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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA229516.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/102651
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 ¢.329C>T (p.SerllOLeu) variant in PAH has been reported in one individual with mild hyperphenylalanemia, in trans to ¢c.842C>T
(p.Pro281Leu) (Likely pathogenic by PAH VCEP variation ID: 589) with exclusion of BH4 deficiency (PMID: 16051511, PMID: 12618080). It
has also been observed in an additional patient with hyperphenylalanemia without specified exclusion of BH4 deficiency (PMID: 26542770).
In-vitro functional studies are unavailable. This variant is absent from population databases. In-silico predictions yield conflicting results
regarding the pathogenicity of this variant. In summary, this variant meets criteria to be classified as Likely Pathogenic for PAH. PAH-
specific ACMG/AMP criteria applied: PM3, PP4_moderate, PM2.

Met criteria codes

PM3 v Observed with ¢.842C>T (p.Pro281Leu) (Likely pathogenic by PAH VCEP variation ID: 589), confirmed in trans (PMID:
16051511).

PM2 v Absent from controls in EXAC, gnomAD, 1000 Genomes, and ESP.

PP4_Moderate v Observed in a patient with mild hyperphenylalanemia with plasma phe levels exceeding 240umol/L. "A defect of BH4

synthesis or regeneration was excluded by measuring dihydropteridine reductase activity in dried blood filter card
samples and by determination of pterins in urine samples collected before and during BH4 loading tests." (PMID:
16051511). Also observed in a second patient with hypherphenylalanemia with Phe level 293 umol/L. Exclusion of
BH4 deficiency not specified (PMID: 26542770).

Not Met criteria codes

PP3 P 4 Tolerated and Damaging in SIFT, Probably Damaging in PP-2, Disease-causing in MutationTaster, REVEL=0.717
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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.

ClinGen Terms of Use.
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