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In this review manuscript, the authors address the role of noncoding RNAs in the
context of radiotherapy for colorectal cancer. The manuscript initially outlines the
molecular mechanisms that influence both the efficacy and resistance of radiotherapy in
colorectal cancer. Subsequently, the authors concisely present the potential functions of
noncoding RNAs as diagnostic and predictive biomarkers, as well as therapeutic targets,
framed within the context of the aforementioned mechanisms. The discussion is
structured according to the three principal categories of noncoding RNAs: microRNAs,
long noncoding RNAs, and circular RNAs.

It should be noted, however, that radiotherapy is not generally regarded as a major
therapeutic modality in the management of colorectal cancer. As a result, the clinical
relevance of radiotherapy in this specific disease setting remains limited, making it
somewhat difficult to envision practical scenarios in which the knowledge summarized
here could be directly applied.

The following are several concerns that the authors may wish to address.

Major concerns:

1. Because the radiosensitivity of adenocarcinoma is relatively low and the intestinal
wall is highly vulnerable to irradiation, a therapeutic dose of radiation can cause
devastating injury to the intestine. Under these circumstances, the clinical relevance of
radiotherapy in this disease setting remains limited, making it difficult to envision
practical scenarios in which the knowledge summarized in this manuscript could be
directly applied.

Since the relationship between noncoding RNAs and radiosensitivity is primarily
mediated through DNA damage repair mechanisms, the review would be more
straightforward if it focused on summarizing the role of noncoding RNAs in the
pathogenesis of colorectal cancer rather than their role in radiotherapy.

Nevertheless, the attempt to consolidate and critically review the current understanding
4
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of noncoding RNAs in colorectal cancer is both timely and valuable. The authors should
provide clearer articulation of the manuscript’s focus and clinical implications.

Minor concerns:

1. Please provide appropriate references to support the statement that circular RNAs
play dual functional roles, acting either as competitive endogenous RNAs or as scaffolds
for RNA-protein interactions.

2. The authors are encouraged to summarize the functions of noncoding RNAs in a
table, as this would greatly facilitate the organization and presentation of the current

knowledge.
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radiation therapy is generally considered only for rectal cancer, as the authors
themselves have cited in the guidelines. Nevertheless, the manuscript presents
significant information and has sufficient impact to stimulate further engagement

regarding the role of noncoding RN As within the colorectal cancer research community.



