Supplementary Data 2: Contribution of individual QVs to their gene-based association
signal with plasma and urine metabolite levels.

For each significant gene-metabolite pair in plasma and/or in urine (sorted by gene and
metabolite’s biochemical name), the symbols visualize the -logio(P-value) (y-axis) for the
successive aggregation of the most influential QVs with respect to the forward selection
procedure (Bomba et al. 2022, PMID: 35568032, Methods) based on burden tests for both
masks (LoF_mis on the left, HI_mis on the right). The number of QVs aggregated for burden
testing is given on the x-axis. Symbol shape indicates the variant’s consequence. The symbol
color and size reflect the effect size and the P-value of the variant based on its single-variant
association test. The gray dashed lines represent the significance threshold (-logio(5.04e-9)
for plasma and -logio(4.46e-9) for urine), the total -logio(P-value) of the aggregate variant
test including all QVs in the respective gene and mask, and the -logio(lowest P-value) that
can be reached by aggregating only the driver variants from the forward selection
procedure. Hence, the variants sorted on the left, which provide the lowest P-value when
aggregated, represent the driver variants (for further variant annotation see Supplementary
Tables 7a,b).
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