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The ¢c.1097C>A (p.Pro366His) variant in PAH has been reported in multiple individuals with PAH deficiency (BH4 deficiency excluded, PMID:
8268925). This variant is absent in population databases. This variant was detected with multiple pathogenic variants: p.R158Q (PMID:
8830172); c.165delT (p.F55fs, PMID: 19292873); c.1066-11G>A (PMID: 22841515); p.P281L (PMID: 21147011). Computational evidence
support a deleterious effect. In summary, this variant meets criteria to be classified as likely pathogenic for PAH. PAH-specific ACMG/AMP
criteria applied: PP4_Moderate, PM2, PM3_strong, PP3.

Met criteria codes

PP3 D v Predicted deleterious in SIFT, Polyphen2, MutationTaster. REVEL=0.929
PM2 v Absent from controls in EXAC, gnomAD, 1000G, ESP
PP4_Moderate D v P366H seen on 1 PKU allele. Other potential causes of hyperphenylalaninemia had been ruled out (normal serum

tyrosine, normal urinary excresion of biopterin and neopterin, and no indication of acquired hyperphenylalaninemia).
PMID: 8268925

In this study, we conducted a systematic analysis of 53 patients from the Sicilian population. All patients were
presenting with blood phenylalanine levels persistently above 150 /umol/L, and diagnosis of PAH deficiency was
made when other potential causes of hyperphenylalaninemia had been ruled out. The criteria for inclusion were:
normal serum tyrosine, normal urinary excresion of biopterin and neopterin, and no indication of acquired
hyperphenylalaninemia. P366H seen on 1 chromosome. PubMed:8268925 [4

PM3_Strong D v Seen in 3 PKU patients with known pathogenic mutations: R158Q (parental testing not reported, PMID: 8830172;
c.165delT (p.F55fs). Parental analysis not reported PMID: 19292873; c.1066-11G>A parental analysis not reported;
PMID: 22841515; P281L parental analysis not reported PMID: 21147011

Patient F50: R158Q (VarID 587, Pathogenic) /P366H, pre-treatment Phe level 720 umol/L PubMed:8830172 [«
Patient 106: c.1066-11 G>A (VarID 607, Pathogenic) /p.P366H. PubMed:22841515 [
Seen in trans with P281L (VarID 589, Pathogenic) PubMed:21147011 [4

Not Met criteria codes

PM5 D 4 This variant is the only variant found in this codon in ClinVar.
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