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    ABSTRACT
Dyslipidemia is common among patients with amyotrophic lateral sclerosis (ALS), but the genetic evidence for the link between blood lipids and ALS is unclear. We assessed the associations of polygenic risk scores (PRS) for low-density lipoprotein cholesterol (LDL-C), total cholesterol (TC), triglycerides (TG) and high-density lipoprotein cholesterol (HDL-C) with ALS, using summary results from genome-wide association studies. PRS of LDL-C (OR=1.17; 95%CI 1.11-1.23) and TC (OR=1.15; 95%CI 1.09-1.21) were significantly associated with a higher risk of ALS, whereas no association was noted for PRS of TG and HDL-C. Although linkage disequilibrium score regression indicated weak genetic correlations between lipids and ALS, several genetic variants known to up-regulate LDL-C and TC levels were shown to be associated with a higher risk of ALS. This study demonstrates a clear polygenic link between LDL-C, TC and ALS, and suggests that inherited dyslipidemia might be an etiological part of ALS development.
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