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	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 explores an important and timely question about how epigenetic variation in the NR3C1 promoter may shape individual differences in stress responses. Because HPA-axis regulation is central to many stress-related disorders, including PTSD, even preliminary insights into its epigenetic control are valuable. The focus on a well-studied promoter region and the identification of sex-associated methylation patterns add meaningful context to ongoing discussions in the field. Overall, the study provides a useful starting point that may encourage more detailed experimental and clinical research on epigenetic biomarkers of stress vulnerability
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	I would recommend changing the title to “In-silico analysis of Methylation Dynamics in the NR3C1 1F Promoter: Implications in PTSD Susceptibility”
	

	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. Abstract is fine.
	

	Is the manuscript scientifically, correct? Please write here.
	Yes to an extent. I have provided my detailed comments
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	There were problems with some references editing. I have provided my detailed comments.
	

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


	Yes
	


	Minor Comments:

1. Several sentences in the manuscript are either overly long, repetitive, or phrased in a way that diminishes scientific precision. Phrases such as “this region was verified to be a great region for epigenetic regulation” and “has taken its place in modern psychiatric classification systems such as Post-Traumatic Stress Disorder (PTSD)” feel unclear or unnecessarily wordy. Streamlining these statements for conciseness and clarity would improve readability and strengthen the scientific tone of the manuscript.
2.  A number of references contain typographical or formatting inconsistencies, including incorrect DOI strings. Ensuring accuracy and uniformity across the reference list is important, and the authors should carefully revise all citations for correct journal names, DOI formatting, and overall consistency in style.
3. Chromosomal coordinates are presented inconsistently throughout the text, with examples such as “chr:5142,783,000” that are not standard or interpretable. These should follow conventional genomic notation, for instance “chr5:142,783,000–142,784,100,” to ensure clarity and reproducibility for readers wishing to locate the exact regions discussed.
4. The term in silico appears in multiple places but is not formatted consistently. 
5. The conclusion appears to overextend the implications of the data, suggesting causal links between methylation differences and PTSD susceptibility that are not demonstrated by the analyses presented. It would be more appropriate to frame these observations as hypothesis-generating insights rather than definitive or diagnostic conclusions. A more cautious phrasing would align better with the scope and limitations of the study.ons.

Overall Recommendation: Major Revision

The manuscript presents an interesting concept and uses publicly available methylation data to explore NR3C1 epigenetics. However, the current version requires substantial revision to moderate conclusions, improve methodological transparency, strengthen figure quality, and ensure biological interpretations align with the limitations of in silico analysis. With clarification, better data presentation, and more cautious interpretation, the manuscript could make a meaningful contribution as a preliminary exploratory analysis of NR3C1 promoter methylation.
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