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	Reviewer’s comment

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

	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 is important because of its integration of emerging evidence on reward‑circuit adaptation, inflammation, gastrointestinal physiology, and neuroendocrine stress into a coherent explanation for post‑GLP‑1RA weight regain. It also highlights mechanistic targets that can guide more durable, personalized obesity‑treatment strategies and stimulate future research in neurobiologically informed interventions.
However, the manuscript could be improved by strengthening the integration of the different biological systems discussed, ensuring the proposed ‘unified framework’ is explicitly articulated rather than implied. Also, several sections would benefit from clearer use of terminology, more consistent referencing, and refinements to overstated mechanistic claims to enhance scientific precision and readability.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The current title is clear but slightly long and heavily technical, which may limit its accessibility and impact. It also focuses mostly on post-treatment weight region but does not highlight the key contributions in the manuscript, such as the integration of multiple neurobiological systems.
Suggestions: (1) Neurobiological Mechanisms of Weight Regain After GLP-1 Receptor Agonist Discontinuation (2) Mechanisms Underlying Weight Regain After GLP-1RA Treatment: A Neurobiological Perspective
	

	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 overly long and dense, making it difficult for general clinical readers to follow. A reduction of 15-20% would improve readability without losing content. Also, some claims are overstated/too mechanical for an abstract (e.g, ‘neural adaptation emerges,’ ‘trained reward system’). Simplifying the language would make the abstract more appropriate for a broad audience.
	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is scientifically sound, though several claims that lack sufficient academic support would benefit from clearer phrasing, stronger citation alignment. For example, ‘Neural adaptation emerges and reward circuits partially reinstate dopaminergic responsiveness’. This statement is mechanically strong and implies confirmed physiological changes, but the manuscript’s evidence base is limited to a single experimental citation,’ ‘this trained reward system….rapidly reacquires heightened motivational value for food cues’, ‘weight rebound after GLP-1RA withdrawal is predictable neurological consequence…’
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The references included are generally sufficient as it include recent studies up to 2025. However the list would benefit from the inclusion of additional high quality systematic reviews, meta-analyses, and cohort studies directly examining weight regain after GLP-1RA discontinuation, mechanistic pathways, and real-world outcomes (Budini et al., 2025-medRxiv preprint;  Rodriguez et al., 2025-JAMA Network Open; 2026 BMJ Editorial on Weight Regain After GLP-1 Drug Cessation;  Gasoyan et al., 2025-AJMC; Quarenghi et al., 2025-J. Clin. Med.)
	

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


	The language and English quality of the article are generally suitable for scholarly communication
	

	Optional/General comments


	The manuscript demonstrates strong scientific grounding and brings together multiple domains into coherent narrative that has clear clinical relevance for long-term obesity management. However, to reach its full impact, it would benefit from improved integration across sections, clarification of some mechanistic claims, refinement of dense and overly complex language, and incorporating of recently published studies.
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	Are there ethical issues in this manuscript? 


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

There are no explicit ethical issues as the paper does not involve human or animal experimentation.
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