Summary Comments - 14240

I find this an exciting proposal. It is well organized intellectually and seems well thought out. It is also a quite relevant and important topic. Congrats! As a friendly reviewer, I looked for any potential issues that reviewers may question and pointed these out in the margins and the Summary Comments. I made many minor edits for clarity and impact. Please carefully read the edited proposal to be sure I have not changed your intent. Below are my comments broadly applicable to the proposal and writing style. If you have any questions, please let me know. I wish you the best of luck with this submission. 

1. Line edits. I did a line-by-line edit for syntax, grammar, spelling, and consistency in format. 

2. Streamlined writing. Where possible, I tried to simplify the writing for reviewer clarity and provide additional space for more text. Some sentences are quite wordy, so please read the edits carefully to be sure I have not altered your intent. The goal is to make the sentence wording and complexity as simple as possible. 

3. Hierarchy of Goals, Objectives, Aims. Line 82. I suggest renaming Primary Aims 1 and 2 as “Objectives” in line with other ISF proposals. Your Specific Aims are how you will achieve your goals and objectives.  You have Specific Aims later in the proposal. An unclear hierarchy of words may be confused with Primary Aims here and Specific Aims later. Overall, I suggest the order and level of detail would be the following:
Goals - big question
Objectives - an overview of the main approaches you will use. 
Specific Aims - how you will experimentally achieve the objectives.
As a friendly reviewer, I strongly suggest a clear order and hierarchy to avoid reviewer confusion. 

4. Numbered sections. This comment is significant. Although the proposal is well-organized, I strongly suggest that major sections should be numbered. For example, the major sections are Significance and Objectives, Scientific Background, and Preliminary Results. Furthermore, I suggest that subheadings also be numbered consistently. One example numbering scheme would be major sections labeled as 1, 2, 3, etc. Subordinate sections would be 1.1, 1.2, 2.1, 2.2, etc. More subordinate sections would be 1.1.1 or 1.2.1, etc. Logical numbering will permit you to refer to specific text or results more precisely for reviewers, saving them time locating specific sections. In particular, the Experimental Setup section has many subheadings that may become confusing. One suggestion is to list your headings and subheadings on a separate page without other text. You can easily see how sections and headings relate, assisting in a numbering scheme.  As a friendly reviewer, a clearly numbered structure will be appreciated (or ignored) when present, but a potential detriment if absent.

5. Precision. Lines 107 and 111 as examples. I suggest minimizing ambiguous words and statements like "more than" and "over" by providing precise statistics for reviewers. I suggest it is important to be as quantitative as possible in a proposal. For example, over 70% can be generally taken as somewhere between 71 to 75% (76% could be nearly 80%). But over 70% could also indicate 80 or 90%.     

6. Complexity. Some sentences are quite complex (lines 134 or 253, for example). Long, complex sentences with multiple concepts can be confusing or an annoyance as reviewers ponder the meaning. I suggest limiting sentences to no more than two concepts or phrases. Perhaps more basic; if a sentence takes three or more lines of text, it is probably too complex. 

7. Defining a key term. The term "dynamic resilience" is first used in line 47 but defined until line 147, which is your stated goal of the proposal. I suggest defining the term at first instance and using it throughout.

8. Aim. Line 184. As noted in comment 3, I suggest that "aim" has a specific meaning within the proposal and should be used consistently to avoid reviewer confusion. Aims are the steps to experimentally achieve your goals and objectives. Aims is used twice in this statement of your goal. I removed it for clarity.  

9. Define mechanism. Line 185. The proposal envisions understanding the physiological mechanisms of dynamic resilience by identifying markers. As a friendly reviewer, how will markers associated with resilience provide an entry point for understanding physiological or other mechanisms controlling resilience responses? To a biologist, mechanism means molecular details of how metabolic pathways function and are regulated. It seems unlikely that this level of detail can be gained here. For a physiologist, the meaning is probably distinct. Thus, I suggest defining for reviewers what the term "physiological mechanism of dynamic resilience" means.  The word mechanism is used in other instances where the goal or objective is stated (line 285). 

10. Parenthetical explanations. Line 225 is an example. I suggest that the overuse of “e.g.,” and “i.e.” complicates sentences and interrupts the reading flow. In such instances, reviewers may stop and ponder the meaning. I suggest limiting such devices to a minimum by placing definitions and clarifications into normal sentence text.

11. Hierarchy of bold vs bold/underlines. Related to comment 4, it does not seem clear to me why some headings are in bold (lines 197, 267, 288, 300. 388, 397, 404, 411), whereas others are in bold and underlined (lines 95, 119, 150, 180, 189, 273, 329, 420). The logic should be clear to reviewers to communicate a clear organization of the proposal.  Also, I suggest checking for consistency of headings. Some have capitalized words, whereas only the first word in other headings is capitalized. Some are also hyphenated. I presumed that the major headings (Significance and Goal, Scientific Background, Preliminary Results, Primary Hypothesis and Objective of the Proposal, Method, Experimental Protocols, Limitations/Pitfalls) should all be capitalized and edited as such. I suggest that other headings be numbered or lettered and of consistent format. 

12. Unpublished work. As a friendly reviewer, as a general guideline, I suggest avoiding referencing manuscripts in preparation because reviewers cannot examine the validity of unpublished results without access to the manuscripts in preparation. There are three instances where a paper in preparation is noted. The third instance is at line 407, for example. It seems unclear whether the references refer to one, two, or three unpublished studies. If it is important to cite the work, I suggest distinguishing the studies for reviewers (paper A in preparation or another scheme) to avoid reviewer confusion. If some of this work is in Preliminary Results, perhaps you can reference that section. Also, since you cite another group that has made this observation previously (line 407), perhaps it is more accurate to state, "As confirmed by our recent study", for example. Finally, I suggest confirming that ISF will permit references to unpublished data or require that you attach a copy of the manuscripts for the studies being cited.  
