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Although surgery was the standard treatment for early gastrointestinal cancers, endoscopic resection is now a standard treat-
ment for early gastrointestinal cancers without regional lymph node metastasis. High-definition white light endoscopy, chro-
moendoscopy, and image-enhanced endoscopy such as narrow band imaging are performed to assess the edge and depth of ear-
ly gastrointestinal cancers for delineation of resection boundaries and prediction of the possibility of lymph node metastasis be-
fore the decision of endoscopic resection. Endoscopic mucosal resection and/or endoscopic submucosal dissection can be per-
formed to remove early gastrointestinal cancers completely by en bloc fashion. Histopathological evaluation should be carefully
made to investigate the presence of risk factors for lymph node metastasis such as depth of cancer invasion and lymphovascular
invasion. Additional treatment such as radical surgery with regional lymphadenectomy should be considered if the endoscopically
resected specimen shows risk factors for lymph node metastasis. This is the first Korean clinical practice guideline for endoscopic
resection of early gastrointestinal cancer. This guideline was developed by using mainly de novo methods and encompasses en-
doscopic management of superficial esophageal squamous cell carcinoma, early gastric cancer, and early colorectal cancer. This
guideline will be revised as new data on early gastrointestinal cancer are collected. (Korean J Gastroenterol 2020;75:264-291)

Key Words: Early colorectal cancer; Early gastric cancer; Endoscopic resection; Guideline; Superficial esophageal squamous cell

carcinoma
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Table 1. Definition of Terms Related to Endoscopic Resection

Definition

Term

Resection of a tumor in one piece without visible residual tumor

En bloc resection

Resection of a tumor without histological evidence of tumor cell involvement on the lateral and vertical

Complete resection

resection margins

Resection of an early gastrointestinal cancer, which is considered curative based on complete resection and

Curative resection

minimal to no risk of lymph node metastasis
The criteria for curative resection are different according to the type of cancers (early esophageal, gastric and

colorectal cancers).
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Table 2. Summary and Strength of Recommendations for Superficial Esophageal Squamous Cell Carcinoma

Statement E1: We recommend endoscopic resection for SESCC without distant or lymph node metastasis, excluding those with obvious
submucosal invasion (Grade of recommendation: strong, Level of evidence: moderate).

Statement E2: We recommend Lugol chromoendoscopy and/or image-enhanced endoscopy to define the extent of lesion before endoscopic
treatment of SESCC (Grade of recommendation: strong, Level of evidence: moderate).

Statement E3: We recommend endoscopic ultrasound to define the stage of SESCC before endoscopic treatment (Grade of recommendation:

strong, Level of evidence: moderate).

Statement E4: We suggest magnifying endoscopy with narrow band imaging for SESCC to assess the depth of invasion before endoscopic

treatment (Grade of recommendation: weak, Level of evidence: low).

Statement E5: We recommend endoscopic submucosal dissection rather than endoscopic mucosal resection for en bloc and curative resection
of SESCC confined to the mucosa (Grade of recommendation: strong, Level of evidence: moderate).

Statement E6: We recommend oral steroid or local steroid injection therapy for patients who develop mucosal defects in >75% of the esophageal
circumference after endoscopic submucosal dissection to prevent esophageal stricture (Grade of recommendation: strong, Level of evidence:

moderate).

Statement E7: No additional treatment is recommended after en bloc complete resection of SESCC invading no more than the lamina propria
with no lymphovascular invasion because of a very low risk of lymph node metastasis (Grade of recommendation: strong, Level of evidence:
moderate). As the risk of lymph node metastasis of a tumor invading into the muscularis mucosa without lymphovascular invasion is low, a
close follow-up after en bloc complete endoscopic resection can be considered without additional treatment (Grade of recommendation:
weak, Level of evidence: low). In case of a tumor with submucosal invasion, lymphovascular invasion, and/or positive vertical resection
margin, additional treatment is recommended (Grade of recommendation: strong, Level of evidence: moderate).

SESCC, superficial esophageal squamous cell carcinoma.

Vol. 75 No. 5, May 2020
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Table 3. Summary and Strength of Recommendations for Early Gastric Cancer

Statement G1: We recommend chromoendoscopy/image-enhanced endoscopy to determine the extent of lesion before endoscopic treatment of
early gastric cancer (Grade of recommendation: strong, Level of evidence: moderate).

Statement G2: Endoscopic ultrasonography before endoscopic resection of early gastric cancer may be helpful in determining the depth of
invasion in some patients with early gastric cancer (Grade of recommendation: weak, Level of evidence: moderate).

Statement G3: We recommend endoscopic resection for early gastric cancer of well or moderately differentiated tubular or papillary
adenocarcinoma meeting endoscopically estimated tumor size <2 cm and endoscopically suspected mucosal cancer without ulcer (Grade of
recommendation: strong, Level of evidence: moderate).

