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The ClinGen Evidence Repository is an FDA-recognized human genetic variant database
containing expert-curated assertions regarding variants' pathogenicity and supporting

Variant: NM_001754.5(RUNX1):c.1307C>T (p.Serd36Phe)

CA4101474304

3666186 (ClinVar) 4

Gene: RUNX1 (HGNC:861)

Condition: hereditary thrombocytopenia and hematologic cancer
predisposition syndrome (MONDO:0011071)

Inheritance Mode: Autosomal dominant inheritance

UUID: 7011c167-79f1-46f0-8ac0-0022217229b7

Approved on: 2025/5/2

Published on: 2025/5/2

HGVS expressions

NM_001754.5:c.1307C>T
NM_001754.5(RUNX1):c.1307C>T (p.Ser436Phe)
NC_000021.9:9.34792271G>A
CM000683.2:9.34792271G>A
NC_000021.8:9.36164568G>A
CM000683.1:9.36164568G>A
NC_000021.7:9.35086438G>A
NG_011402.2:9.1197441C>T
ENST00000675419.1:c.1307C>T
ENST00000300305.7:¢.1307C>T
ENST00000344691.8:c.1226C>T
ENST00000399240.5:c.1034C>T
ENST00000437180.5:¢.1307C>T
ENST00000482318.5:¢.*897C>T
NM_001001890.2:c.1226C>T
NM_001754.4:c.1307C>T
NM_001001890.3:c.1226C>T
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA410147430.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/3666186
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

NM_001754.5(RUNX1):c.947A>G (p.Glu316Gly) is a missense variant which has not been reported in any populations featured in any
version of gnomAD, allowing for application of PM2_Supporting. This variant has a SpliceAl score of 0 and a REVEL score of 0.325, allowing
for application of BP4. In summary, this variant meets criteria to be classified as a variant of uncertain significance. ACMG/AMP criteria
applied, as specified by the Myeloid Malignancy Variant Curation Expert Panel for RUNX1: PM2_Supporting, BP4.

Met criteria codes

PM2_Supporting D v This variant is completely absent from all population databases with at least 20x coverage for RUNX1
(PM2_Supporting).

BP4 D v This missense variant has a REVEL score < 0.50 (0.325) and a SpliceAl score = 0.20 (0) (BP4).

Not Met criteria codes

PVS1 D X This variant is not a null variant.
PM6 D X De novo data for this variant has not been reported in literature.
PM1 % This variant does not affect any of the following amino acid residues, nor is it located within the RHD: R107, K110,

Al34, R162, R166, S167, R169, G170, K194, T196, D198, R201, R204 OR within residues 89-204.

PM3 P 4 This rule is not applicable for RUNX1.

PM5 D % There has not yet been a different missense change determined to be pathogenic at this amino acid residue.

BAl D P 4 This variant does not have a MAF = 0.0015 (0.15%) in any general continental population dataset.

BS1 D % This variant does not have a MAF between 0.00015 (0.015%) and 0.0015 (0.15%) in any general continental
dataset.

BS4 D % Segregation data for this variant has not been reported in literature.

BS3 D % In vitro or in vivo functional data has not been reported for this variant in the literature.

BS2 P 4 This rule is not applicable for RUNX1.

BP5 % This rule is not applicable for RUNXL.

BP7 D % This variant is not a synonymous or intronic variant.

BP3 P 4 This rule is not applicable for RUNX1.



BP1 % This rule is not applicable for RUNX1.

This variant has not been observed in trans with a pathogenic variant for a fully penetrant dominant gene/disorder
or observed in cis with a pathogenic variant in any inheritance pattern.

BP2 a X

PS1 a X There has not yet been a missense change determined to be pathogenic at this amino acid residue.

PS2 P 4 De novo data for this variant has not been reported in literature.

This variant has not been featured in in vitro or in vivo functional studies showing a damaging effect on the gene or
gene product.

PS3 a X

The prevalence of the variant in affected individuals has not been reported to be significantly increased compared
with the prevalence in controls.

PS4 B x

PP1 a % Segregation data for this variant has not been reported in literature.

PP2 % This rule is not applicable for RUNXL.
PP3 a X This missense variant does not have a REVEL score of = 0.88 or a SpliceAl score = 0.38.
PP4 P 4 This rule is not applicable for RUNXL.
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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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