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Gene: PAH (HGNC:5053) NM_000277.2:c.521T>C
Condition: phenylketonuria (MONDO:0009861) NC_000012.12:9.102855321A>G
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA229604.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/102721
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 ¢.521T>C (p.llel74Thr) variant in PAH has been reported in 2 individuals with PKU (BH4 deficiency excluded). (PP4_Moderate; PMID:
9634518). This variant is absent from ExAC/gnomAD, 1000 Genomes, ESP (PM2). This variant has 1-15% enzyme activity (PS3; PMID:
11161839). This variant was detected in with p.F299C (P/LP, 6 submitters) (PM3; PMID: 23842451). Computational prediction tools and
conservation analysis suggest that the variant may impact the protein (PP3). In summary, this variant meets criteria to be classified as
pathogenic for PAH. PAH-specific ACMG/AMP criteria applied: PP4_Moderate, PS3, PM2, PM3, PP3

Met criteria codes

PM2 v Absent from ExAC/gnomAD, 1000 Genomes, ESP

PM3 B v detected with p.F299C (P/LP, 6 submitters) 23842451

patient genotype: p.1174T/p.F299C (P/LP, 6 submitters) PubMed:23842451 [

PP4_Moderate a v 174T detected in 2 patients. BH4 deficiency was excluded. PMID: 9634518

I174T detected in 2 patients. In all patients, hyperphenylalaninemia had been detected by national mass screening
programs, and PAH deficiency had been assessed after exclusion of a defect in tetrahydrobiopterin metabolism.
PubMed:9634518 [

PS3 v PAH enzyme activity in two heterologous in vitro expression systems was 1-15% for the 1174T mutant. PMID:
11161839

PAH enzyme activity in pcDNA3/IVT: 10%;15% and pET/E. coli: 1.0% +/- 0.7. The data for the bacterial expression
represent three independent experiments. PubMed:11161839 £

PP3 B v Multiple lines of computational evidence support a deleterious effect (SIFT, PolyPhen2, MutationTaster,
REVEL=0.971)
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