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	PART  1: Comments



	
	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 clinically significant and practical issue- complex pharmacokinetic interactions between warfarin, rifampicin, and trimethoprim-sulfamethoxazole in a mechanical valve patient. Warfarin remains the only approved oral anticoagulant for mechanical heart valves, as emphasized in current European guidelines (e.g., European Society of Cardiology guidelines). The simultaneous exposure to a strong CYP inhibitor and inducer within a short time frame is rarely documented in detail.

The case provides valuable real-world insight into dynamic INR instability and prolonged enzyme induction effects, which are directly applicable to cardiology, infectious disease, and clinical pharmacology practice. Therefore, the manuscript holds moderate-to-high educational value for clinicians managing high-risk anticoagulated patients.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title is appropriate and clearly reflects the content.
	

	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 generally comprehensive and structured appropriately.

Suggested Improvements:

•
Specify peak INR value (e.g., INR 6) in Results section for impact.

•
Clarify timeline (e.g., INR spike by day 4).

•
Mention prolonged enzyme induction effect persisting after rifampicin cessation.
	

	Is the manuscript scientifically, correct? Please write here.
	Strengths:

· Mechanistic explanation of CYP2C9 inhibition and induction.

· Proper pharmacological reasoning.

· Logical clinical progression.

· Appropriate bridging with LMWH in sub-therapeutic INR.

Minor issues:

· Slight repetition in Discussion and Conclusion.

Overall: Scientifically valid.
	

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

Strengths:

· Mechanistic pharmacology well supported.

· Inclusion of recent literature (2022–2024).
	

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


	The manuscript requires minor language editing.
Examples of issues:

· “Sub-therapeutic anticoagulant increases the risk…” → should be “Sub-therapeutic anticoagulation increases the risk…”

· Missing articles in several sentences.

· Minor spacing and formatting inconsistencies.

These are correctable with professional proofreading.
	

	Optional/General comments


	· Figures should clearly label:

· Antibiotic start date

· Warfarin withholding period

· LMWH initiation

· Rifampicin discontinuation

· Consider adding a brief table summarizing:

· Timeline

· INR values

· Warfarin dose adjustments

· Key interventions

This would improve readability.
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	Reviewer’s comment
	Author’s Feedback (It is mandatory that authors should write his/her feedback here)



	Are there ethical issues in this manuscript? 


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