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Chemotherapy for Locally Advanced or Metastatic
Disease

+ The combination of fluorouracil, oxaliplatin,

leucovorin (FOLFOX) has been evaluated as an

alternative to cisplatin-based regimen in patients

with advanced or metastatic gastoric cancer

ML - A&
(SIF I -
RICBHE D5 2
AL B )

@O mFOLFOX6
Oxaliplatin 85 mg/m? IV on Day 1

Leucovorin 400 mg/m? IV, on Day 1

Fluorouracil 400 mg/m?2 IV Push on Day 1

Fluorouracil 1200 mg/m? IV continuous infusion

over 24 hours daily on Day 1 and Day 2

Cycled every 14 days.
@ FLO
Oxaliplatin 85 mg/m? IV on Day 1

Leucovorin 200 mg/m? 1V, on Day 1
Fluorouracil 2600 mg/m? IV continuous infusion
over 24 hours on Day 1

Cycled every 14 days

HARKTA
D R HLFR SC

@O mFOLFOX6

Enzinger PC, Burtness BA, Niedzwiecki D, et al.
CALGB 80403 (Alliance)/E1206: A Randomized
Phase II Study of Three Chemotherapy Regimens

Plus Cetuximab in Metastatic Esophageal and

Gastroesophageal Junction Cancers. J Clin Oncol.
2016; 34: 2736-42.% %9

@ FLO

Al-Batran SE, Hartmann JT, Probst S, et al. Phase

III trial in metastatic gastroesophageal
adenocarcinoma with fluorouracil, leucovorin plus
either oxaliplatin or cisplatin: a study of
theArbeitsgemeinschaft Internistische Onkologie. J

Clin Oncol 2008;26:1435-42. %%

NHIERRR A EH ST 5,

- PRI O FEFH . Medicare Part B
CRODLINTWDIIEE - IR KOHE - H&E
NCCN guidline (Z# U %,

A K74
g

Gastric cancer: ESMO Clinical Practice Guidelines

for diagnosis, treatment and follow-up *%-¢)
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1) first-line treatment

Recommendation: Doublet or triplet

platinum/fluoropyrimidine combinations are

recommended for fit patients with advanced

gastric cancer [I, A].
2) elderly patients with gastric cancer

(D Regimens that have been specifically addressed
in phase II trials in elderly patients with comparable
survival results include capecitabine and
oxaliplatin, FOLFOX, single-agent capecitabine and
S1 (in Asian patients) [III, B]

@ The FLOT regimen is associated with a trend

towards improved PFS but also with increased

toxicity [1I, B]

Hik - H&
(IixHE - A
2ICHEEOH D
ook 5 AT

@O FOLFOX (mFOLFOX7)

Oxaliplatin 85 mg/m? iv over 2 hours, Day 1

S-leucovorin 200 mg/m? iv over 2 hours, Day 1

5-FU 2400 mg/m? (over 46 hours) continuous

infusion
repeat every 2 weeks
@FLOT/FLO

Oxaliplatin 85 mg/m?, leucovorin 200 mg/m? and

docetaxel 50 mg/m?, each as an intravenous
infusion followed by 5-FU 2600 mg/m? as a 24 hour
continuous infusion (FLOT) or the same regimen

without docetaxel 50 mg/m? (FLO).

HAKTA
O iR 5

O mFOLFOX7
Catalano V., Bisonni R, Graziano F et al. A phase II
study of modified FOLFOX as first-line

chemotherapy for metastatic gastric cancer in

elderly patients withassociated diseases. Gastric
Cancer. 2013:16:411-9.%%-10)

@FLOT/FLO

Al-Batran SE, Pauligk C, Homann N et al. The

feasibility of triple-drug chemotherapy combination
in older adult patients with oesophagogastric
cancer:a randomised trial of the
Arbeitsgemeinschaft Internistische Onkologie

(FLOT65+). Eur J Cancer. 2013;49:835-42, %%-11)
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Advanced/metastatic disease

First-line treatment

* ECF is a standard treatment
(recommendation: grade A)
+ FOLFIRI, FOLFOX or 5-FU-Cisplatin regimens

(recommendation:grade B)
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FOLFOX (FLO)

Oxaliplatin 85 mg/m? IV on Day 1

Leucovorin 200 mg/m? IV, on Day 1
Fluorouracil 2600 mg/m? IV continuous infusion
over 24 hours on Day 1

Cycled every 14 days

A RNTA v
DR L7 S

Al-Batran SE, Hartmann JT, Probst S, et al. Phase
III trial in metastatic gastroesophageal
adenocarcinoma with fluorouracil, leucovorin plus
either oxaliplatin or cisplatin: a study of the
Arbeitsgemeinschaft Internistische Onkologie. J
Clin Oncol. 2008;26:1435-42. ©%-9)

RS

NHJERERAEH ST 5,
C RO DTV DAEE « DR K OIE - H
2 : ” Gastric cancer: French intergroup clinical

practice guidelines for diagnosis, treatments and
follow-up” IZ¥#EL %,
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mn HA R4 Alberta Health services clinical practice guideline
v GI-008 2016 Version 4 7513

BRE - IR | A

(i3 %hee -
RN B D
& %R E
B
Wik - &
(XTI -
F B B D
& %R E
)

A RZ7A
> DR
X

R

ZM | A KT A Management of advanced gastric cancer.

