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Fig S15: ANEVA-DOT results on undiagnosed MDM patients where our newly identified
candidates include known MDM genes. AE samples from patients without previous molecular
diagnosis. In these samples we find one or more known MDM genes to be an ANEVA-DOT outlier.
Red: MDM gene, Blue: ANEVA-DOT gene. Known MDM ANEVA-DOT genes are named and
numbered by their p-value rank in the entire sample. On the top the numbers are the number of DOT
genes, the number of MDM DOT genes, and the total number of tested genes.
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Fig S16: ANEVA-DOT results on undiagnosed MDM patients where our newly identified
candidates do not include any previously known MDM genes. AE samples from patients without
previous molecular diagnosis. In these samples we do not find any known MDM genes to be an
ANEVA-DOT outlier. Red: MDM gene, Blue: ANEVA-DOT gene. On the top the numbers are the
number of DOT genes, the number of MDM DOT genes, and the total number of tested genes.
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Fig S17: ANEVA-DOT results on MDM patients excluded from analysis. AE samples from these
patients did not pass our quality control criteria. A) Too few genes were available in the data due to
low coverage. We used Q;-1.5IQR from all tested samples as the threshold. B) Too many genes
appeared as ANEVA-DOT outlier possibly due to genotyping error, sample contamination, or
extensive PCR duplication that is not captured by duplicate removal. The threshold was set as
Q;+1.5IQR from all samples except the two in panel A that did not pass the coverage threshold. Red:
MDM gene, Blue: ANEVA-DOT gene. On the top the numbers are the number of DOT genes, the
number of MDM DOT genes, and the total number of tested genes.
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Fig S18: Sashimi plot showing pseudoexon insertion in patient N10. Patient N10 carries a
heterozygous variant chr2:220289644 (¢.1289-741G>A) resulting in the creation of a splice acceptor
site, resulting in the inclusion of 116 out-of-frame bases into the transcript (see supplementary text 3
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for details). Numbers in arches represent the number of uniquely mapping, non-duplicate, primary
alignments that support the splicing event. The control sample in blue is GTEx skeletal muscle
sample G18069.
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