First of all, we deeply appreciate important comments from reviewers which greatly improved the quality of our manuscript. Taking all of your comments into consideration, we revised our manuscript. 


For Editor:

1. Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammar issues.

Thank you for the comment. The whole manuscript was carefully reviewed by a English language editor and errors are changed (red letters). 

2. Unfortunately, there are a few sections of the manuscript that show significant overlap with previously published work. Though there may be a limited number of ways to describe a technique, please use original language throughout the manuscript. Please revise lines: 64-68

We revised the description of old line 64-68 to new line 72-76. 

3. Please obtain explicit copyright permission to reuse any figures from a previous publication. Explicit permission can be expressed in the form of a letter from the editor or a link to the editorial policy that allows re-prints. Please upload this information as a .doc or .docx file to your Editorial Manager account. The Figure must be cited appropriately in the Figure Legend, i.e. “This figure has been modified from [citation].”

Thank you for the concern. All figures are originally prepared for the present manuscript. 

4. Please provide at least 6 keywords or phrases.

We added one keyword to be finally 6 keywords. 

5. Please do not highlight any steps describing euthanasia or anesthesia.

We removed steps of anesthesia from the highlight. 

6. Please mention how proper anesthetization is confirmed.

Thank you for the comment. We added descriptions about the confirmation of anesthesia in Protocol 2. (line 144-147). 

7. JoVE cannot publish manuscripts containing commercial language. This includes company names of an instrument or reagent. Please remove all commercial language from your manuscript and use generic terms instead. All commercial products should be sufficiently referenced in the Table of Materials and Reagents.

We replaced “Fogarty balloon catheter (Edwards Lifesciences LLC, Irvine, CA, USA or equivalent items)” to “balloon catheter” (line 168), and “Vicryl or equivalents” to “polyglactin 910” (line 232). We revised “JoVE Materials” file. 

8. Please revise the Discussion to explicitly cover the following in detail in 3-6 paragraphs with citations:
a) Critical steps within the protocol
b) Any modifications and troubleshooting of the technique
c) Any limitations of the technique
d) The significance with respect to existing methods
e) Any future applications of the technique

Following the advice, we largely added descriptions in Discussion section. 

For Reviewer #1:

1. Please add more references to support the clinical significance of the present protocol in Introduction section.

[bookmark: _Hlk505688203][bookmark: _Hlk26622031]Thank you for the important comment. We added references (new #9-25, #28-39). 

For Reviewer #2:

1. The introduction requires extensive revision. This is a technical report, and therefore, its introduction should be focused more on the model instead of on the clinical significance. It should present the stage of the art of model for venous interpose surgery. It must include a thorough revision of all existing models highlighting advantages and disadvantages. As is it, the advances in the herein described model appear unclear.

We appreciate the comment. Taking the advice, we revised descriptions in Introduction section (red letters). 

2. A schematic of the procedure should be presented for a better understanding.

Thank you for the comment. We added new Figure 3 to schematically describe the procedure. 

3. What was the sex of animals included in the protocol?

Male rabbits are used (line 117). 

4. Was hair removed? How?

We added descriptions about the hair shaving (Protocol 2.3.; line 139-142). 

5. How was anesthesia-induced? How was anesthesia controlled?

We revised descriptions about the anesthesia induction and control (Protocol 2.; line 123-147). 

6. There are significant ethical concerns with this protocol. Post-surgical care is not well described. Where post-surgical analgesic administrated seems very little for a rabbit? If the dose was 0.005 mg/Kg, it is likely that these animals under poor pain management after surgery.

Thank you for the important comment. We added descriptions about post-surgical analgesia (line 244-245). 

7. Was breathing controlled during surgery?

The spontaneous breathing was maintained through inhalation of 0.7%–1.0% isoflurane-mixed oxygen (line 133-134). 

8. What was the failure rate ? The efficacy is not demonstrated. 

Thank you for the comment. The successful rate of the procedure itself was 100 %, and the percentage of graft patency after surgery was 90.9 %. We added description about this point (line 312). 

For Reviewer #3:

The only comments I have relate to the limited focus in the introduction on the rabbit model only. There is a substantial amount of literature using a mouse venous interpose model to study vein grafting related pathology (reviewed recently by De Vries et al Nature Reviews in Cardiology 2016 ). To my opinion this manuscript could be strengthened if these mouse model related data were discussed.

Thank you for the important comment. We added descriptions about mouse models (line 321-330). 

[bookmark: _GoBack]
We believe that we were able to fully address the reviewers' comments. We hope that our manuscript is now fully acceptable for publication. We truly appreciate your kind editing efforts on our manuscript.

Sincerely,

Hidetoshi Masumoto, MD, PhD
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