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 Amyotrophic lateral sclerosis (ALS) is a fatal and progressive neurodegenerative disease.

 The rs12608932 variant (c.2473-324T>G) in UNC13A is a risk factor and modifier of the ALS phenotype due to cryptic exon inclusion.

 The CC genotype of the rs12608932 variant is linked to shorter survival, higher age at onset, and more frequently bulbar onset

 The rs12608932 variant occur at a high frequency (10%) in healthy individuals of European ancestry

Conclusions

 The rs12608932 variant in UNC13A is associated with increased risk of ALS

 The CC genotype is associated with more frequently bulbar onset and dominant LMN 
manifestations

 The rs12608932 variant modify the phenotype solely in ALS cases lacking a known 
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Figure 1: Survival months from onset comparing CC genotype and AA + AC genotype for the 
rs12608932 variant.
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Table 1: Risk of C-allele and CC-genotype of the UNC13A rs12608932 variant in both total ALS cases and the 
two sub-groups (no genetic variants and with genetic variants) compared to the frequency in gnomAD and a
Norwegian database, respectively.

CC genotype:

 Bulbar onset (p = 0.006)

 Dominant LMN manifestations (p = 0.011)

LMN; lower motor neuron
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Frequency in our ALS cohort: 0.438
Frequency in gnomAD: 0.365
Frequency in a Norwegian Database : 0.365

ALS risk (C-allele):
 Risk ratio: 1.4 (CI 1.2-1.5)

CI; confidence interval

Table 2: The association of clinical characteristics and the CC genotype compared to the AA + AC genotype in the two different sub-groups; with no genetic variant and with genetic variants.
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Figure 2: Distribution of the three genotypes for the 
UNC13A rs12608932 variant
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