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Evidence submitted by expert panel

Phenylketonuria VCEP

The ¢c.121C>T (p.Leud4lPhe) variant in PAH has been reported in 2 individuals with mild PKU (BH4 deficiency excluded). (PMID: 21147011,
8268925). This variant is absent in population databases. This variant has 10% enzyme activity PMID: 21953985. This variant was detected
with IVS10-11G>A (PMID: 21147011) and R261Q (PMID: 8268925)). Computational prediction tools are conflicting. In summary, this variant
meets criteria to be classified as pathogenic for PAH. PAH-specific ACMG/AMP criteria applied: PP4_Moderate, PS3, PM2, PM3.

Met criteria codes

PP4_Moderate D v L41F seen in 2 patients with mild PKU. BH4 deficiency excluded in 1 patient. PMID: 21147011 PMID: 8268925

588 hyperphenylalaninemic patients were investigated. Assessment included PAH gene and genes of the BH4
synthesis/recycling pathways (PTS and QDPR). L41F seen in 1 patient with mild PKU. PubMed:21147011 [«

In this study, we conducted a systematic analysis of 53 patients from the Sicilian population. L41F seen in 1 patient
with mild PKU. PubMed:8268925 [4

PM3 D v Detected with IVS10-11G>A (PMID: 21147011) and R261Q (PMID: 8268925), parental analysis not reported

L41F seen in trans with IVS10-11G>A (VarlD 607, Pathogenic in ClinVar) PubMed:21147011 [
L41F seen in trans with R261Q (VarIlD 582, Pathogenic/LP in ClinVar) in 1 patient with mild PKU. PubMed:8268925 [

PM2 v Absent from EXAC, gnomAD, 1000G, ESP

PS3 v 10% enzyme activity PMID: 21953985

expression in COS-7 cells showed total activity of 10%, 91% protein level, mRNA level of 88% PubMed:21953985 [4

Not Met criteria codes

PM5 D 4 L41P has no interpretation in ClinVar

PP3 D P 4 Conflicting predictions of pathogenicity: tolerated in SIFT, deleterious in PolyPhen2, MutationTaster

Curation History (@'


https://erepo.genome.network/evrepo/ui/summary/classification/a983e8b6-878e-4027-bcec-c47d9fbc5201/version
https://www.ncbi.nlm.nih.gov/pubmed/?term=21147011
https://www.ncbi.nlm.nih.gov/pubmed/?term=8268925
https://www.ncbi.nlm.nih.gov/pubmed/?term=21147011
https://www.ncbi.nlm.nih.gov/pubmed/?term=8268925
https://www.ncbi.nlm.nih.gov/pubmed/?term=21953985

Showing 1 to 1 of 1 rows

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.
 Powered by BCM's Genboree.


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/

