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O 9 Ec AE Hertg Meb (Gastric or gastro—esophageal juntion
adenocarcinoma)?)
— 2| e (gastric cancer)2| 2F 95%= M (gastric adenocarcinoma)0|'31

= o X

HEZ2& ?/2(noncardia gastric cancer)| HME2 ZE{ELD Y2L},

H o — (=] o = o
5 ¢ Ee AR dete U2 SItetl US.

- e[ A= AJCC/UICC(American  Joint  Committe  on
Cancer/International Union Against Cancer) ZE+= Japanese system<2
2 EFs5tH, YAE HetF(gastric and esophagogastrlo junction,
EGJ)oll &M sH k2 Stewert 275 AFSE

O 9% == f4z FE

adenocarcinoma) x| &2)3)

- XX zof Mufst AP, Mol ARo= 20~50%, L= ZE2SH OfA

ofoffM= 70% HE O[XXRE Pz, T2 LMAHAAM irinotecan

L= dooetaxel9| 4% flettiy] M=o JME ER 20|, paclitaxelzl
irinotecan= M &0i X}0o|E HO|X| 2LUZ

[
gi
il
-
9

Mel (Gastric or gastro—esophageal juntion

— Target therapydllM= EGFR(epidermal growth factor receptor) inhibitor
2l trastzumab, VEGF(vascular endothelial growth factor) inhibitor2l
sunitinib(OIiPiIE), apatinib, ramucirumab(O|X}x|&) S0| A2rAlAH &
o dEo 72 BEUS.

1) Cancer, principle & practice of oncology 10th ed. (2015) > Chapter 46: Cancer of the Stomach
2) Cancer, principle & practice of oncology 10th ed. (2015) > Chapter 46: Cancer of the Stomach

3) NCCN guidelines, version 5 .2017 > Gastric cancer
NCCN guidelines, version 4 .2017 > Esophageal and Esophagogastric Junction Cancers
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NCCN guidelines10)

National

Comprehensive NCCN Guidelines Version 5.2017 NCCN Guidelines Index
Sanc - Table of Contents
INGI®IWNE Cancer Gastric Cancer able of Conten

Network® Discussion

EPRINCIPLES OF SYSTEMIC THERAPY
Svystemic Thera for Unresectable Locally Advanced. Recurrent or Metastatic Disease (where local therapy is not indicated)

= Trastuzumab should be added to first-line chemotherapy for HER2 overexpressing metastatic adenocarcinoma
(See Principles of Pathologic Review and HER2 Testing [GAST-B])
» Combination with fluoropyrimidine and cisplatin (category 1}13
» Combination with other chemotherapy agents (category 2B)
» Trastuzumab is not recommended for use with anthracyclines

Two-drug cytotoxic regimens are preferred because of lower toxicity. Dependent on prior therapy and PS:
Three-drug cytotoxic regimens should be reserved for medically fit * Preferred Regimens:
patients with good PS and access to frequent toxicity evaluation. » Ramucirumab and paclitaxel (category 1)35
» Preferred Regimens: » Docetaxel (category 1)27:28
» Fluoropyrimidine (fluorouracil"' or capecitabine) and cisplatin”'ﬂ » Paclitaxel (category 1}25’-‘?'""'37
(category 1) » Irinotecan {category 1)37-40
» Fluoropyrimidine (fluorouracilt or capecitabine) and oxaliplatin5-18.% , Ramucirumab (category 1)*!
= Other Regimens: » Fluorouracilt* and irinotecan38.42.43
» Paclitaxel with cisplatin or carboplatin29-22 (if not previously used in first-line therapy)
» Docetaxel with cisplatin23-24
» Flueropyrimidine®2%.28 (flucrouracilt or capecitabine) *» Other Regimens:
» Docetaxel27-28 + Irinotecan and cisplatin18.44
» Paclitaxel22:30 » Pembrolizumab
» Fluorouracilt* and irinotecan31 O For second-line or subsequent therapy for
» DCF modifications MSI-H or dMMR tumors 4548
¢ Docetaxel, cisplatin, and fluorouracilt-32 O For third-line or subsequent theraey for
© Docetaxel, oxaliplatin, and fluorouracil®® PD-L1 positive adenocarcinoma®
¢ Docetaxel, carboplatin, and fluorouracil (category 2B)%4 » Docetaxel and irinotecan?® (category 2B)
» ECF (epirubicin, cisplatin, and fluorouracil) (category 2B]35