Vg Expert Review of Gastroenterology &
Hepatology %-14)
e - R |

(XiT%hwe -
2 R B D
o 2 T
B
Wik - H&
(I -
L B 0
o 2 T
B

A KT A
¥ DR
X

S

3. BYENEFIHRDEWNIDONFESCHR « lREZHIZHONT
(1) EiEA LB, Y ENERBRE TR D AR E L TOREIRI

<CHERORE R T iE (R AR R I 5 ) | MR . SCHR « pE 55 0 5 e B
DRI 5 >
1) 2018 4= 3 A 1 HHIFE, Pub Med T gastric cancer” AND “oxaliplatin® AND
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“leucovorin” AND “fluorouracil”% ¥ — U — K& L TR T 25 & 226 5D kA
i s, 20955, £9 NCCN A FTA & ESMO A F7 A 28
VW FOLFOX LA HERE T DRI & 2 5 ST 2 WA % TESMC BT 2
B R RRBR S | IR D, KIS, FOLFOX IENSREE L o723 DD T &
LEEEGER & ASCO 2013 TEEINTZHOD@mIL E LTARINL TV RN
1 5D 7 & LMEILEGERERIZ 351 5 FOLFOX JIE D R & 2 etk % NS
B2 AR (ZREHT D,
2019 4£ 3 A 5 HEIfE. MEDLINE T [gastric cancer] & U [fluorouracil] %%

F—U—RFELTHREBELHCICHEONIZIERZBIMN L2, FEMICIiE, BREE

[Stomach Neoplasms * stomach * gastric * gastroeso * esophagogast * oesophagogast | .

lcancer * carcinoma * Neoplasm * tumor * tumour]. [Fluorouracil * 5Fluorouracil *
5-Fluorouracil « 5FU * 5-FUJ. [Leucovorin * Leukovor * Citrovorum * Folinat]

[ Oxaliplatin + Eloxatin =+ elplat | . [ FOLFOX -+ FOLFOX4
FOLFOX6 *mFOLFOX:mFOLFOX4+ mFOLFOX6] % % — U — K & L T adjuvant
PRIEZBRIN L THRE L, Sl L7z 1L AFI2 >0 T, ARICE D B ST 5
Wk, 9720 B FURE O B O 15 FOLFOX JRIE # i H L 7= i 238 E L 7=,

2) 2018 4= 3 H 1 HIIFE, Pub Med T gastric cancer” AND “oxaliplatin® AND
“leucovorin” AND “fluorouracil” AND “japan”% ¥ — 7T — K& L THM®E T H & 13
BIOSCERA ] S v72, AIRIC IS T 2 FifA & B AR SUBRIIAAE ¥4, FOLFOX J#
EIZET 2 2 2O% FHRAREHIE LT TEARICE T 2 KRR ) (2T
2o

<HUEHMZ I T D Jif R TR A >
FOLFOX #RiEIZBI¥ 5 KM 2 A 25w S O 2 LL ISR,

[FOLFOX #&iE D0t - 2B 5 ]
1) Enzinger PC, Burtness BA, Niedzwiecki D, et al. CALGB 80403 (Alliance)/E1206:
A Randomized Phase II Study of Three Chemotherapy Regimens Plus Cetuximab in

Metastatic Esophageal and Gastroesophageal Junction Cancers. J Clin Oncol.
2016;34:2736-42.%2%-59 (NCCN HA K74 D5 HE S 16)

UIBR AR BE A E /B E B A Ik L, 1 RIB E LT ECF  (epirubicin,
cisplatin, and continuous-infusion fluorouracil) , IC (irinotecan plus cisplatin) ,
FOLFOX (oxaliplatin, leucovorin, and bolus and infusional fluorouracil) ® % L%
ety o ~x 720 L THikd 5 7 o & o b8 TR, #RIT TR0
LBV,
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o LR rSHIEE aitern DRSBTS 0
PEAY NN Dehara| mos | meRs | miTE | O S5 e | e
@ | o) | e | e | % [ ) | (eGrde) | @3~c5)
ECF-C 82 60.9 11.6 7.1 5.6 91 19 53 31
IC-C 83 45.0 8.6 4.9 4.3 85 26 59 41
FOLFOX*-C | 80 543 11.8 6.8 6.7 73 11 46 22

(mOS, median overall survival, 217 ¥ & S ; mPFS, median progression-free survival, &34 H AL 17 1 )
HHJL 4 ; mTTF, median time to treatment failure, V&% EkZh B HH e ff; G, Grade; C, Cetuximab, &> ¥ v~
7)

*FOLFOX=mFOLFOX6
Day 1 of each 2 week cycle oxaliplatin 85 mg/m? IV and leucovorin 400 mg/m? IV, both over 120 minutes,
followed by 5-FU 400 mg/m? IV bolus injection and then fluorouracil 2400 mg/m? IV infusion over 46 to 48

hours.

W DFEUEFRVE T dh D ECF JRIERE & mFOLFOX6 BIERF IXRRIE O FE M2 FH
TOHENPRINT, o, WEEARZA T 2EMEHAEERG ., I6HEEE - I
W H AL & o T2 EIE R B BLEIG . 1R RS P fE (mTTF) D i
5. mFOLFOX6 WIEREN 3 DDLUV A TROLERENBHTHD Z LR
S g W

2 ) Al-Batran SE, Hartmann JT, Probst S, et al. Phase III trial

in metastatic gastroesophageal adenocarcinoma with fluorouracil, leucovorin plus

either oxaliplatin or cisplatin: a study of the Arbeitsgemeinschaft Internistische
Onkologie. J Clin Oncol. 2008;26:1435-42.%%-9 (NCCN A FI7A4 v D5 HE =
13, {h7iA F‘?4 y@%lﬁﬁ%% 67)

AT /A B L. 1 I{gE & LT, FLO (continuous-infusion
fluorouracil, leucovorm, oxaliplatin, does not contain bolus FU) & FLP

(continuous-infusion fluorouracil, leucovorin, cisplatin) % kb8 L7z, 2 hEak It

A2 > 2 2 ALE TN ARER, ERIZULTO LEBD,

FFERE A - TRIEIC EQL TALLED | e o | TRIRORIER &
Coxo| [ AR rmfalfE | mgomim | P MU s omgc
mPFS mOS | E#hEIE| mTTF %ﬁiﬁ”ﬁl FloOEIE (%) TR R LT E
A | A | ) | (»A) (%) (%) HloOBIE (%)
FLO 112 5.8 10.7 34.8 5.1 9.0 21.4 31.1 17.0
EON FLP 108 3.9 8.8 24.5 3.1 19.0 33.3 29.4 22.6
p=0.077 | p=0.506 p=0.054 p=0.035
s FLO 46 6.0 13.9 41.3 5.4
{gs”iﬂ%; FLP 48 3.1 7.2 16.7 2.3
p=0.029 | p=0.082 | p=0.012 | p<0.001

