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ALL.wgs.mergedSV.v8.20130502.svs.genotypes.vcf.gz.

The short read data from the HG001/NA12878 genome is publicly available under ERA run accession ERR194147 [https://www.ebi.ac.uk/ena/browser/view/
ERR194147]. The short read data from the HG002/NA24385 genome and parental genomes HG003/NA24149 and HG004/NA24143 are available under BioProject
accession PRJNA200694 [https://www.ebi.ac.uk/ena/browser/view/PRJNA200694]. The precise list of run accession numbers we used for HG002 and his parents is
given in the Supplementary Note 2.

The GIAB short read reference set for HG001/NA12878 was obtained from ftp://ftp-trace.ncbi.nlm.nih.gov/giab/ftp/technical/svclassify_Manuscript/
Supplementary_Information/Personalis_1000_Genomes_deduplicated_deletions.bed and the long read reference call sets from ftp://ftp-trace.ncbi.nlm.nih.gov/
giab/ftp/data/NA12878/NA12878_PacBio_MtSinai/NA12878.sorted.vcf.gz. The preliminary variant set for HG002 is available at ftp://ftp-trace.ncbi.nlm.nih.gov/
giab/ftp/data/AshkenazimTrio/analysis/NIST_SVs_Integration_v0.6/HG002_SVs_Tier1_v0.6.vcf.gz and the high-confidence regions for HG002 at ftp://ftp-
trace.ncbi.nlm.nih.gov/giab/ftp/data/AshkenazimTrio/analysis/NIST_SVs_Integration_v0.6/HG002_SVs_Tier1_v0.6.bed.

The short read data of the Polaris HiSeq X Diversity cohort is publicly available under BioProject accession PRJEB20654 [https://www.ebi.ac.uk/ena/browser/view/
PRJEB20654] and the Polaris HiSeq X Kids cohort under BioProject accession PRJEB25009 [https://www.ebi.ac.uk/ena/browser/view/PRJEB25009].

We obtained the human reference genome GRCh37 from ftp://ftp.1000genomes.ebi.ac.uk/vol1/ftp/technical/reference/phase2_reference_assembly_sequence/
hs37d5.fa.gz and downloaded GRCh38 on June 14th, 2017 from ftp://ftp.ncbi.nlm.nih.gov/genomes/all/GCA/000/001/405/GCA_000001405.15_GRCh38/
seqs_for_alignment_pipelines.ucsc_ids/GCA_000001405.15_GRCh38_full_analysis_set.fna.gz using bwakit (0.7.15).

Access to raw Icelandic sequence data is restricted by Icelandic state law and can be given through collaboration with KS.

Previously published datasets were used, no sample size was selected. Simulation was carried out on a range of 1 to 1000 samples. The data
sets were selected to cover different evaluation aspects, i.e. simulated data with ground truth, public benchmark data with reference sets, trio
data for analysis of inheritance patterns, and Icelandic data to test scalability.

Due to unavailability of the data of one Polaris offspring (ERR2304561), this sample and corresponding parents had to be excluded from the
analysis of the Polaris trios.

Not applicable since the study focus is a new computational method. A variety of different data sets each of considerable size was used to
assess the performance of the new method in various ways.

Count matrix of variants identified in the Polaris Diversity cohort were shuffled before PCA.

Not applicable as no subjective evaluations were performed.