» ECF modifications (category 2B)34
¢ Epirubicin, oxaliplatin, and fluorouracil
© Epirubicin, cisplatin, and capecitabine
¢ Epirubicin, oxaliplatin, and capecitabine

TlLeucavorin is indicated with certain fluorouracil-based regimens. For important information regarding the leucovorin shortage, please see Discussion.
*Capecitabine may not be used interchangeably with fluorouracil in regimens containing irinotecan.
**Pembrolizumab is approved for patients with gastric tumors with PD-L1 expression levels = 1 as determined by an FDA-approved test.

Note: All recommendations are category 2A unless otherwise indicated. Continued
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

GAST-F

4) DeVita, Hellman, and Rosenberg’s Cancer: Principles & Practice of Oncology, 10e

5) Current Medical Diagnosis & Treatment 2015

6) Principles of Molecular Diagnostics and Personalized Cancer Medicine

7) Goldman Cecil Medicine, 192, 1313-1320. e2

8) NCCN guidelines, version 1. 2017 > Gastric cancer, Esophageal and Esophagogastric Junction Cancers

9) ESMO, 2016, ESMO clinical practice guidelines for diagnosis, treatment and follow-up > Gastric cancer

10) NCCN guidelines, version 5 .2017 > Gastric cancer
NCCN guidelines, version 4 .2017 > Esophageal and Esophagogastric Junction Cancers
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NCCN

Narional

Comprehensive NCCN Guidelines Version 4.2017
Esophageal and Esophagogastric Junction Cancers

Cancer
Network®

NCCN Guidelines Index

{See Principles of Pathologic Review and HER2 Testing [ESOPH-B])
» Combination with fluoropyrimidine and cisplatin (category 1)19

» Combination with other chemotherapy agents (category 2B)

» Trastuzumab is not recommended for use with anthracyclines

Two-drug cytotoxic regimens are preferred because of lower toxicity.
Three-drug cytoxic regimens should be reserved for medically fit
patients with good PS and access to frequent toxicity evaluation.
* Preferred Regimens:
+ Fluoropyrimidine (flucrouracilt or capecitabine) and cisplatin20-23
(category 1)
» Fluoropyrimidine [ﬂuorauracilf or capecitabine) and
oxaliplatin21.24:25
» DCF modifications ~
¢ Docetaxel, cisplatin, and fluorouraciit-28
¢ Docetaxel, oxaliplatin, and fluorouracil?’
¢ Docetaxel, carboplatin, and fluorouracil (category 2E!)28
= Other Regimens:
» Paclitaxel with cisplatin or carboplatin
» Docetaxel with cisglatin:’z'“
» Fluoropyrimidine22.34.35 (fluorouracil’ or capecitabine)
» Docetaxel?6-27
» Paclitaxel38:39
» Fluorouracil* and irinotecan??
» ECF (epirubicin, cisplatin, and fluorcuracil) (category ZB}“'i

29-31

emi herap 0 [Arese ble Lo Advanced, Re ent or Me

+ Trastuzumab should be added to first-line chemotherapy for HER2 overexpressing metastatic adenocarcinoma

D where |o herap no

Second-Line or Subsequent Therapy
Dependent on prior therapy and PS:

