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	PART  1: Comments


	
	Reviewer’s comment

	Author’s Feedback (Please correct the manuscript and highlight that part in the manuscript. 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 chapter addresses a timely question at the interface of environmental toxicology and pediatric neuro-oncology: whether 4-nonylphenol (4‑NP), an endocrine-disrupting contaminant, can plausibly perturb molecular programs relevant to medulloblastoma. By integrating target prediction, disease-gene mining, PPI topology, pathway enrichment, and TF/miRNA regulatory layers, the work provides a hypothesis-generating systems view that can help prioritize biomarkers (e.g, PTGS2/NFKB1/ESR2) and testable pathways (Notch2–PI3K‑Akt–NF‑κB) for future experimental validation. The resulting network framework may support risk-assessment discussions and guide mechanistic follow-up studies.
	

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

	The title is generally suitable and accurately reflects a network-based in silico study. To better emphasize the hypothesis-generating nature, we propose the following alternative (optional): 
"Network-Based In Silico Analysis Suggests Potential Links Between 4‑Nonylphenol Exposure and Medulloblastoma-Related Signaling".
	

	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 largely comprehensive. In the revised version, we will (i) report key analysis parameters consistently (e.g. STRING confidence cutoff, gene selection thresholds for SwissTargetPrediction/GeneCards), (ii) ensure that the reported overlap size matches the gene list, and (iii) add a brief limitations statement clarifying that results are computational predictions requiring wet-lab validation. We will also harmonize terminology (NP vs 4‑NP) throughout the abstract.
	

	Is the manuscript scientifically, correct? Please write here. 
	Overall, the workflow (target identification → overlap → PPI/hub detection → enrichment → TF/miRNA mapping) is appropriate for a hypothesis-generating chapter. However, several reporting issues will be corrected to improve scientific rigor and reproducibility: 
(1) clarify and standardize all thresholds/parameters used in SwissTargetPrediction, GeneCards, STRING, MCODE, CytoHubba, Enrichr, and MIENTURNET; 
(2) reconcile internal inconsistencies (e.g., overlap size vs listed genes; software versions; section numbering); 
(3) correct figure captions to match the described content; 
(4) fix typos in gene/miRNA symbols (e.g, SLC2A1; ambiguous miRNA naming) and ensure TF target counts match listed genes; 
(5) tone down causal language and explicitly frame conclusions as hypotheses; 
(6) add a dedicated Limitations section and a Data availability/Methods reproducibility note (query date, organism, IDs, and filters).
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
-
	The reference list includes several key sources, but we will improve it by: 
· adding missing references that are cited in-text but not listed (e.g, Lee et al., 2024; Liu et al., 2023; Li et al., 2019), 
· (ii) removing duplicates (e.g, repeated Adachi 2021 and Shiraishi 2019 entries) and ensuring consistent formatting, 
· and (iii) adding a small number of recent, medulloblastoma-focused pathway/omics references to better support statements about Notch/PI3K/NF‑κB and miRNA roles. 
All citations will be checked for accuracy and completeness (journal, year, volume, pages, DOI).
	

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

	The manuscript will undergo thorough English editing to improve clarity, grammar, and scholarly tone. We will standardize abbreviations (4‑NP/NP, MB, GCP), unify tense, remove redundancy, and correct minor typographical issues in tables and captions.
	

	Optional/General comments

	Additional improvements planned: 
· [bookmark: _GoBack]include a brief paragraph on medulloblastoma molecular subgroups and why GCP/Notch2 links are most relevant (especially for SHH-driven contexts); 
· clearly distinguish endocrine-disruption vs inflammatory signaling interpretations; 
· add a short 'Clinical/Translational relevance' paragraph stating that proposed therapeutic angles (Notch/PI3K inhibition) are speculative and must be validated in model systems; 
· (iv) ensure all figures/tables are referenced in order and described consistently.
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	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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