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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 a valuable and timely contribution to the field of neurogenetics and migraine research. It provides the first comprehensive synthesis of the genetic landscape of migraine within the Saudi Arabian population, a cohort of significant interest due to its genetic homogeneity and high consanguinity rates. By identifying specific nuclear (e.g., RETNLB, ATP1A2) and mitochondrial (e.g., CYTB, ND5) gene variants associated with migraine in this population, the study lays a crucial foundation for future genome-wide association studies (GWAS) and precision medicine initiatives. Furthermore, its documentation of a very high migraine prevalence and strong familial risk underscores the significant public health burden and highlights the urgent need for increased genetic research infrastructure and awareness in the region.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Yes, the title "Migraine and Genetic Causes in Saudi Arabia: Systematic Review and Meta-Analysis" is accurate and suitable. It clearly states the topic (migraine genetics), the geographic focus (Saudi Arabia), and the study design.
	

	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 comprehensive but could be slightly refined for clarity and impact.

Suggestions:

· The introduction could be more concise.

· The results section should clarify that the 39.8% prevalence is from included study participants, not the general Saudi population, to avoid overinterpretation.

· The conclusion should more strongly emphasize the key finding: that only 3 of 19 studies actually investigated genetics, revealing a major research gap despite the strong signal of heritability.
	

	Is the manuscript scientifically, correct? Please write here.
	The methodology appears scientifically sound, adhering to PRISMA guidelines. However, a major scientific limitation is the conflation of prevalence studies with genetic association studies in the meta-analysis. The extremely high pooled prevalence (39.8%) is likely skewed by study populations that are not representative of the general population (e.g., studies focused solely on female students or healthcare workers). The conclusion that genetic-association studies have a higher prevalence is a methodological artifact, as these studies had small, highly specific cohorts, not a true genetic comparison. The genetic findings themselves, drawn from the three relevant studies, are presented correctly.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The references are generally sufficient and include key recent reviews (e.g., Hautakangas et al., 2022; Stovner et al., 2022) and relevant local studies. To strengthen the genetic discussion, consider adding:

· A reference for the known role of ATP1A2 in FHM2 (e.g., a foundational paper like De Fusco et al., 2003).

· A review discussing the emerging role of mitochondrial dysfunction in migraine pathogenesis.


	

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


	The language is generally suitable for scholarly communication but requires thorough proofreading. There are frequent grammatical errors, awkward phrasing, and unnecessary use of "the" (e.g., "the migraine," "the which," "the there is"). These do not hinder understanding but detract from the manuscript's professionalism.
	

	Optional/General comments


	This is a well-conceived and much-needed review. The main issue is the interpretation of the meta-analysis results. The authors should clearly state that the pooled prevalence estimate is not representative of the general Saudi population due to the biased sampling of the included studies (over-representation of high-risk groups like young females). The discussion on genetics should be framed around the critical finding that only 15.8% (3/19) of the published literature on migraine in KSA investigates genetics, which is the core contribution of this paper—highlighting a vast knowledge gap. The tables and figures are well-constructed and support the analysis effectively.
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