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Evidence submitted by expert panel

Cardiomyopathy VCEP

NM_000256.3(MYBPC3):c.1483C>T (p.Arg495Trp). This variant has been identified in individuals with HCM and other cardiomyopathies
(ClinVar Variation ID 164114) and was absent from large population studies (https://gnomad.broadinstitute.org/; v.2.1). The variant is
statistically increased in individuals with HCM compared to controls (OR lower 95% CI>10), therefore, the PS4 criterion has been applied at
moderate strength (PS4 _Moderate) and the PM2_Supporting criterion has been applied (PM2_Supporting). This variant lies in a region of
the protein where variants are statistically more likely to be disease-associated (PM1_Strength; Walsh 2019 PMID: 30696458).
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Computational prediction tools and conservation analyses suggest that this variant may impact the protein (PP3; REVEL score =0.70). In
summary, this variant meets criteria to be classified as likely pathogenic for hypertrophic cardiomyopathy in an autosomal dominant
manner based on PS4 _Moderate, PM2_Supporting, PM1, and PP3.
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This variant lies in a region of the protein where variants are statistically more likely to be disease-associated
(PM1_Strength; Walsh 2019 PMID: 30696458).

Computational prediction tools and conservation analyses suggest that this variant may impact the protein (PP3;
REVEL score =0.70)

Absent in 2.1. gnomad

HCMR: 3/2633 Walsh: 4/ 6179 HCM (2/2912 LMM, 2/3267 OMGL) --> LMM has now 5 cases/3200 and OMGL has at
least 4 (see OMGL tab in variant excel spreadsheet) ---> Assume 10,000 tested probands between OMGL, LMM , and
other labs: 9 in 10000 case genotypes vs 1 in 56495 control genotypes gives an odds ratio of 50.89 (95%CI=6.45-
401.72) Lower bound Cl: Strong 95%CI=6.45 (threshold for strong =20) Moderate 95%CI=6.45 (threshold for
moderate =10) Supporting 95%Cl=6.45 (threshold for supporting =5) The lower bound 95%Cl is greater than 5
(95%CI=6.45). Therefore PS4 is set to PS4 _Supporting LMM data with gnomad 2.1: 5 in 3200 case genotypes vs 1 in
56495 control genotypes gives an odds ratio of 88.41 (95%CI=10.33-756.96) Lower bound CI: Strong 95%CI=10.33
(threshold for strong =20) Moderate 95%CI=10.33 (threshold for moderate =10) Supporting 95%CI=10.33
(threshold for supporting =5) The lower bound 95%ClI is greater than 10 (95%CI=10.33). Therefore PS4 is set to
PS4 Moderate Plus literature and ClinVar data, this would be at least Mod. Decipher only oxford data **** Please
note that with gnomad 4.1, 12/1179878 alleles PS4_moderate is met. Feel more confident about this. (ran OR with
walsh data) 4 in 6179 case genotypes vs 12 in 589939 control genotypes gives an odds ratio of 31.84
(95%CI=10.27-98.76) Lower bound Cl: Strong 95%CI=10.27 (threshold for strong =20) Moderate 95%CI=10.27
(threshold for moderate =10) Supporting 95%CI=10.27 (threshold for supporting =5) The lower bound 95%Cl is
greater than 10 (95%CI=10.27). Therefore PS4 is set to PS4_Moderate
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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