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Dear Professor, Dear Reviewers, Dear Editor,

Please find enclosed the revised version of our article entitled "Radiomics in Oesogastric cancer: staging and prediction of preoperative treatment response. A narrative review and results of personal experience”, for submission to Cancers. 

	We deeply thank the editor and the reviewers for their important comments. In line with all these comments, we have modified the manuscript so as to improve it.
Our specific, point-by-point responses are given below. We hope that this new version will be suitable for publication.



Yours sincerely,

Giovanni Maria Garbarino, Michela Polici, Damiano Caruso, Andrea Laghi, Paolo Mercantini, Emanuela Pilozzi, Mark I. van Berge Henegouwen, Suzanne S. Gisbertz, Nicole van Grieken, Eva Berardi, Gianluca Costa 
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Title: Radiomics in Oesogastric cancer: staging and prediction of preoperative treatment response. A narrative review and results of personal experience.


Point-by-point reply
We have revised the article according to all the suggestions. The changes using Ms track system for insertions in the point-by-point reply below have been added to the manuscript.



REVIEWER #2:

Comment 1: The present review describes that most of the existing studies on radiomics come from Asian institutions, which raises questions about the generalizability of the findings to other populations worldwide.
Answer: We thank the reviewer for that comment. The need to be cautious when interpretating those findings was already present into the abstract (“Most of the available studies on the topic arise from Asian institutions. Therefore, it's essential to exercise caution when extrapolating the relevance of this findings to an international cohort.”) and at the end of most paragraphs (“Most of the results of this analysis originate from Asian institutions, where ESCC is the predominant histological pathology. Therefore, it's essential to exercise caution when extrapolating the relevance of this findings to an international cohort.”- “Interestingly, among the fourteen studies included in the metanalysis all come from China except one that came from Italy. These results should be interpreted with caution because they may not be directly applicable to western patients.”).
However, to better clarify this concept we decided to add a “Limitations” section digging into this issue in more detail.

Comment 2:  Although the authors highlight the potential of radiomics to improve tumour characterisation and predict treatment response, they did not address the potential limitations of radiomics as a relatively new field of study.
Answer: We thank the reviewer for that comment. This point was addressed into the “Limitations” section.

Comment 3: It is essential to note that radiomics is not a replacement for histopathological evaluation, which remains the gold standard for cancer diagnosis and staging.
Answer: Thank you for pointing it out. We agree that radiomics cannot replace histopathological evaluation for cancer diagnosis and this study does not come to these conclusions nor does it want to popularize this concept. Radiomics is presented as an eventual complement for staging and prediction of treatment response. However, we integrated the “Limitations” section with the following sentence:
“Finally, it is worth mentioning that radiomics cannot replace but possibly complement histopathological evaluation, which remains the gold standard for cancer diagnosis.”

Comment 4:  It would be beneficial for the authors to provide a comprehensive table summarising radiomics studies for oesophageal and gastric cancers, predicting their pathological stages and treatment.
Answer: We thank the reviewer for that comment. We believe that a comprehensive table summarizing the included studies would be more suitable for a systematic review compared to a narrative review. 
Comment 5: The authors could briefly discuss incorporating molecular subgroup analysis into clinical and radiomics features to improve predictive and prognostic models.
Answer: Thanks for pointing it out. We have already mentioned the incorporation of molecular subgroup analysis into clinical and radiomics features in the “results of personal experience” section (“This study formed the rationale for a subsequent multicentre research study on a radiomics-molecular predictive model or GEJ and gastric cancer TRG (NCT04878783) that is still ongoing”) and in the “conclusions” section  (“As a future perspective, the incorporation of molecular subgroup analysis to clinical and radiomic features may even increase the effectiveness of these predictive and prognostic models”).
However, as suggested by the editor, we added a “Future Perspective “ section in which we briefly discuss this topic. 

Comment 6; Despite being a review, the author must write the aim, objectives, and conclusion of the study in the abstract. Authors must write the abstract according to the author's instructions.
Answer: We agree with the reviewer, and we revised the abstract as suggested.

As requested by Reviewer 2, editing of English language has been done.

Yours sincerely,

Giovanni Maria Garbarino, Michela Polici, Damiano Caruso, Andrea Laghi, Paolo Mercantini, Emanuela Pilozzi, Mark I. van Berge Henegouwen, Suzanne S. Gisbertz, Nicole van Grieken, Eva Berardi, Gianluca Costa.
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