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Xeloda is indicated for first-line treatment of advanced gastric cancer
in combination with a platinum-based regimen
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Advanced gastric cancer
In combination with a platinum-based compound the recommended

dose of Xeloda for the treatment of advanced gastric cancer is 1000

mg/m2 administered twice daily for 14 days followed by a 7-day rest
period. The first dose of Xeloda should be given on the evening of

day 1 and the last dose should be given on the morning of day 15. If
epirubicin is added to this regimen, the recommended dose of Xeloda
is 625 mg/m* twice daily continuously. Epirubicin at a dose of 50
mg/m” should be given as a bolus on day 1 every 3 weeks. The
platinum-based compound (cisplatin at a dose of 60 mg/m” (triple
regimen) - 80 mg/m’ (double regimen) or oxaliplatin at a dose of 130
mg/m”) should be given on day 1 as a 2-hour intravenous infusion
every 3 weeks.

Premedication to maintain adequate hydration and anti-emesis
according to the cisplatin summary of product characteristics should
be started prior to cisplatin administration for patients receiving the
Xeloda plus cisplatin combination.
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Xeloda is indicated for the adjuvant treatment of patients following surgery
of stage Il(Dukes' stage C) colon cancer.

Xeloda is indicated for the treatment of metastatic colorectal cancer.

Xeloda is indicated for first-line treatment of advanced gastric cancer in
combination with a platinum-based regimen.

Xeloda in combination with docetaxel is indicated for the treatment of
patients with locally advanced or metastatic breast cancer after failure of
cytotoxic chemotherapy. Previous therapy should have included an
anthracycline. Xeloda is also indicated as monotherapy for the treatment of
patients with locally advanced or metastatic breast cancer after failure of
taxanes and an anthracycline-containing chemotherapy regimen or for whom
further anthracycline therapy is not indicated.
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Xeloda should only be prescribed by a qualified physician experienced in the
utilisation of anti-neoplastic agents. Xeloda tablets should be swallowed with
water within 30 minutes after a meal. Treatment should be discontinued if
progressive disease or intolerable toxicity is observed. Standard and reduced
dose calculations according to body surface area for starting doses of Xeloda
of 1,250mg/m” and 1,000mg/m” are provided in tables 1 and 2, respectively.

Recommended posology:

Monotherapy

Colon, colorectal and breast cancer

Given as single agent, the recommended starting dose for Xeloda in the
adjuvant treatment of colon cancer, in the treatment of metastatic colorectal
cancer or of locally advanced or metastatic breast cancer is 1,250mg/m’
administered twice daily (morning and evening; equivalent to 2,500mg/m’
total daily dose) for 14 days followed by a 7-day rest period. Adjuvant
treatment in patients with stage Illcolon cancer is recommended for a total
of 6 months.

Combination therapy

Colon, colorectal and gastric cancer

In combination treatment, the recommended starting dose of Xeloda should
be reduced to 800 — 1,000mg/m* when administered twice daily for 14 days
followed by a 7-day rest period, or to 625mg/m’ twice daily when
administered continuously. The inclusion of biological agents in a
combination regimen has no effect on the starting dose of Xeloda.
Premedication to maintain adequate hydration and anti-emesis according to
the cisplatin summary of product characteristics should be started prior to
cisplatin administration for patients receiving the Xeloda plus cisplatin
combination. Premedication with antiemetics according to the oxaliplatin
summary of product characteristics is recommended for patients receiving
the Xeloda plus oxaliplatin combination. Adjuvant treatment in patients with
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stage Illcolon cancer is recommended for a duration of 6 months.

Breast cancer

In combination with docetaxel, the recommended starting dose of Xeloda in
the treatment of metastatic breast cancer is 1,250mg/m’ twice daily for 14 days
followed by a 7-day rest period, combined with docetaxel at 75mg/m” as a 1
hour intravenous infusion every 3 weeks. Pre-medication with an oral
corticosteroid such as dexamethasone according to the docetaxel summary of
product characteristics should be started prior to docetaxel administration for
patients receiving the Xeloda plus docetaxel combination.
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RIGOET XTI RIE B i BE 2 R, BEEAGHM (PFS) 1225\ T, I_Xv ¥
vy (LR, RN A7 I FoOfffEE (LLF, XP) 235-FU & A7 F o OPFE
% (BLF, FP) IZK L CHLMTH D Z LA MGEET 52 L2 BN & LI2IEEMEEAL 2
R ILENF A TRER LB MARER TH 5, ARBRICIX, 16BN (XP R : 16061 (5
BISTHENZH5.), FPEE . 15661 (9 H155FICHE)), L - HER, XP oW T, M
ZIVA271E LT, THAICYVAFTF L 80mgm*ZH#iEL, 1HHOENSI5HHOHET
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AF1,000mg/m* % 1 H2[E], 2580 EGHIERKEL, DR L8294 70 TH 2L L &
iz, FPICHOWTIE, 3MZIYA 27 1E LT, THRICY AT TF L 80mg/m*ZHiEL, 1
HEMS5H B £ T5-FU 800mg/m™/ H 2 FiftEfiE L, D7 L2 A 7 ATH Z & L&z,

BHRWEDORE R, 1RBR I E CHRE Sz FEMTICB W T, FERHMEEE TH 5 PFS
(22N, HIUE IR XP #ETC5.6 7 A (95%(E#HIX M (CD) [4.9,7.37 A1), FP #T5.047 A (95%Cl

(42,637 H1), FPRECxT D XPREO Y — R (Rifb2iEE, M, Fii, KPS, Bisk,
BB NMEE Y Ve 248 Em e L, ik & L7z Cox WA — RET V) O i
TEEIT0.85, WifI95%CI EfRIZ1.11TH Y, LM~ — 0 & L THANIRE L721.25% Fla|
0, BAEICIELHETHDZ EnRENTE (P=0.005), 72, RIKEHEER CTH 52471

