
Answering Reviewers

Dear Editor and Reviewer,

Thank you for your letter and for the comments concerning our manuscript

entitled “Redefining therapeutic thresholds and global guidelines: Toward precision

management of intermediate-sized rectal neuroendocrine tumors” (NO: 114263). We

appreciate the time and effort you and the entire editorial team have dedicated to

reviewing our manuscript. We are truly grateful for your constructive suggestions,

which make our paper more impactful. We have worked very hard to address the

comments and have revised our paper. The revised portion is highlighted in yellow in

the revised manuscript. Please see below our responses to the comments.

Reviewer #1:

1. Editorial vs. Review Balance: While the article is positioned as an editorial,

some sections read more like a narrative review. The authors could emphasize

their own perspective and critical commentary more explicitly to maintain the

editorial focus.

Dear reviewer, thank you for the suggestions, We fully agree with your assessment. To

strengthen the editorial stance of the paper, we have revised the text to more explicitly

feature our perspective and commentary. For example, in the "Core Tip" section, we

now begin by stating our position directly: "This editorial posits that, for

medium-sized rNETs, endoscopic resection is emerging as a highly promising

therapeutic option..." In addition, at the end of the "Introduction," we clearly define

the scope of our editorial: "this editorial aims to summarize the current international



differences in management strategies for intermediate-sized rNETs, review the

selection and advancement of endoscopic techniques, and discuss the advantages,

limitations, and future research directions of endoscopic therapy, as well as the

disparities in accessibility across low and middle income countries and regions."

Finally, in the "Conclusion," we reiterate and elevate our core argument, emphasizing

the feasibility of endoscopic resection under strict evaluation and proposing the

establishment of a tiered management system based on risk stratification and resource

accessibility. We believe these revisions ensure that a clear editorial voice is

maintained throughout the manuscript.

2. Critical Appraisal of Evidence: Although recent studies are well summarized,

there is limited discussion of their limitations (e.g., retrospective design, small

sample sizes, lack of long-term prospective validation). A more critical tone

would strengthen the piece.

Dear reviewer, thank you for this valuable suggestion. We recognize the importance

of critically appraising the existing evidence and have added a new section titled

"Advantages and limitations of endoscopic techniques" to address this.

3. Overlaps and Redundancy: Some sections reiterate similar points (e.g.,

size-based controversy, MDT importance). Streamlining these could enhance

readability.

Dear Reviewer, thank you for your valuable comments.We have reviewed the entire

manuscript to eliminate unnecessary overlap and redundancy. First, regarding the

"size-based controversy" is now treated as a central thread that runs through the paper.

It is introduced in the introduction , discussed in detail with a comparative analysis in

the "International Variations in the Management Strategies for Intermediate-Sized

rNETs" section, and referenced in subsequent sections to ensure a logical progression

of the argument rather than repetition. Second, concerning the "MDT importance" is

now concisely presented as a key feature of the European ENETS guidelines and is



not discussed redundantly elsewhere. These revisions have resulted in a more

streamlined structure and a clearer logical flow, enhancing the overall readability of

the manuscript.

4. Global Equity Considerations: The discussion focuses mainly on guidelines

and techniques from high-resource settings. Addressing access disparities (e.g.,

limited availability of ESD or PRRT in low- and middle-income countries) would

broaden the manuscript’s global relevance.

Dear reviewer, this is an excellent point, and we thank you for raising it. To broaden

the global relevance of our manuscript, we have added a dedicated paragraph in the

"FUTURE PERSPECTIVES" section to discuss global health equity.

Thank you again for your patience and careful guidance!
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