RAGRIE - WL o EYE GEESSL (1)

(AlstR=C1 — 1)
(2))

1. BEYERNEFICHES 5 FIH
oY Vs
IS (eas ;. BAEEYR )
LOIF = ’ .
v ¥5. | EEHEIE
(FBE KA )
™ EA
(R4 ; )
w0 4 VARAR Y F—h I w b
(— & 4)
W% 4 TAYRY R TER 25mgl 7 A VAR Y 2
- &r1E B 100mg
\\b_‘ ~/__\
B35
%= %
‘ﬁ:ﬂﬁ»/_\
FNBREES | e
ARAAFLIE - WIS
NIRD 73R ™ R FRIE v ES AR
(LFnTFnnz
Fxv 3 5,)
e « zh F B YIBRARE 2 AT - PO B
(E2ET 5900 -
RIS W TR
95,)
LARAYF— b« Zd vy o VRO L
LARARYUF—hkELTI1IE 200mg/m2 ((KEHEE) % 2
Mik - HE R 2T AR E T B, LARAR Y F— kO S
| (EET s EE - 0 S s
BLNE | 1 mie o o Tﬁ%h7wﬁmﬁ7/w&Lfﬁﬂ@@%%%ﬁ%)
F5.) AR, SblcT7rAr T T vl LT 2400 ~
3000mg/m2 ((RFELHFE) % 46 R FrfiitiEd 5,
Z 2B LTk KT,
(Frio HIES)
fii =z




CNRICET o EEE
CARREY v A

A DRI

FH = 3

DFEME g 40,000 A

(2 5 | < s>

LBE%K. | BHEmREE TN 140,000 AAETH D FETEEILR 50,000 A/
Hew H | EThD, EHCHFRIEOXNSR LI DT - HRIEG NI CHE KO
iz o | SO%FRE (K 40,000 N/4F) (F1ET D & THlEh 5,

bR T

%)

EANOK | GhiE - DREOHE - A&+ T25)

BN A [P - 2 R]

(IS4 |1 LARBY F—F - ZAFm T g E B8 (FRREXLH
Kon) | FE) KON« BT 7 A e v T IV OFUERE R OH

G

2. VARFBVF—b - 7t av T R iR O EE B |
WodE K OB IR A RE R B o x5 7 vAa v 7 v v OFiiEE
2h H D ¥ iR

[k - HE]

1. LRARYF—h - 7Far T g E BmE., RAKIELARR
U —h&LT11H250mg/m2 ((AERmEFE) % 2 Refl 2T TRIEF
IRNTES T2, LARKY F— b OSEF IR IS Bl AE 1 BRI 7
AT L e LT 1 E 600mg/m2 (AR EFE) % 3 4y UUN Tk
WICEHIRNER T2, 1EMZEIC6 Y IELEH%, 2 KK
T5H, TNE1I7—NET5H,

2. FERG - EREICHT A VREY F— bk - T Fd e v T LR
B OF 15

(D @, RAZIEVARKRY F—1h & LT1IE 100mg/m2 (K3 H
&) % 2 BERE T CHRMFIRNIES 325, LARK Y F— b oS
ARNTESH& TIEZIC 7 v A r 7T 20 & LT 400mg/m2 (K3 )
EEIRNER T E LB, 70Fdr 7T s LT 600mg/m2 (K
RiAE) & 22 FFE T TRBEEIRNIESR T2, Zha 2 HHEk
LTATV, 2 I Ly KT,

(2) BHE., AT VARKRY F—hrELT1IE 250mg/m2 ((KFK
) & 2 BERI U CORMEFRIRNTESR 2, LARA Y F— F O
ARNER S TEZICZ VA e 70 LT 2600mg/m2 ((RE
&) % 24 FERI T CHRIGEEFIRMNIES I 2, 1EM I L1126 [ml#EY
KL%, 2 BBAKRESTZ, chzxz17—1E35,




(3) @, AT VARKRY F— & LT1IE 200mg/m2 (K3 H
) % 2 BERI 2 CARMEIRNER 925, LARK Y F— h o sl
ARNTESHE TIEZICZ VA r 7T 20 & LT 400mg/m2 (KR35 1 f)
FPEIRNER T EEHIC, 704w 5208 LT 2400~
3000mg/m? ({KFmAE) % 46 B2 TR FFIRNERN T 5, =
m&zﬁ%i&m@@ﬂfo

