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Reviewer Comments to Author:

Yang et al present a method for simulation of nanopore sequencing data. The tool consists of two
components: a profiler to learn error probabilities from a training data set, and a simulator to generate
simulated data using the error profiles. In general, the method would be useful for practitioners working
with nanopore sequencing data. | have the following concerns:

Major:

1. The authors use mixture models to model sequencing errors (page 2, lines 58-63). However, it is not
clear in the manuscript how the models are learnt, ie, how the parameters are determined from real
data. Furthermore, of description of the Markov chain and its associate properties (such as "transitional

probability between two consecutive errors", "interarival time") is rather superficial. | believe these are
the core of the tool and hence need to be discussed in more details.

2. In the comparison section with ReadSim, | am not sure how the author ran ReadSim ( | do not find
what parameters were used). It appears that ReadSim simulated data closely similar to the E. coli R7.3
but not other datasets. Does it mean the parameters of ReadSim were tuned for R7.3 but not for other
chemistry? Nanosim used the error profiles specific to each chemistry, and hence it is expected that its
data were more similar to every dataset tested. | am curious to see how ReadSim performs on the error
profiles learnt by Nanosim -- ReadSim may not accept the full profiles as Nanosim, but | noticed that it
can take the error rates

Minor point:

1. Now that there are several R9 datasets available, | am wondering if the authors can make available
some training profile for R9 chemistry.
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