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Gene: PAH (HGNC:5053) NC 000012.12:9.102840499T>C
Condition: phenylketonuria (MONDO:0009861) CM000674.2:9.102840499T>C
Inheritance Mode: Autosomal recessive inheritance NC_000012.11:9.103234277T7>C
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Phenylketonuria VCEP

The c.1216A>G (p.lle406Val) variant in PAH is reported in an individual with PKU. Dihydropteridine reductase activity, urinary biopterin
and neopterin ratio, and tetrahydrobiopterin loading were collected. (PMID: 26503515) This variant has a low frequency in ExAC/gnomAD
(MAF=0.00016) and is absent from 1000G. A deleterious effect is predicted by SIFT, Polyphen, and MutationTaster. Another missense
variant at this amino acid is interpreted as likely pathogenic by our PAH VCEP (p.1406T). In summary, this variant meets criteria to be
classified as likely pathogenic for PAH. PAH-specific ACMG/AMP criteria applied: PM2, PM5, PP4_Moderate, PP3.
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Met criteria codes

PP3 B v Support a deleterious effect: deleterious by SIFt, possibly damaging by Polyphen, and damaging by MutationTaster
PM5 a v 1406T curated as likely pathogenic

PM2 v Low AF in EXAC/gnomAD: (MAF:0.00016) and absent from 1000G.

PP4_Moderate a v Seen in an individual with PKU. Biochemical testing data, including plasma phenylalanine (Phe) levels,

dihydropteridine reductase activity, urinary biopterin and neopterin ratio, and tetrahydrobiopterin loading, were
collected. PMID: 26503515.

Seen in an individual with PKU. These patients were diagnosed at birth either through a neonatal screening program
or based on clinical presentation. Biochemical testing data, including plasma phenylalanine (Phe) levels,
dihydropteridine reductase activity, urinary biopterin and neopterin ratio, and tetrahydrobiopterin loading, were
collected. | PubMed:26503515 [
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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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