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SPECIFIC COMMENTS TO AUTHORS
The manuscript addresses an important and timely topic within the field of

gastroenteropancreatic neuroendocrine tumors (GEP-NETs), focusing specifically on

gastric neuroendocrine tumors (G-NETs). In this manuscript, the authors systematically

reviewed the latest research progress of G-NETs, covering the classification, diagnosis,

treatment and prognosis of G-NETs. Three types of G-NETs (I, II, III) and their

respective clinical characteristics and treatment strategies are described in detail in this

manuscript, which provides a reference for clinicians. In addition, this review describes

emerging therapeutic methods such as peptide receptor radionuclide therapy (PRRT)

and immunotherapy, which has certain reference value for the treatment of this disease.

The review manuscript shows a high professional level in writing, logical and clear.

From introduction, materials and methods, results to discussion, the author

systematically expounds the research progress of gastric neuroendocrine tumors

(G-NETs) step by step. Fluent writing, accurate language, no obvious grammatical or

spelling errors found, However, there’re still several issues which should be addressed.

1. The search results and the type and quality of documents should be briefly reported. If
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possible, it is suggested to list important documents in tables. 2. The novelty of this

review and its possible contribution to the academic community should be clearly noted

in the introduction section and discussion section. 3. In order to improve the readability

of the manuscript, it is suggested that the author supplement the endoscopic view and

pathological images of various types of G-NET. This will help readers to more intuitively

understand the clinical features and pathological changes of G-NETs. 4. It is suggested to

add a chapter in the discussion section to discuss the main problems existing in the

current research direction, such as difficulties in early diagnosis and insufficient

standardization of treatment plans, and propose future research directions, such as

developing new biomarkers and optimizing multidisciplinary diagnosis and treatment

modes. As a conclusion, minor revision should be recommended for this manuscript.
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SPECIFIC COMMENTS TO AUTHORS
1 Title The poetic tone ("Whispers of the Stomach") lacks clarity and specificity for an

academic audience. It does not also mention its scope as a review. I suggest the authors

revise the title to "A Decade of Advances in Gastric Neuroendocrine Tumors:

Innovations, Challenges, and Future Directions" 2 Abstract The abstract is dense with

technical details and may overwhelm readers. The objectives of the review are not

clearly stated The conclusion could better highlight the significance of the findings

instead of ending with a generic statement on follow-up care. 3 Key Words The

keywords are somewhat generic - gastric and stomach Important specific terms like

Peptide Receptor Radionuclide Therapy, endoscopic resection are missing from the

keywords tumor and tumour is redundant Core Tip is missing 4 Introduction It would

benefit from detail on the clinical challenges associated with G-NETs, such as delayed

diagnosis and the complexity of treatment options. The rationale for why a review of

recent advancements in G-NET research is important is not clearly stated The

introduction could benefit from a clearer definition of gastric neuroendocrine tumors

early on, including their distinct pathophysiological mechanisms and clinical
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implications There is limited discussion on the role of early detection in improving

patient outcomes which i believe is one of the main goals of this review The introduction

could be more explicit in stating the objectives of the review. I suggest the authors add a

statement in the last line of the introduction that mentions what this review aims to

achieve. 5 Methods The inclusion and exclusion criteria are clearly outlined but details

about the search strategy (such as Boolean operators and search terms used) have to be

added. The review does not mention if any quality assessment process for the included

studies have been performed. The review could add on the study selection process and

how disagreements between reviewers were resolved. The search strategy could be

enhanced by specifying the date range of the articles included 6 Results This first part of

this section is not needed here. All these details can be relocated to the introduction

section TYPE1 The dismissal of H. pylori as a significant factor in Type I G-NET

development contradicts some studies that suggest a possible link. The use of imaging

techniques like EUS, CT, and MRI is described in general terms. There is insufficient

analysis of their limitations, false negatives or the challenge in detecting small tumors.

