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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.
	By systematically evaluating evidence in the areas of diagnosis, risk prediction, treatment personalization, and implementation, this article
provides a coherent framework that distinguishes mechanism-based accuracy from mere correlation.
	


PART 2.1 (Objective Evaluation)

	
	Rating of the Reviewers
	Author’s Feedback (Revision of the Manuscript and Feedback of Authors are mandatory for Rating of 2 and 1)

	1. Is the title clear and appropriate for the paper?
Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4
	

	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
	4
	

	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
	3
	

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

	6. Is the literature review relevant?
Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4
	

	7. Is the literature review recent?
Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	8. Is the literature search methodology explained properly?
Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	9. Is the Critical analysis of literature done?
Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	10. Is Identification of research gaps/future directions
done ?
	4
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	Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	
	

	11. Are the conclusions logically arrived?
Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	12. Are the limitations of the paper discussed?
Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	13. What is the Quality of references (i.e. from peer reviewed authentic sources)
Rating Scale:
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor
N/A = Not Applicable
	3
	

	14. 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.
	Yes
	

	Is the abstract of the article comprehensive?
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?
If your answer is NO, please provide clear suggestion for improvement.
	Use the following related articles to improve the scientific content of the article:
Article 1: Heterocyclic N-Amines and Pain Management

· Full Title: Chemical Neuroscience of Heterocyclic N-Amines: Implications for Pain Management, Mental Health, and Opioid Withdrawal
· Journal (Publisher): OBM Neurobiology
· Year of Publication: 2025
· Volume and Issue: Volume 2, Issue 2
· Content Summary: This article investigates the biochemical mechanisms and clinical applications of drugs containing heterocyclic N-amine rings, particularly in the fields of pain management, mental health, and opioid withdrawal.
· Relevance to Sickle Cell Disease: Pain management, especially during vaso-occlusive crises, is a cornerstone of SCD treatment. By exploring the mechanisms of analgesic drugs, this article provides valuable insights for understanding therapies related to pain.

Article 2: Dark Classics in Chemical Neuroscience (Opioid Analgesics)
· Full Title: Dark Classics in Chemical Neuroscience: Comprehensive Study on the Biochemical Mechanisms and Clinical Implications of Opioid Analgesics
· Journal: Chemical Methodologies
· Year of Publication: 2023
· Volume and Issue: Volume 7, Issue 12
· Pages: 964–993
· Content Summary: This article provides a
comprehensive review of the biochemical mechanisms and clinical outcomes of
	



	
	opioid analgesics, detailing their role in managing acute and chronic pain.
· Relevance to Sickle Cell Disease: Given that recurrent severe pain is one of the hallmark symptoms of SCD, familiarity with the mechanisms of opioid drugs (commonly used in treating these pain episodes) is essential for researchers and clinicians in this field.

Article 3: Analgesic Mechanism of Dextromethorphan
· Full Title: Chemical and Pharmacological Insights into the Indirect Analgesic Mechanism of Dextromethorphan via NMDA Receptor Antagonism in Cancer Associated Pain
· Journal: (Exact journal details are not specified in the available metadata, but the article is indexed on Semantic Scholar).
· Year of Publication: 2026
· Content Summary: This article investigates the indirect analgesic mechanism of dextromethorphan through NMDA receptor antagonism in cancer-associated pain.
· Relevance to Sickle Cell Disease: Although this article focuses on cancer pain, exploring novel analgesic mechanisms can inspire the development of more effective treatment strategies for managing chronic
pain in sickle cell disease.
	

	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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