Statement G4: We suggest endoscopic resection for early gastric cancer of well or moderately differentiated tubular or papillary adenocarcinoma
meeting the following endoscopic findings: 1) mucosal cancer >2 cm without ulcer, or 2) mucosal cancer <3 cm with ulcer (Grade of
recommendation: weak, Level of evidence: moderate).

Statement G5: We suggest endoscopic resection for poorly differentiated tubular adenocarcinoma, poorly cohesive carcinoma, and signet ring
cell carcinoma meeting the following endoscopic findings: endoscopically estimated tumor size <2 cm, endoscopically mucosal cancer, and no
ulcer in the tumor (Grade of recommendation: weak, Level of evidence: low).

Statement G6: We recommend prophylactic hemostasis of visible vessels on the post-resection ulcer caused by endoscopic resection of early
gastric cancer to lower the risk of delayed bleeding (Grade of recommendation: strong, Level of evidence: low).

Statement G7: We recommend proton pump inhibitors to decrease the risk of symptoms and complications associated with iatrogenic ulcers
caused by endoscopic resection of early gastric cancer (Grade of recommendation: strong, Level of evidence: high).

Statement G8: We recommend endoscopic closure as the first treatment option for perforation that occurred during endoscopic resection of early
gastric cancer (Grade of recommendation: strong, Level of evidence: low).

Statement G9: We recommend surgical gastrectomy if histopathological evaluation after endoscopic resection of early gastric cancer meets the
criteria for non-curative resection. An exception applies if cancer invasion is observed at the horizontal resection margin only (Grade of
recommendation: strong, Level of evidence: moderate).

Statement G10: We recommend additional endoscopic management rather than surgical gastrectomy if histopathological evaluation of
endoscopically resected early gastric cancer specimen shows positive involvement at the horizontal resection margin without any other
findings compatible with non-curative resection (Grade of recommendation: strong, Level of evidence: moderate).

Statement G11: We recommend Helicobacter pylori eradication treatment after endoscopic resection of early gastric cancer in H. pylori-infected
patients (Grade of recommendation: strong, Level of evidence: high).

Statement G12: We recommend regular surveillance endoscopy every 6-12 months for patients who have had curative endoscopic resection of
early gastric cancer based on absolute or expanded criteria for early detection of metachronous gastric cancer (Grade of recommendation:
strong, Level of evidence: low).

Statement G13: We suggest regular abdominopelvic CT scan of 6-12 month interval for detection of extra-gastric recurrence after curative
endoscopic resection of early gastric cancer based on absolute and expanded criteria (Grade of recommendation: weak, Level of evidence:
low).

Table 4. Summary and Strength of Recommendations for Early Colorectal Cancer

Statement C1: Poor histologic types (poorly differentiated adenocarcinoma, signet ring cell carcinoma, and mucinous carcinoma), deep
submucosal invasion, lymphovascular invasion, and intermediate-to-high-grade tumor budding at the site of deepest invasion are risk factors
of lymph node metastasis in early colorectal cancer (Grade of recommendation: strong, Level of evidence: moderate).

Statement C2: Endoscopic resection of submucosal colorectal cancer with a high risk of lymph node metastasis has a higher recurrence rate than
surgical resection. Therefore, we recommend additional surgery if histological signs after endoscopic resection suggest a high risk of lymph
node metastasis (Grade of recommendation: strong, Level of evidence: high).

Statement C3: We recommend endoscopic assessment of pit patterns and vascular patterns to estimate the depth of submucosal invasion
before endoscopic resection of early colorectal cancer (Grade of recommendation: strong, Level of evidence: high).

Statement C4. En bloc and histologically complete resection should be achieved for endoscopic treatment of a suspected or established early
colorectal cancer. We recommend endoscopic submucosal dissection for the treatment of endoscopically resectable early colorectal cancer
which cannot be resected en bloc using endoscopic mucosal resection technique (Grade of recommendation: strong, Level of evidence:
moderate).

The Korean Journal of Gastroenterology
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Statement E3: We recommend endoscopic ultra—-

sound to define the stage of SESCC before endoscopic

treatment (Grade of recommendation: strong, Level of

evidence: moderate).

Statement E2: We recommend Lugol chromoendoscopy
and/or image-enhanced endoscopy to define the ex-
tent of lesion before endoscopic treatment of SESCC

