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Table 1 Stage grouping

Stage grouping

MO M1
NO N(+) any N
Clinical stages (cTNM, cStage, to be decided based on preoperative imaging, staging laparoscopy findings and intraoperative findings)
T1 (M, SM)/T2 (MP) | IIA IVB
T3 (SS)/T4a (SE) 1B I
T4b(SI) IVA
MO M1
NO N1 N2 N3a N3b any N
Pathological stages (pTNM, pStage, to be decided based on pathologic findings of the resected specimen)
Tla (M)/pT1b(SM) IA IB ITA 1B IB v
T2 (MP) IB 1A 1B IIA 111B
T3 (SS) ITA 113] IITA I11B IC
T4a (S) 1B A IIA 11IB 1HIC
T4b (SI) IITA 1B I11B IIC e




Algorithm of standard treatments. 2021, 2025 JGCG

T/N/M and Stage are used in conjunction with the Japanese Classification of Gastric Carcinoma 15th
edition [1] and TNM classification 8th edition [2]
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Fig.1 Algorithm of standard treatments. T/N/M and Stage are used in conjunction with the Japanese Classification of Gastric Carcinoma 15th
edition [1] and TNM classification 8th edition [2]
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Endoscopic resection
Methods of endoscopic resection
Endoscopic mucosal resection (EMR)

The lesion, together with the surrounding mucosa, 1s lifted
by submucosal mjection of fluid cushions such as normal
saline and removed using a high-frequency steel snare [25,
26].

Endoscopic submucosal dissection (ESD)

The mucosa surrounding the lesion 1s circumferentially
incised using a high-frequency electric device such as an
msulation-tipped knife. and the submucosal layer is dis-
sected from the muscularis propria layer [27-29].

Handling of endoscopically resected specimens
Handling of resected specimens

The resected specimens should be handled according to the
rules described in the Japanese Classification of Gastric
Carcinoma 15th edition [1].

Definitions of differentiated-type and undifferentiated-
type carcinomas

The tumor biopsy specimens and endoscopically resected
tumors are classified histologically into either the differenti-
ated type or the undifferentiated type. The former includes
malignant epithelial tumor, general type, of papillary adeno-
carcinoma (pap) and tubular adenocarcinoma (tubl, tub2),
and the latter includes that of poorly differentiated adeno-
carcinoma (porl, por2) and signet ring cell carcinoma (s1g)
according to the Japanese Classification of Gastric Carci-
noma 15th edition.

When mucinous adenocarcinoma (muc) i1s found at the
submucosal layer, the resected specimen is handled as
undifferentiated type, regardless of whether it is considered
to derive from the differentiated or undifferentiated type.
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Histological predominance and intratumoral ulcerative
findings (UL)

A tumor consisting of components of both differentiated-
type and undifferentiated-type carcinoma is, nevertheless,
classified into one of the two types according to quantitative
predominance. In addition, when more than one histologi-
cal type 1s found 1n a tumor, all histological types are to be
recorded in the order of quantitative predominance, e.g.,
tub2 >tubl. The diagnosis of UL is principally made based
on the histological evidence of ulcerative findings. How-
ever, the histological diagnosis of UL 1s sometimes difficult
because of a biopsy-derived scar. Thus, endoscopic and/
or radiological evidence should also be taken into account
when making a conclusive diagnosis. A biopsy-derived scar
1s usually observed histologically as fibrosis restricted to
small areas just beneath the muscularis mucosae [30]. If

1t cannot be discriminated from the ulcer scar, it should be
classified as ULL.
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Indications for endoscopic resection (CQ17)

Lesions that could technically be resected by endoscopy are
classified into the following three categories depending on
the strength of evidence. “A tumor indicated for endoscopic
resection as a standard treatment (absolute indication)” 1s
defined as a tumor in which the possibility of harboring
Ilymph node metastasis 1s less than 1%. For this popula-
tion, endoscopic resection 1s expected to have a therapeutic
effect equivalent to surgical resection. “A tumor indicated
for endoscopic resection as an investigational treatment
(expanded indication)” is defined as a tumor for which suf-
ficient evidence for the long-term outcome after endoscopic
resection 1s lacking, although the possibility of harboring
Iymph node metastasis is less than 1%. “A tumor indicated
for endoscopic resection as clinical practice under some cir-
cumstances (relative indication)” 1s defined as a tumor that
would usually be treated by surgical resection, but for which
endoscopic resection may still lead to cure and could, there-
fore, be an option when surgery cannot be recommended
due to various clinical circumstances.

