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CA2296501 HGVS expressions
102780 (ClinVar) (£ NM_000277.1(PAH):c.673C>G (p.Pro225Ala)
Gene: PAH (HGNC:5053) NM_000277.1:c.673C>G
Condition: phenylketonuria (MONDO:0009861) NC_000012.12:9.102855169G>C
Inheritance Mode: Autosomal recessive inheritance CM000674.2:9.102855169G>C
UUID: a087e449-d830-49e4-bceb-5990ab49123a NC_000012.11:9.103248947G>C
Approved on: 2021/2/14 CM000674.1:9.103248947G>C
Published on: 2021/6/9 NC_000012.10:9.101773077G>C
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Evidence submitted by expert panel

Phenylketonuria VCEP

The c.673C>G (p.Pro225Ala) variant in PAH has been reported in 1 individual with classic PKU (BH4 deficiency excluded, PMID: 29499199).
This variant is absent in population databases. Multiple lines of computational evidence support a deleterious effect. Another missense
change at the same amino acid, p.Pro225Thr, is interpreted as pathogenic by multiple submitters in ClinVar (variation ID 102779). In
summary, this variant meets criteria to be classified as likely pathogenic for PAH. PAH-specific ACMG/AMP criteria applied: PP4_Moderate,
PM2, PM5, PP3.
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Met criteria codes

PP4_Moderate a v Detected in a Chinese patient with classic PKU. urinary pterin analysis and a DHPR activity assay were also carried
out to distinguish between PAH deficiency and tetrahydrobiopterin deficiency, in addition to sequencing of PAH, PTS,
QDPR, GCH1 and PCBD1lgenes. PMID: 29499199

PP3 E v Predicted deleterious in SIFT, PolyPhen2, MutationTaster, REVEL=0.986
PM2 v Absent from controls in EXAC, gnomAD, 1000 Genomes, ESP
PM5 a v p.P225T pathogenic 2 submitters
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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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