 [ Y 16~35 %=\ ME
R L7z, 20

2) HMESDER
TR AEME e N R (ZR-75-1. MCF-7, MAXF401, MX-1) . b ks (CXF280. HCT116,
LoVo, COLO205) XUt kH¥E (MKN28, MKN45, GXF97) HfEX— K~ 7 X1Zx L
T#H@“ BHERNRBO BN, T, MOFUEMEREA & OFHIC L Y . HUEESIR O8R5
Wb 57, 2029

{ERISEIRRSRT - FES T
TR L
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VI. EMEREICRAT HIHE

1. M REOET
(1) AE LA MR
R L

(2) RSB CTHREIA-MDERE
1) AETEELEESEOMmMERERE
BT R 12 412U X B 829mg/m2 F VA Bk ICHEROKEG Lzt &, B #
v, 5“DFCR, 5-DFUR &X' 5-FU I%, $54% 1.1~1.3 R T Crmax (ZEIFE L, P60
0.4~0.8 BT L1z, 5-FU ® AUCast 1%, 5-DFUR D) 1/20 T - 7=, 29

AETHRE LTS8 OFYERE ST XA =2 DO (n=12)

Law Tmax Crnax AUCiast tie
(h) (1 g/mL) (1 g+ h/mL) (h)
TR H e 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 9.631+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-EEEEEE 16 412 251~1,2556mg/m2 F VDFH 58T, I Z v K OSN#ED

Cmax, AUCuast [ I EIZHAEI L TN L, FIEHRGHZ DO~ 2 v KSR DK

WEhREIZRIEIE 2 "3 2 & AVRIR STz, 29

D) ARSI HE - BEFERERFEICHDOETAEROD T 1 900~1,500mg
Z. BT 110 1,500~2,400mg %, C T 1[0 1,200~2,100mg %, E T
1% 1 [E 900~1,800mg % 1 H 2 [HTH 5,

2) BETHREL-BAOMBEDEE
TN EEE R 20 BTV A 1,250meg/m2 2 A% 1 B 2 BhE AR O%G L L
x5 1 BAF2O B~ Z v, 5-DFCR, 5-DFUR K} 5-FU O ix, #
54 1.7~2.3 ] C Crmax ([ZEIEE U -8 0.565~0.81 FF R Tl L7, #&5-1 H B @ 5-FU
® AUCiast IX. 5'-DFUR D#J 1/30 Th o7z, 5 14 H H OIEWEHENT 2 — XX 5-FU
ZhrE ., YA % OME EZIEFRETH - 72, 2020
H2) B5 1 HHEIX1,250mg/m2 Z8iR%IC 1 H 1EROEE L,

B ik TG LI2Gh OEMENTE/ ST A —F Dk

e Cmax (u g/mL) AUClast (1 g+ h/mL) n
1HH 14 HH 1HH 14 A H 1HH 14 H H
TIRXUHAE L | 4.80+1.75 | 4.19+255 | 6.91+2.40 | 6.14+1.92 20 19
5-DFCR 5.95+2.50 | 5.20%+1.90 | 15.14.31 | 14.1£4.58 20 19
5-DFUR 6.021+2.49 | 6.569+2.83 | 12.84+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

18




3) AEYMFHIRIF AR
HRUHEUEE 300mg [ h—D ) LPua—XEE 300 &, /7 uAA——iElk Y ETnE
58 (IR FZEELT1,5600mg) HANEESE (n=40) [CRFZHRBIFEOEKE LT
AR ARZCARIRE 2 JE L, 156 N7 3Ehe Z 2 —% (AUC, Cmax) (22 T 90%
1EHE X BB CHRERHIRIT 21T » 7245 5. 10g(0.80)~1og(1.25) D#EIPANTH 0 . WHID ALY
PRI SR S T2, 29

(ng/mL)

2500

—O0— BB EEI00mE [ h—17 )
2000 —e— PG
2 BE300

m mean = SD,n=40
it
H
s
£s

8 (h)

