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Phenylketonuria VCEP

PAH-specific ACMG/AMP criteria applied: PM2: Extremely low frequency in ExXAC (MAF=0.00003). Absent from gnomAD, 1000G, ESP;
PP4_Moderate: Found in a French patient with HPA and 2 unrelated UK patients. BH4 deficiencies not assessed/reported. Seen in 1 German
patient, Cofactor deficiency was excluded by the BH4 test. 1 Spanish patient, a defect in the synthesis or regeneration pathways of 6R-BH4
was ruled out by analyzing urinary pterin levels and measuring dihydropteridine reductase activity. (PMID:26666653; PMID:9012412;
PMID:10679941); PM3_Strong: Patient 664 with genotype N1671/RI58Q (Pathogenic in ClinVar). Detected with G272X and R408W, known
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pathogenic variants. (PMID:24368688; PMID:26666653). In summary this variant meets criteria to be classified as likely pathogenic for
phenylketonuria in an autosomal recessive manner based on the ACMG/AMP criteria applied as specified by the PAH Expert Panel: (PM2,
PP4_Moderate, PM3_Strong).

Met criteria codes

PP4_Moderate B v Found in a French patient with HPA and 2 unrelated UK patients. BH4 deficiencies not assessed/reported. Seen in 1
German patient, Cofactor deficiency was excluded by the BH4 test. 1 Spanish patient, a defect in the synthesis or
regeneration pathways of 6R-BH4 was ruled out by analyzing urinary pterin levels and measuring dihydropteridine
reductase activity.

PKU patients from four centers in three countries of Great Britain were studied. N1671 was found in 2 unrelated
patients. | PubMed:9012412 [

A total of 302 PKU or HPA patients in 290 families were analyzed. Cofactor deficiency was excluded by the BH4 test.
N1671 seen in 1 patient. PubMed:10679941 [

364 hyperphenylalaninemic patients from 20 French Centers for Inborn Errors of Metabolism. p.Asn167lle was found
in compound heterozygous patient carrying a second null mutation. PubMed:26666653 [4'

PM3_Strong B v Patient 664 with genotype N1671/RI58Q (Pathogenic in ClinVar). Detected with G272X and R408W, known pathogenic
variants.

Patient 7: N1671/R408W PubMed:24368688 [4'
Genotype: c. [500A > T] (p.Asnl67lle); [1066-11G > A]. PubMed:26666653 [4

PM2 v Extremely low frequency in EXAC (MAF=0.00003). Absent from gnomAD, 1000G, ESP

Not Met criteria codes

PP3 a % Conflicting predictions of pathogenicity: Damaging in SIFT, MutationTaster, Benign in Polyphen, REVEL=0.645.

Curation History '

Showing 1 to 1 of 1 rows



https://erepo.genome.network/evrepo/ui/summary/classification/a49cb655-9cb0-4fac-959d-26d4290227d6/version
https://www.ncbi.nlm.nih.gov/pubmed/?term=9012412
https://www.ncbi.nlm.nih.gov/pubmed/?term=10679941
https://www.ncbi.nlm.nih.gov/pubmed/?term=26666653
https://www.ncbi.nlm.nih.gov/pubmed/?term=24368688
https://www.ncbi.nlm.nih.gov/pubmed/?term=26666653

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/

