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Evidence submitted by expert panel

Phenylketonuria VCEP

The c.283A>T (p.lle95Phe) variant in PAH has been reported in multiple patients with mild and moderate phenylketonuria. It was detected
with pathogenic variants: p.R408W (PMID: 10495930); p.R158Q, p.A403V, p.T323del (PMID: 18299955); and p.E280K (PMID: 31623983).
This variant has a MAF of 0.00060 in gnomAD in the Ashkenazi Jewish population, which is above our cutoff for PM2 (<0.0002) and below
our cutoff for BS1 (>0.002). Computational evidence support a deleterious effect (REVEL=0.658). In summary, this variant meets criteria to
be classified as likely pathogenic for PAH. PAH-specific ACMG/AMP criteria applied: PM3_strong, PP3, PP4.

Met criteria codes

PP3 B v REVEL=0.658
PP4 a v Reported in multiple patients with mild and moderate PKU, BH4 deficiency not ruled out PMID: 10495930
PM3_Strong B v I95F/R408W, Mendelian inheritance was confirmed. PMID: 10495930; R158Q (P), A403V(P), T323del (P), parental

analysis not reported, PMID: 18299955; p.E280K (P by 11 submitters), parental analysis not reported PMID:
31623983; 3.0 pts

Not Met criteria codes

PM2 % MAF is 0.0004908 (AJ) in gnomAD v4, which is too high for PM2 (<0.0002) and too low for BS1 (>0.002). Reported in
an occasional patient INGD (Israeli National Genetic Database) and found in gnomAD uniquely among Ashkenazi
Jews (100%) and in a significantly increased frequency (0.10, p<0.005, Carrier frequency of the %). PMID: 29144512

PM1 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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