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Dear Editor:

We read with great interest the article titled "Comparative
analysis of organ preservation attempt and radical surgery
in clinical T2NO mid to low rectal cancer" by Hyeung-min
Park et al. [1]. This study compared the outcomes of organ-
preserving strategies versus radical surgery in patients with
T2NO mid to low rectal cancer. The results revealed that
oncologic outcomes were comparable between patients
receiving organ-preserving strategies and those undergoing
radical surgery. Therefore, organ-preserving strategies may
be a viable and safe alternative to radical surgery for patients
with T2NO rectal cancer.

These findings have significant clinical implications for
T2NO rectal cancer. However, the study has some limita-
tions. First, the study only evaluated oncologic outcomes
(local recurrence-free survival and disease-free survival)
and did not assess overall survival (OS) and cancer-specific
survival (CSS). OS has long been considered the gold stand-
ard primary endpoint in clinical research for solid cancers
[2]. As a measure of clinical benefit, OS is straightforward
to measure and interpret, providing clear clinical meaning
for patients. However, OS requires larger patient cohorts
and longer follow-up periods compared to other endpoints
[3]. It remains unclear whether organ-preserving treatment
offers comparable OS and CSS to radical surgery in T2NO
rectal cancer. Second, significant baseline differences were
observed between the organ-preserving and radical surgery
groups, which may have influenced the outcomes. Third,
some clinical information was absent in their study. These
include margin status after resection, tumor circumferential
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location, histological type, pathological stage (e.g., pT, pN,
and pStage), the response to neoadjuvant treatment (e.g., the
proportion of clinical complete responses), and the interval
between the completion of neoadjuvant treatment and sur-
gery. The complexity of local excision (LE) varies depend-
ing on tumor circumferential location (e.g., anterior wall vs.
posterior wall) [4]. The other factors may also influence the
results [5]. Such information is important but was not pro-
vided in their manuscript. Finally, the study did not perform
subgroup analyses to compare the effectiveness of organ-
preserving strategies with radical surgery, making it uncer-
tain which patients are more suitable for organ-preservation
strategies. This limitation may be due to the small sample
size in the radical surgery cohort (n=28), resulting in lim-
ited sample sizes in certain subgroups, which constrained
further subgroup analysis.

The organ preservation strategies in the study by Hye-
ung-min Park et al. included LE, chemoradiotherapy, LE
plus adjuvant chemoradiotherapy (ACRT), and neoadjuvant
chemoradiotherapy plus LE. Using the Surveillance, Epide-
miology, and End Results (SEER) database, we performed
a large-sample comparative analysis between patients with
T2NO rectal cancer who underwent LE + ACRT versus
those who received radical surgery. The SEER program of
the National Cancer Institute is a population-based cancer
registry program [6]. The flowchart of case selection is pre-
sented in Figure S1. The patients who received neoadjuvant
treatment were excluded. According to clinical guidelines,
adjuvant therapy is not recommended for patients with
T2NOMO rectal cancer who have undergone radical surgery
[7, 8]. Therefore, none of the patients in the radical sur-
gery group received adjuvant treatment. A total of 3,147
patients were retrieved from the SEER database, represent-
ing a significantly larger cohort compared to the 119 cases
analyzed by Hyeung-min Park et al. This expanded sample
size was sufficient to perform further subgroup analysis to
identify patients who are more suitable for LE 4+ ACRT. The
larger cohort size also enhances the credibility of research
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[9]. Additionally, propensity score matching (PSM) was
employed to balance baseline differences between the groups
and reduce potential confounding factors [10]. A 1:3 near-
est-neighbor matching algorithm with a caliper of 0.10 was
applied. Group comparisons were performed using Fisher’s
exact test or the chi-square test. Kaplan—Meier curves and
Cox regression analyses were used to analyze survival. A
p-value < 0.05 was considered statistically significant. All
analyses were performed using R version 4.3.2.

In the whole cohort, 3,147 patients with pathologically
diagnosed T2NO rectal cancer postoperatively were included,
consisting of 187 patients who received LE + ACRT and
2,960 patients who underwent radical surgery. Signifi-
cant differences in baseline characteristics were observed
between the LE + ACRT and radical surgery groups before
PSM (Table S1). The LE+ ACRT group had a larger propor-
tion of high histological grade tumors, a lower proportion of
adenocarcinoma cases, and smaller tumor sizes compared to
the radical surgery group (p <0.05). Kaplan—Meier analy-
sis showed that the patients who received LE + ACRT had
OS and CSS comparable to those who received radical sur-
gery in the whole cohort (p > 0.05, Fig. 1a, b). After PSM,
baseline characteristics between the LE + ACRT and radical
surgery groups were well balanced. Both OS and CSS in
patients who received LE + ACRT were still comparable to
those who underwent radical surgery after PSM (p > 0.05,
Fig. 1c, d).

Subgroup analysis using the Cox proportional hazards
model revealed that patients receiving LE + ACRT had OS
and CSS comparable to those who received radical surgery
across almost all subgroups (OS: Fig. le; CSS: Fig. 1f).
However, in patients with tumors >2.0 cm, CSS was sig-
nificantly better in the radical surgery group compared to
the LE + ACRT group (p <0.05). Kaplan—Meier analysis
further supported these findings, showing that for patients
with tumors < 2.0 cm, both before and after PSM, OS and
CSS were comparable between the LE + ACRT and radical
surgery groups (p> 0.05, Figure S2). In contrast, for patients
with tumors > 2.0 cm, the radical surgery group had a sig-
nificantly better CSS compared to the LE + ACRT group
(»<0.05, Figure S3). These results suggest that LE + ACRT
is more suitable for tumors <2.0 cm. One possible expla-
nation is that for smaller tumors, LE + ACRT is sufficient
to eliminate most tumor cells [11]. Conversely, as tumor
size increases, LE + ACRT may not completely remove the
tumor, potentially leading to tumor recurrence and a worse
prognosis [12]. For tumors > 2.0 cm, radical surgery may be
the preferred treatment over LE + ACRT. Therefore, tumor
size should be a key consideration when recommending
LE + ACRT in T2NO rectal cancer.

In conclusion, our study revealed that in patients with
T2NO rectal cancer, both OS and CSS in the LE + ACRT
group were compared to those in the radical surgery group.
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Furthermore, LE + ACRT appears to be more suitable for
patients with tumors < 2.0 cm. The strengths of our study
include a much larger patient cohort compared to the study
by Hyeung-min Park et al. and the application of PSM,
which enhances the reliability of our results. The main limi-
tation is the lack of some clinical information in the SEER
database [13], including detailed tumor location, tumor cir-
cumferential involvement, margin status after resection, and
MRI data, all of which may influence outcomes. Another
limitation is the statistical limitation of subgroup analysis
[14]. Further research is warranted due to the small number
of patients in some subgroups and potential confounding fac-
tors. We sincerely appreciate the contributions of Hyeung-
min Park et al., and our study builds upon and complements
their findings, offering further insights into treatment strate-
gies for patients with T2NO rectal cancer.
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Fig. 1 Kaplan—-Meier survival curves for patients with T2NO rec-
tal cancer before a, b and after ¢, d PSM. Forest plots depicting
subgroup analysis of OS e and CSS f between the LE+ ACRT and
radical surgery groups. PSM, propensity score matching; OS, over-
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