(mPFS, median progression-free survival, M F 4 {7 #] [#] H 5 H; mOS, median overall survival, 47 H
/1 4 fE ; mTTF, median time to treatment failure, 75 % Zh i Je )
*A post foc subgroup analysis
FLO ik
Oxaliplatin 85 mg/m? and leucovorin 200 mg/m?, each as a 2 h intravenous infusion, followed by 5-FU

2600 mg/m? as a 24 hour continuous infusion every 2 weeks
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FLO ##751% FLP J&ik & Hei#t L, Grade 1~4 OH.L W&E, i, 57, M
BRERES, BEBIZHLNTD RN o708, REMREE, AST/ALT © Lk
FIZHA LTS o T,

ZRMIZB W TIL, FLOFRIEIX FLP ik L g U, BER A D 72 < ARMED B
HCThot, ElmlinE (>655%) BT DIAEDIMEICENTH, B2 RERN
RO BTz,

3 ) Catalano V, Bisonni R, Graziano F, et al. A phase II study of modified FOLFOX

as first-line chemotherapy for metastatic gastric cancer in elderly patients with
associated diseases. Gastric Cancer. 2013:16:411-9.2%-10 (ESMO A4 K7 A4 D H|

%= 68)

70 LA B DR - B R R/ RE B AR AE I L, LIRIERE LT
@ . mFOLFOX7 #i% (continuous-infusion fluorouracil, leucovorin, oxaliplatin,
does not contain bolus FU) ® % sk 2 [E 4 U fHRER, R T LR,
S Saaiisl= Rl R E AT ZE

LU AV YRR N EAEL (%) mOS mPFS
B AH) | (BAH)
mFOLFOX7| 74 43 34.9 10.5 6.8
(CR7,PR27.9)
Lo BIVERRBES (%)
LT BRI 2. 1/ FAY AR R I 57
MFOLFOX7 G1~G2 : 23.2|G1~G2 : 51.2 4Grade : 41.9 4Grade : 41.9 4Grade : 39.5
G3:93 G3:23 G3:0 G3:23 G3:70

(mOS, median overall survival, 217 %{E; mPFS, median progression-free survival, & #4171 [
F o fif; CR, complete response, 5&4275%h; PR, partial response, #8743 %%h; G, Grade)
mFOLFOX7 L ¥ A v
Oxaliplatin 85 mg/m? and s-leucovorin 200 mg/m? were given as a 2 h intravenous infusion followed by 5-FU
2400 mg/m? as a 46 hour continuous infusion.
Bolus 5-FU Z [\ 72 mFOLFOX7 Jfikid, Wil O FFE - S EH 1T L, 1
WRIGHFEE L THRM T, BEBITBWTHLRR T HRAEHERES TH -
72

4 ) Al-Batran SE, Pauligk C, Homann N, et al. The feasibility of triple-drug
chemotherapy combination in older adult patients with oesophagogastric cancer: A
randomised trial of the Arbeitsgemeinschaft Internistische Onkologie (FLOT65+).
Eur J Cancer. 2013;49:835-42.%%10 (ESMO A N7 A > D5 71)

65 ik LA L SR pTEAT - fnR I B /Rl B RS E s A % L. FLO Rk
(continuous-infusion fluorouracil, leucovorin, oxaliplatin, does not contain bolus
FU) & . FLOJRIEIZ R X F /%M A 72 FLOT WIED AN 2 70 f L 725

I ARRER, FERIILUTO LB,
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TEA N (DA
- B8
705% 04 I G3~G4 PPN
Loy espmml N [ || atcommn | come | 084 | G304 |k | G364 | GL~G2 |t TO
Ty | et toey | g (b MR e | me | 10PRLE
@ |5 %) %) | ) |»QoLE
%) (%)
1t (%)
LT 1 26.0
. =04 .
FLO 70 71 120.5 22.9 gﬁ;ﬁﬂﬂ?j’f@ ;IJ;HEE ) 38.6 129 57 7.3 21.4 20.5
BEML 201
PEAEST ¢ 211
FLOT 69 72 133.5 44.4 iﬁf\/_ﬁmi’ﬁ(} ?g{g:m : 81.9 52.8 29.2 20.8 75 475
’ .
BEFY 238
p=0.008 p<0.001 | p<0.001 | p<0.001 | p=0.029 | p<0.001 | p=0.011
AIUGHE
LA A (%) moS mPFS (1)
Sk [70m R 0B | bR) | Ak |omiii] ek |70m k] 70m L
FLO 28.1 23.3 31.7 145 7.1 10.3 6.0 7.1 7.5
FLOT 48.6 63.2 32.4 17.3 9.0 24.2 7.3 10.6 7.6
p=0.016 | p=0.001 | p=0.L | p=0.39 | p=0.078 | p=0.019 | p=0.43 | p=0.05 | p=0.65

(G, Grade; QOL, quality of life, A={% D& ; mOS, median overall survival, 77 [# ' JfE; mPFS, median
progression-free survival, 4 #8477 #] [ o Je i)
FLO LY »x v
Oxaliplatin 85 mg/m?, leucovorin 200 mg/m? ,each as an intravenous infusion followed by 5-FU 2600 mg/m? as
a 24 hour continuous infusion.
FLOT v o »x v
Oxaliplatin 85 mg/m?, leucovorin 200 mg/m? and docetaxel 50 mg/m?, each as an intravenous infusion followed
by 5-FU 2600 mg/m? as a 24 hour continuous infusion.
65 m Ll E D JRPTHETT - BB IR E /R IE B B A BT L FLOT #RIEI,
FATAIHE72 L A Th oo, FLOEIE LG L, HMEOHEME QOL ~»
BBENR NI, A R 70 5 B BE ITEBEREREO H
HEFTITENIZEBEE Tl o7,

5) Cohen DJ, Christos PJ, Kindler HL, et al. Vismodegib (V), a hedgehog (HH)
pathway inhibitor, combined with FOLFOX for first-line therapy of patients (pts) with
advanced gastric and gastroesophageal junction (GEJ) carcinoma: A New York Cancer
Consortium led phase II randomized study. J Clin Oncol. 2013;31:suppl 4011.%%-V
HEEICTEHDO LBV,

