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Tracing the pathogenic PLN p.(Arg14del) variant across the globe; more than just a local curiosity 
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Supplementary Note
Identity-By-Descent (IBD) analysis: 
If none of the 23 SNPs were shared, SNPs between the first two originally selected SNPs surrounding PLN c.40_42delAGA were selected (genomic interval of approximately +/- 200kb) and SNP phasing was performed with beagle v5.5 (1) at default settings using the 1000 Genomes Project bi-allelic SNP dataset as a reference panel. IBD between PLN p.(Arg14del) carriers from the Netherlands and from other countries was measured with PLINK v1.9 (2) using the ‘—cluster’ and ‘—mds-plot 3’ settings. SNPs in linkage disequilibrium were pruned before the IBD analysis with PLINK v1.9 using ‘—indep-pairwise’, a window size of 50, a step size of 5, and an R2 threshold of 0.4. Multidimensional scaling plots were visualized in R using ggplot2 (3). Subsequently, estimated haplotypes were compared between populations based on phased SNPs in the same region surrounding PLN c.40_42delAGA. A distance matrix between haplotypes was calculated using the manhattan distance, and haplotypes were clustered based with complete linkage using the ‘dist’ and ‘hclust’ methods in R respectively. 
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Supplementary Figures
Supplementary Figure 1 Schematic representation of haplotype analyses. 
Genomic positions of A) genetic markers, or B) 23 highly frequent single nucleotide polymorphisms (SNPs) surrounding the PLN p.(Arg14del) variant in whole genome sequencing data.

Supplementary Figure 2 Multidimensional scaling plot demonstrating genetic clustering of Icelandic samples with Dutch PLN p.(Arg14del) individuals 
Panel A shows that Icelandic samples (green circles) cluster closely with Dutch PLN p.(Arg14del) individuals (blue circles) on the first two dimensions of genetic variation. Although in dimensions XX (panel B and C) Icelandic samples do not overlap with Dutch samples, four Dutch samples cluster more closely to Icelandic samples than other samples. Controls included one Dutch individual without the PLN p.(Arg14del) variant (purple circle) and a publicly available Northern European ancestry sample from Utah (red circle). Abbreviations: Dim: dimension.
Supplementary Figure 3 Dendogram showing the genetic relationship between Icelandic and Dutch p.(Arg14del)-positive individuals 
Each leaf corresponds to an Icelandic (“Carrier…”) or Dutch sample (“NL…”). Samples that are genetically related are combined into branches.  