(0S) IZ2W T, HFHRfEIX XP EETL10.58 H (95%CI1[9.3, 11247 A1), FPEET9.34 7 (95%CI

[7.4,10.67 H 1), ZZ&h=RIZH>WT, XP BET46.0% (95%CI[37.6, 54.7%]) , FP £ T32.1% (95%CI

[24.4,40.6%]) Th-oT,

RMEDFER, WIT I OFETRERNS%LL ETH o7~ Grade 3L EOFESFRIL,
BRIBDE (XP B, FPRE, DLTEEE, 16%, 19%), Mt (7%, 8%), A% (2%, 6%), F
F (5%, 5%), ROEIM (5%, 3%) THY, FEFEN10%LLEO Grade 3L, LD EFRBRAAHE
L, ek S EERIERBUY (27%, 25%), ~F 2 B BV (23%, 19%), G ERED (23%,
22%), KROEIMERED (8%, 11%) Thoto, Fiz, WTNNDORET2%LL EFEO bt/
HHIEZE>T-HERSE, BE 2%, 1%AK0), M/MasE 2%, 3%), 4 HEREE

(2%, 1%A0M), HMEBAE (0%, 2%) ROMEIE (1%, 3%) Tholo, R
RIS U < I3 Bci& e 528 H % £ TOMIBIT, XP BEDO156], FP BED10I23%E T L7-, FERIE, XP
BECITHE, RSB T8H, DApREZE2E], Z98R5F, A& (BEX) , A LU A, AL, KOEE
H& 1B CTH Y, FPREECTILE R JRBE TN, SRR e, MR A4, DA, O
fpAEZE, KUYELS (3 : 'DEAD ON 20-AUG-04 AT HOME SO THE CAUSE UNKNOWED] &
HEENn-=, 3] L LTEHLE, ) SIpITHoT-,

(2) M66302 2 ¥

RIBROMEAT XTIV B B 4400 2 60 8212, ARNOREREHRFTT 222 HE L
I E M Mk L F AR BR CH 5, k- A&, 3EMEZ19 4 71 E LT, 1,250mg/m’
Z1HA2ERBAMBHRGHZRIABRIE L, Dl L2 A7 u4TH 2 &Lz,

W DRE SR, A IMERRHTREZ23961 1461 23585 7240 (PR) %27 L, Z2%h31335.9% (95%CI
[21,53%]) (14/39%) T -7,

LEMEDORER, Grade 3 LA EOFEFESRT, FRIEGERE 9%), BHRRIE (5%), RE%,
PESEFRES, TR, WM, RS, BEAK, A LR, RIEE b I, BAOEER, RE, 1 (0
[Death] &G Sh, SERMNFFE STV 729, MedDRA JEAGED BB & L TR
L7, ), J%97, &, RFEEEE, 5o, KOARZ BE%) (£2%) THY, GradeBU\J:
ORFRMRAMEEIL, T MY AR G, U SEREED & ONGOT 8 (4% 2 1),
/v U, GPTHIM, REVLE BN, 7 L7 F =880, KkOvze H’Eﬁ#ﬁub@ﬁhﬁ
(& 16l Thoto, Ki&#EG 28 HEE TITRBO LN LIL 4 6] (9%) THY, LKL
JREOWEITN3H, ARN1FTHY, WIFNGKREBERITEESNT,
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1)  Cunningham D, Starling N, Rao S, Iveson T, Nicolson M, Coxon F, Middleton G, Daniel F, Oates
J, Norman AR. Capecitabine and oxaliplatin for advanced esophagogastric cancer. N Engl ] Med.




2008 Jan 3;358(1):36-46. [REAL-2 #&Er] ¥

JRAPTELT (BIBRAREE) XTSI /i, B REEA s NEEEE 2 %1412, ECF
B (merevy (B), YA7Z7F2 (C) KOV5-FU (F) OffHES), ECXRE (merye
v, VAT TZFUROARA (X) OUFHEYS), EOF Rt (merveyy, %31 775
K OV5-FU OPFAEEE), BEOXEE (e bEyy, %30 FS5F 0 KOARKOHES) ©
4 T A el 2 55 AR FRER 2N RN Z 0T 2000 4E 6 H 225 2005 4 5 AICEES -, T2
FHMIE H1X OS T, AFIPEHEE (ECX B + EOX #) @ 5-FU fFf#f (ECF # + EOF #f) |2
*45 0S DIEHM, KOAXHY U 775 ffHEE (BEOF #f + EOX #E) OV A7 7 F fH
#t (ECF B +ECX BE) 1Zx%19 2 0S DIAMEE, 2X2 B THEET 5 Z ENEI & Sz,

TELE VAL 3 BB SOmym® B 2GR TR G, AT T F 0T 3 HEIZ 60mg/m’
% ECF B L OV ECX BEICCHE, A XY 77 F 0% 3 #4#(C 130mg/m” % EOF £} ) EOX
REIC TG - &7z, 5-FU I 200 mg/m® 12 C ECF B} O EOF BEICHE B %5, A# 625mg/m?
(2T 1 H 218, BCX & OEOX FEICHEH H &5 <7,

FEFMEE TH S OSIZH LT, FHOMBRIITERDO LB THY, 5-FU FHECKT
HARFNGEABEDIEL M (N — FE 0.86, 95% CI [0.80,0.99]) KON AT T F L F BRIt
T54XY Y T FUOPFHEBEOIEL M (N — KEE0.92, 95%CI [0.80, 1.10]) /RS 4u7z,

. TR oS

IR @) | Rl ()
5FU PfH 508 9.6
ECF 263 9.9
EOF 245 9.3
AHIDFH 494 10.9
ECX 250 9.9
EOX 244 11.2

F7¢ Grade 3 LA EOFEFGIL, A, f/MAIsE, HERCE, FEEWELE ThERIME,
T, ANZ, FRIEMR, B - EH, Ritt=a—a g —, BIR, RORETH T,
ECF B & bbig L C ECX B Tl Grade 3 LA_E DI HRERIME K& OV R E R O FE BB 23 51 7>
STEM, ZOfh, KFIE 5-FU ORZEVET v 7 7 A4 WVITKRE 2RI oo T-, BAELLEIfT
#% 60 HEFSOIETERIZONWTIL 4 BB CTRERETRD LN -72 (ECF B : 7.2%

[95%CI : 4.7, 11.1%, LLFIEEE], ECX Bf : 5.6% [3.4,9.3%] , EOF # : 5.7% [3.4,9.5%] ,
EOX #f : 6.1% [3.8,10.0%] ).