6 ) Shah MA, Cho JY, Tan IB,et al. A randomized phase II study of FOLFOX with or
without the MET inhibitor onartuzumab in advanced adenocarcinoma of the stomach

and gastroesophageal junction. Oncologist. 2016;21:1085-90.*%-2
HEEICRBMDO LB,

7 ) 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 II trial. Ann Oncol.
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2016;27:2196-203.%%-3)
B LB,

8 ) Shah MA, Bang YJ, Lordick F, et al. Effect of Fluorouracil, Leucovorin, and
Oxaliplatin With or Without Onartuzumab in HER2-Negative, MET-Positive
Gastroesophageal Adenocarcinoma: The MET Gastric Randomized Clinical Trial.
JAMA Oncol. 2017;3:620-7.%%-4

HEEIZRBMDO LB,

9) Louvet C, Andre T, Tigaud JM, et al. Phase II study of oxaliplatin, fluorouracil,
and folinic acid in locally advanced or metastatic gastric cancer patients. J Clin Oncol.
2002;20:4543-58. %15

EREME/EITYE RIS L. 1 IRIGE & LT FOLFOX6 @A ZhE & BV % fife
WBTLHHEUNHRABRTH D, KABROMERZLU T ORI T,

1 0) Al-Batran SE, Atmaca A, Hegewisch-Becker S et al. Phase II trial of biweekly
infusional fluorouracil, folinic acid, and oxaliplatin in patients with advanced gastric
cancer. J Clin Oncol. 2004;22:658-63.%%-16)

M E RIS L, 1 RIEH & L To FOLFOX (FLO) L ¥ 2 ¥ (5-FU :
2600 mg/m?>, 24 BEfRife 7. folic acid : 500 mg/m? §#7F . oxaliplatin : 85 mg/m?
wE) OFBME L DA ZHR T 58 NHRRTH 5, KlBROFERZ LT O
FIZHLT,

1 1) ChaoY, Yeh KH, Chang CJ, et al. Phase II study of weekly oxaliplatin and 24-
h infusion of high-dose 5-fluorouracil and folinic acid in the treatment of
advanced gastric cancer. Br J Cancer. 2004;91:453-8.%%-17
RS E IR L1 RIEH & L TO FOLFOX L ¥ £ > (5-FU:2600 mg/m?,
24 R REREERTE, folic acid : 300 mg/m?, 24 WRFE i1k, oxaliplatin : 65 mg/m?
FE) OFIMELEEREEZHRTHIHENMHRETHL, ARBEOMKEZLLTO
RKITFL T,

1 2) De Vita F, Orditura M, Matano E, et al. A phase II study of biweekly oxaliplatin
plus infusional 5-fluorouracil and folinic acid (FOLFOX-4) as first-line treatment of
advanced gastric cancer patients. Br J Cancer. 2005;92:1644-9 % %-18)

R ETTPE B ISR L. 1 IRIEHE & LT FOLFOX4 O AH M & 25 % fife
RILHENHRBRTH D, KRBOMELZ L TORICTET,

1 3) Lordick F, Lorenzen S, Stollfuss J, et al. Phase II study of weekly oxaliplatin
plus infusional fluorouracil and folinic acid (FUFOX regimen) as first-line treatment
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in metastatic gastric cancer. Br J Cancer. 2005;93:190-4.%%-19)
SRR L /R A R (S L, 1 RIEIE L LT FUFOX O f &t &
DR EHERTL2HNMERRTH D, ARBROMRELUTORIZELT,

FOLFOXJRIE DA whik « 24

» Grade3Lh EOFEFESR (%) .
%E%L N AR ERS ﬁé(dg/o%)”é\ (rjapl);s) (leg)
Wb FN | &AM B | AZ | PSN
%T; 64 2 5 NR 8 NR 13 30 8 14.9
ngig 61 45 NR NR NR NR NR 57 7 113
\z(gfg 84 36 NR 0 3 1 11 46 6.7 115
zsgig 283 | 29 NR 3 5 0 1 41 6.8 11.3
"200“(‘)’? 54 38 11 9 6 9 21 45 6.2 8.6
A';Z;hgja” 41 5 2 NR 0 2 0 43 5.6 9.6
) 082 55 22 5 NR 11 4 13 56 5.2 10
D;’O;ég: 61 36 3 NR 5 2 5 38 71 112
vl BN B 4 NR 6 0 0 54 65 | 114

(FN, febrile neutropenia, J&ZAVME4TF FPERJSZV JiE; PSN, peripheral sensory neuropathy, RiEPEEH = = —n
7XF —; mPFS, median progression-free survival, ##3A= £ H][H o R f; MST, median survival time, 4EfF
1 H I ; NR, not reported, #7572 L)

< HARITIB T D R B E >
ARFRIZF 1T 2 AiTIA) & B R RAER D Wt 1372, BT HRBINFIEIZ B 5 FKim L D
B & LU ICRE T,

1) 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;42:686-90.%%7

INFr TN VAT TF AN )T h e FHERFP AR E R oY)
B A He B B 146112 %t 9 2 mFOLFOX6# ik D A 2tk L e et 23+ 5 2 & &
A& LB THEME TH 5, ARPEREM R 132k 1T 2 BEI A 1X
23.1%. MEFEAAFWIRE D RE (mPFS) 1Z90H . AEFHIHE A (mOS) 13268
H., %= ba— 4 (PR+SD) 1353.8% Tdh > 7=, Grade 3LL EDFIEM
(T 4F TP BRIV IES 7%, B 114%., ML/ MR IE21% M O 7 > =7 MAET% &
W& S iz, mFOLFOX6#R ik D i #& 45 5- 72 530 H LLNIZ B L 72 IEBITFE O B
AR T
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2 ) Masuishi T, Kadowaki S, Kondo M, et al. FOLFOX as First-line Therapy for
Gastric Cancer with Severe Peritoneal Metastasis. Anticancer Res. 2017;37:7037-42.%
2-8)

