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Variant: NM_000284.4(PDHA1):c.795A>G (p.Ala265=)

, I
CAzE3401 HGVS expressions
92772 (Clinvar) 4 NM_000284.4:c.795A>G
Gene: PDHA1 (HGNC:5160) NM_000284.4(PDHA1):c.795A>G (p.Ala265=)
Condition: pyruvate dehydrogenase deficiency (MONDO:0019169) NC_000023.11:9.19355721A>G
Inheritance Mode: X-linked inheritance CM000685.2:9.19355721A>G
UUID: 85d56eda-9660-4049-967d-93d797bab503 NC_000023.10:9.19373839A>G
Approved on: 2021/5/5 CM000685.1:9.19373839A>G
Published on: 2021/5/6 NC 000023.9:9.19283760A>G

Benign
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NM_001173455.2:c.816A>G
NM_001173456.2:c.702A>G
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA285340.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/92772
https://www.ncbi.nlm.nih.gov/gene/5160
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0019169
http://clinicalgenome.org/affiliation/50027
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Evidence submitted by expert panel
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The allele frequency of the ¢c.795A>G variant in the PDHAL gene is 13.1% in gnomAD, including more than 9,000 hemizygotes. This allele
frequency, and the frequency with which it is seen in hemizygotes in the general population are high enough to be classified as benign
based on thresholds defined by the ClinGen PDHA1 Variant Curation Expert Panel (>0.092%; gnomAD- BAl; >16 hemizygotes- BS2).
Furthermore, splicing predictors (SPLICE Al) do not predict a deleterious effect (BP7). In summary, this synonymous variant meets criteria
to be classified as benign for PDHA1- related pyruvate dehydrogenase deficiency in an X-linked manner. PDHA1l-specific ACMG/AMP criteria
applied: (BAl, BS2, BP7). This was reviewed with the PDHA1 expert panel on 4/6/2021 and approved on 4/6/2021.

Met criteria codes

BP7 a v SPLICE Al scoring- 0.2 is minimum cut off, 0.5 recommended, 0.8 high precision Acceptor and Donor Loss splice Al
score = 0.00 Acceptor and Donog Gain Splice Al score = 0.01

BAl a v Allele frequency is gnomAD 13% as of 4/5/2021, including in >9,000 males and >5,000 female homozygotes

BS2 a v More than 9000 hemizygotes in gnomAD
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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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