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Primary Tumor(T)

TX | Primary tumor cannot be assessed

T0 No evidence of primary tumor

Tis | Carcinoma in situ; intraepithelial tumor without invasion of the lamina propria,high grade dysplasia
Tl Tumor invades the lamina propria,muscularis mucosae, or submucosa

Tla | Tumor invades the lamina propria or muscularis mucosae

T1b | Tumor invades the submucosae

T2 Tumor invades muscularis propria

T3 Tumor penetrates subserosal connective tissue without invasion of visceral peritoneum or adjacent structures
T4 | Tumor invades serosa (visceral peritoneum) or adjacent structures

T4a | Tumor invades serosa (visceral peritoneum)

T4b | Tumor invades adjacent structures/organs

Regional Lymph Nodes(N)

NX | Regional lymph nodes cannot be assessed

NO | No regional lymph node metastasis

N1 | Metastasis in 1-2 regional lymph nodes

N2 | Metastasis in 3-6 regional lymph nodes

N3 | Metastasis in seven or more regional lymph nodes
N3a | Metastasis in7-15 regional lymph nodes

N3b | Metastasis in 16 or more regional lymph nodes
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Distant Metastasis(M)

MO No distant metastasis

M1 Distant metastasis

cT-N-M Stage Grouping

Stage 0
Stage |
Stage |
Stage [T A

Stage II A

Tis
T1
T2
T1
T1
T1
T2
T2
T2

NO
NO
NO
N1
N2
N3
N1
N2
N3

MO
MO
MO
MO
MO
MO
MO
MO
MO

Stage II B

Stagelll

StagelVA
StagelVB

T3
T4a
T3
T3
T3
T4a
T4a
T4a
T4b
Any T

NO
NO
N1
N2
N3
N1
N2
N3
Any N
Any N

MO
MO
MO
MO
MO
MO
MO
MO
MO
M1

Version 14 .0
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pT-N-M Stage Grouping
Stage 0 Tis NO MO T4a N2 MO
Stage [ A T1 NO MO T4b NO MO
Stage | B T1 N1 MO StagelllB T1 N3b MO
T2 NO MO T2 N3b MO
Stage Il A T1 N2 MO T3 N3a MO
T2 N1 MO T4a N3a MO
T3 NO MO T4b N1 MO
Stage II B Tl N3a MO T4b N2 MO
T2 N2 MO StagellIC T3 N3b MO
T3 N1 MO T4a N3b MO
T4a NO MO T4b N3a MO
StagelllA T2 N3a MO T4b N3b MO
T3 N2 MO StagelV Any T Any N M1
T4a N1 MO

Version 14 .0
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ypT-N-M Stage Grouping

Stage | Tl NO MO Stagelll
Stage I T2 NO MO
Stage I T1 N1 MO
Stage I T3 NO MO
T2 N1 MO
T1 N2 MO
T4a NO MO
T3 N1 MO
T2 N2 MO
T1 N3 MO

StagelV

T4a
T3
T2

T4b

T4b

T4a
T3

T4b

T4b

T4a

Any T

N1
N2
N3
NO
N1
N2
N3
N2
N3
N3
Any N

MO
MO
MO
MO
MO
MO
MO
MO
MO
MO
M1

Histologic Grade(G)

GX Grade cannot be assessed

Gl Well differentiated

G2 Moderately differentiated

G3 Poorly differentiated

G4 Undifferentiated

Version 14 .0
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WORKUP:

Upper G-I
panendoscopy
Biopsy

CT of abdominal

or MRI or ultrasound
Option:

PET scan

Endoscopic ultrasound

(EUS)

I

Tis & Tla

PALEL % &L i

T1b

Tis :
Tla:
T1b:
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3. & W inRk
ECOG p ¥ # i ik i = 4 & 1< #FGastric resections should be
reserved for the palliation of symptoms
o (eg, obstruction or uncontrollable bleeding)
RN in patients with incurable disease.
\\\‘E£OGB# Wik >2 of LAFERS - T FioR
2. LB EF IRk
4~ #  ECOG
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Surveillance:
History and PE
Chest image,
Abdominal CT or
SONO or MRI
Q3M~Q6M Recurrence