E EEREARE U< I3 AR O MEIRETE (5 IR RETE) 2 A3 5 Ul Ee
B 10 Blickt4 2 1 wiEE & LT FOLFOX #%E (MFOLFOX6 #5 L <
X MFOLFOX7) D A zhME & a2 i+ 25 Z & 2 A& LR T HRARME T
b5, WEEEAFYR S RAE (mPFS) 1£7.5 » A, EFEHRF R (mOS) 1%
13.2 % J . Grade 3 DL EDEIEM X, 4F FERIBAE 30%. ALT 90 30%., # I
30%. I /NERIEAE 20% K& OF AST N 20% & @ 47, Grade 3 DL R iH1L
S MO FE BAME AT PRI FE X8 O B e hr o 7z,

3) Osumi H, Takahari D, Chin K, et al. Modified FOLFOXG6 as a first-line treatment
for patients with advanced gastric cancer with massive ascites or inadequate oral
intake. OncoTargets Ther. 2018;11:8301-7.%%-20

IR KCE U < UEE DR N RE 2R B BR N RE 22 B ke B IS X %5 mFOLFOX6 7%
EOFNMER N ZEMEEZFMT 52 &2 B E LR THENBIEIIETH D,
17 BI AW R Gk S vl IR I PRl (mTTF) 13 4.8 » A A7
FHdefiE (mOS) X 8.8 » A, B&hEIA 1% 50.0%, M8 A 77 B o 9B (mPFS)
342 » HToH -7z, Grade3 LL EDOFFFERIIAF P EREAE DY 35.3%, FEEWME
AFFPERICADE . IR TT . BARCRR M VR IMEN N Z 4 5.9% T - 7=, 16HRIZH
LT IERBO N0 oT,

4 ) 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;1-
6_@;%-21)
H G EIC L0 0B IR RE 72 B R 12 LT mFOLFOX6 #Eik D A7 201 M
%Wﬁ?“é LR EME LT BRGTHBIENE Th 5, 18 Bl 23 ARHFIEIZ Bk &
i, MM AP RIE (mPFS) 1X£6.8 » A, AFHMFEE (mOS)
8.0 » H. WD I f fE (mTTF) 1222 % H ThH o7, Grade3 LL Lo
WM B L BR R E 25 33%., A BRI E AS 38%., A L7 28%., ¥ B 4F
BRIBDIEMN 17T% CTdh > 7=, F7-. Grade3 YL Lo IEMmiEHEM & L TiX Grade3 @
L 33% NRA 22%. KASMERRE = 2 —a RF—11%Th - 7=, JEREICEHE L
THTITRO ol

5 ) 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.%%-22
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Tk IV TTFF XXV AV T R T AR o
AT E AR T 5, KEREL L TO mFOLFOX6 DA ghik K& 0Nz 4k
Al A B E Lotk FRBBIEE Ch D, 50 B ARBFIEIC B Gk S vtz Gl
AIRE 72 33 BIC I 1T D RN EIE 1L 21.2%, MEH AR A il (mPFS) 1% 2.4
» A, AR PSR (mOS) 1X4.2 » A TH-o7-, Grade3 ui@ﬁ$$%%

I BRI IE DS 30%., A MDY 22%., FEEME L EREDIE 28 8%, RAH MR
22— NF—N 8% Tdh o7, IBIEMEIEL LT, 11§J75>E&mﬂ$@,&w§f§ﬁt
L7,

MXICH-GCP LD FFRABRIC O\ TIE, TOFRETHZ &,

(2) Peer-reviewed journal DfRFE, A & « 7 F U ¥ REDHE IR
1) Bécouarn Y, Agostini C, Trufflandier N, et al. Oxaliplatin: available data in non-

colorectal gastrointestinal malignancies. Crit Rev Oncol Hematol. 2001;40:265-72.*
.9)
Louvet % D #f Fe%19 L0 o AT H I X9 5 FOLFOX6 JEIEIZ A D AR
PEDBEWIRRIETHY | BEBR LR T LILERH D Z NS TWY
2

2 ) Scheithauer W, Van Cutsem E. The role of oxaliplatin in the management of
upper gastrointestinal tract malignancies. Colorectal Dis. 2003;5 Suppl 3:36-44 %%-10
FOLFOXG6 #& ik & fiit L 72 Artru % O F5 R LV . FOLFOX6 #&ik1% 5-FU & & A
TITF =R LI ERIE L BB LA A T, Xm0 AR
PEAT LRI NLTND

3) Caponigro F, Facchini G, Nasti G, et al. Gastric cancer. Treatment of Advanced
Disease and New Drugs. Front Biosci. 2005;10:3122-6.%%-1

AT B H 2R3 % FOLFOX JRIEIC W T, G - HENEBI Lz 2 5D
FERABRIC T B LIEBmAROAIMEN RS & LT, Louvet & TN Al-
Batran % O fE #1510 25|l L TRt s T\ %, F£72, Al-Batran 5 D5 &
w10 Y FEewmMEIL R EELR s EE TH D EH AR TH o7 & F
fahTnd,

4 ) Xu HB, Huang F, Su R, et al. 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.
2015'71'589 601.%%-12)

EATHBICRB T2V~ 2 e L AFY U 7 TF IR (XELOX #Rik)
& FOLFOX JRIEDF R L a2 T 2 A TEMS NI AZ - 7TV
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VAThDH, 178 DT o HXLMERBRD 5 6 26 MBRB T IS L7200 . W
ORBRLFEDOY ¥ —F L TARINZL D TH - 7, W HEATFWR (PFS)
DIEH|NEEN D SCHEITEE < | AW (0S) DIFEH|AE 405 SCkIT 1 #
DHTHoTTe®H, PFS KOS IZHET VAT ~F v/ LEa—3f7binT
1/\7‘&31/\0

