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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA229826.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/102880
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

Phenylketonuria VCEP

The ¢.856G>A (p.Glu286Lys) variant in PAH is present with low frequency in population databases (1.2e-4), and is predicted to be
deleterious using in silico algorithms. It has been identified in trans with pathogenic variants in two independent patients (R243Q, R241C),
and has been identified in a patients with Phenylketonuria in which a defect in BH4 metabolism has been excluded (PMID: 14722928,
24401910). Enzyme activity has been measured as 1% of wild type controls (BioPKU). In summary, this variant meets criteria to be
classified as pathogenic for PAH. PAH-specific ACMG/AMP criteria applied: PM2, PM3, PP4_Moderate, PS3, PP3.

Met criteria codes

PS3 v Enzyme activity 1% per BioPKU

PP3 B v in silico agree on damaging effect REVEL=0.971

PM3 a v Two independent patients reported, one in trans with R243Q and classic PKU, and one in trans with R241C and mild
PKU

Two independent patients reported, one in trans with R243Q and classic PKU, and one in trans with R241C and mild
PKU | PubMed:14722928 [4'

PM2 v Allele Frequency: 0.00012

PP4_Moderate a v BH4 defect excluded in all patients. One patient with classic PKU (Phe=1665umol/L) and one with mild PKU
(Phe=610umol/L) (PMID: 14722928). An additional patient with this variant reported with classic PKU (PMID:
24401910)

BH4 defect excluded in all patients. One patient with classic PKU (Phe=1665umol/L) and one with mild PKU
(Phe=610umol/L) PubMed:14722928 [4'

Single patient with classic PKU PubMed:24401910 [
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https://www.ncbi.nlm.nih.gov/pubmed/?term=14722928
https://www.ncbi.nlm.nih.gov/pubmed/?term=14722928
https://www.ncbi.nlm.nih.gov/pubmed/?term=24401910
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