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                To the Editor:
A recent report by Mathieson and McVean1 showed that confounding in genome-wide association studies (GWAS) resulting from spatially structured populations in conjunction with rare variants could not be corrected by currently available statistical genetics methods. In particular, when simulating that the non-genetic cause of disease arose from a sharply defined spatial region, genomic control2, principal-component analysis (PCA)3 and linear mixed models (LMMs)4,5 all failed to correct for stratification, resulting in systematically inflated test statistics1. Although several research avenues were proposed as possible solutions to the problem1, none has so far been shown to work. Additionally, it was speculated that any method that could correct for such confounding would require fine-grained geographic information1.
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                    Figure 1: Comparison of three methods for genome-wide association analyses in the presence of confounding due to spatial structure and rare variants.[image: ]
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