0 2 4 6
ST

EMBE/NS A4

HENT A—F BEINT A—4

AUCo-s Cmax Timax ti/2

(ng *+ h/mL) (ng/mL) (h) (h)
AR HE 2 $E300mg [h—"7) | 3868+1475 | 2645+1102 | 1.9+1.2 | 0.5+0.2
00— %300 3968 +1807 | 2645+1260 | 2.0*=1.2 | 0.4+0.1

mean+SD, n=40

MAEF RN ONE AUC, Cmax D /3T7 A—H (%, #BRE ORI, (RIKOEREES - B
SO L > TR D AHEMNH 5,

AHFIDHIE/NT A — 2 DO PERED T HEDZE R U 90%S5EXH

INT A—H AUCo-s

SR D 3 1log(0.9901)
SEEHEDZED 90%(EH X | 10g(0.9375)~10g(1.0456)

Cmax
log(1.0274)
1og(0.9251) ~1og(1.1409)

@ s
AR L

4) B - HRAXDOZE
1) #IEEHF & DHEEER
B ERE 12 BT ¥ B 1,250mg/m?2 2 B%KBILT VI =0 A Kigb~ 7 x>
U L EEHIERA L RS Ll & B Z B KO 5 -DFCR @ Crax (3B 5.5
LR LT 14~21% LA L7c b DD, £ DM OMREMICEBITZR O biero Tz GrEA
T—H) 29
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2

3

5

2) JLIT77YEDHEEER
(VI 1. BENEEZOHA] OESH

. RMEERE/ NS A —F

OF oo
LR L

(2) BILEREELR
R L

(3) HEEETES 20
kel : 1.6482+0.4514hr? (HARANJEEE . B%ZHERROBES)

4 290752 R
TR L

6) HHIEH
AR L

® Zofh
AR L

. BEE GREaL—>3>) i
OF = 7:F>
TR L

@ 185 A— S EHER
AR L

R
LR L

Xl
(1) 1% — fbi B P& a8 4
VI 5. 234 (5) ZDOMOMEE~OBITIE] OHESMH

(2) ik —RRAEBEPTEBE M
VII. 6. (5) #fhw) DOESM
<HBE.~<vTRA>
R~ 7 A2 14C fEFR A~ 2 v (198mglkg) ZHEREOKEG LIZL &, BEEEDIRIE~
DBATHRD BTz, 30

) Fit~DFITHE
VIl. 6. (6) ) OISR

(4) BEEADBITH
AR L
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(5)

(6)

Z DD~ DIBITHE

<HBE. <A P>

~ AR O UC A R Z BB 198me/kg &Y 54mglkg O F G HAANRR
OfG Lzl &, BURRRITECONCRIN S, (RIS < 40 L7es, #5514 24 FFE &
TIZEDIFE AERNENI VK LT, I Z e olkin, R#E. REcEEE53 5 b,
JF. BR300 B HERE Xm0 o 723, U RED IR~ DO BATIXIR ) > 72, 3D

MBS A E
LR L

6. X

Q)

(2)

)

(4)

FREHERAL B U AR R
HALHELEANRFR VN EAT T —RIZ LY 5-DFCR LfifiiSh, SbicyF V7T
I =PIz kv 5-DFUR ~E#H X415, 5"DFURIZE Y I VU X7 LAY RARAKRY F—F
(PyNPase) (bt hOBAFIVUARAKRY T—F, FolEHOBAT ) Vv RAKY F—F
WEIE) 12k 5-FU IcA# S D, 32

