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Evidence submitted by expert panel


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA401363371.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/984801
https://www.ncbi.nlm.nih.gov/gene/2548
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0009290
http://clinicalgenome.org/affiliation/50009
https://cspec.genome.network/cspec/ui/svi/affiliation/50009

Lysosomal Diseases VCEP

This variant, c.763C>T (p.GIn255Ter), is a nonsense variant that is predicted to result in nonsense medicated decay and lack of gene
product, meeting PVS1. The variant is absent in gnomAD v2.1.1, meeting PM2. It has been reported in trans with c.670C>T (p.Arg224Trp)
in an individual with infantile-onset Pompe disease who meets the ClinGen LSD VCEP’s specifications for PP4 (PMID 25026126). The in
trans data from this patient was used in the assessment of p.Arg224Trp, and was not included here in order to avoid circular logic. It was
also found in a heterozygote, identified by newborn screening (PMID 23430949). There is no ClinVar entry for this variant. In summary, this
variant meets the criteria to be classified as pathogenic for Pompe disease. GAA-specific criteria applied, as specified by the ClinGen LSD
VCEP: PVS1, PM2, PP4.

Met criteria codes

PVS1 a v This is a nonsense variant which is predicted to result in nonsense mediated decay and lack of gene product,
meeting PVS1.

PM2 a v This variant is absent in gnomAD v2.1.1, meeting PM2.

PP4 B v One individual with this variant has been reported with <1% residual GAA activity (PMID 25026126), meeting PP4.

Not Met criteria codes

PM3 a P 4 This variant has been reported in trans with c.670C>T (p.Arg224Trp) in an individual with infantile-onset Pompe
disease who meets the ClinGen LSD VCEP’s specifications for PP4 (PMID 25026126). The in trans data from this
patient was used in the assessment of p.Arg224Trp, and was not included here in order to avoid circular logic.
Therefore, PM3 is not met based on currently available evidence.
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https://erepo.genome.network/evrepo/ui/summary/classification/24039e0f-56fe-4560-913a-4fc9c4967106/version
https://www.ncbi.nlm.nih.gov/pubmed/?term=23430949
https://www.ncbi.nlm.nih.gov/pubmed/?term=25026126

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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