Patrick H Maxwell
Melissa N Patterson
Rensselaer Polytechnic Institute
Dept of Biological Sciences

December 6, 2013

Dear JoVE Editorial Team:

[bookmark: _GoBack]We are submitting the article “Combining magnetic sorting of mother cells and fluctuation tests to analyze genome instability during mitotic cell aging in Saccharomyces cerevisiae” to be considered for publication. This manuscript describes an application of existing techniques in a novel yet simple manner that enables this yeast model to address basic questions about mutation accumulation as cells age with successive cell divisions. S. cerevisiae has not been made use of by many scientists to address questions about genome instability during replicative aging, even though budding yeast is generally an excellent system for analyzing genome instability. This is at least partly due to technical limitations of methods often used for yeast replicative aging. We believe that our method will provide researchers in the field with a sufficiently detailed method to spark a surge of research using yeast to address this important aspect of aging. The method is reasonably simple, but there are many minor points about performing the protocol that can make substantial differences in the outcome or that could hamper progress on a project if not adequately considered in advance. We feel that this makes it well suited to publication in JoVE, since your unique format will allow many of these points to be made clear to those interested in the protocol. In particular, details of labeling and sorting cells could be more easily conveyed through a JoVE publication to allow other researchers to perform the method without spending significant time optimizing various steps.

Both Melissa Patterson and Patrick Maxwell were involved in the overall design of this method. Melissa performed the work and optimized the protocol steps. Patrick Maxwell designed the general approach, and together with Melissa, developed detailed aspects of the design for carrying out the method and analyzing data.

We have been in contact with Jane Hannon about submission of this manuscript. Extenuating circumstances have delayed our submission from the time line we originally discussed, and we apologize for that delay. A list of six potential reviewers was submitted online, and the reviewers are also listed at the end of this letter.

Sincerely,
[image: ]
Patrick H Maxwell
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