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/69076?status=a71082k
  
Video: https://review.jove.com/v/69076?status=a71082k


Reviewer 1 Comments: 
Location in Text: General comment
Comment: Scruffing can be an inherently stressful event (as noted by the comment on inducing prolapse), especially for ageing or compromised mice. Providing alternative handling (cupping, tube restraint, etc) could be beneficial and would align with some institutional policies on non-aversive handling. In future evaluations, incorporate/evaluate non-aversive handling as an alternative to scruffing. 
Suggested change: In the current text, include a welfare-focused statement on minimizing stress/discomfort.

Location in Text: General comment
Comment: Given the duration of the study and accumulated indices of frailty, the text should include criteria for euthanasia for humane endpoints (e.g., resulting from tumors, prolapse, etc).
Suggested change: Edit Methods/Discussion to include the IACUC-approved humane endpoints/interventions for this study.

Reviewer 2 Comments: 
“This is a good review of the physical exam of the mouse and assessment of 31 parameters of physical health of the mouse.”  

Reviewer 3 Comments: 
No comments on the text and video
