


In this proposal, the authors highlight an important gap in research knowledge relating to the function and targeting of GQ secondary DNA structures and then propose a series of complementary Aims designed to establish ligands capable of targeting specific GQs to assess their functions and to more fully elucidate the determinants of such binding. The researchers provide extremely strong Background and Specific Aims sections, and provide extensive detail for Aim 1. However, the large amount of space devoted to Aim 1 causes the latter two Aims to feel somewhat rushed, with Aim 3 being described in a manner too superfluous to warrant inclusion as its own Aim. In addition, specific descriptions of expected results and more explicit discussion of the significance of the proposal will help strengthen the submission. Below, please find my responses to the specific points raised in the initial project submission and my feedback for specific sections of the proposal.

1. The project should be no more than 15 pages and it is currently too long. I have been debating with myself if Aim 2 should be dropped entirely or what other type of rearrangement is desired. 
a. By rearranging the Figures and altering the font to Arial I have cut the page count down substantially so that you should be able to keep it to no longer than 15 pages.
b. I don’t think Aim 2 should necessarily be dropped, since it is an interesting corollary ligand development approach. However, Aim 3 in its current form is not developed enough to include (see more detail below). If you wanted to drop Aim 2, I would suggest splitting the current Aim 1 into 2-3 Aims and incorporating the current Aim 3 as a task in the revised Aim. However, I do not know that this is necessary unless you are unsatisfied with Aim 2 at present.
2. As I am unsure to what type of committee I should send it within the ISF I would like to have an outside opinion about the strong point of the project as they are reflected to a reviewer and perhaps think what is the best area/committee that this proposal would fit for. 
a. I cannot find an English language list detailing the types of ISF committees, and so I cannot comment on the specific committee options, although I am happy to consider further if you can provide a more specific list.
b. As to the strong point of this proposal, I would try to steer the grant towards reviewers who are well-versed in biophysics or molecular biology.
3. Is the proposal balanced enough between preliminary results and suggested experiments?
a. I think there is a good amount of preliminary data shown while still leaving room for further experimental development. The main issue I see on this point is, as detailed below, some of the Tasks you present seem to potentially already be complete (or more text is just needed to clarify what need to be done). The proposal will be strengthened by clearly delineating between what has been done and what will be done should the project be funded.

Background:
· This section very effectively presents the background on GQs and the surrounding context, then outlines a major unmet research need relating to ligand design before proposing the present study. 
· The only significant critique I have of this section is that it seemingly ends very abruptly. I would sugget adding 1-2 sentences more broadly summarizing the project. Alternatively, you could attempt to move the discussion of MP-11 earlier so that you end with the discussion of the goals of your project, but that may be harder to achieve.

Research Aims and Significance:
· While the content of this section is effectively written, I suggest restructuring it somewhat so that the Specific Aims are not somewhat redundantly listed at the end. Specifically, at the point I have suggested with a comment in the text, I would suggest introducing each specific aim in turn and then providing a short summary of that aim (using the text already included in this section). That way you can avoid restating the aims at the end of the section.

Details Description of the Proposed Research:
· Is Figure 4 going to be updated before submission? If not I don’t see a reason to include the Tm column in the Table given that none of the values are known.
· Each of your Tasks needs to include some specific discussion of the future experimental goals that will go towards completing that task. If there are no future experimental goals and the task is already complete, you should rework this section so that you provide a “Preliminary Results” section before each task. For example, Task 1.2 does not detail any specific future experimental plans so far as I can determine.
· For each Aim, you should include sections discussing your expected outcomes, potential pitfalls, and alternative approaches to demonstrate to reviewers that you have realistic expectations about the project and are well-equipped to overcome any issues that may arise. This is not strictly required, but I am not sure the grant will be competitive without such information.
· Aim 3 is not adequately developed. You are better off removing it as an Aim and incorporating it into Aims 1/2 as a Task for validation, or cutting it entirely.
· Some of your Figures are not cited from the text or are numbered incorrectly – be sure they are all cited, preferably in numerical order.
· Some of the writing for Figure 2 was a bit tougher to understand, so please review it to ensure I haven’t accidentally altered your meaning.



