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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 is significant for the scientific community as it addresses the critical gap in effective treatments for paraquat poisoning, a leading cause of herbicide-related mortality worldwide, by demonstrating lutein's dose-dependent protective effects against hepatorenal toxicity in a rat model. Through immunohistochemical analysis of 4-hydroxynonenal (4-HNE), it provides mechanistic evidence of reduced lipid peroxidation, enhancing our understanding of antioxidant interventions in oxidative stress-induced organ damage. Furthermore, the findings could guide future preclinical and clinical studies on natural compounds like lutein, potentially reducing the public health burden of paraquat exposure in agricultural settings. Overall, it contributes to toxicology and pharmacology by highlighting a promising, accessible agent for ameliorating chemical toxicities.


	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Yes, the title "Immuno-histochemical Effects of Lutein on Paraquat-induced Toxicity in Kidneys and Liver of Adult Wistar Rats" is suitable as it accurately captures the study's focus on immunohistochemical analysis, the protective role of lutein, the induced toxicity model, target organs, and animal subjects. However, "Immuno-histochemical" should be spelled as one word ("Immunohistochemical") for standard scientific terminology. If a more concise alternative is desired, suggest: "Immunohistochemical Amelioration of Paraquat-Induced Hepatorenal Toxicity by Lutein in Adult Wistar Rats."


	

	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 reasonably comprehensive, as it includes key elements such as a brief introduction to the problem, clear objective, methods overview, main results, and conclusion with implications, along with keywords. However, it could be improved for clarity and completeness by adding specific details on lutein doses (50, 100, and 150 mg/kg) and paraquat induction duration (3 days) in the methods section to better reflect the experimental design. I suggest deleting or revising the phrase "immunological features" in the conclusion to "immunohistochemical features" for accuracy, as the study focuses on 4-HNE expression rather than broader immunology. Additionally, correct minor grammatical issues, such as "decrease expression" to "decreased expression" and ensure consistent capitalization (e.g., "Wistar rats")


	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is scientifically correct overall, as the hypothesis aligns with established knowledge on paraquat's induction of oxidative stress via reactive oxygen species (ROS) and lipid peroxidation, marked by 4-hydroxynonenal (4-HNE), and lutein's known antioxidant properties that mitigate such damage in hepatorenal tissues. The methods employ standard protocols for animal modeling, paraquat induction (5 mg/kg for 3 days, a subchronic dose), lutein administration (50-150 mg/kg for 21 days), immunohistochemical staining, and statistical analysis (ANOVA with Duncan's test), with results logically supporting dose-dependent attenuation of body weight loss and 4-HNE expression. Citations are accurate and relevant, drawing from peer-reviewed sources on similar toxicities and interventions, though the immunohistochemical assessment is qualitative without quantification, which is a minor limitation but does not invalidate the findings. No major factual errors or methodological flaws are evident that would undermine the scientific validity.


	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The references are sufficient in number (32) and cover essential topics such as paraquat toxicity mechanisms, lutein's antioxidant properties, immunohistochemical methods, and 4-HNE as a marker of lipid peroxidation, providing a solid foundation for the study's claims. They are reasonably recent, with over half (18) published from 2019 to 2023, reflecting current knowledge in the field, though some foundational references (e.g., on histology techniques) date back to 2002-2013.


	

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


	The English quality of the article is fair but not suitable for scholarly communications in its current form, as it contains multiple spelling errors (e.g., "Lutien" instead of "Lutein", "4-Hydroxynonenal" variably hyphenated as "4-hydroxynonenal" or "4HNE"), grammatical inconsistencies (e.g., "decrease expression" should be "decreased expression", tense shifts like "showed decrease" instead of "showed a decrease"), and awkward or imprecise phrasing (e.g., "immunological antibodies" instead of "immunohistochemical marker", "successive improvements in the immunological features" which misaligns with the IHC focus). Sentence structure is often repetitive or convoluted, reducing readability (e.g., in the discussion section, phrases like "This may be due to a reduction in food and water intake" could be more concise). I recommend professional proofreading or editing to correct these issues, ensure consistent terminology, and improve overall flow for publication standards.


	

	Optional/General comments


	The manuscript presents a well-designed preclinical study on lutein's protective effects against paraquat-induced hepatorenal toxicity, with clear relevance to toxicology and antioxidant research. Strengths include appropriate animal modeling, standard immunohistochemical methods, and results that logically demonstrate dose-dependent attenuation of lipid peroxidation via 4-HNE expression.
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	Are there ethical issues in this manuscript? 


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

No major ethical issues are evident in the manuscript, as it explicitly states that ethical approval was obtained for the animal study, adheres to standard preclinical toxicology protocols (e.g., using 35 male Wistar rats with acclimatization, randomized grouping, and euthanasia 24 hours post-treatment), and follows the 3Rs principles by minimizing animal numbers (7 per group) while justifying the model for a high-mortality human health issue. However, minor concerns include the lack of specific details on the approving ethics committee (e.g., institutional name or protocol number), the exact method of humane euthanasia (which should be specified to confirm compliance with guidelines like AVMA), and measures to alleviate suffering in paraquat-exposed groups beyond treatment administration. These omissions could be addressed in revisions to fully align with international standards such as those from the ARRIVE guidelines or IACUC.
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