
Hypertrophic cardiomyopathy
not only dominant inheritance

Bi allelic variants in TRIM63
a common cause for HCM

Elena Friedman

Genetic councilor , MsC

Rabin Medical Center



◦ Hypertrophic cardiomyopathy (HCM) is a prevalent hereditary heart disease, with an 

incidence of 1:500. 

◦ HCM may be a multifactorial or monogenic disorder and is often transmitted in an autosomal 

dominant manner. 







TRIM 63

This gene encodes a member of the RING zinc finger protein family found in striated muscle and iris. The product 

of this gene is an E3 ubiquitin ligase that localizes to the Z-line and M-line lattices of myofibrils. This protein plays 

an important role in the atrophy of skeletal and cardiac muscle and is required for the degradation of myosin heavy 

chain proteins, myosin light chain, myosin binding protein, and for muscle-type creatine kinase.



TRIM63

p.Ala48Val

p.Ile130Met

p.Gln247Ter







-concentric left ventricular hypertrophy (LVH) 

-late gadolinium enhancement

-left ventricular (LV) systolic dysfunction

- non-sustained ventricular tachycardia

- adverse cerebrovascular event (20%)
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T R IM63:c.277C>T, p.Gln93*

1:30 in Lybian Jewish population



 Heterozygote variants in 
TRIM63 were found in 
additional 6/80 (8.6%).

biallelic pathogenic variants 
in TRIM63 were identified in 5 
individuals (4.7%).

Severe concentric hypertrophy
Young age of onset
Ventricular and 
supraventricular arrhythmias

The gene is not included 
in most of the 
commercial gene panels
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