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	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.


	
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	
	

	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.


	
	

	Is the manuscript scientifically, correct? Please write here.
	
	

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

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


	
	

	Optional/General comments


	Comments:
The manuscript outlines the review of an extensive study of recent developments in clarifying mechanisms of actions of melatonin and their clinical implications. The manuscript (MS) is extremely elaborate and scientifically dense. It exhibits a firm understanding of melatonin's mechanism and clinical significance, especially in circadian biology and sleep control. It well depicts melatonin's extensive therapeutic potential in neurological, cardiovascular, and immunological systems and also providing a detailed insight into melatonin's prospective in oncology, metabolic disorders, and pharmacological aspects. In my opinion, the manuscript is well-suited for publication in this esteemed journal following minor revisions. Nevertheless, there are certain minor issues and suggestions for improvement of the MS are listed below:

1. Introduction section is nicely written, but there are certain minor issues like:

(a) Words such as "highlighted its efficacy" must be qualified to allow for variation in clinical evidence between areas. Try "Studies have suggested potential efficacy."

(b) A scientific review is aided by an indication of ongoing research gaps, author should highlighted it in introduction part.

2. The MS is authoritatively writing about melatonin's therapeutic potential. But authors can add a word of caution on Bioavailability issues of melatonin and possible interactions with other medicines (e.g., anticoagulants, immunosuppressants).

3. Authors can use subheadings or bullet points in excessively dense paragraphs for ease of reading.

4. Repetition within subsections can be cut. For instance:

(a) Anti-inflammatory and antioxidant effects are referred to in both 7.2 and 8.5.

(b) MT1/MT2 receptor actions are mentioned repeatedly; consolidate or cross-reference to eliminate redundancy.

5. Dosing guidelines are provided in Section 9.2, but do not have source references. Add citations to dosage recommendations.

6. Authors may consider adding visual aids (e.g., summary tables of mechanisms, key outcomes from trials, or diagrams of signaling pathways). Like: 
· A summary table of melatonin's actions by disease (e.g., cancer, T2DM, insomnia).

· A diagram illustrating MT1/MT2 pathways in various tissues.

· A flowchart showing its impact on hallmarks of cancer.

7. Please Add a short “Limitations and Future Directions” of this MS.
8. Kindly ensure citation formatting is consistent (e.g., Linet al. should be Lin et al., Reiteret al. → Reiter et al.).
9. Ensure all references are formatted to the target journal's requirements.
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	(If yes, Kindly please write down the ethical issues here in detail)


	

	Are there competing interest issues in this manuscript?
	
	

	If plagiarism is suspected, please provide related proofs or web links.
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