[bookmark: _GoBack]Dear Dr. Sethi,

We have received the decision on your paper entitled: "Reads Meet Rotamers: Structural Biology in the Age of Next Generation Sequencing"

Below you can find the editor's comments.

In view of the remarks made, we look forward to receiving a revised version of your work by 03/11/2015.

Please carefully address the issues raised in the comments.
If you are submitting a revised manuscript, please also:
a) outline each change made (point by point) as raised in the reviewer comments
AND/OR
b) provide a suitable rebuttal to each reviewer comment not addressed.

Furthermore, please use the following checklist for items overlooked or waived in the previous version:

1. Highlights: a short collection of 3-5 short bullet points that convey the core findings of the article. Maximum length 85 characters including word spaces.

2. References: please use number system; and select recent references of special (*) or outstanding  (**) interest, with an annotation that gives a brief description of the major findings and the importance of the study.

3. Grants: If applicable, please ensure that any grants supporting your work are acknowledged in an Acknowledgement section at the end of the paper in front of the References.

4. Source files:  Please make sure that you upload the source files (.doc  or LaTeX) of your manuscript, since the typesetter cannot use a PDF. (PDFs of figures and tables are acceptable.)


To submit your revision, please do the following:
1. Go to: http://ees.elsevier.com/costbi/
2. Enter your login details
Your username is: anurag.sethi@gmail.com
For security reasons we are not able to show you your password here, if you do not remember your password or this is the first time you log-in, please click the "send password" link on the login page.
3. Click [Author Login]
This takes you to the Author Main Menu.
4. Click [Submissions Needing Revision]

Please note that this journal offers a new, free service called AudioSlides: brief, webcast-style presentations that are shown next to published articles on ScienceDirect (see also http://www.elsevier.com/audioslides). If your paper is accepted for publication, you will automatically receive an invitation to create an AudioSlides presentation.

I look forward to receiving your revised manuscript.

Yours sincerely,
Justyna Kasprzycka
Journal Manager

Elsevier
Radarweg 29
1043 NX Amsterdam
The Netherlands

E-mail: costbi@elsevier.com

Reviewers' comments:

Technical comment:
Please, add annotations in References section: The majority of the references (please aim to cite approximately 50) should come from the period under review (i.e. the past two years) and, in general, at least 10% of these should be selected and annotated as being papers of special interest (denote using *) or outstanding interest (denote using **). Annotated references MUST be from the past two years, and the annotation should provide a brief description of the major findings and the importance of the study. This is an essential part of each review and is very popular with our readers.

Reviewer #1: Sethi et al., in their review 'Reads Meet Rotamers: Structural Biology in the Age of Next Generation Sequencing' provide an excellent overview of the growth of genomic and structural biology data over years and how data integration at sequence-, structure- and network-level could enhance our understanding of the effect of rare and disease-causing mutations in  humans. The manuscript is well written, with adequate support from the illustrations. In short, a timely topic for COSB!

We feel that the review would benefit if it is a bit more focussed. Some of the issues which the authors need to address are as follows:
1.      In the classical sequence comparison section, the term 'dominant sequence' is not clear. Do the authors imply to 'reference sequence'?
2.      The vague reference to figure 2 in the text could be avoided. Instead the authors could provide references to figure 2 specific panels in the text. Also, the correspondence to the text and the figure 2 could be improved. For instance, the section corresponding to inter-species sequence comparisons discusses about identifying regions with positive or negative selection; figure 2a documents only similarity across species.
3.      While the interpretation that deleterious mutations would be under negative selection and hence will be less frequent is appropriate, the inverse that all less frequent alleles (rare alleles) would be under negative selection is not true. The authors should refrain from repeatedly suggesting using low allele frequency as a proxy for negative selection. Rare alleles might also indicate recent evolutionary origin or reminiscent of allele loss under neutral selection.
4.      Figure 2 is a bit vague and detailed legend for each panel, explicitly informing what the colors indicate, need to be provided. In figure 2e, the y-axis labels are missing. Is it a true data representation or just a cartoon illustration?
5.      Figure 4 is more generic and presents a good overview of node and edgetic perturbations. Specific examples with associated phenotypes will be more informative.
6.      The authors could refer the reader to Chem Rev. 2014; 114: 6844-79 and Mol Biosyst. 2012; 8: 27-32 for more information on effects of mutations on disordered regions.
7.      The authors could consider proposing a framework for systematic analysis of human genetic variation and its impact, as one of the main take home messages, such as the one suggested below.
Sequence (Intra- and inter-species) →  Structure (stability and activity) → Network (local and global effects)




Reviewer #2: Although the title of the manuscript is remarkable and the topic selected is very important in the area of systems biology, the manuscript looks like a draft of some ideas and is not well-structured.
- Included references are appropriate however they are not enough to cover the topic properly. There are many recent studies integrating mutation data into protein structures [pmids: 24550720, 23399932, 25986691 etc.], or reconstructing tissue/disease specific networks of protein interactions [pmids: 25513809, 23193266, 23383998, 23986566 etc.], or  reviewing data accumulation in the era  and many more which should be included. Actually, I suggest a more extensive literature scan for the selected topic.
- The flow of the manuscript should be extensively revised. In its current state, it is like a draft or an extended outline of the selected topic jumping from one topic to another one.
- There are many long pieces of text that are not referenced.
- Figures are not self-explanatory and even in the text they are not properly explained. Caption of Figure 4 is missing in the manuscript. In Figure 3 lower panel, authors should explain and comment how they can relate different functionally important sequence regions. pmid: 23364837 and 22153503 are very useful and should be included in the revised version.
- Highlights are not represented in detail in the manuscript. Also, some of these highlights are listed as a complete sentence some others not  which should be fixed. i.e. "Essential to integrate sequences, structures, and interaction networks information." A highlight should also emphasize why it is essential and for what it is essential.
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