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Phenylketonuria VCEP

The ¢c.185T>C (p.Leu62Pro) variant in PAH has been reported in 1 individual with classic PKU (BH4 deficiency not assessed/reported). (PP4;
PMID: 22513348). This variant is absent in population databases (PM2). This variant was detected with p.R408W (Pathogenic in ClinVar)
(PM3; PMID: 22513348). Multiple lines of computational evidence support a deleterious effect (PP3). In summary, this variant meets
criteria to be classified as likely pathogenic for PAH. PAH-specific ACMG/AMP criteria applied: PP4, PM2, PM3, PP3.

Met criteria codes

PP3 a v Multiple lines of computational evidence support a deleterious effect (SIFT, PolyPhen-2, MutationTaster).
REVEL=0.972

PP4 B v Novel mutation detected in a patient with classic PKU: p.L62P. BH4 deficiencies not assessed/reported. PMID:
22513348

Mutational spectrum of PAH deficiency was investigated in 107 families (90% of the Slovene PKU population). The
entire coding region of the PAH gene was analyzed with dHPLC to select the samples where subsequently the
automated sequencing analysis was performed. MLPA analysis was performed to identify large deletions, which were
later confirmed with long-range PCR. Novel mutation detected in a patient with classic PKU: p.L62P.
PubMed:22513348 [

PM2 v Absent from controls in EXAC, gnomAD, 1000 Genomes, or ESP

PM3 a v Detected with R408W (pathogenic in ClinVar) PMID: 22513348

Patient 38: allele 1:p.L62P, allele 2: R408W. PubMed:22513348 [
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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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