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AJCC 8" T-N-M

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 O Tis NO MO Stage I B T3 NO MO
Stage I T1 NO MO T4a NO MO
Stage 1 T2 NO MO Stage Il T3 N1 MO
Stage IT A Tl N1 MO T3 N2 MO
Tl N2 MO T3 N3 MO

Tl N3 MO T4a N1 MO

Stage IT A T2 N1 MO T4a N2 MO
T2 N2 MO T4a N3 MO

T2 N3 MO StageIVA T4b Any N MO

StageIVB Any T Any N M1
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pT-N-M Stage Grouping

Stage 0 Tis NO MO T4a N2 MO
Stage I A T1 NO MO T4b NO MO
Stage I B Tl N1 MO StageIll B T1 N3b MO
T2 NO MO T2 N3b MO
Stage IT A Tl N2 MO T3 N3a MO
T2 N1 MO T4a N3a MO
T3 NO MO T4b N1 MO
StageII B T1 N3a MO T4b N2 MO
T2 N2 MO StagellIC T3 N3b MO
T3 N1 MO T4a N3b MO
T4a NO MO T4b N3a MO
StageIll A T2 N3a MO T4b N3b MO
T3 N2 MO StagelV Any T Any N M1

T4a N1 MO




&%
e

%/ Chung Shan Medical University Hospital P BT R J}E] 5l Clinical Guideline 2018 Version 9.0

Post Neoadjuvant Therapy

ypT-N-M Stage Grouping

Stage | Tl NO MO StageIll T4a N1 MO
Stage 1 T2 NO MO T3 N2 MO
Stage 1 T1 N1 MO T2 N3 MO
Stage II T3 NO MO T4b NO MO
T2 N1 MO T4b N1 MO

T1 N2 MO T4a N2 MO

T4a NO MO T3 N3 MO

T3 N1 MO T4b N2 MO

T2 N2 MO T4b N3 MO

Tl N3 MO T4a N3 MO

StageIV Any T Any N M1

Histologic Grade(G)

GX Grade cannot be assessed

Gl Well differentiated

G2 Moderately differentiated

G3 Poorly differentiated

G4 Undifferentiated
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5 # % % (cTis, cT1 and cNOMO )

WORKUP:

Upper G-I
panendoscopy
Biopsy

CT of abdominal

or MRI or ultrasound
Option:

PET scan

Endoscopic ultrasound

(EUS) if no evidence of
M1 disease (preferred)

Tis & Tla

T1b

Clinical Guideline 2018 Version 9.0

TS Y,

g F B2 IR #.Fl 9
Operable

Wﬁﬁ”%é

Bt

Inoperable

R R

mﬁﬁﬁ%

=4

Ff

9 T2 jprhid

Tis: k=%

Tla: R %‘/)&/F‘EJ_/& "f:—r rﬂ»ﬁ %}
Tlb: &= %’/}»/F‘E,L@\]%"i @1

Operable : Perinural invation (—)
Inoperable : (1) medical condition cannot tolerate operation; (2) peritoneal seeding or distant metastasis;
(3) inability to perform complete resection; (4) invasion or encasement of major vessels.

Kind of operation: (1)conventional gastrectomy (2) laparoscopic gastrectomy (3)Robotic-asslsted gastrectomy

+ Metastasis (—)

£ i

’
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ECOG p # sk it >2
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R A TR R

4 & 1< iFGastric resections should be
reserved for the palliation of symptoms

(eg, obstruction or uncontrollable bleeding)
in patients with incurable disease.

A 4

MR E R B SR

ECOG
A
FoRM L AT R RS HAERRE

VOURER R emE 0T Eh Ak b enpE R <B0% fha (TpER

bbb e >50% o (EpE R
+ B R

7=
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Surveillance:
History and PE
Q3-6mx2
Panendoscopy
Chest image,
Abdominal CT or
SONO or MRI
Q6M~1y

Option:
PET scan Recurrence

or
Metastasis

Best supportive care °

\ 4

A\ 4

ECOG>2

A 4

Follow up:
Vitamin B12

supplement
if proximal or total
gastrectomy

Salvage treatment:
Chemotherapy® or
Clinical trials or

Best supportive care °

A
A 4

?| ECOG=2

CCRT ?is 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

14
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- Splenic artery, Splenic hilus
Common hepatic, Celiac, Left gastric

15
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Right paracardial
Perigastric along
lesser curvature

Regional (N)

— Perigastric
along proximal
greater curvature

Suprapyloric g7 -

Perigastric along distal greater curvature

Celiac

Left gastric Splenic hilum

Nodes along common hepatic artery

16
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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

17
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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

18
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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).

