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Variant: NM_000018.4(ACADVL):c.1103A>C (p.GIn368Pro)
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439360 (ClinVar) (4 NM_000018.4:c.1103A>C
Gene: ACADVL (HGNC:37) NM_000018.4(ACADVL):c.1103A>C (p.GIn368Pro)

Condition: very long chain acyl-CoA dehydrogenase deficiency NC_000017.11:9.7223158A>C
(MONDO:0008723) CM000679.2:9.7223158A>C
Inheritance Mode: Autosomal recessive inheritance NC_000017.10:9.7126477A>C
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA8337965.html
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https://www.ncbi.nlm.nih.gov/gene/37
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https://cspec.genome.network/cspec/ui/svi/affiliation/50048

Evidence submitted by expert panel
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The ¢c.1103A>C (NM_000018.4) variant in ACADVL is a missense variant predicted to cause substitution of glutamine by proline at amino
acid 368 (p.GIn368Pro). Several individuals with this variant were identified by newborn screen or were identified in individuals without
additional laboratory data to support affected status, so this information is insufficient to use toward classification (PMID: 26385305,
31031081). This variant is only detected on one allele in gnomAD v2.1.1, which is lower than the ClinGen ACADVL Variant Curation Expert
Panel threshold (<0.001) for PM2_Supporting, meeting this criterion (PM2_Supporting). The computational predictor REVEL gives a score of
0.98, which is above the threshold of 0.75, evidence that correlates with impact to ACADVL function (PP3). In summary, this variant meets
the criteria to be classified as a variant of uncertain significance 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: PM2_Supporting,
PP3 (ACADVL VCEP specifications version 1; approved November 9, 2021).

Met criteria codes

PM2_Supporting v This variant is only detected on one allele in gnomAD v2.1.1, which is lower than the ClinGen ACADVL Variant
Curation Expert Panel threshold (<0.001) for PM2_Supporting, meeting this criterion (PM2_Supporting).

PP3 v The computational predictor REVEL gives a score of 0.98, which is above the threshold of 0.75, evidence that
correlates with impact to ACADVL function (PP3).

Not Met criteria codes

PP4 % Several individuals with this variant were identified by newborn screen or were identified in individuals without
additional laboratory data to support affected status, so this information is insufficient to use toward classification
(PMID: 26385305, 31031081).
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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