RB-EAET HBR CYP %) OHFE. FEX

b MFI 7Yy —AESEZ AT Z 'y, 5-DFCR, 5-DFUR, 5-FU } X FBAL 0¥
WRHEE#E S (CYP1A2, CYP2A6, CYP2C9., CYP2C19, CYP2D6, CYP2E1, CYP3A4)
~OEBE in vitro THET L7z, ZOREER, 130 % B3R ECHEE S 2 i IERE &
TUSEMIREE (59 0.0156mM, 5.4 1 g/mL) @ 7HHIZHY T HIE (0.1mM, & 36 1 g/mL) TiX
P IR D HALR D2 7223 130 5124024 9~ 5 Mk E (2mM, ) 700 1 g/mL) 23T CYP2C9,
CYP2E1 # 50%3if < [HE L=, —77. fAEIC SV TR SE R~ D E A 22 P33R
O BRI T, 39

NEBEHROERRUZOHE
AR L

REYOFEOAERVEMSLE, FHELE
R OIEEDOFE - H
TEVEAEM O ERRAY /ST A —2 - TVIL 1. (2) BRRER CHER SR E ] 22,

7. Bt

TG - B ERE 20 41T XX L 1,250mg/m2 AR ARG L L x| BE% 24 B E TS
FH-BED 69~80%IZF Y T D BB IR ~HE S vz, 2D 9 BHRZEMKRD IR PRI I3 3% &
M%7~ L, FBAL 134 50%% 7~k L 7=, 262D

B B 6 412 14C TIERR L7 v & B U KRR 2,000mg 2 BEHERROKRS Lzt &, 7
H B F CORFRAEIEERIIE G 2O 96% /Y L, #HEDOIZE A ENRPICHRES Lz, R
R, KRSy (%) 84%) M 5-1% 12 BEELAINIC PRI X du, #9144 FEE T2 T L7z, R
TRO LN Z e OfGEwT 5-DFCR, 5-DFUR, 5-FU, FUH2, FUPA &0 FBAL
ThY ., FomsEdIcERo S EIE 5-DFCR, 5'-DFUR. 5-FU, FUH: %O FBAL T&
S7c, MR R ORHPIZE T DRBERE & LAV OGHDBIZIERKThH -7 Z L b, it
K ORI R BFAET D Al REME IR 2 EAVRIR SN2 BHE AT — %), 39

b URR—2—IZET B1EHR

BRI L

9. BNZHFICLKBBESRE
BNy A

21



10. BEDERZETHESE
BEaEERE
B RE 2T A OBMELZ 7 LT F=0 « 27U T T A2L - T, B (>80mL/min), B
REfEERE (51~80mL/min). & E (30~50mL/min) X OVEE (<30mL/min) (Z/%E L.
HRUZ B 1,255mg/m2 VAR OFKE LT-BO Ry Z e v 2D D AUCe (ZLLF D
LBV ThHoT UMEANT —%), 39

B RERRE B LR D X X B O D AUCine (1 g » h/mL)

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

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

n—==6 n==8 n—==o6 n—=4
TR H e 6.24+2.06 5.98+3.06 7.88+4.32 7.79+4.43
5-DFCR 11.6+4.12 12.4+2.25 13.5+17.18 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

WD) AR SN - AREIARREHEICHDOETAELKOD AT 1H900~1,500mg %, B
#CIE 1191 1,500~2,400mg %, C Tl 1A 1,200~2,100mg %, E Tl 1 [7] 900~
1,800mg # 1 H 2 TH 5,

11. ZDith
BRI L
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VI. ££tt (ERLOIESF) (CAYTSHEAE

1. BERNEEZTOES
1%

H

1 REZEOHNAILEERET. BEBFICTOMIETEIERERICE LT, NALREEICH
DEHE - BRBREFOEMODE & T, AFMNEY LI SN BEFICOVTODAEET 5 &,
BIEEEDERICH-->TIE, ARRUVEHAERFORMIXNEZSELTHFETSHI &,
Fiz. AERKICEILS., BEXEZTOREICEDERUVEREZTSHBEL. REEZHTH
LbiETSHI L,

1.2 FHI7—=I - FASUNL -FTI3VILAI)DLBEFIEDHAICKY ., EETMEEEEFD
BMERANRIRT 28T H LD T, HRAZITHHENI &, [2.2, 8.1, 10.1 SH]

1.3 &XFETILT7Z) DAY DLEDFHAIZKY., MRRERREBEERS. HIARE LTI
EoHlLMESNA TS, ChoDBHERIE. AFIEDTILT 7o) D LOGRBEEHE
BHOERERSHIEE 1 » AUROHRBIZHRIE L TS0 T, HRT 25E8(C(X MK EERER
EEZTEHNIZITL., DECRCTEUBLEZITS 2 &, [10.2, 16.7.1 3]

1.

