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P-082 - IS IT A FABRY DISEASE OR A SARCOMERIC HYPERTROPHIC CARDIOMYOPATHY A
POSSIBLE PITFALL IN DIAGNOSIS?
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INTRODUCTION: Fabry disease (FD) is a rare disorder that is considered a phenocopy of hypertrophic
cardiomyopathy (HCM), the most common genetic cardiovascular disease related to sarcomere damage.
Approximately 40%–60% of patients with HCM have at least one sarcomere gene altered. Of those
individuals with positive genetic testing, most disease-causing variants occur in myosin heavy chain
(MYH7) and myosin binding protein C ( MYBPC3 ), identified in 70% of these cases. OBJECTIVE: To report
a case of HCM due to a pathogenic variant in the MYBPC3 gene previously misdiagnosed as FD.
METHOD: This is a descriptive study. The patient was tested for FD and had GLA gene sequenced
through Next Generation Sequencing and lyso-Gb3 quantified through Liquid Chromatography-Mass
Spectrometry. Other family members were also screened through the same methods but the males also
had the alfa-galactosidase activity (α-GAL) measured through fluorimetry. Then, all of them were
investigated through a 168 gene panel related to HCM. RESULTS: R.M.O.A, a female, 45 years old, was
diagnosed with HCM at age of 38 and has been using an implantable cardioverter-defibrillator (ICD) since
then. Beyond the cardiac symptoms, she also referred acroparesthesias, hypohidrosis and hearing loss.
Her younger sister also had fibromyalgia. FD was thus suspected and a “pathogenic” variant
p.(Arg118Cys) in GLA gene was detected in both patient and her sister. Other first degrees relatives were
tested, including the patient’s two sons who both had the p.(Arg118Cys) variant with normal levels of
lyso-Gb3 and α-GAL. A 168 gene panel for HCM was performed in the patient and the pathogenic variant
(p.Arg495Gln) was found in the MYBPC3 gene. CONCLUSION: The variant p.(Arg118Cys) has been
reported in multiple individuals affected with mild, atypical or late-onset FD. Some studies have called
the pathogenicity of this variant into question because it has been observed as homozygous in three
related females who do not have Fabry disease, and in individuals who do not have evidence of storage
on renal biopsy. Genetic counseling was offered and the family will be followed up for both conditions.
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