Panendoscopy or _
Q6M~1y Metastasis

_____,| Bestsupportive care °

A 4

ECOG>2

\ 4
A 4

I(D)I;E):cljon: Chemotherapy? or
scan ECOG=2 ™ Clinical trials or
Best supportive care °

'

CCRT 2is follow INT 0116 study. Not reserved for poor PS : Performance ECOG=2; age = 70 y/o (but not contraindication if performance status is good); normal renal and
liver function, Hb = 10g/dl, ANC = 2000/mm3, PLR = 100000/mm?
Best supportive care ®: (1) obstruction: palliative resection, intestinal bypass, stent; (2) pain: medications, R/T;
(3) bleeding: surgery, R/T; (4) nutrition
(3) bleeding: surgery, R/T; (4) nutrition

12
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Right paracardial
Perigastric along

Sﬂwlt artery, ”1‘"1‘ '" 1"5 Lo e
Common hepatic, Celiac, Left gastric Regional (N)

Suprapyloric—4" 3,
)

[~ Perigastric
along proximal
greater curvature

Greater cunBid LA Perigastric along distal greater curvature

Celiac

Left gastric Splenic hilum

Hepatoduodenal

Nodes along common hepatic artery

13
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Anatomical definitions of lymph node stations

Nr. | Definition

Right paracardial LNs, including those along the first branch of the ascending limb of the left gastric artery
Left paracardial LNs including those along the esophagocardiac branch of the left subphrenic artery

3a | Lesser curvature LNs along the branches of the left gastric artery

3b | Lesser curvature LNs along the 2nd branch and distal part of the right gastric artery

4sa | Left greater curvature LNs along the short gastric arteries (perigastric area)

4sb | Left greater curvature LNs along the left gastroepiploic artery (perigastric area)

4d | Rt. greater curvature LNs along the 2nd branch and distal part of the right gastroepiploic artery
Suprapyloric LNs along the 1st branch and proximal part of the right gastric artery

Infrapyloric LNs along the first branch and proximal part of the right gastroepiploic artery down to the confluence of the right
gastroepiploic

vein and the anterior superior pancreatoduodenal vein

7 | LNs along the trunk of left gastric artery between its root and the origin of its ascending branch

8a | Anterosuperior LNs along the common hepatic artery

8p | Posterior LNs along the common hepatic artery

9 | Coeliac artery

10 | Splenic hilar LNs including those adjacent to the splenic artery distal to the pancreatic tail, and those on the roots of the short
gastric arteries

and those along the left gastroepiploic artery proximal to its 1st gastric branch

11p | Proximal splenic artery LNs from its origin to halfway between its origin and the pancreatic tail end

11d | Distal splenic artery LNs from halfway between its origin and the pancreatic tail end to the end of the pancreatic tail

12a | Hepatoduodenal ligament LNs along the proper hepatic artery, in the caudal half between the confluence of the right and left
hepatic ducts and the upper border of the pancreas

11p | Proximal splenic artery LNs from its origin to halfway between its origin and the pancreatic tail end

14
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11d | Distal splenic artery LNs from halfway between its origin and the pancreatic tail end to the end of the pancreatic tail

12a | Hepatoduodenal ligament LNs along the proper hepatic artery, in the caudal half between the confluence of the right and left
hepatic ducts and the upper border of the pancreas

12b | Hepatoduodenal ligament LNs along the bile duct, in the caudal half between the confluence of the right and left hepatic ducts
and the upper border of the pancreas

12p | Hepatoduodenal ligament LNs along the portal vein in the caudal half between the confluence of the right and left hepatic ducts
and the upper border of the pancreas

13 | LNs on the posterior surface of the pancreatic head cranial to the duodenal papilla

14v | LNs along the superior mesenteric vein

15 | LNs along the middle colic vessels

16al | Paraaortic LNs in the diaphragmatic aortic hiatus
16a2 | Paraaortic LNs between the upper margin of the origin of the celiac artery and the lower border of the left renal vein
16b1 | Paraaortic LNs between the lower border of the left renal vein and the upper border of the origin of the inferior mesenteric artery
16b2 | Paraaortic LNs between the upper border of the origin of the inferior mesenteric artery and the aortic bifurcation
17 | LNs on the anterior surface of the pancreatic head beneath the pancreatic sheath
18 | LNs along the inferior border of the pancreatic body