19
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NO N1 N2 N3
Tis EMR & ESD vV
T1 (M) >2.0cm [IA 1B T Y
EMR a 5l L% b SRSG b v & T
4] * pEka SRSG b O .3
T1 (SM) Hg-] T ka 2T b SRy 2
4z % kb EF R
T2 IB I 1A
SRSG b SRSG b SRSG b
T3 [ 1A 1B
SRSG b SRSG b SRSG b
< il
|Optional [Optional |Optional
Fao ST & FF: i B i Sy P~ =B
e (b8 RS es Bk | Aeis et Bk
D (L T
T4 1A 1B
P~ -5 P~ -5
H1, P1, CY1, M1

*EMR [Endoscopy mucosa resection] : 4 i 3] ~ <2.0cmp=w" 3] ~ UL (—)
Vgl A <203% & o bursectomy(—) ~ omentectomy(—)

a:-Dl1+#7. #8a b:

D1+ #7. #8a. #9

SRSG ° : .| = j#+Standard radical subtotal gastrectomy [ >2/3% *» s~ D2]

20




%%/ Chung Shan Medical University Hospital [ 2 kL Clinical Guideline 2018 Version 9.0

= ~ i &75% R Pl PRINCIPLES OF SYSTEMIC THERAPY
o HOLP ST RT PRI E R KT R Y

o MR RN m A KRG~ & # g~ 1F o HER2-neu & Ik i RUE -

o MBI ALY Z BEP LA B BAETAY IR A8 (ECOGPS0-1) # it i e imd b

o Ikt HRABIPI KL oA SRTHTUBLE LGS Sk 2 AR 2A 2B H &
o ZinS ROMEfT 2 EF Lhp LIRS BN TR - BEH - BRBEMERE T B

REFAVETREFTOES ALY R BB LB R eI B DL E ko

#F 7% F i1 5-FU fr v JR capecitabine 7 3 3% i * (% L R ) o & B-FU et > REEFERAF FF L 5-FU -

e Cisplatin = Oxaliplatin # m43p & &5 3 4@ * o
o iU ts 0 iHiE R R oo B o
o bl L fiwjis? 5 L Rl & R2*» Mf)ﬁa B XS g 3% Cisplatin 100mg -

e mmune therapy:Pembrolizumab (for MSI-H or dAMMR tumors)

21
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(=) ™ FisHK ™ (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 YJJ, 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 II-111B)

22
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TS-1

Tegafur/potassium oxonate/gimeracil BSA<1.25 40mg bid
BSA1.25-15 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 #F * @& (4- TS-1) (105/12/1) :

(1)% Hpabris o esde it * 3t e & TNM Stage Il (#%",ﬁi Tl ) ~IMMAXIIB % HE HEXEF K %El“%‘lﬁ_iiﬁﬁﬁv‘ﬁ BF - RAr 1
QzEE"F AP AR o

Adjuvant chemoradiotherapy

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.

23
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Chemotherapy for locally advanced unresectable and metastatic cancer

Modified FOLFOX at CSMUH

Oxaliplatin 85 mg/m2 iv dl
Leucovorin 150 - 200 mg/m2 civi  46-48 hours dl
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.

XELOX

Oxaliplatin 130 mg/m2 iv di
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 11-1V)
24
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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.

PFL

Cisplatin 50 mg/m2 iv di
5-FU 2400 - 3000 mg/m2/d civi 4 dl
Leucovorin 200 mg/m2/d civi 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-HDFL

Cisplatin 25-30 mg/m2 iv di, 8, 15
5-FU 2000 - 2600 mg/m2/d civi di, 8, 15
Leucovorin 200 mg/m2/d civi 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.
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Docetaxel +/- Cisplatin

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

Target therapy for locally advanced unresectable and metastatic cancer

Trastuzumab + Chemotherapy

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
g2w

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.

Gastric cancer stage 1V dependent on prior therapy and patient performance status
Irinotecan

Irinotecan 150-180 mg/m2 iv dl

Q2w

Hironaka S et al. Randomized, open label, phase 111 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.
26
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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

Irinotecan + Cisplatin

Irinotecan 65 mg/m2 iv di, 8
Cisplatin 25-30 mg/m2 di, 8
Q3w

27
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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 di
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

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 I1l Randomized Clinical Trial (2011) 18:1575-1581

Second line
Other Regimens
Pembrolizumab
Le DT, Durham JN, Smith KN, et al. Mismatch repair deficiency predicts response of solid tumors to PD-1 blockade. Science
2017;357:409-413.
Le DT, Uram JN, Wang H, et al. PD-1 Blockade in Tumors with Mismatch-Repair Deficiency. N Engl J Med 2015;372:2509-2520.
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Radiotherapy with external beam
B Dose: 45-50Gy (1.8Gy per fraction, per day)
B Treatment field:
B 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.
B 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.
B 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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2. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines™) Esophageal Cancers and Esophagogastric Junction
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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.

5.Herskovic A et al. Combined chemotherapy and radiotherapy compared with radiotherapy alone in patients with cancer of the esophagus. N
Eng J Med 1992; 326:1593.

6. Lee J et al. Phase I11 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.

7. Bang Y/, 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.

8. Sakuramoto S, et al. Adjuvant chemotherapy for gastric cancer with S-1, an oral fluoropyrimidine. N Engl J Med. 2007;357:1810.

9. Ychou M et al. Perioperative chemotherapy compared with surgery alone for resectable gastroesophageal adenocarcinoma: an FNCLCC and
FFCD multicenter phase 111 trial. J Clin Oncol 2011;29:1715

10. 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.

11. P. C. Enzinger, et al. CALGB 80403/ECOG 1206: A randomized phase 1l study of three standard chemotherapy regimens (ECF, IC,
FOLFOX) plus cetuximab in metastatic esophageal and GE junction cancer. J Clin Oncol 2010;28:15s.

12. 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.

13. Lorenzen S, et al. Cetuximab plus cisplatin-5-fluorouracil versus cisplatin-5-fluorouracil alone in first-line metastatic squamous cell
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