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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 is highly significant for the scientific community as it provides experimental evidence supporting the nephroprotective potential of Zapoteca portoricensis leaf extract and its fractions, particularly the n-hexane fraction, in managing inflammation-related kidney dysfunction. The study validates the traditional ethnomedicinal use of this plant and highlights its promise as a safe, plant-based intervention for renal protection, which could inspire further research into natural therapies for kidney diseases. By demonstrating the ability of the extract to normalize key kidney markers and correct electrolyte imbalances without acute toxicity, the findings contribute valuable data to the fields of pharmacognosy, nephrology, and natural product research, potentially guiding the development of new, affordable, and accessible treatments for inflammation-induced renal impairment.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The current article title is “Comparative effects of Crude Ethanol Zapoteca portoricensis Leaf Extract and its Fractions on Some Kidney Markers in Formalin-Induced Inflammation in Rats.” This title is generally suitable, as it communicates the experimental focus (comparative effects), the plant source and extracts tested, and the disease model used (formalin-induced inflammation in rats) along with the specific organ system involved (kidney markers). 
However, for greater clarity, conciseness, and impact, especially for an international scientific audience, consider an alternative title such as: “Nephroprotective Effects of Zapoteca portoricensis Leaf Extracts and Fractions in Formalin-Induced Inflammatory Renal Injury in 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 of the article is fairly comprehensive, as it summarizes the study’s objectives, methods, main results, and key conclusions, including the focus on comparative nephroprotective effects, experimental design, relevant biomarkers (urea, creatinine, electrolytes), phytochemical findings, and clinical significance. It also notes the safety of the extracts and refers to the traditional ethnomedicinal value of Zapoteca portoricensis.
However, the abstract could be improved by:

· Adding specific quantitative results (e.g., actual percentage changes or fold-changes in urea, creatinine, or electrolytes) to better highlight the magnitude of observed effects.

· Including a clear statement of the total number of animals used and specific group sizes for transparency.

· Briefly noting the key control group comparisons (e.g., against standard drug or untreated rats).

· Clarifying whether both the crude extract and all fractions were equally effective, and if not, which showed the most pronounced results.

· Condensing some less critical background sentences to leave room for results-oriented details.

· Deleting extraneous phytochemical detail in the abstract, as these can be noted in methods or results.
These revisions would sharpen the focus on the main findings and improve the abstract's impact and clarity for readers.


	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is scientifically correct and follows accepted standards for experimental pharmacology and nephroprotective research. The study design is robust, utilizing appropriate animal models (Wistar rats), clear control and experimental groups, validated biochemical markers (urea, creatinine, and electrolytes), and recognized toxicological and phytochemical methods. The statistical analysis used (ANOVA with Tukey’s post hoc test, p < 0.05 significance) is suitable for evaluating differences between groups. Results are interpreted appropriately in the context of experimental findings and prior literature, clearly showing the nephroprotective effects of Zapoteca portoricensis, with the n-hexane fraction demonstrating the strongest activity.

Additionally, the manuscript discusses the mechanisms behind the observed effects, including antioxidant and anti-inflammatory properties, and draws well-supported conclusions. The absence of acute toxicity at relevant doses further strengthens the scientific validity of the claims. Minor improvements could be made to further emphasize quantitative results and clarify some procedural details, but overall, the research is sound and its scientific reasoning is reliable.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The manuscript contains a reference list that is broad and incorporates both foundational and recent literature, including major articles relevant to oxidative stress, inflammation, nephroprotective plant studies, and the pharmacology of Zapoteca portoricensis. Some references cited are very recent (2021–2023), such as those related to mechanistic insights into inflammation-induced renal dysfunction, phytochemical analysis, and therapeutic perspectives on related kidney inflammation models.

However, a few suggestions for additional references:

· Include more recent (2024–2025) studies on ethnomedicinal plants with nephroprotective or anti-inflammatory activity to further highlight the most current context.

· Reference systematic reviews on kidney injury models or clinical translation of phytochemicals for nephroprotection.

· Add high-impact articles on bioactive compound isolation and characterization, since the manuscript suggests further investigation into the n-hexane fraction’s actives.

Recommended additional references could be:

· “Advances in plant-derived nephroprotective agents: From animal models to clinical practice” (Frontiers in Pharmacology, 2024).