19 | Infradiaphragmatic LNs predominantly along the subphrenic artery
20 | Paraesophageal LNs in the diaphragmatic esophageal hiatus
110 | Paraesophageal LNs in the lower thorax

111 | Supradiaphragmatic LNs separate from the esophagus
112 | Posterior mediastinal LNs separate from the esophagus and the esophageal hiatus

15
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Distant Nodal Groups. Involvement of other (nonregional)
intra-abdominal lymph nodes. such as the retropancreatic,
pancreaticoduodenal. peripancreatic. superior mesenteric,
middle colic. para-aortic, or retroperitoneal nodes. translates
Into a patient having metastatic disease (M1).

NO N1 N2 N3
Tis EMR £ ESD v
J‘ i /,.——
A B T e
T1 (M) >2.0cm EMR a s < ek b SRSG b to s AT
0 L i xa SRSG b R
4] £ jkka AERR &
i 42 £ 58
T1 (SM) 1 < ek E1-F A
B i A
T2 SRSG b SRSG b SRSG b
i A B
SRSG b SRSG b SRSG b
R
T3 Optional Optional Optional
i ts g et i R Y L R
U SEV R TNLE 4 FrE TR & PR TR &
% i i 8 ik i 1L
A TE
T4 i~ < - B
i
H1, P1, CY1, M1

EMR [Endoscopy mucosa resection] : 4 i+ %] ~ <2.0cmpa= 3] ~ UL (—)
“FFT‘J < gk <2/3% 7 % ~ bursectomy(—) ~ omentectomy(—)

a:D1+#7. #8a b: D1+ #7. #8a. #9
SRSG " : =z 4| £ sStandard radical subtotal gastrectomy [ >2/3% *» K,ﬁ; ~ D2]
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* R F PR R
L%%ﬁﬁﬁ%W&%%%ﬁﬁ%ﬁﬂﬁiﬁ?Uiﬁ%?o
2. * AR m R A R - & B ~ 4 15 e HER2-neu £ Sk fi RUE & -
SHUYHBEL LY ZBEF WS > T BAETEF DSk 2 (ECOGPS0~1) » Fa sy 5%
Adcdk § @I L IFS L MT 2 o WMpET o pAE R LA e a2 2 AR 2A2B A % o
Sz k@ Efor #2552 L kp LERERK - M IT: - AR RRBEIMEREFEF B
6.0 AN LT N EFOES AP OFE B LER R e b2y B
7.# 7% f i 5-FU {= v JR capecitabine ¥ 3 & i@ * ('f 250 Fith ) o 82 S-FULatdn st o i #0545 L 5-FU -
8.Cisplatin - Oxaliplatin ¥ 124345 5 {4 5 B 3 ¢ * o
9.5 = it Fr {6 » B3z Frocfoodh & g o
10.¢h 1 £ jisjis? £ 5 R1L & R2*» % T B 45 e 3% Cisplatin 100mg »
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Therapeutic Choices in Advanced GC & GEJC

First line Third line
Nivolumab + Paclitaxel +/- ‘ TAS102
Platinum/fluoropyrimidine Ramucirumab
(Oxaliplatin)
- CPS >5 (NCCN) or Irinotecan Nivolumab
- all comers (FDA) ATTRACTION-02
CHECKMATE-649 Docetaxel
Pembrolizumab
if HER2 (+), C/T with Pembrolizumab CPS >1
Herceptin & - MSI-H/dMMR
f KEYNOTE-059
pembrolizumab - TMB-H cohort s
KEYNOTE-811 KEYNOTE-158
L ] .
The summary of ICI Trials in GC & EGJ
Mostly HER2 -
[ Nivolumab + Capox l
in her-2 (<) and PD-L1 (+)
Pembrolizumab + Capox
+ trastuzumab in her-2 (+) 15t line Tx 204 fine Tx (3'9 - 4' line Tx) Supportive

60-65%

90 % = Sl
5-fluorouracil/platinum Paclitaxel or seon H/AMMR (2017) —
(+/- docetaxel, epirubicin) 6-8 Mo Irinotecan (4-5 Mo) :'llcapecnabmelbocetaxel TMB-H (2020, US)

ITAS-118 etc.
Trastuzumab in Her-2 + Ramucirumab ymab., ( 7)
(2010) (2015)

