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ME - & Fluoropyrimidine and oxaliplatin
((F7213H | oxaliplatin 85mg/m? iv over 2 hours, day1
ﬁ@f}%%;ﬂ dl-leucovorin 400mg/m? iv over 2 hours, dayl 5-FU
(5T 400mg/m? iv bolus on dayl, then 1200mg/m?/day x
2 days (total 2400mg/m? over 46-48 hours)
continuous infusion repeat every 2 weeks
WA K74 | Enzinger PC, Burtness BA, Niedzwiecki D, et al.
D IR YL CALGB 80403 (Alliance)/E1206: A Randomized
Phase Il Study of Three Chemotherapy Regimens
Plus Cetuximab in Metastatic Esophageal and
Gastroesophageal Junction Cancers. J Clin Oncol.
2016;34:2736-42 33,
=
JEE | A RKTA Gastric cancer: ESMO Clinical Practice Guidelines
Vg for diagnosis, treatment and follow-up %
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74 KA > | Catalano V, Bisonni R, Graziano F, et al. A phase 11
DR ER study of modified FOLFOX as first-line
chemotherapy for metastatic gastric cancer in
elderly patients with associated diseases. Gastric
Cancer 2013;16:411-9 12,
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(1) EEL LR ER, EYENERRE TR D AFRCEE L TOHRSIRI

<XHRDOM R ITiE RBACMBRE), BRmR, UK - liEF o@Ee
1 O & >

TROMB R TICER R ATV, 2019 4 3 H 29 H KT 368 14 D STk % fli Hi
Lic, 20955, BRUIRARERET - BROBEISHLTCLARKRY F— 7
VD b mFOLFOX6 & L TG L7k 16 i Th - 7,

Fr %% 2 ¢ ((oxaliplatin AND leucovorin AND fluorouracil) OR FOLFOX) AND
((gastric OR gastroesophageal) AND (cancer OR malignancy))

ZHHOWNFRIE, mMFOLFOX6 Z it BlE & L TRk L 72 EAE 2 (el o i 2% 6
fE Gigst 6 14, EW 0 4F), wim & iBRO®REN 84 (WSt 8 4, EW 0 1),
‘AT OWmE N 8 F (s34, ENS5MH) Thoi,

<A BT D ERIR AR >

MFOLFOX6 J# % % kf R RE & U CTERAE L 7o MR 2 (k3R

1) Manish AS, Yung-Jue B, Florian L, et al. Effect of Fluorouracil, Leucovorin, and
Oxaliplatin  With or Without Onartuzumab in HER2-Negative, MET-Positive
Gastroesophageal Adenocarcinoma: The METGastric Randomized Clinical Trial.
JAMA Oncol. 2017;3(5):620-7 2.
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REE AR L CRIBED BE

JiE 5% : Onartuzumab+FOLFOX #f 279 5], FOLFOX #% : 283 {4

AREROH ¢ 5 3

FHEFMEE  2EE B IO MET BHEEE IR T 2 24EFHHE (0S)
FOLFOX & 5L UV Ay : A% H VU TFF7F 2 gmgm? BLPue A aRY v~
400mg/m? Z# S fififrE L, 7oA mr v T oL 400mgim? EErE, S HIC 704 e
7T 2L 2,400mg/m? A FHE L7Z, Tk 2B L ICHmY IR L,
BRhMEDORER - FOLFOX #%3$ X O Onartuzumab+FOLFOX fif %% D 0S i,
ETORITENENLLI3I » A, 11.0 » A [P — Rk (HR) 0.82, p=0.24),
MET BBtEBRFE CZENEN 9.7 » A,11.0 » A (HR0.64, p=0.06) TH o7,
RO R FOLFOX % X O Onartuzumab+FOLFOX ff A EE THRD 5
N7 L— K 3~5 OFEFEGORBLRIL, LI 66.8%, 68.8%THV, If
B ILICE > BAERFROREBLRIL, T E 1 21.8%, 31.2% CTH - 7=, FOLFOX
WEET 3%, FOBEICRD N7 L— R 3 U EOFEES T, FhEkEd
JE (29.3%), &ifl (5.4%), H.L» (4.6%), &M (4.3%), 3% (3.9%) B LW
#FE (3.6%) TH o7,

IE Overall survival

Onartuzumab + mFOLFOX6 (n=279)

100 =t
" e Placebo + MFOLFOX6 (n=283)

80+
HR, 0.82;95% Cl, 0.59-1.15; P=.24

60+

401

Overall Survival, %

204

1

i

1113

T T T T T ]

0 3 6 9 12 15 18
Time, mo

0

No. at risk
Placebo+ mFOLFOX6 283 219 118 45 16 3 0
Onartuzumab + mFOLFOX6 279 216 130 51 14 0 0

2) Yoon HH, Bendell JC, Braiteh FS, et al. Ramucirumab combined with FOLFOX
as front-line therapy for advanced esophageal, gastroesophageal junction, or gastric
adenocarcinoma: a randomized, double-blind, multicenter Phase Il trial. Annals of
Oncology. 2016;27:2196-203 4. [HERHE T A K74~ (2018 £ 1 H &kFT#H 5
i) @51 SCHkE 5 12 (CQ13) |

RBRT YA mimE, ZhskItE, BEXRL, “EHERAER

XREE  RIBRORFTEIT IR R, B E I RE S S e
FEGIE : 7 5L~ 7 +FOLFOX #f : 84 {4, FOLFOX #f : 84 #

AREROE - 5 2

TEAME E - EEEAEFIE (PFS)
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FOLFOX # 51 YA v : A% % V7 F7F > 8mgm? BL e A aRy v
400mg/m? & JSEERE L, 74w T L 400mgim? 2 EiE, S HiC 74
v 7 )b 2,400mg/im? % 46-48 RE /T THE L7, 2hvae 2 B Z & 1Tk
L7z,
BIMEDORER T A2~ 7 +FOLFOX f ik 8 X OV FOLFOX # % ® PFS 1,
ThZFne4»H,67x%H (HR:098, p=0.88) THY, 0SiX, ThZh
11.7 4,115 » A (HR:1.08, p=0.712) Th o7,
LZEMEDORER: FOLFOXEETRO LN 7 L— R3LU EOFEELIT 83.8%
ThHolz, S ETRDO LN L—F 3 U EOFEFERIZ, MFHERE/IE
(36.3%), #57 (15.0%), ==—m XF— (11.3%), FH (6.3%), Hiif (6.3%)
B L OF IR AR ZERRAE (5.0%) Th o7,

