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The manuscript "Leveraging multiple transcriptome assembly methods for improved structure annotation" 

describes mikado, a method to improve gene annotation by an ensemble approach.With the improvements 

in genome sequencing and assembly technologies, it is becoming much more feasible to obtain a genome 

assembly for a species of interest. This makes gene annotation a relevant problem. Mikado addresses this 

by combining the output of existing RNA-seq transcript reconstruction methods to improve the resulting 

predicted gene structure. The manuscript addresses an important issue and is well-written. The analyses are 

clear, detailed and informative. The mikado source code is available and looks to be in excellent state. There 

is exhaustive documentation and a high fraction of the code is covered by tests. In my opinion both the 

software and the manuscript are of high quality. With the documentation I could run the software on my 

own data without any major hurdles. I have some comments which are listed below.Major comments1. I can 

imagine that choosing the correct parameters is quite important to get high quality annotation output. 

However, this is not clearly described in the manuscript. For instance, how sensitive is the output to 

different scoring parameters? Will the ranking of mikado relative to other methods critically depend on 

parameter choice? From the documentation I gather that the scoring definition is quite flexible, which also 

makes it quite daunting. While I appreciate that careful species-specific optimization of the scoring falls 

outside the scope of this specific manuscript, but it would be good to at least discuss this.2. I strongly 

suggest that the authors make mikado (and all relevant dependencies) available through bioconda (see 

https://doi.org/10.1101/207092). While mikado itself is easy to install, I had a little more trouble with one 

of the dependencies (Portcullis).Minor comments1. Is there a reason that Tophat is used instead of HISAT2? 

It is my understanding that HISAT2 has superseded Tophat.2. When describing the BLAST-assisted 

procedure, please also describe in the main text that you use proteins from related species in the 

benchmark. This is an important detail. I know it is clearly mentioned in the methods section, but I had to 

specifically look for it.3. It would be helpful if all accession ids for the sequencing data were clearly 

mentioned under a header "data availability".4. p1: "one of the most commonly used technology" 
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