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Dear Dr. Steindel,

My co-authors and I have revised our manuscript, JoVE60431 "Analyzing tumor gene expression factors with the CorExplorer web portal," in response to the editorial and peer reviews. A detailed list of changes to address specific points is given below. 

We greatly appreciate the constructive feedback and believe the concomitant changes have improved the manuscript significantly. We look forward to working with the JoVE staff on the next steps for publication and video presentation. 

Best regards,

Shirley Pepke, Ph.D.
Principal Scientist 
Lyrid, LLC

Editorial comments:
General:
1. We have more thoroughly proofread the completed manuscript for spelling and grammar errors.
2. William M. Nelson performed the work as an independent consultant (perhaps more common in bioinformatics than other fields?). 
3. Abbreviations are now defined at first use. 

Protocol:
1. We have modified the protocol to ensure it explicitly addresses "how" each step is performed. The individual step instructions have been limited to 2-3 actions and 4 sentences. 

Discussion:
1. We have rewritten the discussion sections with the following points in mind. 
a) Critical steps within the protocol - This is addressed in the 3rd paragraph. Generally, using clinical correlation (survival) and included biological knowledge from databases to filter the myriad factors for those most therapeutically relevant are particularly significant steps to make best use of the portal information. 
b) Any modifications and troubleshooting of the technique - We have addressed potential reasons for factors that lack annotation enrichments in paragraph 4 and how they might be investigated further for biological significance.
c) The significance with respect to existing methods - This is addressed in the paragraph 2, where we have now cited several related works and state how the CorExplorer differs. 

References
1. The references have been uniformly formatted as requested.

Table of Materials:
1. The Table of Materials now lists the web browsers that the site was tested on and also the details of the server configuration.


Reviewers' comments:
Reviewer #1: 
Minor Concerns:
I can think of two minor issues:
- Introduction section is brief and may miss important studies in the field. There are no mentions of other linear, nonlinear and hierarchical factor learning in cancer. So, the third paragraph of introduction needs to be expanded. 

We have cited additional other works in the second paragraph of the Discussion section. We feel it is appropriate to restrict the comparison to online tools for exploration of RNA-seq data based upon machine learning techniques, since the manuscript is primarily about the CorExplorer interactive server. 

- It is customary to specify the configuration of the hosted server in the manuscript for performance concerns. 

This is now listed in the Table of Materials.

- Factors related to specific genes can be searched, and they are highlighted and can be clicked on, but that factor is not highlighted in the new window. So, it is better, if possible, to highlight the factor in the new window

[bookmark: _GoBack]This should now be fixed. 


Reviewer #2:

- Authors should extend Section "Introduction" by taking into account other machine learning algorithms, well known gene expression analysis methods, and alternative portals dedicated to cancer studies. 

Paragraph 2 of the Discussion now cites some of the suggested references as well as a few others. 

- Section "PROTOCOL" is too technical and reflects more a user manual. Authors should describe the procedure in a more readable way.

We have attempted to tweak the protocol language so that it reads a bit more like a narrative. For instance, many connector phrases and words have been added to smooth out the presentation. It is also more hierarchically structured for readability. For instance, the text of the Protocol steps in sections 1 and 2 reflect the organization level of the steps, thus are more pedagogical.  

- The manuscript presents many figures, several in section "Discussion". The figures must be better integrated in the text and comprehensively described. Figure 1 must be improved and the graph must be reduced so that it does not overlap to the text.
In general, I suggest to improve the presentation of the web portal by writing the manuscript in a more clear way.

Five of the six figures are first referenced in the steps of the protocol. We have elaborated on the relevance to the specific steps. The figure captions have been expanded to be more explanatory. Figure 1 has been redone so there is no overlap. 
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