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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA229493.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/102635
https://www.ncbi.nlm.nih.gov/gene/5053
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0009861
http://clinicalgenome.org/affiliation/50015
https://cspec.genome.network/cspec/ui/svi/affiliation/50015

Phenylketonuria VCEP

The NM_000277.3(PAH):c.231T>G (p.Tyr77Ter) is a nonsense variant in exon 3/13 of PAH, and is predicted to result in PTC with removal of
>10% of the protein and NMD (PVS1). The variant is absent from population databases including gnomAD, ExAC, and ESP, and is present at
an extremely low allele frequency (MAF < 0.0002) in the 1000 Genomes (PM2_supporting). The variant has been previously reported in a
patient with PKU (plasma Phe level not specified) and BH4 deficiency excluded (PMID: 9860305; PMID: 21307867) (PP4_Moderate); the
patient’s genotype was not specified. It has also been noted (PMID: 28982351) in a patient with mild PKU (plasma Phe 720 uM) and BH4
deficiency excluded (PP4_Moderate), who harbored it in trans with the p.Aspl101Asn (Likely Pathogenic in ClinVar, ID 553851) and
p-Gly247Arg (Likely Pathogenic in ClinVar, ID 102816) alleles (PM3). In summary, this variant meets criteria to be classified as for PAH.
PAH-specific ACMG/AMP criteria applied: PVS1, PM2_supporting, PM3, PP4_Moderate.

Met criteria codes

PM2_Supporting a v The variant is absent from population databases including gnomAD, EXAC, and ESP, and is present at an extremely
low allele frequency (MAF < 0.0002) in the 1000 Genomes (PM2).

PM3 B v It has also been noted (PMID: 28982351) in a patient with mild PKU (plasma Phe 720 uM) and BH4 deficiency
excluded (PP4_Moderate), who harbored it in trans with the p.Asp101Asn (Likely Pathogenic in ClinVar, ID 553851)
and p.Gly247Arg (Likely Pathogenic in ClinVar, ID 102816) alleles (PM3).

PVS1 a v The NM_000277.3(PAH):c.231T>G (p.Tyr77Ter) is a nonsense variant in exon 3/13 of PAH, and is predicted to result
in PTC with removal of >10% of the protein and NMD (PVS1).

PP4_Moderate B v The variant has been noted (PMID: 28982351) in a patient with mild PKU (plasma Phe 720 uM) and BH4 deficiency
excluded (PP4_Moderate).
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