2)  Capecitabine/cisplatin versus 5-fluorouracil/cisplatin as first-line therapy in patients with
advanced gastric cancer: a randomised phase III noninferiority trial. Kang YK, Kang WK, Shin
DB, Chen J, Xiong J, Wang J, Lichinitser M, Guan Z, Khasanov R, Zheng L, Philco-Salas M,
Suarez T, Santamaria J, Forster G, McCloud PI. Ann Oncol. 2009 Apr;20(4):666-73. Y

ARakBRiE, T4, HEANRIZHOW M THEIE L - AR BRI oW T DIEIZT
SeEk L72 ML17032 iR & 6l —CTdH 5,

3) A randomised multicentre phase II trial of capecitabine vs S-1 as first-line treatment in elderly
patients with metastatic or recurrent unresectable gastric cancer. Lee JL, Kang YK, Kang HJ, Lee
KH, Zang DY, Ryoo BY, Kim JG, Park SR, Kang WK, Shin DB, Ryu MH, Chang HM, Kim TW,
Back JH, Min YJ. Br J Cancer. 2008 Aug 19;99(4):584-90. ©

YIBRRRE 72 AT B D m i & P RITAH| & S-1 O ZIER Ve MEo i AL LT,
IEVEA b2 sk HL R 25 T AHRRBR S e [E I T S 7z, 65 bl EOBFE Zxi4: L LT, 96 fi
DNEVEZALEN Y 71T S0, Intent-to-treat AT H SR ITAKIEE (1,250mg/m?, 1 B 2 [\, 2 HE&
H4% 1 BREARE) 46 1], S-1 B (40~60mg, 1 A 2 [F], 4 BFEE% 2 BRI 45 FloF
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91 I CTH -7,

FHEFHHIEE TH D BRIIARBIFE L N S-1 BT, ZIE127.2% (95%CI [14.1,40.4%])
KN 28.9% (95%CI [15.6,42.1%]) Toh-olz, KAIFED TTP OF 0S OHRAEIXZEEI 4.7
A (95%CI [3.1, 6.4 B H]) K95 H (95%CI [7.8, 11.3 7 H]1) THY, S-1FED 42
1 H (95%CI [1.5,6.9 # A1) KkO81 HH (95%CI [49,11.4 B H]) ELREETH-T=,

LEMEDOFER, WTNORETIRERIN 5%LL ETH o 7= Grade 3 UL FOFEFSL L, A
A, FERIEREUDE, SECE, %EE&%‘&O“H’E?TZ@aM AN & FRIAEMERED
BN ARFEECTEVMEIR Th o 72 LISME, MR 2 RBBRIIFRE CThH ) AARENRD
Ehf:o /ﬁfﬁl@éﬁ@%&iZFﬁUﬁf muy)%j/l/fcﬁi))oﬁ_o

4)  Oral Fluoropyrimidines (Capecitabine or S-1) and Cisplatin as First Line Treatment in Elderly
Patients with Advanced Gastric Cancer: A Retrospective Study. Seol YM, Song MK, Choi Y],
Kim GH, Shin HJ, Song GA, et al. Jpn J Clin Oncol 2009;39(1)43-8 n

RIBFE DR - TR B X ILE REES O S 2 x4 & LT, 10 5-FU R3EA|
THOIARFIIL S-1 2L AT TF o LA LIERE0EDM L et amipld o2 L2 R
2, L haAXT T ¢ TIRRE N ER SN2, 700 ED SPRE (S-1 E AT T TF U
Beh) 32 Bl XP BE (RAIE VAT TF U OPFHFEE) 40 BIRENTG L ST, AANX
1,250mg/m® % 1 H 2 [7] 2 #RE 54 1 BREARSE, S-1 1T ARREMIZIE U T 50~60mg % 1 H 2
A 2 AR 5-1% 1 HEARSR, 27T F 0% 3 WEEIC 70 mg/m® 23 85 STz,

SP#f & XP HEDOELRITZN LN 40.6% & 55%, TTP P RAEIZENZEN 54 & 59 0 1,
éﬁ%ﬁ%ﬁ%ﬂ%f@i%h?&ﬂ 96 7 H L 108 WA ThH -7z,

ZEVEIZBE U, MEEIZER®D H 7= Grade 3 UL EOF EFR I T ERBAE, &, HJ1E,
BRI, L, WM, B, TR, BRETHY, ONEROTFEIEREREN XP BEO R TR
D BTz, XP BECFRIEMERE L NI R OFEBLFE N @ M 23 B VT2 23, Z VL@ Grade 3
U EOFEEFROBBEFIIFRE TH -7,

(2) Peer-reviewed journal Df&EH. A% - 7+ S RAZFOHEKR

REAL-2 &k & ML17032 385k O#E B 23 /AF S 172 2006 FELIBED ST NS, A X T U v A
DG L L TARANE 5-FU LB L= SCR 1 e, IO E L Tars Iy -V AT~<T 4
w7 e LE 2a—|IBITARENELY L FIoRT,

1) Okines AF, Norman AR, McCloud P, Kang YK, Cunningham D. Meta-analysis of the REAL-2
and ML17032 trials: evaluating capecitabine-based combination chemotherapy and infused
S-fluorouracil-based combination chemotherapy for the treatment of advanced oesophago-gastric
cancer. Ann Oncol. 2009 Sep;20(9):1529-34. ¥

