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Genetic studies of common complex human diseases, including Alzheimer®s
disease (AD), are extremely resource intensive, yet have struggled to identify genes that are causal
in disease. Combined with the costs of such studies and the inability to identify the “ missing
heritability” particularly in AD, alternate strategies warrant consideration. We devised a unique
strategy that combines distinct mouse strains that vary naturally in amyloid beta (Abeta) production
with transcriptomics to identify Klcl splice variant E as a modifier of Abeta accumulation, a
causative factor of AD. In AD patients, the expression levels of KLC1 variant E in brain were
significantly higher compared to unaffected individuals. The identification of KLC1 variant E
suggests that dysfunction of intracellular trafficking is causative in AD.
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