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Table 1: Characteristics of the 35 patients with fever related arrhythmic events.

Patient Center” Gender Ethnicity Presentation Age VF storm Proband Family history of SD Previous syncope

ECG type

VF induction on EPS Genetic mutation
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#The Centers list can be found in the supplemental data. *patients not followed by the participating centers.

CA=cardiac arrest, AE=arrhythmic event, ICD=implantable cardioverter-defibrillator.



Table 2: Comparison between Brugada syndrome patients with arrhythmic event related or unrelated to fever.

Fever-related AE AE not related to fever P value

n=35 n= 553
Male Gender (%) 28 (80) 508 (92) 0.03
Age, years
median (IQR) 25 (3-46) 43 (34-52) <0.001
range 0.3-76 0.3-84
Group A (%) 28 (80) 328 (59) 0.02
Probands (%) 23/33 (70) 441/507 (87) 0.02
Ethnicity (%) 0.009
Caucasian 29 (83) 312 (56)
Asian 6 (17) 203 (37)
Others 0 (0) 38 (7)
Family history of SCD (%) 6 (17) 122 (22) 0.34
Spontaneous type 1 Brugada (%) 24 (66) 377 (68) 0.96
History of syncope (%) 14 (40) 224 (41) 0.95
Positive EPS (%) 9/19 (47) 210/330 (64) 0.15
SCN5A mutation (%) 14/28 (50) 118/379 (31) 0.04
VF storm (%) 6 (17) 44 (8) 0.12

AE=arrhythmic event; SCD=sudden cardiac death; EPS=electrophysiological study; VF=ventricular fibrillation, IQR=interquartile range.

Group A is defined as patients with documented aborted CA in whom the BrS diagnosis was made during work-up performed after CA.



Table 3A: Comparison between males and females with fever related AE.

Females Males P value
n=7 n=28

Age in years, median (IQR) 3(0.4-16) 35.5(7.25-46.75) 0.04

Group A (%) 6 (86) 22 (79) 1
Ethnicity, caucasian (%) 7 (100) 22 (79) 0.31
Proband (%) 5/6 (83) 18/27 (67) 0.64

Family history of SCD (%) 1(14) 5(18) 1
Spontaneous type 1 Brugada (%) 4 (57) 20 (71) 0.65
History of syncope (%) 2 (29) 12 (43) 0.67
Positive EPS (%) 0/5 (0) 9/14 (64) 0.03
SCN5A mutation (%) 4/5 (80) 10/23 (43) 0.32
VF Storm (%) 0(0) 6(21) 0.31

Table 3B: Comparison between children (age<16) and adults (age>16) with fever related AE

Children Adults P value
n=13 n=22
Male (%) 8(62) 20 (91) 0.08
Group A (%) 12 (92) 16 (73) 0.22
Ethnicity, caucasian (%) 13 (100) 16 (73) 0.06
Probands (%) 10/12 (83) 13/21 (62) 0.25
Family history of SCD (%) 2 (15) 4(18) 1
Spontaneous type 1 Brugada (%) 10 (77) 14 (64) 0.48
History of syncope (%) 7 (54) 7 (32) 0.19
Positive EPS (%) 2/8 (25) 7/11 (64) 0.17
SCN5A mutation (%) 10/13 (77) 4/15 (27) 0.008
VF Storm (%) 2 (15) 4 (18) 1

Table 3C: Comparison between Asians and Caucasians with fever related AE

Asian Caucasian P value
n=6 n=29

Agein years, median (IQR) 42 (31-61) 22 (3-45) 0.05
Male (%) 6 (100) 22 (76) 0.31

Group A (%) 5(83) 23 (79) 1
Proband (%) 5/5 (100) 18/28 (64) 0.29
Family history of SCD (%) 0(0) 6 (21) 0.56
Spontaneous type 1 Brugada (%) 2 (33) 22 (76) 0.06
History of syncope (%) 1(17) 13 (45) 0.37

Positive EPS (%) 1/2 (50) 8/17 (47) 1
SCN5A mutation (%) 1/5 (20) 13/23 (57) 0.33
VF Storm (%) 0(0) 6(21) 0.56

AE=arrhythmic event, VF=ventricular fibrillation; SCD=sudden cardiac death;
EPS=electrophysiological study, IQR= interquartile range. See test for definition of Group A.