(Grade of recommendation: strong, Level of evidence:

moderate).
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Statement E4: We suggest magnifying endoscopy

with narrow band imaging for SESCC to assess the
depth of invasion before endoscopic treatment (Grade

of recommendation: weak, Level of evidence: low).
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Statement E5: We recommend endoscopic submucosal

dissection rather than endoscopic mucosal resection for

en bloc and curative resection of SESCC confined to the

mucosa (Grade of recommendation: strong, Level of evi-

dence: moderate).
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Statement E6: We recommend oral steroid or local
steroid injection therapy for patients who develop
mucosal defects in >75% of the esophageal circum-
ference after endoscopic submucosal dissection to
prevent esophageal stricture (Grade of recom-
mendation: strong, Level of evidence: moderate).
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is low, a close follow-up after en bloc complete endo-
scopic resection can be considered without additional
treatment (Grade of recommendation: weak, Level of
evidence: low). In case of a tumor with submucosal
invasion, lymphovascular invasion, and/or positive
vertical resection margin, additional treatment is rec-
ommended (Grade of recommendation: strong, Level
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Statement G1: We recommend chromoendoscopy/image-
enhanced endoscopy to determine the extent of lesion
before endoscopic treatment of early gastric cancer
(Grade of recommendation: strong, Level of evidence:
moderate).
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Statement G2: Endoscopic ultrasonography before
endoscopic resection of early gastric cancer may be
helpful in determining the depth of invasion in some
patients with early gastric cancer (Grade of recom-
mendation: weak, Level of evidence: moderate).
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3. EIIQH G3: 2k MU(well or moderately differentiated
tubular or papillary adenocarcinoma)0| il H0] S HA
LHAIZ AHLE HASH AE0| Sal=X| 4= &d 2 cm
O[52] SOMA &ah Al X7[QA2 UWAIE HElsS st
CHEISE: 48, 27HsE 58h).

Statement G3: We recommend endoscopic resection

for early gastric cancer of well or moderately differ-

entiated tubular or papillary adenocarcinoma meeting
endoscopically estimated tumor size <2 cm and en-
doscopically suspected mucosal cancer without ulcer

(Grade of recommendation: strong, Level of evidence:

moderate).
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Statement G4: We suggest endoscopic resection for early
gastric cancer of well or moderately differentiated tubular
or papillary adenocarcinoma meeting the following endo—
scopic findings: 1) mucosal cancer >2 ¢cm without ulcer,
or 2) mucosal cancer <3 cm with ulcer (Grade of recom-
mendation: weak, Level of evidence: moderate).
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5. #1I0t G5: Oj2skd MH(poorly differentiated tubular
adenocarcinoma, poorly cohesive carcinoma, and sig-
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Statement G5: We suggest endoscopic resection for poor-
ly differentiated tubular adenocarcinoma, poorly cohesive
carcinoma, and signet ring cell carcinoma meeting the
following endoscopic findings: endoscopically estimated
tumor size =<2 cm, endoscopically mucosal cancer, and
no ulcer in the tumor (Grade of recommendation: weak,
Level of evidence: low).
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Statement G6: We recommend prophylactic hemo-
stasis of visible vessels on the post-resection ulcer
caused by endoscopic resection of early gastric cancer
to lower the risk of delayed bleeding (Grade of recom-
mendation: strong, Level of evidence: low).
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Statement G7: We recommend proton pump in-
hibitors to decrease the risk of symptoms and com-
plications associated with iatrogenic ulcers caused
by endoscopic resection of early gastric cancer (Grade
of recommendation: strong, Level of evidence: high).
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Statement G8: We recommend endoscopic closure as
the first treatment option for perforation that occurred
during endoscopic resection of early gastric cancer
(Grade of recommendation: strong, Level of evidence:
low).
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Statement G9: We recommend surgical gastrectomy
if histopathological evaluation after endoscopic re-
section of early gastric cancer meets the criteria for
non-curative resection. An exception applies if cancer
invasion is observed at the horizontal resection mar-
gin only (Grade of recommendation: strong, Level of
evidence: moderate).
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Statement G10: We recommend additional endo-
scopic management rather than surgical gas—
trectomy if histopathological evaluation of endo-
scopically resected early gastric cancer specimen
shows positive involvement at the horizontal re-
section margin without any other findings compat-
ible with non-curative resection (Grade of recom-
mendation: strong, Level of evidence: moderate).
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Statement G11: We recommend Helicobacter pylori
eradication treatment after endoscopic resection of ear—
ly gastric cancer in Helicobacter pylori-infected pa-
tients (Grade of recommendation: strong, Level of evi-
dence: high).
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Statement G12: We recommend regular surveillance
endoscopy every 6-12 months for patients who have
had curative endoscopic resection of early gastric
cancer based on absolute or expanded criteria for
early detection of metachronous gastric cancer
(Grade of recommendation: strong, Level of evi-
dence: low).
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Statement G13: We suggest regular abdominopelvic
CT scan of 6-12 month interval for detection of ex-
tra—gastric recurrence after curative endoscopic re—
section of early gastric cancer based on absolute
and expanded criteria (Grade of recommendation:
weak, Level of evidence: low).
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Statement C1: Poor histologic types (poorly differ-
entiated adenocarcinoma, signet ring cell carcinoma,
and mucinous carcinoma), deep submucosal invasion,
lymphovascular invasion, and intermediate-to-high-
grade tumor budding at the site of deepest invasion
are risk factors of lymph node metastasis in early
colorectal cancer (Grade of recommendation: strong,
Level of evidence: moderate).
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Statement C2: Endoscopic resection of submucosal
colorectal cancer with a high risk of lymph node meta-
stasis has a higher recurrence rate than surgical
resection. Therefore, we recommend additional sur-
gery if histological signs after endoscopic resection
suggest a high risk of lymph node metastasis (Grade
of recommendation: strong, Level of evidence: high).
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Statement C3: We recommend endoscopic assess-
ment of pit patterns and vascular patterns to estimate
the depth of submucosal invasion before endoscopic
resection of early colorectal cancer (Grade of recom-
mendation: strong, Level of evidence: high).
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Table 5. Kudo's Pit Pattern for the Endoscopic Diagnosis of Colorectal Neoplasia®®