<SR >

1.3

TILTT7 ) ODENPHE - BEAEADARIFEDEE

BB 4 42X Z B 2,500mg/m2/HAR% 1 H 2\, 2 HEEO#&RE, 1 HEKREZ
1a—RAL LEMRES% 3 a—ATHHiIk CENENT LT 7 U o b U 7 A 20mg & #% O #
H LT, v Z e BERTE L CTEGRICBIT S SSULT 7 U v CERMEARO SIK) ©
AUCint 1T 57%. INRIZ 91%hI L= (AREANT — %), 360

2. BERARELEZTDER

23 ROBHEIZIFERELEBEWNI L)
1 RFNORS X7 A 1w 2Tkt UmBUE DBEER O & 5 B
2 FHT— N XRAFTINN AT IFTINH Y T AREKIEGEFOBRE RO S 1-% 7 LN
DEE (1.2, 8.1, 10.1 ]
3
4

A

1=

2.
2.
2.

HELREEEOD HEH [9.2.1, 16.6.1 &[]
TG AR L CW A ATREMED & 5 &tk [9.5 2 1R]

2.
2.

3. MEEXIIFNRICBEET HEE EZTDEH
(V. 2 . FEEXIIRICEET 7S] 28B4 52 &,

4. BERUVH=EZICEET HEEEZTDEH
(V. 4 . AELKOCHEICEETEE] 228452 &,

5. BEELEARMIE L ZDEH

8. EELREARNEE

81 THT— e XRXAT LN AT T NA U LEREAIBEFIEE, AR OEG%21T 5 5A 1%,
L b THULEOBEZ TS Z L, [1.2, 2.2, 10.1 ]

8.2 AFNFG T EHR (BRI S AHITHERE) (CREEMRAE (iR, e - B s)
EITH72 Y, BEOWRELZHSICBET L2 L, [9.1.2, 9.2.2, 11.1.4-11.1.6, 11.1.13 B[]
8.3 JEYYE - HIMAEm OB UTE( LI+ TEET D 2 &,

8. 4 1R YIBRAREZR AT - RO, BRI T DB LFRIE AR 2 6 H 9 5 B I2id,
BRSO (TEHE EOMENEDO B WK ARE « BS/ERFIRE AP FE~ORM IR D
WEE %) FAGETH L, 3089
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6. HENHREZAY VEEICHT HIE
() AfHE - BEERZFDOHLEE

9.1 AfHE - MEEFDHHEE
9.1.1 BHREEDRTEDHLEE
DEFENROODbNOBEINNH D, [11.1.3 2]
1 2 BREIIE D H 5 EE
BEIHI MR DB 2N H 5, (8.2, 11.1.6 ]
9. 1. 3 HIEEBBXIHMOH S EE
FERDNELT 2200 H D,

(2) BHREEEEE

9.2 BHRelEEEE
9.2 1 EELEBEZTODHILIEE
BhHLZRWZ L, (2.3, 9.2.2 K]
922“@$®%6$%(E%& BFEEOHDIEBEEZERL)
BIWERA D L XUIRBER LR T 5820 n3H 5, [8.2, 9.2.1, 16.6.1 ]

