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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA6748732.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/853581
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


This c.1174T>A (p.F392I) variant was documented 19 times in patients with PAH deficiency; DHPR activity, biopterin and/or pteridine

analysis was performed to rule out other causes of hyperphenylalaninemia (PMID: 26503515, 30459323, 26322415, 30747360). This

variant was detected in at least 8 mild hyperphenylalaninemia (MHP) patients and 1 classical PKU patient with a pathogenic variant in

trans (PMID: 24401910, 29316886, 30050108, 31445982). This missense variant is predicted to be damaging (SIFT), probably damaging

(PolyPhen2), and disease causing (MutationTaster). In summary, this variant meets criteria to be classified as pathogenic for PAH. PAH-

specific ACMG/AMP criteria applied: PP3, PP4_moderate, PM3_very strong.

Met criteria codes

PP3   Predicted to be damaging (SIFT), probably damaging (PolyPhen2), Disease causing (MutationTaster)

PM3_Very

Strong

  This variant was detected in at least 8 mild hyperphenylalaninemia (MHP) patients and 1 classical PKU patient with a

pathogenic variant in trans (PMID: 24401910, 29316886, 30050108, 31445982).

This variant was detected in trans with the pathogenic PAH variant Arg408Gln in 1 patient with mild

hyperphenylalaninemia. Parental analysis was not performed to confirm compound heterozygosity. This variant was

documented in a 2nd patient diagnosed with mild hyperphenylalaninemia (MHP), however, the variant in trans was

not specified. PubMed:24401910 

This variant was documented in one patient with mild hyperphenylalaninemia with the pathogenic variant c.331C>T

(p.Arg111Ter) in trans. Parental analysis was not performed to confirm compound heterozygosity.

PubMed:31445982 

This variant was documented in 7 Chinese patients diagnosed with mild hyperphenylalaninemia. The reported

variant in trans for each of the patients was the pathogenic variant c.1197A>T (in 2 patients), the pathogenic

variant c.728G>A (p.Arg243Gln) (in 1 patient), the pathogenic variant c.721C>T (in 1 patient), the VUS c.1099C>G

(in 1 patient), c.763T>G (in 1 patient), and c.460T>C (in 1 patient). Parental analysis was performed to confirm

compound heterozygosity. PubMed:30050108 

This variant was detected in trans with the pathogenic variant p.Tyr356* in 2 patients, one was diagnosed with mild

hyperphenylalaninemia and the 2nd was diagnosed with classic PKU. This variant was detected in trans with the

pathogenic variant p.Arg243Gln in a patient diagnosed with mild hyperphenylalaninemia. This variant was detected

in trans with the pathogenic variant p.Ser70del in a patient diagnosed with mild hyperphenylalaninemia. This variant

was detected in a second patient diagnosed with classical PKU, however the variant in trans was not reported.

Parental analysis was performed to confirm compound heterozygosity. PubMed:29316886 

PP4_Moderate   This variant was documented 19 times in patients with PAH deficiency (PMID: 26503515, 30459323, 26322415,

30747360).

This variant was documented three times in Southern Chinese patients and three times in Northern Chinese patients

with PAH deficiency (PMID: 26503515). It was not specified whether patient genotypes were homozygous or

compound heterozygous for the variant. Subjects in this study were diagnosed through neonatal screening program

or by clinical presentation. Phenylalanine plasma concentrations >120 µmol/L were reported for all subjects.

Tetrahydrobiopterin (BH4) deficiency was excluded through a BH4 loading test, urinary pterin analysis, and DHPR

activity assay. PubMed:26503515 

This variant was documented 5 times in patients diagnosed with mild hyperphenylalaninemia (MHP) in Northwest

China. It was not specified whether patient genotypes were homozygous or compound heterozygous for the variant.

PubMed:30747360 

This variant was documented 7 times in mild hyperphenylalaninemia (Phe value of <360 µmol/L) patients from

Zhejiang Province. It was not specified whether patient genotypes were homozygous or compound heterozygous for

the variant. PubMed:30459323 

This variant was documented in trans with the VUS p.L367V in 1 patient diagnosed with mild

hyperphenylalaninemia. PubMed:26322415 
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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.

Not Met criteria codes

PM2  Present in East Asian populations at frequency of 0.00198 and in all populations at frequency of 0.00040 (1000

Genomes). The PM2 threshold set by the PAH Variant Curation Expert Panel (VCEP) is 0.0002.
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