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Epilepsy Sodium Channel VCEP

The ¢.2657T>C variant in SCN2A is a missense variant predicted to cause a substitution of leucine by serine at amino acid 886
(p.Leu886Ser). This variant has been identified as a de novo occurrence with unconfirmed parental relationships in 2 individuals with a
complex neurodevelopmental disorder (PM6); (PMID: 3541799; internal data GeneDx). It has also been identified in an additional proband
with a complex neurodevelopmental disorder (PS4 _supporting) (internal data, Labcorp). This variant is absent from gnomAD v4.0)
(PM2_supporting). The computational predictor REVEL gives a score of 0.971, evidence that correlates with impact to SCN2A function
(PP3_moderate). This variant resides within a region of SCN2A that is defined as a mutation hotspot by the ClinGen Epilepsy Sodium
Channel VCEP (PM1). In summary, this variant meets the criteria to be classified as Likely Pathogenic for autosomal dominant complex
neurodevelopmental disorder based on the ACMG/AMP criteria applied, as specified by the ClinGen Epilepsy Sodium Channel VCEP:
(PP3_moderate, PM1, PM6, PM2_supporting, PS4_supporting). Approved March 25, 2025.

Met criteria codes

PM1 D v Located in PER 6

PM6 D v Reported de novo in one case w/ neonatal epilepsy (PMID: 35431799) (0.5 pts). Identified in the de novo state in a
patient with epilepsy by a clinical lab (GeneDx) (0.5 pts). Reported de novo in one case in broad NICU cohort (PMID:
38778310) (0 pts).

PS4 Supporting D v Reported by one lab (LabCorp/Invitae) in a person with a neurodevelopmental disorder.
PM2_Supporting [:] v Absent in controls (gnomAD v:4.0)
PP3_Moderate D v REVEL score = 0.971

Not Met criteria codes

PM3 X N/A

PM5 D X
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There are novel missense changes reported in SCN2A and paralogous genes, but since only one is classified as P/LP,
does not meet threshold to apply PM5. SCN1A:p.Leu895Pro (ClinVar ID: 1367610) was classified as pathogenic in
ClinVar by a clinical lab (Invitae); SCN3A:p.Leu887Phe (ClinVar ID: 1989062) was classified as a VUS by a clinical lab
(Invitae); SCN2A:p.Leu886Met was classified as a VUS by a clinical lab (Invitae); SCN2A:p.Leu886Val (ClinVar ID:
2065720) was classified as a VUS by a clinical lab (Invitae)
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