HITHSEEBRE 2RI, AFO 5-FU ST 2L EZ R LIz 2 DOFEMAHRR
(REAL-2 #&BR & (" ML17032 38BR) ZHWT, AZ7F U v AREEESNTZ, THZENDOR
BROBEEX, T4, BEENEIZOWTERIEM CHENR L 7=/ R RBRAGE I DWW T ROV TS (1)
IR 2 L iR, Y ENREBRE O ARG L E L TCORERIL OBITFHH L TV

mEBROFF 1,318 BT — & ZFAWT, 5-FU fHARE (664 ) & AFIDEARE (654 WJ) )
OS KON PFS ML S vz, £ OFER, 5-FU gHHEED OS O JfElE 285 H (95%CI [265,
305 H]) Thor—F, KAOFHEED OS O fEIX 322 A (95%CI [300, 343 H]) Th Y,
ARHFND 5-FU \ZxPT DERE N RS2 (0N — REE0.87 (95%CI [0.77,0.98], P=0.027)),
PFS (22T, 5-FU fFHRED 182 H (95%CI [167,197 H1), AFIGEHEEN 199 H (95%CI
(180,217 H]) TV, AEAEFEDO N7 (NP —FE 091 (95%CI [0.81, 1.02],
P=0.093)),




VLB LD, #1978 i 2 BV TRAIGHIRIEIR 5-FU OF ARE & bl L TR 2 3 &
S¥D,

2)  Wagner AD, Unverzagt S, Grothe W, Kleber G, Grothey A, Haerting J, Fleig WE. Chemotherapy
for advanced gastric cancer. Cochrane Database Syst Rev. 2010, Issue 3. Art. No.: CD004064. 9

YT VATRT 4y LE2—TIE, O 5FU 7 u KT v 7 L#iE5-FU & i
Rt 5 2 &2 HBIZ, ML17032 38RO A% AV CTRFT 23 380 S 4v7-, REAL-2 #BRIL, Xt
GBI LN 10%RESENTWD Z LD, ITdRn bS5, T
DFERL, FEHFHIRAEZITD BNV OO, §iE 5-FU 123 UAKNE B AT 72477 MR %
RL7E (NP —FRE0.85 (95%CI [0.65,1.111)), ZOREFR LIV, +4r7eBHEEE & IR SF
HfFCcEx 2 HmAE I LTE, 5-FU OREBREEE U TARRINEH S D & & C
W5,

(3) HEMEBF~DEEBRE L TOREIRR

1) DeVita, Hellman, and Rosenberg’s Cancer'”

AHRETIE, BRERICBT 2ERREITEARE L 0 L OFEENMERL TS & LTz
+, &<@%%$%®%xﬁ%%mﬁbfwéo%@9%,Kﬁ ZRWTZERRRER S LT
REAL-2 ikl & X ML17032 ikBR23 5 FHH SN TR0, UTo LB s Tnd,

REAL-2 iRBRIZIX, KRR 250 #, 71,002 238 &k Sz, KRBT A1 13 2x2 O ki
AR ThH D, 40%DIEFINFE TH Y, MiXiE TS X IIEIERE TH - 7=, 10%DIERIT
BEDOR T LR TH o7, FRM CAFMRIC TR b/ -7= (ECFRE: 99 B A,
EOF B : 93 # H, ECX Bt :99 #H, EOX At : 112 W A), 1 FAEAGFRIZBNTYH, KHIK
VW ECF #f (37.7%) EL&b v EOX BE (46.8%) THELL wato EEDILX, VAT TF

ITAXH Y FTF T, S-FUIEARANS TR ATRE & fsmfhiT T\ 5,

Kang &% XP &% (160 f5)) & FP &% (156 1) %ttixut <ML17032 BR) , XP BEIX FP AL
%L, PFS THHMZ R L XPRES6 B H, FPEESO0 M A), IZBWTHAEEITRD D
Lo T,

2)  HERRNEE Y

ARYFETIL, RO HORERE LTMLIT032 BB HENTEBY, UTnéE
naﬁéh«(b\é
ML17032 #&B#R1%, FP #EEICK LT 5-FU 280 7 vk 2 DU BAIORA] (X) |
?ﬁx_ﬁ_ XP E’ﬁ%(ﬁf%}, PFS TH F%Z)"/f%‘ E)j/b}:) f)‘*ﬁuﬁj—églz) nﬁ%(&)é zlinft%
D, XP AL FP JRIE L RO ENRO D Z LR S, Lk ORERIZBWT FP
JEE & XP JEIED investigator choice DEEGHTT =272 > T 5,

(4) FRXIFEBEOZEAA FS5 4 o~ DEHEKR

1) NCCN A R4 (k) 2

JAPTHEAT « BRI O BRI T DI & LC, AAIIL BCF &1L (HESE L~ : Category 1),
XV FTF LD, HALLIFAY 2T LD (ESEL UL ¢ Category 2B) (T
THEHEREREO—D2 & L THER I LT D

2) ESMO HiA RFA4 v (B) ™

REAL-2 IREROFE R IZ BT, ECF B & Heit L EOX BRI TAFHIB OIERE DR b b A,
MARFERRIED U A7 PMEH I D 5, HFOLERIRAR — R SR G E 72 e 5N vl ge /2 i b,




