Response to reviewer comments

Reviewer #1:

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.

We thank the reviewer for their positive comment.

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.

We have reformed the title and reorganized the manuscript according to the reviewers’
suggestions. Subheadings have been added by authors indicating the diagnosis,

treatment, choices, risk factors and challenges sections respectively.

2. Please include a paragraph of conclusion and future directions in the
manuscript.

We have included a paragraph of conclusion and future directions in the manuscript as
suggested.

3. (We were unable to find this comment in the email)

4. Add a representative figure regarding grading and staging of neuroendocrine
tumors.

We have added a representative figure presenting the grading and staging of
neuroendocrine tumors.

Minor comments
1. Remove the line “high clinical suspicion” in line no. 47.

We removed the line “high clinical suspicion” in line no. 47.



2. Reframe the line no 84,85

The line no 84,85 was reframed as follows: ‘Relevant data were extracted after reading
the full text of the eligible publications by 2 independent reviewers (K.M-N. and D.R.).’

3. Authors are suggested to add type IV G-NETs subtypes in the table.
We have added type IV G-NETs subtype in the table.
4. Authors need to check the manuscript for grammatical mistakes.

We have checked the manuscript for grammatical mistakes and made the appropriate
corrections.

Reviewer #2:

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. |
suggest the authors revise the title to "A Decade of Advances in Gastric
Neuroendocrine Tumors: Innovations, Challenges, and Future Directions"

We thank the reviewer for their comment. We have changed the title according to their
advice.

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.

Despite the possibly overwhelming amount of data mentioned in the abstract, we
consider this information essential for a brief presentation of the manuscript, giving a
clear view of the topics analyzed. We have highlighted the objectives of our review in the
abstract. We have adjusted the conclusion in both the abstract and the manuscript
according to the suggestions.

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

We thank the reviewer for their helpful advice. We have eliminated ‘gastric’ from the
keywords and added the two suggested terms. The core tip of the manuscript is now
available.



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 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. |
suggest the authors add a statement in the last line of the introduction that
mentions what this review aims to achieve.

We have added the terms of delayed diagnosis and complexity of treatment options in a
way that underscores their existence as challenges and made the objectives of our
review clear.

Due to the different pathophysiological mechanisms, risk factors, and implications
associated with each type of G-NETs, we considered it more appropriate to avoid
mentioning these features in the introduction section and thoroughly describe them in
the results part in each type respectively.

It is clear in the text that most of the patients remain asymptomatic for a significant
period before diagnosis. We have added the delayed diagnosis in the introduction,
discussion, and conclusion parts as an important aspect of the diagnostic and
therapeutic management that needs to be improved, suggesting that early and accurate
diagnosis and effective treatment could result in more favorable outcomes, especially in
patients with poor prognosis.

We have added a statement in the last lines of the introduction mentioning the aim of
this review according to the reviewer’s suggestion.

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

The search terms are stated and can be found in the methods part of the manuscript as
follows: The search terms used were: ‘gastric’, ‘stomach’, ‘NET’, ‘neuroendocrine’,
‘tumor’, ‘neoplasm’, and 'treatment’, with Boolean operators 'AND' and 'OR' applied
using all possible combinations.

We have indeed assessed the quality of the included studies with the use of available
tools suitable for each type of study and we have added this statement in the methods
section. However, due to the overwhelming number of articles and the narrative nature
of our review, we haven’t presented a full-scale analysis of our screening process and
quality assessment. Furthermore, it is stated in the methods section that: ‘Disagreement



on the inclusion or exclusion of specific articles was discussed and settled in meetings of
all authors.’. It refers to any concerns that arose during the screening process and were
resolved in meetings of all authors without the need for further elaboration in the text.

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 | 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 | 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 Il G-NETs should
be added.

The pathophysiological mechanisms behind the gastric pH differences between
Type | and Il G-NETs need further elaboration.

The article lacks a discussion on the molecular heterogeneity of Type Il G-NETs
and its implications

TYPE3 The claim that "less than 1% of cases" develop carcinoid syndrome is not
adequately contextualized

The treatment regimen for advanced G3 Type Illl 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 lll G-NETs based on tumor
grading and molecular markers weakens the discussion on treatment
stratification.

We have removed the first part of the section noted and relocated it to the introduction.
Thus we have rearranged the structure of this part.

We have followed your suggestion and adopted a more neutral approach on the matter
of the H. pylori as a possible intrinsic factor.

We have added information on the use of imaging techniques like EUS and CT on their
limitations, false negatives, or the challenge in detecting small tumors in the
“‘Advancements and Challenges in the Diagnosis, Prognosis, and Treatment of Gastric
Neuroendocrine Tumors” section as challenges of these methods.



ENETS and NCCN guidelines regarding follow-up protocols recommended for type |
G-NETs have been checked and rearranged in a more consistent way, eliminating
discrepancies between them.

