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Evidence submitted by expert panel

Phenylketonuria VCEP

The NM_000277.3(PAH):c.617A>G (p.Tyr206Cys) missense variant has been reported in 1 patient with mild phenylketonuria (Phe = 914
umol/liter, BH4 deficiency excluded) (PP4_moderate; PMID: 29499199). This variant is absent from population databases (PM2), and is
predicted deleterious by SIFT, Polyphen2, Mutation Taster. REVEL= 0.96 (PP3). This variant has been detected with pathogenic variants:
p.Y204C (PMID: 16256386) and R241C (PMID: 26322415) (PM3). 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.
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Met criteria codes

PP4_Moderate a v PMID: 29499199 - Y206C detected in 1 patient with mild phenylketonuria (Phe = 914 umol/liter), BH4 deficiency
excluded via urinary pterin analysis

PM3 a v PMID: 16256386 - Y206C detected with Y204C (reported as pathogenic in ClinVar; ClinVarlD:590) in 1 Chinese
patient with mild PKU; phase not confirmed, 0.5 points; PMID: 26322415 - Y206C detected with R241C in with
Chinese patient (reported as pathogenic in ClinVar, VarlD: 102803); parental DNA analyzed - Phase confirmed, 1.0

point
PM2 v Variant absent from population databases.
PP3 a v Predicted deleterious in SIFT, Polyphen2, Mutation Taster. REVEL= 0.96.
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