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            Abstract
We recently described an association between risk of type 2diabetes and variants in the transcription factor 7-like 2 gene (TCF7L2; formerly TCF4), with a population attributable risk (PAR) of 17%–28% in three populations of European ancestry1. Here, we refine the definition of the TCF7L2 type 2diabetes risk variant, HapBT2D, to the ancestral T allele of a SNP, rs7903146, through replication in West African and Danish type 2 diabetes case-control studies and an expanded Icelandic study. We also identify another variant of the same gene, HapA, that shows evidence of positive selection in East Asian, European and West African populations. Notably, HapA shows a suggestive association with body mass index and altered concentrations of the hunger-satiety hormones ghrelin and leptin in males, indicating that the selective advantage of HapA may have been mediated through effects on energy metabolism.
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                    Figure 1: Median-joining (MJ) network30 describing the evolutionary relationships between 78 distinct haplotypes, inferred from the genotypes of 63 SNPs and one microsatellite (DG10S478) from the TCF7L2 exon 4 LD block.[image: ]


Figure 2: The LRH selection test at increasing physical distance from the core haplotype region.[image: ]
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