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Introduction: Danon disease is a rare X-linked dominant disorder caused by mutations in the lysosome-associated membrane protein 2 (LAMP2) gene. It is manifested by skeletal myopathy, intellectual disability, and cardiomyopathy. Although females are less severely affected than males, cardiac disease is still a significant concern.
Case Presentation: A 19 year old female was incidentally found to be in atrial flutter when she presented to her primary care provider with streptococcal pharyngitis. She had no prior history of arrhythmias or syncopal/near-syncopal spells; family history was significant only for epilepsy (mother) and diabetes (father). Transthoracic echocardiogram showed concentric left ventricular (LV) wall thickness with no dynamic LV outflow tract obstruction. A catheter ablation of the cavotricuspid isthmus (CTI) was attempted but her atrial flutter recurred after a month. She underwent a cardiac magnetic resonance imaging study which showed near-circumferential delayed enhancement of the mid-myocardium, suggestive of an infiltrative cardiomyopathy or lysosomal storage disease.
Laboratory evaluation was negative for monoclonal protein elevation or deficiencies in alpha-galactosidase and acid alpha-glucosidase. She then underwent an electrophysiology study where repeat CTI ablation was successfully performed; no supraventricular or ventricular arrhythmias were induced. A concomitant right ventricular biopsy was performed as well. Implantable cardioverter defibrillator placement was deferred due to the lack of induced ventricular arrhythmias and sudden cardiac death history. Histopathology showed vacuolization of myocytes with glycogen abundance consistent with Danon disease. Subsequent genetic testing revealed a likely pathogenic variant in the LAMP2 gene (c.887 T>C; p.Leu296Pro); her mother was not a carrier. She did well initially but developed atrial flutter recurrence two years later requiring a third ablation.
Conclusion: Females with Danon disease are at risk for cardiomyopathy and arrhythmias (atrial, ventricular, and accessory pathway). Extensive evaluation including imaging and electrophysiologic testing should be performed in order to delineate appropriate management strategies for these patients.


