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SPECIFIC COMMENTS TO AUTHORS 

Thank you for submitting this manuscript. 

This manuscript provides a comprehensive and clearly written overview of current 

research on blood-based biomarkers for the detection of colorectal adenomas. The topic 

is relevant to clinical gastroenterology, and the review summarizes key findings across 

transcriptomics, epigenetics, proteomics, and metabolomics. It also highlights the 

promising role of integrating multiomics data with machine learning for early and 

noninvasive diagnosis. The overall structure is logical, and the organization and 
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readability are generally good, allowing readers to follow the complex information with 

ease. The review reflects an understanding of recent developments and has the potential 

to become a reference for future studies in this field. 

I have the following comments. 

1) Please add a dedicated subsection that critically evaluates study quality and 

reproducibility. Explicitly discuss common limitations such as small sample sizes, 

retrospective designs, lack of external validation, and inter-laboratory variability in 

assay methodologies. Highlighting these issues will increase the manuscript’s analytical 

depth, transparency, and overall credibility. Discussing how these limitations might 

influence diagnostic accuracy or clinical applicability would also be helpful. 

2) Please include a concise table summarizing major biomarkers or panels (with AUC, 

sensitivity, specificity, cohort size, and study design) so readers can quickly compare 

diagnostic performance across different studies. This addition would make the review 

more practical and informative. 

3) The section on noncoding RNAs is disproportionately long. Please consider 

shortening it or expanding the proteomics and metabolomics sections for a more 

balanced coverage. A comparative paragraph summarizing the maturity, advantages, 

and limitations of each omics field would further improve the review’s balance and 

comprehensiveness. 

4) When discussing AI and multiomics integration, please provide one or two specific 

examples of applied machine learning models or prospective validation studies that 

demonstrate clinical feasibility and remaining barriers. 

5) Please standardize gene and protein nomenclature, ensure consistent abbreviation 

definitions at first appearance, and conduct light language polishing to improve clarity 

and flow.
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SPECIFIC COMMENTS TO AUTHORS 

The following is an intriguing topic that is related to the pathophysiology of colorectal 

cancer:      The text is no longer subject to any grammatical errors that need to be 

fixed on the inside, owing to the fact that the content is written in such a beautiful way. 

    In terms of providing an explanation of the research's primary emphasis, both the 
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abstract and the title are of equal significance. 

    The following short reviews have already touched upon the matter of the innovative 

nature of the early diagnosis and detection of adenoma in the colon. 

    The introductory section provides an adequate amount of information that can be 

used to give an overview of the principal topic matter that is addressed by these 

research. 

    As a part of the process, the references have already been updated to reflect the 

most current information.      Would you be able to provide us with some information 

that would assist us in determining whether or not the examination of the biomarker is 

practical, as well as how beneficial it would be in our clinical practice on a daily basis?   

This is of particular significance in situations in which we find ourselves confronted by a 

circumstance that is challenging to recognize, even in instances where the symptoms and 

indicators have already made their presence known.    Please be sure to include these 

particulars in your evaluation. 

    These biomarkers are far less invasive as compared to the standard colonoscopy 

procedure, which is used for the purpose of diagnosing colorectal adenoma. 

    Even if this biomarker is essentially a non-invasive method, the following issue still 

has not been answered: in the unlikely case that the biomarker is able to make a 

prediction regarding the adenoma based on the results of the biomarker itself, what 

actions do you plan to take?    In this particular situation, is it still considered 

necessary to perform a colonoscopy? 
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