() MHREEEEE

9.3 Mi¥eefEERE

4) £EREZERT 25

9.4 KhEREEHT HE

9. 4.1 AFHAIREZRFI O BE B G T 2L ERN D 555 PERRIC XIS 2 A BETH 2
Es

9.4.2 R AREZ e MR IT, AFIR G RO G T % — E B E) 2kt 2175 KO8
B4 52 &, [9.562H]

9.4.3 /— NI —2MTHRT D ATREMED B B BB TR, AAIE G R OB 5K T % E IR
WO 2R 2175 KO8T 22 L, [15.2 ]

(5) 4¥i&

9.5 1Ei®

IE0T AR L C WA RTEEMED & D e EIC i3 G- L 2 & @J%%?ﬁ“(ﬁfﬁtﬁf’ﬁ)ﬂ&()\{%
FEAERANHE SN TWND, v T AIZBWT, BRI T, WMEIRE, FRER0EN, g

#E (198mg/kg/ HLA b AEHES) . iz W, e, AL (90mg/kg/ H UL E ﬁ?ﬁ&"
H) BEEshTWD, [2.4, 94.2 5]

(6) ZELIZ

9.6 =F.iw
B LW ENEE LY, @FER (w7 R) ITBWT, At ~OBIT (198mg/kg HiAIFK
H) BgESRTWD

(1) /MR

9.7 IMNR
IR A RS & LT BRARRRER X505 L TV e,
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8) =tn&

9.8 SEE
BEOREBEZBRE LA OHEEICKRE T2 L, —RICAEHBEMET LTS Z EREU,
FriZ 80 miA LD @AV T, BHAED P, IR, MR OFEIERN EF L & OGN
D,

. HEEA

10. A EEA
AFIDHFF &7 v— 2 P450(CYP2CO) DR R A HCRITIEE L, BERTEVEDME T 9% rTREME
&% DT, CYP2C9 TRE Z2 321 % A & OF 3 2 B A (S OFHEEA O PR E7-9 5%
TNDRH D,

(1) BRZEZS L ZDER

10.1 BHAZES (BFRALGWLCI L)
A4 ERIRIEAR - HE 1L BT - fEBRIK -

THT =V« XAT ) - AT |BRWICEHE R MEFEES TR, OFATIARTIALFRT T

F YNV U AEAANT 4 —|NREOHLEREEFEN BRI T 5|20 B2 FHE L,

TR ) BENRHADT, THT7—) - |[IF 7V Am 7T L

[1.2, 2.2, 8.1 %] XRATGIIN AT TIND Y T ANELL ERHT S,

Bl A A G- R OG5 H i 7 H

DINIFAF Z 5 LianZ &,

(2) HREEELZDER
10.2 HREE (BIRISEET S L)

HHN 4 5 BEERAEAR - HEE 1k FEFF - fEBRIK 1
INVT 7 VA T A OEABMGE B DO ARAZGEHIAF NHFF b7 B — 4
[1.3. 16.7.1 ] 1E%% 1 4 A LN O AR i EE[E [ P450(CYP2CY) Dfi##E & H &

RERR AT L. M O R RE BRI A L, BERIETENME
INTWD, EMIRICMEEEE SRR T LW D AIREMERZ 2 bl
WA (Fa he B, INR/TWA,

) ZATV, MES LT
g #1752 &,

Tx= kA Tx= MM UOMPREN EA|ARF B HFF F 7 v — A
L7 DHENRH LD T, 7 = =|P450(CYP2CO) DE.HEE &
A > DI IR E O AT E R | BGRICHEE L, BERTE MK

THI L, TLTWDAREMENE Z B
W5,
NI TZAY Dy s FETUAERIWERPEBRT 28NN H 5, |7 vbE U IV RPuUEMEE
W L 5 741 LA ORFN B 2 KT ]
REMED & 2
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8. El{EHR

