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Identification of modifier genes of Alzheimer®s disease amyloid pathology using a mo
use-to-human translational approach
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Alzheimer®s disease (AD) is a common, complex neurological disease caused by numer
ous genetic and environmental factors making the identification of sporadic AD related genes difficult. To
overcome these difficulties, we combined a mouse model of Abeta accumulation and transcriptomics, which s
implifies the complexity, yet increases the statistical power for such a genetic screen, and identified Kl
cl variant E as an Abeta accumulation modifier in vivo. Notably, these results translated to humans where
the expression levels of KLC1 variant E in brain were significantly higher in AD than control subjects. To
our knowledge, this is the first report linking splicing of Klcl to disease, and strongly implicates tran
sport defects as a major contributor to Abeta accumulation and AD pathology.
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SORL1 is genetically associated with
late-onset Alzheimer's disease in Japanese,
Koreans and Caucasians.
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Abeta accumulation using APP Tg mice
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variant specific-effect of Kinesin Light
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Identification of a kinesin light chain 1
splice variant as a modifier of Alzheimer
disease amyloid pathology  using
transcriptomics and mouse-to-human
translational approach
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An approach to complex diseases:
combining model mice and
transcriptomics reveals that splicing of
KLC1 modifies Alzheimer’s disease
Kyoto, June 20-23 2013 (Oral)
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splice variants as a modifier of
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using a mouse-to-human translational
approach
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