Literature Review and Wed-Based Searches 
	PubMed (www.pubmed.ncbi.nlm.nih.gov) was searched for articles between May 1, 2020–June 30, 2020 using the following terms: BARD1, hereditary cancer, in vitro assay, functional characterization, biological function, sequencing, panel testing and next-generation sequencing. Articles containing studies addressing the following subjects were retrieved: i) BARD1 sequencing in hereditary cancer cases; ii) in vitro or in cellulo assays performed to functionally characterize BARD1 variants; and iii) association of BARD1 with cancer risk. Variants that appear in the Supplementary Table were identified in cancer cases from this literature review.
An ad hoc web-based search was performed to identify North American based commercial genetic testing companies that include BARD1 as a part of gene panel testing. 

Bioinformatic Tools Used for Evaluating Variants
· Variant effect predictor (VEP; grch37.ensembl.org/Homo_sapiens/Tools/VEP?db=core) was used to annotate variants with the following in silico tools:
· Combined Annotation Dependent Depletion (CADD) v1.4 [2]
· Eigen v1.1 [3]
· Meta Logistic Regression (MetaLR) [4]
· Meta Support Vector Machine (MetaSVM) [4]
· Protein Variant Effect Analyzer (PROVEAN) v1.1 [5]
· Rare Exome Variant Ensemble Learner (REVEL) [6]
· Variant Effect Scoring Tool (VEST) v4.0 [7]
· dbscSNV [8]
· Site-specific Phylogenetic analysis (SiPhy) [9]
· Phylogenetic P-values (PhyloP) 100 way in vertebrates [10]
· Genomic Evolutionary Rate Profiling (GERP++) [11]
· The following in silico tools were chosen as the algorithms were shown to have high performance characteristics across different data sets [12].
· Human Splicing Finder (Version 3.1; www.genomnis.com/access-hsf) was used to annotate variants for potential impact on splicing. 
· Varsome (www.varsome.com) [14] was used to determine the American College of Medical Genetics and Genomics (ACMG) classification (pathogenic, likely pathogenic, uncertain significance, likely benign, benign).
· ClinVar database (www.ncbi.nlm.nih.gov/clinvar/) [15] was used to determine the clinical interpretation of identified variants and was last accessed on June 22, 2020. 
· National Center for Biotechnology Information (NCBI) Protein (www.ncbi.nlm.nih.gov/protein/) was used to determine the protein domains of BARD1 (CAE48237.1). 
· BARD1 exon sizes were determined using the University of California Santa Cruz (UCSC; www.genome.ucsc.edu) Genome Browser [16]. 
· All frameshift, nonsense and canonical splice site (+/-5 nucleotides from the exon) variants were considered to result in loss of function. 
· All missense variants were considered potentially pathogenic if variants were predicted to be damaging in at least five out of seven in silico tools (CADD, Eigen, MetaLR, MetaSVM, PROVEAN, REVEL and VEST) and conserved in all three in silico conservation tools (SiPhy, PhyloP and GERP++). 
· Synonymous variants were assumed to be benign as they did not create cryptic splice sites based on in silico tools.


Informatic Tools Used to Evaluate Allele Frequency and Prevalence
· The Interactive Prevalence Tables From Multi-Gene Panel Testing: A collaboration between investigators from Mayo Clinic and Ambry Genetics® [1] (www.ambrygen.com/clinician/resources/prevalence-tool) was investigated for prevalence of pathogenic variants in BARD1 from a clinical testing company.
· Genome Aggregation Database (gnomAD v2.1.1 [non-cancer]; www.gnomad.broadinstitute.org) [13] was used to determine the allele frequency of BARD1 variants in non-cancer individuals across populations. 
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