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“In Vivo Mouse Model of Spinal Implant Infection”

Dear Editorial Committee,
 
[bookmark: _GoBack]Thank you very much for your thoughtful comments. The following changes described in bold have been made to the revised manuscript according to your comments enumerated here:
Editorial comments:
1. With the new revisions (and formatted per JoVE guidelines, see attached), the protocol is over 2.75 pages, our limit for filming. Please highlight 2.75 pages or less, including headers and spacing, for filming.
Protocol highlighted in yellow with less than 2.75 pages included for filming
2. It may be best to address reviewer 1’s comments about tracking other outcomes. The protocol does not need to be altered, but a few sentences in the Discussion could be added.
Reviewer #1:
The manuscript by Kelley et al entitled "In Vivo Mouse Model of Spinal Implant Infection" is a preliminary study of potential interest. The strength of the study is its focus on the spine, which is underrepresented in the literature of musculoskeletal infections due to technical challenges in generating reproducible quantitative outcomes and the health and wellness of experimental animals during the infection study period. Thus, a rigorous JoVE article with surgical details with radiology on how to reproducibly generate SII of a particular segment (e.g. L4-L5) with quantitative outcomes on vertebral osteolysis, disc degeneration, soft tissue infection and implant biofilm could be a high-impact article. Unfortunately, this study does not go beyond longitudinal BLI and CFU outcomes, which are now routine in this field.
The following was added to the manuscript: 
Line 334: Additional methodologies may be utilized to complement those described in the protocol to address processes such as vertebral osteolysis, disc degeneration, soft tissue infection, and implant biofilm infection. Techniques that provide quantitative outcomes in these processes may include but are not limited to:  micro-computed tomography, magnetic resonance imaging, real time quantitative PCR, serology, histology, immunohistochemistry, and variable pressure scanning electron microscopy.

Sincerely,
 
Ben Kelley and co-authors
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