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Endoscopic submucosal dissection (ESD) is the standard 
treatment for the subset of patients with early gastric cancer 
(EGC) satisfying prespecified criteria. The long-term progno-
sis following ESD for cases of EGC meeting the ESD criteria 
(achievement of curative resection) is comparable to that 
achieved with surgical resection.1 However, this long-term 
prognosis comparison categorized by the histology accord-
ing to the differentiation, especially for undifferentiated-type 
EGC, has not been well established.

In the context of histology, undifferentiated-type EGC gen-
erally refers to poorly-differentiated tubular adenocarcinoma, 
signet-ring cell carcinoma, or poorly cohesive carcinoma.2 
Although undifferentiated-type EGC is included among the 
expanded indications of ESD, the rate of curative resection 
remains low, reported previously as 61.4% in a meta-analy-
sis and 36.4% in a nationwide cohort study in Korea.3,4 This 
implies that an unmet need persists regarding the accurate 
prediction of curative resection in undifferentiated-type EGC 
(difficulty in adopting a precise ESD indication). Therefore, 

proper candidate selection prior to ESD is important. 
Endoscopists predict the probability of curative resection 

using the size and shape of the lesion and whether ulcers are 
present or not. The most fundamental hypothesis is that en-
doscopic resection can be performed with curative intent for 
EGCs without lymph node metastasis. Therefore, indications 
of ESD were established using the combination of factors 
associated with a negligible lymph-node metastasis rate from 
the retrospective analysis of surgically resected specimens.2 
These indications are categorized as per the histology of EGC 
according to the differentiation, size, and morphologic con-
ditions of the involved lesion. However, optical endoscopic 
determination of the factors stated above involves operator-de-
pendent characteristics. In the study of a Korean multicenter 
registry of ESD for undifferentiated-type EGC, there was a 
discrepancy between pre-ESD indications and post-ESD crite-
ria in 36.7% of all lesions.4 The underestimation of the size was 
the most common reason for non-curative resection (71.4%), 
followed by the underestimation of the invasion depth (32%) 
and unpredictability of lymphovascular invasion (14.9%).4 
Undifferentiated-type EGC has distinctive growth patterns 
relative to differentiated-type EGC.2,4 Undifferentiated-type 
EGC is known to extend laterally along the proliferative zone 
in the intermediate layer of the mucosa (subepithelial spread-
ing), and the development pattern from the intermediate layer 
could lead to non-exposure to the surface mucosa, limiting 
the precise measurement of the size of the lesion.3 Subepithe-
lial-spreading signet-ring cell carcinoma is more prevalent 
than the epithelial-spreading type in cases with background 
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gastric mucosal atrophy or intestinal metaplasia. Furthermore, 
ESD of the poorly-differentiated adenocarcinoma presents a 
stronger association with submucosal invasion relative to that 
of signet-ring cell carcinoma.4 Although adopting a precise in-
dication is important, undifferentiated-type EGC itself is a risk 
factor for an out-of-indication rate, leading to non-curative 
resection, so more strict indications might be necessary for 
pursuing the ESD of undifferentiated-type EGC.5

In this issue of Clinical Endoscopy, Huh et al. reported a 
comparative evaluation of the long-term outcomes of ESD 
and surgery for undifferentiated-type EGC.6 There was no dif-
ference in the overall survival and procedure-related adverse 
events with the five Korean studies of 429 and 1,236 patients 
who underwent ESD and surgery, respectively. However, ESD 
showed a higher recurrence rate and lower complete resection 
rate compared to those of surgery. Although the overall sur-
vival was not different between patients who underwent ESD 
and surgery in this meta-analysis, this could change depend-
ing on how the ESD indication was applied in each enrolled 
study. Four studies (among the five studies included in the 
meta-analysis) included resected lesions based on the expand-
ed indication and showed no significant difference in overall 
survival between ESD and surgery. However, there is difficulty 
in adopting a precise indication in the ESD of undifferenti-
ated-type EGC. This means ESD is often performed on the 
basis of the beyond expanded indication which is mistaken for 
expanded indication. Therefore, there could be a selection bias 
in the results of this meta-analysis because patients with le-
sions for which the expanded indication was applied correctly 
(satisfying expanded criteria) were retrospectively enrolled in 
each study. If we could adopt a precise indication of ESD, the 
prognosis would be good. One of the methods to compensate 
this unmet need would be the application of strict indications 
(i.e., ESD for smaller lesions) because the underestimation of 
the size was the most common reason for non-curative resec-
tion in a previous study.4

Although a prospective trial of ESD for undifferentiat-
ed-type EGC that satisfied the expanded criteria reported an 
excellent long-term survival rate,4,7,8 more cautious application 
or restriction of ESD indications has been recommended, 
especially regarding the size categorization.2 Most recently 
published studies have also indicated that small intramucosal 
undifferentiated-type EGC measuring less than 1.0 cm or 1.5 
cm without lymphovascular invasion should be considered for 
ESD.9,10 

The indications of ESD for undifferentiated-type EGC have 
not been approved by all endoscopists. Therefore, practice pat-
terns adopting ESD indications for undifferentiated-type EGC 
vary depending on the institution. However, the results of 

previous studies commonly suggested that ESD for the lesions 
satisfying the expanded criteria has a good prognosis. There-
fore, efforts to apply precise indications are important.
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