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Results - Secondary outcome

The safety analysis of the heart rate changes and ECG conduction times during the antiarrhythmic infusion confirmed safety of both antiarrhythmic modalities with similar decreases of heart rates from a median of 130/min to 85/min (e-Tab.1 ESM 3, e-Fig.1 ESM 3, linear mixed effect regression). Except for six interruptions in both arms and nine cross overs to the opposite groups no requirements for pacing nor drug related arrhythmias were recorded. The only statistic differences were longer PQ interval within the normal range in the propafenone arm at 24hrs and 48hrs of the study (0.17 s vs 0.16 s in amiodarone, p=0.004, and 0.168 s vs 0.149 s, p=0.01, respectively, e-Tab.1 ESM 3, e-Fig.2 ESM 3). The QRS complex was wider and within the normal range at 72hrs in the amiodarone arm (0.093 s vs 0.088 s, p=0.04, e-Tab.1 ESM 3, e-Fig.3 ESM 3). The course of QT during the first 100 hours of the trial did not differ between the groups (e-Tab.1 ESM 3, e-Fig.4 ESM 3).   
The courses of the vasopressors (noradrenaline and arginine vasopressin) in both arms of the trial were with no significant differences between their median dosages at six time points during the duration of the antiarrhythmic therapy (e-Tab.1 ESM 3, e-Fig.5 ESM 3, e-Fig.6 ESM 3). 
To eliminate the effect of ICU mortality on the significant difference between the ICU lengths-of-stay (LOS, Tab.1 main manuscript, p=0.03) the ICU LOS was compared separately for survivors (e-Fig.7 ESM 3) confirming longer ICU stay for survivors of the propafenone arm (17 days (11-20) vs 11 days (9-14) for amiodarone, p=0.046). The hospital mortality for propafenone group 46 (44.7%) was not significantly different to amiodarone (51 (50%), p=0.08). The three-month mortality was not significantly lower in the propafenone versus amiodarone group (56 (53.8%) vs 68 (64.8%), p=0.11 chi-square test, e-Fig.8 ESM 3, p=0.14, log-rank test). 


Legends to figures:


e-Table 1 ESM 3: Development of the heart rate, ECG conduction times and vasopressor dosages during the first 100 hours of the antiarrhythmic infusions with comparisons between propafenone and amiodarone. (AA antiarrhythmic, P propafenone, A amiodarone, HR heart rate, NAD norepinephrine, AVP arginine vasopressin).

e-Figure 1 ESM 3: Heart rate changes in propafenone and amiodarone arms of the study (A) with no significant differences during the first 100 hours (B). Linear mixed effect model with B-splines.

e-Figure 2 ESM 3: The course of the PQ interval (ms) of the ECG during the first 100 hours was mostly within normal range in both arms (A) with prolonged times in the propafenone group.

e-Figure 3 ESM 3: The course of QRS duration (A) during the first 100 hours, there were no significant differences between the groups except for a wider QRS at 96h in the propafenone arm (B). (Table 4) Linear mixed effect model with B-splines.

e-Figure 4 ESM 3: The QT interval differences between the groups during the first 100 hours of the study were not significant (Table 4 ESM, Linear mixed effect model with B-splines).

e-Figure 5 ESM 3: The course of norepinephrine dosage during the first 100 hours of the study and comparison between the propafenone and amiodarone arms, which was not significant (linear mixed effect model with B-splines).

e-Figure 6 ESM 3: The course of arginine-vasopressin dosage during the first 100 hours of the study and comparison between propafenone and amiodarone arms, which was not significant (linear mixed effect model with B-splines).

e-Figure 7 ESM 3: The comparison of the ICU length-of-stay (LOS) between the survivors of the propafenone and amiodarone groups showing significantly longer LOS of the propafenone patients (17 days (11-20) for propafenone vs 11 days (9-14) for amiodarone, p=0.046). 

e-Figure 8 ESM 3: Comparison of 90-day survival between the propafenone and amiodarone arms (Kaplan-Meier analysis, log-rank test).

e-Figure 9 ESM 3: Comparison of rhythm control vs persistent rate-controlled arrhythmias and their impact on the outcome in the propafenone and amiodarone arms (Kaplan-Meier log-rank test)








e-Table 1 ESM 3: Development of the heart rate, ECG conduction times and vasopressor dosages during the first 100 hours of the antiarrhythmic infusions with comparisons between propafenone and amiodarone. (AA antiarrhythmic, P propafenone, A amiodarone, HR heart rate, NAD norepinephrine, AVP arginine vasopressin)

	parameter
	AA
	arrhythmia start
	+4h
	24h
	48h
	72h
	96h

	HR (b/min)
	P 
	130 (110, 150)
	84 (77, 100)
	86 (78, 96)
	88 (80, 94)
	98 (84,105)
	95 (82, 103)

