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	PART  1: Comments



	
	Reviewer’s comment

Artificial Intelligence (AI) generated or assisted review comments are strictly prohibited during peer review.

	Author’s Feedback (Please correct the manuscript and highlight that part in the manuscript. 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 article plays an important role in advancing the scientific community's understanding of trained immunity, as it combines recent evidence on its molecular mechanisms, duration of effect, and therapeutic potential in infectious diseases. This article highlights the role of epigenetic and metabolic reprogramming in generating long-term innate immune responses and challenges the traditional view of innate immunity as non-adaptive. By identifying promising applications in improving vaccines, cancer immunotherapy, and sepsis management, it provides a foundation for future clinical research and precision medicine approaches.

	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Yes, it is suitable

	

	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.


	Yes, it is comprehensive and clearly states the purpose, methods and findings.
	

	Is the manuscript scientifically, correct? Please write here.
	Yes, it has been written based on the scientific realities. 
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The number of references is low. More recent clinical trials should be cited.
	

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


	yes
	

	Optional/General comments


	In the abstract section: Trained immunity, a recently recognized phenomenon, contradicts the conventional view of innate immunity as transitory and non-adaptive.

The phrase "recently" is unclear and can easily create the misconception that this phenomenon was discovered in the last 2-3 years, when extensive research has been conducted over the past decade. trained immunity was first coined by Mihai Netea in 2011.

The word "contradictions" may mistakenly suggest that all past beliefs were false, when this is not the case. Trained immunity does not contradict the fact that innate immunity lacks long-term, antigen-specific memory (which is a characteristic of adaptive immunity), but it does suggest that innate immunity is more flexible and adaptable than previously thought. Trained immunity is nonspecific, does not depend on gene rearrangements or clonal expansion, and is shorter-lived than adaptive immune memory.
In the introduction section: Unlike adaptive immunity, which is antigen and based on memory cells, trained immunity is based on the functional reprogramming of innate immune cells (mainly monocytes, macrophages and natural killer cells) by metabolic and epigenetic modifications (Dulfer & Domínguez-Andrés, 2024).

This sentence needs to be corrected scientifically and stylistically. “Antigen and based” is awkward phrasing. The correct term is “antigen-specific” which means that “adaptive immunity responds to specific antigens”. 

‘Based on” which is used twice in this sentence, is vague. Instead of “based on memory cells” we can use:” relies on OR mediated by memory cells”. Also, trained immunity is driven by epigenetic and metabolic reprogramming, so "Involves" or "results from" is more correct
In the method section:

 Was your review registered in PROSPERO? If yes, please mention it in your manuscript.

Your manuscript has a PRISMA flowchart, but it is not mentioned in the methods section that you conducted this systematic review following PRISMA guidelines. 

You indirectly mentioned the “PICO” framework in the method section.  You should ensure the validity of your findings in the context of your PICO question. 

Boolean operators (AND, OR, NOT) will refine searches, …

In this sentence, you used future tense ("will refine") instead of past tense. Please add complete search string and provide full syntax for each database. 

You did not mention how many researchers extracted the data.
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	Are there ethical issues in this manuscript? 


	(If yes, Kindly please write down the ethical issues here in details)
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