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	PART  1: Comments


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

	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 manuscript addresses a highly relevant and underexplored public health issue—namely, the biochemical and histopathological impact of the illicit drug nyaope on liver function. The investigation is timely and significant, particularly within the South African context, where nyaope usage is increasing among youth in marginalized communities. The authors provide novel insights into the hepatic effects of this composite street drug by identifying its chemical constituents via GC-MS and evaluating its hepatotoxic potential in a rat model. This work contributes substantially to the field of toxicology, forensic pharmacology, and substance abuse pathology, offering foundational data for policymakers and healthcare professionals dealing with the consequences of nyaope abuse.
	

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

	The current title is slightly awkward and does not reflect the full scientific scope and clarity expected in high-impact journals. I recommend the following revision for precision and professional tone:
Suggested Title: Hepatotoxicological Evaluation of the Illicit Street Drug Nyaope: Chemical Profiling and Liver Damage in a Rodent Model

	

	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 partially summarizes the study but lacks coherence, clarity, and critical methodological and statistical details. Major revisions are recommended. Specifically:
· Opening sentences should frame the global and local relevance more succinctly.
· Methods lack specific information (e.g., animal species/strain, sample size, histology techniques).
· Results should include key metrics (e.g., mean ± SD of biochemical parameters, significant p-values).
· Discussion/Conclusion is unclear and uses informal language such as "not a good drug."
· The final sentence is grammatically incorrect and conceptually weak.
Suggested Improvements:
1. Streamline the abstract to follow a structured format (Background–Methods–Results–Conclusion).
2. Remove informal or judgmental phrases.
3. Clearly state the main findings numerically (e.g., ALT, albumin levels).
	

	Is the manuscript scientifically, correct? Please write here. 
	The manuscript presents promising data but suffers from several scientific weaknesses that must be addressed:
· Redundancy: The Materials and Methods section repeats much of the Introduction. This content should be strictly method-focused.
· Missing Methodological Details:
· No mention of rat strain, sex, age, or ethical handling procedures.
· Statistical methods lack detail (e.g., whether data distribution was normal, post hoc tests used).
· Histology Analysis: While images are included, no quantitative scoring or blinded analysis is described.
· GC-MS Methodology: The selection of solvents and validation of methods (e.g., LOD, LOQ, recovery) is not well documented.
· Figures: Some figures are misnumbered or duplicated in description (e.g., Figure 9 described as albumin instead of ALT).
· Discussion: While informative, it sometimes blurs primary results with external literature and lacks a clear narrative arc linking findings to the aim.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
-
	The manuscript is well-referenced with over 40 citations, covering both primary and secondary literature.
Suggestions:
· Include recent (last 3–5 years) studies specifically focusing on poly-drug interactions, hepatic metabolism, or opioid-induced liver changes.
· Ensure uniform referencing style in all entries (some DOIs and page numbers are missing).
· Suggest adding:
· Lee, W. M. (2020). Drug-induced hepatotoxicity. New England Journal of Medicine, 382(19), 1835–1845.
· WHO World Drug Report 2023 for updated global data.
	

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

	
The manuscript needs major language editing to meet scholarly standards. Problems include:
· Grammatical errors (“The must be an investigation,” “While under add…”)
· Repetitive phrases (“used for recreational purposes” is stated multiple times)
· Awkward or informal phrasing (“not a good drug,” “cripple the economy,” “serious concern to the researchers”)
Recommendation: A professional scientific language editor should revise the manuscript before resubmission.



	

	Optional/General comments

	  The paper touches on an underrepresented but critical area of research and holds potential for policy impact and forensic science.
  However, technical rigor and presentation quality must be improved for publication in a high-impact journal.
  All figure legends should be standardized and clarified.
  Add a limitations section to discuss sample source (only from SAPS), lack of dose-dependence, and no long-term assessment.
Recommendation: Major Revision
This manuscript contains valuable and contextually important data but must undergo substantial improvements in scientific methodology, language quality to reach publishable standards.
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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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