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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 provides timely mechanistic insights into how gut microbial metabolites influence neutrophil extracellular trap (NET) formation and subsequently modulate the response to immune checkpoint blockade (ICB). The proposed “gut–NET–ICB” axis bridges two rapidly evolving fields—microbiome research and cancer immunotherapy—and offers a conceptual framework for understanding resistance mechanisms. It highlights novel therapeutic opportunities, including modulation of the gut metabolite profile and NETosis inhibition, with direct translational potential for improving ICB outcomes in oncology.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title “Mechanistic Insights into Gut Microbial Metabolite-Mediated Modulation of NET Formation and Immune Checkpoint Blockade” is appropriate, concise, and scientifically accurate.

Alternative (optional): “The Gut–NET–ICB Axis: Microbial Metabolite-Mediated Regulation of NETosis and Implications for Cancer Immunotherapy.”
	

	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 comprehensive and logically structured, covering background, hypothesis, findings, and implications. However, the following refinements are suggested:

· Briefly mention the methodology (systematic literature synthesis or in silico/experimental approaches, if applicable).

· Include one sentence highlighting the translational or clinical relevance to oncology.
Overall, the abstract effectively conveys the manuscript’s scope.


	

	Is the manuscript scientifically, correct? Please write here.
	Yes, the manuscript is scientifically sound and based on current literature. It demonstrates a coherent mechanistic understanding of NETosis modulation by microbial metabolites and their influence on ICB efficacy. The conceptual framework is well-founded, although minor elaboration on experimental validation strategies or future directions would strengthen the scientific depth.
	

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

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


	yes 
	

	Optional/General comments


	This manuscript addresses an emerging and clinically relevant research question. The integration of gut microbial metabolites and NETosis in the context of immune checkpoint blockade offers a novel mechanistic insight with translational potential. With minor revisions and refinement in flow, the paper is suitable for publication.
	


	PART  2: 



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