11. Bl¥E B
WORWERANRH 5D Z ERHDHDT, BEE2 012470, BRENRD N GEICITRS
LT 57 Bl AT Z &,

(1) EXAEER & B

1.1 EXLEER
1111 BRKEIR (B AREE D)
PRLW TR (FIELR - i, BRI OREESE) 23 6 bNKERE TELZENH D, Z0D
X9 RIERA S Db BA L, B A2k Uik, ERER 5O R AE 21T S 2 L,
11.1.2 F2E&EEE (Hand-foot syndrome) (HHEARBHED)
FEKE OV EICEIERE ., SRS, KB, EE, MRRe, AR, RSO FEERE
HMRHLDLNDZ ERH D,
11.1.3 ILEE (S RPIED)
ORFEZE, PROME, BN, OMEIE, LARS, 2R%E, ODEXEE (LDEEREIR, LEH
g, OEMHEMNES) FOLEERH LN Z ERH D, [9.1.1 BE]
11.1. 4 FFEE, #E GEERTD)
S REMATE B . IR 2L ) FEEN D Sbil, FREICEsTEF L ME SN TS, 7
B, EEREEET 2EDRVWEEND SN Z ENRRE SN TN5, [8.2 5]
11.1.5 BEE BEERH)
EHSEERMAEE R T 2L O BREENDHODOND Z ERH D, (8.2 5]
11.1.6 BEEIH (B ARPED)
PLILERIE D . BERIER D2 OB BEIIHI S, E 72, B BEIH OFHGIC X 0 BEYWE, B ESE )
bobhbdZ endbbd, [8.2, 9.1.2 BH]
1.1.7 ORK BEHERHTD)
AN CREIRZS, KERTEE, DFENIEES) RN Lbhd Z Enb 5, ARMEOMBE, OWNE
B SR ENRO DN GAIE, B2 IR L#E @& EZITO 2 L,
11.1.8 B MM (BHERH)
MVEMENGZE (R « ik, B8, PERREE, RBEE) RbobhbdZ enbdb b, BEN
RO OLNTHGEITIFTEG 2R IE L, W X BREOREZITV., BIRRERLVE L AZEGT D
72 EHEEIIRAEEZITO 2k,
11.1.9 EEGEHELX (BEELRH)
HImPEAG S, RRIMPEAG S, BEAEMEIGREN D Sbnd Z E0n3H 5, B LUVIER « TR - %
DIERNR S BN HE T FE G 2R IE L, WURAEZITY 2L,
11.1.10 EELGFEAARERES (BERES) GHEAH)
TR RO, SEMRIMESAEIR, K30, WhaREEhpEE, kR SR, EakmEE ., REIR,
BEEL, . FER KT, RkRE, RRBEENRHODOND BB D, o, 2O LD RE
WO HEMEFEOYIIERE LTHELDOND Z 3B 5D,
111,11 mieEefE BEERH)
DR ERIRIMARSE, AMMZE, MERIESENH LD Z LB 5,
11.1.12 REFLIEREZEE (Stevens—Johnson FEIREE) (HEEARH)

11.1.13 jAmME&Mm BEEARH) (8.2 5]
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(2) ZnthoEI1ER

1.2 Z0fthdEIERA
11.2.1 BRIFEICE T RS

A BHfE, e RS

10%LL EF2) 10% A " 2 A B D
FEHf W RE . BER. TREME | RIRGE. O ¥R, SEEGE
PR F
Tl (33.2%) . BACRIRMEMR, B, ISR, DERE, 85, BBk,
{5 (30.5%) . Mgt =S +fREk. B, H
K. ONHLEE, $REE, DY,
RS
fEpEan Moge, TREERE, HE,
DRI, AEAR
R Nz ik IR [R]
TRMEREDD (26.2%) . A~~~ 27 U v R, I/ #& i
i MERERA (24.8%) . U o (BCEs . HERES M, 7
PSEREGE (21.5%) . ~F|E b o v B UREERE . AF
A= =2%) HrERE D
R EE W5, BEBE NDFEE (TNHBERE, M
9N, NEE, N A b
7 4 ) | KBRS, KZ
] JERZL, AR, TR
MRS ) o — VSEERE. S
W HIBLPER RS2, R
WIS, € OFEIE,. BER
0B IRFEE (REMsEge, MM,
ARFTRSE) . DN
Wl - mﬁPEU/v5>¢%mﬁ%ﬁ%ﬁxﬁm%EWNH%%ﬁﬁ\m¢7v7%
i (24.2%) . AST 80, LDH@HN, R 7 RO BERME (=48
O, ALT #5900, Al-P #9n
Bk, REED . BE |SIETES, REN, F57, |, B, R, &
Z DAt i H " R o SN HiERE, M7 7 I URRRERE . ME. R, &

