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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 (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 work is highly noteworthy as it introduces a unique Neuro-Immuno-Metabolic (NIM) Axis, effectively bridging the gap between clinical periodontology and systemic chronobiology. It redefines periodontitis not just as a localized dental infection, but as a systemic, physiologically desynchronizing disease that disrupts the host's daily metabolic cycles. By outlining the molecular process where inflammatory cytokines like TNF-α suppress essential clock genes such as BMAL1, the review provides a comprehensive framework for understanding delayed tissue healing. Finally, the idea of chronotherapeutic techniques offers the scientific community a realistic pathway to improve the timing of periodontal therapies for better clinical outcomes.
	

	Is the title of the article suitable?
(If not please suggest an alternative title)

	Yes. The title "Periodontitis and Circadian Rhythm Disruption: Unveiling the Neuro-Immuno-Metabolic Axis" appropriately summarizes the fundamental illness states and the specific mechanistic framework described in the sources.

	

	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. The abstract is thorough as it provides the background, a clear search technique, key discoveries related molecular clock blunting, and a conclusion stressing chronotherapeutic potential. There are no suggestions for deletions, as it currently balances mechanistic facts with clinical relevance.

	

	Is the manuscript scientifically, correct? Please write here.
	Yes. The study is academically sound, building on proven pathways like NF-κB and MAPK signaling to explain how inflammation dampens circadian amplitude. The inclusion of the RANKL/OPG ratio to explain bone loss under circadian disruption is compatible with current osteoimmunological studies mentioned in the sources.

	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Yes. The references are both sufficient and recent, listing 68 sources including high-impact journals such as Nature Reviews Immunology, Science, and The Lancet. They successfully cover the junction of periodontal markers and contemporary chronobiological ideas.

	

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

	Yes. The language is highly professional and employs suitable technical vocabulary such as "non-photic zeitgeber," "transcriptional–translational feedback loops," and "osteoimmunology".

	

	Optional/General comments

	The inclusion of Table 1 and Table 2 is a key feature, as they provide clear, practical explanations of molecular factors and prospective treatment solutions such scheduled melatonin administration. The author's unambiguous admission that no generative AI was utilized further strengthens the integrity of the work.
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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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