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Mutations in the Myoclonin1l/EFHC1 gene are an important cause of juvenile myoclonic epilepsy (JME)
in Mexican patients "

EFHC1 variants are the most common mutations in inherited myoclonic and grand mal clonic-tonic-
clonic (CTC) convulsions of juvenile myoclonic epilepsy (JME).

Bailey et al reanalyzed 54 EFHC1 variants associated with epilepsy from 17 cohorts based on National
Human Genome Research Institute (NHGRI) and American College of Medical Genetics and Genomics
(ACMG) guidelines for interpretation of sequence variants.

They calculated Bayesian LOD scores for variants in coinheritance, unconditional exact tests and odds
ratios (OR) in case-control associations, allele frequencies in genome databases, and predictions for
conservation/pathogenicity. We reviewed whether variants damage EFHC1 functions, whether efhcl-/-
KO mice recapitulate CTC convulsions and “microdysgenesis” neuropathology, and whether
supernumerary synaptic and dendritic phenotypes can be rescued in the fly model when EFHC1 is
overexpressed. We rated strengths of evidence and applied ACMG combinatorial criteria for
classifying variants.

Nine variants were classified as “pathogenic,” 14 as “likely pathogenic,” 9 as “benign,” and 2 as
“likely benign.” Twenty variants of unknown significance had an insufficient number of ancestry-
matched controls, but ORs exceeded 5 when compared with racial/ethnic-matched Exome
Aggregation Consortium (ExAC) controls.

NHGRI gene-level evidence and variant-level evidence establish EFHC1 as the first non-ion channel
microtubule-associated protein whose mutations disturb R-type VDCC and TRPM2 calcium currents in
overgrown synapses and dendrites within abnormally migrated dislocated neurons, thus explaining
CTC convulsions and “microdysgenesis” neuropathology of JME .
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