Pglzzgzg;tion Type | Type Il Type llis Type Il Type IV Type Vi Type Vn
Description Round (normal) Asteroid pits Tubular or round Tubular or round Branched or Irregular Amorphous or
pits pits, smaller pits, larger gyrus-like pits arrangement non-structural
than the than normal and sizes of pit patterns
normal pits pits type llls, I, IV
pit patterns
Most likely Normal Hyperplastic Adenoma Adenoma Adenoma Intramucosal Deep submucosal
histology polyp Intramucosal Intramucosal cancer cancer
Sessile serrated  carcinoma carcinoma Superficial
lesion submucosal
cancer
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Statement C4. £n bloc and histologically complete
resection should be achieved for endoscopic treat-
ment of a suspected or established early colorectal

cancer. We recommend endoscopic submucosal dis-

Table 6. Japanese NBI Expert Team (JNET) Classification for the Endoscopic Diagnosis of Colorectal Neoplasia®*®

JNET classification JNET 1 JNET 2A

JNET 2B JNET 3

Vessel pattern Invisible Regular caliber

Regular distribution (meshed or

spiral pattern)

Surface pattern Regular dark or white spots
Similar to surrounding normal

mucosa

Regular

Most likely histology ~ Hyperplastic polyp

Sessile serrated lesion neoplasia

Low grade intramucosal

Loose vessel areas
Interruption of thick vessels

Variable caliber
Irregular distribution

Irregular or obscure Amorphous area

(tubular/branched/papillary)

High-grade intramucosal
neoplasia

Superficial submucosal
invasive cancer

Deep submucosal invasive
cancer

NBI, narrow band imaging.

Vol. 75 No. 5, May 2020



282 U 5. Z7ISETY LNZ K2 YRR

section for the treatment of endoscopically resect-
able early colorectal cancer which cannot be re-
sected en bloc using endoscopic mucosal resection
technique (Grade of recommendation: strong, Level
of evidence: moderate).
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Supplementary Material I. PICOs for Each Statement

1. Description of PICOs for superficial esophageal squ-
amous cell carcinoma

Statement E1: We recommend endoscopic resection for SESCC with-
out distant or lymph node metastasis, excluding those with obvious
submucosal invasion (Grade of recommendation: strong, Level of evi-
dence: moderate).

Q1. What are the indications for endoscopic resection of superficial
esophageal squamous cell carcinoma?

Patient: Patients who undergo either endoscopic resection or
esophagectomy for superficial esophageal squamous cell carci-
noma without lymph node metastasis

Intervention: Endoscopic resection

Comparator: Esophagectomy

Outcome: Survival rate

Study design: Randomized controlled trial (RCT) or non-RCT

Statement E2: We recommend Lugol chromoendoscopy and/or im-
age-enhanced endoscopy to define the extent of lesion before endo-
scopic treatment of SESCC (Grade of recommendation: strong, Level
of evidence: moderate).

Q1. Does chromoendoscopy or image-enhanced endoscopy before
endoscopic resection of superficial esophageal squamous cell carci-
noma help the evaluation of the lateral margin of the lesion?

Patient: Patients who were diagnosed with superficial esoph-
ageal squamous cell carcinoma

Intervention: Chromoendoscopy, image-enhanced endoscopy
Comparator: No chromoendoscopy or image-enhanced endos-
copy after diagnosis of superficial esophageal squamous cell
carcinoma

Outcome: Lateral margin

Study design: RCT or non-RCT

Statement E3: We recommend endoscopic ultrasound to define the
stage of SESCC before endoscopic treatment (Grade of recom-
mendation: strong, Level of evidence: moderate).

Q1. Does endoscopic ultrasound (EUS) before endoscopic resection
of superficial esophageal squamous cell carcinoma help to stage the
disease?

Patient: Patients who were diagnosed with superficial esoph-
ageal squamous cell carcinoma

Intervention: EUS

Comparator: No EUS after diagnosis of superficial esophageal
squamous cell carcinoma

Outcome: Depth of invasion, lymph node metastasis

Study design: RCT or non-RCT

Statement E4: We suggest magnifying endoscopy with narrow band
imaging for SESCC to assess the depth of invasion before endoscopic
treatment (Grade of recommendation: weak, Level of evidence: low).

