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	Reviewer’s comment
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 review assembles a overview of CRISPR–Cas9 mechanisms, engineering, delivery & applications. It will help early-career readers to connect foundational concepts with later advances & it attempts to bridge technology with translational use cases, including cell therapies and in vivo editing. The topic is timely & a consolidated, accurate & well-edited summary can serve as a gateway for biomedical researchers entering the field. However, to reach that level, the manuscript requires substantive corrections in scientific accuracy, citation quality & language polishing.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The current title accurately reflects scope but is long. Consider this version:

“CRISPR–Cas9 Genome Editing: Mechanisms, Variants, Delivery & Biomedical Applications.”


	

	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.


	Add one sentence quantifying what “accuracy/precision” means in practice (e.g., on-target editing vs. off-target rates in representative systems) & name one clinical milestone (e.g., first FDA approval) with a high-quality citation rather than a newsy source.

Please remove conversational phrasing & ensure claims about “base and prime editors broadening scope” are linked to seminal, peer-reviewed references (e.g., Komor 2016; Anzalone 2019), not only recent reviews.
	

	Is the manuscript scientifically, correct? Please write here.
	1. Viral delivery accuracy: The text implies viral vectors integrate into the host genome enabling continuing expression across AAV/Ad/Lenti. This is inaccurate for AAV (typically remains episomal, integration is not its norm). Please correct and distinguish: lentivirus integrate, AAV is largely episomal, adenovirus is non-integrating. 

2.  “Adeno associated viruses (AAV), Lenti viruses and Adeno associated Viruses” repeats AAV, fix to AAV, lentivirus, adenovirus & standardize lentivirus. 

3. LNP section states “improve transfection efficiency up to 90% in both in vivo and in vitro” without a precise source and with grammar issues. Soften the claim. 

4. Electroporation is described as “only applicable in in vitro”—it is also used ex vivo for cell therapies, the text should clarify in vitro vs ex vivo.

5. Tighten mechanism language (e.g., correct “HQDs” to R-loop or remove if undefined) & add the canonical primary references for CBEs/ABEs & prime editing.

6. The ethics text reads conversationally and mixes concepts (e.g., mosaicism, large on-target rearrangements) without clear citations. Please adopt formal tone, add primary sources for mosaicism/structural rearrangements & separate germline vs. somatic policy considerations from technical risk subsections
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Several references are not ideal for a scholarly review (ResearchGate uploads, an unclear “ANNS JOURNAL,” bare URLs/author pages). Replace with primary, peer-reviewed sources where possible. Ensure all landmark methods are cited (Jinek 2012; Komor et al. 2016 for base editing; Anzalone et al. 2019 for prime editing; first-in-human in vivo CRISPR LNP for TTR/PCSK9 in NEJM 2021; exa-cel/Casgevy approvals linked to peer-reviewed datasets where available). Please complete truncated citations (e.g., CCR5 row).
	

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


	Multiple grammatical and style issues throughout (e.g., invitro → in vitro; invitro/in vivo spacing; “bio reducible” → “bioreducible”, capitalization of Proper Nouns; subject-verb agreement; run-on sentences). Recommend a thorough language edit and consistent scientific style (define each acronym on first use)
	

	Optional/General comments


	Add a figure list and ensure each figure referenced in text is actually present and captioned consistently.

Consolidate Tables: (i) nuclease/PAM/size/delivery; (ii) off-target detection with methods, sensitivity, caveats; (iii) clinical pipelines—each with uniform reference style.
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	Are there ethical issues in this manuscript? 


	(If yes, Kindly please write down the ethical issues here in details)
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