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Supplementary Figure 1. Performance metrics of missense variant prediction methods. (A)
Receiver operating characteristic curve for identifying CHD proband de novo variants. The values
in parentheses are the area under the curve for each method. (B) Precision recall curve for

identifying CHD proband de novo variants. The values in parentheses are the area under the curve

for each method.
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Supplementary Figure 2. Enrichment of de novo missense variants for PrimateAl score
ranges. The enrichment is derived with respect to the expected number of de novo missense
variants in cohorts of the same size as CHD trios (n = 3,835) and control trios (n = 2,179). The
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Supplementary Figure 3. Coding sequence length of significant OFC genes by discovery
model. Distribution of coding sequence length for the significant genes unique to the “de novo &
case/control” model and “de novo only” model. The number of genes is labeled below each
category. CDS, coding sequence; aa, amino acid. *: p < 0.05, one-sided Wilcoxon rank-sum test.



Supplementary Data 1. Number of trios for CHD, OFC, and unaffected children used for
de novo variants.

Supplementary Data 2. List of 225 Human CHD genes.

Supplementary Data 3. TADA results for CHD

Supplementary Data 4. TADA results for OFC

Supplementary Data S. List of 148 Human OFC genes.

Supplementary Data 6. De novo TF DBD missense variants in the CHD cohorts
Supplementary Data 7. De novo missense variants in OFC genes in OFC cohorts
Supplementary Data 8. TF DBD Pfam domains

Supplementary Data 9. De novo TF DBD missense variants in the CHD and OFC cohorts
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