Q1. Does magnifying endoscopy with narrow band imaging (MENBI)
before endoscopic resection of superficial esophageal squamous
cell carcinoma help the evaluation of the depth of invasion?

Patient: Patients who were diagnosed with superficial esoph-
ageal squamous cell carcinoma

Intervention: MENBI

Comparator: No MENBI after diagnosis of superficial esoph-
ageal squamous cell carcinoma

Outcome: Depth of invasion

Study design: RCT or non-RCT

Statement ES: We recommend endoscopic submucosal dissection
rather than endoscopic mucosal resection for en b/ocand curative
resection of SESCC confined to the mucosa (Grade of recom-
mendation: strong, Level of evidence: moderate).

Q1. Is ESD more effective than EMR in patients with superficial
esophageal squamous cell carcinoma in terms of en blocresection,
RO resection and curative resection?

Patient: Patients who undergo endoscopic resection for super-
ficial esophageal squamous cell carcinoma

Intervention: Endoscopic submucosal dissection

Comparator: Endoscopic mucosal resection

Outcome: En bloc resection, RO resection, curative resection
Study design: RCT or non-RCT

Statement E6: We recommend oral steroid or local steroid injection
therapy for patients who develop mucosal defects in >75% of the
esophageal circumference after endoscopic submucosal dissection
to prevent esophageal stricture (Grade of recommendation: strong,
Level of evidence: moderate).

QL. Is steroid administration needed after endoscopic resection in
patients with superficial esophageal squamous cell carcinoma to de-
crease the risk of stenosis?

Patient: Patients who undergo endoscopic resection for super-
ficial esophageal squamous cell carcinoma

Intervention: Steroid administration after endoscopic resection
(oral administration or local injection)

Comparator: No steroid administration after endoscopic re-
section

Outcome: Stenosis rate, number of endoscopic dilatation, ad-
verse event

Study design: RCT or non-RCT

Statement E7: No additional treatment is recommended after en bloc
complete resection of SESCC invading no more than the lamina prop-
ria with no lymphovascular invasion because of a very low risk of lymph
node metastasis (Grade of recommendation: strong, Level of evi-



dence: moderate). As the risk of lymph node metastasis of a tumor in-
vading into the muscularis mucosa without lymphovascular invasion
is low, a close follow-up after en bloc complete endoscopic resection
can be considered without additional treatment (Grade of recom-
mendation: weak, Level of evidence: low). In case of a tumor with sub-
mucosal invasion, lymphovascular invasion, and/or positive vertical
resection margin, additional treatment is recommended (Grade of
recommendation: strong, Level of evidence: moderate).

Ql. Is there a difference between observation without surgery and
rescue surgery in terms of recurrence and survival in patients who
achieve RO resection by endoscopic resection for mucosal esoph-
ageal squamous cell carcinoma without lymphovascular invasion?

Patient: Patients who achieve RO resection by endoscopic re-
section for mucosal esophageal squamous cell carcinoma with-
out lymphovascular invasion

Intervention: Observation

Comparator: Rescue (additional) surgery

Outcome: Recurrence and survival rates

Study design: RCT or non-RCT

2. Description of PICOs for early gastric cancer

Statement G1: We recommend chromoendoscopy/image- en-
hanced endoscopy to determine the extent of lesion before endoscopic
treatment of early gastric cancer (Grade of recommendation: strong,
Level of evidence: moderate).

Q1. Does chromoendoscopy or image-enhanced endoscopy before
endoscopic resection of early gastric cancer help the evaluation of
the lateral margin of the lesion?

Patient: Patients who were diagnosed with early gastric cancer
Intervention: Chromoendoscopy, image-enhanced endoscopy
Comparator: No chromoendoscopy or image-enhanced endos-
copy after diagnosis of early gastric cancer

Outcome: Lateral margin

Study design: RCT or non-RCT

Statement G2: Endoscopic ultrasonography before endoscopic re-
section of early gastric cancer may be helpful in determining the depth
of invasion in some patients with early gastric cancer (Grade of recom-
mendation: weak, Level of evidence: moderate).

Q1. Does EUS before endoscopic resection of early gastric cancer
help the evaluation of the depth of invasion?

Patient: Patients who were diagnosed with early gastric cancer
Intervention: EUS

Comparator: No EUS after diagnosis of early gastric cancer
Outcome: Depth of invasion

Study design: RCT or non-RCT

Statement G3: We recommend endoscopic resection for early gastric
cancer of well or moderately differentiated tubular or papillary ad-
enocarcinoma meeting endoscopically estimated tumor size <2 cm
and endoscopically suspected mucosal cancer without ulcer (Grade
of recommendation: strong, Level of evidence: moderate).

Q1. Can we recommend endoscopic resection for early gastric cancer
of well or moderately differentiated tubular or papillary ad-
enocarcinoma meeting endoscopically estimated tumor size <2 cm
and endoscopically suspected mucosal cancer without ulcer?

