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Introduction Objectives and methods

We aim to unravel the genetic architecture of disease
progression and more specifically to identify SNPs and biological
processes associated with ALS progression

= | argest genome-wide association study in amyotrophic lateral
sclerosis (ALS) (n=29,612 patients), identified 15 SNPs
significantly related to ALS risk (1).

= The identified SNPs showed overall little effect on ALS To achieve this we:
progression individually or when used as constructed polygenic = (ollected and harmonized clinical and genotyping data
risk scores (PRS). = Adopted a cox proportional hazards model in a mixed
= This could imply different biological mechanisms are involved in model framework correcting for population structure,
ALS susceptibility compared to ALS progression which could have relatedness and added site of onset, cohort, platform, sex, and

PC1-20 as covariates (2).

extensive therapeutic consequences.

Results

Step 1: Phenotyping QC: Step 3: Cox proportional hazards mixed model (SAIGE)
Biologically invalid values, extreme/inconsistent values.

Step 2: Genotype QC:
MAF> 0.01, remove duplicate samples, no imputation
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This motivates further increasing sample size for future analvses.
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