Jivolumab
Pembrolizumal

bin PD-L1+
5 —

18
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(=) i FisHm™ (Principles of chemotherapy)

Adjuvant chemotherapy
Cisplatin + Capecitabine
Cisplatin 60 — 70 mg/m2 iv di
Capecitabine 1000 mg/m2 po bid 14 days
Q3w x 6 cycles

Lee J et al. Phase 11 trial comparing capecitabine plus cisplatin versus capecitabine plus cisplatin with concurrent capecitabine radiotherapy in completely resected gastric cancer with
D2 lymph node dissection: the ARTIST trial. J Clin Oncol. 2012;30:268.(stagell-111)

XELOX

Oxaliplatin 130 mg/m2 iv di
Capecitabine 1000 mg/m2 po bid 14 days
Q3w x 8 cycles

or

Oxaliplatin 65 mg/m2 iv di, 8
Capecitabine 1000 mg/m2 po bid 14 days
Q3w x 8 cycles

Bang YJ, et al. Adjuvant capecitabine and oxaliplatin for gastric cancer after D2 gastrectomy (CLASSIC): a phase 3 open-label, randomised controlled trial. Lancet 2012;379:315.
(stage 11-111B)

19
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TS-1
Tegafur/potassium oxonate/gimeracil BSA<1.25 40mg bid
BSA125-15 50mg bid
BSA =15 60mg bid

4 weeks on/2 weeks off (or 2 weeks on/1 weeks off), 1 year

Sakuramoto S, et al. Adjuvant chemotherapy for gastric cancer with S-1, an oral fluoropyrimidine. N Engl J Med. 2007;357:1810.Tegafur/gimeracil/oteracil 4§ = ##|(4- TS-1)
(105/12/1) * (1) Hpisis ffesdr it - * 3+ fe & TNM Stage II (#% Tl) ~MMA&TIB 5 H* HXET K Fl“frt'riizr‘ffﬁﬂ:x& By or 1e o
QzsEvgapaer .

TS-1+Docetaxel

TS-1 80mg/m’ on Dayl-14 cycle 1 (3weeks)
Docetaxe 40mg/m* on Day 1and TS-1 Dayl-14 cycle 2-7(every 3weeks)
TS-1 80mg/m* on Dayl-28 cycle=8 (3weeks)

3 weeks on/ 1 weeks off

Yoshida, K., Kodera, Y., Kochi, M., Ichikawa, W., Kakeji, Y., Sano, T., ... & Kaji, M. (2019). Addition of Docetaxel to Oral Fluoropyrimidine Improves
Efficacy in Patients With Stage 111 Gastric Cancer: Interim Analysis of JACCRO GC-07, a Randomized Controlled Trial. Journal of Clinical
Oncology,37(15), 1296-1304.

LR R B R R 0 ¢ AR SRS R

Fluorouracil, leucovorin, oxaliplatin, and docetaxel (FLOT)

Fluorouracil 2600 mg/m2 IV continuous infusion over 24 hours on Day 1
Leucovorin 200 mg/m2 IV on Day 1 Oxaliplatin 85 mg/m2 IV on Day 1
Docetaxel 50 mg/m2 1V on Day 1 Cycled every 14 daysl

4 cycles preoperative and 4 cycles postoperative

20
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5-FU + LV

5-FU 425 mg/m2/d iv di-5
Leucovorin 20 mg/m2/d iv di-5
One month later

5-FU 400 mg/m2/d d1-4 and last 3 days of RT
Leucovorin 20 mg/m2/d iv d1-4 and last 3 days of RT
One month after completion of RT

5-FU 425 mg/m2/d iv d1-5 g4w x 2 cycles
Leucovorin 20 mg/m2/d iv d1-5 g4w x 2 cycles

Macdonald, JS et al. Chemoradiotherapy after surgery compared with surgery alone for adenocarcinoma of the stomach or gastroesophageal junction. N Engl J Med 2001; 345:725.

