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Expert Panel
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Criteria Specification Information

 Criteria Specification: ClinGen Myeloid Malignancy

Expert Panel Specifications to the ACMG/AMP Variant

Interpretation Guidelines Version 2

 PDF

 Criteria Specification Approval History

 Criteria Specifications for this VCEP

https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA410203853.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/2422003
https://www.ncbi.nlm.nih.gov/gene/861
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.227G>C (p.Arg76Pro) is a missense variant. This variant is completely absent from all population databases with

30x coverage for RUNX1 in gnomAD v2.1.1 and v3.1.2 (PM2_supporting). The REVEL score is ≥ 0.88 (0.906) (PP3). 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, PP3.

Met criteria codes

PP3   This missense variant has a REVEL score ≥ 0.88 (0.906) (PP3). SpliceAI score is < 0.38 (0).

PM2_Supporting   This variant is completely absent from all population databases with 30x coverage for RUNX1 in gnomAD v2.1.1 and

v3.1.2 (PM2_supporting).

Not Met criteria codes

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

the guideline

PS2  To our knowledge, no publication has reported this variant to date.

PS3   To our knowledge, functional assays have not been reported for this variant.

PS4   Clinvar has one entry for this variant but the affected status is unknown. To our knowledge, no publication has

reported this variant to date.

BA1   This variant is completely absent from all population databases with 30x coverage for RUNX1 in gnomAD v2.1.1 and

v3.1.2 (PM2_supporting).

PP1   To our knowledge, no publication has reported this variant to date.

PP2  This rule is not applicable to the MMVCEP.

PP4  This rule is not applicable to the MMVCEP.

PM1  This variant does not reside within a region of RUNX1 that is defined as a mutational hotspot or critical functional

domain by the ClinGen MMVCEP.

PM3  This rule is not applicable to the MMVCEP.”

PM5  



Curation History 

Another missense variant [c.226C>T, p.Arg76Cys] in the same codon but the affected status is unknown (ClinVar

Variation ID 576717). However, this other variant has not (yet) met the criteria to be classified as pathogenic or

likely pathogenic by the ClinGen MMVCEP.

PM4   This is a missense variant.

PM6   To our knowledge, no publication has reported this variant to date.

BS2  To our knowledge, no publication has reported this variant to date.

BS1   This variant is completely absent from all population databases with 30x coverage for RUNX1 in gnomAD v2.1.1 and

v3.1.2 (PM2_supporting).

BS4   To our knowledge, no publication has reported this variant to date.

BS3   To our knowledge, this variant was not evaluated in transactivation assays.

BP4   This missense variant has a REVEL score ≥ 0.88 (0.906) (PP3). SpliceAI score is < 0.38 (0).

BP3  This rule is not applicable to the MMVCEP.

BP1  This rule is not applicable to the MMVCEP.

BP2   To our knowledge, no publication has reported this variant to date.

PVS1   This is a missense variant.

BP5  This rule is not applicable to the MMVCEP.

BP7   This is a missense variant.

https://erepo.genome.network/evrepo/ui/summary/classification/83eb9d71-5be9-482f-b0c4-d1096b085a3c/version
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