The recommendation of endoscopic management as the first-line treatment is overly

simplistic The follow-up protocols recommended for Type I G-NETs appear inconsistent

with discrepancies between guidelines (ENETS vs. NCCN) The inclusion of Netazepide

as a potential treatment lacks sufficient evidence from large-scale studies to support its

clinical efficacy. Kindly include evidence from clinical trials to highlight its utility.

TYPE2 The clinical implications of MEN1 gene mutations for other associated tumors are

not discussed. Risk factors for metastasis beyond tumor size and invasion such as

molecular markers are not mentioned. The relative contribution of MEN-1 versus ZES in

causing Type II G-NETs should be added. The pathophysiological mechanisms behind

the gastric pH differences between Type I and II G-NETs need further elaboration. The

article lacks a discussion on the molecular heterogeneity of Type II G-NETs and its
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implications TYPE3 The claim that "less than 1% of cases" develop carcinoid syndrome is

not adequately contextualized The treatment regimen for advanced G3 Type III tumors

would benefit from a discussion on the latest chemotherapy regimens and their specific

outcomes The lack of a clear definition or classification of Type III G-NETs based on

tumor grading and molecular markers weakens the discussion on treatment

stratification. 7 Discussion The content in this section mainly talks about the current and

recent techniques, so the subheading can be changed to "Advancements and Challenges

in the Diagnosis, Prognosis, and Treatment of Gastric Neuroendocrine Tumors". Here

are my points to strengthen this section The authors mention about radionucleotide

therapies like 177Lu-DOTATATE but they should mention their side effects and

long-term outcomes for patients. The discussion of 68Ga-DOTATATE in diagnostic

imaging would be more helpful if the authors included comparative data on its

performance against other diagnostic modalities. There is insufficient detail on

personalized medicine approaches like genetic profiling or tumor mutation testing.

There is a lack of critical discussion on the cost-effectiveness and accessibility of these

advanced treatment options The paper could improve its focus on the psychological and

quality-of-life impacts of G-NET treatments on patients undergoing these treatment

modalities. 8 Illustrations and Tables Not Applicable 9 Biostatistics Not Applicable 10

Units Not Applicable 11 References Need to be formatted 12 Quality of Manuscript

Organization and Presentation Excellent 13 Research Methods and Reporting Not

Applicable 14 Ethics Statements Not Applicable
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Does this manuscript describe a study of

the existing knowledge system?
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Conclusion Minor revision

Re-review Yes
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SPECIFIC COMMENTS TO AUTHORS
The present review article by Christodoulidis et al. entitled “Whispers of the Stomach:

Unearthing a Decade of Discovery, Innovation, and Hope in Gastric Neuroendocrine

Tumors” is an informative article about the rare gastric neuroendocrine tumors. The

authors described in detail the prevalence and therapeutics of neuroendocrine tumors.

However, there are a few limitations in the manuscript that need to be addressed before

accepting the manuscript. Major comments 1. The title of the manuscript does not

represent the content of the manuscript. Information provided in the manuscript is an

overview of neuroendocrine tumors. In order to increase the readers' interest in the work.

The manuscript should be reorganized by the authors using subheadings such as

diagnosis, treatment choices, risk factors, and challenges. 2. Please include a paragraph

of conclusion and future directions in the manuscript. 3. 4. Add a representative figure

regarding grading and staging of neuroendocrine tumors. Minor comments 1. Remove

the line “high clinical suspicion” in line no. 47. 2. Reframe the line no 84,85 3. Authors

are suggested to add type IV G-NETs subtypes in the table. 4. Authors need to check the

manuscript for grammatical mistakes
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Yes

Is the description of the experiments clear and

complete? Yes

Are the experimental data presented in the

manuscript’s biostatistics content reliable? Yes

Are the experimental data of the Results true and

reliable? Yes

Are the quality and resolution of the images up to
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Do the selection and design of the figures and tables

follow the principles of necessity and clarity? Yes
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manuscript and between the main text and the content

presented in the figures and tables? No
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Is the content of the Discussion reasonable? Yes
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manuscript? Yes
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Will the manuscript’s content be of interest to readers?
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manuscript? Yes
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