Principles for indications
Endoscopic resection 1s considered for tumors that have a

very low possibility of lymph node metastasis and are suit-
able for en bloc resection [31, 32].
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Indications

Absolute indication
Absolute indication for EMR or ESD [33-35]

A differentiated-type adenocarcinoma without ulcerative
findings (ULO0), in which the depth of invasion is clinically
diagnosed as Tla, and the diameter is<2 cm.

Absolute indication for ESD

e A differentiated-type adenocarcinoma without ulcer-
ative findings (ULO), in which the depth of invasion is
clinically diagnosed as Tla, and the diameter is>2 cm.

e A differentiated-type adenocarcinoma with ulcerative
findings (UL1), in which the depth of invasion is clini-
cally diagnosed as Tla, and the diameter 1s<3 cm.

e Anundifferentiated-type adenocarcinoma without ulcer-
ative findings (ULO), in which the depth of invasion 1s
clinically diagnosed as Tla, and the diameter is<2 cm.

Expanded indication [36]

e A locally recurrent lesion, in which the depth of inva-
sion 1s climcally diagnosed as Tla, after initial endo-
scopic resection of endoscopic curability (eCura) C-1
described below for a lesion with an absolute indication
and differentiated-type adenocarcinoma
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Relative indication

A standard therapy is surgical resection for tumors that
do not fulfill the absolute or expanded indications. How-
ever, endoscopic resection could be an option for elderly
and high-operative-risk patients with severe comorbidities.
Such cases are considered relative indications, and endo-
scopic resection could be performed, provided that consent
1s obtained from the patient after explaining the risk of
residual disease in the form of lymph node metastasis.

Curability of endoscopic resection
Evaluation of curability
Two factors should be considered for curability assessment:

completeness of the primary tumor removal and possibility
of lymph node metastasis.
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Endoscopic curability A (eCuraA)

The resection 1s classified as endoscopic curability A
(eCurad) when all of the following conditions are fulfilled,
provided the cancer has no ulcerative findings (ULQ) and 1s
en bloc resected: 1) any tumor size in case of histologically
differentiated type-dominant, or 1) tumor size<2 cm
case of histologically undifferentiated type-dominant, pTla,
negative horizontal margin (HMO), negative vertical margin
(VMOD), and no lyvmphovascular infiltration (Ly0, V).

When the cancer has ulcerative findings (UL1L), the
resection 15 still classified as eCuraA when all of the fol-
lowing conditions are fulfilled: 111) en bloc resection. tumor
size=3 cm. listologically differentiated type-domunant,
pTla. HMO, VMO, Ly0, VO.

Based on the recent report of long-term results of a
prospective cohort study [37]. resections fulfilling the fol-
lowing conditions are also classified as eCurad: 1v) tumor
size = 3 cm in case of histologically differentiated type-dom-
mant. pT1b (SM1: submucosal invasion =500 pm from the
muscularis mucosae). HM0, VMO, Ly0. V0. However. if the

undifferentiated component exceeds 2 cm in length mn 1), or
if undifferentiated components are present in the invasion
to SM in 1v), the endoscopic curability 1s classified as C-2
(eCuraC-2) [38]

Endoscopic curability A (eCuraA)

The resection is classified as endoscopic curability A
(eCuraA ) when all of the following conditions are fulfilled,
provided the cancer has no ulcerative findings (ULO): en
bloc resection, any tumor size in case of histologically dit-
ferentiated type-dominant, tumor size < 2 cm in case of his-
tologically undifferentiated type-dominant, pT la, negative
horizontal margin (HMO), negative vertical margin (VM0),
and no lymphovascular infiltration (Ly0, VO). However, if
the undifferentiated component of the lesion exceeds 2 cm
in length, the endoscopic curability is classified as C-2
(eCuraC-2).

When the cancer has ulcerative findings (UL1), the resec-
tion is still classified as eCuraA when all of the following
conditions are fulfilled: en bloc resection, tumor size <3 cm.
histologically differentiated type-dominant, pTla, HMO,
VMO, Ly0, V0.
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Endoscopic curability B {eChraB]

The dissection of the lesion as an “expanded indication™ 1s
classified as endoscopic curability B (eCuraB) when the cni-
teria for eCuraA 111) and 1v) are fulfilled: sum of the size of
locally recurrent lesion and initial ESD specimen=30 mm

[39].
Endoscopic curability C (eCuraC)

The resection 1s classified as endoscopic curability C (eCu-
raC) when it does not fulfill the conditions described above
to be classified as etther eCuraA or eCuraB.

The resection 15 classified as endoscopic curability C-1
{(eCuraC-1) when it is histologically differentiated type
etther not resected en bloc or had a positive horizontal mar-
gin even though fulfilling other criteria to be classified as
etther eCuraA or eCuraB. All other eCuraC resections are
subclassified as endoscopic curability C-2 (eCuraC-2).

