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Background:  Brugada syndrome is distinguished by a characteristic electrocardiogram (ECG) morphology and a susceptibility to ventricular arrhythmias and sudden cardiac death (SCD).  It has been associated with genetic mutations on chromosome 3 affecting cardiac sodium channels.  While this syndrome transmits in an autosomal dominant fashion and is not presumably linked to sex, it is 8 to 10 times more prevalent in men than women.  The reason for male predominance is unknown, although sex-related differences have been found in ionic currents, and hormonal influences may also play a role.  Using the largest population of women patients and the longest follow-up yet described, this study evaluated the association of sex with clinical manifestations, markers of risk, and prognosis.
Methods:  A prospectively developed database of patients with Brugada syndrome was analyzed.  All patients included had a spontaneous or induced type-1 ECG pattern, and no evidence of structural heart disease.  Most patients underwent an electrophysiological study (EPS).  Cardiac events were defined as SCD or documented ventricular fibrillation (VF).
Results:  The study included 272 men (70.8%) men and 112 (29.2%) women.  Compared with women, men were more likely to present with aborted SCD (6% vs. 1%, p=0.01), to have a baseline type-1 ECG pattern (47% vs. 23%, p<0.001), and to have inducible VF during EPS (32% vs. 12%, p<0.001).  With this greater risk-profile, men were also more likely than women to receive an ICD (38% vs. 22%, p=0.002).  On the other hand, women were more likely to have a family history of SCD (45% vs. 31%, p=0.007) and to display a greater increase in conduction parameters (PR interval, QRS duration) and QTc intervals after exposure to sodium-blockers (p=0.03 and p=0.001, respectively).  During a mean follow-up of 58 ± 48 months, 8.9% of patients had a cardiac event.  While this represented 11.6% of men and 2.8% of women (p=0.003), male sex was not an independent predictor of a worse outcome.  The only independent predictor for a worse outcome in men was the presence of symptoms (syncope or aborted SCD) at the time of diagnosis, while for women it was a longer PR interval on baseline ECG. 
Conclusions:  Compared with women, Brugada syndrome is far more prevalent in men, who present with a greater risk profile and have a significantly worse prognosis.  Classical risk factors predict a worse outcome in men, whereas conduction disturbances may be a marker of risk in women.  Due to low event rates, an even larger cohort of female patients is needed to confirm these results.
