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We thank Shah et al1 for their interest in our study.2 In their 
letter, the authors called into question the classification of 

“early-stage” and “advanced” colorectal cancer (CRC) in rela-
tion to our description of “early-stage” for stage II and III CRC. 
They also suggested the possibility of different impacts of pri-
mary tumor sidedness (PTS) on prognostic outcomes between 
patients in Western and Asian countries and even between 
patients in other Asian countries and Japan. Further, they pro-
posed the potential for a circulating tumor DNA-guided treat-
ment strategy in addition to PTS.

First, we described our cohort of stage II to III CRC as 
“early-stage” CRC for convenience in our article; however, 

categorizing “early-stage” and “advanced” CRC can be very 
ambiguous. In recent National Comprehensive Cancer Network 
(NCCN) guidelines for colon cancer,3 the term “early-stage” 
appears two times in the text, both instances of which are used 
with the meaning of “stage I to III.” Then, what is early and 
what is advanced? Stage IV CRC, which involves distant organs, 
distant lymph nodes, or peritoneal metastasis, has long been 
considered incurable. Recently, however, some of these patients 
have been shown to have oligometastasis rather than systemic 
disease, which has a better chance of being curable. Drawing the 
line between curable and incurable diseases is becoming more 
challenging when relying only on TNM classification. Therefore, 
now might be a good time to change how we say “early-stage” 
and “advanced” CRC.

Second, Shah and colleagues cited an epidemiological study 
by Warschkow et al,4 which revealed statistically better overall 
survival (OS) of patients with right-sided colon cancer in stage 
II based on data from the Surveillance, Epidemiology, and End 
Results (SEER) Program of the National Cancer Institute in the 
United States. Similar results were reported in a recent study by 
Huang et al.5 In JCOG2003A, survival of patients with right-sided 
tumors also tended to be better in stage II CRC, with unadjusted 
and adjusted hazard ratios of left-sided tumors to right-sided 
tumors of 1.298 (0.663–2.545) and 1.517 (0.738–3.115), respec-
tively. This means that the trend of survival in stage II CRC in 
Japan is similar to that reported in Western epidemiological stud-
ies. Furthermore, JCOG2003A showed no difference in risk of 
recurrence after primary surgery according to PTS, which means 
the discrepancy in OS according to PTS in the previous studies 
was due only to the difference in OS after recurrence. Although 
we do not object that the true endpoint is survival rather than 
recurrence when developing a treatment for CRC, we conclude 
that treatment stratification before primary surgery based on PTS 
is unnecessary for stage II and III CRC receiving no significant 
difference in relapse-free survival in our study.

In their third point, Shah and colleagues provided a new per-
spective regarding the impact of PTS in stage II CRC. They cited 
an epidemiological study by Yang et al6 which showed that, 
although significantly better survival of right-sided CRC was 
observed in both cohorts, PTS seemed to have a more signifi-
cant impact on survival in T4N0M0 compared with T3N0M0 
patients. The most crucial difference in patient characteristics 
in these 2 groups is the pathological invasion of tumor cells 
to the serosa, which is the well-known risk of peritoneal dis-
semination. In addition, there are several differences in genetic 
characteristics between right-sided and left-sided CRC which 
are known.7 These differences might affect the recurrent sites 
of CRC, including hematogenous spread, lymphatic spread, 
and peritoneal dissemination, which affect OS after recurrence. 
Unfortunately, JCOG2003A did not have information regarding 
recurrent sites and genetic profiles, and the problem regarding 
the impact of PTS on recurrent sites remains.
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Last, we mention the possibility of PTS as a surrogate of 
genetic biomarkers. Previous studies for metastatic CRC 
showed that, not PTS itself, genetic differences between 
right-sided and left-sided CRC dominate patient outcomes.7,8 
However, it is impractical to perform genetic tests for all stage 
II to III CRC patients due to cost constraints and the lim-
ited time available from diagnosis to surgery. PTS is a simple 
marker without any associated costs for assessment. Therefore, 
we should investigate the relationship between PTS and inno-
vative approaches such as preoperative circulating tumor 
DNA status for cost–benefit balanced treatment optimization 
for resectable CRC.

Once again, we extend our heartfelt thanks to Shah and col-
leagues for their insightful commentary. Their perspectives have 
sparked essential discussions and highlighted areas for further 
research. We sincerely appreciate their contribution, which is 
integral to advancing our understanding of CRC, and look for-
ward to future studies that will clarify the impact of PTS on the 
recurrent sites of CRC and investigate the relationship between 
PTS and innovative approaches, ultimately optimizing treat-
ment for stage II to III CRC.
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