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The authors provide a potentially useful dataset relating to transcripts from cultured SARS-CoV-2
material in a commonly used cell line (Vero). Relevant sequence data are publicly available and
descriptions on the preparation of these data are for the most part detailed and adequate, although this
is lacking at times. Although the authors state that this dataset overcomes the limitations of available
transcriptomic datasets, | do not believe this to be an accurate statement; based on comparable
published work in this cell line, transcriptional activity is expected to peak at approximately one day post
infection (Chang et al. 2021, Transcriptional and epi-transcriptional dynamics of SARS-CoV-2 during
cellular infection), with the 96 hour period of infection described likely representing overlapping cellular
infections of different stages. Secondly, many in the field have moved to use more appropriate cell lines
in place of the Vero African Monkey kidney cell line, to better reflect changes in transcription during the
course of infection in human and/or lung epithelial cells (See Finkel et al. 2020, The coding capacity of
SARS-CoV-2). Lastly, the study would ideally be performed with a publicly available SARS-CoV-2 strain, as
has been the case for earlier studies of this nature to allow for reproducibility and extension of the work
presented by others. That said, the data are publicly available and could be of use.

Primary comments

| think that a statement detailing the ethics approval for this work would be essential, given materials
used were collected from posthumously from a patient. Similarly, were these studies performed under
appropriate containment, given classifications of SARS-CoV-2 at the time of the study?

| do not know what the authors mean in reference to a 'mixed time point sample' for the one direct RNA
sample in this study; could this please be clarified?

Secondary comments

| believe the authors may over-simplify discontinuous extension of minus strands in saying that 'The
gRNA and the sgRNAs have common 3'-termini since the RdRP synthesizes the positive sense RNAs from
this end of the genome'. Each of the 5' and 3' sequence of gRNAs/sgRNAs are shared through this
process of replication.

'Infections are typically carried out using fresh, rapidly growing cells, and fresh cultures are also used as
mock-infected cells. However, gene expression profiles may undergo alterations non-infected cells
during the propagation therefore, we cannot decide whether the transcriptional changes in infected are
due to the effect of the virus or to the time factor of culturing. This phenomenon is practically never
tested in the experiments.' | do not follow what these sentences are referring to.

'Altogether, we generated almost 64 million long-reads, from which more than 1.8 million reads mapped
to the SARS-CoV-2 and almost 48 million to the host reference genome, respectively (Table 1). The
obtained read count resulted in a very high coverage across the viral genome (Figure 1). Detailed data



on the read counts, quality of reads including read lengths (Figure 2), insertions, deletions, as well as
mismatches are summarized in Supplementary Tables.' Could this perhaps be more appropriately placed
in the data analysis section, rather than background?
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