¢« Preferred Regimens:
» Ramucirumab and paclitaxel for adenocarcinoma
(category 1 for EGJ adenocarcinoma; category 2A for esophageal
adenocarcinoma)*2
» Docetaxel (category 1]35‘37
» Paclitaxel (category 1)38-39.42
» Irinotecan (category 1)343-46
» Ramucirumab for adenocarcinoma (category 1 for EGJ
adenocarcinoma; category 2A for esophageal adenocarcinoma)"
» Fluorouracilt* and irinotecan®4:48.49
({if not previously used in first-line therapy)
Other Regimens:
» Irinotecan and cisplati n24.50
» Pembrolizumab
¢ For second-line or subsecguent therapy for
MSI-H or dMMR tumors>1:52
¢ For third-line or subsequent therapy for
PD-L1 positive esophageal and EGJ adenocarcinoma
+ Docetaxel and irinotecan (category 2B)3*

#%,53

Table of Contents
Discussion

» ECF modifications (category 28)10.11
¢ Epirubicin, oxaliplatin, and fluorouracil
< Epirubicin, cisplatin, and capecitabine
¢ Epirubicin, oxaliplatin, and capecitabine

TlLeucovorin is indicated with certain fluorouracil-based regimens. For important information regarding the leucovorin shortage, please see Discussion.

*Capecitabine cannot be used interchangeably with fluorouracil in regimens containing irinotecan.

“Pembrolizumab is approved for patients with EG.J adenocarcinoma with PD-L1 expression levels > 1 as determined by an FDA-approved test. The NCCN Panel
recommends that the pembrolizumab treatment option be extended to patients with esophageal, in addition to EGJ, adenocarcinomas with PD-L1 expression levels = 1.
Continued

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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O MEES UAEHOZE HERHMO|A paclitaxel CHE atA|d 1H | o
=290l placebo = AAMAIE 1H HIRHO|A paclitaxel CHE
AMAIFEE FIF EAc M=F 1HZ EAe
O [RAINBOW]11 11X} &etslst@¥# o Z anthracycline® HEsHAHLE =

2 Y ZSHK| &2 wZAHL fluoropyrimidinel] BHELEO=Z Xz &
T £ X2 2% 50§ = 4702 ofufo| ZEo| M E 18AM of 4t
Mol = HAM 27lsst 734 XM 9 £ /A HEE Mt
2tXHn=665)E Hate2 FAuid (MEEF: 92k = 1:1), o|=5HA,

— 1At "L X El MAMET|ZE (median overall survival)2 (A&
+paclitaxel) F0{70M (9 2+paclitaxel) £0{ CHH| Fo|5tH oA
A o0§(9.67H & [95%Cl 8.5-10.8] vs 7.47H&E[95%Cl 6.3-8.4),
stratified HR 0.807[95%CI| 0.678-0.962], p=0.017) 67/|& M=s
2 (A& E+paclitaxel) F{ZAHA 72%[95%Cl 8.5-10.8]0|¥ 2 (2
Skpaclitaxel) F0{Z0HA 57%[95%Cl 51-62]US. 12748 MM
=252 (MAEEZ+paclitaxel) F0IZoA 40%(95% Cl 35-45), (9<F
+paclitaxel) F0IZHM 30%(95% Cl 25-35)% =

- BRHM=T|7  (median progression—free survival)2 (AIAEE
+paclitaxel) F0{ oAl (2 2F+paclitaxel) £0i CHH| Fol5kA AZE
| AS(4.470€[95%Cl 4.2-5.3] vs 2.970¥[95%Cl 2.8-3.
stratified HR 0.635[95%CI 0.536-0.752], p<0.0001)
= 67 FRYMESES (MEE+paclitaxel) F0{AAM 36%(95%

Cl 31-41), (?l2F+paclitaxel) F0I70o|Al 17%(13-22)0[A 204, 9
e FrHMEge2 (MAEZ+paclitaxel) F04Z0Al 22%(95% Cl
17-27), (®I2k+paclitaxel) F01Z0Al 10%(7-14)0|H S