A éﬁ 1‘0__'3\
= N .
o Y —— Ramucirumab + mFOLFOX6
2 0.81 -+~ Placebo + mFOLFOX6
= ;|
£ 06 \
= .
o Lo
o 0.4 i
c v,
.O g
3 0.2 Wiy
o ey
g?l '—‘—| S
o 0.0 , , , , . . .
0 3 6 9 12 15 18 21 24 27
Number at risk Months
_. 84 44 16 3 0
. 84 44 19 6 2
B 1 O-H
> . — Ramucirumab + mFOLFOX6&
= ‘“\LX —+ - Placebo+mFOLFOX6
= 0.8 Y
= L
506 W
E -
c H“*-,
7 04 b,
E L. Ju.___u__i
g D 2 LI_I_I_LI-I.L‘_‘_L_ _____
o
0-0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
Number at risk Months
—— 84 63 a7 10 0
o84 62 40 13 2

Figure 2. The Kaplan-Meier analysis of efficacy in the intent-to-treat (ITT)
population. Progression-free survival (A) and overall survival (B).




3) Cleary JM, Horick NK, McCleary NJ, et al. FOLFOX plus ziv-aflibercept or
placebo in first-line metastatic esophagogastric adenocarcinoma: A double-blind,
randomized, multicenter phase 2 trial. Cancer. 2019 Mar 26. doi: 10.1002/cncr.32029.
[Epub ahead of print] ¥,

ATV A o mim &, eI, HEERL, —HEEHREAR

RBE  RIBROEBRIERE, RETSEGME, Brad

JE B Ziv-Aflibercept+FOLFOX & : 43 fil, FOLFOX #f : 21 #i

AEROME 52 4

FHEFAMIEE 6 4 A RSO PFS #

FOLFOX 5L v Ay - %%V 7T F > 8mgm? BLOr A aRy
400mg/m? % 2 B 1) CHREMEEEL, 7V A4 1 v 2L 400mg/m? % 20K §i L,
X BT Ar T T UL 2,400mg/im? & 46 BER T CRETEFRELZ, e 2
W Z L IT#Y IR LT,

AWM O FE R« Ziv-Aflibercept+FOLFOX ff 153 L OV FOLFOX # 1k o #% 5-B
BB 6 o HEF RO PES KL, £ TH 60.5%F LT 57.1%TH VY, #HaFAIIZ
BERAETB DO -7~ (HR 111, p = 0.72), £7=, OSiZFNnFh 145
» ABLON188 » A TH-7= (HR1.24,p=0.45),

LREMORER  FOLFOX 1L T 10% L EOBFICR DO LN L — R 3L ED
AEFERIT, FPEREADE (19%), % (14%), KEE= =2 —r3F— (10%)
Tholz,

4) Bang YJ, Kang YK, Ng M, et al. A phase Il, randomised study of mFOLFOX6
with or without the Akt inhibitor ipatasertib in patients with locally advanced or
metastatic gastric or gastroesophageal junction cancer. Eur J Cancer 2019;108:17-24
6)

RBRT YA o mimE, Zhsx i, \EX/E, —HEmRWR

XFREFE - RGO UIBRARE D R T 1T £ 72 1358 B L OVEE H #60
BE

JEFIEL - Ipatasertib+FOLFOX #% : 71 ], FOLFOX #f : 82 {3

AREROH 5 2

TEFHHE A - PFS

FOLFOX # 5 LU X v A H U TFF7F 2 8mgim? 8L A aRy v
400mg/m? % 2 B 1) CHRMEEIEL, 7V 4 1w )L 400mg/m? % 20K 1L,
I BT A r T T UL 2,400mg/m? & 46-48 RERI 2T CREFFE L, v
2EM T LI IR LT,

HhMEDORER ¢ Ipatasertib+FOLFOX ff L ¥ L OY FOLFOX &1L D PFS (3,
TNZEN66 » HBXLXOT75 % HTHY (HR1.12,p=0.56), OS iZE£n £ 12.1
HHFBEIWNI57 5 H (HR185) Th o',

TEMEORER : FOLFOX #iED 7 L — R 3L EOFEEGORKBLEIL 74% T H

E
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o772, F72, FOLFOX EIEDPIEICE > T-HEELORIERIT 16%TH - 7=,

5) Kim C, Chon HJ, Kim JH, et al. Randomised phase Il trial comparing four

front-line doublets in Asian patients with metastatic gastric cancer. Eur J Cancer

2019;112:20-8 .

