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Non-Curative Resection: Should Clinicians Consider Providing

Additional Surgery for All Patients?
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See “Risk Factors and Clinical Outcomes of Non-Curative Resection in Patients with Early Gastric Cancer Treated with Endoscopic
Submucosal Dissection: A Retrospective Multicenter Study in Korea” by Si Hyung Lee, Min Cheol Kim, Seong Woo Jeon, et al., on page

196-205.

According to the Japanese gastric cancer treatment guide-
lines, when a lesion does not meet the curability criteria for
endoscopic resection of early gastric cancers (EGCs), non-cu-
rative resection (NCR) is identified, for which additional
treatment is recommended in most cases. Thus, it is important
to predict NCR and reveal the clinical outcomes of patients
with NCR.

In this issue of Clinical Endoscopy, Lee et al. conducted a
large-scale retrospective multicenter study in Korea that inves-
tigated the risk factors associated with NCR and assessed the
long-term clinical outcomes of no additional treatment.' This
study demonstrated three clinically important findings: risk
factors affecting NCR with endoscopic submucosal dissection,
those for local recurrence after NCR, and clinical outcomes of
NCR.

Risk factors affecting NCR were old age, undifferentiated
histopathology, upper-body tumor location, tumor size >2 cm,
and presence of an ulcer. Tumor size >2 cm, submucosal in-
vasion, positive horizontal margin, and lymphovascular inva-
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sion were risk factors for local recurrence. Although these two
findings were already demonstrated in previous studies,” it is
meaningful that the largest study in Korea confirmed them. It
is particularly interesting that lymphovascular invasion is one
of the risk factors for local recurrence. Lymphovascular inva-
sion is a known risk factor for lymph node metastasis (LNM)
after NCR for EGCs, but it is unclear why lymphovascular in-
vasion is associated with local recurrence. One possible expla-
nation for this is that cancer cells in the lymphatic or venous
duct disperse from the duct, leading to local recurrence, but
the actual mechanism of local recurrence by lymphovascular
invasion has not been clarified. The distinct role of lymphatic
and vascular invasion in local recurrence should be revealed.

Lee et al. also revealed the clinical outcomes of NCR." It
is surprising that the overall survival (OS) rate in patients
with NCR without additional treatment in this study (98.9%
at 5 years) was much higher than those in previous reports
(72.0%-85.0%)." Although the reason for this is unclear,
younger age (mean, 62.5 years) might have contributed to the
high OS rate in this study.

Although this study contributes to our understanding of
NCR, it has a few notable limitations. In this study, the dis-
ease-specific survival (DSS) rate of patients with NCR but
without additional surgery was significantly lower than that
of patients with curative resection, leading to the conclusion
that clinicians should consider providing additional treatment
after NCR.! However, both DSS rates were high (99.3% and
99.9% at 5 years, respectively) and it is unclear whether this
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difference is “clinically” significant. In previous studies, some
patients died of gastric cancer despite additional surgery,’ and
in-hospital mortality was observed in 0.36%-0.59% of patients
after distal gastrectomy for EGCs according to nationwide
data of Japan.® For this reason, DSS rates of patients with and
those without additional surgery should be compared to de-
termine the need for additional surgery.

Patients with NCR were not stratified in this study. When
piecemeal resection or positive horizontal margin is the only
non-curative factor, additional surgery is not the sole treat-
ment strategy because such lesions do not always result in the
occurrence of LNM.” For the other category of NCR, further
risk stratification by the eCura system was proposed.’ This
system consisted of five pathological factors with three risk
stratifications for predicting LNM and cancer-specific mor-
tality after NCR." The 5-year DSS rates of patients with NCR
without additional treatment in low-, intermediate-, and high-
risk categories in the eCura system were reportedly 99.6%,
96.1%, and 90.1%, respectively.8 Therefore, the DSS of each
patient category should be further analyzed.

With the continuing aging population, low prevalence of
Helicobacter pylori in younger populations, and increasing
eradication of H. pylori, the number of elderly patients with
gastric cancer has increased in Japan and will increase in other
Eastern Asian countries including Korea. Thus, the present
situation might be a transitional period for gastric cancer
to become a disease of elderly patients in these countries. In
elderly patients, most mortality cases are non-gastric cancer—
related,” so the current guidelines may not be applicable to all
elderly patients. Although it may be appropriate to reconsider
the treatment strategy from the balance between the invasive-
ness of the treatment and the prognosis in elderly patients,
few studies are useful for resolving this issue.

This important study clarified various findings of large
numbers of patients with NCR. Considering the future per-
spective of an increasing rate of elderly patients with gastric
cancer, the next step may be to investigate the clinical out-
comes and establish an algorithm for treating elderly patients
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with NCR.
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