158541 (XELOX : 78741, FOLFOX : 798%)) 2NfE#rica& £hi-, EohEIGICH
VW TXELOXE 1 & FOLFOXIETEICHEGHI e A B 21X ) > 7 (F v X=1.18,
95%715 #5 X [H]1.00-1.41, p=0.057) . 74224 (CR) | #o &R (PR) . XII%L
E (SD) G LI TIER OEA H XELOXHEE & FOLFOXHEIEICH MR A E
ZITHED o T2 (A X=1.10, 95%15 #H X [i]0.95-1.28, p=0.191) , XELOXM L
& FOLFOXIRIEICHLIm L CaB o b7 e detEix A M BRI A e . Bl KA PE
ER=a2—aXF—TH, WTIORBEEICEBODTHH RO BF TR
L 72, XELOXME{EIZFOLFOXHIE & e ~NTHEL, ONE, FTH. BLEBEDREA
HENFEICKLS, PRERBEORAESSVNEEICE - LRI T
%,

(3) #ZREF~DFERERRI L L TORERN

<WEAMT I D BRI FE >
DeVita, Hellman and Rosenberg's Cancer: Principles & Practiceof Oncology 11th
edition ®%-2%)
PP EClE 10th edition (DWW TRRE L TV 7223, FHTAK @ 11th edition (220D
TREH T D,
PART V. Practice of Oncology, SECTION 3. CANCERS OF THE
GASTROINTESTINAL TRACT, 53. Cancer of Stomach, TREATMENT OF
ADVANCED DISEASE (STAGE 1V), Treatment of Advanced Gastric Cancer:
Palliative Systemic Chemotherapy, Single-Agent versus Combination Chemotherapy,
Fluorouracil-Leucovorin-Oxaliplatin ®IH (p.785) (21X, FOLFOX L2 DT
UTForoicitfich Ty, EEEDLEBY THD,

(2]
FOLFOX ik & it L7228 T B o ME RN EE H 0 . BAVEIA MK 50%.
SRR PRl (mTTP) M A HFE T RAE (mOS) NENEh 5~6 %
H. 10~12 #» A ThH o7z, 72, FOLFOX HIEIZ L 2 HME T AXHY 7T F
VNCERT O RMEERE = 2 — T =525 - B ERE ICER S
TeHE EHBLTWD Z &2 T, 5-FU IZRA OB REIH ., KL, KO
TR BB TH D LRI TV D,

[JF3C]
As is the case for irinotecan-containing regimens, oxaliplatin plus 5-FU is a standard
practice option for patients with both metastatic and locally advanced colon cancer.
In part because of this data, 5-FU-leucovorin-oxaliplatin (FOLFOX) regimens have
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also been studied in gastric cancer. The toxicity spectrum is similar to that seen in
patients with colorectal cancer, with the dose-limiting toxicity of peripheral
neuropathy (oxaliplatin). Myelosuppression, mucositis, and diarrhea typical for 5-FU
regimens were noted as well. Several FOLFOX phase II studies have now been
reported in gastric cancer. ORRs of approximately 50% were observed, with median
TTP of 5 to 6 months and median OS ranging from 10 to 12 months. ®%-24

< HARIZBIT D HF E%E>

GRS — NS A RMBESR M E O - DI, KETH 5 . BARERESSR.
R L EC. 2018 ©#29

BAETIEE 4 RICOWTREHE L TR, BFROFE 5 RICOW TR
Do

55 I EERR IS w0 FER, 25, B3, 5. IBIEIE, oo WKL, 2) 17 - H
FEENPAD 1 WIRKOHEIZEWT, ERADIEERFEIC OV TRM I N T
Do
GRS

WM T IR RE X, 7 vk 2V (5-FU, v Z B> S-1) +
TIFFAE (AT TTF AXTYTTF) BRRN—RAT, FeXFEL
RIENLET U EMATITbLdZ b D, ERNIZONTIE, S-1+T X7
TFUPRENEERBETHY . S-1+4F VT ITF R OID R+ 4
XY U TTFUREN 1 RIBFEORRIKIAES T 5 THBY ., FOLFOX
EEEBICBWTHLZORZEM - BRI S, REEEENIND L H I
720 BRI OEECRRRIEFI ORIRAL & 720 5 B,

[Jizc]

DI DIE HETR &
KETITmSEEAFHE (PFS) NEWIZ &, BEREIERNHW &, S EIF
R THEBICHBEEN S O N TWEZ %05 5-FU+CDDP (FP) LN
BEHERE L SN TE 7=, £Dtk, FP JEILIC DOC = EFEH 3% (DCF Eik)
Z & T, PFS o, AR RE (MST) Z2HBEICIERTHZ ENRESH
7= (V325 #kBR) #%20, LvL., 7 L — R 3/4 OIREBEEA FFR) DCF L
T, ALTIE 3 FFHRIENEERECHLEDa o 2356
AT\, F 7, #E - K - BRINZ L & LT XP (X % B+ CDDP)
WA & FP RVEA o4 2 [EER L5 1 MR (ML17032 3Bk) b iTtbi,
XP FIEDIELENGEY] S R PERERE OO E DL S TWD,

— 5. PR TiX ECF JIED R HEIRIR & ST & 723, BECX (EPI+CDDP+ %
Ny A ) %, EOF (EPI4+L-OHP+5-FU) J&¥#5. EOX (EPI+L-OHP+ 7
Ry K e V) RiEE ERERE T D ECF JRiE L i3 2 5 11 A5k (REAL2
ABR) T, 5-FU LK T D h X% DL, CDDP IZxF3 % L-OHP
DIELMEDFER S dufzv%2n)
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PLEX Y, AN AEERREIL, 7 vk I (5-FU, X & E
. S-1) +7ZFFHHK (CDDP, L-OHP) »N-X— AT, DOC =X EPI # /il 2
TiITbhbdZ b H 5D,

