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Endoscopic resection is a treatment option for the 
superficial carcinoma in gastrointestinal tract. The strategy 
of endoscopic resection for gastric adenocarcinoma (GAC) 
and esophageal squamous cell carcinoma (ESCC) has been 
well established in Japan, but not so much for esophageal 
adenocarcinoma (EAC) (1-3). EAC has become prevalent 
especially in North America and Western Europe, but it is 
still uncommon in east Asia (4). Therefore, the evidence 
of endoscopic resection for EAC has been based on studies 
performed in Western countries (5,6). In 2017, Ishihara et al. 
conducted a multicenter retrospective study in 13 high-volume 
centers in Japan and assessed the risk factor for metastases 
in 458 patients with T1 (T1a and T1b) EAC (7). This study 
concluded that the presence of lymphovascular involvement 
(LVI), poorly differentiated component, and >3 cm  
tumor size are risk factor for metastases. Patients with 
T1a or superficial submucosal (SM) invasion (1–500 μm) 
tumor without these risk factors are least likely to develop 
lymph node metastases and thus seem ideal candidates for 
endoscopic resection (7). However, long-term outcome 
after endoscopic resection remains unclear.

Abe et al. evaluated long-term outcomes in 372 patients 
after endoscopic resection based on the risk factor which 
Ishihara et al. suggested; 277 low-risk patients (T1a or 
SM1 with less than 3 cm tumor diameter, no LVI, and no 
poorly differentiated component) and 95 high-risk patients 
(T1 tumor with over 3 cm, presence of LVI, and poorly 
differentiated component or SM tumor invading into 
submucosa more than 500 um) (8). In the low risk group, 

3 patients had local recurrence, but no distant metastases. 
On the other hand, in high risk group, 9 patients (9.5%) 
developed metastases. The 5-year disease-specific survival 
rates in the low-risk group, the high-risk group with 
additional treatment, and the high-risk group without 
additional treatment were 100%, 94.4%, and 92.8%, 
respectively. This study strongly suggests that endoscopic 
resection might be valuable for the low risk group.

Indication for endoscopic resection in patients with EAC 
has been evaluated in Western countries. Westerterp et al. 
evaluated surgical specimen of EAC and showed that only 
1 of 79 patients with T1a or SM1 EAC had lymph node 
metastases (9). Lee et al. evaluated 258 patients with T1 
EAC who underwent esophagectomy without preoperative 
therapy and showed that the incidence of LN metastases 
was 7% for T1a and 26% for T1b (10). Moreover, tumor 
size, poor differentiation, and the presence of LVI were 
risk factors for LN metastases, being consistent with the 
Ishihara report (7,10). Manner et al. showed that only 1 of 
53 SM1 patients with no LVI and no poorly differentiated 
developed lymph node metastases following endoscopic 
resection (11). Alvarez Herrero et al. showed that 69 patients  
with T1a-muscularis mucosae (MM) and SM1 have no LN 
metastases after endoscopic resection (12). Leggett et al. 
showed that the presence of LVI in endoscopic specimen is 
a significant prognostic factor (13). Based on these reports, 
the European Society of Gastrointestinal Endoscopy 
recommended endoscopic resection for patients with 
T1a or low risk SM1(less than 500 um invasion, well or 
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moderate differentiation, and no LVI) (5). NCCN guideline 
recommend endoscopic resection for T1a or superficial 
pT1b tumor with no LVI and no poor differentiation (6). 
This indication is similar with recommendation which 
Ishihara et al. and Abe et al. provided in Japan (7,8).

Frequency of LN metastasis in EAC differ from ESCC, 
therefore indication of endoscopic resection for EAC should 
be independent with ESCC. In ESCC, Japanese esophageal 
cancer guideline recommended endoscopic resection for 
only T1a tumor (1,2). LN metastases of pT1a-epithelium 
(EP)/lamina propria mucosae (LPM), is very rare. However, 
pT1a-MM is possible to develop metastases; Akutsu et al. 
reported that the overall risk of metastasis in T1a-MM 
ESCC was 16%, especially in patient with the presence of 
LVI (14). Definitely, pT1b tumor have higher frequency 
of metastases, therefore T1b tumor is not appropriate for 
the endoscopic treatment. Yamashita et al. evaluated the 
long-term outcome after endoscopic resection for ESCC 
and reported that the cumulative 5-year metastatic rates in 
patients with EP/LPM, MM, SM1, and SM2 cancer were 
0.4%, 8.7%, 7.7%, and 36.2%, respectively (15). Therefore, 
for patient with pT1a-MM and pT1b ESCC after 
endoscopic resection, additional surgical treatment and/
or chemoradiation should be considered (1,2). However, 
necessity of additional treatment for pT1a-MM without 
LVI is still controversial. 

Indication for endoscopic resection for gastric cancer are 
more precisely investigated in Japan and have more detail 
criteria. Endoscopic resection for GAC had been indicated 
to T1a differentiated-type with less than 2 cm without 
ulcerative findings (UL). According to the JCOG0607 
results, following pathological status with margin negative 
and LVI negative have been considered as curative; (I) tumor 
diameter over 2 cm, differentiation, pT1a, UL negative, 
(II) Tumor size less than 3 cm, differentiation, pT1a, UL 
positive, and (III) tumor size less than 3 cm, differentiation, 
pSM1 invading 1–500 um into submucosa (16). Indication 
for undifferentiated or mixed type (accompanied with 
differentiated area and undifferentiated area) is still 
insufficient and assessed in ongoing study (JCOG1009/1010).

Study performed by Abe et al. contained the largest 
sample size and showed very favorable prognosis after 
endoscopic resection in the low-risk EAC patients, thus 
leading to a high evidence of endoscopic resection for low-
risk EAC patients in Japan. Endoscopic resection in Japan 
has any differences from that in West. En bloc resection with 
endoscopic submucosal dissection (ESD) is performed well 
in Japan, resulting in accurate pathological evaluation. Long 

segment Barrett’s esophagus is still rare in Japan. Most of 
EAC in Japan located near esophagogastric junction. 

In conclusion, indication of endoscopic resection should 
be considered in balance with the risk of LN metastases 
after endoscopic resection and the morbidity from 
esophagectomy. The Abe et al. paper suggests possibility 
of endoscopic resection for low risk EAC patients. Further 
prospective studies were warranted.
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