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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 an important clinical issue related to the early identification of metastatic bone disease (MBD) in breast cancer patients. The study evaluates the potential predictive roles of three biomarkers alkaline phosphatase (ALP), lactate dehydrogenase (LDH), and IL-1β expression which are biologically relevant to tumor metabolism, inflammation, and bone remodeling. Identifying reliable predictors of bone metastasis could assist clinicians in earlier detection, risk stratification, and timely intervention, thereby improving patient outcomes and quality of life. The study contributes to existing literature by assessing the combined predictive value of these biomarkers within a single cohort, which may provide insights for future biomarker-based screening strategies.
	

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

	The title is generally appropriate and reflects the key variables and study population. However, it is slightly lengthy and could be simplified to improve readability. A possible alternative title could be: “Association of Alkaline Phosphatase, Lactate Dehydrogenase, and IL-1β Expression with Metastatic Bone Disease in Breast Cancer Patients: A Case-Control Study.”
	

	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 adequately summarizes the background, study design, methods, results, and conclusions of the study, and the objectives and key findings are clearly presented. However, a few minor improvements could enhance clarity and completeness. It would be helpful to explicitly mention the sample size in the methods portion of the abstract to allow readers to quickly understand the study scale. Additionally, the statistical methods could be summarized more concisely by focusing only on the key analyses performed. The authors may also consider briefly mentioning a study limitation, such as the relatively small sample size or the single-center design, in the concluding sentence to improve transparency. Overall, the abstract is informative and well structured but could benefit from slight refinement for greater clarity.
	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is generally scientifically sound and the case-control design is appropriate for evaluating the association between biomarkers and metastatic bone disease. The methodology and statistical analyses are adequately described. However, the relatively small sample size and the imbalance in disease stage between groups may limit generalizability and should be discussed more clearly as study limitations. Clarification regarding potential confounding factors in the regression analysis would also strengthen the methodological transparency.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The references are relevant and appropriately support the background and discussion sections.
	

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

	The manuscript is generally understandable and written in formal academic language. However, minor grammatical errors, long sentences, and slight repetition in some sections affect readability.
	

	Optional/General comments

	The study presents clinically relevant findings, particularly regarding the predictive role of ALP and IL-1β in metastatic bone disease. The use of ROC analysis and logistic regression strengthens the statistical interpretation. However, the authors should provide a clearer discussion of study limitations, including the small sample size and single-center design. Future research involving larger, multicenter cohorts would be valuable to validate the findings and improve the predictive model.
	





	[bookmark: _Hlk156057883][bookmark: _Hlk156057704]PART  2: 
[bookmark: _GoBack]

	
	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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