Endoscopic curability B (eCuraB)

The resection is classified as endoscopic curability B
{eCuraB) for pT1b cancer when all of the following condi-
tions are fulfilled: en bloc resection, histologically of dif-
ferentiated type-dominant, pT1bl (SM1) (< 500 pm from
the muscularis mucosae), HMO, VMO, Ly0, VO, tumor

size =3 cm. However, if the undifferentiated component is
included in the portion of submucosal invasion, the endo-
scopic curability is classified as C-2 (eCuraC-2) [33].

Endoscopic curability C (eCuraC)

The resection is classified as endoscopic curability C (eCu-
ra(C) when it does not fulfill the conditions described above
to be classified as either eCuraA or eCuraB.

The resection is classified as endoscopic curability C-1
(eCuraC-1) when it is histologically differentiated type
either not resected en bloc or had a positive hornizontal mar-
oin even though fulfilling other criteria to be classified into
either eCuraA or eCuraB. All other eCuraC resections are
subclassified as endoscopic curability C-2 (eCuraC-2).
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Management after endoscopic resection (Fig. 7)

Treatments should be planned as follows after evaluation
of curability based on the histological examination of the
resected specimens.

Treatments after eCuraA or eCuraB

Follow-up with annual endoscopy 1s recommended after
eCuraA resection [40]. Follow-up with annual or biannual
endoscopy and abdominal ultrasonography or computed
tomography (CT) for surveillance of metastases is recom-
mended after eCuraB resection [41]. For both eCural and
eCuraB resections. it has been recommended that exami-
nations for Helicobacrer pylori be performed. and that if
positive, 1t should be eradicated [42—44]. Since the risk of
metachronous gastric cancer is long-lasting. long-term fol-
low-up 1s required.

Treatments after eCuraC-1

Since the risk of harboring lymph node metastasis 1s low,
one of the following alternatives could be selected accord-
ing to the institutional policy after obtaining the patient’s
consent: repeat ESD. surgical resection. close observation
expecting a burn effect of the initial ESD. and endoscopic
coagulation using a laser or argon-plasma coagulator [45].
When the lesion 1is differentiated type of=3 cm and one
of ULL. pTla (M) or pT1b1 (SM1). the size of the residual
muceosal lesion should be reassessed by endoscopy. When
the sum of the lengths of the resected and residual lesions
exceeds 3 cm. gastrectomy with lymphadenectomy should
be considered the standard of care In addition, for patients
with a positive horizontal margin within the pertion of sub-
mucosal invasion and for those who underwent piecemeal
resection in which the resection line involved the portion of
submucosal mvasion, gastrectomy with lymphadenectomy
should be recommended. since the histological diagnosis
under these circumstances is destined to be uncertamn.

Treatments after eCuraC-2

Gastrectomy with lymphadenectomy should be considered
the standard of care. When surgery cannot be recommended
because of old age or severe comorbidities. the risk of resid-
wval disease in the form of lymph node metastasis (Tables
2 [46] and 3 [47]) and the possibility of subsequent local
recurrence and/or distant metastasis should be assessed and
explained sufficiently to the patient. along with the infor-
mation that recurrent disease is usually incurable and has a
dismal prognosis [48].

Treatments after endoscopic resection (Fig. 7)

Treatments should be planned as follows after evaluation
of curability based on the histological examination of the
resected specimens.

Treatments after eCuraA or eCuraB

Follow-up with annual endoscopy is recommended after
eCuraA resection |34]. Follow-up with annual or biannual
endoscopy and abdominal ultrasonography or computed
tomography (CT) for surveillance of metastases is recom-
mended after eCuraB resection [35]. For both eCuraA and
eCuraB resections, it has been recommended that exami-
nations for Helicobacter pylori be performed. and that if
positive. it should be eradicated [36-38]. Since the risk
of metachronous gastric cancer is long-lasting, long-term
follow-up is required.

Treatments after eCuraC-1

Since the risk of harboring lymph node metastasis is low,
one of the following alternatives could be selected accord-
ing to the institutional policy after obtaining the patient’s
consent: repeat ESD. surgical resection. close observation
expecting a burn effect of the initial ESD, and endoscopic
coagulation using a laser or argon-plasma coagulator [39].
When the lesion is differentiated type of <3 cm and one
of ULL, pTla (M) or pTIbl (SM1). the size of the residual
mucosal lesion should be reassessed by endoscopy. When
the sum of the lengths of the resected and residual lesions
exceeds 3 cm. gastrectomy with lymphadenectomy should
be considered the standard of care. In addition. for patients
with a positive horizontal margin within the portion of sub-
mucosal invasion and for those who underwent piecemeal
resection in which the resection line involved the portion of
submucosal invasion, gastrectomy with lymphadenectomy

should be recommend. since the histological diagnosis under
these circumstances is destined to be uncertain.

