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Deciphering Novel Disease Mechanism in Familial Hypertrophic Cardiomyopathy
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The aim of this study was to elucidate a novel pathogenesis mechanism of
hypertrophic cardiomyopathy (HCM) by omics analyses combining DNA- and RNA-sequences in patients
whose causal genetic mutations had not yet detected.

In this study, we established a method to extract messenger RNAs from micro myocardial biopsy
specimens. | applied this method with omics approach (combining DNA and RNA sequencing data
together) to eight patients with HCM. However, we could not prove the novel mechanism of HCM with
regard to splice variants that altered the targeted gene expression. I will increase the number of
HCM participants applying this method to detect the splice altering variant-induced HCM.
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(pathogenicity) 1 (HCM-25 TNNI3 p.Lys183del)
1 MYH7 2 Clinvar
(conflict interpretations of pathogenicity) (Table)
Table. 8
ID chr pos (b37) rsiD gene consequence Nucleotide change AA change comments

HCM-20 14 23888459 MYH7 missense €.3899A>G p.GIn1300Arg novel
HCM-23
HCM-24
HCM-25 19 55665397 TNNI3 inflame_deletion ¢.547_549del p.Lys183del reported
HCM-26
HCM-30 11 47357494 rs727504418 MYBPC3 missense c.2671C>T p.Arg891Trp ClinVar: conflicting interpretations
HCM-41 15 63336299 rs199476306 TPM1 missense c.188C>T p.Ala63Val ClinVar: conflicting interpretations
HCM-47

Abbreviations ( ):
AA, amino acid
chr, chromosome

pos, genomic position
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TNNT2, TPM1, MYBPC3, MYL3, MYL2, TNNI3, ACTC1, CSRP3, TNNC1, CAV3, TCAP,

CRYAB, VCL, OBSCN, ANKRD1, TTN)
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