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            Abstract
Several risk factors for Crohn's disease have been identified in recent genome-wide association studies. To advance gene discovery further, we combined data from three studies on Crohn's disease (a total of 3,230 cases and 4,829 controls) and carried out replication in 3,664 independent cases with a mixture of population-based and family-based controls. The results strongly confirm 11 previously reported loci and provide genome-wide significant evidence for 21 additional loci, including the regions containing STAT3, JAK2, ICOSLG, CDKAL1 and ITLN1. The expanded molecular understanding of the basis of this disease offers promise for informed therapeutic development.
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                    Figure 1: Power to detect a genetic effect of various sizes (odds ratio 1.2, 1.3 or 1.5) versus study sample size.[image: ]


Figure 2: A quantile-quantile plot of observed −log10 P values versus the expectation under the null.[image: ]


Figure 3: Distribution of observed Z scores from the 63 newly identified regions explored, along with the expected distribution under the null (a standard normal with mean 0 and variance 1).[image: ]


Figure 4: Histogram of percent variance explained by each of the 32 established CD risk loci.[image: ]
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