Dear reviewer 1,

Thank you for your comments and for the kind words regarding our tool. We hope that we have adequately addressed your comments as follows.
POINT 1: I think the tool might be even more useful if the authors consider user needs in a broader context. The program, as it is, leaves uncovered rather many common tasks in virome research. The authors entirely disregard the existence of frequency tables, and the possibility of simultaneous processing of several samples of common origin (a set of samples compared within a study, be it a set of individuals, or sites). This may be for instance an association study of the virome with a condition that need not be viral (sputum virome with exacerbation of COPD, gut virome and Crohn disease etc). There a very complex viromes must be explored in dozens or even hundreds of samples. Then the frequency (OTU-like) tables are produced, containing the counts of reads mapped to individual contigs. A common task for the researcher is then to browse through "differentially expressed" contigs or their clusters and assess whether the significant difference in read coverage between cases and controls belongs to anything interesting. Good inspiration might be the Shiny Phyloseq app for bacteriomes.
To this end, the tool would greatly benefit from adding the functionality for comparing data across samples, i.e. from importing and processing read abundance tables. Now it is entirely impossible to discern an important signal of a causative virus from ever-present background caused for instance by the "kitome".
I have implemented the ability to load bam files into the application to be able to include the read counts associated with the loaded contigs. The read mappings are extracted from the bam files and added to the heatmap as a form of annotation. Due to the relatively large size of the BAM files of the example data these data cannot be shipped with the application itself, therefore I have made a relatively small test dataset available as supplemental data.
I may not completely understand the second point you are making, but it is possible to process several samples of a common origin and compare them. This can be done be loading in multiple contig, read mapping files and annotation files and compare them in the heatmap.
The comparison of hundreds of samples and performing statistical test on the differences of these hundreds of samples is no the aim of the viromebrowser. The viromebrowser was mainly build to aid the comparison of several samples and the extraction of specific viral contigs from the annotation results.
POINT 2: I might not have understood the program well - but when testing it, I detected some very strange behaviour.  I evaluated the app in parallel with manual inspection of the source files on Github.
1. a) The test file "example 1" has 8 contigs. However, the tab "Annotation Files" shows only Contig1 for each file.id (it says "The first line of each imported and parsed file is shown"). Why? Where are the remaining contigs and what is the reason for hiding them? If you worry about space, pack them and make a "+" icon for unpacking.

I have made it possible to view all the annotation data in the table in the first tab of the application. The reason for only showing a small portion of the imported data was indeed space, but have been able to solve that issue.

2. b) Interactive data browser: I spent nearly half an hour figuring out how to switch off the filter. First you must go down and unclick the "Use default settings" (that however does NOT display the default setting! It displays "All" in all fields, which is not true) and then go back to the top and "Apply Filter", although there is actually NO FILTER SPECIFIED. This use of the "Apply filters" is extremely contra-intuitive and user-unfriendly. It is incorrect to actually apply criteria buried deep in the paper while displaying "all" in the filter characteristics. This must be fixed.

The annotation filtering table has been made more prominently visible in the heatmap tab. I have also made it clear in the filter bar itself what default settings have been set.

3. c) Sequence Information tab: Again, I was puzzled by the fact that the contigs are first filtered in the seemingly unrelated tab "Interactive Data Browser" and only then displayed using a tab "Sequence Information". It should be a visualization tool, so please make sure the users understand what they visualize and what the sequence of events is before they browse the result. The left pane is nearly empty, kindly use the empty space for listing the parameters of filtering and possibly also the results of filtering.
 I have indicated in the sequence information tab what filters and selections have been made in the previous tab to make it clear that the sequence information is a table displaying the annotation results as selected by the user in the previous menu.
 Minor points:
- "Currently, BLAST-like tabular format is allowed" (vignette) - this is a great disadvantage. Blast produces many other, better outputs than tables (xml, for instance); parsing one type of annotation into another is nothing that can be done by users inexperienced in bioinformatics.
I fully agree that BLAST format is not the only format out there and this is a limitation of the application. I also agree that the parsing of BLAST format cannot be done by inexperienced bioinformaticians. Therefore, I have implemented several functions to parse the annotation files which means that default “format 6” BLAST tabular format is now accepted as an input. This requires the loading of the rankedlineage.dmp file which can easily be downloaded and unzipped from ftp://ftp.ncbi.nlm.nih.gov/pub/taxonomy/new_taxdump/. The BLAST format only requires BLAST to be run using the -f6 flag and -taxids flag to return tabular output including taxonomic identifiers. Any further simplification would require me to implement BLAST itself in the app, which is not the goal of the application. To deal with the fact that BLAST can give multiple annotation results per contig I have also implemented a lowest common ancestor (LCA) approach to determine which taxonomic lineage can be confidently assigned to the contig.
- Why the Sequence Information -> Annotation Table cannot be expanded vertically? Only two rows are visible. This is extremely annoying.
This was solved by expanding the table vertically by default.
- Export All tool exports only displayed contigs, definitely not all.
I have indicated that the downloaded contigs are the filtered contigs.
- The graphics of the heatmap should be more condensed. Too large rectangles add no information, and may easily fill even a big screen.
This is an artifact of having only a few annotations and files loaded in the application (and an artifact of the interactive heatmap library I use). Loading in more samples and displaying more annotations will automatically scale the heatmap tiles and show smaller rectangles.
- What are the colors in the heatmap? Why there is no legend? The use of heatmap suggests some quantitative information, when there is actually none. An abundant virus might realistically assemble into one full contig (parvovirus) and this single contig will score less than countless fragments of a poorly covered virus that will score one point for each contig. The abundance info should be definitely incorporated.
 The colors in the heatmap have a legend now to indicate the numbering. There is now an option to choose what to display as the filling of the heatmap: contig counts, absolute read counts or total read scaled read counts. This should give the user a better impression of the abundance of different microbes.
In conclusion, this piece of software somehow lacks thorough documentation (so this reviewer - despite being an author to another virome analysis tool - did not understand what to do), and it may be significantly improved by adding quantitative aspects of virus mapping, similar to its counterparts from bacteriology (Shiny Phyloseq). In my opinion, the paper itself it written well, but the piece of software would deserve some additional work before the paper can be published. The idea behind the work is commendable, and the authors are indisputably one of the best virology teams in Europe. I am sure they can easily improve the tool in order to help the community!
I have added some additional information to the documentation and have expanded the application by including read counts as a measure of comparison between samples and some other features. I hope that these extensions of the software suffice as additional work as you have requested.

P.S. 
Due to the long process of getting R packages approved and ready on the central CRAN repository, please use the following commands to install the new development version of the viromebrowser directly from github using Rstudio:
install.packages("devtools")
library(devtools)
install_github("dnieuw/viromebrowser")
