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The method described here is of great value to the field. The lack of good truth sets plague SV detection, 

and the manual validation of thousands of SVs with PCR does not scale. Long reads can help here, and 

VaPoR puts forward a good framework for using this data.Major issues:In the context of disease 

analysis, correctly differentiating between a HET and a HOM ALT is nearly as important as validating the 

existence of the SV. The authors do address this to some extent by separating results for predicted HET 

and HOM ALT SVs, but it is not clear to me how to covert a VaPoR score to a genotype and if the true 

positive criteria required a matching genotyped. I would strongly suggest that the authors dig deeper 

into this issue and report the proportion of HETs that were correctly called HET, HETs called HOM ALT, 

etc. across read depths. This information would be of great value to readers that are considering long 

read validation.It is not clear to me how VaPoR deals with imprecise breakpoints? Figure 3c,d give good 

results when the breakpoint is shifted +- 200bp. Does this mean that VaPoR can be used on breakpoints 

with at most a 200bp confidence interval? I think it is worth clearing this up considering that there are 

nearly 30K deletions (>50bp) in the 1000 genomes phase3 SV call set with non zero confidence intervals, 

and the mean size of those confidence intervals is >200bp. The commands I used to get to this result is 

below:bcftools view -G ALL.wgs.integrated_sv_map_v2.20130502.svs.genotypes.vcf.gz \| bcftools query 

-f "%CHROM %POS %END %SVTYPE %CIEND %CIPOS\n" \| grep DEL \| awk '$3-$2>50' \| awk '$5 != "."' 

\| grep -v "0,0" \| tr ',' ' ' \| awk '{print -1*$5+$6,-1*$7+$8;}' \| tr ' ' '\n' \| meanQuestions:What are 

some examples of large variants with "few, if any, long reads that can traverse the predicted SV"? How 

many variants are expected to be in this class?Can VaPoR be used to clean up the alignments of long 

reads around SVs? In my experience many alignments continue past the breakpoints leading to a large 

amount of noise. It would seem that this process could be used to correct some of this issues.-Ryan 

Layer, University of Utah 
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