ECF 3 AlfFH L %2 FEii L TV 5% Tl EOX 3 AlIgFHEE~OEF 2L T D (e
FUATL— R 1b),

ECX 3 FIFHEIE DB O —o & S TW5, F£72, 5-FU 25T 2 FIOFREIEIIAR %
e 2 FIPFRABEIC TR RREL LTWD (meF 27 L— K Ta),

S AZT Y AOFER LV, 2 FIOFHEEE T 3 FIOFHBEEIC ISV TARANL 5-FU &
HEXVAGFHEMEN TV D EBRTND (ZET VAT L— R Ta, 7L —F:A),

3) BEIBETA R4 (AAREEY:S) 2
2004 FEET O 2 B ClE, BRIk 2 bk s LT, 7k 2 (5-FU

B LVARATTFUEEGTLFIRIENEETH DD, EWNAORER R D b BT
BFEDL VA U HHEEET D Z LIFTE RV SR T s

6. AMTORMFERE (B RUERAREICONT
(1) EERRICRLIEBTORAFERET (BF) FITOWT

EEOHRHICED &, BT - HEEBICST 2HBORBEILLTO LB TH D,

AF T, BART V2 S 4E (2002 4 10 A2 HHAAREERERISHE A 1Tk v, #E:fT -
PR3 R 2 R ICAH] (828mg/m® 2 1 H 2 [\, 3 MREG% 1 BEREKAE) Z2EmikE4 25
JO15152 3Bk (RiTHAZE TAREAER) A3 1996 4 7 A 7 & FElifi X, FiZ, [RAHE - HEIZTJ015793
RBR (RIS TARRRER) 2% 1999 4 2 A B Ei Sz, E 0k, AAIOFE TOREEAR
FIEAIClI7e < fFHBEZ P OLICED 5 Z L & L, HER2 [MEMEST « BREBE ISR E Lz
EBRILFIFER O ToGA BERIZIE 2006 - 2 H 2> 6 [EN T OIER &2 BRth L7z,

(2) BERBITHRASABTORKABRBER VERRERAREICDONT

(1) OEIZFEEHEH LZL 21, BEICIVENTER SN 3 REROBGEOHINE & LT,
UTFTONEBENEENSRINTND

ik,iﬁﬂ‘f@ﬁ:3@§Jﬁuﬁﬁ%ﬁﬁﬂtﬁﬁﬁb<D&%ﬂﬁﬂ30wfw;2%&@3)
OO LRI EN 2 E D TH o T2,

1) ToGA R (BO18255 #lR) ¥

ToGA FERIZEN S & 2l L 7= IEE MR EEIE AL FE L iERER CTd U, HER2 Bt ORI
UIBRARRE 72 HET - R XITEBEO B L O REEA TR OBE 2 X5 L LT, —KIpK
ELTTZ oY S VURPIBAA (5-FU XUIAA]) Lo AT TF 20T 28 ((L2RE
ERE . CHE) &, (LFRERIC NI AV AT 20T 58 (T2 X~ 70FHEE : HED)
DHENMERL VLRV A g Ule, FEFHMIEBIX0S TH Y, EBEMERGEZ BiuE Lz,
s - &, b7 AY X~7 134E 8mg/kg, 2 [BIH LI 6 mgkg % miiEiE, A7 75
1% 80mg/m’ & S ERE, 5-FU IX 800mg/m* H % 5 HEIFHe S FHE, AAIT 1,000mg/m’ %
1 H2BEROT, 3EBERT RANT 2 EE&RS% 1 RBRER) 59528 L&z,
BEREBIEIE 594 B TH Y, FRHTFSUERIET C BE 290 61 (H AN 50 #1]) , H & 294 5] (H
AN 5161 OF 584 6 (HAN 101 ) Tho7o,

HAVEDFER, OS O RAEIX CHEMN 11.1 B A, HEEN 13.8 4 A, ¥ — REEiE 0.74 (95%CI
[0.60,091] , P=0.0046) Toh o7, £z, EN CHE (50 ], RHIAAFIEE) IZBITDH OS
OFIAfEIX 177 B A TH o7,

ERMEDRER, FEELRN 2%LL O H-FIRICE - - A EFES T/ M GE (CBE : 2%,




HEE : <1%, LAFREER) THY, FHEN 10%LL ED Grade 3 VL EDOHEFGIIAFHERIIE
(30%, 27%) , & (10%, 12%) , ZFEED 10%LL D Grade 3 LL_E DGR AR 251X,
G ek (C Bf : Graed 3 ; 24%, Grade 4 ; 5%, H#f : Grade 3 ; 28%, Grade 4 ; 7%, LLF
FRE) , ~EZ a8 (14%, 2%, 16%, 4%) , 7 U LB (10%, 1%, 13%, 1%) ,
KOEIMERIEAD (8%, 2%, 8%, 3%) T -olz, WTEICE-T-AERELIL, L1 (C BE: 1
B, HEE: 360, LLFEEE) , MuiErEs =~ 2 QB 161 , iz (06, 246)) , MiZEk
JE QF, ofl)) , MHEMERIE, SV LREZE, RZ2EMRIE, OAL, W TS, HHim,
HLEZAL, A VDR, EilL-VVOT, (/s e, BEREEEmERE, R OBARE (£
ZEROB, 161, OMELk, OffEIE, INFEZE, BMM/ERIE, SREN M, YL ERRE,
P gezE, IMEE T, ROBEZREZ (ZnEh 16, 06]) Thotz, 2B, FLICE-T-F
EHELODIL 1] & &7z 4 X [Death Cause Unknown] K& 1Y [Death] &35 &Sh7=7-
¥, MedDRA FEAGED 1] & L THEMH L, 72, BN CEIZBWT, &E5HIEICES
T EBRERIIMARBIE, 770 Y A X OVBRIE, BERREE, R EE = 2 — o/ F—,
AREREREE, KR OVFRIEBRE (% 2%) Tholz, FBEEN 10%LL D Grade 3 LA EOFEH
GUIFHERME (40%) , BECRIR (20%) , Al (16%) , LKOVEL (14%) Tho7T-,
WL E ST HERRIIR - T,

2) JO15152 #Ex 1

AT - BREmEE Q26 x5 E LT, RAOFGHIEROLZE2MEERTFT 52 L% H
WL LS s dtmIE S maiies DR ch 5, Ak AElE, 828mgm* % 1 H 2 [[], &) -
AE%IC3IEBROKES L EBRESS 2 &L Shiz,

