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To the editor,
We read with interest the provocative work by Pieroni et al. (1) describe describing the relationship between electroanatomic abnormalities, genetic background, and the pathological substrate in Brugada syndrome. In particular we noted that rRight ventricular (RV) biopsy was performed in 20 patients and guided by 3-dimensional RV electroanatomic mapping.  identified Pathological findings were observed histopathological abnormalities logically including fibrosis in 15/20 (75%), cases with and lympho-mononuclear infiltrates in 12/20 cases/15 (80%) cases. The presence of inflammation was associated with significantly greater areas of low voltage present on unipolar and bipolar maps. Inflammatory infiltrates were determined by immunohistochemical analysis for selected antibodies and quantification was performed manually (2). 

Although we commend Pieroni et al. for their important work toward understanding Brugada syndrome and its purported structural basis, we would exercise extreme caution in implicating myocardial inflammation in its pathogenesis based upon these data. Fibrosis alone would explain the areas of low voltage seen in their patients.  Indeed,  w Further information with respect to quantification and diagnostic threshold for inflammation in this study would be of interest. We have previously reported previously, in this Journal , pathological findings from a series of 12 cases of Brugada syndrome, six diagnosed in vivo and six following a sudden death with direct comparison to a control of non-cardiac deaths  (3). In line with the observations of Pieroni et al., both groupsthe Brugada syndrome group showed increased epicardial and interstitial fibrosis, particularly within the right ventricular outflow tract, with quantification of collagen content further supporting the observation. However, there was no evidence of increased myocardial inflammatory cells among the Brugada group compared to controls. following semiautomated quantification and comparison with non-cardiac death control hearts, there was no increase in myocardial inflammatory cells among the Brugada group. This is concordant with our experience extensive experience of hearts from sudden cardiac and non-cardiac deaths at a large UK cardiac pathology centre,. Minor lympho-mononuclear infiltrates aswhere we have evaluated post-mortem hearts from a further six cases diagnosed ante-mortem with Brugada syndrome and 19 cases where the diagnosis was later made in the family. Although these cases were not subject to immunohistochemical analysis, scattered lymphocytes that were occasionally observed by Pieroni et al. in figure 1 of their article may be seen in otherwise normal myocardial tissue. We propose that future histopathological and immuno-histochemical work in this arearesearch into inflammation and fibrosis in BrS should include a blinded control sample with objective quantification of signal and isand interpretationed in this context. 	Comment by Elijah Behr: reference Mary?
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Further information with respect to quantification and diagnostic threshold for inflammation in this study would be of interest.
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