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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA16020729.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/557124
https://www.ncbi.nlm.nih.gov/gene/5053
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0009861
http://clinicalgenome.org/affiliation/50015
https://cspec.genome.network/cspec/ui/svi/affiliation/50015

The ¢.127G>T (p.Glu4d3*) variant is a nonsense variant in exon 2 of 13 in PAH, predicted to undergo nonsense mediated decay with the
truncated region critical to protein function. It has been reported in 2 individuals with PKU (BH4 deficiency not excluded). (PP4; PMID:

26503515). This variant is absent from population databases (PM2). In summary, this variant meets criteria to be classified as pathogenic
for PAH. PAH-specific ACMG/AMP criteria applied: PVS1, PM2, PP4.

Met criteria codes

PP4 a v Variant is reported in 2 patients from mainland China in a cohort study. BH4 deficiency not ruled out.
PubMed:26503515 [

PM2 v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PVS1 a v Nonsense variant in exon 2 of 13, predicted to undergo nonsense mediated decay with the truncated region critical
to protein function
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