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/68181?status=a70187k

Video: https://review.jove.com/v/68181?status=a70187k


Reviewer 1 Comments: 
Time in Video: 5:22
Comment: The site of injection is sanitized but unshaven. While this is not a surgical procedure and does not require shaving or removal of fur, it would be recommended to remove the fur to better visualize the bony prominences needed to identify the site of administration.
Suggested change: Suggest a text overlay to add something like “Shaving may be performed for better visualization”.

Location in Text: 5. Bone Marrow Cavity Injection
Comment: No description of applying sterile eye lubricant is provided after anesthesia onset.
Suggested change: Add a statement about applying sterile eye lubricant to the animal’s eyes once it is under anesthesia to prevent corneal drying and ulceration.

Location in Text: 6.1
Comment: Text reads “After 7 days of injection”. Written this way can also mean that the animal receives 7 injections once daily. Clarification should be provided.
Suggested change: It seems that the animal only receives 1 injection and therefore the suggested verbiage would read, “Seven days post-injection collect mouse bone marrow…”


Reviewer 2 Comments: 
Time in Video: 04:53
Comment: No assessment of proper anesthetic depth in the video.
Suggested change: Add text overlay to the video. TXT: Confirm the depth of anesthesia via a toe-pinch

Time in Video: 05:03
Comment: Surgical drape covers the head of the mouse. This will restrict breathing under anesthesia. A smaller surgical drape that does not cover the head of the mouse could have been used.
Suggested change: Crop the video frame at the bottom wherever possible to limit the view of the head.

Time in Video: 05:57
Comment: Mouse not placed on thermal support while recovering from anesthesia. The suggested temperature (20 – 26 degrees C) is too cold to support the mouse's body temperature in anesthetic recovery. 
Suggested change: Modify the voiceover to mention placing the mouse at 37 degrees Celsius.

Location in Text: 2.1
Comment: You mention using KM mice, but can other outbred strains be used if KM mice are not available?
Suggested change: Add a note in the text to benefit the reader if other strains of mice are acceptable. 

Location in Text: 2.1 and 5.1
Comment: Nonpharmaceutical grade anesthetic agents, such as pentobarbital, are not acceptable for use in mice in many countries. 
Suggested change: To add to it, I suggest making a general statement about anesthesia, such as “follow local institutional guidelines for an appropriate anesthetic regimen.” 

Location in Text: 5.3 
Comment: There is no mention of sterility of the injection material (e.g., plasmid). Is the cell suspension sterile? If not, how do you ensure that infection will not be introduced into the mice? 
Suggested change: Comment on sterility of the cell suspension. 

Location in Text: 5.3 
Comment: I do not see where the injection volume into the bone marrow cavity is specified. There are limits as to how much volume you can inject into a small space like this. 
Suggested change: Please state the total volume of plasmid that is injected. 

Location in Text: 5.6 
Comment: Mouse not placed on adequate thermal support while recovering from anesthesia. The suggested temperature (20 – 26 degrees C) is too cold to support the mouse's body temperature in anesthetic recovery.  
Suggested change: Place the mouse cage on a heating pad or (carefully) under a heating lamp so the environmental temperature is about 37 degrees Celsius. 