11) Ramucirumab plus paclitaxel versus placebo plus paclitaxel in patients with previously treated advanced gastric or
gastro—oesophageal junction adenocarcinoma (RAINBOW): a double-blind, randomised phase 3 trial.Wilke H, Muro K, Cutsem
EV, et al.Lancet Oncol 2014;15(11):1224-35



— Ramuciumab plus pachial
| Censored

— Placeao pluspacase
| Censored

HR 04635 (85% C10536-0757)
Stratified log-rank p<0.0001

- (AMAE Z+paclitaxel) F0{70| 28%(95% Cl 23-33),
(®]2F+paclitaxel) £0320| 16%(95% Cl 13-20)2 EHHMoZ {9
st Xlo| & o (p=0.0001), HHZTHEE2 2tZt 80%(95% CI
75-84)2} 64%(95% Cl| 58-69)2 SHAMHMo=E RFolet Xt0|E H¢l
(p<0.0001)

- X9 Rad HItZn (MEE+paclitaxel) Foi#e| MM E=7|2H

(9r|9.*+paclitaxel) Eo0{z CHH| regionl,2(H|ofA|o}ol)of| H|SH re—

gion 3(otA|otel)ollAl FL|5tH S7H=[ K|

ol
B =]

| Remucirumabtpaclitaxel ‘ Paclitaxel

| Hazard ratio(95%Cl) | Odds ratio(95%Cl)

Median overall surviva

Regions1(n=398)/2(n=44) | 8.5 months(7.4-9.8) | 5.9 months(5.2-7.1)

0.732(0.591-0.907)

Region 3 (n=223) 12.1 months(10.0-13.3) | 10.5 months(7.8-14.1)

0.986(0.7271.337)

Median progression—free survival

2.9

4.2 months(3.9-4.9
months( ) months(2.6-3.5)

Regions1(n=398)/2(n=44)

0.639(0.518-0.789)

2.8

5.5 months(4.2-5.7
months( V1 months(2.8-4.1)

Region 3 (n=223)

0.628(04730.83%)

Proportion of patients achieving an objective response

Regions1(n=398)/2(n=44) 55 (25%) 31 (14%)

2.087(1.2/8-34)

Region 3 (n=223) 37 (34%) 23 (20%)

2.235(1.1774.244)

Data are median (95% CI) or number (%),

unless otherwise indicated. ARegion 1=FEurope, /Israel, Australia, USA.

Region 2=Argentina, Brazil, Chile, and Mexico. A pooled analysis is presented for regions 1 and 2 because of the

similarity of the patient populations
3=Japan, South Korea, Hong Kong, Singapore, and Taiwan.

- 53 3 EE 49 O|MUIS WS (AF
AS. OlMEISHE SF 3 EE 49
S3 39 DY, 55, D2t T

in these two regions and the small sample size in

region 2. HRegion

+paclitaxel) F0{Z0AM =
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O [REGARD]12 1xt &hetglsteioz BiZAH E= fluoropyrimidineS
Zeotst QEe| ofX|at 8 Foix 470 old, WZA E+&= fluo-

ropyrimidineg Zgst 2 X 2% (adjuvant therapy)el OHX|2t 82F F0
= 670 o|Lfoll A=Ho| XM= 24-87M Mo|M L= HMEIIsSH

T |'°|'

2 |

Zo My 9l EE AT FEE Mot #AHn=355)8 CHaoR 2
Aelbly (MHE: 2lo = 211), OIEUH, UM MBI BTt}
XN S ulmet Zat,

- 11X} BIIX|E2l MAME=T|ZF (median overall survival) 2 AMEE F
ool M 2l Foix oH| weolstA| =g (5274 [IQR
2.3-9.9] vs 3.87E[IQR 1.7-7.1), HR 0.776[95%CI
0.603-0.998], p=0.047) 67/HY M=ESES AFE FoiZoA
41.8%[35.4-48.1]0] AL 2|2k Fo{ZoM 31.6%[23.2-40.2]%US.
1270 MAMMESS 22 17.6%(11.8-24.3), 11.8%(6.0-19.7)%