RERT YA o A, HERR, EER, FEEREER

SREE RGO RPTEIT £ 721388 B ad

JEFIE 0 S-1,/ > A7 F > (SP) HBf : 45 f, FOLFOX #f : 44 f5l, KE&X¥ %%

NS TZnFm T v (DF) B 45 B, N7V ZFkRL S TAFRT T UL
(PF) Hf : 4343

AREROM 5 2 4H

TR IE E : PFS

FOLFOX # 5LV A v : A%V VU FF7F o 100mgim?> BEL X7+ U Vg

200mg/m? % 2 BRI 280 CTHEMHIEL, 744 1 7 5 )L 400mg/m? Z 20EH 1,
X BT A T T 0 2,400mg/m? & 46-48 FER 2T CAEMEEE L=, T

2B T LTV IEL 7,

AoMEORER © SP B, FOLFOX #f, DF BB L O PF BED PFS 1%, Zh<Th

84xH,58»H,57sHBXV425ATHY, 0SI1E, N 147 5 A,

113 % H, 117 HB X108 # H Th o7,

LRMEDORER : FOLFOX 1L T 5% EOBEFIZHED b7 L— K 3 £/

4 DFFEFERIX, 47 P ERBUE (50%), Bl (16%), BACRR (9%), &1 (5%) ,

Mt (5%) B LYY (5%) Th ol

6 ) Shah MA, Cho JY, Tan IB, et al. A Randomized Phase Il Study of FOLFOX With
or Without the MET Inhibitor Onartuzumab in Advanced Adenocarcinoma of the
Stomach and Gastroesophageal Junction. Oncologist 2016;21(9):1085-90 ®.

RBRT YA mimE, ZhsxdE, \EX/E, —HEmRWR

KRBE  RIBEOUIBR RO EITE 2 IFIER T L L ORE A Hm A
JEBI%L : Onartuzumab+FOLFOX #¥ : 62 f, FOLFOX #f : 61 5

AR DOFE ;5 2

FHEFAMIEE : PFS

FOLFOX # 5 LU X v A H U TFF7F 2 8mgim? 8L A aRy v
200mg/m? & 2 e 20 ) CHRMEEL, 74 1 7 F 2L 400mg/m? % 20K 7L,
BT A r T T 2L 2,400mgim? & 46-48 BRI T CRIEEHE L, 2z
2 T LT IR LT,

ANPEDRE R 2B EICE T D Onartuzumab+FOLFOX ff J#& 7 % X U FOLFOX
WIED PFS 1%, TNEN 677 » HB XU 697 » HTHY, 0SIX, ThEh
1061 » HB X OV11.27 » H ThH - 7=,

LRMEDORTF  FOLFOX RIE TR b Z <O b7 L — F 3L ELOFAFER
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X, P EREAIE (45%) TH o7,

Al ] & (C FOLFOX J 1% Z g il L 7= 4 M 4 2% {L BAER

7 ) Louvet C, Andre T, Tigaud JM, et al. Phase Il Study of Oxaliplatin, Fluorouracil,
and Folinic Acid in Locally Advanced or Metastatic Gastric Cancer Patients. J Clin
Oncol. 2002;20:4543-8 ). [NCCN # 1 K< 1 - (Gastric Cancer Version 2. 2018)
O 5| I SCHERFE 5 237 (MS-47) ]

RBRT A v mimE, ZhaskdtFE, FEEERL, FEHRAER

KRB UIBRANRE O AT AT £ 70 135 B o R

JEFIER - 54 B

AREROM 5 2 4H

FHEFHmEE - 23 (ORR), KEETE TOMM (TTP), OS

FOLFOX # 5LV A v : A%V VU FF7F o 100mgim?> BEL X7+ U Vg
400mg/m? (& 7= 1% elvorine 200mg/m?) % 2 237 TREEEL, 74 ey
Z 2V 400mg/im? % 10 43 20 TREERE, S bl 7 vA e v 20 3,000mg/m?
Ze 46 FF T CTRGmFRE Lo, 2x 2 RS &I IR L7,
AEMEORER : ORR 1X 44.9%, TTP B LWNOS 1L, TN 4 6.2 » AR L 18.6
H HToHoT,

LAEMEDORER  FOLFOX IEDOH ILICE > HAEHERN 76 (13%) TRHRD L
W, ERLOFMRENE, HMibkaEEBLIOLHEETH T2, FL— N3 FEL
X4 OFEFRGL, GHERBAE (38%), HIMEKEAE (19%), &if (11%)
B LU/ MR E (4%) Th o7,

fiam : FOLFOX BT RIF 2 AR KOV R a4 R L, AXIGBEFICB TS
REBEWIR L DA NI D ATREMEN D D,

8) Luo HY, Xu RH, Zhang L, et al. A pilot study of oxaliplatin, fluorouracil and
folinic acid (FOLFOX-6) as first-line chemotherapy in advanced or recurrent gastric
cancer. Chemotherapy. 2008;54(3):228-35 4.

RERT YA A&, ZhaxdE, IFEERAL, ISR

KRB - RIBEOUIRAGE D MEAT £ 7 1L45F B o B

JiE BT - 51 4

AREROH 5 2

FHEFHMEE - TTP

FOLFOX #EH L YAy : %% VU 7T F > 100mgm?> B L OPu A 3R~
400mg/m? % 2 B2 CHRMEEHIEL, 74 a2 L 400mg/m? & 10 437>
I CABEE, X517V A YT 0 2,600-3,000mg/m? & 46 BRI AN TR
WEELE, 22 2 EZ LI IRLT,

AAPEDHER : ORR X 41.2% ThH o7z, TTPB LW OS %, Th Tt 54 4 H
BLO121 5 HThHoT,
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TEMORER 5% ETROLNIEZTL—R3BLWN4OFESFESIL, HHER
WAGE (9.8%), W&t (9.8%), &L (7.8%), T (5.9%), M (5.9%)
ThHoTl,

ftiim - FOLFOX JEIE DA RIME & LR bl

% A X 1Z FOLFOX # ik % 2FAff L 7= 35k

9) Liu M, Hu G, Wang Y, et al, Comparison of FOLFOX and DOF regimens as

first-line treatment in East Asian patients with advanced gastric cancer. Onco Targets

Ther. 2018 Jan 17;11:375-81 9.