NU 7YY RilfE

11.2.2 i BEEGR & DHFARSRICE T H8HE

10%L4 L9 10% A 2 B REE D
WA EE ORISR = = [ E U, BTN, AIR[BERRGE, REMH, MM

FEt — B XT— RIEMEEE) = E J#k
PR 2 —nm X —%) (93.9%) .,
R B (32.83%) . RGO
L (82.9%) . BEAAIR|IDBR, B AR, TEBHEMAR, 0N
{8 (75.0%) . @M (40.9%) . [Jm. dJES. w9, A
R, & i, EREETE, WEeE .
K
B2 S iR, FEFEIRE . SORGIGEREE |k PR
= OMMRE, Leo< Y
R EREOHD (66.5%) . ML|~F 7 1 L@, &, [FEEWELE R E
iR HREED (85.4%) . ALY > NERERUD
Bk
BRLAERE (85.4%), F|NOFEE, BEE, TFE%,
R R& 2 =SB, G, T OR
SiE
iR PRIRHEN, AR
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HER, AST #8n, AHee mpR, ALT #n, el

Rl - B JLE NN AP BN,y
B ik -GTP £, 717
NS

W57 (57.9%) . TEHTEILL | EE . MBS APRIE, WAL, \BE A7, 1R B 2L AN TAE
B OB, mAEge. ALBE, |BEE. @iE, FE B[RV Y v AmE, HE, K
2ol JERRSE) (40.9%) . WEUE, |<UEEG: GRINEAZRSE) , U7~ Y ¥ AfiE, FHE, R

fEEIE, (RERD B, TRBE, BAETE. AE |BEORAE, Nl > P FE,
(e LN EVRYA SN 1| DR BRI 1 RS Rl 2 ST IS N/ A el 1]
U 8. CRP #90, SRE

10.

11.

A1) ENAOEERER L O H WS THE S, HEZEHTEX20VEIER

H2) AEELLSIE BIETERELZENBRKRR (BREICT2ENE 1A ERR
[JO14865 k], HE1T - FRIEFLIRIIATT 2 EWNE TAERKRE [JO15151 3k, JO15154
AR, JO15155 iR, JO16526 3R], HE1T - R BRI T 2 EWNE AR RS [JO15152
AR, LT - BRSNS - BRI 2 ENE ARG ARRER [JO15153 3llR], 81T - stk
feil « BRI R 2 ENEE TAHERREUER [JO15951 slliR]) DLEE!

1 3) CIETIHEM L-ENERRER GEIT - BB - BRI 2 EWNE 1/ ERRR
B [JO19380 #k]. Stage 1 & UMD H ¥ OIRIEYIBRIEA T4 D B 1237 5 ENE T ABER IR
bR (MO028223 #Br]) D

. BRERBRERRICRIETS

42
=

RS

REIN TV

BERE
REIN TV

BRALEDIEE

4. BRLEDIE

141 ZRRAROITE
PTP LD #ANL PTP > — b2 50 L CTIRAT 2 L 58835 Z &, PTP ¥ — F DAk
(2R WA TR RIEREA~FIA L, B3R 25 2 L CHREMRIFR FEOEE R G IHEZ