· “Emerging anti-inflammatory phytochemicals in kidney disease: Bench to bedside” (Phytotherapy Research, 2024).

Overall, the reference base is suitable and recent, but can be strengthened by including more studies published in 2024–2025 and a few international reviews for broader scientific context.


	

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


	The language and English quality of the manuscript are generally suitable for scholarly communication. The writing is clear, professional, and adequately structured for an original research article. Technical terms and scientific concepts are appropriately used, and the flow of information from introduction, methods, results, to discussion is logical. The manuscript employs correct grammar and punctuation, with formal tone appropriate for an academic audience.
Minor improvements could enhance readability and polish, such as tightening some verbose sentences, improving transitions between paragraphs, and ensuring consistency in terminology (e.g., consistently using either “fraction” or “extract” when referring to plant preparations). 
Some phrases could be slightly reworded for brevity and clarity, but overall, the manuscript communicates its scientific content effectively without major language errors.

In conclusion, the English quality supports the scientific content well enough for publication purposes, potentially with light copyediting for style and flow.


	

	Optional/General comments


	· The study addresses a relevant and important topic on plant-based nephroprotection with clear translational potential, contributing novel data on Zapoteca portoricensis fractions.

· The methodology is well-designed and adequately described, supporting reproducibility.

· The manuscript would benefit from enhanced clarity and conciseness in parts, especially in the abstract and discussion, to better highlight major findings.

· Presentation of quantitative data in certain parts (e.g., exact changes in biomarkers) would strengthen impact.

· Including a graphical or schematic summary of the proposed mechanism of nephroprotection could aid reader comprehension.

· References are appropriate but can be updated with a few more recent reviews in 2024–2025.

· The English is generally sound but could gain polish with minor copyediting.

· Overall, the manuscript is suitable for publication after minor revisions and copyediting. It adds valuable knowledge about the therapeutic prospects of Zapoteca portoricensis in inflammatory kidney injury.
These comments reflect the strengths and highlight areas for minor improvement to enhance the manuscript’s scientific and communicative quality.

The manuscript titled "Comparative effects of Crude Ethanol Zapoteca portoricensis Leaf Extract and its Fractions on Some Kidney Markers in Formalin-Induced Inflammation in Rats" presents a well-structured and scientifically sound study that contributes valuable insights into the nephroprotective potential of Zapoteca portoricensis. The experimental design is appropriate, employing relevant animal models with suitable controls and biochemical markers. The results demonstrate significant nephroprotective effects, particularly of the n-hexane fraction, supported by biochemical and phytochemical analyses.
The language and presentation are generally clear and suitable for scholarly communication, although minor copyediting for conciseness and style would further enhance readability. The references are adequate and include recent literature; however, including a few more contemporary reviews and studies from 2024–2025 would strengthen the manuscript's scientific context.
I recommend minor revisions focusing on:

· Including quantitative details of key findings in the abstract.

· Clarifying certain methodological details and group sizes.

· Enhancing readability with minor language polishing.

· Updating references with a few recent relevant studies.
Overall, this manuscript offers significant scientific merit and warrants consideration for publication following minor revisions and editorial polishing. It will be a valuable contribution to the field of ethnopharmacology and nephroprotection.
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	Are there ethical issues in this manuscript? 


	The manuscript appropriately addresses ethical considerations related to animal experimentation. It clearly states the use of Wistar rats and mice for acute toxicity and nephroprotective studies. The animals were acclimatized properly and housed under standard conditions with access to food and water ad libitum. The study protocol includes appropriate grouping, dosing, and humane endpoints to minimize suffering.
Although not explicitly mentioned, the detailed description of animal handling, dosing, observation for adverse effects, and statistical analysis suggests adherence to ethical principles for animal research. However, the manuscript should explicitly include a formal statement that approval was obtained from an institutional animal ethics committee or review board and that experiments were performed according to recognized guidelines (such as CPCSEA, OECD, or equivalent). This is essential for publication and ethical compliance.
In summary, no major ethical issues are apparent in the manuscript, but adding a clear, formal ethics approval statement will ensure full ethical compliance and transparency.

	


Reviewer details:

Indranil Chatterjee, Birbhum Pharmacy School (MAKAUT), India

Created by: DR
              Checked by: PM                                           Approved by: MBM
   
Version: 3 (07-07-2024)

