Editorial comments:
Changes to be made by the Author(s):
Note: We have checked all the following items and made the alterations according to these comments. For comment 4,9 and 13, Responses have been given respectively.  


1. Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammar issues. The JoVE editor will not copy-edit your manuscript and any errors in the submitted revision may be present in the published version.
2. Please define all abbreviations before use.
3. Title: Please shorten and simplify the title.
4. Please provide an institutional email address for each author if possible.
No suitable institutional email.
5. Keywords: Please provide at least 6 keywords or phrases.
6. Please provide a Summary to clearly describe the protocol and its applications in complete sentences between 10-50 words: “Here, we present a protocol to …”. Please include this in the written manuscript.
7. Abstract: The current Abstract is over the 150-300-word limit. Please also rephrase the Abstract to focus more on the method being presented rather than the results of a specific experiment.
8. Please submit the figures as a vector image file to ensure high resolution throughout production: (.svg, .eps, .ai). If submitting as a .tif or .psd, please ensure that the image is 1920 pixels x 1080 pixels or 300dpi.
9. Figures 1-3: In the Figure legend please briefly explain what Treatment A and Treatment B are. Is the surgery day considered as day 0? Please label it if so.
As per the methodology Day 0 is not the surgery
10. Figure 4: The vertical line connecting the box of “Completed study treatment (n = 208, 89.7%)” is missing. Please add it. It will also be helpful if you can label Treatment A and Treatment B. Should the number of those assessed for eligibility add up to 500?
11. Figure 5: Please explain P value in the figure legend.
12. Figure 6: Please revise the figure legend to be clear. At least explain what are Oli Clinomel N4 and PN Admixture. Please use SI abbreviations for time: min instead of mins
13. 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].”
Not applicable, as no figures are copied
14. Table 2: Please explain what the variable “Missing” refers to.
15. Table 3: Please specify what “*” means.
16. Please upload each table separately as an xls/xlsx file.
17. Please place the superscripted numbered reference before the punctuation.
18. Please revise the Introduction to include all of the following:
a) A clear statement of the overall goal of this method
b) The rationale behind the development and/or use of this technique
c) The advantages over alternative techniques with applicable references to previous studies
d) A description of the context of the technique in the wider body of literature
e) Information to help readers to determine whether the method is appropriate for their application
19. The Protocol should contain only action items that direct the reader to do something. Please move the discussion about the protocol to the Discussion.
20. Please ensure that all text in the protocol section is written in the imperative tense as if telling someone how to do the technique (e.g., “Do this,” “Ensure that,” etc.). Avoid usage of phrases such as “could be,” “should be,” and “would be” throughout the Protocol. Any text that cannot be written in the imperative tense may be added as a “Note.” However, notes should be concise and used sparingly. Please include all safety procedures and use of hoods, etc.
21. The Protocol should be made up almost entirely of discrete steps without large paragraphs of text between sections. Please simplify the Protocol so that individual steps contain only 2-3 actions per step and a maximum of 4 sentences per step.
22. 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.
For example: SAS version 9.2 (SAS Institute Inc, Cary, North Carolina USA), etc.
23. Please adjust the numbering of the Protocol to follow the JoVE Instructions for Authors. For example, 1 should be followed by 1.1 and then 1.1.1 and 1.1.2 if necessary. Please refrain from using bullets or dashes. See substeps in 4.1.
24. 2.4: Should it be “prior to a surgical procedure” instead of “after a surgical procedure”?
25. Lines 239-244: Please break up this paragraph into numbered substeps.
26. Lines 274-278: Please explain how these are actually done.
27. Line 281: Please spell out EOT and explain how this procedure is performed.
28. Please revise Steps 4.2, 4.3, and 5 of the protocol to include several action steps. Any text that cannot be written in the imperative tense may be added as a “Note.”
29. Please note that we can film only steps 3.1 and 4.1. If you wish to have a video of the protocol, then we need an actual protocol that can be filmed. Patient exclusion/inclusion criteria as well as recruitment/enrollment and statistical methods are not appropriate to be filmed.
30. Please highlight 2.75 pages or less of the Protocol (including headings and spacing) that identifies the essential steps of the protocol for the video, i.e., the steps that should be visualized to tell the most cohesive story of the Protocol. Remember that non-highlighted Protocol steps will remain in the manuscript, and therefore will still be available to the reader.
31. Please ensure that the highlighted steps form a cohesive narrative with a logical flow from one highlighted step to the next. Please highlight complete sentences (not parts of sentences). Please ensure that the highlighted part of the step includes at least one action that is written in imperative tense.
32. Please revise to explain the Representative Results in the context of the technique you have described, e.g., how do these results show the technique, suggestions about how to analyze the outcome, etc. The paragraph text should refer to all of the figures.
33. please shorten 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
34. Please revise the table of the essential supplies, reagents, and equipment. The table should include the name, company, and catalog number of all relevant materials in separate columns.
35. Please ensure that the references appear as the following: [Lastname, F.I., LastName, F.I., LastName, F.I. Article Title. Source. Volume (Issue), FirstPage – LastPage (YEAR).] For more than 6 authors, list only the first author then et al.
36. Please do not abbreviate journal titles.