The evidence in favour of Netazepide’s use while handling G-NETs type 1 patient’s is
supported by a major clinical trial and the relevant reference is now added. Multiple
tumours can be attributed to the MEN 1 gene’s mutations. The most relevant one’s
,gastrinomas and p-NETS , are now detailed, mentioned and discussed. Every known
molecular marker,the positivity of which indicates a higher risk of metastasis in Type 2
G-NETs is now added and thoroughly discussed in this part.

We have already stated the significant contribution of MEN-1 versus ZES in the in
causing Type Il G-NETs in the “Risk factors” section.

Mentioned in the pathophysiology section of type 2 G-NETs is the following, covering
sufficiently the pathophysiological mechanisms behind the gastric pH differences
between Type | and Il G-NETs: “Hypergastrinemia in type 2 G-NETs activates the
parietal cells, which produce hydrochloric acid (HCI), leading to a decrease in gastric pH
and the development of hyperchlorhydria (gastric pH < 2). In contrast, in type 1 G-NETs,
although hypergastrinemia is also present, the pH remains high due to the destruction of
parietal cells caused by chronic autoimmune gastritis, which are thus unable to produce
HCI. We have added a discussion on the molecular heterogeneity of Type Il G-NETs
and its implications. The claim "less than 1% of cases" develop carcinoid syndrome is
indeed not adequately contextualized and therefore removed. The reference of the latest
chemotherapy regimens and their specific outcomes is out of the scope of our review,
since its a still rapidly emerging and quite controversial field. The full classification of
type Il G-NETs based on tumor grading is now added based on the WHO Classification
of Tumors: Digestive System Tumors (2019). Molecular markers indicative of this type of
G-NETs are also clearly mentioned.

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.

We thank the reviewer for their helpful advice. The subheading’s title is now changed to
"Advancements and Challenges in the Diagnosis, Prognosis, and Treatment of Gastric
Neuroendocrine Tumors". The side effects and the long term outcomes of therapy with



177Lu-DOTATATE infusions are now detailed mentioned in the text , based on the results or
the randomised trial of Strosberg et al. Thank you for the rest of your innovative suggestions.
However, the aim of our review is to provide a more general analysis of the key aspects
regarding G-NETs. Your suggestions, while valuable, fall beyond the scope of our focus, as
they address highly specialized areas that we do not intend to expand upon in this paper.

8 lllustrations and Tables Not Applicable

9 Biostatistics Not Applicable

10 Units Not Applicable

11 References Need to be formatted

We thank the reviewer for the helpful advice, references are now formatted.

12 Quality of Manuscript Organization and Presentation Excellent
We thank the reviewer for the positive comment

13 Research Methods and Reporting Not Applicable

14 Ethics Statements Not Applicable

Reviewer #3:

The manuscript addresses an important and timely topic within the field of
gastroenteropancreatic neuroendocrine tumors (GEP-NETSs), 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 (1, I, lll) 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-NETSs) step by step. Fluent writing, accurate language, no obvious grammatical
or spelling errors found.

We thank the reviewer for the positive comment.

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 possible, it is suggested to list important documents in tables.

In the "Materials and Methods" section, we have extensively analyzed our search
strategy, the search terms used, and the Boolean operators applied. The quality
assessment of each study was conducted, as described, using the available tools
suitable for each type of study. Given the nature of our review (narrative review) and the
extensive number of documents used, we considered that tables presenting an
overwhelming number of facts would be of decreased readability and confusing for the
readers. On the other side, we would like to avoid excluding interesting documents and
refer to just a small number of conclusive ones. Thus, we preferred the production of
tables including documents.

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.

Thank you for your comment. Based on your suggestion, we have emphasized the
contribution of our review both in the "Introduction" and "Discussion" sections. We have
highlighted its role in providing an organized presentation of the existing medical
knowledge on G-NETs, which serves as a reference point for clinicians to guide their
practice up until the present day. Furthermore, we have reiterated the need for further
research to identify alternative and innovative methods for the diagnosis and treatment
of these lesions.

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.



We agree that the addition of endoscopic and pathological images of various types of
G-NETs would enhance the readability of our work. However, due to time and bioethical
limitations, we were not able to create and present a scientifically sufficient file of
images.

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.

Thank you for your valuable feedback. Based on your suggestion, we have addressed
the key challenges and future research directions in our discussion section. Specifically,
we have highlighted the difficulties in early diagnosis of gastric neuroendocrine tumors
(G-NETs) due to the lack of early symptoms, which complicates determining the extent
of the disease at the time of diagnosis. Furthermore, we have emphasized the
insufficient standardization of treatment plans, noting the various therapeutic modalities
currently in use, as well as the need for further research on optimal dosing, combination
therapies, and the exploration of novel treatments. In addition, we have proposed future
research directions, including the development of new biomarkers for early diagnosis
and the optimization of multidisciplinary diagnostic and treatment strategies. We hope
that these additions effectively address your suggestions and provide a comprehensive
overview of the current challenges and future prospects in the field of G-NETSs.

As a conclusion, minor revision should be recommended for this manuscript.



