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Figure 3: Screening with GRAPPLE. a, Landscape of pleiotropic pathways on 25 diseases. The colors
show average number of modes across 7 different selection p-value thresholds. The “4” sign shows a
positive estimated effect and “—" sign shows a negative estimated effect, with the p-value for each cell
a combined p-value of replicability across 7 thresholds. These p-values are not multiple-testing adjusted
across pairs. b, Multi-modality of the profile likelihood for effect of HDL-C on CAD at 2 different selection
p-value threshold. Vertical bars are positions of marker SNPs (I'; /7;), labeled by their mapped genes (only
unique gene names are shown). c, Multivariate MR with GRAPPLE for the effect of 5 risk factors on
CAD. d, Multivariate MR with GRAPPLE for the effect of 4 risk factors on CAD. The Error bars in ¢
and d are 95% confidence intervals.
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