Treatments after eCuraC-2

Gastrectomy with lymphadenectomy should be considered
as the standard of care. When surgery cannot be recom-
mended because of old age or severe comorbidities, the risk
of residual disease in the form of lymph node metastasis
(Tables 2 [40] and 3 [41]) and the possibility of subsequent
local recurrence and/or distant metastasis should be assessed
and explained sufficiently to the patients, along with the
information that recurrent disease 1s usually incurable and
has a dismal prognosis [42].
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Fig.7 Algorithm showing the

curability decision and additional End OSCODiC resection

treatments for patients who have |
undergone endoscopic resection \l, \l(

Diff-type Undiff-type
dominant dominant

(1) pTla, ULO pTla, ULO, =2 cm

(2) pTla, UL1, =3 cm HMO, VMO, Ly0, VO

(3) pT1b(SM1), =3cm
& VMO, Ly0, VO

Yes | | \l,No NoJ ] VYes

HM1 or HMX eCura C-2 eCura A

Add surgery Observation
Yes \], No
eCura C-1 eCura A, B
Re-ESD Observation
Coagulation

Observation
Add surgery

Table 2 Incidence of nodal metastasis in various categories of early gastric cancer observed from surgically resected specimens operated at
National Cancer Center Hospital and Cancer Institute Hospital [45]

Depth Ulceration Differentiated type Undifferentiated type
Tumor diameter <2cm >2cm <2ecm
ULo Incidence of nodal metastasis 0% (0/437) 0% (0/493) 0% (0/310)
M 95% confidence interval 0-0.7% 0-0.6% 0-0.96%

Tumor diameter <3cm >3 cm <2ecm
UL1 Incidence of nodal metastasis 0% (0/488)
95% confidence interval 0-0.6%
Tumor diameter <3cm
SMI Incidence of nodal metastasis 0% (0/145)
95% confidence interval 0-2.6%

The green zone indicates the absolute indication for endoscopic resection, the yellow zone indicates the expanded indication. and the red zone
indicates the relative indication



20271 vs 2025

eCuraB: HI7I 3A H
2021'F eCuraB= pT1b(SI\/I1) 2ol 2HX2N = 20l
[QUZAF A l=lg|-"'4 LAl

pT1b1(SM1), £

UTHORRE HE
=

.|
a1
- X o
Eu_l', 7§|“1|F0|'6 e

I Z0| <500 um. 3Y <3 cm. HM0 % vMO. Ly0 & vo.
220 Dlﬂzf%ﬂ d=20| 2™ eCurac-z]

-> 202530l = O] 7|&0| eCuraAZ 0| 5.
eCuraB= 2l H8ZC = Aldoh A T HHO| TEXN| o HEE.

(eCuraAQ| UL1-pT1a Z|&(iii) _EE M SM1 7[&(v) 8 SEFStHAM, = M HH0 2| eSD 2H 222 27|
| 30 mm O|5}Y [ eCuraBE &%)

eCuraBQ| M9 20214 20254
I 15 3a K|S HHO| KX
Ch 4 R9IE Baky LAl pribemn) ge 5UACT T RE HER SEAAE
=g 97 <3 cm, SM A& <500 uym, HMO/V  eCuraA iii =& iv 3F + Z|= ESDL}
B = MO, Ly0/VO ek "ol 37| 8 <30 mm
Ha 22 0j2gtd EX Al eCuraC-2 eCuraA iv 7| & M2 A| eCuraC-2
o SO 7|& 2FX[EA| eiiff M-859| MEAN = 2AX = B}



20271 vs 2025

2H gt

T

2025 JGCA H|7

e

2021 JGCA X6

=4
=

300

8%

ma

E
IH

ofl

LHo

Klo

~
=

LiAIE 22X =FHA

olo
53

Tl
KH

Bl
10

oll

LHo

olo
53

Bl
md

-

O

Klo
olo
&

ofl

Ho

Klo
olo
ir

o
foff

OF

ofl

ofl

Ho

0 35
= an
= A
=)
B <
BO<H
of ny of
Klo Of RO
olo Llo
Rl 0

Klo
olo
&
&

-

<0

eCuraA

eCuraB2| Cf

eCuraC-1 #Ho| XH

H

MY pT1b(SM1) EEHO| 2tX| &

eCuraB

Kl

K+

ol
Bl
10

| RS

Ho

CHA =

eCuraC-1/C-2

olo
<

el

Tl

ol
lHo

H. pylori BAH-K| =



Management
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