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PART 1


	
	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.
	This manuscript addresses a potentially important topic, namely the role of vitamin D3 and its analogs in hepatocellular carcinoma, with additional attention to sex-related differences in disease biology and outcome. The topic is relevant because HCC remains a major cause of cancer mortality worldwide, and there is continuing interest in identifying adjunctive preventive or therapeutic strategies beyond standard systemic treatment. The manuscript also attempts to connect vitamin D biology, hormone signaling, inflammation, and tumor progression, which could be valuable if presented in a more rigorous and balanced way. However, in its current form, the review remains too descriptive, insufficiently focused, and not adequately critical for publication without substantial revision. 

	














































PART  2

	


	
	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
	3.  
The topic is identifiable, but the title has grammatical problems (“It’s” instead of “its”) and does not reflect the manuscript’s mixed emphasis on sex differences, fibrosis, NAFLD, and broader epidemiology. A more precise and polished title is needed.
	

	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
	3. 
The abstract summarizes the intended theme reasonably well, especially the emphasis on sex-specific effects, but it overstates translational implications relative to the evidence presented and does not reflect the manuscript’s uneven focus.
	

	3. Are the keywords appropriate and useful?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4. 
Most keywords are relevant, though the set could be improved by adding terms such as vitamin D receptor, apoptosis, fibrosis, or hepatocarcinogenesis and by removing less central items if space is limited.
	

	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
	3. 
There is enough background material, but organization is uneven. The introduction mixes epidemiology, sex differences, vitamin D biology, and mechanistic claims without a clean narrative structure.
	

	5. Are the objectives clearly stated?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3. 
The manuscript states that it aims to examine androgen and estrogen signaling in HCC and the mechanism of vitamin D3 with possible gender-related effects, but the objectives are broad and not consistently followed throughout the paper. 
	

	6. Is the literature review relevant?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3. 
Parts of the review are relevant, especially the sections on vitamin D3 analogs, VDR signaling, and sex hormone pathways, but some included material is only loosely connected to the core review question.
	

	7. Is the literature review recent?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3. 
The manuscript includes some recent references, but the review would benefit from stronger use of current HCC-specific clinical and translational literature. Some cited material is not directly centered on HCC or vitamin D in HCC. 

	

	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
	1.
 No search strategy, databases, inclusion criteria, date range, or study selection approach is described. This is a major weakness 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
	2. 
The manuscript mainly summarizes studies rather than critically comparing them. Contradictions and limitations are noted only briefly and are not deeply analyzed. 

	

	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
	3. 
Research gaps are mentioned, especially the need for additional studies and clinical translation, but future directions are generic and not developed in detail.
	

	11. Are the conclusions logically arrived?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3. 
The conclusion broadly follows the body of the manuscript, but it somewhat overreaches given the largely preclinical evidence and the limited critical discussion of conflicting results.
	

	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
	2. 
Therapeutic limitations of vitamin D3 are mentioned, especially hypercalcemia, but the limitations of the review itself and of the available evidence are not adequately discussed.
	

	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
	3. 
The reference list includes many peer-reviewed sources and some relevant primary studies, but citation quality is uneven. Several references appear tangential, and the manuscript needs better alignment between claims and the most appropriate supporting literature.
	

	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
	3. 
The manuscript requires substantial English editing. There are frequent grammatical and typographical errors, inconsistent formatting, and awkward sentence construction that reduce readability and scientific clarity
	



PART  3: 
	

	
	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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