Please review the veterinary concerns outlined below and address them through either video edits (via on-screen text or narration changes) or text manuscript edits.

· For text edits, please download the PDF from the text article link provided below, insert your suggested changes as comments, and return the annotated file to us.

· For video edits, we only require your approval/requested information. The JoVE editing team will implement the necessary revisions.

Links to the article:

Text: https://review.jove.com/t/68756?status=a70762k
 
Video: https://review.jove.com/v/68756?status=a70762k
  
Reviewer 1 Comments: 
Time in Video: 2:49
Comment: The video did not describe what anesthetic regimen is used. 
Suggested change: Include the anesthetic regimen given. 

Time in Video: 2:56-03:00
Comment: Only used povidone iodine once for disinfection; should use 3 alternating scrubs with povidone iodine and alcohol. 
Suggested change: Include alternating rounds of povidone iodine and alcohol in the video.

Time in Video: 3:00
Comment: Pre-operative analgesia was not provided or mentioned in the video.
Suggested change: Include a pre-operative analgesia regimen as onscreen text in the video.

Time in Video: 3:00-03:09
Comment: Skin incision is being made with scissors, which is against the guidelines for recovery surgeries. Mouse appears to react and twitch when cutting into skin (03:05-03:07) and has a high respiratory rate for an anesthetized mouse. Based on the video, this mouse does not appear to be at a surgical plane of anesthesia at the beginning of the surgery.   
Suggested change: Refilm the skin incision using a scalpel blade.

Time in Video: Throughout the video
Comment: A sterile drape is not used for the surgical site. In the video, you can see sutures, the donor heart, sterile instruments touching the fur and areas that are not aseptically prepared. This means that they are showing an inappropriately aseptic preparation that has a large risk of infection.
Suggested change: Refilm the recipient surgery video with a well-shaved (150% of the area surrounding a surgical site should be shaved or cleared of fur) and sterile-draped animal.

Location in Text: 2. Donor Heart Harvesting; 1. Fixation and Anesthesia, 2
Comment: For the Donor rat, even though a terminal procedure, as taking the heart to use for another animal, should shave the surgical site and appropriately aseptically prepare to minimize any potential infection of the tissue that will be placed in the survival animal.  Should also use a sterile drape, instruments and gloves.  
Suggested change: Update to include that sterile gloves, instruments and drape are used.  Should also update to include aseptic preparation that include hair removal and 3 alternating scrubs with iodine based or chlorhexidine-based scrub, followed by alcohol

Location in Text: Not present; 2. Donor Heart Harvesting and 3. Recipient preparation
Comment: It is not described in the text that sterile surgical gloves or sterile instruments are used for each surgery.  Also, they are presenting this as a high-throughput procedure that can be done on multiple animals, but they do not include how the instruments are sterilized between animals/ surgeries. 
Suggesting change: The text should include a description of the sterile instruments and gloves used. The text should also describe how they are keeping instruments sterile between animals/ surgeries. Should also include if they are changing their surgical gloves at any specific interval. 

Location in Text: Not present; 3. Recipient preparation; 1. Anesthesia
Comment It is not described in the text what anesthetic is used for the survival animal.  Note, tribromoethanol is used for the terminal anesthetic, however, it is not a recommended anesthetic for survival surgeries as it can cause peritonitis which can confound results of inflammatory studies such as yours and lead to uneven planes of anesthesia. 
Suggesting change: The text should include description of anesthetic regimen, and should also describe that incision is not performed until a surgical plane of anesthesia is confirmed.

Location in Text: 3. Recipient preparation; 2. Disinfection
Comment: One cleaning with povidone-iodine does not aseptically prepare a site.  3 alternating scrubs with povidone iodine following by alcohol should be used. 
Suggested change: Update the aseptic preparation to include 3 alternating scrubs with iodine based or chlorhexidine-based scrub followed by alcohol.

Location in Text: 3. Recipient preparation; 2. Disinfection
Comment: Does not describe use of a sterile drape 
Suggested change: Should include a section including placement of a sterile drape at the surgical site to help keep the suture material and the donor heart sterile. 

Location in Text: 4. Donor heart anastomosis; 4. Closure of Incision
Comment: Did not describe type of suture used to close the skin.
Suggested change: Should include that a 4-0 monofilament suture is used to close the skin. 

Location in Text: 5. Post-operative care; 1. Post-operative analgesia
Comment: Analgesia should also be provided prior to beginning surgery.  Also, anesthetic regimen is not appropriate. Do not recommend use of a lidocaine gel at the surgical site as this can help introduce infection from the moisture; recommend the use of injectable lidocaine at the surgical site.  Also, do not recommend meloxicam IP in corn oil as this can lead to local inflammation in the abdomen. Recommend considering changing to sterile saline as the vehicle, or providing the meloxicam in sterile saline subcutaneously rather than IP.  Also, please note the dosage of meloxicam in mice is now recommended at 5 mg/kg rather than 2 mg/kg, as 2 mg/kg was found to not provide adequate pain coverage.  
Suggested change: Add a pre-operative analgesic regimen and consider revising it in line with the recommendations above.


Reviewer 2 Comments: 
Time in Video: Recipient surgery video
Comment: Fur should be removed from 150% of the surgical site. Fur was not removed sufficiently. The mouse appears not sufficiently anesthetized; it is seen responding to the surgical procedure. No sterile drapes used.
Suggested change: Redo this section of the recipient surgery video.

Time in Video: 6:01
Comment: Post-operative analgesia is not provided, although mentioned in the text.
Suggested change: Include post-procedure analgesia as onscreen text.
Location in Text: 5. Postoperative care 1. Postoperative analgesia
Comment: Topical lidocaine is not sufficient for this procedure as it is only good for 3 h. Also, applying lidocaine to open wounds risks systemic adverse effects.
Suggested change: An opioid (e.g., buprenorphine) or NSAID (carprofen or meloxicam, SC) should be provided routinely as part of the procedure.  Lidocaine gel can be applied prior to surgery to anesthetize the skin, but not post-surgery on the surgical wound.

NOTE from JoVE: Both reviewers recommended refilming the recipient surgery segment. We can share additional instructions once you are ready to proceed.

