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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 addresses a critical gap in the management of Non-Alcoholic Fatty Liver Disease (NAFLD) by introducing a systems-level simulation model that captures the complexity of disease progression and therapeutic intervention. The integration of classical network pharmacology with the novel 7+1-layer Intrinsic Network Pharmacology (INP) framework represents a significant methodological advancement, allowing for multi-target analysis of phytochemicals in a biologically meaningful context. By focusing on Picrorhiza kurroa, a well-established yet underexplored hepatoprotective herb, the study bridges traditional medicine with modern computational biology. The findings offer a replicable blueprint for future investigations into polyherbal therapies, thereby contributing to the advancement of personalized, mechanism-informed treatment strategies in chronic metabolic diseases.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The current title is informative and technically accurate, capturing the essence of the study, particularly the computational modeling and the therapeutic focus on Picrorhiza kurroa.
	

	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 generally comprehensive and clearly outlines the background, rationale, methodology, and key findings of the study. It effectively conveys the significance of Picrorhiza kurroa in the context of NAFLD and introduces the novel Intrinsic Network Pharmacology (INP) model with sufficient clarity. The integration of systems biology with Ayurvedic pharmacology is well communicated, which adds to its interdisciplinary value.
Consider slightly condensing the methodological explanation and expanding the result and implication segments to maintain balance. Adding 1–2 specific outcomes (such as redox restoration or key pathway enrichments) would make the abstract more compelling and result-driven for a research audience.
	

	Is the manuscript scientifically, correct? Please write here.
	Yes, the manuscript is scientifically sound and methodologically well-executed. The authors present a robust and innovative systems pharmacology framework by integrating classical network pharmacology with their original 7+1-layer Intrinsic Network Pharmacology (INP) model. The approach is conceptually advanced, and the simulation methodology including ordinary differential equation (ODE) modeling is described in sufficient detail to be reproducible. The selection of Picrorhiza kurroa as a case study is appropriate, given its known hepatoprotective properties, and the compound-target-pathway mapping is well-supported by current literature and bioinformatics tools.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The manuscript includes a well-curated and scientifically balanced list of references. A significant proportion of the citations (approximately 50%) are drawn from the last 3–5 years

No major changes are required in terms of reference recency or coverage. 
However, the authors are encouraged to remove any duplicate citations (e.g., Li et al., 2023 appears twice) and ensure that all web-accessible sources are properly formatted with DOIs.
	

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


	The manuscript is written in a clear and academically acceptable manner. With a few minor corrections in sentence structure and grammar, the language will meet the standard expected for publication. The scientific content is well-articulated, and the writing adequately conveys the interdisciplinary approach and depth of the research.
	

	Optional/General comments


	Major Comments:

1. Model Validation and External Benchmarking:

· The INP Fit Score (0.86) is promising, but it would be helpful to briefly compare this score or simulation performance with either:

· A baseline model (e.g., without ODE integration), or

· A known hepatoprotective agent for benchmarking.

· Please elaborate on any experimental or preclinical data that may have previously validated the use of P. kurroa in NAFLD models to further ground your simulation results.

2. Data and Method Reproducibility:

· The manuscript references simulation scripts, compound databases, and enrichment tools, but a link to a supplementary GitHub repository or dataset archive (if available) would significantly improve reproducibility.

· Please clarify whether any parameter optimization or sensitivity analysis was done in the ODE simulations.

3. Figure Clarity and Annotation:

· Figures 2 to 5, while referenced, are not clearly visible or described in this version of the manuscript. Ensure:

· All figures have informative legends.

· Axes are labeled.

· The interpretation of key trends (e.g., trajectory stabilization in Figure 4) is described in the figure captions for standalone clarity.

4. KEGG Pathway Enrichment:

· Table 1 lists several enriched pathways. Consider briefly highlighting in the results section how these pathways mechanistically tie back to NAFLD progression (e.g., AMPK → lipid metabolism regulation; Nrf2 → oxidative stress buffering).

· It would strengthen the analysis to report enrichment scores or adjusted p-values with effect sizes (gene ratio or enrichment factor).

Minor Comments:

1. Terminology Consistency:

· Ensure uniform usage of terms like “ODE model,” “dynamic simulation,” and “trajectory modeling” across sections.

· Clarify the abbreviation of INP (Intrinsic Network Pharmacology) in the abstract at first use.

2. References and Citations:

· The reference list is exhaustive and well-curated. However, a few entries are repeated (e.g., reference 12 is identical to 11). Please cross-check and remove duplicates.

· Include DOI or access links for all tools and databases (e.g., SwissTargetPrediction, KEGG, ClusterProfiler).

3. Language and Style:

· While the manuscript is articulate, a light grammar review will improve flow in places (e.g., “the phytochemicals were screened for activity” instead of “Compounds are screened...”).

· Ensure verb tense consistency, especially in the methodology section.
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	Are there ethical issues in this manuscript? 


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