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PART 1(Importance of the manuscript) 


	[bookmark: _Hlk170903434]
	Comments of the Reviewers
	Author’s Feedback 


	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 timely and clinically relevant problem in nanotoxicology: the hematotoxic potential of copper oxide nanoparticles (CuONPs), which are widely used in industrial, biomedical, and cosmetic fields. The study provides in vivo evidence that high-dose oral CuONP administration induces significant disruption of hematological parameters (erythropenia, thrombocytopenia, leukocytosis) consistent with oxidative hematopoietic toxicity. The concurrent evaluation of Tinospora cordifolia (giloy) as a co-treatment protective agent represents a meaningful contribution, as experimental data on its hematoprotective potential against nanoparticle toxicity remain scarce. The findings are relevant to occupational health risk assessment, nanomedicine safety, and the scientific validation of Ayurvedic herbal interventions.
	







PART  2.1 (Objective Evaluation)

	


	
	Rating of the Reviewers
	Author’s Feedback 

	1. Is the title clear and appropriate for the study? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 (Good). The title clearly identifies the study subject (copper oxide nanoparticles), the outcome of interest (hematotoxic effects), the model (in vivo), and the intervention under investigation (giloy). It is informative and appropriately specific.
	

	2. Is the abstract of the article comprehensive? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 3 (Satisfactory). The abstract follows a structured format (Background, Methods, Results, Conclusion). However, the Results subsection is critically unclear, stating only “significant adverse changes” without reporting any specific numerical values (e.g., % change in RBC, Hb). At minimum, the primary quantitative outcome should be stated.
	

	3. Are the keywords appropriate and useful?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 2 (Needs Improvement). The keywords (alternative medicine, health, experiment, oxide nanoparticles, hematotoxicity) are too generic and will reduce manuscript discoverability. Recommended replacement MeSH-aligned terms: Tinospora cordifolia, copper oxide nanoparticles, nanotoxicology, erythrotoxicity, oxidative stress, complete blood count, Wistar rat model.
	

	4. Is the background information of the paper sufficient and well organized?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 3 (Satisfactory). The background adequately contextualizes CuONP applications and general nanoparticle toxicology. However, the introduction devotes excessive text to giloy’s uses in diabetes, arthritis, skin disorders, stress, and cancer prevention — conditions unrelated to hematotoxicity. These sentences should be condensed to maintain focus. A formal research gap statement is also lacking.
	

	5. Are the research objectives/hypotheses clearly stated?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 (Good). The study objectives are clearly articulated in the final sentence of the Introduction: to estimate CuONP-induced changes in blood indices and evaluate giloy’s ameliorative potential. The addition of a formal hypothesis statement would further strengthen scientific rigor.
	

	6. Is the literature review relevant and up to date?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 (Good). The cited literature is predominantly recent (2016–2023), relevant, and supports the experimental rationale. Prior studies on metal oxide nanoparticle hematotoxicity and giloy’s protective pharmacology are appropriately cited. No major gaps in coverage were identified.
	

	7. Is the research methodology appropriate for the study?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 3 (Satisfactory). The experimental design is logically structured with four well-defined groups and a standard 28-day gavage protocol. However, the following critical methodological gaps must be addressed: (1) Absence of physicochemical characterization (dynamic light scattering, zeta potential, TEM) of the CuONP dispersion used; (2) Use of a commercial giloy juice without phytochemical standardization or quantification of active constituents (alkaloids, diterpenoids); (3) No oxidative stress biomarkers measured (MDA, SOD, CAT, GSH), despite ROS generation being the central proposed mechanism; (4) Absence of body weight monitoring throughout the experiment; (5) Only male rats used, limiting generalizability across sexes.
	

	8. Were ethical issues properly addressed (if applicable)?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 5 (Excellent). The ethics statement is complete and clearly presented. Institutional review board approval is provided (IEC/NTU/51), with explicit reference to US NIH guidelines (1978) for laboratory animal research. All required declarations regarding human and animal subjects are appropriately included in the Additional Information section.
	

	9. Are the results presented clearly? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 3 (Satisfactory). The results are organized around a clear table and figure. However, the following issues require correction: (1) Figure 1 has no descriptive legend or caption — axes, error bars, and statistical notation are unexplained; (2) In Table 2, the superscript for the control Hb (a,b) differs unexpectedly from the giloy group (a), suggesting the control mean may not be statistically distinguishable — this notation should be clarified; (3) WBC groupings show giloy (9.57±0.65c) and control (8.74±0.83c) sharing superscript c, while CuONPs+Giloy (9.58±0.42b) differs — the near-identical means with different superscripts for CuONPs+Giloy vs. giloy require statistical clarification; (4) MCH and MCHC, which are standard CBC parameters, are absent from reporting.
	

	10. Are tables and figures clear, relevant, and necessary?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 3 (Satisfactory). Table 2 is well-formatted, clearly organized, and the data are internally consistent. The single figure (Figure 1) appears to be a bar chart representing the CBC parameters but is presented without a figure caption, axis labels description, or explanation of error bars and statistical groupings. This is a significant deficiency that must be corrected before publication.
	

	11. Does the discussion relate findings to existing literature?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 (Good). The discussion is coherent, well-organized, and effectively contextualizes the findings within the existing literature. The ROS/oxidative stress mechanism of CuONP toxicity is appropriately discussed with relevant citations. The Nrf2-mediated antioxidant mechanism proposed for giloy is well-supported. The limitations are honestly and thoroughly addressed. Minor suggestion: the discussion would benefit from a brief comparison with studies on other metal oxide nanoparticles to frame the relative hematotoxic potency of CuONPs.
	

