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Content to be reviewed

Is the description of the experiments clear and

complete?No

Does the manuscript’s content fall within the scope of

the journal? Yes

Is there any Key Word that is not included in the

manuscript title? No

Do authors’ affiliations correspond to the content of the

manuscript? Yes

Does the Abstract contain the contents of each part of
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the manuscript (IMRaD)? Yes

Are the Key Words complete? No

Is the content of the Introduction adequate? No

Is the content of the Materials and Methods complete?

Yes

Are the experimental data presented in the

manuscript’s biostatistics content reliable? Not

Applicable

Are the experimental data of the Results true and

reliable? No

Are the quality and resolution of the images up to

standard? Yes

Do the selection and design of the figures and tables

follow the principles of necessity and clarity? No

Is there any duplication between various parts of the

manuscript and between the main text and the content

presented in the figures and tables? Not Applicable

Are the figures and tables numbered consecutively in

the order in which they appear in the manuscript? Yes

Is the content of the Discussion reasonable? No

Is the Conclusion reasonable? No

Are all references necessary and reasonable? Yes

Do authors omit important references? No

Are all references related to the topic of the

manuscript? Yes

Do authors only cite their own earlier publications? No

Is the manuscript’s text correct, concise, and clear? No

Will the manuscript’s content be of interest to readers?

Yes

Are additional experiments needed for the study? Yes
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Does the research scope comply with ethics? Yes

Scientific quality Grade C (Good)

Novelty of this manuscript Grade D (Fair)

Creativity or innovation of this

manuscript
Grade C (Good)

Scientific significance of the conclusion

in this manuscript
Grade C (Good)

Language quality Grade A (Excellent)

Does this manuscript describe a study of

the existing knowledge system?
Yes

Does this manuscript report a

revolutionary innovation?
Yes

Does this manuscript report an

unconventional innovation?
No

Conclusion Major revision

Re-review Yes
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SPECIFIC COMMENTS TO AUTHORS
This manuscript describes a study investigating cytokine expression and related gene

expression in metastatic colorectal cancer patients treated with oncolytic reovirus. The

topic is of interest, and the experimental rationale is appreciated. However, several

significant limitations prevent me from recommending the manuscript for publication in

its current form. I encourage the authors to address the following points to improve the

quality and impact of the work:
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1. Sample size and follow-up: As noted by the authors, the study population is very

small, which limits the robustness of the statistical analyses. A longer follow-up period

would provide more reliable conclusions. The inclusion of clinical outcomes, such as

tumor regression, would also strengthen the findings. If these are not available, the

limitations should be explicitly acknowledged and justified with logical reasoning.

2. Description of patient samples: More detailed information is needed about the

experimental and control groups. Were the groups matched in terms of age, sex, disease

status, and extent of metastasis? If not, these differences should be clearly described, and

their potential impact analyzed.

3. Causality of associations: The observed associations between cytokine expression and

gene expression do not establish causality. Functional validation experiments, or at

minimum a discussion of their necessity, should be included.

4. Introduction: The introduction would benefit from a clearer classification of the

cytokines examined in this study (e.g., pro-inflammatory, anti-inflammatory, antiviral,

immune cell activators/growth factors), which would help readers understand and

evaluate the manuscript more easily.

5. Figures: Some figures lack sufficient captions to explain the data. In addition, in Figure

4a, the graph line for AKT1 appears to be missing.

Conclusion: Overall, this study addresses an interesting and potentially important area

of research. However, the current limitations in sample size, methodological detail, and

functional validation significantly weaken the conclusions. Substantial revision and

additional data will be necessary before the manuscript can be considered for

publication.
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