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	Reviewer’s comment
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	Author’s Feedback (It is mandatory that authors should write his/her feedback here)


	Please write a few sentences regarding the importance of this manuscript for the scientific community. A minimum of 3-4 sentences may be required for this part.

	This manuscript, "Role of Gut Microbiota-Derived Metabolites in Modulating Immune Responses in Colorectal Cancer," presents a compelling case-control study that explores the link between the gut metabolome and the tumor microenvironment in colorectal cancer (CRC). The study's focus on two key metabolites, butyrate and deoxycholic acid (DCA), and their correlation with immune cell populations and patient survival, is highly relevant and timely. The findings provide new insights into potential non-invasive prognostic biomarkers and therapeutic targets. Overall, the paper is well-structured and the data is presented clearly. 
	

	Is the title of the article suitable?

(If not please suggest an alternative title)

	Yes
	

	Is the abstract of the article comprehensive? Do you suggest the addition (or deletion) of some points in this section? Please write your suggestions here.

	The abstract is well structured.
	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is scientifically sound but has some weaknesses to be improved.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Yes, the references are sufficient.
	

	Is the language/English quality of the article suitable for scholarly communications?

	There are several minor grammatical errors and formatting inconsistencies throughout the paper, such as in the titles and body text. 
	

	Optional/General comments

	Limited Sample Size: The study uses a relatively small sample size of 30 CRC patients and 30 healthy controls. While the results are statistically significant, a larger cohort would increase the generalizability and power of the findings. The small sample size may also limit the ability to detect more subtle correlations or subgroup differences.
· Lack of Mechanistic Detail: While the paper speculates on the mechanisms (e.g., butyrate's role as an HDAC inhibitor ), it doesn't provide direct experimental evidence to support these mechanisms within the study itself. For instance, the authors could have performed in-vitro experiments using patient-derived cells to confirm the effects of the metabolites on immune cell function.

· Absence of Patient Demographics: The manuscript is missing key demographic information about the study cohort, such as age, sex, tumor stage, and treatment history. Providing these details is crucial for assessing potential confounding factors and understanding the context of the results. This is especially important given the rising incidence of CRC in younger individuals.

· Inconsistent Data Representation: In Table 4, the Hazard Ratio for "High Serum Butyrate" is reported as 0.41, and for "Low Serum DCA" it is 1.0, which seems to imply that the low DCA group is the reference group. However, the text states that patients with "reduced serum DCA levels exhibited significantly better 5-year overall survival compared to patients with high DCA levels". This discrepancy needs to be clarified to ensure the results are interpreted correctly.

· Methodology Section Could Be More Detailed: The methodology section provides a good overview but could be more granular. For example, specific details about the patient selection criteria (inclusion/exclusion criteria), the exact bowel prep used (if any), and the rationale for selecting the specific immune markers (e.g., FOXP3 for Tregs) would enhance the paper's transparency and reproducibility
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