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NM_001754.4(RUNX1):c.1389C>G (p.Pro463=) is a synonymous variant which has a minor allele frequency of 0.1206 (1976/16382 alleles)
in the African subpopulation of the gnomAD cohort, meeting the threshold for BAl. It is detected in a homozygous state in 202 individuals
in gnomAD (BP2). Splicing predictors SSF and MES indicate no significant impact on the canonical splice site, and no cryptic splice sites are
created (BP4). Evolutionary conservation algorithms predict the site as not being conserved (BP7). In summary, this variant meets criteria
to be classified as benign. ACMG/AMP criteria applied, as specified by the Myeloid Malignhancy Variant Curation Expert Panel for RUNX1:
BAl, BP2, BP4, BP7.

Met criteria codes

BAl D v gnomAD Allele Frequency of 0.1206 (12%, 1976/16382 alleles) in the African subpopulation >0.0015

BP4 D v This synonymous variant is predicted by SSF and MES to lead to either an increase in the canonical splice site score
or a decrease of the canonical splice site score by no more than 10% and no putative cryptic splice sites are created.

BP2 D v This variant is detected in homozygous state (202) in gnomAD population database (BP2).

BP7 D v A synonymous variant for which splicing prediction algorithms predict no impact to the splice consensus sequence

nor the creation of a new splice site AND the nucleotide is not highly conserved (phyloP100way: -0.503315 <0.1).

Not Met criteria codes

BS2 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS1 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS4 D X No data

BS3 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP3 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP1 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PVS1 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP5 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline



PS1

PS2

PS3

PS4

PP1

PP2

PP3

PP4

PM1

PM3

PM5

PM4

PM6

PM2

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

No evidence

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

Reported in multiple individuals but only one patient had MDS. The phenotype reported in other patients did not
meet the RUNX1 phenotype criteria

This variant was identified in 2 unrelated patients. The first one was diagnosed with myeloma at the age of 35 and
the second one was diagnosed with myelodysplastic syndrome at the age of 50. PubMed:27106701 [£

No evidence

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

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

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

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

Not applicable

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

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

No evidence

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


https://www.ncbi.nlm.nih.gov/pubmed/?term=27106701
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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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