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Variant: NM_000277.1:c.1262T>G

CA16020986 4

639999 (ClinVar) [

Gene: PAH (HGNC:5053)

Condition: phenylketonuria (MONDO:0009861)
Inheritance Mode: Autosomal recessive inheritance
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Evidence submitted by expert panel

Phenylketonuria VCEP

HGVS expressions

NM_000277.1:c.1262T>G
NC_000012.12:9.102840453A>C
CM000674.2:9.102840453A>C
NC_000012.11:9.103234231A>C
CM000674.1:9.103234231A>C
NC_000012.10:9.101758361A>C
NG_008690.1:9.82150T>G
NG_008690.2:9.122958T>G
ENST00000553106.6:.1262T>G
ENST00000307000.7:¢.1247T>G
ENST00000551114.2:n.924T>G
ENST00000553106.5:¢.1262T>G
ENST00000635477.1:c.366T>G
ENST00000635528.1:n.777T>G
NM_000277.2:c.1262T>G
NM_001354304.1:c.1262T>G
NM_000277.3:c.1262T>G
NM_001354304.2:c.1262T>G
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Phenylketonuria VCEP [
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA16020986.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/639999
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/doc/GN006?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN006/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50015

The NM_000277.3:¢c.1262T>G (p.lled21Ser) variant is a missense variant in exon 12/13 of PAH. The variant has been previously reported in
an Austrian patient with PKU (plasma Phe 780 umol/L) in confirmed trans with the p.F39L variant (ClinVar Pathogenic (ID 605) and
Pathogenic by ClinGen PAH VCEP); BH4 deficiency was excluded by urinary pterins and dihydropterine reductase assays (PMID: 22526846)
(PM3; PP4_Moderate). The variant is absent from ethnically diverse control databases, including gnomAD/ExAC, 1000 Genomes, and ESP
(PM2_supporting). The variant is predicted damaging by multiple in-silico missense predictors, including REVEL (REVEL score 0.969)
(PP3_strong). Classification: Likely Pathogenic Supporting Criteria: PM2_supporting; PM3; PP4_Moderate; PP3_strong

Met criteria codes

PP4_Moderate a v Single patient with Phe 780umol/L, Analysis of urinary pterins and dihydropterine reductase assays were performed
to exclude BH4 deficiency. PMID: 22526846

PP3_Strong a v In silico software agree on deleterious/damaging effect. REVEL=0.969

PM3 a v Single patient with PKU.[¢c.1262T>G];[c.117C>G] (pathogenic by PAH VCEP)p.F39L; Family segregation was
consistent with autosomal recessive inheritance.

PM2_Supporting a v Variant not found in any population database. Absent in gnomAD v2.1.1
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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.
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