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arising from C. Cruchaga et al. Nature 505, 550–554 (2014); doi:10.1038/nature12825

Recently, Cruchaga et al. described the association of rare variants in the phospholipase D3 gene (PLD3) with the risk of developing Alzheimer's disease1; this observation resulted from a strategy based on whole exome sequencing of late-onset Alzheimer's disease familial forms. A missense substitution, Val232Met (rs145999145), was reported to co-segregate with Alzheimer's disease in two families and was further associated with Alzheimer's disease risk; in addition to Val232Met, two other PLD3 variants, Ala442Ala (rs4819) and Met6Arg, were reported to be nominally associated with Alzheimer's disease risk. We were not able to replicate the association of these variants with the risk of sporadic Alzheimer's disease in a large case–control study. Our data suggest that PLD3 is at best a minor genetic risk factor of sporadic Alzheimer's disease. There is a Reply to this Brief Communication Arising by Cruchaga, C. & Goate, A. M. Nature 520, http://dx.doi.org/10.1038/nature14037 (2015).
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