BT VA kAME, Hlnk, Mk

KRB RGO R T ET B R

JEGIE : N2 X2/ APV TFI3F Tt nyZ o (DOF) #f : 58

5], FOLFOX #% : 50 i

AEROFE - ZHEET

TR E : PFS

FOLFOX 5L A v : AXH U TFT7F 2 8mgm? BELPe A aRy v

400mg/m? & SiEERE L, 74w Z L 400mgim? AR ERTE, & BTV

F v T L 2,400mg/m? & 46 FE 2T CRMEEE L7z, Thxd 2 M LI

BOIRLT,

A NPED R : DOF # 1% & FOLFOX #£1£? ORR (%, £ Z 41 50 %35 L U8 30 %

ThHY (p<0.05), PFSIZZENFIN 82 s ABXL16.4 »HTHY (p=0.011),

0OSiE, TNExh 163 » HBXW11.2 » H (p<0.001) THH7=,

TEMEDOFER : FOLFOX JBEIE TS5 %L ECTRO LN L — K3 E7T40H

FHEGL, hEkEAE (12.0%), FEL &M (12.0 %) 36 X O MR A IE
(6.0%) ThoT,

ftism : DOF %1% FOLFOX JVE X U b AMEN SN o 72Dy, @misH IV T

IXEMEDHEMNZ SN D AT REME N & - 7=,

1 0) Hacibekiroglu I, Kodaz H, Erdogan B, et al. Comparative analysis of the
efficacy and safety of modified FOLFOX-6 and DCF regimens as first-line treatment
in advanced gastric cancer. Mol Clin Oncol. 2015 Sep;3(5):1160-4 19,

RERT YA R AME, HEEER

SHREE  RIBRKOEITELITEB R EEE

JEBIE . Re2xtvnr AT IF / T7rAnay T )L (DCF) B : 72 #,
FOLFOX #f : 54 i

AREBOM - YT

FEFAHE A : ORR, TTP, OS

FOLFOX &5 L VA v : AXH VU T TF7F 2 8mgm?>? BLX e 4 aR) v~
400mg/m? & 2 B2 CHRMEEHIEL, 74 a7 20 400mg/m? & 10 437>
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FCRMEETE, SBICTVA T T I L 2,400mg/m? & 46 B 1 TR R
L7ze TNZ2EMIEICHEYIRLT,

B RIMEDHE R FOLFOX #2753 L OV DCF &£ ® ORR 1Z, T 37.0 %k &
U403% (p=0.72) THY, TTPIZZNEN 65 » ABL62 5 HTHY (p
=0.70), OSIZZENEN 114 » HB XV 1355 H (p=0.72) Th o7,
LEMEDOFER  FOLFOX BIE TS5 ETROLNEI L — K3 E34DH
EHEGL, FHERBAE (33.3%), L WEM (7.4%), OWNE (7.4%), T
H (5.6 %), Kitt==2—no,XF— (5.6%), M/ IMREADIE (5.6%) Thoi-,
fEEm : FOLFOX JEIE DO H 211X DCF #iE L B CTh - 7=,

1 1) Hacibekiroglu I, Kodaz H, Erdogan B, et al. Comparative analysis of the
efficacy and safety of oxaliplatin plus 5-fluorouracil/leucovorin (modified FOLFOX®6)
with advanced gastric cancer patients having a good or poor performance status.
Asian Pac J Cancer Prev. 2015;16(6):2355-9 7.

RERT YA v kAME, R

MHREE  RIGREOEITELITEE HEEE

i 5145 : 58 fil

AREBOM YT

FHEFAMIE E : ORR, TTP, OS

FOLFOX # 5L A v . AXH U TFT7F 2 8mgm? BEL e A aRy v
400mg/m? % 2 BEREIZN 0 CREFRIE L, ZvA o F 20 400mg/m? & 10 43
JCARMEE, SBICTA T T I L 2,400mg/m? A 46 R TR R
Lic, 2NZ 2@ LITHRYIRLT,

AIMEDRER "7 =~ ARAT—F X (PS) NEULRBFBLOARRDR
FODOORRIL, TN E1 36.6 % LU288%THY (p=091), TTPZTZxn <
67T HABLU63 v HTHY, OSITENEN96 » HEB LV 104 » ATH
-7,

TEMEORER KL Z<ROONEZT LV — R34 0FEFSIL, PR
BWER X OCEMTH o7z, PS WRAHRBELLELT, PSHARDOEET
%, 7V —FR3FLF4DHFERBEBICENN LY ZBO LN,
feiam : PS OARRBICEI O &9 FOLFOX JRIED A NMEIZFRER TdH - 7223, PS 34
ROBFECITmMEBEEN LD ZFBD N,

< HARIZEBT D AR RERE™ >

1 2) Tsuji K, Yasui H, Onozawa Y, et al. Modified FOLFOX-6 Therapy for Heavily
Pretreated Advanced Gastric Cancer Refractory to Fluorouracil, Irinotecan, Cisplatin
and Taxanes: A Retrospective Study. Jpn J Clin Oncol. 2012;42(8):686-90 &,

RBRT YA v kAT, Bl

MBERE . INIAa TN AV )T Hy S TITFFTREBLOY XY R
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BNk U CHBiME 2 2 U7z T H s

JEBIEL 14 31

REBROM YT

FEFMEE « 24, ORR, OS

FOLFOX & 5L UV Ay : A% H VU TFF7F 2 gmgm? BLPue A aRY v~
200mg/m? & S EHE L, 74 r v T 2L 400mg/im? & U R, S 670
F v T L 2,400mg/m? & 46 FEE 2T CRMEEE L, Zhxd 2 B
R Lz,

BRMEDORER © ORR 1X 23.1% (3/13 f4]), OS 1L 268 H Th -7,

BEVEDORER 8 HI T L — R 3L EORFEFERNBEO LN, 2 FILLETR
D HNTZ T V— K 3L EOFEFEGIX, i PERBUE 8 #, A ek IE 6 41,
iR E 3 61, Zif 2 ] T - 7z,

fEde  FOLFOX EIEX, A n oo v N,/ 4V )7y / 77FFREBLWV
H NV RIEHNCHKT LTI 2 LT H B AR ORBERIRE & 72 5wl
REMERD D,

En

1.00 A
g
2
:
% 0.50

e
0.00 T T T T T T 1
o 90 180 270 360 450 540 630

Time {days)

