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3367215 (ClinVar) 4 NM_001754.5(RUNX1):c.328A>C (p.Lys110GlIn)
Gene: RUNX1 (HGNC:861) NM_001754.5:c.328A>C
Condition: hereditary thrombocytopenia and hematologic cancer NC_000021.9:9.34886866T>G
predisposition syndrome (MONDO:0011071) CM000683.2:9.34886866T>G
Inheritance Mode: Autosomal dominant inheritance NC_000021.8:9.36259163T>G
UUID: 330a8e63-9235-4c9a-afc2-d05f0bf9cc33 CM000683.1:9.36259163T>G
Approved on: 2026/4/29 NC 000021.7:9.35181033T>G
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Evidence submitted by expert panel

Myeloid Malignancy VCEP

NM_001754.5(RUNX1):c.328A>C (p.Lys110GIn) is a missense variant which affects one of the hotspot residues (K110) in the RHD
(PM1_strong). This variant has a REVEL score = 0.88 (0.957) (PP3) and is completely absent from all population databases with at least 20x
coverage for RUNX1 (PM2_supporting). It has been observed in a homozygous state (BP2) in a proband meeting at least one of the RUNX1
phenotypic criteria (AML) (PS4_supporting; PMID: 28855357). In summary, this variant meets criteria to be classified as likely pathogenic.
ACMG/AMP criteria applied, as specified by the Myeloid Malignancy Variant Curation Expert Panel for RUNX1: PM1_strong, PP3,
PM2_supporting, BP2, and PS4_supporting.

Met criteria codes

PS4 Supporting D v This variant has been reported in one proband meeting at least one of the RUNX1-phenotypic criteria (PS4 _
Supporting; PMID: 28855357).

BP2 D v This variant is detected in a homozygous state in an individual (BP2; PMID: 28855357).
PM1_Strong D v This variant affects one of the hotspot residues established by the MM-VCEP in the RHD: K110 (PM1_strong).
PM2_Supporting D v This variant is completely absent from all population databases (gnomAD v2.1.1, v3.1.2, and v4.0.0) with at least

20x coverage for RUNX1 (PM2_supporting).

PP3 D v This missense variant has a REVEL score >0.88 (0.957) (PP3).

Not Met criteria codes

PM3 b 4 The MMVCEP does not evaluate this rule.

PM5 D P 4 This variant is a missense change at the same residue (p.Lys110GIn), where two or more (3) different missense
changes have been previously established as likely pathogenic (ClinVar ID: 1518631 and ClinGen: CA410203418,
and ClinVar ID: 561234 and ClinGen: CA410203419) and pathogenic variants (ClinVar ID: 14465 and ClinGen:
CA248613) based on MM-VCEP rules for RUNX1 and RNA data. Additionally, agreement in splicing predictors (SSF
and MES) shows no splicing effects (PM5_Strong). However, this rule is not applicable in combination with PM1.

PM4 D X This rule cannot be applied since this is a missense variant.

PM6 D % This rule cannot be applied since, to our knowledge, we have no information about segregation reported in any
study.

BAl D P 4 This rule cannot be applied since the variant is completely absent from all population databases.

BS2 b 4 The MMVCEP does not evaluate this rule.
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This rule cannot be applied since the variant is completely absent from all population databases.

This rule cannot be applied since, to our knowledge, we have no information about segregation in the reported
study.

To our knowledge, no in vitro or in vivo functional studies are available for this variant.

This rule cannot be applied since this missense variant does not have a REVEL score <0.50 (0.957).

The MMVCEP does not evaluate this rule.

The MMVCEP does not evaluate this rule.

This rule cannot be applied since this is a missense variant.

This rule cannot be applied because, to our knowledge, this missense variant does not result in the same amino acid
change as a previously identified pathogenic variant, regardless of nucleotide change.

This rule cannot be applied since, to our knowledge, we have no information about segregation reported in any
study.

To our knowledge, no in vitro or in vivo functional studies are available for this variant.

This rule cannot be applied since this is a missense variant.

This rule cannot be applied since, to our knowledge, we have no information about cosegregation in the reported
study.

The MMVCEP does not evaluate this rule.

The MMVCEP does not evaluate this rule.
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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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