	12. Are the conclusions supported by the data?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 3 (Satisfactory). The main conclusions are broadly supported by the presented data. However, the conclusion paragraph contains a logical inconsistency: the phrase “However, coadministration with giloy clearly mitigated this toxicity” follows a sentence that already stated the same point, making the “however” connector illogical. Additionally, the conclusions are entirely qualitative. Including at minimum one quantitative statement (e.g., the magnitude of protective effect on a key parameter) would strengthen the conclusions.
	

	13. Are the limitations of the study discussed?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 (Good). The authors discuss limitations clearly, including the short observation period (28 days), single nanoparticle type, exclusive reliance on an animal model, and the absence of real-world environmental variables. A notable omission from the limitations is the use of a commercial, unstandardized giloy juice rather than a characterized plant extract, which limits dose-response reproducibility and mechanistic attribution to specific phytochemical constituents.
	

	14. Are the references relevant and sufficient (in number)?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 
N/A = Not Applicable
	Rating: 4 (Good). Forty-five references are provided, representing a comprehensive and largely up-to-date body of literature (predominantly 2016–2023). Citations are appropriately distributed across nanoparticle toxicology, hematology, and giloy pharmacology. Minor concern: several references appear in journals of limited indexing (e.g., Ann Rom Soc Cell Biol, J Med Chem Sci) — while the data may be valid, the overall citation quality would benefit from inclusion of more high-impact primary sources where available.
	

	15. Is the manuscript written in clear and understandable language?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 
N/A = Not Applicable
	Rating: 3 (Satisfactory). The manuscript is generally readable and the scientific intent is clear. However, grammatical and stylistic issues are present throughout. Specific examples: (a) Introduction: “Likely, it consists of various bioactive chemical compounds” — should read “It is composed of various bioactive compounds”; (b) Results: “Otherwise, no important variations were observed” — “otherwise” is used incorrectly here; (c) Conclusion: “However, coadministration with giloy clearly mitigated this toxicity” — the word “However” creates an illogical contrast. A thorough professional English language edit is strongly recommended.
	






PART  2.2 (Subjective Evaluation)

	
	Reviewer’s comment

	Author’s Feedback (It is mandatory that authors should write his/her feedback here)


	Is the title of the article suitable?
If your answer is NO, please provide a brief, clear suggestion for improvement.
	YES. The title is appropriately specific, identifies all key elements of the study (experimental model, agent under investigation, outcome, and protective intervention), and meets the scope requirements for a book chapter in this volume. No revision is recommended.
	

	Is the abstract of the article comprehensive? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	PARTIALLY. The abstract is structured but the Results subsection lacks quantitative data, reporting only unlcear “significant adverse changes.” Add at least one primary numerical outcome (e.g., % change in RBC or Hb). Background material on giloy’s uses in diabetes, arthritis, and skin disorders is off-topic and should be replaced with a sentence on its hematoprotective pharmacology.
At minimum, one primary hematological outcome with its magnitude and significance level must be added. Additionally, the giloy background in the abstract (diabetes, arthritis, skin disorders) is off-topic and should be condensed to focus on its hematoprotective relevance.
	

	Is the manuscript scientifically correct? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	LARGELY YES, with reservations. The experimental design, statistical approach, and conclusions are broadly scientifically sound. However, several scientific deficiencies require correction before publication: (1) The CuONP preparation was not physicochemically characterized (no DLS, zeta potential, or TEM data presented); (2) The giloy preparation is a commercial juice, not a standardized extract, making dose reproducibility and mechanistic attribution to specific bioactives impossible; (3) The proposed ROS/oxidative stress mechanism is discussed without supporting biochemical evidence (no MDA, SOD, CAT, or GSH assays were performed); (4) The statistical notation in Table 2 contains ambiguities requiring clarification (see Q9 rating).

The design is valid. Three gaps need addressing: (1) No in-house CuONP characterization (DLS, zeta potential); (2) Commercial unstandardized giloy juice with unknown active constituent concentrations; (3) No oxidative stress biomarkers (MDA, SOD, CAT, GSH) despite ROS toxicity mechanism being proposed. Mechanistic conclusions should be tempered accordingly.
	

	Are the references sufficient and recent? 
(YES or NO)
YES. Forty-five references are provided, the majority from 2016–2023, covering nanoparticle toxicology, hematology, and giloy pharmacology adequately. Minor concern: some citations are from journals of limited impact. The authors may consider adding higher-impact primary sources where comparable data are available.
If your answer is NO, please provide clear suggestion for improvement.
	YES. Forty-five references are provided, predominantly from 2016–2023. Literature coverage is adequate across the relevant fields. Minor recommendation: inclusion of additional high-impact references (e.g., from Particle and Fibre Toxicology, Toxicology Letters, or Phytomedicine) for key mechanistic claims would strengthen the manuscript further.
	





	Editorial Comments (This section is reserved for the comments from book editorial office and editors):


	
	Author’s Feedback

	
The study is an adequate experimental contribution with a clear pharmacological rationale. The principal limitations are methodological (lack of nanoparticle characterization, unstandardized herbal product, absence of oxidative stress assays) and should be addressed in revision. The manuscript does not contain ethical concerns, data fabrication indicators. A professional English language review is strongly recommended prior to final acceptance.
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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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