Figure 1. Overall survival.
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Table 2. Incidence of haematological and non-haematological toxicities

Type of toxicity Grade 1 Grade 2 Grade 3 Grade 4

Haematological
Leukopenia 0
Neutropenia

Anaemia

e o
— = M

Thrombocytopenia
Febrile neutropenia — — 0 0
Non-haematological

Anorexia

Malaise

Nausea

Vomiting

Peripheral neuropathy

Diarrhoea

el I N == T - B S .}
o
=
o

Mucositis oral

=
-
=

Watering eyes

=
=
—
=
=

Creatinine increased

-
=

Hepatic failure

1 3) Kondoh C, Kadowaki S, Komori A, et al. Salvage chemotherapy with the

combination of oxaliplatin, leucovorin, and 5-fluorouracil in advanced gastric cancer

refractory or intolerant to fluoropyrimidines, platinum, taxanes, and irinotecan.

Gastric Cancer 2018;21:1050-7 19,

BTV A RAMX

MREE oA VIV RS TITFFIREXYRSAY T AR

FRACHEPINE 72 1AM 0 AT B o B

JiE 5145 : 50 il

ARBOM YT

FEFAMEE - ORR, TTF, OS

FOLFOX &5 LU A v AFH VU TFT7F 2 8mgm?> BLO I-e A 2Ry v

200mg/m? & S ERE L, 74 e T T 2L 400mgim? & AR, S BT v

A a7 v 2,400mg/im? & 46 RERE T CTRGEERE L7, ThEe 2 BT &I

R L7,

BENMEDORE R - ORR IE 21.2% (PR 21.2%), TTFB XN OS 1%, 1 ZEh 2.4 #

HBXIO42 3 HThH -T2,

LEMDOFER 5% ETROOLNTZ7 L — 3L EOFERERST, 4 PERED

fiE (30%), &L (22%), KiEtE==o—wa NF— (8%), FEENELFH BRI JiE
(8%) ThH o7z,
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i am o SRR IRIC AR MO R W H I EE T3 LT, FOLFOX MRIEITTE R &

A AREMEND D,
b
1.0,
8
z 6]
=
8
£ 4
74
0.0 . . . - : — )
0 6 12 18 24 30 36 42 48

Time (months)

Table3 Towicities according to the NCI-CTC grade (version 4.0)

Type of toxicity n=>50
All Grz=3 (%)
Hematologic toxicity
Neutropenia 27 15 (300
Anemia 0 11(22)
Thrombocy topenia 27 1(2)
Non-hematologic toxicity
Anorexia i3 00y
MNausea 23 00
Vomiting 7 1(2)
Fatigue 26 00
Diarrhea 9 00
Mucositis 1] 000
Allergic reaction 4 1(2)
Peripheral neuropathy 21 4 (8)
Febrile neutropenia 4 408

mFOLFOX-6 bolus and infused 3-fluorouracil plus [leucovorin plus
oxaliplatin

1 4) Osumi H, Takahari D, Chin K, et al. Modified FOLFOX6 as a first-line
treatment for patients with advanced gastric cancer with massive ascites or inadequate
oral intake. Onco Targets and Ther. 2018;11:8301-7 29,

RERT YA s A E, B

MNRBE  REOEKITREDPRO 65N D, F i3m0 FEPURNRE 2 1T B R A

17




JiE B 2 17 B

REBOM : ZYET

FEFMIAE : TTF, OS

FOLFOX # 5Ly : A% U 77 F 2 8mgim* BLO I-a A 2R >~
200mg/m? & S MERIE L, 74 v v T 2L 400mgim? B AGRERE, S 62T
d w7 L 2,400mg/m? % 46 FER 2T CTREEE Lz, e 2\ D
IR LT,

BNMEORER - TTEFBLOSI1X, ThE 48 » AR L1888 » HThoT,
F7o, 1341F 11 Bl CROBEROSEEN, 12 6IH 6 6] THEAKITE OLENRD
Hivlz,

GEMEORER : 7V — RF3 EL 4 0FEFZIT, FHERBAIEN 6 #]T, %
EVMELF P ER D E, ST, BEARIER L OUERYEDR, 22 16 TRO bk,
fam : FOLFOX JEiE1L, KREOEAKIFENRBD LN D IR ODERAERE
JERE T T DR RINE L R D AR H 5,

1 5) Masuishi T, Kadowaki S, Kondo M, et al. FOLFOX as First-line Therapy for
Gastric  Cancer with  Severe  Peritoneal  Metastasis.  Anticancer Res.
2017;37(12):7037-42 29,

RERT A R AME, Bl

SR BFE  HEOREER DGO b D RIGE O T H R EE

JiE IR - 10

AEROFE : ZHEET

FEFMIE E - PFS, OS

FOLFOX #H LU XA v AFH VU TFT7F 2 8mgm?> BLO I-e A aRY v
200mg/m? & S ERE L, 74 v w T 2L 400mgim? B SR ERE, X527
A a7 v 2,400mg/im? % 46 BRI CTREFE L, ek 2 B T &I
v LT,

GREORER - PFSHBLTOS 1L, ZhENT5 » HB LV 132 5 A ThoT,
GEMDOFER BB ROE N> 7 L — K3 £1L 4 DFEFRLRIT, HPERE
D JE (30%), ALT ¥ (30%), & (30%), M /jkdfiE (20%) 5 L Y AST
i (20%) Th o7,

ftiam : FOLFOX IEIXHE D EEEBE PR b H EITHERFICEWNT, f
THDLWREND D,

1 6) Yukami H, Terazawa T, Goto M, et al. Impact of modified FOLFOX-6 for
patients with gastric cancer and a gastrointestinal obstruction. Asia Pac J Clin Oncol.
2018 Dec 13. doi: 10.1111/ajco.13110. [Epub ahead of print] 22

