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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.
	
	





PART  2.1 (Objective Publication)

	


	
	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
	Title is clear and descriptive, but slightly wordy. Consider: 'Statin Intolerance: Pathophysiology, Risk Factors, Manifestations, and Management Strategies'.
	

	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
	Abstract is generally adequate but overly generic. Specific mechanistic highlights and management approaches are not clear. The keyword list is cut off mid-word ('Cardiovascular risk manageme').
	

	3. Are the keywords appropriate and useful?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Keywords are appropriate in scope, but the list is visibly truncated. Must be corrected. Consider adding 'PCSK9 inhibitors' and 'ezetimibe' as relevant non-statin therapy terms.
	

	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
	Background is adequate but padded. Sections 1.2 and 1.3 ('Role of Statins in Dyslipidemia' and 'Clinical Importance of Statins') are largely redundant and should be merged.
	

	5. Are the objectives clearly stated?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	No explicit objectives section is present. The review's aims are embedded in the abstract but are not formally stated in the Introduction. This must be corrected.
	

	6. Is the literature review relevant?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	References are generally relevant, but the review is largely descriptive. A critical synthesis distinguishing strong vs. weak evidence is absent throughout.
	

	7. Is the literature review recent?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Most references are from 2015-2025, which is adequate. However, some foundational citations (e.g., Ref 3, Endo 2010) are appropriately historical. A few very recent 2025 citations are included.
	

	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
	No literature search methodology is described anywhere in the manuscript, no databases searched, no date ranges, no inclusion/exclusion criteria. This is a critical omission for a review article.
	

	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
	The manuscript is largely a descriptive summary. There is no critical appraisal of study designs, no discussion of conflicting evidence, and no quantitative synthesis of intolerance prevalence rates.
	

	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
	Future directions are not addressed. A dedicated section discussing unanswered questions (e.g., pharmacogenomic testing utility, optimal rechallenge protocols, role of nutraceuticals) is needed.
	

	11. Are the conclusions logically arrived?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Conclusions are generally aligned with the content but are somewhat superficial. They do not draw sufficiently from the detailed pathophysiology sections earlier in the manuscript.
	

	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
	No limitations section exists. This is mandatory for any review article. The authors must discuss the absence of a systematic search, potential publication bias, and scope limitations.
	

	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
	Most references are from reputable journals (JACC, Lancet, NEJM). However, Reference 47 appears to be misplaced, as it describes a TAVI/aortic stenosis study, which is completely unrelated to statin intolerance.
	

	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
	Language quality is a significant concern. Multiple grammatical errors, awkward phrasing, and unclear sentences are present throughout (e.g., 'This disease causes CVD', 'to maximize cardiovascular events'). Thorough English language editing is required.
	









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.
	Acceptable, though 'Clinical Manifestations' could be condensed and 'Pathophysiology' is more precise than 'Mechanisms' for a review.
	

	Is the abstract of the article comprehensive? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	The abstract must: (1) fix the truncated keyword list; (2) include specific management strategies mentioned in the body; (3) state the review's methodology (e.g., narrative review, databases searched). Currently it reads as overly general.
	

	Is the manuscript scientifically correct? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	Several issues: (1) Reference 47 (Amer et al., 2020 — TAVI study) is incorrectly cited for rhabdomyolysis — must be replaced with an appropriate reference; (2) The gene is referred to as 'ASLCO1B1' in Section 4.2 but correctly as 'SLCO1B1' elsewhere — standardize; (3) Management section (Section 8) is nearly identical to the Diagnostic section (Section 7) — these must be substantially differentiated with specific management protocols, alternative agents, and dose-adjustment strategies.
	

	Are the references sufficient and recent? 

If your answer is NO, please provide clear suggestion for improvement.
	61 references are adequate in number. However: (1) Remove misplaced Ref 47; (2) Add references for PCSK9 inhibitors (evolocumab, alirocumab) and bempedoic acid as alternative therapies; (3) A literature search protocol must be added to the Methods/Introduction.
	





	Editorial Comments (This section is reserved for the comments from journal editorial office and editors):


	
	Author’s Feedback

	
This manuscript requires major.
 The key structural and scientific concerns are:
1.	Section 8 (Management) is substantively incomplete and largely duplicates Section 7 (Diagnostics). The management section must include specific protocols for: (a) dose reduction or alternate-day dosing, (b) statin switching, (c) non-statin alternatives (ezetimibe, PCSK9 inhibitors, bempedoic acid), and (d) coenzyme Q10 supplementation evidence.
2.	Reference 47 (Amer et al., 2020 aortic stenosis/TAVI) is incorrectly cited in the context of rhabdomyolysis. This suggests possible reference management errors; authors should audit all citations.
3.	A PRISMA-style flow diagram or at minimum a description of the search strategy (databases, date range, search terms) must be added.
4.	Language quality requires thorough professional editing. The text contains numerous grammatical errors that impair scientific communication.
5.	No summary table or figure is present. A table summarizing SAMS classification (myalgia, myopathy, myositis, rhabdomyolysis, IMNM) with CK thresholds and management would significantly strengthen the manuscript.
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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)

	

[bookmark: _GoBack]




[bookmark: _Hlk226216928]Reviewer details:

[bookmark: _Hlk226216980]Fuat Polat, Dr Siyami Ersek Thoracic and Cardiovascular Surgery Training and Research Hospital, Turkey









Page 2 of 4
V240326


