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HGVS expressions

NM_000277.3:c.442G>A
NM_000277.3(PAH):c.442G>A (p.Glyl48Ser)
NC_000012.12:9.102866663C>T
CM000674.2:9.102866663C>T
NC_000012.11:9.103260441C>T
CM000674.1:9.103260441C>T
NC_000012.10:9.101784571C>T
NG_008690.1:9.55940G>A
NG_008690.2:9.96748G>A
ENST00000553106.6:c.442G>A
ENST00000307000.7:c.427G>A
ENST00000549111.5:n.538G>A
ENST00000551988.5:n.530+10799G>A
ENST00000553106.5:c.442G>A
NM_000277.1:c.442G>A
NM_000277.2:c.442G>A
NM_001354304.1:c.442G>A
NM_001354304.2:c.442G>A
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The PAH variant c.442G>A (p.Glyl48Ser) has been reported in three individuals with PHA deficiency (Phe levels >120 pM). One patient
from the Northeastern region of the US, (PMID: 8659548)(PMID:10429004), one patient from Europe (PMID: 10679941), and one patient
from the Campania Region in Southern Italy with mild PKU (Phe between 600 and 1200 uM) (PMID: 17096675). The variant c.442G>A
(p.Glyl48Ser) was document with the pathogenic variant ¢c.194T>C (p.lle65Thr)(ClinVar ID: 636), and with the pathogenic variant c.473G>A
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(p-Arg158GIin)(ClinVar ID: 587) (PMID: 8535445). According to gnomAD, this variant is present at a low allele frequency in population
databases, with the highest reported frequency in the African population (0.00006). In silico modeling predicts that this missense variant
is damaging by SIFT, probably damaging by Polyphen 2 and disease causing by Mutation Taster. In summary, this variant meets criteria to
be classified as likely pathogenic for PAH. PAH-specific ACMG/AMP criteria applied: PM2, PM3, PP3, and PP4 .

Met criteria codes

PP3 a v Predicted to be damaged by SIFT, probably damaging by Polyphen 2 and disease-causing by Mutation Taster.

PP4 B v The PAH variant c.442G>A (p.Gly148Ser) has been reported in three individuals with PHA deficiency (Phe levels
>120 uM). One patient from the Northeastern region of the US, (PMID: 8659548)(PMID:10429004), one patient from
Europe (PMID: 10679941), and one patient from the Campania Region in Southern Italy with mild PKU (Phe between
600 and 1200 uM) (PMID: 17096675).

PubMed:8659548 [
PubMed:10679941 ('
PubMed:17096675 [

PM3 a v The variant c.442G>A (p.Gly148Ser) was document with the pathogenic variant c.194T>C (p.lle65Thr)(ClinVar ID:
636) in a family with a phenotype of moderate + normal retardation, and with the pathogenic variant c.473G>A
(p.Arg158GlIn)(ClinVar ID: 587) in a family with a moderate retardation phenotype. The families belong to a study of
4 families with untreated PKU in Australia.(PMID: 8535445).

PubMed:8535445 [

PM2 v According to gnomAD, this variant is present at a low allele frequency in population databases, with the highest
reported frequency in the African population (0.00006).
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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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