RERT YA s A E, B

MREE  HEEAZEOI O IR O EIRDS N 2T £ 2 B REER
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JiE 4% : 18 Bl

REBOM : ZYET

FEFMIAE : PFS, OS

FOLFOX 5 v A v . AXH U TFT7F 2 8mgm? BELPue A aRy v
200mg/m? & S MERIE L, 74 v v T 2L 400mgim? B AGRERE, S 62T
d w7 L 2,400mg/m? % 46 FER 2T CTREEE Lz, e 2\ D
IR LT,

BHIMEORER PFSBXU0SIE, TNEN68 57 HBXW8.05 HThoTz,
BEMEDOFRER  10%LL ETRO 5N L— R 3 £ 4 OFEFELRIT, P
ERIB/DJE (38.9%), MAMLEREIE (33.3%), H.l» (33.3%), &1 (27.8%), &
- (22.2%) , FEEMAELF FERIBAE (16.7%) 38 X VKR = = — 1 35— (11.1%)
Thol,

fhw : FOLFOX JIE ML EHZEO - DI OIS N2 HiEEE 2B WD
T, B THLAREMLRH D,

WICH-GCP #EHL O FE R AR I HOW T, FOSaE#HT5 2 L.,

(2) Peer-reviewed journal D#aGn, A& « 7 U > R EOHREIRN

1) Shah MA. Update on Metastatic Gastric and Esophageal Cancers. J Clin Oncol.

2015;33(16):1760-9 23,

A aRY BRI T U E G LY A D OS IZENEILR

DEBY ThoTcHEINTWNS,

® FLCHKIE (Fadnvwvgv i/ ufaRl)y/ AT7F ) 885 H

® FOLFOX Wit (Zartuwsn,/aAfaRf)y,/Fx41TF7F):
10.7 » H

® FORFIRI &k (7Adnvvgvn/uaAfaR)y /AU /)7H):95
7 H

2 ) Van Cutsem E, Sagaert X, Topal B, et al. Gastric cancer. Lancet 2016;388:2654-64
24)

VAT T F S IFdr TS al aR) COEEER LY FOLFOX J#
LA Lo E SHARICL D L, OSIZENEN 8.8 » ABLVN10.7 » AT
Y, XYV TITIF U2 AT TFORBEREE LTEMNT 22 &3 A68
boHEHRESNTND

3) Xu HB, Huang F, Su R, et at. Capecitabine plus oxaliplatin (XELOX) compared
with 5-fluorouracil/leucovorin plus oxaliplatin (FOLFOXs) in advanced gastric
cancer: meta-analysis of randomized controlled trials. Eur J Clin Pharmacol
201571(5y589 -601 29,

HEATHBEEE 2R LE L, XELOX #E{L & FOLFOXs #Rik & ik L7z 26 #lER(IC

19




DNWTDORALZ - TF VT ADFEREZHE L TS, XELOX (787 #) BL T
FOLFOXs (798 #4]) @il ¥ A T ORR B X KA A HHR (CBR) IX[FHE
T o 7-, FOLFOXs &% & bl L C XELOX #iElE, by, A%, THIEB X
OB ORBFRNEN -T2 L HEI N TS,

4) Wagner AD, Syn NL, Moehler M, et al. Chemotherapy for advanced gastric
cancer. Cochrane Database Syst Rev. 2017 Aug 29;8:CD004064 29

FXRV VT TFUEEDLIANL, VAT TFUEED LU AL HEILT
NRAXT7 4y MR EHEONDLARRERH D EHEIN TN D,

(3) #REF~DOFEER BRI E L TORERN

<IN BT D HREE >

1) DeVita, Hellman, and Rosenberg’s Cancer 11" edition, 2019 27

HIEDOIREL VA O—D|Z FOLFOX JEIENHIF LT 5, FOLFOX &L
FHBICBWTEZL OFKRBRNITORTEY, ZOoEEIXRBGEICBTDH
O LR T, ORRITHI50%, TTPRB L NOSITZENEN5~6 » HEB LN 10~
RyAThHrR#EINTWD,

<HBARIZBITLHFPEE>

2) FrERKMESY: (G126 5 ik, 2018 47 A 30 H¥4T) %

TET U ADHEEES OBLUR S, FOLFOX JRIEN T ET » A L~ L B & L TR
I, BEIZBWTEoR2 M, FMNHh S, R THRREZESND
Lol otzZ &, FRICRNEBRAGEEFMORRK E /2GS (T2 L
~JLB) ZENREMINTND,

(4) FRXFTHMEBEOBREA A B 7 A > ~OFLilcik i

<WHMZBITDLHTA RTA4 %E>

1) NCCN # A K7 A > Gastric Cancer Version 2. 2018 ?

JRFTEAT E T ITEEB HREO —KIBE S L THRIATWD (7 TV —2A),
HER2 RIFINRABO LN HHEAENL, N7 AV XA~ T 2 LB RECBNT 5 2
ENHERI N TV D,

FOLFOX # ik

Oxaliplatin 85 mg/m? 1V on day 1

Leucovorin 400 mg/m? 1V on day 1

Fluorouracil 400 mg/m? IV Push on day 1

Fluorouracil 1200 mg/m? IV continuous infusion over 24 hours on days 1 and 2
Cycled every 14 days

2) ESMO %4 K7 A > Annals of Oncology 27 (Supplement 5): v38-v49, 2016 1
EITEITEBR T RIS T 2 —kIgEE LT, 77 FFRIEHE 7 vk
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VUREAN D 2 B FE X 3ANFHEGE RSN TWD, HER2 BiEEEICS
WTIE, ZHNICMA TR IAY AT 2 EBNT5Z LRI TWS, £2,
FOLFOX lImmEIcx L THRIND LA D—2L LT, #HIiTW
50