HIINEDOFRE R, BT 31 5, PRS 66113 0, 250313 19.4% (95%CI1[7.5, 37.5%])
ThoT-,

BAVEDFER, AFIDEE ST 32 el HEEEENRELLE, 5P IIcEST-FE
HETSHNC 2 RO B, ZDH B 2 L BRSO LA EFELIT GOT A, GPT L&,
ey ey bR, BEEEYLE Y ER, ROEIE (% 21) Thoto, FEERN 10%LL E
® Grade 3 UL EOFEFRLRIIHREY LE Y ERH (21.9%), Ei#EE Y LE Y EE (18.8%), GOT
E5, ALP E5F, RUONEIT U (% 125%) Thol-, HEICE -T2 HERLRIIR
Mol

3) JO15793 #Ex 10
AT - BREEEE 606) Zxt8E LT, RAOFMMEL O LZE2EERFTHZ E2HM
L2l dkFIEE A IS IMRBRcH D, Ak - AL, 828mg/m’% 1 H 2[H, & -
AE%IC3EBROKES L EBRESS 2 L L Shiz,

HIMEDRER, BRhEFEm* S 55 BB 5 2851% 25.5% (95%CI [14.7, 39.0%] ) T
HoT-,

BRMEDRE R, ARG S 60 2Bl EFELNIHL LT-, FEEN 2 HILL EoRs
FIRICE > HEERIT, BRRE, KO UALEAE RS (% 3 #)) , fi/MOsdiE, &%
FEVEIM & NEEBEEERE, TRJEMERE, GOT k&, GPT L&, ALP L&, KONEEE Y e
R (K261 Thotz, FBEEDN 10%LL LD Grade 3 LLEOFEFLIL, U o EKED 32
Bl (53.3%) , EULEAEEH 1841 (30%) , FRIMEREAD K ONEREE Y LE v EHA 13 4
(21.7%) , BEAIRKEOANE 7 0 B % 10 B (16.7%) , LDH B OVF & JEERES 8
% (13.3%) , ALP k&, Mk b5, KO~~~ b7 U v MaRED% 6 41 (10.0%) ThH-o7-,
WLICE - T-HEFRT, EHMKEBIERRENE 2 LA (% 1F) THhoT-,
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7. DEBEOZEMEIIDONNT
(1) BEERARIZEANEAICBITA3IETUARVBARANZE T 280K ESEHEIZD
T

1) YIBRARHEMELT - F8 B ICXI3 2 O A ME DRI i

HRYZE L, 20024012 3 12 HEE T R A RE e T - IR RO —RIGHRE L LT,
BRINCIE, 20074E3 A I A MAI 2 R—2 L LIz LY X v & OPFIC X 28T B O —RIA
WAL LTRR SN TR Y, 20102 BI0E, 730 E K OHUE © B O & Bus LT\ b,
7ok, ARANE, KETIZHEEO®EILZ B L TW7ZRWA, off-label use DERICEE LB S
% compendia'”?®—->Td % NCCN Drugs & Biologics Compendium |ZFE# S CHB v, FHiF
RIZBWTHEH SN TWHERERD S,

WA CUIBRABEEST « B8 B ISk D 7KGRDARHL & 72 o 7= F= 72 B IRERER D A 2 D piihE
Z LU TR LT,

O ML170327:X 5

ML17032FRBR 1 IRIBIEDOHEST - R EREE E R E LT, FP LD XP BEOBA ML
M T D IEEREEA(LFE AR CH 5, bR E BRI, PFS 25UV T FP REIZ
%925 XP REDOIELVEEMEET HZ L TH Y, FPEEIKIT 2D XP BED PFS DIHELHENREN
72o 723, XP RED PFS O fEIL5.65 5, OS O RAEIZ10.54 A, Zh%46.0% T - 7=,
@ REAL-2#BR

REAL-2GABR TR ATHES T (DIBRARE) XITEatt o fEs, B RiEEA w M OV 2 621,
2 x QKT A L UC3HIOFHEE (ECF #, ECX #f, EOF £f, EOX #fD4ff) At 7=
BIRRBRTH D, EFEHMIL, 5-FU FEHEE AR, KOV AT ZF o eAFH U FT75F
ZTNEND OS DL TH D, ZDOFER, OSIZB LT, 5-FU fFH (ECF + EOF) (Zxt3 5 AK
OFH (ECX+EOX) DIELMEN, A7 T F 0 (ECF+ECX) (2354 F%H U FI7F
FH (EOF + EOX) DIELMENREH, 3HIDFHIRIE T, AT I7F 04XV 7FI7F 0,
KOS-FU EARBINZNZIUERZFREE B 2 bz,

3 M66302: 5k

M663025R BRI IR DOHEST T IE B B E 25 & L, AAIHAl (1,250mg/m’% 1 H2
[Bl) OZPRE FEFMEE & LIEEMmS s LR OFE NHERR CTH 5, ZORER, T
1334.1% (£ PR) TH-o7-,
2) YIBRAHEAMELT - BRI 5 H AR ANIZEIT 2 A 20 D7

H AN OYIRARERETT « FR38 B B IR D AFI A OG2PEIE, 1,657mgm’/ H & HHE
WRICARDHE - HELD S, IBHAEL L UHMEL 2500, HBIAHRAR TH D JO15152
B (R 1 19.4%) KON JO157935 8RO (FEh=R 1 25.5%) TaREhTWb, £72, B
PNEIR D i - ARZHAVWEZEARAND XP BIEOFRIMEICOWTIE, BRI E S AR
B Tdb 5 ToGA BRI N T, MMEETIZH 5208 XPRENHESNLTEY, HAANEHT
DFZHHEIT50.0% L, BEEROELEND Y FE 2 LEIIRECH D H OO ML170325 6k T
DIEFNFEA6.0% & LEXTEH, HAANZBWT—EDOAIMERSF LN TV D, ToGA RERT XP
PENE G- SN BARANY T T —T L RE 7 7 —T g3 5 &, 0S O HElE
17770 A vs. 9.8 4 (HAARNEM vs. #EAMER], LUTIEER), PFS OHRAlIL5.677 A vs. 5.3
HATHY, L7 &b ARNEROENENEIERICE H 2 L1\, -, BENE
DERND Y FBE R EIINEETH 5 6 0D ML17032585 (0S O Jufi : 10.5%5 H, PFS @
Ol 5.6 H) CHERTHLHARATELLSDZ LTV EEZ D,

