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Variant c.253A>T (p.Lys85Ter) in PAH was found in 3 Moroccan patients with Phe levels >600 umol/L (PMID: 19786003) (PP4). This is a
nonsense variant in exon 3 out of 13 coding exons, predicted to undergo nonsense mediated mRNA decay, as it is not located in the 3’-
most exon or the 3’-most 50 bp of the penultimate exon. The exon is present in biologically-relevant transcripts (PVS1). Three patients
were homozygous for p.K85X (PMID: 19786003) (PM3). Parental and familial DNA were sequenced. The variant was absent from controls in
gnomAD, PAGE, 100 Genomes or ESP (PM2). In summary, this variant meets criteria to be classified as pathogenic for PAH. PAH-specific
ACMG/AMP criteria applied:PVS1, PM3, PP4, PM2,

Met criteria codes

PM3 a v 3 patients were found to be homozygous for p.K85X (PMID: 19786003). Parental and familial DNA were sequenced.
PM2 v Absent from controls in gnomAD, PAGE, 1000 Genomes or ESP.
PVS1 a v This is a nonsense variant in exon 3 out of 13 coding exons. The variant is predicted to undergo nonsense mediated

MRNA decay (NMD), as it is not located in the 3’-most exon or the 3’-most 50 bp of the penultimate exon. The exon
is present in biologically-relevant transcripts.

PP4 a v Variant p.K85X was found in 3 Moroccan patients with Phe levels >600 umol/L (PMID: 19786003).
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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.
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