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in this manuscript

Language quality Grade A (Excellent)
Does this manuscript describe a study of
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Does this manuscript report a
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revolutionary innovation?
Does this manuscript report an
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Conclusion Minor revision
Re-review No

Peer-Review: Onymous
Peer-reviewer statements

Conflicts-of-Interest: No

Are your review comments generated by

Al tools?

No

SPECIFIC COMMENTS TO AUTHORS

Dear authors,

Congratulations for your analytical multicentre retrospective study, that you presented.
There are only some minor remarks for you as follows:

1) You can add an abbreviations section, in order to describe the main abbreviations of
your study for example: CRC, CEA, Pre-CEA, Post-CEA, OS, DFS, TNM etc.

2) At the keywords section you can provide 2 separate keywords, except all the others:
3
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recurrence; metastasis and you can also add the keyword: "prognostic marker" as well.

3) Page 5 out of 61, please correct the word: "deficient" with the right one "deficiency".

4) Page 6 out of 61, second line, after the word "prognosis", you can put a comma.

5) Page 9 out of 61, 1st line, delete the word "be", before the word "performed".

6) You refer at your manuscript several times to the agent "XELOX". Can you describe it
with few words, providing a relative reference about this treatment agent?

7) Can you change the font of all your references to be in the same style like all the rest of
the text? Apply full text alignment where it does not exist (page 21 out of 61).

8) At the Supplementary table 1 and 2 can you provide some p-values like decimal
numbers, without exponents, if it is possible?

9) Moreover, can you enlarge some of your figures to make them clearer, if it is possible
for you?

10) Also, can you write few words for the pharmaceutical agent Folfox?

11) At tables: 2, 3, 4, 5 please rewrite the cancer biomarker CA 19-9 as follows: "Pre-CA
19.9" and "Post-CA 19.9" for better wording.

You have used all the 61 relevant references of your study, adequately. You provide very
well the ethical approval and also the funding and the data availability statement of
your study.

Overall, you have presented a very well designed and justified study using several
statistical tools and after taking into account all the ethical and moral criteria of the

research.
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SPECIFIC COMMENTS TO AUTHORS

Thank you for submitting your manuscript titled “Perioperative Serum
Carcinoembryonic Antigen (CEA) is a Powerful Marker for Prognostic Prediction and
Adjuvant Chemotherapy Decision Making in Stage II and III Colorectal Cancer Patients:
a Multicentre Retrospective Study”. Your work addresses an important clinical question
and presents a large, multi-center dataset with both training and validation cohorts. The

study is well-structured and clearly written. However, several major points should be
7
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addressed to strengthen the manuscript before it can be considered for publication.
1.Clarify the Rationale for CEA Cut-off Value

You defined the CEA cut-off as 5 ng/ml based on clinical consistency. However, no
statistical or clinical validation (e.g., ROC analysis or reference to guidelines) is provided.
Please justify this threshold with evidence or references to support its use in both
cohorts.

2.Address the Heterogeneity Between Cohorts

Significant differences exist in baseline characteristics (e.g., age, tumor location,
differentiation, adjuvant chemotherapy regimens) between the training and validation
cohorts. Please discuss how these differences may affect the generalizability of your
nomograms and conclusions. A sensitivity analysis or subgroup analysis may help
address this issue.

3.Strengthen the Statistical Interpretation

The C-index values for the nomograms (OS: 0.658, DFS: 0.652) indicate only moderate
predictive accuracy. The AUC values for 3-, 5-, and 7-year survival also fall in the
moderate range (0.65-0.70). Please discuss the clinical utility of the models in light of
these values and compare them with existing prognostic tools.

4 Reconcile Inconsistent DFS Results

While adjuvant chemotherapy improved OS in patients with elevated perioperative CEA,
a consistent DFS benefit was not observed. This discrepancy warrants further
explanation. Please discuss potential reasons (e.g., follow-up duration, recurrence
patterns, non-cancer deaths) and consider additional analyses to explore this finding.
5.Discuss the Role of Dynamic CEA Changes

As noted in the limitations, dynamic changes in perioperative CEA were not analyzed.
Given recent literature emphasizing the prognostic value of CEA kinetics, a brief

discussion on how this could influence your results and future research directions
8
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would be valuable.

6.Improve Presentation of Figures and Tables

Several figures and tables are referenced but not included in the main text (e.g.,
Supplementary Tables 1-2, Figures S1-56). Please ensure all supplementary materials
are submitted and clearly labeled. Also, consider simplifying Table 1 to improve
readability.

7.Clarify Clinical Implications

The conclusion that post-CEA can guide adjuvant chemotherapy is promising but
should be tempered given the retrospective nature of the study. Please explicitly state
that these findings are hypothesis-generating and require prospective validation.
8.Language and Formatting

Minor grammatical errors and inconsistent formatting (e.g., reference style, variable
naming) are present. A thorough proofreading is recommended.

Overall, your study provides valuable insights into the role of perioperative CEA in CRC
management. Addressing these points will enhance the rigor, clarity, and impact of your

work.We look forward to reviewing your revised manuscript.
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SPECIFIC COMMENTS TO AUTHORS

Dear authors,

Thank you very much for your response to every point-correction or addition I pointed
out to you.

This form of your work is now more understandable, complete and very well designed
during presentation.

There is only one minor remark, at the aim section, page 3 out of 49 of your study, please

correct the word: "levles", with the right one
12
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Well done for your manuscript and for all your revisions that improve your study!!
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