3) ASCO HA KT 1> (2019 4F 3 A i) 29
ASCO A RIA1TlE, BRERGE LA RIAL 380,

4) NCI-PDQ 39
VARKRYF— "IN T L REHIZAITHHE - HETHWA Z LT 5
EE A AN

<HRIZBUTFDAHA RTA 5>

1) BEEHENA RT 4 20184F 1 AT 5 i 3V

HER2 [EMEREIZX T2 —RILFEEL L THEI LTS (T v A LR
L B),

(5) BEHNREITHR D ARKH TR E R ORRRMEHAFER (L5 (1) U
) Iz HoNWT

1) Wik 22—, REFREL XO—KRIERICEE L TRV, A2 15 F1L kL
DODNNVBEFEEZZIFHEL TWHEMENGE LEBET v r— T — 4 X—2ZT
& % Ipsos Japan Tandem Oncology Monitor (JTOM) (ZXk %5 &, 20184 1 A »»
5 2018 4 12 A D HI#IZ 95 4 D ERfi2~ B IR L 72 728 5l HER2 f& k6 &
FIWHEHENTZERLV A EFRO LI ICHES TN D 3,

— RIAHE CRIAHR —RIAH

N=432 N=210 N=86
S-1+A4 X U 7 132 (31) 0 1(1)
7 F v
S+ AT T F 102 (24) 5 (2) 0
VY
5-1 82 (19) 14 (7) 0
H R B 30 (7) 4 (2) 2 (2)
XYV 7T F
Ve
AR 30 (7) 111 (53) 9 (10)
+T AT
FOLFOX 13 (3) 2 (1) 1(1)

Bt (%)
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2018 FF I HER2 f2E B B ICx T2 — IR L IO A & L TR BEH I
LT AE, 7ok IVUREAE T I TFFREROIHEE L DA
YTHY, SLEAXH VT ITFUOHAKEEN 3% TRHE L, RWTS-1
EVATTF UM 28% T o=, FOLFOX Offi fEI4 1%, HER2 fak'H i T
X —RIBIED 3BICEEDHH OO, 2017 4 2 A1 HERFERLSEIC LV EZL
ZEENR D D LW SNSAIS, RIEHREGERICB T 2 EE EEDO LN
LI EnBEMENTEY, 2018 FOHEWIREN A 74 &FET (2018 4F 1
HEFETE 5 i) DXV, HER2 BB UIBRARE /e 1T £ 721358 B A E
Ik L CHEIE S N D —kiBE & L C FOLFOX Ait#i S ni= 2 & h, 5%
AR E LCOEHABEENE b LTINS,

(6) Eito (1) 7»6 (5) ZEEREBAD L PHEIZHO>NT

< BEEREE - DRI ONT >

1) NCCN A K A > (Gastric Cancer Version 2. 2018) TlX, B 72135
AT H RIS T 5 —RIEWE LT b B IV U REA L AFH Y 75
F ORGSR HERERINTEBY (7 2 Y —2A), mFOLFOX6 |IH#ELE L 27 A
YO—o Lt L TRHREINTWD, ESMO FA K71 > [Annals of Oncology 27
(Supplement 5): v38-v49, 2016] TiX, 7 v{btv U I VU REAI L 7T FFRIK
o 2 FIPFH E721% 3 AIOFHE G NHERI AT (R L — K A), &b
D HEF 21T FOLFOX OF NI TWD (#1271 — K B), 7, #HH
DO ER LR 2 M £ 7213 3 FHFBR TI1X, mFOLFOX6 Z iRt L REL TW5,
MZ T, RKETIRERH@EEET KT 21K E L TFOLFOX b HWH T
Wb, TNHDZ LD, WEAMTE W T mMFOLFOX6 (XY RAE 2R ST £ 72 1%
HREBEEF T IEERIETH DL Z LR A D,

AIIZB N THBICH T 5 FOLFOX O# 5-1%, 2017 4 2 A ERFERLEIC
L0 EZHZLMEND D LRI SNEEAIT, BREBIEERICE T %A L
BOLNDHZENBEMENTEY, 2018 FEDFIBEN A KT 14 kil (2018
1 AWETE S M) 12XV, HER2 2O BIBRAREE 21T - 1T B AH
IR —WIFEE L THER SN Z AR H SN, EHEIRED —> LRk S
NTW5D, 2018 FEDOAFIZEIT D FOLFOX Off Hk#IIE, HER2 M4k o
3NICHEE LN, BEIGENA RIALTOHRL AL LTHREisnzZ &
Nh, SBITEEREE L TOMHBERNES D THEIND,
EWNTO#ELTHEBE 255 & L7z mFOLFOX6 DOfFt, #% A& OMEHS
FREOATWD A, AL EBE LR X O 0% A& RE»s o o®iE
CRRRETHY, HRANETHEERAET BN TOLAMERNHFEEINS,
UbkoZ &nd, BEEOREE - HRITRELE XD,

<HEYEME - HEIZHOWT>
1) ERNAOEEKRBEESIOZAMEIBEFTICEWNT, BEEAEEFIIXNTS
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MFOLFOX6 # 5 TR LN LA FFRIT, W T b AREDOENIRAM LET
TCICHEERESN TWIAEREZOHHN TH -7z, BLEEINTHIE - A&
X, BRI THEERG - BRI 32 LVAREB Y F— b« 7 dne v T v LRk ERE
OFREE] OBHE - IR TERINTEY, BARANERFICHT 2 —EDLEME
FERIIZEEINTWD I E2EET DL, DAFRIEICH D72 miE - R Z
FOERO b & T, REENEY) & B SN DIEFICHONWTEmT LD Thil
X, BARAANOHBRFICH LT, YL HEIIEARRELEE XS, 127501
AFRIZF T H MFOLFOX6 DEFt THWO N 7 v 41 7 T v L O ERED
FH 1% 2,400mg/m? TH - 7=,

