	In this proposal, Dr. Somekh and her team aim to leverage state-of-the art transcriptomic sequencing and machine learning technologies to study the coordination of transcriptional signatures across tissues at the whole body level and the shifts in these patterns that occur with aging in order to both advance current knowledge of complex global transcriptional networks and to define a new biosignature of aging. The proposal demonstrated comprehensive knowledge of systems-level biological analyses. The first two Aims of the project, in particular, are quite high-level and conceptual in nature, although they will generate valuable publically available datasets and tools, in addition to providing some validation in the C. elegans model system. As someone who earned a Ph.D. studying aging-adjacent topics, I find the aging-related AIms in this proposal particularly interesting and I think they provide the complex bioinformatics techniques discussed herein with important real-world grounding that should make this proposal particularly competitive given growing global concern about the increasing average age of the human population and persistent uncertainty regarding the determinants of health biological vs. chronological aging. For points on individual sections of the proposal, please see my comments in the manuscript as well as my thoughts detailed below:

Abstract:
· Most of my comments for this section are relatively minor and are marked in the manuscript.
· Given your focus on aging, it would make sense in my mind to discuss aging (briefly) in the first paragraph prior to your hypotheses. 

Scientific Background:
· I found the final paragraph in section 1.1 a bit hard to parse at times, so I have rephrased it fairly heavily based on my understanding. Please carefully look it over to make sure I haven’t unintentionally altered your meaning.
· I would suggest introducing the concept of biological age as a counterpoint to chronological age when discussing the heterogeneity of the aging process in section 1.2

Research Objectives/Significance:
· Since Aims 1 & 2 are quite technically complex and there is a risk that some of your reviewers will be more grounded in wet lab-type research or aging-focused studies rather than bioinformatics, placing a bit more emphasis on the potential biological implications of these Aims in the corresponding significance sections may be helpful.

Details of the Proposed Research:
· I have changed the term “fast death” to “rapid death” as the former was a bit awkward and could possibly be misinterpreted as “fasted to death”.
· For each Aim, I would suggest moving the expected results before the potential pitfalls.
· For the expected results sections for Aims 1 and 3, I suggest including more concrete expectations (either in terms of specific types of results or specific outputs [such as new analytical techniques]) as these sections are very high-level at the moment, and it is important to demonstrate that you have realistic and specific expectations for each Aim.
· I know space is tight, but for Aim 2 I think you need to provide a bit more specificity in terms of what validation will look like (i.e. sampling specific tissues at particular time points to detect target gene(s) via qPCR? RNA-Seq? Something else?). At least a few lines showing that there is a concrete plan here would be helpful.

Conditions Available for Research:
· At the end of the Expertise section, I would make a definitive statement about the size of your research team and the fact that you have the requisite knowledge and tools to complete the proposed study.

Preliminary Results:
· See the manuscript, as most of my comments are on relatively small/specific points.
· For Figure 2, I suggest rearranging it so that A/B is on the left and C is on the right.
· Rather than having Figure 4D on its own, perhaps just turn it into Figure 5 and increase the numbers of the remaining Figures accordingly?