Patient: Patients with early gastric cancer of well or moderately
differentiated tubular or papillary adenocarcinoma meeting
endoscopically estimated tumor size <2 cm and endoscopi-
cally suspected mucosal cancer without ulcer

Intervention: Endoscopic resection

Comparator: Gastrectomy with lymph node dissection
Outcome: Survival rate

Study design: RCT or non-RCT

Statement G4: We suggest endoscopic resection for early gastric can-
cer of well or moderately differentiated tubular or papillary ad-
enocarcinoma with the following endoscopic findings: 1) mucosal
cancer >2 cm without ulcer, or 2) mucosal cancer <3 cm with ulcer
(Grade of recommendation: weak, Level of evidence: moderate).

Q1. Can we suggest endoscopic resection for early gastric cancer of
well or moderately differentiated tubular or papillary ad-
enocarcinoma with the following endoscopic findings: 1) mucosal
cancer >2 cm without ulcer, or 2) mucosal cancer <3 cm with ulcer?

Patient: Patients with early gastric cancer of well or moderately
differentiated tubular or papillary adenocarcinoma with the
following endoscopic findings: 1) mucosal cancer >2 cm with-
out ulcer, or 2) mucosal cancer <3 cm with ulcer
Intervention: Endoscopic resection

Comparator: Gastrectomy with lymph node dissection
Outcome: Survival rate

Study design: RCT or non-RCT

Statement G5: We suggest endoscopic resection for poorly differ-
entiated tubular adenocarcinoma, poorly cohesive carcinoma, or sig-
net ring cell carcinoma meeting the following endoscopic findings:
endoscopically estimated tumor size <2 cm, endoscopically mu-
cosal cancer, and no ulcer in the tumor (Grade of recommendation:
weak, Level of evidence: low).

Q1. Can we suggest endoscopic resection for poorly differentiated
tubular adenocarcinoma, poorly cohesive carcinoma, or signet ring
cell carcinoma meeting the following endoscopic findings: endo-
scopically estimated tumor size <2 cm, endoscopically mucosal can-
cer, and no ulcer in the tumor?

Patient: Patients with early gastric cancer of poorly differ-
entiated tubular adenocarcinoma, poorly cohesive carcinoma,
or signet ring cell carcinoma meeting the following endoscopic
findings: endoscopically estimated tumor size <2 cm, endo-
scopically mucosal cancer, and no ulcer in the tumor
Intervention: Endoscopic resection

Comparator: Gastrectomy with lymph node dissection
Outcome: Survival rate

Study design: RCT or non-RCT

Statement G6: We recommend prophylactic hemostasis of visible ves-
sels on the post-resection ulcer caused by endoscopic resection of ear-
ly gastric cancer to lower the risk of delayed bleeding (Grade of recom-
mendation: strong, Level of evidence: low).



Q1. Can prophylactic hemostasis of visible vessels on the post-re-
section ulcer caused by endoscopic resection of early gastric cancer
reduce the risk of delayed bleeding?

Patient: Patients who underwent endoscopic resection for early
gastric cancer

Intervention: Prophylactic hemostasis of visible vessels on the
post-resection ulcer

Comparator: No prophylactic hemostasis

Outcome: Delayed bleeding

Study design: RCT or non-RCT

Statement G7: We recommend proton pump inhibitors to decrease
the risk of symptoms and complications associated with iatrogenic ul-
cers caused by endoscopic resection of early gastric cancer (Grade of
recommendation: strong, Level of evidence: high).

Q1. Can proton pump inhibitors decrease the risk of symptoms and
complications associated with iatrogenic ulcers caused by endo-
scopic resection of early gastric cancer?

Patient: Patients who underwent endoscopic resection for early
gastric cancer

Intervention: Use of proton pump inhibitors

Comparator: No use of proton pump inhibitors

Outcome: Symptoms and complications associated with iatro-
genic ulcers

Study design: RCT or non-RCT

Statement G8: We recommend endoscopic closure as the first treat-
ment option for perforation that occurred during endoscopic re-
section of early gastric cancer (Grade of recommendation: strong,
Level of evidence: low).

Q1. What is the first treatment option for perforation that occurred
during endoscopic resection of early gastric cancer?

Patient: Patients with perforation that occurred during endo-
scopic resection

Intervention: Endoscopic closure

Comparator: Surgery or conservative management

Outcome: Closure rate

Study design: RCT or non-RCT

Statement G9: We recommend surgical gastrectomy if histopatho-
logical evaluation after endoscopic resection of early gastric cancer
meets the criteria for non-curative resection. An exception applies if
cancer invasion is observed at the horizontal resection margin only
(Grade of recommendation: strong, Level of evidence: moderate).

Ql. Is there a difference between observation without surgery and
rescue surgery in terms of recurrence and survival in patients with
early gastric cancer meeting the criteria for non-curative resection
(an exception applies if cancer invasion is observed at the horizontal
resection margin only)?

