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Evidence submitted by expert panel

Phenylketonuria VCEP

PAH-specific ACMG/AMP criteria applied: PM2: Extremely low frequency. ExXAC MAF=0.00006.; PVS1: Canonical +1 splice site; PP4: Detected
in 5 patients with classical PKU. (PMID:8659548). In summary this variant meets criteria to be classified as pathogenic for phenylketonuria
in an autosomal recessive manner based on the ACMG/AMP criteria applied as specified by the PAH Expert Panel: (PM2, PVS1, PP4).
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Met criteria codes

PM2 v Extremely low frequency. ExXAC MAF=0.00006.
PVS1 v Canonical +1 splice site
PP4 v Detected in 5 patients with classical PKU.

IVS8ntlg>a was detected on 5 chromosomes of patients with classical PKU. Blood phenylalanine concentrations
>1,200 umol/liter, normal blood tyrosine concentrations, and large concentrations of phenylalanine metabolites in
urine. PubMed:8659548 [4'
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