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SPECIFIC COMMENTS TO AUTHORS 
This paper deals with an interesting topic regarding gastric neuroendocrine neoplasms. 

However, some limitations should be highlighted 1. The study presents a single case 

report, which limits the generalizability of the findings. Therefore the conclusion should 

be more cautious, as case reports provide valuable clinical insights but are inherently 

limited in their ability to establish broader conclusions or make definitive 

recommendations. 2. Molecular analysis and significance: While the identification of a 

pathogenic germline mutation in the BRCA2 gene is noteworthy, the study does not 

delve into the functional implications of this mutation on the development or 

progression of gastric NETs. Further investigations are needed to elucidate the precise 

role of BRCA2 mutations in the pathogenesis of gastric NETs. This should be added to 

discussion. 3. Treatment implications: The study suggests that PARP inhibitors may be 

used for type 1 ECL-cell NETs with recurrence, metastasis, or other gastric cancers. 

However, this recommendation is based on a single case report and lacks clinical trial 

data or evidence supporting the efficacy of PARP inhibitors specifically in this context. 

Further research is necessary to validate the therapeutic potential of PARP inhibitors for 
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this specific subtype of gastric NETs. 4. Instead, as a critique, the authors should have 

also discussed the potential treatment with somatostatin analogs as an alternative to 

surgery, as previously described in other studies for the management of unresectable 

multiple gNENs (PMID 26078554). Indeed, the authors should have addressed the 

potential use of somatostatin analogs as a therapeutic option for managing multiple 

gNENs that are not amenable to endoscopic treatment, especially if they are 

well-differentiated and type 1, as in the case reported. Previous studies have shown 

good results with somatostatin analogs in controlling tumor growth and symptoms 

associated with gNENs (PMID: 32213066, PMID: 26321479). Including a discussion on 

this treatment, modality would have provided a more comprehensive evaluation of 

therapeutic options for the reported case. 5. Additionally, the histological description of 

the tumor should be more comprehensive in the "Final diagnosis" section, particularly 

defining the tumor as well/moderately/poorly differentiated with a mitotic count of 0? 

and Ki-67 index of 1?. These parameters are crucial in determining the grade and 

aggressiveness of the tumor and should be explicitly mentioned in the text to provide a 

more comprehensive understanding of the tumor's histological features. Including these 

additional discussions and providing a complete histological description would enhance 

the study's overall scientific rigor and clarity. Finally, the language should be revised. In 

conclusion, while this study presents an interesting case of a gastric neuroendocrine 

tumor with a BRCA2 gene germline mutation, several limitations and areas for further 

investigation should be considered. Future studies with larger sample sizes, comparative 

analyses, and well-designed methodologies are necessary to validate and expand upon 

these initial findings and explore the clinical implications in a broader context. 
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Reply to reviewer: 

Thank you for your valuable comments. Based on your comments, the manuscript has 

been revised again. 

1. In the abstract section of the Conclusion, the “For type 1 ECL-cell NETs with 

recurrence or metastasis or other gastric cancers, PARP inhibitors may be used” has been 

deleted. 

2. At present, the author does not have enough research depth on this case, but the 

research results of others will be added to the manuscript in the “Discussion” section. 

3. Thank you for your kind feedback. I have made corresponding modifications in the 

manuscript.  

4. Thank you for your feedback and the literatures you provided. I have included 

content on somatostatin analogs therapy for multiple or recurrent gastric NETs in the 

“Discussion” section, and have cited the literatures you provided. Given the positive 

upper resection margin in this patient, I will provide a recommendation for somatostatin 

analogs therapy to the oncologist. 

5. I have added the tumor mitotic count in the manuscript. According to the WHO 

grading classification for digestive system neuroendocrine tumors, the diagnosis is 

gastric NET, G1. At first, the histological description of the tumor has been in the "Final 

Diagnosis" section, but the structure of the manuscript is not well connected. Finally, the 

pathological biopsy were preserved in the "Final Diagnosis" section. 

6. The language of the manuscript has been edited by experts again. 

7.Finally, thank you for providing valuable insights for my future research on gastric 

NETs. In our daily work, gastric NETs are frequently encountered, but due to economic 

constraints and other limitations, it is currently not feasible to perform next-generation 

sequencing on all all gastric NETs. We will accumulate cases for further study. 

 