BB RIS T A VAR = s Tt ny Ty
wﬁﬁ%&ﬁ%%& WE. A LVREYF—FE LT 1 [
200mg/m2 (ffRmAE) % 2 R T CTRIEFIRNER 35, AR
ARV F— b OAREFEFIRNERE TERZICZVAr Y7218 LT
400mg/m?2 (KL HEFE) ZHFHIRWNERIT LB, 7rdnu s
vkaTEMMm@M(W%ﬁﬁ)%46%%%HT%%%WWE
HWTo, ZhxE 2B EITHEY RS,

Ny -
D o FEHE
(AR D 5
#e] ~0
%Y

(&Y 7
5H DI
F 7
L., #&%7
5 EE
7o AR i
2 W T E
WT s, #
% o 1 H
7% Y 7
LY REaEN
&b gl
™1 DI
F v 7
T5.)

1. SRR O EE M

VT AEMICEKRREEND DER (BIER R ER)

A WROETH AR T, HEAEFIZE LW E L2 LT T RE
MU 2O A FEAEICE LWL RITTHRE
(FREOEAEITH YT D5 & B 2 TRIL)

OIBR AR AEEST - R EBOAEGFHM P REIZHN 13ATH Y, TEMmIC
BRI ENDDHEE | TS T2 LWL,
2. EREoAH M
7 BEfFOEIENENIT 720
— 1 KK S DO EFIRERBRIZ B W THME - ZeMENBEfFORIE L
RTHLNZERL TS
v ERKAE kwfﬁﬁ%%% AT oi%ﬂf 3D ERNADE
Fg&gg% B K E 2 THENICHIT SRR YSTE S L
A

(EREDOHEAEICTE LT 5 & B T RH)

NCCN H A KT A 2BV T, FOLFOX WiEIIHEIE SN HiBmiE L LT
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B 5 &R KE | A FTA The National Comprehensive Cancer Network
D3 72 WV s Ak N Clinical Practice Guidelines in Oncology (NCCN
RIEDVTD Guidelines): Gastric Cancer Version 5. 20171
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Frvs L. ZhEE « ZhAR B
24014 [ o) 4 Y (F713%hRe -
BolE N A & AT BE D B
Mk - & Fluoropyrimidine and oxaliplatin
(F72 ‘ifﬂ% " | oxaliplatin 85mg/m? iv over 2 hours, dayl
M EIZBEED & ) .
2 20k S AT dl-leucovorin 400mg/m? iv over 2 hours, dayl
5-FU  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
774 KA > | Enzinger PC, Burtness BA, Niedzwiecki D, et al.
DR ER 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.
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wKE | A RTA Gastric cancer: ESMO Clinical Practice Guidelines
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FOLFOX
oxaliplatin 85mg/m? iv over 2 hours, dayl

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

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




repeat every 2 weeks

WA K7 A > | Catalano V, Bisonni R, Graziano F et al. A phase 11
D R L7 study of modified FOLFOX as first-line
chemotherapy for metastatic gastric cancer in
elderly patients with associated diseases. Gastric
Cancer 2013; 16: 411-419.
eSS
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)ﬂé%?é%;@%&; oxaliplatin 85mg/m? iv over 2 hours, dayl
% 20 # G PT) S-leucovorin 200mg/m?2 iv_over 2 hours, dayl
2400mg/m? (over 46 hours) continuous infusion
repeat every 2 weeks
WA K7 A > | Catalano V, Bisonni R, Graziano F et al. A phase Il
D AR study of modified FOLFOX as first-line
chemotherapy for metastatic gastric cancer in
elderly patients with associated diseases. Gastric
Cancer 2013; 16: 411-419.
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2400mg/m? (over 46 hours) continuous infusion
repeat every 2 weeks
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chemotherapy for metastatic gastric cancer in
elderly patients with associated diseases. Gastric
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3. HENHFITHRLENIDRFILE « fLEFIZONT
(1) MAERALEGRR, R EEBRE TR 5 ARk E L TOHS RN

< EROM R IT1E (BB BRFHE) . BB ER. TR - KEFOETEH
1 DAL 25 >

1)2018 4 3 A 1 HHLE, Pub Med T”gastric cancer” AND “oxaliplatin® AND
“leucovorin” AND “fluorouracil’z ¥ —7U — N & L THRHET 5 & 226 § D THk
N, o556, FT NCCN A RT714 & ESMO A K74 12
BT FOLFOX WiE A #ER T 2RI & 2 53 IS 2 WA % THESNC R T
DRSS | IZFRHET 5, WIT. FOLFOX JRIENXHRE L o o572 3 DD T
> Z AEHEGARR & ASCO 2013 THEERINIZHLODOwmILE L TARIA T
N1 DD T U MMEHERBRIZ I 1T D FOLFOXEIE DO A &2tk z i
ST BT D BIRFRBR S ) IZREHET D,

