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In this manuscript, the authors present a new pipeline for reconstruction of virus genomes from
multiple organs simultaneously. This will be a useful pipeline for analyzing virus data from processing
raw reads to downstream analysis as this tool can start working from the raw read data, can do both the
alignment of the read and then assembly of the virus genome as well as report the variants found in the
reconstructed genomes which will be helpful for the downstream analysis.

Major concerns:

1. As TRACESPipe is a computational pipeline for analyzing virus data, the features of TRACESPipe should
be compared with other existing pipelines, i.e., iVirus [1], VirMap [2] to highlight the novel features of
TRACESPipe tool and to highlight the difference of this tool from other existing tools.

2. As reconstruction of virus genome seems the main feature of TRACESPipe tool, this feature should be
evaluated more thoroughly. For synthetic datasets, the authors showed if the tool can detect the
presence of the virus and the breadth and depth coverage of the reconstructed genome in Table 2.
Besides this, in order to ensure the quality of the reconstructed genome, the authors should compare
the genome length of the reconstructed genome with the original one. This length comparison will show
the percentage of the genome recovered by the tool. To check the quality of the reconstructed genome,
the identity of the recovered genome with the original one should be reported. The identity can be
computed by several ways, i.e., the average nucleotide identity can be computed by Mummer "dnadiff"
program, or average nucleotide identity can be plotted by Mummerplot, or a similarity plot can be
generated by Blast.

Similarly, for real data, the assembled genomes should be evaluated more thoroughly. At least for the
three reconstructed genomes reported in the paper (B19V, JCPyV, and human mitogenome), the length
of assembled genome should be compared with the original one. Also, identity of the newly constructed
genomes with the original one should be reported.

3. As multiple instances of the same virus can be assembled from different organs, clarify how they are
going to be evaluated. For example, for real data, JCPyV virus was reconstructed from both kidney and
liver data. Give explanation on which instance of the assembled genome was picked up, what was the
criteria of identifying an assembly as a better one, was this process automatic or human intervention
was needed. If human intervention was needed, then give more explanation on how you had chosen a
better assembly for the JCPyV virus so that the future users of the tool will be aware of the process.

4. For real data, from figure 3 we can see that a number of viruses were present in the data. But, only
three reconstructed genomes were reported (B19V, JCPyV, and human mitogenome). Include the
assembly result for other viruses also, i.e., how much of those viruses were recovered by TRACESPipe
tool.



Minor concerns:

1. For synthetic datasets, mention total number of datasets.

2. For both synthetic and real data, provide a bit more details of applying different steps of TRACESPipe
tool. Describe outcomes of applying different modules (compression-based prediction, sequence
alignment, de novo assembly) of the tool to the synthetic and read datasets. Also describe outcomes of
applying different controls (redundancy control, database control, exogenous control) of the tool to
those datasets.

3. In "Real Data" section, in 2nd paragraph, "an identity of 99%", here specify what type of identity it is,
average nucleotide identity or amino acid identity. Also, specify how this identity was calculated.
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