@ B AR D FEAEIR

HATIZ, TN E COEHERETH D 5-FU FifridRiteA ) )7 h v
(CPT-11) +CDDP ik S-1 JEiE & £ 2 bl U 7= 55 I AR (JCO0G9912)
MATHOAL, S-1 LD 5-FU £ AT kT 2 IEH MEDNGER S fv 7o o529
FIE RIS, S-1 B2 fEUEIR & L, SP L (S-1: 80 mg/m?, 1~21 HH,
CDDP: 60mg/m?, 8 HH, 5 Z &) OEM:ZMKRFET 558k (SPIRITS #5k)
MATHOIL R SPPEIEDOEMMEN G S, TDO%OHAROEMERE L /8-
7=, SOX ¥k (S-1: 80 mg/m?, 1~14 HA, AF%H% VU 7ZF 100 mg/m?, 1
HH. 3@ &) & SPHRIE L IET 25 G-SOX RBr b i1, EHEFKIEH O
I A SE R (PFS) . M OVH DO > FEFMIER TH 5 2L FHM
(0S) TiE. B ITIX SOX LD SP EIEIZx T 2 IEHMEITAEH Sz do
Zb OO FIEFEDRAE T > 72, Bl D REAL-2 3R> A & fRAT O & 5
FEDE THREIZHE S du, 2014 4 9 H X0 UIRAEEELT - 5 W Ioxt
3% L-OHP 2NMERRTEH ORIHR L7/ ->7- (130mg/m?, 3 &), ZhiZkD,
CapeOX #iE & SOX WIEIXHED 1 KGR OERRFEOOES LTz, 1272
L SOX WiElcEB 1T 5 L-OHP O H&E & LT, G-SOX R THWL L
100 mg/m?, 3 =L LARAED 130mg/m?, 3B & DN NE A &
DRI OV TN H T [THERRETA T4 ) (ERHE 5 KR
T MRS hD2L YA O, ZET UV ADTERES DOBLEND, SP
#. XP FEEEZTET AL~ A, CapeOX JEHE, SOX JEIEM Ok 5
FOLFOX EiEEZ = ET VAL~ B RO EMICHTEEOHERH D)
ELTWA],

— 7, BEEBEZ AT 28 BEFIIBRET L) 2@ EREHELAT 52
EMEL  HRHENDIEBBHIRBEIND Z END DD, HATIZRLRIERH
FMPITHITE T2, JCOG106 (XEEIRE 2 AT 2 EITHEZ S E L TTb
AT AR T 225, 5-FU Frfie i iimiE (800 mg/m*/ A, 1~5 A H. 4
W L) WTxd 25 MF B (A S LU —1F (MTX) +5-FU] OE#ME%
IRT T ENTEReholz, BEGFYR (0S) XML L2 10 » ARRETHD
MR 2 A SR WHEBOIRERE & RE R ZIT@RBoohd, A EFSL
LREREFTRDOR P oT, . BROABMO TERWVWEFOREDEAKE A
T 5B BB T 072 ® CDDP & 51258 S 22 W % I12xF LTI 5-FU £F
EEREPRE . S-FU+1-LV %15 (5-FU: 600 mg/m?, 1-LV: 250 mg/m?, 6 A& 5 2
BRE, ST L) DWThNAZ EnHY . ZOXMEITKT HIREMRBEILTIE
HBRITHbCW D, KB CTIh< W B TWb FOLFOX # % [5-FU+LV
+L-OHP] 1%, BEIZBWTHLZOREME, AN S v, A TH MR
ERIND LI oTz, FRICRNBIREIEFORRE L7200 55 (=7
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v AL B),

(4) #ENITHMBEOBIFETA KT A4 o ~DFEHF RN

<WHMNZBTDHA FTA FE>

1) The National Comprehensive Cancer Network Clinical Practice Guidelines in
Oncology (NCCN Guidelines): Gastric Cancer Version 1 2019.%%-2

Gastric Cancer @ Systemic chemotherapy (213 mFOLFOX6 FEiENH#HELE XD L
VAL LTERB STV D,

Oxaliplatin 85 mg/m? iv over 2 hours, Day 1

dl-leucovorin 400 mg/m? iv over 2 hours, Day 1
5-FU 400 mg/m? iv bolus on Day 1, then 1200 mg/m?/Day x 2 Days (total 2400 mg/m?

over 46-48 hours) continuous infusion

repeat every 2 weeks

2 ) Gastric cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and
follow-up*%-®

i i\ 2 % 2 mFOLFOX7H#IE NS ST b

Oxaliplatin 85 mg/m? iv over 2 hours, Day 1

S-leucovorin 200 mg/m? iv over 2 hours, Day 1

2400 mg/m? (over 46 hours) continuous infusion

repeat every 2 weeks

3) ASCO HA RFRITA v
BROTA KT 4721,

4) A=A Z VT HARITA v

Price TJ, Shapiro JD, Segelov E, et al. Management of advanced gastric cancer.
Expert Rev Gastroenterol Hepatol. 2012;6:199-208.%%-14)

IV 3] K O %8 B 8 (269 D R HETR IR 15 O 3 R B FOLFOX O Rt#Ze L,

5) 77 VA HARIA YV

Gastric cancer: French intergroup clinical practice guidelines for diagnosis,
treatments and follow-up (SNFGE, FFCD, ERCOR,UNICANCER, SFCD, SFED,
SFRO)_Q%-U)

Advanced/metastatic disease First-line treatment

FOLFIRI, FOLFOX or 5-FU-Cisplatin regimens (recommendation:grade B).
FOLFOX (FLO)

Oxaliplatin 85 mg/m? IV on Day 1

Leucovorin 200 mg/m? IV, on Day 1
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Fluorouracil 2600 mg/m? IV continuous infusion over 24 hours on Day 1
Cycled every 14 Days

6) NCLPDQﬁ%Jm
IV & V38 B 23 A %9 2 FE HE R 1L O 3 R I I FOLFOX Dt #i7Ze L

<HAERIZBITIDLHA RIFA %>

1) BRI A N T4 AR SRR

HER2 [EPEE O 1 KIAM E L C FOLFOX IEDNHER SN DL YA L LT
LI TS (mEF 2L ~L B),

(5) BENEFIT/H LA TORGRFBREE & OERIRME 38 (EFE (1) BIAh)
e IANE

HAETHO LB, ENICBWTEL OEFIHREDTFET HZENLHEHS
NTWLERBRD D EE X, EBAIE LT, ERFERFIC I EFE Y
PRnd b LYW sn=%a. HEICXT 25 FOLFOX WIED 5 %254 Eik
HZ LN, 2017 2 H 27 HIZHEAEN IRAEEAICEHE S v, RREE R A AT 68
EMRoTNAHZ DL, ENOEHEERS D B 2T,

