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	Reviewer’s comment

Artificial Intelligence (AI) generated or assisted review comments are strictly prohibited during peer review.

	Author’s Feedback (Please correct the manuscript and highlight that part in the manuscript. 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.


	
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	
	

	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.


	
	

	Is the manuscript scientifically, correct? Please write here.
	
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	
	

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


	
	

	Optional/General comments


	1. The chosen topic is highly relevant to contemporary cancer diagnostics and precision oncology. The title accurately reflects the article's scope, focusing on ctDNA in the context of HER2-positive breast cancer.

2. The abstract effectively introduces HER2-positive breast cancer and the emerging relevance of ctDNA and emphasizes clinical utility in early detection and monitoring. The abstract and main text contains several grammatical errors and awkward syntaxe and redundant phrasing. Sentences starting with small case at several points.  CtDNA is circulating tumor DNA used as standard. Some places its mentioned tumor circulating DNA. 

3. Comprehensive overviews of HER2 biology, epidemiology, clinical behavior, and therapeutic targets have been given, however repetitive discussion of HER2 structure and signaling in multiple sections can be noted.

4. The summary of current diagnostic tools, including IHC, FISH, and imaging modalities has been adequately provided with highlighting the limitations of mammography and tissue biopsy. A critical discussion of how ctDNA complements or surpasses these traditional techniques in clinical utility would have been better.

5. The authors have presented a well-structured and coherent narrative outlining the characteristics, biological origin, and clinical significance of circulating tumor DNA (ctDNA), effectively integrating figures and illustrations to enhance conceptual clarity. They have appropriately highlighted critical challenges associated with ctDNA analysis, such as clonal hematopoiesis of indeterminate potential (CHIP), its low abundance in early-stage disease, and the need for high assay sensitivity. 

6. However, certain scientific statements are either vague or lack precision—for instance, describing ctDNA as "short DNA fragments with a short half-life" would benefit from the inclusion of more specific technical details, such as the median half-life (~1–2 hours). Furthermore, a deeper discussion of the various technological platforms employed in ctDNA detection such as next-generation sequencing (NGS), droplet digital PCR (ddPCR), and methylation-specific assays would enhance the technical depth of the review. 

7. The omission of specific insights into HER2-related mutations and the utility of ctDNA in monitoring responses to HER2-targeted therapies is a notable limitation; as such content would have added substantial relevance to the article’s focus. 

8. Additionally, certain statements, such as the assertion that “ctDNA disappearance equals a good response,” are overly simplistic and fail to capture the complex kinetics and clinical interpretation of ctDNA dynamics.

Over all, the scientific merit of the article is high, as it addresses a timely and clinically significant topic with strong translational relevance—namely, the role of circulating tumor DNA (ctDNA) in the early detection of HER2-positive breast cancer. The originality of the review is moderate; although it does not present novel experimental data, it succeeds in compiling and synthesizing current literature on the subject, which enhances its educational value. However, the scientific rigor remains moderate, as the review would benefit from a more in-depth technical discussion, including critical analysis of methodologies, sensitivity and specificity of detection platforms (e.g., NGS, ddPCR, methylation-specific assays) and comparative insights across key studies. The presentation quality requires substantial improvement, particularly in terms of language precision, grammatical correctness, and structural clarity, to ensure that the content meets the standards of a high-impact scientific review.

Recommendations

1. Major revision required before publication.

2. Improve language and grammar through professional editing.

3. Add technical discussion of ctDNA platforms (ddPCR, NGS, methylation assays).

4. Reduce redundancy and expand on the comparative clinical utility of ctDNA.

5. Include a figure or table summarizing detection techniques, sensitivity, and applications.
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