Patient: Patients with early gastric cancer meeting the criteria
for non-curative resection (an exception applies if cancer in-
vasion is observed at the horizontal resection margin only)
Intervention: Rescue surgery

Comparator: Observation without surgery

Outcome: Recurrence and survival

| Study design: RCT or non-RCT

Statement G10: We recommend additional endoscopic management
rather than surgical gastrectomy if histopathological evaluation of
endoscopically resected early gastric cancer specimen shows pos-
itive involvement at the horizontal resection margin without any other
findings compatible with non-curative resection (Grade of recom-
mendation: strong, Level of evidence: moderate).

Ql. Is there a difference between additional endoscopic therapy
without surgery and rescue surgery in terms of recurrence and surviv-
al in patients with early gastric cancer with positive involvement at
the horizontal resection margin without any other findings compat-
ible with non-curative resection?

Patient: Patients with early gastric cancer with positive involve-
ment at the horizontal resection margin without any other
findings compatible with non-curative resection

Intervention: Additional endoscopic therapy

Comparator: Rescue surgery

Outcome: Recurrence and survival

Study design: RCT or non-RCT

Statement G11: We recommend Helicobacter pylori (H. pylori) erad-
ication treatment after endoscopic resection of early gastric cancer
in H. pylori-infected patients (Grade of recommendation: strong,
Level of evidence: high).

Q1. Can H. pylori eradication treatment after endoscopic resection
of early gastric cancer reduce the metachronous gastric cancer in H.
pylori-infected patients?

Patient: H. pylori-infected patients after endoscopic resection
of early gastric cancer

Intervention: H. pylori eradication treatment

Comparator: No eradication

Outcome: Incidence of the metachronous gastric cancer
Study design: RCT or non-RCT

Statement G12: We recommend regular surveillance endoscopy every
6-12 month for patients who have had curative endoscopic resection
of early gastric cancer based on absolute or expanded criteria for early
detection of metachronous gastric cancer (Grade of recom-
mendation: strong, Level of evidence: low).

Q1. Does regular surveillance endoscopy every 6-12 month help the
early detection of metachronous gastric cancer in patients who have
had curative endoscopic resection of early gastric cancer based on
absolute or expanded criteria?

Patient: Patients who have had curative endoscopic resection of
early gastric cancer based on absolute or expanded criteria
Intervention: Surveillance endoscopy every 6-12 month
Comparator: No surveillance endoscopy

Outcome: Early detection of metachronous gastric cancer
Study design: RCT or non-RCT

Statement G13: We suggest regular abdominopelvic computed to-
mography scan of 6-12 month interval for detection of extra-gastric
recurrence after curative endoscopic resection of early gastric can-



cer based on absolute and expanded criteria (Grade of recom-
mendation: weak, Level of evidence: low).

Q1. Does regular abdominopelvic computed tomography scan every
6-12 month help the detection of extra-gastric recurrence in patients
who have had curative endoscopic resection of early gastric cancer
based on absolute or expanded criteria?

Patient: Patients who have had curative endoscopic resection of
early gastric cancer based on absolute or expanded criteria
Intervention: Abdominopelvic computed tomography scan ev-
ery 6-12 month

Comparator: No surveillance computed tomography scan
Outcome: Detection of extra-gastric recurrence

Study design: RCT or non-RCT

3. Description of PICOs for early colorectal cancer

Statement C1: Poor histologic types (poorly differentiated ad-
enocarcinoma, signet ring cell carcinoma, and mucinous carcinoma),
deep submucosal invasion, lymphovascular invasion, and inter-
mediate-to-high-grade tumor budding at the site of deepest invasion
are risk factors of lymph node metastasis in early colorectal cancer
(Grade of recommendation: strong, Level of evidence: moderate).

Q1. Does intramucosal colorectal cancer have the risk of lymph node
metastasis?

Patient: Patients who were diagnosed with intramucosal color-
ectal cancer

Intervention: Not applicable

Comparator: Not applicable

Outcome: Incidence of lymph node metastasis

Study design: RCT or non-RCT

Q2. Is the risk of lymph node metastasis higher in the deep sub-
mucosal invasive colorectal cancer than in the superficial sub-
mucosal invasive colorectal cancer?

Patient: Patients who were diagnosed with submucosal color-
ectal cancer

Intervention: Patients who were diagnosed with deep sub-
mucosal colorectal cancer

Comparator: Patients who were diagnosed with superficial sub-
mucosal colorectal cancer

Outcome: Incidence of lymph node metastasis

Study design: RCT or non-RCT

Q3. Is the risk of lymph node metastasis higher in the submucosal in-
vasive colorectal cancer with lymphovascular invasion than in the
submucosal invasive colorectal cancer without lymphovascular in-
vasion?

