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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 a timely and comprehensive synthesis of the CRISPR-Cas landscape, successfully bridging the gap between microbial adaptive immunity and clinical gene therapy. It is highly significant for the scientific community as it integrates mechanistic biology with modern “Anti-CRISPR” safety controls and complex ethical governance. The review effectively highlights the shift from stochastic double-strand break repair toward precision modalities like base and prime editing, offering essential guidance for researchers navigating current translational bottlenecks. Furthermore, by situating technical innovation within broader social and legal contexts, the work provides a holistic framework that is indispensable for both laboratory scientists and policy-makers in the field of genome engineering.
	


PART 2.1 (Objective Publication)
	

	
	Rating of the Reviewers
	Author’s Feedback 

	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
	5
The title is highly descriptive and accurately captures the breadth of the paper, from fundamental mechanisms to clinical and ethical implications.
	

	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
The abstract is well-structured. It clearly defines the scope, highlights the transition from microbial immunity to engineering, and summarizes the translational challenges effectively.
	

	3. Are the keywords appropriate and useful?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
The keywords are repeated from title but, relevant and comprehensive, covering all major effectors (Cas9, 12a, 13) and modalities (base/prime editing) for optimal indexing.
	

	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
Excellent organization. Section 3 successfully bridges the gap between evolutionary biology and biotechnology, providing necessary context for the interference mechanism.
	

	5. Are the objectives clearly stated?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4
Objectives are explicitly listed in Section 1.3 (items i-iv). This provides a clear for the reader and ensures the review remains focused.
	

	6. Is the literature review relevant?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4
The review is very thorough, citing foundational works. However, to be exhaustive for a 2026 publication, it should incorporate emerging Bridge RNA and IS110-mediated recombination systems.
	

	7. Is the literature review recent?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4
The most of the references cited only last five year reference 2015/2020, but few very recent 2025/2026 references.
	

	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
	5

Section 2 provides a detailed description of the search strategy, including databases, timeframes (2000–2026), specific Boolean operators, and clear inclusion/exclusion criteria.
	

	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
	5

Section 2 provides a detailed description of the search strategy, including databases, timeframes (2000–2026), specific Boolean operators, and clear inclusion/exclusion criteria.
	

	10. Is Identification of research gaps/future directions done ?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4

Future directions are well-identified, particularly regarding the need for "Anti-CRISPR" control mechanisms and the shift toward non-viral delivery to mitigate immunogenicity.
	

	11. Are the conclusions logically arrived?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5

The conclusion (Section 7) is logically synthesized from the preceding sections, providing a clear summary of the technological, therapeutic, and ethical trajectory of the field.
	

	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
	5

Section 8 explicitly addresses the paper's limitations, including the reliance on peer-reviewed data over preprints and the geographic/cultural variability of ethical frameworks.
	

	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
	5

The references are of high quality, primarily citing high-impact journals (Nature, Science, Cell) and foundational primary research. The inclusion of 2025/2026 citations show current relevance.
	

	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
	      5

The language is professional, precise, and highly readable. Technical terms are used appropriately, and the flow between complex biological concepts and societal ethics is seamless.
	


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 accurately reflects the comprehensive nature of the review, covering everything from mechanistic foundations to complex societal implications. No changes suggested.
	

	Is the abstract of the article comprehensive? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	YES. The abstract concisely summarizes the core modules of CRISPR function and the subsequent translational hurdles. It effectively sets the stage for the detailed analysis provided in the main text.
	

	Is the manuscript scientifically correct? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	YES (with minor technical updates). The mechanistic descriptions of Types I, II, and VI systems are accurate. However, to remain cutting-edge for a 2026 publication, the author should incorporate very recent 2024–2025 advances regarding Bridge RNA and IS110-mediated recombination, which represent a significant shift toward large-scale genome insertion.


	

	Are the references sufficient and recent? 

If your answer is NO, please provide clear suggestion for improvement.
	YES. The bibliography is robust, citing seminal works from 2007–2012 and several very recent 2025/2026 sources. To be perfect, the author should ensure that 2024–2025 milestones in "programmable recombinases" are cited to complete the evolutionary trajectory from nucleases to integrases.


	

	Are there ethical issues in this manuscript?

(YES or NO)

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


	NO. The manuscript itself is a review of existing literature and does not involve human subjects or animal trials. It includes a comprehensive section (Section 6) discussing the ethics of the field, which is appropriate and necessary.


	


PART 3
	Editorial Comments (This section is reserved for the comments from book editorial office and editors):



	
	Author’s Feedback

	The manuscript is a well-written and comprehensive review that effectively bridges microbial biology and clinical application. It is technically sound however, as this is intended for a 2026 publication, I have asked the author to include very recent (2024–2025) developments such as Bridge RNA and IS110 systems. These are currently the “cutting edge” of the field. Additionally, I have suggested they emphasize long-read sequencing as the primary safety metric for structural variants. Once these minor updates are made, the paper will be an excellent and highly cited contribution to the book.
The manuscript provides a thorough synthesis of the CRISPR-Cas field, balancing historical context with current clinical and ethical challenges. The integration of “Anti-CRISPR” biology as a safety control is a particularly strong and modern addition. However, there are notable gaps regarding emerging 2025–2026 technologies and specific safety concerns that are currently central to the field’s discourse.

Suggestions: 

1. The authors should include a more critical discussion comparing:

1.
Cas9, Cas12, and Cas13 systems 

2.
DSB-mediated editing versus base editing and prime editing 

3.
Advantages, limitations, specificity, and translational feasibility of each platform 

2.  The authors should include 

1.
A schematic diagram of CRISPR/Cas mechanism 

2.
A comparative table of major CRISPR editors and their applications 

3.
A visual summary of ethical and regulatory concerns

3. Keywords:


Several keywords repeat words already present in the title. Consider replacing       some with specific terms like "chromothripsis," "non-viral delivery," or “programmable recombinases” to improve searchability.

4. Recommendation: (Optional*)


Add a section on Bridge RNA-guided IS110-mediated recombination. This is critical for 2026 relevance as it allows for large-scale, template-free genome insertion/inversion, which is a major advancement over the systems currently described.

5. Recommendation: 


Emphasize that Long-read sequencing (PacBio/Nanopore) is now becoming the 
requirement for safety validation to detect large structural variants that short-read 
NGS misses.

6. The current manuscript is very text-dense, which can be difficult for readers to use as a reference.

Recommendation: Include a summary table comparing Cas9, Cas12a, Cas13, Base Editors, Prime Editors, and Bridge.

The manuscript addresses an important and timely topic and provides a broad overview of CRISPR–Cas technologies. However, the review is largely descriptive and requires stronger critical analysis, better synthesis, and improved presentation. Overall, the manuscript has potential but requires minor revision before it can be considered for publication.
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