
Dear Editor,
Thank you very much for your letter and advice. We also appreciate the reviewer's
recognition of our work. This letter explains the changes made to the manuscript "
Predicting Preoperative Lymph Node Metastasis in Esophageal Cancer: Advancement
and Challenges " (NO: 102863) in response to comments by the reviewers. A
point-by-point summary of all revisions is at the end of this letter.

With best wishes,
Chuanming Li



Reviewer #1: Thanks for your thoughtful review and constructive feedback. I believe
the manuscript has been improved.

Q1. In terms of molecular markers for predicting lymph node metastasis in
esophageal cancer, P53 mutations are currently more commonly reported, and B7-H3
could be a new potential marker. While there are issues with the detection and
interpretation of its mRNA, relying on a single gene may make it difficult to predict
lymph node metastasis in esophageal cancer.
Response: Thanks very much for the reviewer’s suggestions. In the revised
manuscript, we highlight that while B7-H3 shows promise, its relatively low AUC of
0.76 limits its clinical applicability. Combining the expression of B7-H3 with other
biomarkers may improve the predictive accuracy. These content had been added in the
new version ( Page 3, Para 3, Line 7).

Q2. In addition to imaging techniques such as CT and MRI, endoscopic ultrasound
(EUS) also plays a significant role in assessing lymph node metastasis in esophageal
cancer. However, the commentary did not mention this. It is recommended that the
authors include this aspect in their discussion.
Response: Thanks very much for the reviewer’s suggestions. We had added a
discussion on the role of endoscopic ultrasound (EUS) in assessing lymph node
metastasis in esophageal cancer ( Page 4, Para 2, Line 12).

Q3. Lymph node metastasis in esophageal cancer is not a fixed process. Tumor
biology, the immune microenvironment, and tumor-host interactions all play critical
roles in metastatic spread, making it challenging to capture the full complexity of
metastasis using current predictive tools. It is also suggested that the authors
incorporate this information into their commentary.
Response: Thanks very much for the reviewer’s suggestions. In response, we had
added these content in the new version ( Page 4, Para 3, Line 1).


