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Phenylketonuria VCEP

The ¢c.638T>C (p.Leu213Pro) variant in PAH has been reported in in 4 patients with PAH deficiency (BH4 deficiency excluded).
(PP4_Moderate; PMID: 8659548; PMID: 19292873; PMID: 21147011). This variant is absent from large population studies (PM2;
http://exac.broadinstitute.org). This variant was detected in trans with ¢c.1066-11G>A, E390G, D415N, R261X.(Pathogenic in ClinVar)
(PM3_Very-strong; PMID: 19292873; PMID: 21147011; PMID: 8632937). Computational prediction tools and conservation analysis suggest
that the ¢.638T>C variant may impact the protein (PP3). In summary, this variant meets criteria to be classified as pathogenic for PAH.
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PAH-specific ACMG/AMP criteria applied: PP4_Moderate, PM3_Very-strong



https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA273109.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/92747
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

PP4_Moderate B v Found in 4 patients: (Phe levels 240 umol/L, 1936 uM, mHPA). BH4 deficiency excluded in 2 patients. Upgraded per
ClinGen PAHEP PMID: 8659548; PMID: 19292873; PMID: 21147011

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

We sequenced the entire gene for phenylalanine hydroxylase in 51 unrelated hyperphenylalaninemia patients from
Southern lItaly. Patient 42 had L213P variant with c.1066-11G>A, pretreatment Phe level was 1936 uM, HPA |
phenotype | PubMed:19292873 [

One hundred forty-nine patients en- rolled in the Maternal PKU Collaborative Study were subjects for clinical and
molecular investigations. PAH gene mutations associated with phenylketonuria (PKU) or mild hyperphenylalaninemia
(MHP) were identified on 279 of 294 independent mutant chromosomes. Patient 1/1101/ENO-10, 2nd mutation not
found, Phe level=240 umol/L, MHP, English/Mexican ethnicity. PubMed:8659548 [

PM2 v Not found in EXAC, gnomAD, 1000G, or ESP
PM3_Very B v Detected in trans with ¢.1066-11G, E390G, D415N, R261X. P/LP in ClinVar PMID: 19292873; PMID: 21147011; PMID:
Strong 8632937

PAH Genotype: L213P/R261X (VarID 610, Pathogenic) PubMed:8632937 [#

Detected in 2 patients: p.L213P/p.E390G (VarlD 625 P/LP) and p.L213P/p.D415N (VarID 617, Pathogenic).
PubMed:21147011 [

L213P in trans with c.1066-11G>A ((Pathogenic in ClinVar, VarlD 607) PubMed:19292873 [4

PP3 B v Deleterious effect predicted in SIFT, Polyphen2, MutationTaster

Curation History (4"

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.
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