X5, AFNEOICHED O BREICENAA TRERER TRV EEZOND,

ENADEBFREICIT —HEZRR A LD, HARTIE, KA ERKRICRED 7 vy ) I
VEIEITH D SIS BREEEICRIT HEERR L S FEEEET) Y, LA Sh TR,
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6. (2) BEENEIT,RDAH CTORRKREREGE & ORI HEREIZOWT) OIHONEND
Y, BHARNBEEEICHTOIARANDOEE L, S-1EERXTIKBELNTRNEEZLND, L
ML, E#EEOMEMLEO SRR - IS ERFISE (LUT, BEtSE) <L, o
BRESHTA RTA VEOFREBNE, KO AR SR LT, AAE A4RHE OO %
EITUIBRAREE T - B BEI ISR T DIREOR N O —o L L TSN TV bA b EE XS,
FEBS, HER2FGIE D B &2 k5 & L7 ToGA FRBRIZE VT, FP VAL XP AN xREEIC Y
EEN, NTAYVA<TOLEREIENPRIESNI-Z 2T 25 L, 4, XPIFIEIC
2V R T 2P LIZ LD A b, KO HERBMHOBREIC L THWSLNS & TR EH
Do

UbEXy, BEtEE T, AANTASRA L OFHICHOWTIE, BARAUIBRARERETT « B
FEEBBRF I LT EOAMENYIFFCTE, I TOAGRIRNSCHEHERLBE L, Uik
BEFRIEIC DWW CESRIZE ENTH D LRI alfE L & 2 D,

(2) ZEERNRICEANBEANICET DI ETVARVAARANICE T 2RLMEOHKREFHEIZD
WT

1) BIBRAREEEAT - P8 B RE ISR D8 0 22 ENE D R Al
%%®@%T%@ﬁ FIEBRI L, AA L ARG O 0F TR S 7 2R AR
PR 2 LU ICEZA LT,

O ML1703278 5

XPEIEDFERGERRIL, FRIEGEE, KEX, THETHY, FE, HEBUEE K OEE
I ZNETIIARA THEINTVDHO L RE72ERTR L, HiRICBEINDIFRIIR
Mmolz, XP#iEL FPIREA LB 5 &, FTRIEGERHIL XP IFETREENE L, OWNRIT
FP L CRELENEWE, —EHOAEFEFRITRBLEOEVDRD DN, AEFRORKI
3, %t@%ﬁ4 HEFERICLDIEHREOR G ILOME BT 5 &, XP#IEIL FP ¥
Ik & RBRIC BETHD I EmEni,

@ REAL- 2%%

5 (1) MEfEAELEGRER, HYBERRRE DO AT/ L E L TORESIRI] OHEDL) TR
L7 X 912, ECF B &tk U C ECX #£ ClX Grade 3LA DA ERJEAE M ONVTF S& JEMERE D F&
BB S @ T2y, Z O/, AFES-FU OZEMET 1 7 7 A4 WK E 72228135880 b7
Moz,

2) UIBRAREMETT - FEE IS 5 HANIZEBT L etEORHf

AHNDL AT T F o L OPERPRED LSOV TIE, ERERLFEFEIHERR TH 5 ToGA
RERDOFER, 6 (2) BENKITIRD AT TORGKRRBRARE K ORGKE A EEIZ W T DIF
TRLEEIC, BARABEICBONTHEEHICE > - HEEFROREN L MER DI
TWBNR, ZoM, ZeE7a 7 7 A VICENATRERERIROONT, £/, AFF
GOFHE, BEBHE K OCEELZIZOWNT, AAITHESN TS O L RERERITFED L
T, ARFREEEZ D,

£, BYENEICEDHE - HETH 52,000mg/m”/ B O % 5-4% 18 AT BRI B A
IZBW T HIREUIR AR ST - RO - BEigE CTKR I, Ao Tisy, HARA
T@ﬁé@ﬁ%?é%<@iE?VX%%%éﬂfwék%xéo
DLEXY, BAERIEICHE LZEMICE Y, ESOUNCETERNEE I, SIS TR
& REPNEYNATON D O Thiu, Eﬁkﬂﬁfﬁﬁﬁ PR EEEE T 5, AA
EVAT T T E OBV TIE, BHEARE L RETEEIIE XD,
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(3) ZEEZARICRDIAMBFOZAUHEIZDONT

UIBRAHEETT « R E RIS 1T 2 A% OF AMEIE ML17032 785k & OV REAL-2 iR (2 X 0 4

AESNTEY, AFNIEEIZERMN T, A&RAIZX—2 L Lz LU X OfHIC X 58T
B O—RIEHE L U UKREIN TS, REO (1) IZREE LB, ENTIE, FEHET
H5 S-1 BEEITEHEMIZHNGNTE Y, RAIOERKRMINLES T ZAMEICT 5700785
TETFUAOEBPLEENDIRMEE 2D, LL, B TIIARINRFRINEDO—> L L
THEIZIAK VWb TE Y, A45A & OPFHRER CTH 5 ML17032 7Bk & OV REAL-2 ik O
fE, HER2 BitEflaxtg L Li-AelAlIL v T Ay X<7 L OOFHIC L D ToGA kB D
B, KO ToGA Rk D H48A & OO EEREC T 2 ENEFOLZEMET a7 7 A4 Okl
REXv, AKEO (1) KO 2) CTR#EHLEZNE, io IZHRIE - A T4 v ORENE %
BENTHIE L7 AE R, AA L AaRAl L OOFHOUIBRAEEIT - BREEEE KT8
FMEIZE SRS BN & U CHIBT AT RE & T2 B 2 5,

