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Gene: SCN2A (HGNC:6326) NM_001040142.2(SCN2A):c.1399G>A (p.Ala467Thr)
Condition: complex neurodevelopmental disorder (MONDO:0100038) NC_000002.12:9.165315486G>A

Inheritance Mode: Autosomal dominant inheritance CM000664.2:9.165315486G>A
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The NM_001040142.2(SCN2A):c.1399G>A variant in SCN2A is a missense variant predicted to cause substitution of Alanine by Threonine at
amino acid 467 (p.Ala4d467Thr). The highest population minor allele frequency in gnomAD 4.1.0 is 0.01501% (9/59978 alleles) in the Admixed
American population, which is higher than the ClinGen Epilepsy Sodium Channel VCEP threshold (>0.01%) for BA1, and therefore meets
this criterion (BAl). The computational predictor REVEL gives a score of 0.269, (which is below the threshold of 0.290), evidence that does
not predict a damaging effect on SCN2A function (BP4). In summary, this variant meets the criteria to be classified as benign for autosomal
dominant complex neurodevelopmental disorder based on the ACMG/AMP criteria applied, as specified by the ClinGen Epilepsy Sodium
Channel VCEP: BP4, BAl. (Specification Version 2.0.0; 1/7/2025).
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The computational predictor REVEL gives a score of 0.269, (which is below the threshold of 0.290), evidence that
does not predict a damaging effect on SCN2A function (BP4).

The highest population minor allele frequency in gnomAD 4.1.0 is 0.01501% (9/59978 alleles) in the Admixed
American population, which is higher than the ClinGen Epilepsy Sodium Channel VCEP threshold (>0.01%) for BAL,
and therefore meets this criterion (BA1).

This variant does not reside within a region of SCN2A that is defined as a mutational hotspot or critical functional
domain by the ClinGen Epilepsy Sodium Channel VCEP.

5 different missense variants (SCN2A ¢.1399G>A p.Ala467Pro, SCN2A ¢.1393G>T p.Ala467Ser, SCN2A ¢.1400C>T
p.Alad67Val, SCN1A c.1393A>G p.Thr465Ala, and SCN3A c.1397C>T p.Ser466Leu,) in the same or paralogous codon
have been reported (ClinVar IDs: 2500543, 983216, 1318705, 1352508, and 3371473). However, these variants
have not yet met the criteria to be classified as pathogenic or likely pathogenic by the ClinGen Epilepsy Sodium
Channel VCEP.

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
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BS4 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS3 % To our knowledge, functional assays have not been reported for this variant.

PS1 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS2 B % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS3 a X To our knowledge, functional assays have not been reported for this variant.

PS4 a X This variant has been reported in one family and two additional probands meeting criteria for a complex
neurodevelopmental disorder. However, PS4 _Moderate cannot be applied because this variant is present in control
populations (gnomAD, PMID 29635106, 38059254).

BP2 a P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

PP3 B % No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline
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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.


https://erepo.genome.network/evrepo/ui/summary/classification/1884e5f2-7fc9-4150-8381-123c9f745b24/version

ClinGen Terms of Use.
 Powered by BCM's Genboree.


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/

