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Evidence submitted by expert panel

Phenylketonuria VCEP

The ¢.773T>C (p.Leu258Pro) variant in PAH has been reported in 3 individuals with mild PKU (BH4 deficiency excluded). (PP4_Moderate;
PMID: 19786003, 23514811). This variant is absent in population databases (PM2). This variant was present in two homozygous patients.
Genetic analysis in parents confirmed homozygosity. PMID: 23514811 (PM3-supporting). Computational evidence supports a deleterious
effect . In summary, this variant meets criteria to be classified as likely pathogenic for PAH. PAH-specific ACMG/AMP criteria applied:

PP4_Moderate, PM2, PM3_supporting, PP3.

HGVS expressions

NM_000277.1:c.773T>C
NC_000012.12:9.102852884A>G
CM000674.2:9.102852884A>G
NC_000012.11:9.103246662A>G
CM000674.1:9.103246662A>G
NC_000012.10:9.101770792A>G
NG_008690.1:9.69719T>C
NG_008690.2:9.110527T>C
NM_000277.2:c.773T>C
NM_001354304.1:c.773T>C
NM_000277.3:c.773T>C
ENST00000307000.7:c.758T>C
ENST00000549247.6:n.532T>C
ENST00000553106.5:c.773T>C

Expert Panel
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA16020855.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/619159
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

Met criteria codes

PP3 B v Deleterious effect predicted in SIFT, Polyphen2, MutationTaster. REVEL=0.972
PM2 v Absent from ExXAC, gnomAD, 1000G, ESP
PP4_Moderate a v L258P seen in 1 patient with mild PKU. Other causes of hyperphenylananinemia had been ruled out. PMID: 19786003

Twenty-five PKU patients, from 20 unrelated families, collected over 4-year period (2003-2006) were included in the
study. Patients were diagnosed after presenting clinical symptoms using plasma and urinary amino acids analysis by
TLC. Positive cases were confirmed by fluorometric assay determining serum phenylalanine levels. Patients were
classified as having PKU when their serum phenylalanine levels exceeded 600 pmol/L before treatment and when
other causes of hyperphenylalaninemia had been ruled out. In one patient we have identified a novel mutation
p.L258P (c.773T>C) in homozygous fashion associated with the milder form of the disease. PubMed:19786003 [

PM3_Supporting B v p.L258P is present in two mild PKU homozygous patients. Genetic analysis in parents confirmed that the patients are
homozygous. PMID: 23514811

Table 3. Patient 14. p.L258P on both alleles. p.L258P is present in two mild PKU homozygous patients. Genetic
analysis in parents confirmed that the patients are homozygous. PubMed:23514811 [
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PM5 a % No ClinVar variants in this codon
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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.

ClinGen Terms of Use.
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https://www.ncbi.nlm.nih.gov/pubmed/?term=23514811

x Powered by BCM's Genboree.


http://genboree.org/