<R BINLE STz OWnWT >

1) KEDOHA T4 Tlik, FOLFOX X HER2 &M F (oxt4 5 — kL L
LCOHBETH LN, Eiko &Y, STl FOLFOX X #ETHEBICx 35—
WIREOIERERELE L CTHEHEINTEY, KO T A R7 4 > Tl HER2 Gk
BEICH L THER—RLE R FRIBEIC N T AY AT 2 BINT 5 2 Lt
INTEBY, XN—R LR HLEEEICIEI FOLFOX WEEh b, £72, AH D
A RTABIREN»LO®K AR EHEFTOMEN S, FOLFOX L M
FREREBEF KT IIEHREBRETCHL, 602 &b, —HO HER2 B
P %2 & C MFOLFOX6 [TYUIBRAREEZREITE - IX R BRI T 5 —KkiA
L LTHUTHDLEEZEZOLND,

4. FEhid _XERROME L L D HIER

1) URARREITECIIBREEEE 2452 L LT, o7 vk I~
RN TS FFREHOHA L A ERBE LBk o FZ N % x
HBH, ERSZEBWT, FOLFOX IFEHERED —D>Th b EE X LN TE
D, ZOBREEHEZFNBICEEITDON TV D ERRBRIL, GRS L CHELE
éﬂfwémiﬁ%v?fy’ﬂ?éi%ﬁ%%%&ﬁ?éﬁ%ﬁiﬁf%
%, FEBIZ, EITHEIC T 5 —RIBE 2 R FHd 5 E RS 3L E R T, FOLFOX
2kt 95 EREEERFT 2R I EEINTND, b0 &
EBEETHE, BMARNBLORTFHERB L OBRFELEBEOB A5, FOLFOX
BIEBAROENMEERGET 2 ERRBROERIINETCH D LE XD,

ko LBV, TN FE CTRIEN 2 EBES(CHERBRIIE BN TE 6T, +59
RTET U AFBLN TRV E DD, FOLFOX IZENAMC B W CTHEFT H I
KT B —WIBEOEAERF L L GRS TEY, #ESIN T HsENITD
ERR R R L O A E a6, EITHEICxIT 5 mFOLFOX6 DA %)
%7% LN TWD, 7o, ERNADOREIKRARI L O% AR EHEFHZB W T,
HEATHEEF T T 5 mFOLFOX6 &5 TR LN ERFEERIE, VI
%X%@lﬁﬁﬁi%fﬁf_&%%£§MTwéﬁ%$%@%lmfko
oo AATIETTIZ, G- BEBECHTLHILVARRIF—F - T Fry 7Y
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NG EREORRIRE O A - AEPARINTEY, BARAANBRFICHTZ —E
DOEEMEFERIZFHM SN TVWDLI L E2BET L L, BAFERIEICH
ik BB A OMLEEOBRMED L & T, ARENEY) L HE S B ERIC
DOWTEBT 2D THINIEX, HRANDOHEITHBEBEIZX LT, YEHE - HE
XERARELEEZ D,

LEX Y, UIBRARREREIT L ITHRE B RAEFITX T 5 mFOLFOX6 X, A%
HENEYTH D EE XD,

5. fii#%
< ZE D >
1) #FtEmEAR L

6. 2B —%&

1) Te¥-1) ESBNAMIEE ¥ — BAERY — B R, NABE - HEE (2019
41 A 21 H ¥ #Hr) https://ganjoho.jp/reg_stat/statistics/stat/summary.html

2) [423£-2]) NCCN #' 1 K< A > Gastric Cancer Version 2. 2018.

3) [BEZ-1] Manish AS, Yung-Jue B, Florian L, et al. Effect of Fluorouracil,
Leucovorin, and Oxaliplatin With or Without Onartuzumab in HER2-Negative,
MET-Positive Gastroesophageal Adenocarcinoma: The METGastric Randomized
Clinical Trial. JAMA Oncol. 2017;3(5):620-7.

4) [3S-2| Yoon HH, Bendell JC, Braiteh FS, et al. Ramucirumab combined with
FOLFOX as front-line therapy for advanced esophageal, gastroesophageal junction, or
gastric adenocarcinoma: a randomized, double-blind, multicenter Phase Il trial. Annals
of Oncology. 2016;27:2196-203.

5) [4=3£-3] Cleary JM, Horick NK, McCleary NJ, et al. FOLFOX plus ziv-aflibercept
or placebo in first-line metastatic esophagogastric adenocarcinoma: A double-blind,
randomized, multicenter phase 2 trial. Cancer. 2019 Mar 26. doi: 10.1002/cncr.32029.
[Epub ahead of print].

6) [{=2-4) Bang YJ, Kang YK, Ng M, et al. A phase Il, randomised study of
mFOLFOX6 with or without the Akt inhibitor ipatasertib in patients with locally
advanced or metastatic gastric or gastroesophageal junction cancer. Eur J Cancer
2019;108:17-24.

7) T{=Z-5]Kim C, Chon HJ, Kim JH, et al. Randomised phase Il trial comparing four
front-line doublets in Asian patients with metastatic gastric cancer. Eur J Cancer
2019;112:20-8.

8) [Z=-3] Shah MA, Cho JY, Tan IB, et al. A Randomized Phase Il Study of
FOLFOX With or Without the MET Inhibitor Onartuzumab in Advanced
Adenocarcinoma of the Stomach and Gastroesophageal Junction. Oncologist
2016;21(9):1085-90.
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https://ganjoho.jp/reg_stat/statistics/stat/summary.html

9) [ZSE-4] Abrams TA, Meyer G, Hess LM, et al. Patterns of chemotherapy (CT) use
in a U.S.-wide cohort of patients (pts) with metastatic gastric cancer (MGC). J Clin
Oncol 2018;36(suppl 4S): abstr 112.

10) [4{=3£-6] Yamaguchi K, Sawaki A, Doi T, et al. Efficacy and safety of capecitabine
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