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PART 1 (Importance of the manuscript)


	
	Comments of the Reviewers
	Author’s Feedback 


	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.

	For the scientific community, this manuscript represents an updated and multidisciplinary synthesis of semaglutide mechanisms of action in the treatment of non-diabetic obesity. The study highlights the complex synergy between central effects on hypothalamic circuits (POMC/NPY neurons) and peripheral actions on gastric motility and vagal signaling.
In addition, by including recent data up to 2026, the article exposes crucial aspects such as the mitigation of gastric emptying during the titration phase, an essential information for improving clinical tolerance. 
Finally, this review accurately identifies persistent grey areas, such as long-term neurobiological adaptations and the role of the microbiome, thus laying out a relevant roadmap for future research in obesity pharmacology.

	



PART 2.1 (Objective Evaluation)

	
	Rating of the Reviewers
	Author’s Feedback 

	1. Is the title clear and appropriate for the paper? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The title accurately describes the physiological effects (appetite suppression and delayed gastric emptying) and the pharmacological agent (semaglutide) investigated.
The clinical context of non-diabetic obesity is clearly defined by it, which is crucial because there are different mechanisms and indications for using semaglutide for diabetes management and weight loss.
The format's effectiveness in academic indexing makes it easy for researchers who work on the gut-brain axis or GLP-1 receptor agonists to locate the article.
Rating: 5 (Excellent)
	

	2. Is the abstract of the article comprehensive? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The abstract is very comprehensive and scrupulously adheres to the formal requirements of a high-impact narrative review. Its strength lies in the balance it strikes between pharmacological theory and clinical observation.
Regarding its structure, it follows the standard IMRaD format (Introduction, Methods, Results, and Discussion), essential for clarity and indexing in medical databases.
From a methodological standpoint, and unlike many narrative manuscripts that omit research details, this abstract explicitly mentions the research period (2015–2026) and the specific databases used (PubMed, Scopus, Google Scholar). This significantly enhances the credibility of the "Results" section.

Rating: 5 (Excellent)

	

	3. Are the keywords appropriate and useful?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The selection of keywords is highly effective for both digital indexing and academic discoverability. They cover the full spectrum of the paper’s scope, from the specific molecule to the broad physiological systems involved.
Rating: 5 (Excellent)
	

	4. Is the background information of the paper sufficient and well organized?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	
The introduction provides a solid foundation for the analysis, but a more in-depth development of the overall clinical context would be beneficial. It naturally transitions from the problem (obesity dysregulation) to the solution (semaglutide), then presents the specific areas investigated (hypothalamic circuits, peripheral hormones, and intestinal motility), and effectively sets the stage for the five mechanistic areas analyzed in the results.

Finally, to achieve the maximum score (5/5), the "Background" section could have briefly mentioned the evolution of GLP-1 receptor agonists. A brief historical overview explaining how semaglutide represents a major advance over its predecessors would strengthen the rationale for this narrative review.

Rating: 4 (Good)

	 

	5. Are the objectives clearly stated?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The objectives are clearly implied and can be easily deduced from the structure of the abstract, though they are not presented as a formal "list of aims."

Rating: 4 (Good)
	

	6. Is the literature review relevant?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The relevance of the literature review is one of the major strengths of this manuscript for several reasons:

- The research period (2015 to 2026) is particularly relevant. Given that the major phase 3 trials (STEP program) and the subsequent global surge in GLP-1 receptor agonist research have taken place within the last five years, focusing on this period ensures that the data are state-of-the-art.

- The search strategy specifically targets the intersection of neurobiology and gastroenterology. By organizing the evidence according to five specific mechanistic domains (e.g., arcuate nucleus signaling versus gastric motility), the review ensures that the included literature is directly relevant to the "Gut-to-Brain" thesis.

The use of PubMed (MEDLINE) and Scopus ensures that this review is based on high-impact, peer-reviewed evidence, while Google Scholar allows for the inclusion of grey literature or the most recent preprints, which are potentially essential in a constantly evolving field.

Rating: 5 (Excellent)
	

	7. Is the literature review recent?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	The literature search covers the period from 2015 to 2026. Including sources up to the current year ensures that the manuscript incorporates the very latest clinical trial data and mechanistic discoveries in a field that is evolving at an unprecedented pace.
Rating: 5 (Excellent)
	

	8. Is the literature search methodology explained properly? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 5 (Excellent)
	

	9. Is the Critical analysis of literature done?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 5 (Excellent)
	

	10. Is Identification of research gaps/future directions done ?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable

	Yes, the identification of research gaps and future directions is a critical and well-executed component of this manuscript. The authors transition from demonstrating the drug's success to acknowledging the limitations of current scientific understanding.
Rating: 4 (Good)
	

	11. Are the conclusions logically arrived?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 (Good)
	

	12. Are the limitations of the paper discussed?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 (Good)
	

	13. What is the Quality of references (i.e. from peer reviewed authentic sources)
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 
N/A = Not Applicable
	Rating: 4 (Good)
	

	14. Is the manuscript written in clear and understandable language?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 
N/A = Not Applicable
	The manuscript is written with exceptional clarity, utilizing precise scientific terminology while maintaining a logical flow that makes complex neurobiological concepts accessible to a professional audience.

Rating: 5 (Excellent)
	



PART 2.2 (Subjective Evaluation)

	
	Reviewer’s comment

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


	Is the title of the article suitable?

If your answer is NO, please provide a brief, clear suggestion for improvement.
	Yes, the article title is appropriate.

	

	Is the abstract of the article comprehensive? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	Yes; the article abstract is comprehensive.

	

	Is the manuscript scientifically correct? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	       Yes, the manuscript is scientifically sound.

	


	Are the references sufficient and recent? 

If your answer is NO, please provide clear suggestion for improvement.
	Yes, the references are sufficient and recent.


	

	Are there ethical issues in this manuscript?
(YES or NO)

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

	        No
	


Reviewer details:

Hamid KESMAT, University Ibn Tofail, Morocco
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