2)2018 4~ 3 A 1 HHLFE, Pub Med T”gastric cancer” AND “oxaliplatin” AND
“leucovorin” AND “fluorouracil” AND “japan”% ¥ — 7V — K& L CTH¥ET D &
13 B O STHER S S v 7o, RFRIZ I B AifA X B R BR IXFIEE 3. FOLFOX




IV—65

BIEORT 5 2 50O% FHRABFCE LT TERICB T A KRR | 123048
T 5,

<A I T D R IR 5 5 >

FOLFOX WiEIFHEBOKR G HIESCHE P RE SN TWD A, SERIEET LM
% - H&E TH %5 mFOLFOX6 % it (oxaliplatin 85mg/m2? iv on dayl,
dl-leucovorin 400mg/m2 iv on day 1, 5-FU 400mg/m?2 iv bolus on day 1, then
1200mg/m?/day x 2 days = total 2400mg/m?2 over 46-48 hours continuous
infusion, repeat every 2 weeks) (2B B RFEM 2 A FKiHm SLOBEE 2 LT I2R
B

[mFOLFOX6 #&iED A M « 2B 25 3]
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: 2736-428 (NCCN # A4 K74 D
5l 16)

UIBR A RERIEN A/ EEEAEHEIC L, 1 KiGHFE L LT ECF (=L e
VAV AT T F T NF Y T U)V) KEiE (N=82) L IC (AU /T A+
VAT ZF ) HEik (N=83) L mFOLFOX6 #k (N=80) oZzhZhnict>
XU~ TP L THET ST X 2 TR CH 5, FREIE 1L 61 vs.
45 vs. 54%., MEIGAE A fFHAM R fif1E 7.1 vs. 4.9 vs. 6.8 2 A | A7 B R E
X 11.6 vs. 8.6 vs. 11.8 A THY ., ¥V XL~ T AL VAL TEHDH LD
D, WS OEEIRE TH 5 ECF ik & mFOLFOX6 AL [FFEE O fF 2%
iz ehmantc, $ AFFZEIABE TCHo72H DD, mFOLFOX6+
Y XU TEIETCRESEN A L IEF OB EOCHEEFLIC L DBEPIE
HEn LRl HFLARUEDRBEBHFTHLEEZ bR, EDZ &b, EHS
DIEYEIRIE D 1 D TH % ECF ¥ iEIL mFOLFOX6 #IEICNE [ RETH 2 & 38
S NCCN HA RT A 2 mFOLFOX6 IENH#HER SN DL U A E LT
L R N GAY

2 ) 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. (ESMO

HA RZ74 D5 HE S 68)

70 kA B EnF IR A RE B FEIC T 5 1 kigkE & L TO mFOLFOX7 #ik
(oxaliplatin 85mg/m? iv on dayl, S-leucovorin 200mg/m?2 iv on day 1, then

1200mg/m?2/day x 2 days = total 2400mg/m?2 over 46-48 hours continuous
infusion, repeat every 2 weeks, 7720 H mFOLFOX6 JEEN D 5-FU 20k i
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HErkwicro A ) OF 11 fHER (N=43) TH D, FhpF I8 74 % (G
PH: 70-83) ., ZEhEIG 35%., MEHRAEAfF IR bl 6.8 2> H | A= 17 W ] o il
105 MA L BIFTH -T2, £7 Grade3 U EOFEFELIT, FPEREAD 9%,
PET7 1%, W 5% T o7z, EinH BFEICK T 5 mFOLFOXT JRIED A N &
RN RB I N, ESMO A4 R4 sl HEhizbosEZ LR
%o

3) Cohen DJ, Christos PJ, Kindler HL, et al. Vismodegib, a hedgehog
pathway inhibitor, combined with FOLFOX for first-line therapy of patients
with advanced gastric and gastroesophageal junction carcinoma: A New
York Cancer Consortium led phase II randomized study. J Clin Oncol 31:
suppl; abstr 4011, 2013. 2

UIBRANRE F /B HEE AR IS L. 1 IRIGHE & L T mFOLFOX6 kT %)
795 hedgehog R EHK TH 25 vismodegib O EFHNREEMHRT DT &
LML I AR TH S, B TH D5 mFOLFOX6 #iED A M & Lot
TORITFET,

4 ) 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. The
Oncologist 21: 1085-1090, 2016. 3