T2 end D,

12. ZDHDEE

(1) BREREAICE D CIER

15,1 BREREEMAICED <153
TINFR T T UNORMRHERE TCHLVE FrE ) IV 7T Rrs ) —E (DPD) K%
DBEENTLS FNICHFEL, 20X RBEICT VAR TV VREAIZ&RE LI-5HE, &Y
PINCEERRER (A&, TR, MigkE®s, rEES) NEATL L OMERH 5,

(2) FERGAREAERICE D B

15.2 FEERIRFAERICE D 1BH
AKENORHH T D 5-FU IHOWT, BERFZ AW RFHIRB W T, B 2R RFERIEMN 4
AT ZEPRESNTNDS, 39 [9.4.3 B ]
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X. JFERREERICRAY S HE

1. FREHER
(1) ZEshFIEHER
VI SGIBICBET 25HE | OHEMR

(2) REMFERR
R L

(3) TOMOFEH
R L

2. HEHR
(1) BERS SRR
TR L

(2) RERSHEHR
AR L

(3) EEHERR
YR L

@) BARIERER
R L

(5) EFEFREFEAR
VIl. 6. (5) #fhw| OIESPR

(6) RBRTRIZMEHER
RS L

() TDIOEHSE
AR L
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. BREIRS

X. EEMERICEIT SEE

R BIE, T EEIKLD
) EE-EMEONGEZEILVERTLZ L
HRIERLY « hv 2 ey R

. AhHEAR
34

. BENRETORE
FE{RRAF

. BEVEDEE

20. L EDEE

T —aERRERITIB R AR CTIRIFET D 2 L,

. BERITEM

BAERMERLTA R F

<FvolLEy : F

T OO BT ER
TR DIREEZ T ONDEE S A~ (RIBDBA)
HRUHE DR EZ T LD BE S A~ (B A)
HRUHEE DR EZ T O BES A~ (HHBA)
IR BEEUEE T =D ZRA ST~

(IXM. 2. ZOMOBEEER] OEZ/)

. B—H5 - FAE

Al —p4y - ¥ a—&8E 300

. ERFEEFRAB

199844 H 30 H CK[H)

- BERGEAREABRUVARES, EMEENFEFAR. REFABFEAR

BUE e AGEAEA H

B

A LA A B

W e BRAReEH H

20194 2 H 15 H

23100AMX00218000

20194 6 H 14 H

20194 6 H 14 H
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10.

11.

12.

13.

14.

. BHEEXIIHFREM. AZRUVAEEFEEMFEOFERABRUVZTOAR
FRELXOHEBMFEAH : 2021 44 A 21 H
WA LT O TRy 28 Lz,
[5] B
FUTARRESUT IR ILIEICIT A VB0 B iE%E | PINAREXII AR L 21X A E30UT B 5%
T 5, G - BRI 2B | ML, 7 3F =7 b VIR R & OF
EIZIE BIEEZHEH L, IREYIBRRREREST - | 7258 CIEAHEHT 5. #6515 - EE
FIEOFENG « BRI O PUEMERRSEA] & | (2B DM EEREIIE BiEE A L. 4
OUFHT CIEEERT 5, BEEREIZBIT 4 | YV 77 F U LOHT 2581013 C {Ex
B b2 s TR RS L OF T 28580 | BT 5, IGmUIRARGER ST « RO
XD EEHEHT A, BEICIXE&RME & OO0 | 15 - BRSSO FUEMEEA & OFFH T
HTCkEERT 5, CHET EEZHERT 5, EEICBIT 54
B b9 E TR RS & OFH T 2 541
X DEZERT 2, BElicidaeiis & off
E HTCkaEERT 5,
Ko ) (W)
H
& E ik RERBEICHDOE COROBEEZHR
%L A% 30 LN 1 H 20, 14 H[#E
oG L, 20% 7 AT 5,
IhE 1 a—R L THEEERYIRYT, 72
B, BEOREBICL Y ETEET S,
(%44 57 L) e diab- LA
1.31m2 A 900mg
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