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Methods 

Participants

A diagnosis of septic shock was made according to the 2016 definition1 as sepsis with a vasopressor requirement to maintain a mean arterial pressure of 65 mmHg or greater. The arterial lactate level was greater than 2 mmol/L in the absence of hypovolemia or low cardiac output. The highest arterial lactate level between the onset of septic shock and start of arrhythmia was recorded, i.e. lactate <2.0 mmol/l at the time of randomization did not exclude a patient from the study. This might also be justified by the reported incidence of sepsis related cardiac dysfunction which is highest 72-96h after the onset of septic shock2. The presence of a suspected infection was for the purpose of the study defined as a positivity of at least one inflammatory marker of the monitored CRP and PCT and a clinical decision to administer antibiotic treatment for a specified infection source.  
The exclusion criteria were severe LV systolic dysfunction (i.e. EF<35%), a history indicating more than the 1st degree AV block and a high dose vasopressor therapy represented by continuous noradrenaline administration of more than 1.0 ug/kg.min. Contraindications to randomisation were known intolerance to amiodarone or propafenone, iodine allergy and an active thyroid disease other than chronic hormone substitution for benign goitre. An interstitial pneumonia was not considered a contraindication to randomization with regards to delayed effects of amiodarone upon the lung parenchyma3 and expected short period of its administration. Similarly, liver dysfunction was not a contraindication for amiodarone assuming a titrated short duration of the medication. Chronic persistent AF represented an exclusion while known chronic paroxysmal AF was not an exclusion criterion. Patients dependent on a pacemaker or after a Maze procedure were also excluded. 

Enrolment, randomization, and interventions

Patients were randomized by the unblinded team lead by a research nurse. The complex protocol was formatted in an electronic case report form (CRF). After checking up the inclusion and exclusion criteria the CRF allocated the patients randomly into the propafenone or amiodarone arm (Fig.1). The planned number of included patients was 100 in each arm of the trial with an anticipated dropout of 10%4.
Screened patients had a haemodynamic examination provided according to the study protocol. With the onset of arrhythmia, the usual treatment was expected including preload correction, reduction of unnecessary vasopressors, ion supplementation (aiming particularly for K+ >4.0 mM and Mg2+ >1.0 mM) and maintenance of tissue oxygen delivery. Echocardiography also guided the optimization of preload.   
The patient´s characteristics included the illness severity scores, source of septic shock, data on mechanical ventilation and homeostasis, baseline haemodynamic and laboratory data, patient´s medications, haemodynamic data at proposed steps plus follow up data including outcome. The haemodynamic evaluation included ICU standard (ECG, invasive blood pressure, CVP, capnography, pulse oximetry) plus echocardiography. 
The propafenone arm constituted administering a bolus of 35-70 mg of intravenous propafenone followed by a continuous infusion of 400-840 mg/24h in a black syringe. The amiodarone arm constituted administering a bolus of 150-300 mg of intravenous amiodarone followed by a continuous infusion of 600-1800 mg/24h in a black syringe. 
Both arms had standard treatment5 aiming for rhythm control, there were no limits to electric cardioversion which was indicated anytime in a haemodynamic compromise. The treating clinicians were encouraged to unblind the treatment drug without delay and alter the treatment accordingly in case of any safety issue at any time point of the study. A 12-lead ECG was taken every 12hrs whilst on the antiarrhythmic infusion. Besides echocardiography pre-randomization the control echocardiography was performed 1hr and 4hrs post cardioversion. Echocardiography was also repeated until cardioversion and in any kind of haemodynamic instability. All the Doppler measurements were recorded at end-expiration and 3 cardiac cycles when in sinus rhythm and 5-10 during arrhythmia were analysed and averaged. 
The times of cardioversion and arrhythmia relapses were always recorded. If a patient had spontaneously cardioverted before the drug was administered, i.e. between randomization and drip initiation, the patient was monitored accordingly and included in the intention-to-treat analysis. If electrically cardioverted in addition to administered pharmacotherapy, then echocardiography is performed 1h post cardioversion and 4h post cardioversion. 

Safety issues and patient´s monitoring 

Echocardiographic monitoring was important to avoid administering a potentially cardio depressant propafenone in a patient developing septic cardiomyopathy. In case of an AV block of the first degree or extension of the conduction times (QRS or QTc) the slowing or temporary ceasing of the medication in relation to heart rate was recommended. Adjustment of the infusion rate or eventual interruption of an antiarrhythmic medication did not exclude a patient from the study similarly as cessation of medication after reaching sinus rhythm. If an infusion had to be interrupted and re-started then the number of infusion hours were counted up as a sum of infusion hours. 
In case of progression of septic cardiomyopathy and a decrease of contractility (decrease of EFLV to <35%) or a progression of mitral regurgitation with a risk of low cardiac output the study drug was unblinded and propafenone discontinued. Further treatment was decided by the clinician. If the study was unblinded due to haemodynamic instability, the second drug after study arm cross-over was administered without an initial bolus. Anytime the patient became haemodynamically unstable or had another reason (as per discretion of the treating clinician) to benefit from electric cardioversion (DCC), then DCC was delivered without delay. In case of any doubt about the safety of the drug, the treating clinicians were encouraged to unblind the treatment drug without delay and alter the treatment accordingly.
The course of the trial was regularly reported to the hospital Ethical Boards which acted as the research supervising bodies. The frequency of the reports was once per year throughout the duration of the trial from 2017 till 2022.  




Legends to figures: 

[bookmark: _Hlk130480652]Figure 1: Flow chart of the trial. 
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