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repository [https://doi.org/10.5281/zenodo.5080229][83]. For replication purposes, publicly available data were obtained from GTEx [https://www.gtexportal.org/
home/datasets] (RNA-seq and cis-eQTL results), GSE128188 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE128188] and PXD006675 [https://
www.ebi.ac.uk/pride/archive/projects/PXD006675]. Additionally, the following annotations were used Ensembl BioMart GRCh37.p13: hg19 and Ensembl Variant
Effect Predictions [http://feb2014.archive.ensembl.org/biomart/martview/], 1000 Genomes Phase 3 genotypes [https://www.internationalgenome.org/], GWAS
catalog [https://www.ebi.ac.uk/gwas/] (2019-11-26), Roadmap Epigenomics E104_15_coreMarks_dense.bed [https://egg2.wustl.edu/roadmap/data/byFileType/
chromhmmSegmentations/ChmmModels/coreMarks/jointModel/final/], E-MTAB-6014 capt-CM-replicated-interactions-1kb.bedpe [https://www.ebi.ac.uk/
arrayexpress/experiments/E-MTAB-6014/], ReMap2018 v1.2 [http://pedagogix-tagc.univ-mrs.fr/remap/download/remap2018/hg19/MACS/
remap2018_nr_macs2_hg19_v1_2.bed.gz], TargetScan 7.2 [http://www.targetscan.org/vert_72/vert_72_data_download/
Predicted_Target_Locations.default_predictions.hg19.bed.zip], GSE133833 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE133833] and ENCODE eCLIP
HepG2/K562 data [https://encodeproject.org].

Analyses were exploratory in nature. Therefore No sample size calculation was performed. Sample size was limited by the limited availability
of human heart tissue samples. Prior cis-eQTL studies with similar sample sizes in the literature showed that power for detecting strong cis-
eQTL is sufficiently high (GTEx sample size vs number of eQTL, PMID: 29022597). Most other multi-omics studies to date have relied on similar
sample sizes, in particular, when cardiac tissue samples were involved (PMID: 29555953 [N = 60], 30562113 [N = 65]).

Samples (genotyping, gene expression microarrays and proteomics measurements) were excluded from the QTL or integrated analyses based
on availability of biomaterial and data quality control criteria defined in the methods section.

Cis eQTL findings were succesfully replicated in atrial tissue from GTEx. No replication data set with proteomics QTLs in atrial tissue was
available. Differential expression of core gene candidates was replicated in previously published RNA-seq (GSE128188) and proteomics
(PXD006675) experiments. Western blot analysis was done using biological replicates of individuals with different genotypes of rs9481842 (n
(TT) = 14, n(TG) = 11, n(GG) = 4) and no technical replicates were used. No additional replication experiments were carried out.

We report on an observational study, therefore no experimental groups were assigned. Potential confounding factors were included in the
analyses as covariates.

Investigators were blinded to diseases status during the data collection. For QTL analysis blinding is not relevant as the grouping of samples is
based on genotypes and changes for each SNP. For the analysis of the association of omics and AF phenotype blinding is not possible.

NKX2-5 (ab205263, clone: EPR20168, Lot: GR3198814/2)

alpha actinin (CST #3134, Lot: 2/2020 )

GAPDH (CST #3683, Lot: 4/2020)




