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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA229372.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/102546
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 c.1181A>C (p.Asp394Ala) variant in PAH has been reported in multiple Sicilian individuals with PAH deficiency (BH4 deficiency
excluded, PMID: 8268925). This variant is absent in population databases. This variant was detected with pathogenic variants: p.R261Q
(PMID: 8830172); IVS4+5G>T (PMID: 21837404). Computational evidence support a deleterious effect. In summary, this variant meets
criteria to be classified as likely pathogenic for PAH. PAH-specific ACMG/AMP criteria applied: PP4_Moderate, PM2, PM3, PP3.

Met criteria codes

PP3 a v Predicted deleterious in SIFT, Polyphen2, MutationTaster, REVEL=0.93

PM3 a v Found with R261Q, which is pathogenic 11 submitters in ClinVar parental testing not reported PMID: 8830172; in
trans with IVS4+5G>T (confirmed by testing in offspring) P 7 submitters PMID: 21837404

Family F32, genotype R261Q/D394A. R261Q (VarID 582, Pathogenic/LP in ClinVar) PubMed:8830172 [

PM2 v Absent from SIFT, gnomAD, 1000G, ESP

PP4_Moderate a v D394A seen in 1 patient with blood phe (313 umol/L). Other causes of hyperphenylalaninemia were ruled out with
normal urinary excresion of biopterin and neopterin, and no indication of acquired hyperphenylalaninemia. PMID:
8268925

53 unrelated patients presenting with blood phenylalanine levels persistently above 150 /unol/1. Diagnosis of PAH
deficiency was made when other potential causes of hyperphenylalaninemia had been ruled out The criteria for
inclusion were: normal serum tyrosine, normal urinary excresion of biopterin and neopterin, and no indication of
acquired hyperphenylalaninemia. D394A seen on 1 allele. PubMed:8268925 [4

Not Met criteria codes

PM5 a X Asp394Tyr and His likely pathogenic based on 1 submission each in ClinVar
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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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