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Dear Editor,

Please find enclosed the edited manuscript in Word format (file name: esps-160-review.doc).
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ESPS Manuscript NO: 160
Thank you very much for the kind review to our manuscript. We have carefully read reviewer’s constructive comments and the manuscript has been improved according to the suggestions of reviewers. Followings are the answers to the comments from reviewer:
(1) Comment 1: The abstract gives a clear delineation of the topic, but the first sentence is unnecessary.
Answer 1: We agree the reviewer’s comment on abstract. Therefore, we deleted the first sentence
(2) Comment 2: While in the part of “Determining an adequate length of proximal resection margin: How long is safe? ”, the evidence for aggressiveness of the cancer in cases with a short PRM as the real cause of a poor outcome is insufficient. 
Answer 2: We agree the reviewer’s comment. Therefore, we changed the sentence from “that means the aggressiveness of the cancer in cases with a short PRM was the real cause of a poor outcome” to “that means the aggressiveness of the cancer in cases with a short PRM could be the real cause of a poor outcome”. This sentence was intended to suggest the possibility that aggressiveness of cancer could be a confounding factor when assessing the correlation between a short PRM and adverse outcome. As this sentence is one of our suggestions, we think that any evidence seems not to be needed. In addition, we subsequently provided indirect evidences supporting this suggestion, which demonstrated that a short PRM did not affect prognosis if resection margin was clear.

(3) Comment 3: Author also did not express how to exclude the confounding factor in advanced stage cancer definitely.

Answer 3: We meant that the aggressiveness of the cancer in case with short PRM could be a ‘confounding factor’ when interpreting the poor prognosis seen in patients with short PRM, because cancer with short PRM tended to be more aggressive. We just wanted to insist the difficulty of knowing the pure effect of the length of PRM on prognosis because of the possibilities that we suggested in the article. Furthermore, to indirectly support the suggestions, we introduced recent studies which insisted that short PRM did not affected prognosis if resection margin was negative. Therefore, we think how to exclude confounding factor is not needed at this point. Nevertheless, to minimize the confusion, we merged the sentence with previous sentence: “That means the aggressiveness of the cancer in cases with a short PRM was the real cause of a poor outcome. It could serve as a confounding factor when assessing the correlation between a short PRM and adverse outcome.” → “That means the aggressiveness of the cancer in cases with a short PRM could be the real cause of a poor outcome, and thereby could serve as a confounding factor when assessing the correlation between a short PRM and adverse outcome.”
Thank you again for publishing our manuscript in the World Journal of Gastrointestinal Oncology.
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