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Preoperative neoadjuvant chemoradiotherapy (nCRT) has been
considered the standard treatment strategy for locally advanced
rectal cancer (LARC) for nearly two decades. Although nCRT
reduced the 5-year local recurrence rate (6% vs. 13%;
P = 0.006), it did not improve the distant metastasis rate and
overall survival when compared with postoperative adjuvant
therapy[1]. This may be because neoadjuvant radiotherapy
delays the initiation of systemic therapy. Preoperative Pelvic
radiotherapy also results in various short- and long-term com-
plications, such as sphincter and bowel function.
Therefore, the role of neoadjuvant chemotherapy (nCT) alone

in LARC has been explored, and it seems that nCT may result in
an acceptable tumor response and long-term survival, while other
studies have reported different results. Zeng et al conducted meta-
analysis of randomized controlled trials (FOWARC, PROSPECT,
GRECCAR 4 and CONVERT) to compare the efficacy of nCT
and nCRT in locally advanced rectal cancer. This indicated that
overall survival and disease-free survival were not lower in the
nCT group than in the nCRT group, and the nCT group had
fewer complications[2].
The results of this meta-analysis are encouraging, but we believe

that they should be interpreted with caution. First, local recurrence
rate is an important index for evaluating neoadjuvant radiother-
apy. Although relevant data have been reported in PROSPECT and
FOWARC[3,4], they were not used in the meta-analysis. Second, in
conducting the meta-analysis of survival analyses, Zeng et al used
data from PROSPECT and FOWARC. However, the designs of
the two studies were different. PROSEPECT uses selective

radiotherapy, and preoperative radiotherapy is administered to
patients with inadequate tumor response. In the FOLFOX group,
up to 53 patients (9.1%) in the PROSPECT trial received preo-
perative radiotherapy but were included in the survival analysis[3].
In addition, the long-term survival results of CONVERT have been
presented in conference abstracts and the noninferiority of nCT has
not been confirmed[5]. However, the study did not include data
from conference abstracts, which may have led to a publication
bias. At the same time, owing to the small number of included
studies, the funnel plot should not be used to assess whether there
was publication bias. Finally, the study did not adequately compare
the population stage characteristics of these randomized, controlled
trials, and we believe that the treatment of LARC should be
adjusted according to risk stratification[6].
In conclusion, although nCT has great potential for the treat-

ment of LARC, it is not simple to conclude that nCT is non-
inferior to nCRT.We suggest that future studies should consider
the stratification of recurrence risk to design different neoadju-
vant treatment strategies to identify the population subgroups
suitable for neoadjuvant chemotherapy alone and ensure that
patient interests are not jeopardized in clinical research.
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