Chemotherapy for locally advanced unresectable and metastatic cancer

Modified FOLFOX at CSMUH

Oxaliplatin 85 mg/m2 iv di
Leucovorin 150 - 200 mg/m2 civi  46-48 hours di
5-FU 2400 - 3000 mg/m2 civi  46-48 hours di
Q2w x 6 — 12 cycles

P. C. Enzinger, et al. CALGB 80403/ECOG 1206: A randomized phase Il study of three standard chemotherapy regimens (ECF, IC, FOLFOX) plus
cetuximab in metastatic esophageal and GE junction cancer. J Clin Oncol 2010;28:15s.

21
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XELOX
Oxaliplatin 130 mg/m2 iv dl
Capecitabine 1000 mg/m2 po bid 14 days
Q3w x 4 -6 cycles
or
Oxaliplatin 65 mg/m2 iv di, 8
Capecitabine 1000 mg/m2 po bid 14 days

Q3w x 4 -6 cycles

Kim GM, et al. A randomized phase Il trial of S-1-oxaliplatin versus capecitabine-oxaliplatin in advanced gastric cancer. Eur J Cancer 2012;48:518.

or
Oxaliplatin 85 mg/m2 iv di,
Capecitabine 1000 mg/m2 po bid 14 days
Q2w x 4 -6 cycles

Yung-Chia Kou, et al.Modified Biweekly Oxaliplatin and Capecitabine for Advanced Gastric Cancer: A Retrospective Analysis from A Medical Center2014;37:141-146. (stage I1-1V)

Cisplatin + 5-FU

Cisplatin 75 - 100 mg/m2 iv di
5-FU 750 - 1000 mg/m2/d civi di-4

Q4w x 3 -6 cycles

Lorenzen S, et al. Cetuximab plus cisplatin-5-fluorouracil versus cisplatin-5-fluorouracil alone in first-line metastatic squamous cell carcinoma of the esophagus: a randomized phase Il

study of the Arbeitsgemeinschaft Internistische Onkologie. Ann Oncol. 2009;20:1667.

22
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PFL
Cisplatin 50 mg/m2 iv di
o5-FU 2400 - 3000 mg/m2/d civi 4 6hr di
Leucovorin 200 mg/m2/d civi 46hr dl
Q2w x 6-12 cycles

Al-Batran SE et al. Phase 111 trial of metastatic gastroesophageal adenocarcinoma with fluorouracil, leucovorin plus either oxaliplatin or cisplatin: a study of the Arbeitsgemeinschaft

Internistische Onkologie. J Clin Oncol 2008; 26:1435

P-PFL

Cisplatin 25-30 mg/m2 iv di, 8,15
5-FU 2000 - 2600 mg/m2/d civi 24hr di, 8,15
Leucovorin 200 mg/m2/d civi 24hr  di, 8,15
Q4w x 3-6 cycles

Hung TC et al. Weekly 24-hour infusional 5-fluorouracil as initial treatment for advanced gastric cancer with acute disseminated intravascular coagulation. Anticancer Res

2008;28:1293.

Docetaxel +/- Cisplatin

Cisplatin 75 mg/m2 iv di
Docetaxel 66-75 mg/m2 iv dl
Q3w

Roth AD et al. Docetaxel, cisplatin; and fluorouracil; docetaxel and cisplatin; and epirubicin, cisplatin, and fluorouracil as systemic treatment for advanced gastric carcinoma: a
randomized phase Il trial of the Swiss Group for Clinical Cancer Research. J Clin Oncol 2007; 25:3217.
Add TS1 +/- Cisplatin  in stage IV irinotecan in patients with previously untreated metastatic gastric cancer: a Federation Francophone de Cancerologie Digestive Group

Study--FFCD 9803. J Clin Oncol 2004; 22:4319
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Gemcitabine+Oxaliplatin+5FU+LV

Gemcitabine 1000mg/m2 iv di

Oxaliplatin 85mg/m2 iv 4-6hrs d2

SFU 400mg/m2iv  22hrs dld2

LV 100 mg/m2 dl d2

Q2w

Fulfaro Fet al.Gemcitabine (GEM) plus oxaliplatin, folinic acid, and 5-fluorouracil (FOLFOX-4) in patients with advanced gastric cancer.Cancer Chemother Pharmacol. 2005
Dec;56(6):563-8. Epub 2005 Jul 23.