(6) Efto (1) 6 (5) #HiF A EEOZYPEIZHONT

< HEEE - R IZONT>

HEUE T, LT O AEN S FOLFOX JEIEN BRIk 2 A8 i8R TH

HZEXAMThHDLHEEZOND EREH SN TVWD,

« FOLFOX WiELEZ 0D 7 v{b B I U uo+7 7 FHRESEBELE LT
PR BRIIFE L 2V DD, AN T AERRER M ONENE 1T A RER I B W
TARA Z B LA MEFRIEO BRI T 2GRN ZEER RIS N
TWb,

WS A R A RSN TR Y, WA TITEERE L LTEHINT
2,

c RIELOFIEIRRAA R T A 12 FOLFOX JEENTH STV D

UboZ &6, BARBREZSIIARAOZH ﬁ%kbfv«ﬁ)+~k 7
NAa T RO EEOBEICIC B EE R T A LA EE L T
WD,

[ 1 2E RLfE ]

HEETIT, FOLFOXRIE L Z Do 7 vk ) S Vv +7 7 FHRIEOL SR
PER VA M2 B U7 IRRIBRIIFE LW E R S LTV 5 23,
FOLFOX Ji£{E & FLP L (Z A w7 uAf all vy Y ATTF )
T E L U BRI BR e N EICER S TW5D, YRR R TIx
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FHRMETIWEBEM TEDL L2201 OO E M TliE FOLFOX 52 FLP &L L D
BN TWAHHEANBESIN TS, -, A I HRERES 1~ &%~ T
OVE NG R G BR 27 8) . @%18~200 DR 5 4 [AFR BE O G M & RN B4R
SNTWD, &b, #HRFER22 FOKRKTA RT7 A4 BRI H Y §
FEICxT DR E L THER SN TS, RIFICBWTHERITTOEEIRE T A
R A CRflish, e LTSRS TS, Bt 5B 3%y

EEZXD,

<HEEHE - HEIZS>WT>
FEECIT AR TIIEBIBEIC L7 d e w5 o U TEM AT %85
BDOFHEKRBEINTWD N, FOLFOX L, T 72bb AR Y F— K740
U T UVEHR R RO RIE SO BEICIERIZZ Y TH D L I TV 5D,

EEEITN S

BRI 5 FOLFOX JIE~DHEICILRIZZ Y Th D B 5, — . EHE
EOIRIRICE T HRBREA1~4 7.8 L BR300 Ofifi F SR O fF 29152 K ONfESL
HA BT A EE0. R0 OFLHEN S, 7 vAn v T v LR &I
2400 mg/m?> TOMEMH ., 7220 B BEAGE O /NG M QY BRASRE 2R R 1264 5
VARARY F— k- 70t v v v uRikehiE 0t BRIk RROBREN ZY &
EZD,

<EHENZHEEZ LML HE>
/N, TER IR T RE R T - B O HE R R IR RE R R 2 X3 5
VRKRYF— b « 7t v v T o reiaEit ARE
BHE, RAZIZVARARY F— K ELTI1E200mg/m? ((KFEME) % 2 FFHE
D TSR ER RN TES 92, LARA U F— b OSTE RN IESHE TE#Z I
NAa w7l LT 400 mg/m? (KR ZEIRNIES ., S blc7 A
777 LE LT 2400 mg/m? (KRR EME) & 46 R FHaET 2, 2z
2R STk R,

¥, Fhn, BEORREBRIICIVEERET S,

<BRERHIPLE SITIZ DWW T >

BEAETIX, HEICKT 5 FOLFOX #iEI1X, NCCN A RT A &% |2 LT
ENDHLIALELTCEHRBINTWDZ L, BEOT 7 AL HEE /S
I A e LR ORTHREEE L TR SN TV D 2SI~ Z b KEOfEH
ERELLTRDESEINTWVALEL I AU THDHELW Z L EAICB W T
K OBIBETA RT A EED [ZHR I LU A E LTREINTY
HZ b, EEREEE L THEHBEENSED ERficnTWnD,
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[ 12 AR ]

ARIRIZ I T FOLFOX kL & il O FFE MBS VA 4 52 bhl U 72 BRI ARBR I3 |
OO, ENIOEERRBRBE L OMEHAEZENLRE SN T DA L T4
WaEZET DHE, FOLFOX BIEITHBICH T H2HEERIBEIETHD LE XD,

CERTRERBROBE L FOFER

FEETIT, LB L BT 25 FOLFOX H{EIXAH HFE S Al aE )
SDEFLWVWEBZILND EREEINTND,

IR AR E IEG 2 xR e LT, 1 RIGEE L TOTZ vk ) IV +7TF
FTOFRREZ S REE & L. FOLFOX JRiEZRBRIaRAE & LSRR AT
IZENMELWVWERHTIEHI2HLOD, T TIZEIITHENTHIEERE &R
ik S AU TV D FOLFOX 81k o ik BB IR IE & LT ERIREBR kR 2 72 ) VY — 2 %
HETDHZEFBENTERLS, POBKRVIEKOZ LWRBRE 2D Z &
O, EFIERIINE T Z E BRSNS, FFE, EACBWTIThi
FOLFOX & CapeOX DB ITIEFIEMARO T ERBR P IEE 2o TS
(NCT01748851),

— T, EHAMCBIT A REICET LT —ZIEEA5TE Y, HNIC
B ALEMITHOEIETIZH Db OO K OB S 2 HRER S &)
ThO., BIET X L% FEMIBRHTIEH L 00, 2 DOMENRHE S
TW5,

[ 1€ RLAE ]

B39 5 FOLFOX k1T, EEEORBMO LBV | BRI W TIERER
MTHY, BRI THLZEMEEIRBE COEE REHRBRNS L . A2k
HLEBEOB TR NR S D Z ENLEFNAMESZ 2 v, BMEERT —
ARBIFIARELEZ D,
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