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PART 1 (Importance of the manuscript)

	
	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 provides valuable insights into the multi-systemic  toxic  effects  of  cadmium,  a pervasive environmental heavy metal, by simultaneously examining its impact on cognitive function, pain perception, and immune response in
a  female  animal  model.  The  study  addresses  a
notable gap in the literature, as few investigations have  concurrently  assessed  these  three physiological  domains  following  cadmium exposure, particularly in female subjects where cadmium's estrogen-mimicking properties may produce unique effects. The demonstration of dose- dependent  cognitive  impairment,  altered nociceptive processing, and immunosuppression strengthens the growing body of evidence that cadmium acts as a broad-spectrum toxicant rather than an organ-specific poison. Furthermore, the findings underscore the importance of considering sex-specific responses to environmental toxins and may inform future public health guidelines regarding cadmium exposure limits, especially for vulnerable populations such as women of reproductive age.
	




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
	5
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	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
	5
	

	3. Are the keywords appropriate and useful?
Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs
Improvement 1 = Poor N/A = Not Applicable
	4
	

	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
	5
	

	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
	5
	

	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
	5
	

	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
	4
	

	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
	4
	

	9. Are the results presented clearly?
Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs
Improvement 1 = Poor N/A = Not Applicable
	5
	

	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
	3
	

	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
	5
	

	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
	5
	

	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
	1
	

	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
	4
	

	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
	4
	




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.
	
	




	Is the abstract of the article comprehensive?
s
If your answer is NO, please provide a brief, clear suggestion for improvement.
	YES
	

	Is the manuscript scientifically correct?

If your answer is NO, please provide a brief, clear suggestion for improvement
.
	YES
	

	Are the references sufficient and recent?
(YES or NO)

If your answer is NO, please provide clear suggestion for improvement.
	No 
Authors must incorporate following referenc Authors must incorporate following references into the Introduction (to expand the neurobiological background on memory and neuroprotection) and
the Discussion (to compare cadmium’s effects with other  memory-impairing  or  neuroprotective agents). Their inclusion would enrich the manuscript without altering its core findings or conclusions:
• Ikram H, Perveen S and Haleem DJ (2026). Dual role of dietary tryptophan on memory regulation in male Albino Wistar rats – synergistic modulation of serotonergic signaling and kynurenine pathway. Nutritional Neuroscience 29(3): 356–370.
• Ikram   H,   Ajaz   S,   Iftikhar   M,   et   al.   (2024). Repurposing N-acetylcysteine: Unveiling its potential for memory enhancement in animal model. Nutraceutical Research 3(2): 1–15.
• Ikram H, Zakir R, Perveen S, Haleem DJ (2025). Investigating the neuroprotective effects of curcumin in scopolamine-induced animal model of dementia. Nutraceutical Research 4(1): 1–9.
• Ikram  H,  Zakir  R,  Haleem  DJ  (2024).  Memory enhancing  and  neuroprotective effects  of apomorphine in a rat model of dementia. Metabolic Brain Diseases 39(6): 1051–1063.
• Ikram H, Haleem DJ (2019). Repeated treatment with a low dose of reserpine as a progressive model of Parkinson's dementia. Pakistan Journal of Pharmaceutical Sciences 32(2): 555–562.
• Ikram  H,  Mushtaq  F,  Haleem  DJ  (2014).  Dose- dependent effects of tryptophan on learning and memory.  Pakistan  Journal  of  Pharmaceutical Sciences 27(5): 1131–1135.


	

	Are there ethical issues in this manuscript?
(YES or NO)

(If yes, kindly please write down the ethical issues here in details)
	NO
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