GIBR AN AR H o/ Al H SR ISR L, 1 IRIBE & LT mFOLFOX6 1% xt
3% MET PHEHK TH % onartuzumab O LR EZHERT LT &2 MMLEH
IR TH D, HBEETH D mFOLFOX6 EIEDOFIME L ZetEE2 L Tk
[ZFEd

5) 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 27: 2196-2203, 2016. 4

YIBRANHE B /A TE E B AR/ BE IR L. 1 IR E L TO mFOLFOX6
FIEICxT 5 VEGFR-2 fLEHK CTH 5 ramucirumab O LT 2RI 5
T oA LMEE I HRBR TH 5, MR TH S mFOLFOX6 JEiED A M &%
EMEEZLLT ORI T,

6 ) 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 METGastric
Randomized Clinical Trial. JAMA Oncol 3: 620-627, 2017. 5
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UIBRAEE B/ B EE A L, 1 RIBE L L TO mFOLFOX6 12 %t
4% MET [HEIHK CTH 5 onartuzumab ® LRI R 2B T 2T & LLE
NI fEREBRTH D, STHEETH D mFOLFOX6 EIEDOHEME L 22 L T D
FIZF T,

mFOLFOX6 WL D A 2 - 22tk

Grade3 UL LD HEERES (%) &3]
EE mPFS MST
N | 4FER B &
& _ FN B | MK | PSN (7 A) (7 A)
T i (%)
Cohen
64 35 5 NR 8 NR 13 30 8.0 14.9
2013
Shah
61 45 NR | NR NR NR NR 57 7.0 11.3
2016
Yoon
84 36 NR 0 3 1 11 47 6.7 11.5
2016
Shah
283 29 NR 3 5 0 1 41 6.8 11.3
2017

(mPFS, median progression-free survival, 83 A4 f7 8 [ & e fi; MST,
median survival time, 4 fF#1E F 5fE; FN, febrile neutropenia, J&Z\M: 4+
BRI/ E; NR @ not reported, 572 L)

< HARITIB T B R R >
RENC IS D AiH) & FR KR O W 1L 720, BT HRMIIEICEE T 5 K" FEKim LD
LS 2 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
42: 686-90, 2012. 9
7wﬁm7§vw VAT TF AV T XV TR E o7
AREH I 12 Flic k95 mFOLFOX6 kD% F MM T 5, BohEIS
23%\ HEPEA AW P JE 90 B, A F IR T Ll 268 A Grade3 LA ED4F
HERIAE 57%., &I 14%., /MR 21%, &7 =7 MAE 7% & HE S
i,

2 ) Masuishi T, Kadowaki S, Kondo M, et al. FOLFOX as First-line Therapy
for Gastric Cancer with Severe Peritoneal Metastasis. Anticancer Res 37:
7037-7042, 2017. 10

EEMEAKS L IIRAOBICNEO ERRERE (5 ERERE) 263 5 0)R N6

10
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B 10 Flicxt4 5 1 &iBE & L To FOLFOX #i% (mFOLFOX6 % L < I
mFOLFOX7) O®%GHREF CTh 5, HEEEAFHM S IRE 7.5 A A7
M Y9efE 18.2 22 H . Grade3d LA ED4FHERAE 30%., il 30%. /MK
WD 20% & s S,

MXICH-GCP LD FFRABRICHOWTIE, ZOFREMTHZ &,

(2) Peer-reviewed journal D#RFE, A & « 7 F U v REDOHE RN

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. 1

Louvet D5 R L 0 | HEAT H 2395 FOLFOX6 WL XA B> BEMED
BMWRRIETH Y | IEERR LK T OB END L T LR NTWD,

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. 2

FOLFOX6 fiLz it L 7= Artru S ORER L VW . FOLFOX6 #ik(T 5-FU & &
AT TF o= LA ERIE L BEU LA A T, K0 m0naAR
Mref+seidbsnTng,

3) Caponigro F, Facchini G, Nasti G, et al. Gastric cancer. Treatment of advanced
disease and new drugs. Front Biosci. 2005;10:3122-6. 3

HEAT 5B E TR 9D FOLFOX JRIZIC >\ T, Ak - HFESEL L 220
R BRI C— B L2 BRI A 2 23R STz & L T, Louvet 25 )2 TY Al-Batran
EORERZFH L CRBINTWS, 72, Al-Batran ED#ER L0 | 2@
T R O bR B E TH VB RE Th o L S TV D,

