SUPPLEMENTARY FIGURES
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Supplementary Figure 1. Summary statistics for 60 MYH7 pilot variants at the time of variant selection. Variants with a
broad spectrum of classifications and evidence levels were selected. A. Classifications of 60 pilot variants from the
Partners Laboratory for Molecular Medicine (LMM) at the time of variant selection. B. Discrepancies in classifications
listed in ClinVar between main cardiomyopathy labs. P = Pathogenic, LP = Likely Pathogenic, VUS = Variant of uncertain
significance, LB = Likely benign, B = Benign. C. Breakdown of 60 pilot variants by type.
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Supplementary Figure 2. Summary of rules that were applied to the 60 MYH?7 variants. The not applicable or removed
rules are not included above. The variants covered a range of classifications from pathogenic to benign and allowed for
21/25 rules to be tested.



Variant Concordance Stepwise Summary

Variants classified R1 and R2 classify variants using
REE) modified ACMG/AMP framework

Concordant Discordant 87% inter-user concordance after
(n=52) (n=8) initial reviewer classification

Data errors
(n=4)

Concordant Rule missuse 93% inter-user concordance
(n=56) (n=4) after correction for data errors

Unchanged Clinical judgement 3% of variants required
(n=58) (n=2) further adjustment

Supplementary Figure 3: Summary of underlying factors for variant classification discordance. Numbers in (n) represent
the number of variants. R1/R2 = Reviewers 1 and 2.