Target therapy for locally advanced unresectable and metastatic cancer

Trastuzumab + Chemotherapy(in Her-2 positive)

Trastuzumab 8 mg/kg iv over 90 min first wk followed by 6 mg/kg iv over 30 min q3w

Trastuzumab 6 mg/kg iv over 90 min first wk followed by 4 mg/kg iv over 30 min gq2w

Bang YJ et al. Trastuzumab in combination with chemotherapy versus chemotherapy alone for treatment of HER2-positive advanced gastric or
gastro-oesophageal junction cancer (ToGA): a phase 3, open-label, randomised controlled trial. Lancet 2010;376:687.
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Gastric cancer stage 1V dependent on prior therapy and patient performance status

Irinotecan

Irinotecan 150-180 mg/m2 iv di

Q2w

Hironaka S et al. Randomized, open label, phase Il study comparing irinotecan with paclitaxel in patients with advanced gastric cancer without severe peritoneal metastasis after

failure of prior combination chemotherapy using fluoropyrimidine plus platinum: WJOG 4007 truak, J Clin Oncol 2013;31: 4438-4444,

Paclitaxel

Paclitaxel 60-80 mg/m2 iv di, 8,15

Q4w

llson DH et al. Paclitaxel given by a weekly 1 h infusion in advanced esophageal cancer. Ann Oncol 2007:18:898.

Ramucirumab +/- Paclitaxel

Ramucirumab 8 mg/kg iv di, 15
Paclitaxel 60-80 mg/m2 iv di, 8,15
Q4w

Whike H et al. Ramucirumab plus paclitaxel versus placebo plus paclitaxel in patients with previously treated advanced gastric or gastro-eosophageal junction adenocarcinoma: a

double-blind, randomised phase 3 trial. Lancet Oncol 2014; 15:1224-1235.

Docetaxel

Docetaxel 66- 75 mg/m2 iv dl

Q3w
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Irinotecan + Cisplatin

Irinotecan 65 mg/m2 iv di, 8

Cisplatin 25-30 mg/m2 di, 8

Q3w

Modified FOLFIRI at CSMUH

Irinotecan 150-180 mg/m2 iv di

Leucovorin 150 - 200 mg/m2 civi  46-48 hours di

5-FU 2400 - 3000 mg/m2 civi  46-48 hours dl

Q2w

HIPEC(Hyperthermic Intraperitoneal Chemotherapy)

Cisplatin 120 mg+Mitomycin 30mg each in 6000 ml of normal saline at 40-43°C for

60-90 min.

Peritoneal carcinomatosis from gastric cancer

Clinical Guideline 2024

Version 14 .0

Olivier Glehen et al. Peritoneal Carcinomatosis from Gastric Cancer:A Multi-Institutional Study of 159 Patients Treated by Cytoreductive Surgery Combined with Perioperative Intraperitoneal

Chemotherapy (2010) 17:2370-2377

Xiao-Jun Yang et al. Cytoreductive Surgery and Hyperthermic Intraperitoneal Chemotherapy Improves Survival of Patients with Peritoneal

Carcinomatosis from Gastric Cancer: Final Results of a Phase 111 Randomized Clinical Trial (2011) 18:1575-1581
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Radiotherapy with external beam
1.Dose: 45-50Gy (1.8Gy per fraction, per day)
2. Treatment field:
3.Proximal one-third/Cardia/GE junction
A. Proximal: gastric lesion, 3~5 cm margin of distal esophagus, medial left hemidiaphragm and adjacent pancreatic body.
B. Nodal area: adjacent paraesohageal, perigastric, suprapancreatic, and celiac lymph nodes.
4.Middle one third/Body
A. Proximal: gastric lesion, pancreatic body.
B. Nodal area: adjacent perigastric, suprapancreatic, celiac, splenic hilar, porta hepatic and pancreatiduodenal lymph nodes.
5.Third one third/Antrum/Pylorus
A. Proximal: gastric lesion and head of pancreas. If gross lesion extent to gastroduodenal junction, 3~5 cm margin of
duodenal stump.
B. Nodal area: Perigastric, suprapancreatic, celiac, porta hepatic and pancreatiduodenal lymph nodes.
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(Excluding the proximal 5cm of the stomach) Version 3.2020
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4. Bedenne L et al. Chemoradiation followed by surgery compared with chemoradiation alone in squamous cancer of the esophagus: FFCD 9102. J
Clin Oncol 2007; 25:1160.
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1992; 326:1593.
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