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Reviewer Comments to Author: 

The authors have thoroughly responded to all of my concerns, there are a few minor details remaining. 

1) Regarding point 1, "What are the NA values in TCGA data?" I am still not clear how this happened. Is it 

caused by different reference annotations being used or are these zero values that have been replaced 

with an NA? After alignment, if they used the same annotation, there should be no NA's, but only 

counts. It is useful to know exactly where this came from in the pre-processing pipeline. 

2)Regarding point 7 "Reading this paper in the context of current genomics research, it may be useful to 

compare against a model in the wide array of single-cell data imputation models. This is an application 

where I can see the author's method being applied.": 

I still don't fully understand the practical application of your method for RNA-Seq data. When is data 

missing for bulk RNA-seq data? For microarray I am able to understand it, however in my experience, 

missing values are not typically seen in bulk RNA-Seq data. In RNA-Seq, one would see counts that are 

lower than expected in a specific sample due to GC-content biases, or a count of zero when the true 

count is very low. In practical terms, when I run a bulk RNA-Seq experiment, how would I use your 

method?  Would it be to 1) replace genes with 0 counts with an NA? 2) to replace genes with a lower 

than expected count with an NA? 3) to be used in panel based sequencing similar to the LINCS L1000? 

If 1 or 2, how would be be able to distinguish between an abnormal count and a "true" count? If 3, then 

you would need to show imputation for a larger amount of missingness 

I think if this was further elaborated it would really strengthen the paper as well as give more credence 

to the percentages missing in your simulation. 

3) The authors state "In each missing scenario VAE has a smaller variance than KNN across ten trials (all 

p values <0.005)." What test was performed? 

4) Introduction, first sentence "researches" should be "researchers" 
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