Table 4: Distribution of the total population of Brugada syndrome patients according to age group and estimated fever days
by the Delphi method.

Age group No fever related AE Fever related AE Estimared fever days per year*
(years) All Male (n) Female (n) All Male (n) Female (n) n
0-5 66 37 29 11 7 4 10.4
6-15 221 116 105 2 1 1 6.1
16-26 619 438 181 5 4 1 3.2
27-37 1315 1043 272 2 2 0 2.8
38-48 1658 1310 348 5 5 0 2.9
49-59 1528 1072 456 4 4 0 3.1
60-70 747 501 246 1 0 1 4
70+ 178 114 64 2 2 0 5.8
Total 6332 4631 1701 32 25 7

*See text for description of the Delphi method

AE=arrhythmic events.



Table 5: Previous publications on Brugada syndrome patients with fever induced arrhythmic event

Reference  First Author Year Number of pts Presentation Age (years) Gender SCN5A mutation Sponta Type 1 EPS Country VF storm
1 Gonzalez Rebollo 2000 1 VF 30 M NP + Positive Spain +
2 Porres 2002 1 Polymorphic VT 66 F NP - Positive Spain +
3 Dinckal 2003 1 Incessant MVT and Death 55 M NP - Positive Turkey +
4 Peng 2005 4 VF 25-36 Unk** NP 2 outof4 NP China Unk
5 Keller 2005 1 MVT 57 M + NP Switzerland +
6 Keller 2006 1 VF 42 M - NP Switzerland +
7 Probst 2007 1 SCD 2 F NP + NP The Netherlands Unk
8 Skinner 2007 1 MVT 1.8 F + - NP New Zeland -
9 Hanazawa 2007 1 VF 58 M NP + NP Japan +
10 Junttila 2008 7 1MVT, 2VF, 45CD Unk Unk 4 pts: 1-, 3 NP Unk Unk Canada and European countries Unk
11 Shalev 2008 1 Polymorphic VT 39 M NP - NP Israel +
12 Amin 2008 4 CA Unk Unk 3outofé4: + Unk Unk The Netherlands Unk
13 Samani 2009 1 ACA, SCD 29 M + + Positive USA +
14 Moltedo 2010 1 Ventricular Flutter 15 M NP Unk NP Argentina -
15 Chockalingam 2012 2 ACA, SCD 0.3, infant F,M + Unk Unk European* Unk
16 Mclintyre 2012 1 Ventricular Flutter 39 M - + NP Canada Argentina Brazil -
17 Noris 2013 1 VF 50 F - - NP Spain +/-
18 Kim 2014 1 MVT 2.2 M + - NP Korea -
19 Picetti 2014 1 VF 40 M Unk Unk NP Italy -
20 Andorin 2016 4 VF& 1.8,4.2,1,0.4] 1M, 3F|l + 3outof4| 1negative, 3 NP|| Europeant$§ Unk
21 Mizusawa 2016 3 VF 33,39,47# 3M# 1+, 2-# Unk Unk Multi Center- the 3 pts are Asian##  Unk
22 Mendes 2017 1 VF 74 M Unk - NP Portugal -

“5 centers from Holland and Germany.
T Data from 16 European centers.
1 Life-threatening arrhythmias
8 This study included patients aged < 19 years.
I' Data provided by Dr. Andorin.
# Data provided by Dr. Mizusawa.
4 males or 3 males and 1 females. There is a contradiction between the English abstract and Chinese text.
VF=ventricular fibrillation; MVT= monomorphic ventricular tachycardia; SCD=sudden cardiac death; CA=cardiac arrest;
ACA=aborted cardiac arrest; Unk=unknown; NP=not performed; pts=patients.

The Reference list of this Table is located in the supplemental data.



