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Supplementary Figure 1: Bland-Altman Blot of log-transformed lifetime risk values per
monogenic disorder comparing estimates based on worldwide variant data with estimates
based European variant data. The differences are plotted on the y-axis shows, the means on
the x-axis. The dotted lines represent the mean difference and the 95% confidence intervals.
The plot shows a high degree of correlation between the lifetime risks derived from the
(Lin’s concordance correlation

worldwide and the European gnomAD dataset, respectively
coefficient of log-transformed lifetime risks p. = 0-938).




Loss of Function Variants
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Supplementary Figure 2: Bland-Altman Blot of log-transformed lifetime risk values per
monogenic disorder comparing estimates based on worldwide data and estimates based on
European data, using for the estimation Loss-of-Function variants only. The plot is designed
as in Suppl. Fig. 1. Although the Loss-of-Function variants are a minor subset (9-4% of the
whole dataset) the plot still shows a high degree of correlation (p. = 0:892). Of note, the mean
Miog Of the pairwise differences of the log-transformed risk values as depicted here, is not a
faithful representation of the analogous mean Mya: of the native, non-transformed values
because Zi(log(ai)-log(bi)) # log(Zi((ai)-(bi))), so that for two datasets D1 and D2, Mnat,1 > Mnat,2
does not generally imply Miog,1 > Miog,2.



