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39772627512 HGVS expressions
1707703 (ClinVar) 4 NM_000018.4:c.1966T>A
Gene: ACADVL (HGNC:37) NC _000017.11:9.7225095T>A
Condition: very long chain acyl-CoA dehydrogenase deficiency CM000679.2:9.7225095T>A
(MONDO:0008723) NC _000017.10:9.7128414T>A
Inheritance Mode: Autosomal recessive inheritance CM000679.1:9.7128414T>A
UUID: 0a906e4f-b71a-403e-8791-eb24efee9601 NC_000017.9:9.7069138T>A
Approved on: 2022/9/23 NG _007975.1:9.10262T>A
Published on: 2022/9/23 NG_033038.1:9.14450A>T
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA397726273.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/1707703
https://www.ncbi.nlm.nih.gov/gene/37
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0008723
https://clinicalgenome.org/affiliation/50048
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The ¢.1966T>A variant in ACADVL is a stop-loss predicted to result in a 32-aa peptide extension at the C-terminus (PM4). This variant has
been identified in one individual as a heterozygote identified by abnormal newborn screening results suggestive of very long-chain acyl-
CoA dehydrogenase (VLCAD) deficiency (PMID: 30194637). This study also showed reduced VLCAD activity in patient lymphocytes,
however, this assay does not meet the requirements for use by the ClinGen ACADVL Variant Curation Expert Panel. This variant is absent
from gnomAD v2.1.1 (PM2_Supporting).In summary, this variant meets the criteria to be classified as uncertain for autosomal recessive
very long chain acyl-CoA dehydrogenase (VLCAD) deficiency based on the ACMG/AMP criteria applied, as specified by the ClinGen ACADVL
Variant Curation Expert Panel: (PM4, PM2_Supporting)

Met criteria codes

PM4 a v Additional 32-aa peptide at the C-terminus via stop-loss variant

PM2_Supporting B v Not present in gnomAD

Not Met criteria codes

PP3 a X Available computational evidence does not provide predictions for this variant.
PP4 a % Reported as a heterozygote with WT. Residual enzyme activity is ~33%, not meeting PP4_moderate.
PM5 a X c.1968A>C is at the same codon, but is not LP or P
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https://erepo.genome.network/evrepo/ui/summary/classification/0a906e4f-b71a-403e-8791-eb24efee9601/version
https://cspec.genome.network/cspec/ui/svi/affiliation/50048
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