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Phenylketonuria VCEP

The ¢c.1285C>A (p.GIn429Lys) variant in PAH is reported in a patient with mild PKU (Phe level 720). BH4 cofactor deficiency was excluded.
It was detected with a known pathogenic variant, EX6-96A>G (VarID 590). (PMID: 26503515, 28982351) This variant has a low frequency in
gnomAD and ExAC (MAF=0.00002), and absent in 1000G. Computational evidence is conflicting. In summary, this variant meets criteria to
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be classified as likely pathogenic for PAH. PAH-specific ACMG/AMP criteria applied: PM2, PP4_Moderate, PM3.



https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA6748701.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/551555
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

PM2 v Low AF: gnomAD: MAF=0.00002, ExAC 1/121324, 1000G absent.

PM3 a v Detected with EX6-96A>G (VarlD 590; P/LP).

Patient 328 has genotype EX6-96A>G (VarlD 590; P/LP)/p.GIn429Lys. Peripheral blood samples were collected from
the patients and parents in each of the 643 core families. PubMed:28982351 [#

PP4_Moderate a v Seen in a patient with mild PKU (Phe level 720). BH4 cofactor deficiency was excluded. PMID: 26503515, 28982351

Patients with BH4 cofactor deficiency were excluded. Patient 328 has mPKU (Phe level 720) and genotype EX6-
96A>G/p.GINn429Lys PubMed:28982351 [4'

Seen in a patient with PKU identified by newborn screening. These patients were diagnosed at birth either through a
neonatal screening program or based on clinical presentation. Biochemical testing data, including plasma
phenylalanine (Phe) levels, dihydropteridine reductase activity, urinary biopterin and neopterin ratio, and
tetrahydrobiopterin loading, were collected. PubMed:26503515 [4'

Not Met criteria codes

PP3 B % Predicted tolerated/ benign by SIFT and Polyphen. Predicted deleterious by MutTaster
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