	
	A

	128 (110, 142) p=0.3
	84 (78, 97) p=0.8
	84 (75, 90) p=0.11
	90 (74, 102) p=0.6
	95 (82, 110) p=0.7
	86 (80, 104) p=0.2

	PQ (ms)
	P
	-
	0.164 (0.15, 0.18)
	0.17 (0.15, 0.187)
	0.168 (0.143, 0.183)
	0.16 (0.147, 0.18)
	0.16 (0.15, 0.181)

	
	A

	-
	0.16 (0.136, 0.18), p=0.08
	0.16 (0.14, 0.179) p=0.004
	0.149 (0.128, 0.168) p=0.01
	0.158 (0.136, 0.167) p=0.4
	0.154 (0.13, 0.178) p=0.06

	QRS (ms)
	P
	0.091 (0.080, 0.102)
	0.094 (0.084, 0,104)
	0.094 (0.086, 0.106)
	0.098 (0.087, 0.12)
	0.093 (0.084, 0.108)
	0.092 (0.084, 0.104)

	
	A

	0.088 (0.083, 0.103), p=0.6
	0.09 (0.083, 0.100), p=0.5
	0.09 (0.082, 0.1) p=0.07
	0.09 (0.087, 0.099) p=0.2
	0.088 (0.080, 0.096) p=0.04
	0.089 (0.083, 0.1) p=0.2

	QT (ms)
	P
	0.31 (0.27, 0.34)
	0.37 (0.34, 0.41)
	0.38 (0.34, 0.41)
	0.35 (0.33, 0.41)
	0.37 (0.33, 0.41)
	0.38 (0.33, 0.40)

	
	A

	0.32 (0.28, 0.35) p=0.3
	0.39 (0.35, 0.42) p=0.13
	0.39 (0.36, 0.42) p=0.1
	0.39 (0.36, 0.42) p=13
	0.35 (0.34, 0.40) p=0.9
	0.39 (0.35, 0.43)  p=0.06

	NAD (ug/kg.min)
	P
	0.30 (0.15, 0.41)
	0.25 (0.12, 0.40)
	0.23 (0.11, 0.40)
	0.25 (0.08, 0.50)
	0.25 (0.13, 0.36)
	0.15 (0.08, 0.26)

	
	A

	0.28 (0.15, 0.47) p=0.9
	0.26 (0.14, 0.40) p=0.8
	0.23 (0.11, 0.40), p=0.9
	0.15 (0.09, 0.43) p=0.7
	0.22 (0.14, 0.35) p=0.6
	0.17 (0.08, 0.28) p=0.8

	AVP (IU/h)
	P
	2.00 (2.00, 3.75)
	2.00 (2.00, 3.00)
	2.00 (2.00, 3.00)
	2.00 (2.00, 3.00)
	2.00 (2.00, 3.00)
	2.00 (2.00, 3.25)

	
	A

	2.00 (1.00, 2.40) p=0.07
	2.00 (2.00, 2.50) p=0.8
	2.00 (2.00, 2.00) p=0.6
	1.25 (0.76, 2.00) p=0.14
	2.00 (1.00, 2.00) p=0.2
	2.00 (1.15, 2.00) p= 0.12



e-Figure 1 ESM 3: The courses of heart rates in propafenone and amiodarone arms of the study (A) with no significant differences during the first 100 hours (B) (Linear mixed effect model with B-splines).
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e-Figure 2 ESM 3: The course of the ECG PQ interval (ms) during the first 100 hours was mostly within normal range in both arms (A) with prolonged times in the propafenone group reaching significance at 24 and 48 hours of the infusions (B, e-Table 1 ESM 3)(Linear mixed effect model with B-splines).
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e-Figure 3 ESM 3: The course of QRS duration (A) during the first 100 hours, there were no significant differences between the groups except for a wider QRS at 96h in the propafenone arm (B, e-Table 1 ESM 3) (Linear mixed effect model with B-splines).
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e-Figure 4 ESM 3: The QT interval differences between the groups during the first 100 hours of the study were not significant (e-Table 1 ESM 3) (Linear mixed effect model with B-splines).
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e-Figure 5 ESM 3: The course of norepinephrine dosage during the first 100 hours of the study and comparison between propafenone and amiodarone arms, which was not significant (linear mixed effect model with B-splines).
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e-Figure 6 ESM 3: The course of arginine-vasopressin dosage during the first 100 hours of the study and comparison between propafenone and amiodarone arms, which was not significant (linear mixed effect model with B-splines).

[image: ]
 


e-Figure 7 ESM 3: Comparison of the ICU LOS of the surviving propafenone patients vs patients in amiodarone (p=0.046). 
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e-Figure 8 ESM 3: Comparison of 90-day survival between the propafenone and amiodarone arms (Kaplan-Meier analysis, log-rank test).
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e-Figure 9 ESM 3: Comparison of rhythm control vs persistent rate-controlled arrhythmias and their impact on the outcome in the propafenone and amiodarone arms (Kaplan-Meier analysis, log-rank test)
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