8. %EE - MERUVAE - AEZFDORHDHEUMEIZCDOINT
(1) %hge - HIRIZDUNT

BNEE « BRI HOWTIE, ZhEE - DIRICBE T DM EOERE L L BICUTORELE TS Z
Y LRI E A D, TORYMEICHOWTLLTIZRET,

[%heE - %02k

O FrARREUTAIE LI

O FEEIZ I 1T DT A B LRtk

O BYIBRARE/REST - FFIEDRENG - B
O {BMYIFR AR tEFT - FEHED B

<KWRE - NRICBIE S DN _EOTER >
1. FHARESUTH R LT ~ B8
2. KGRI T DR ERREIC LT ~ B
3. I bIER A RE 2R AT - ﬁ%@ﬁﬁ (X LT
AFN DT AP FHRIE 1T D AN E R O BT HESE L Tl

_______________________________________________________________________________________________________________________

(TﬁénBLjJD)

ZhEE « DR ORE Ged) D4 > NT

ﬁﬂm,ﬁ%&unmzﬁ%®mﬁw% VAL TF ORI THELT - i
BEICBT D, —EOARMITIRENTWD, £z, ToGA REROMER NG, XHEETIIH
503, HARANOTFHRARGERHEIT « B E IIE REFESHERF I LT, KAlL X
TIF U OURICB T D ERAMENHR SN2 LD, [TEBUIRARREZREIT - 3O B
DRNEE « DIRAEZHETHZ LITlEY &, MFtRmiEE 25, £72, RFOHEICHT 2l
ML FRIE DB/ R VL EMIIHER S TN 2 2 h, IR SCEO <BhEE - i3I
BE T A EOEE> OHIZ, (3. IREYISRAEE/RHETT « B OB MITKR LT @ KA
BA B bRIEIC Téﬁﬂi&@ﬁifi%ibf%@wojg@ﬁﬁ%mié:kﬁﬁ
SRt Il

(2) i - AEICDWT

ML - HEICOWTE, A - HEICHEES LM EOEEL EBICUTORELTSH D

13




EDWEY EMTREIIE R D, FTORUMEIZOWTLLTIZE T,

[ - HE] !
FHTRRE T FFIEAIEICIT A T BIEE T 5, fEEIC31) B i i b s |
TIEBIEEMA L, REYIRARERET « IO - BB IO BT &
OUFH T CIEEERT 5, IBEUIBRAEEZ2 T - FROBEICIZAERA E OffH T C |
HEEEHT 5, =

Al ~ I
Bk : ~ g
C % KEREBICHDOE TROB G EZHREEL & H %300 LNICIA2[E], 14H [HHE A

SO L, ZORTHRKET S, “hala—xk LCREAE0ET, 725, BE
OARBEIZ LV EERET 5. !

PR A% 1[5 &
1.36 m*Aifk 1,200 mg
1.36 m*LA_F1.66 m* A 1,500 mg
1.66 m*LA_F1.96 m* i 1,800 mg
1.96 m*LL b 2,100 mg

<ML - HEICBE D H _EoiEE >
1. BiEIZHOWT ~ B
2. CIEIZONT ;

(1) C IRICIBVCRITEHAER L2558 10id, RS BIRaAT 5 2 &0 Mol - ik o8l |
EIXBEOHELZSEIZL, BEZTTIBRITKOMNEEZSZICT 5 L, :
~ KM 5

(2) TR DIBRAREZRHEAT - FFREORERS - B IV T, ARFI & OFH T 2 OB UEME |
TialX, [BRRAGE] OHONEZZRM LTz BT, BFOREBLB AL FHIERIC |
JECTEIRT 5 2 &,

(3) 1B YIBRAREZR AT - FFIEDRENG - B Xk N DI B N GE 7R AT - PRFE D H I
Xt LT, RAlaEen b i iiEE Zii T 256, T 2 MOGUEERE A 0 |
MXEEZRGT DL, :

~ JEIERS

_______________________________________________________________________________________________________________________

QR Z SISV

ik - HRoRE Gos) o4 MEIc-oS T

AANIEEIC A ¥E (1,657Tmg/m*/ H 3% 5 « LAKE) |, BiE (2,500mg/m”/ A Z22i#5- -
1ﬂ%%)&0c&(ummyﬁa%w%¥?1@%%)@%& HEOAGRZ B LTV
%,

ML170325858 % (X ToGA SRERICIHBWT, VAT S5F o ORI L BAARKD CIETOER
PR OVZEMENHER SN2 2 0 n, IRIUIBRAREZR T - OB BOMAE - HRL LT
CHEERTTDHIENEY EMFERITIEZD, T2, BRESCHTA RT7A4 U EOTREMND
b, AFNTASRAI CTOMHAZESEKZ EANME L TCHB T2 RN @Y EEXDH L0
5, HiE - HEIZBWT, ALK L OFH CTOEAZHRTD2MLERNSH D &l LT,
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9. BEEANRICKRIBELHFEARERAEZOLHEMICDONT
(1) EERRICODVWTHEBEATERNDIET VR EF-IZBEREREENFTEL TS S
DEEIZDNT

4, BLENFIZOWTREMTEM U2 EIMNERRB AT IOV T OIS 7. A
HEE DS MEIZHOWT ] OIEICEHE L7 X 2 ICAANTASRF & oIz W T, YIBRARGE
HEFT - F3E RIS LT, ML17032 7Bk & O REAL-2 iRBR OFE R L 0 AHAMESHR SN, %
@ﬁ4%74/1%%ﬁm%@ S LTHIESATWD, it,wa§m%ém&-m

BT D ENOUIBRARELEST - B AL ITX L TIE, ToGA B (HAN 50 1) |
b\‘f, SHBEETIEH D0, XPIEIEDHREIINLTEY, —EDOFMEP MR IINLTVND kin
b, BMTHEET R - FAEF T VW EEZ D,

(2) k32 (1) THREREAEENTELTWEIGEIX. DELINSFERAEERESZON
BIZDULT

L

(3) Zifth, HERFTRICETHABEERIZONT

L

10. &#&
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