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	Reviewer’s comment

Artificial Intelligence (AI) generated or assisted review comments are strictly prohibited during peer review.

	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 is important to the scientific community because it consolidates a decade of evidence redefining Langerhans Cell Histiocytosis as a MAPK-driven clonal myeloid neoplasm rather than a purely inflammatory disease. By integrating molecular genetics with clinical, orthopedic, and age-specific disease patterns, it provides a comprehensive, genotype-informed perspective relevant to both pediatric and adult care. The review also critically appraises the impact of targeted BRAF and MEK inhibition, highlighting their clinical benefits as well as ongoing challenges such as relapse and treatment optimization. Overall, it offers a valuable reference to guide precision medicine approaches and future research in LCH.

	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Yes, the title is generally suitable and scientifically appropriate. 
Also, I suggest alternative one which is more precise and formal: “Molecular Pathogenesis and Targeted Therapeutic Advances in Langerhans Cell Histiocytosis: A Systematic Review”
	

	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 comprehensive, well structured, and appropriate for a systematic review, covering the important key elements (introduction, aim, methods, results, and conclusion). However, a few Suggested Improvements:
· Methods: stating the number of included studies and the synthesis was qualitative, since no meta-analysis was performed. This improves methodological transparency and aligns with PRISMA expectations.

· Results: No need to mention of drug names (e.g., vemurafenib, dabrafenib) could be shortened to “BRAF and MEK inhibitors”.
Overall, the abstract is clear but requires some refinement and revisions.


	

	Is the manuscript scientifically, correct? Please write here.
	Yes, the manuscript is scientifically correct. The molecular mechanisms, clinical features, and therapeutic approaches described are consistent with current evidence and international guidelines on Langerhans Cell Histiocytosis. The methodology and conclusions are appropriate and well supported by the reviewed literature.

	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Yes, the references are sufficient, relevant, and recent, with appropriate inclusion of key studies from 2015–2025; however, they require major revision in formatting and consistency. The following issues should be addressed:

· Remove all hyperlinks and DOIs from the reference list.

· Standardize author name formatting across all references (use the same abbreviation style consistently).

· Replace et al. with the full list of authors in all references.

· Add missing bibliographic details e.g. journal volume and page numbers, where absent.

Addressing these points will improve clarity, uniformity, and compliance with journal reference style requirements.


	

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


	Yes, the language and English quality of the article are generally suitable for scholarly communication. The text is clear, formal, and precise, with appropriate scientific terminology. Some improvements in grammar, sentence flow, and consistency could further enhance readability.

	

	Optional/General comments


	Overall, the manuscript is valuable for the scientific community, but major improvements in language, table formatting, and references are needed to make it clearer and easier to read. Some tables should have consistent formatting, abbreviations, and clearer column labels and footnotes.
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	Are there ethical issues in this manuscript? 


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

No, there are no ethical issues in this manuscript. The study is a systematic review based entirely on previously published, peer-reviewed data, and it does not involve new experiments on human or animal subjects. Ethical approval and informed consent were not required, as stated in the manuscript.
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