Patient: Patients who were diagnosed with submucosal color-
ectal cancer

Intervention: Patients who were diagnosed with submucosal
colorectal cancer with lymphovascular invasion

Comparator: Patients who were diagnosed with submucosal
colorectal cancer without lymphovascular invasion

Outcome: Incidence of lymph node metastasis

Study design: RCT or non-RCT

Q4. Is the risk of lymph node metastasis higher in the submucosal in-
vasive colorectal cancer with tumor budding than in the submucosal
invasive colorectal cancer without tumor budding?

Patient: Patients who were diagnosed with submucosal color-
ectal cancer

Intervention: Patients who were diagnosed with submucosal
colorectal cancer with tumor budding

Comparator: Patients who were diagnosed with submucosal
colorectal cancer without tumor budding

Outcome: Incidence of lymph node metastasis

Study design: RCT or non-RCT

Q5. Is the risk of lymph node metastasis higher in the poorly differ-
entiated early colorectal cancer than in the well or moderately differ-
entiated early colorectal cancer?

Patient: Patients who were diagnosed with early colorectal can-
cer

Intervention: Patients who were diagnosed with poorly differ-
entiated early colorectal cancer

Comparator: Patients who were diagnosed with well or moder-
ately differentiated early colorectal cancer

Outcome: Incidence of lymph node metastasis

Study design: RCT or non-RCT

Statement C2: Endoscopic resection of submucosal colorectal cancer
with a high risk of lymph node metastasis has a higher recurrence
rate than surgical resection. Therefore, we recommend additional
surgery if histological signs after endoscopic resection suggest a high
risk of lymph node metastasis (Grade of recommendation: strong,
Level of evidence: high).

Q1. Are the recurrence and survival rates different between the endo-
scopic resection and the surgical resection for the submucosal in-
vasive colorectal cancer with low risk of lymph node metastasis?

Patient: Patients who were diagnosed with submucosal color-
ectal cancer with low risk of lymph node metastasis
Intervention: Endoscopic resection

Comparator: Surgery

Outcome: Recurrence and/or survival rates

Study design: RCT or non-RCT

Q2. Are the recurrence and survival rates different between the endo-
scopic resection and the surgical resection for the submucosal in-
vasive colorectal cancer with high risk of lymph node metastasis?

Patient: Patients who were diagnosed with submucosal color-
ectal cancer with high risk of lymph node metastasis
Intervention: Endoscopic resection

Comparator: Surgery

Outcome: Recurrence and/or survival rates

Study design: RCT or non-RCT

Statement C3: We recommend endoscopic assessment of pit pat-
terns and vascular patterns to estimate the depth of submucosal in-
vasion before endoscopic resection of early colorectal cancer (Grade
of recommendation: strong, Level of evidence: high).

Q1. For the diagnosis of suspected/established early colorectal can-
cer, is narrow band imaging useful to differentiate mucosal/super-
ficial submucosal cancer from deep submucosal cancer compared



with white light endoscopy?

Patient: Patients who have suspected or established early color-
ectal cancer

Intervention: Narrow band imaging

Comparator: White light endoscopy

Outcome: Differentiation of mucosal/superficial submucosal
cancer from deep submucosal cancer (diagnostic accuracy)
Study design: RCT or non-RCT

Q2. For the diagnosis of suspected/established early colorectal can-
cer, is chromoendoscopy useful to differentiate mucosal/superficial
submucosal cancer from deep submucosal cancer compared with
white light endoscopy?

Patient: Patients who have suspected or established early color-
ectal cancer

Intervention: Chromoendoscopy

Comparator: White light endoscopy

Outcome: Differentiation of mucosal/superficial submucosal
cancer from deep submucosal cancer (diagnostic accuracy)
Study design: RCT or non-RCT

Q3. For the diagnosis of suspected/established early colorectal can-
cer, is magnifying endoscopy useful to differentiate mucosal/ super-
ficial submucosal cancer from deep submucosal cancer compared
with conventional endoscopy?

Patient: Patients who have suspected or established early color-

ectal cancer

Intervention: Magnifying endoscopy

Comparator: Conventional (non-magnifying) endoscopy
Outcome: Differentiation of mucosal/superficial submucosal
cancer from deep submucosal cancer (diagnostic accuracy)
Study design: RCT or non-RCT

Statement C4. En bloc and histologically complete resection should
be achieved for endoscopic treatment of a suspected or established
early colorectal cancer. We recommend endoscopic submucosal dis-
section for the treatment of endoscopically resectable early color-
ectal cancer which cannot be resected en bloc using endoscopic mu-
cosal resection technique (Grade of recommendation: strong, Level
of evidence: moderate).

Q1. Does endoscopic submucosal dissection provide higher en bloc
resection rate for suspected or established early colorectal cancer
than endoscopic mucosal resection or other endoscopic resection
techniques?

Patient: Patients who have suspected or established early color-
ectal cancer

Intervention: Endoscopic submucosal dissection

Comparator: Endoscopic mucosal resection, endoscopic re-
section techniques other than endoscopic submucosal dis-
section

Outcome: En bloc resection rate

Study design: RCT or non-RCT
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