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ORIGINAL ARTICLE
ATPSH/KCTDZ2 locus is associated with Alzheimer’s disease risk
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To identify loci associated with Alzhesimer disease, we conducted a thres-stage analysis using sdsting genomewids

association studies (GWAS) and genotyping in a new sample. In Stage 1, all suggestive singlenuckeotide polymarphisms (at
P<0.001) ina previously reported GWAS of seven independent studies (8082 Alzheimer's disease (AD) cases 12040 controls) were
sedected, and in Stage Il these were examined in an in silice analysis within the Cohorts for Heart and Aging Research in Genamic
Epidemiclogy consortium GWAS (1367 cases and 12304 control). Six novel signals reaching P<5 x 10~ were genotyped in an
independent Stage Il sample fthe Fundacks ACE daw set) of 2200 sporadic AD patients and 2301 controls. We identified

a novel association with AD in the adencsine triphosphate (ATP) synthase, H+ transporting, mitochondrial FO (ATPSH)/Potassium
channed tetramesizaton domain-containing protein 2 KCTDZ) locus, which resched genomewide sgnificance in the

combined discovery and genotyping sample (511870474, odds ratio (OR) = 1.58,F =26 x 107 in discovery and OR= 143,
P=0004 in Fundacié ACE data set; combined OR =1.53, P= 47 x 10 7). This ATPSH/KCTDZ kocus has an important function

in mitochondrial energy production and newonal hyperpolaization during cellular stress conditions, such as hypoiia or

glucose deprivation.
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Alzheimer's disease [AD) & fhe most common cause of dementia it A€ intensively looking for direet relationships between these novel
i expectad that AD prevalence will be quadrpled by 2040, lod and amyloid deposition speculating that new genes might have
reaching a worldwide number of 811 millon afiected indhiduals’  #flecs on amyloid metabolism or through previously unsus pected
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