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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA9487981.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/260385
https://www.ncbi.nlm.nih.gov/gene/23474
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0011229
http://clinicalgenome.org/affiliation/50027
https://cspec.genome.network/cspec/ui/svi/affiliation/50027

Evidence submitted by expert panel

Mitochondrial Diseases VCEP

The allele frequency of the c.6G>A variant in the ETHE1 gene is reported as >16% in gnomAD, including >2,000 homozygotes, which is
high enough to be classified as benign based on thresholds defined by the ClinGen ETHE1 Variant Curation Expert Panel (>0.1% in
gnomAD- BA1l and BS2). In silico splicing predictors (Splice Al) do not predict a deleterious effect (BP7). In summary, this variant meets
criteria to be classified as benign for ETHE1-related ethylmalonic encephalopathy. ETHE1-specific ACMG/AMP criteria applied: (BAl, BS2,
BP7).

Met criteria codes

BS2 D v Allele frequency is reported as >16% in gnomAD, including >2,000 homozygotes

BP7 D v This is a synonymous change that is not predicted to affect splicing. Splice Al score is 0.0 for acceptor loss and gain
and 0.0 for donor loss and gain

BAl D v Allele frequency is reported as >16% in gnomAD, including >2,000 homozygotes, which is higher than the cutoff
proposed for ETHEL variants at >0.1%
Not Met criteria codes

BS1 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS1 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM5 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM2 D 4 Multiple individuals are homozygotes for this mutation in EXAC
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