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Reviewer Comments to Author: 

The authors present a new model that can call both SNPs and INDELs by expanding the number of 

possible allele states to 16. The paper is well written, the model is an interesting contribution, and the 

results are compelling. I would like to see a little more detail in a few sections of the paper.The standard 

method for communicating the true positive / false negative trade off in variant calling is a ROC-style 

line plot. The shape of this curve can be insightful for readers who need place their experiments at 

different points along this plot depending on the particulars of their experiment. Since table 2 only 

reports a single point on that curve, the readers do not have this context. It is also not clear that these 

numbers represent comparable points along their curves.I don't understand why the proportion of false 

positives in dbSNP v138 is interesting when calling against NA12878 and why having a higher proportion 

in dnSNP v183 is better. I recognize that these are polymorphic sites, but what about that property is 

relevant to this analysis?The model has several "empirically defined" parameters. It would be nice to 

describe this analysis so that users could modify the parameters for their own experiments. For 

example, the model will need to be retuned for long reads.16GT does not appear to support multi-

sample calling. I think the model presented here is good, but unless the software can handle many 

samples, or at least produce a GVCF, it may see little use.- Ryan Layer, University of Utah 
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