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. 1

HETHBICB T2 X2 ey b3 1077 F AR E (XELOX #iE)
& FOLFOX RIED N L L a2 ik T2 A TEBMI NI AFZ - T TV ¥
AT D, 178 FAFRD 5 5 26 RN IR L2 . WTORERS FEO P
¥ —FT NN TRARINTZLD ThoTo, BEEAGFENH (PFS) OEF®R1AEEN
L CHRITEE . 2AFHIH (0S) OFW|AEZENDLI LT L HROALTH-T-T
B, PFS KT OS 122 W TEFHIl 23 T o 4L T W72 0y,
1585 fi] (XELOX : 787 f5l, FOLFOX : 798 f3i) 2MEATICE Tz, TR
W T XELOX #Ri5 & FOLFOX SR IEICHE RN 2 A 1T D o 72 (4 v X =1.18,
95%fEEH X [#] 1.00-1.41, p=0.057), 5E4%%) (CR). #m» &% (PR)., XIXLE

11
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(SD) MELNTEFOEAELRETH -7 (v X=1.10, 95%15 % X [#]
0.95-1.28, p=0.191) , XELOX #%#7% & FOLFOX JEiEIcdtm L TR O bz 17
PRI A M ERPED . L, REEET =2 —m T —ThH O | WTIDOIREIEIZ
BWTHRFEHOBEEITHE L2, XELOX &% X FOLFOX ik & tb X THL,
OWN%. Tl TEOREBENARICKLS . FREBEHOREEBENAEIC
ol ik &N TV D,

(3) HREF~DOFERERBIKE L TORERN

<GS T D AR EE >

1) DeVita, Hellman and Rosenberg's Cancer: Principles & Practice of Oncology 10th
edition. 2014

Chapter 46: Cancer of the Stomach

Treatment of Advanced Disease (Stage 1V)

Treatment of Advanced Gastric Cancer: Palliative Systemic Chemotherapy
ETHEBERF LT L2825 FTRIEDOI L, ZHPFHBEED -2 & LT
FOLFOX M{ENTH SN T\ 5, HHEIZH W T FOLFOX #iEZ Mt L5 1l
FARRBR DG 23 5 dH » . Overall response rate 755 50%. 4 15 H5 4 (5 op il f
OEEFH P RENZEN LN 5~6 % H.10~12 »  TH -7, £72,FOLFOX
BIBIC K DB MEIEIAXV IV 77 F I ERT I RMERE =2 —a T —%
G, Ml EREEEICER SN ESE L HEEB LTS Z LiTimAa T, 5-FU
(AT O E BEDH ORISR . R OVFR S MR e mE T H D L RE S TV D,

<HARIZBUT D HBEZE>

1) FEGRER Y — D AEYBEIEEMEO DI, KETHE 4 K. BARERYS
. FEVLAL. 2015

EAT-HREEO - RIEHFEE LT A OERERE L, 7 vk ) 2 U (5-FU,
HRBEEL, S +ASHEK (AT F AXHY TS TFU) NR—
AT, R ArlciribErrazlza<itbnsZetbdd, —FH., HEN
DEEMERIEIT S-1 L VAT T F U 0FH#EE (SPEE) ThoH, ROEBIOT
ERVWEFSLREOEKERTL2EE, VAT 7F ORI S oV E R
DK T L7 BFEICKR L TiE, 5-FU OFeiER L, 5-FU+ LARAR Y F— ME
E% PSAROEFICKH L TELS-1HMEILEZITOHALH L LRI TH
%75, FOLFOX HEiEDFLEIT 22\,

(4) ZF2UTMMEOBIEA A KT A > ~OFHA;R B

<N BTDHDTA RTA 5>
1) NCCN Guidelines: Gastric Cancer Version 5. 2017 1
Gastric Cancer @ Systemic chemotherapy (213X mFOLFOX6 JEIENHESE S L

12
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HLU AL TCEREINTWD,

oxaliplatin 8 5mg/m2 iv over 2 hours, dayl

dl-leucovorin 400mg/m? iv over 2 hours, dayl
5-FU 400mg/m?2 iv bolus on davl, then 1200mg/m?2/day x 2 days (total
2400mg/m?2 over 46-48 hours) continuous infusion

repeat every 2 weeks

2 ) Gastric cancer: ESMO Clinical Practice Guidelines for diagnosis,
treatment and follow-up 7
B IZX T 5 mFOLFOX7 LN fEE < T b

oxaliplatin 85mg/m2 iv over 2 hours, dayl

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

2400mg/m?2 (over 46 hours) continuous infusion

repeat every 2 weeks
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