™

—

i

A =T ZHmedian progression—free survival)2 AMEE F0{Z
OHH ek Fo{2 oiH| FolotH AZEAJUS(2A7HHE[IQR 1
vs 1.37H&[IQR 1.1-2.1], HR 0.483[95%ClI 0.376-0.620],

0<0.0001)
-— o — =l ST
= 127 RAAYEE FHU2 UEE FAZAAM  40.1%(IQR
33.6-46.4), ?12k Fo{FolM 15.8%(IQR 9.7-23.3)0|A=
MM EES —OXHMES
—_ o —
A
100 *-!ﬂ HR (5% C1)=0776 (0-603-0-998) B
1 lig-rank'pval (Eatfedr-0 947 100 HR (05% C1)-0.483 (0.376-0.620)
1\ — Ramudirumab (n=238) "\_‘ Y Log-rank pvalue (stratified) <0000
Y — Placebo (1-117) L
g "1\; I Censofed g 80 \,I
:g 1 ‘:L\\ % 60 II
_5 1 LIN::N*"L«J_ E 104 R
8 B T =
20 T_‘—‘—‘Iﬂ,mk\w g LT
J;L‘ L — '1‘_11_.1 ey ;
0 I O P P S P L S U . “"f“‘l‘,‘,‘_‘fl
123456780000 BMKM5167181920 26728 001 2 3 4 % 6 7 8 9 1011 R W OUIL WY
Number at risk Nomber at risk Time since randomisation {(months)
Ramucirumab 238 154 a2 49 b7 7 3 00 Remucrumab 238 213 113 65 61 45 30 18 18 11 5 4 2 1 1 1 1 0
Placebo 117 66 el 20 7 4 i 140 Plaebo 117 2 7 1 7 4 2 2 1 1 1 1 1 0 0 0 0 0O
= o= x| I = o
- MASES UEE F{Zo #2 Foi7 22 3%(p=0.76)2 =2
= = — =
ot Ato|= gien, AHXEE2 A2 49%2 23%E SAHAHLE
2|8t X}o|E HE &l (p<0.00001)

12) Ramucirumab monotherapy for previously treated advanced gastric or gastro—oesophageal junction adenocarcinoma
(REGARD): an international, randomised, multicentre, placebocontrolled, phase 3 trial. Fuchs CS, et al. Lancet 2014;38:31-9
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- XBIHA 6% F 4o e MHE FoiRo| 9% FoiRof| u|5tod
ekl 4o ZHo| ehd =AU JHME H[E0] sU2LE, SHXH2=Z
Folstrl= 2US(p=0.23)

Ramucirumab (n=238) Placebo (n=117)

S (4%)—

11 (%) \
10 (9%)
91 (78%
[1 Nodata
= Worsened
[ Stable

. ,_7 = improved

128 (549%)

29 (12%)

- ZE S22 odEEE MUHEE FoZolM 223 (94%)2=2 2|k
FoiT 1018 (88%) tiH| =20, 55 3 ol&te] ojetEts= MFH
Z F0iT (134%, 57%)2 floF FoiF (67, 58%)0MAl FAIEIR

O [RAINBOW FI7I24{]13) 18A| o|& Mold E&= MM =7tsst Z4
e 2 22 A HER Mg RFXFE At 2 4ol & (Qol)oll

0|x|= F&ol C5tod RAINBOW AMAIE S F71 =4 e At

— A& E+paclitaxel HEF0{20] QLQ-C302| 1574 &t
£ H<elgt 1470 &€=0M HR (95% Clol 1 ojgto|=2=, @<k
+paclitaxel £0i7 thH| A& Z+paclitaxel HE&F0{F0| S40] 24s
| 7| 7kXK| 2] AlZEO] JAbSHALE O ZActs A2 LiEH.

