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Gene: PAH (HGNC:5053) NM_000277.3(PAH):c.32T>A (p.LeullTer)
Condition: phenylketonuria (MONDO:0009861) NC_000012.12:9.102917099A>T
Inheritance Mode: Autosomal recessive inheritance CM000674.2:9.102917099A>T
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA386303850.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/625287
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 p.L11* variant in PAH is a null variant (nonsense variant) in a gene where LOF is a known mechanism of disease, leading to premature
truncation and NMD (PVS1). It is absent from ethnically diverse control databases, including gnomAD/ExAC, 1000 Genomes, and ESP
(PM2). It has been previously reported in one Ugyur proband (PMID: 31355225) with classic PKU; BH4 deficiency was formally excluded by
urinary pterin analysis (PP4_Moderate). The patient was compound heterozygous for the variant (confirmed by parental testing) and
carried it in trans with the p.R413P variant (known pathogenic per PAH ClinGen working group) (PM3). It is also reported in ClinVar (ID
625287) as a de novo variant by one lab, in a case with PKU; no further information is given.

Met criteria codes

PVS1 a v The p.L11* variant in PAH is a null variant (nonsense variant) in a gene where LOF is a known mechanism of disease,
leading to premature truncation and NMD.

PP4_Moderate B v It has been previously reported in one Ugyur proband (PMID: 31355225) with classic PKU; BH4 deficiency was
formally excluded by urinary pterin analysis (PP4_Moderate).

PM3 a v It has been previously reported in one Ugyur proband (PMID: 31355225) with classic PKU; BH4 deficiency was
formally excluded by urinary pterin analysis (PP4_Moderate). The patient was compound heterozygous for the
variant (confirmed by parental testing) and carried it in trans with the p.R413P variant (known pathogenic per PAH
ClinGen working group) (PM3).

PM2 v It is absent from ethnically diverse control databases, including gnomAD/EXAC, 1000 Genomes, and ESP (PM2).

Curation History '

Showing 1 to 1 of 1 rows

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.

ClinGen Terms of Use.
 Powered by BCM's Genboree.


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/
https://erepo.genome.network/evrepo/ui/summary/classification/7eef4555-98b1-448b-99e1-a6686ee78092/version

