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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA410206700.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/1515908
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https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0011071
http://clinicalgenome.org/affiliation/50034
https://cspec.genome.network/cspec/ui/svi/doc/GN008?version=2.0.0
https://www.clinicalgenome.org/affiliation/50034/docs/assertion-criteria
https://www.clinicalgenome.org/affiliation/50034/docs/assertion-criteria
https://cspec.genome.network/cspec/ui/svi/doc/GN008/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50034


Evidence submitted by expert panel

Myeloid Malignancy VCEP

NM_001754.5(RUNX1):c.781C>T (p.Pro261Ser) is a missense variant, which is completely absent from all population databases with at

least 20x coverage for RUNX1 (PM2_Supporting). In summary, the clinical significance of this variant is uncertain. ACMG/AMP criteria

applied, as specified by the Myeloid Malignancy Variant Curation Expert Panel for RUNX1: PM2_Supporting.

Met criteria codes

PM2_Supporting   Completely absent from gnomAD v2+v3+v4 with a mean coverage of at least 20X.

Not Met criteria codes

PS1   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PS2  No relevant literature was found in LOVD, HGMD, ClinVar, COSMIC, Mastermind, and Google/Google Scholar

searches.

PS3   No relevant literature was found in LOVD, HGMD, ClinVar, COSMIC, Mastermind, and Google/Google Scholar

searches.

PS4   No relevant literature was found in LOVD, HGMD, ClinVar, COSMIC, Mastermind, and Google/Google Scholar

searches.

BA1   Completely absent from gnomAD v2+v3+v4 with a mean coverage of at least 20X.

PP1   No relevant literature was found in LOVD, HGMD, ClinVar, COSMIC, Mastermind, and Google/Google Scholar

searches.

PP2  Not applicable

PP3   The REVEL score = 0, which is uninformative. SpliceAI doesn't predict any significant splicing impact (Δ scores ≤

0.20).

PP4  Not applicable

PM1  Not located at a hotspot (R107, K110, A134, R162, R166, S167, R169, G170, K194, T196, D198, R210, R204) or

within residues 89-204.

PM3  Not applicable



Curation History 

PM5   P261/P234 variants are reported in COSMIC and/or Mastermind, but not at a high enough frequency that they would

be likely classified as LP/P.

PM4   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PM6   No relevant literature was found in LOVD, HGMD, ClinVar, COSMIC, Mastermind, and Google/Google Scholar

searches.

BS2  Not applicable

BS1   Completely absent from gnomAD v2+v3+v4 with a mean coverage of at least 20X.

BS4   No relevant literature was found in LOVD, HGMD, ClinVar, COSMIC, Mastermind, and Google/Google Scholar

searches.

BS3   No relevant literature was found in LOVD, HGMD, ClinVar, COSMIC, Mastermind, and Google/Google Scholar

searches.

BP4   The REVEL score = 0, which is uninformative. SpliceAI doesn't predict any significant splicing impact (Δ scores ≤

0.20).

BP3  Not applicable

BP1  Not applicable

BP2   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PVS1   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

BP5  Not applicable

BP7   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

https://erepo.genome.network/evrepo/ui/summary/classification/55b2ea7f-2880-4508-8f5f-f5af9204e0fc/version
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