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"interpretations": [

{

"id": "propositus",

"progressStatus": "SOLVED",

"diagnosis": {

"disease": {

"id": "OMIM:148820",

"label": "Waardenburg syndrome, type 3"

},

"genomicInterpretations": [

{

"subjectOrBiosampleId": "propositus",

"interpretationStatus": "CAUSATIVE",

"variantInterpretation": {

"variationDescriptor": {

"id": "var_glyvibsLWJwJucNcxQaSJJoYN",

"geneContext": {

"valueId": "HGNC:8617",

"symbol": "PAX3"

},

"expressions": [

{

"syntax": "hgvs.c",

"value": "NM_181458.4:c.251C>T"

},

{

"syntax": "hgvs.g",

"value": "NC_000002.12:g.222297048G>A"

}

],

"vcfRecord": {

"genomeAssembly": "hg38",

"chrom": "chr2",

"pos": "222297048",

"ref": "G",

"alt": "A"

},

"moleculeContext": "genomic",

"allelicState": {

"id": "GENO:0000136",

"label": "homozygous"

}

}

}

}

]

}

}

],

Figure S1: Representation of a single-nucleotide variant deemed to be causative for Waardenburg syndrome type 3
in an individual with the subject identifier “propositus”. The pyphetools library uses the application programmer’s
interface (API) of VariantValidator to retrieve information about the variant based on its representation in Human
Genome Variation Society (HGVS) nomenclature. Additional information includes the affected gene, genomic HGVS
syntax, and a representation of the variant in Variant-Call Format (VCF)-like syntax.
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"interpretations": [

{

"id": "F34 IV-3",

"progressStatus": "SOLVED",

"diagnosis": {

"disease": {

"id": "OMIM:606658",

"label": "Spinocerebellar ataxia 15"

},

"genomicInterpretations": [

{

"subjectOrBiosampleId": "F34 IV-3",

"interpretationStatus": "CAUSATIVE",

"variantInterpretation": {

"variationDescriptor": {

"id": "var_RfhzsSQIduiweooboWpdOagcB",

"label": "DEL423kb",

"geneContext": {

"valueId": "HGNC:6180",

"symbol": "ITPR1"

},

"moleculeContext": "genomic",

"structuralType": {

"id": "SO:1000029",

"label": "chromosomal_deletion"

},

"allelicState": {

"id": "GENO:0000135",

"label": "heterozygous"

}

}

}

}

]

}

}

],

Figure S2: Representation of a chromosomal deletion. The medical literature contains many case reports in which
structural variants, defined here as variants that are at least 50 nucleotides in size but may extend to hundreds of
thousands or millions of nucleotides, are represented only by a qualitative description. For instance, here the variant in
the original publication was represented as “DEL423kb”. The genotype of the variant is represented, as with smaller
variants, using a term from the GENO ontology (heterozygous).
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