= A

- MAE Z+paclitaxel HEF0IH0| 2 2+paclitaxel CHH| xXE F (on
therapy)oll XM=l 2= A|Ho|M baseline CHH| QLQ-C30 X7t 74
ME[Z{LE oMo 2 RX|E 2HXle| HIg82 SAHAMLZE Rt =
U= (p—value<0.05)

— MAE Z+paclitaxel HEF04 22 ECOG PS7t 2 o|ato =2 otstx|= Z
2 X|dA|Z (HR=0.798, log-rank p=0.00941)

13) Quality-of-life and performance status results from the phase III RAINBOW study of ramucirumab plus paclitaxel versus

placebo plus paclitaxel in patients with previously treated gastric or gastroesophageal junction adenocarcinoma. Al-Batran
SE, et al. Annals of Oncology 2016;27:673-9
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O 2tHA sksl14)of b= Ramucirumabe VEGFR-20| £o|dMoz ZAesi=
EMXEMZE J7|Ee setsisteA A ts ctE &EV7|ME JHE. ChE
EMRZHMS0| 2o 2xI0M d&E7|72H AXN S2 Alalsh o H[st0d,
MEE2 XL etetetey! Aol = 2xt CHAOA] ALESto] MEV(ZHES
AFAIZI A HHM FHAZHZ O 2927t F.

- Mo|M = MeM ol X BESHE= MET|ZE AXD 4o 2SS =0
= Z2ld Ramucirumab HELHES MMMUET|Z2H Y XY ET|2HS
A

— S| 7tAtE, 2Z2T|™, AMZHE 112{A|, Ramucirumab HELH2 X[ =&
MA™Mo| Y5t 7= aetdsisteHEC MM O Z ALESH= A0
stod, Ramucirumab Et=H2 7|& ddsisteH OiH| XI2MAAH2 7
x 7

o
Attt =4 SHoM2] 3H 52 125t iMooz ALE JTlse A Y

A 2l
= LELEHI HEQHOZ ALZT| 57F g2
5 5ol AI27Ise 24H 2 irinotecans0| SA =0
o thall 7tsMd 2 I3 Al, 2o RAZFHAETE S "I
HXt 3o et d Mex(REA CHEA| EEsictn mohe= 2FE|)

ol E5kAl &=

14) F=dore sl (), - <71 <ot S| (), f e o3 (
). ci o<t S| (). U st < s (.
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(7) 2047|= HdEZD
O ealstalol 25| (X 2015 98 2¢)
3. ?2H(Gastric Cancer)
[27 S E ZEhst Q]
2. DAIX QH(palliative)
Ct. F0{EtA: 2XHsecond-line)
% .
" ahote SoiCH At
M E= MolM @ Meto|ut AR HetgE Mo
2 CIFe =HE 25 otEst= 8%
®  fluoropyrimidine  EE=  platinum  (cisplatin,
1 | ramucirumab oxaliplatin)2 Zgtst st ol Al x|
@ ECOG s=#s=="™IHPS: Performance Status)Zt 0
e
® ‘paclitaxel’ £0{7} F&HsH sHX}
M EE= MolM @ Meto|Lt AT HetgE Mo
2 3o =g 25 oEsi= 4%
. @O 1A 2¥Ho=z  [fluoropyrimidine + platinum(cisplatin,
ramucirumab o ) .
2 + paclitaxel oxaliplatin) + anthracycline(doxorubicin,
P epirubicin) Jofl Al mH
@ ECOG z=d#=="™IHPS: Performance Status)Zt 0
CC —
(8) M 2= 2J|x =X &
O MMEE2 A7 Z7F T o=, &2, 5, Olefz|, A29A, H= 27HE
TMEH US
O M= "rtzdut

- NICEoIM= BIEaMH S2de=z S0{E &

ol CisiAlE 2012 AT, cHELiHo]
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