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Evidence submitted by expert panel

Phenylketonuria VCEP

The c.665A>T (p.Asp222Val) variant in PAH has been reported in multiple individuals with PAH deficiency (BH4 deficiency excluded, PMID:
21147011, 9012412). This variant is absent in population databases. This variant was detected with pathogenic variants p.R243X and
p.-R241H (PMID: 21147011). Computational evidence support 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, PP3.


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA229681.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/102776
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
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PP4_Moderate B v D222V was found in 3 PKU patients. BH4 cofactor deficiency assessed in 2 patients by analysis of PAH gene and
genes of the BH4 synthesis/recycling pathways (PTS and QDPR). PMID: 21147011, PMID: 9012412

PKU patients from four centers in three countries of Great Britain were studied. D222V was seen in 1 patient from
Southwestern England. PubMed:9012412 [#

588 hyperphenylalaninemic patients were investigated. Assessment included PAH gene and genes of the BH4
synthesis/recycling pathways (PTS and QDPR). p.D222V found on 2 alleles in 2 patients. PubMed:21147011 [

PP3 B v Predicted deleterious in SIFT, Polyphen2, and MutationTaster, REVEL=0.938
PM2 v Absent from ExXAC, gnomAD, 1000G, ESP
PM3 a v D222V found with p.R243X and p.R241H, both Pathogenic in ClinVar. parental analysis not reported PMID: 21147011

D222V found in trans with p.R243X (VarID R243X, Pathogenic) in patient with classic PKU, and p.R241H (VarID
102804, Pathogenic) in another patient with mHPA. PubMed:21147011 [

Not Met criteria codes

PM5 B X p.Asp222Gly (VarlD 102775) clinical significance not provided
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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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