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	Reviewer’s comment

	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 addresses a highly relevant and rapidly evolving field at the intersection of circadian biology and clinical pharmacology. By synthesizing mechanistic chronobiology, pharmacokinetics/pharmacodynamics (PK/PD), and translational clinical evidence across multiple therapeutic domains, the review provides an integrative framework for understanding how biological timing can be leveraged to optimize therapeutic index. Importantly, the manuscript does not merely reiterate known chronotherapy examples but situates them within systems pharmacology, digital phenotyping, and precision medicine paradigms, thereby aligning the topic with contemporary translational medicine.
· The work is particularly valuable because it bridges molecular clock biology with pragmatic clinical implementation, a gap that often limits the real-world uptake of chronotherapeutic strategies. The discussion of wearable-based phase markers, transcriptomic phase estimation, and model-informed chronotherapy positions the review as forward-looking rather than historical. If appropriately refined, this manuscript could serve as a conceptual reference for clinicians, pharmacologists, and translational researchers seeking to incorporate circadian biology into therapeutic decision-making.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Current title: “CHRONO-PHARMACOLOGY: A NEW APPROACH TO THERAPEUTICS”

The title is clear, concise, and broadly representative of the manuscript’s content. However, the phrase “A New Approach” may be somewhat overstated, as chronopharmacology has been discussed for decades. While the manuscript emphasizes modernization and precision implementation, the concept itself is not entirely new.

Suggested alternative titles:

1. “Chrono-Pharmacology in the Era of Precision Medicine: Mechanisms, Clinical Evidence, and Translational Perspectives”

2. “Chrono-Pharmacology and Chronotherapy: Mechanistic Foundations and Clinical Applications”

3. “Time as a Therapeutic Variable: Advances in Chrono-Pharmacology and Clinical Translation”


	

	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 generally well-structured and comprehensive. 
It clearly:
· Defines chrono-pharmacology.

· Summarizes mechanistic foundations.

· Highlights clinical domains (cardiovascular, inflammatory, oncologic).

· Mentions technological enablers (wearables, multi-omics, systems approaches).

· Concludes with a strong translational message.


	

	Is the manuscript scientifically, correct? Please write here.
	Yes, Overall, the manuscript is scientifically sound and well-supported by current literature.

Strengths:

· Extensive citation of high-impact journals (Science, Cell, JCO, ESMO Open, Hypertension, etc.).

· Balanced presentation of positive and neutral/negative findings (e.g., TIME trial vs. MAPEC).

· Clear distinction between mechanistic plausibility and clinical-level evidence.

· Appropriate caution in interpreting retrospective oncology timing data.

· Logical structural progression from mechanisms → methodology → therapeutic domains → implementation → future directions.


	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Yes. The reference list is:

· Broad

· Mechanistically grounded

· Clinically updated (including 2024–2025 oncology references)

· Balanced between foundational and contemporary work
	

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


	Yes, The English quality is very strong and appropriate for scholarly communication.
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	Are there ethical issues in this manuscript? 


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

NO
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