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	PART  1: Comments


	
	Reviewer’s comment

	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 narrative review moves beyond a single-molecule framing of sickle cell anaemia by synthesising systems-biology concepts across multi-omic layers and network-level interactions that may underlie clinical heterogeneity. By integrating erythrocyte biology with endothelial activation, immune dysregulation, oxidative stress, and organ-organ crosstalk, it offers a timely perspective relevant to biomarker discovery and precision-medicine strategies. The narrative is coherent and potentially valuable to the field, although minor editorial corrections and a brief methodological clarification would strengthen it.
	

	Is the title of the article suitable?
(If not please suggest an alternative title)

	The title is appropriate and reflects the scope well. If the journal prefers the umbrella term 'sickle cell disease' rather than 'sickle cell anaemia', the title could be aligned accordingly, but this is optional.
	

	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 captures the scope effectively; however, the manuscript would benefit from a brief statement on how the literature was selected (e.g., database(s), approximate time window, and key themes) to improve transparency, even for a narrative review.
	

	Is the manuscript scientifically, correct? Please write here.
	Overall, the content is consistent with current understanding and the systems-level framing is conceptually sound. Tables 1 and 2 help structure mechanisms across molecular layers and clinical phenotypes. However, a few issues must be corrected before publication: the text cites 'Figure 1' but the figure is not present in the submitted file (please include it or remove the citation), and there are minor formatting/parenthesis errors (e.g., '{Table 2)').

To balance the strong 'systems biology' message, I recommend adding a short critical paragraph on limitations of multi-omics integration and network modelling (batch effects, heterogeneity, causal inference, and challenges for clinical translation/standardisation).
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The references are generally sufficient and reasonably up to date, but the list contains at least one duplicate entry (Taher et al., 2025 appears twice) and should be cleaned. In a few sections, the evidence base relies heavily on narrative reviews/perspectives; where possible, consider anchoring key claims in primary cohort or experimental studies.
	

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

	The English is fluent and suitable for scholarly communication. Minor copy-editing would help (shortening a few long sentences and correcting small punctuation/formatting issues).
	

	Optional/General comments

	With minor revisions (figure inclusion/citation consistency, reference de-duplication, and a brief discussion of methodological limitations), this review would be suitable for publication. The translational impact could be enhanced by briefly outlining a practical 'omics-to-network biomarkers-to-clinical decision' pathway, or providing a short illustrative example.

Recommendation: Minor Revision.
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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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