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Supplementary Table 1. Baseline Characteristics

	Characteristic
	Standard treatment
(n = xx)
	Early inotrope
(n = xx)

	Age at randomisation (months) median (IQR) 

	
	

	Weight (kg) median (IQR)
	
	

	Female sex n (%)
	
	

	Ethnicity 
	
	

	White (%)
	
	

	Black  n (%)
	
	

	Mestizo (latin) n (%)
	
	

	Asian n (%)
	
	

	Indigenous n (%)
	
	

	Comorbidities n (%)
	
	

	Baseline modified POPC median (IQR)
	
	

	Baseline Functional Status Score median (IQR)
	
	

	Physiological Variables
	
	

	Heart rate median (IQR)
	
	

	Respiratory rate median (IQR)
	
	

	Systolic blood pressure median (IQR)
	
	

	Diastolic blood pressure median (IQR)
	
	

	Mean blood pressure median (IQR))
	
	

	Temperature median (IQR)
	
	

	SpO2 median (IQR)
	
	

	FiO2 at time of SpO2 median (IQR)
	
	

	Capillary refill time 
	
	

	<2 sec n (%)
	
	

	2-5 sec n (%)
	
	

	>5 sec  n (%)
	
	

	AVPU 
	
	

	Alert n (%)
	
	

	Voice n (%)
	
	

	Pain n (%)
	
	

	Unresponsive n (%)
	
	

	Laboratory
	
	

	pH median (IQR)
	
	

	pCO2 (mmHg) median (IQR)
	
	

	HCO3 (mmol/L) median (IQR)
	
	

	Base excess (mmol/L) median (IQR)
	
	

	Lactate (mmol/L) median (IQR)
	
	

	White cell count (103/μL) median (IQR)
	
	

	Absolute neutrophil count (103/μL) median (IQR)
	
	

	Platelets (103/μL) median (IQR)
	
	

	Haemoglobin (g/L) median (IQR)
	
	

	Alanine aminotransferase level (U/L) median (IQR)
	
	

	Bilirubin (mg/dl) median (IQR)
	
	

	INR median (IQR)
	
	

	Fibrinogen (mg/dl) median (IQR)
	
	

	Dimer D (ng/ml) median (IQR)
	
	

	Creatinine (mg/dl) median (IQR)
	
	

	Glucose (mmol/L) median (IQR)
	
	

	Sodium (mEq/L) median (IQR)
	
	

	Chloride (mEq/L) median (IQR)
	
	

	C-reactive protein (mg/L) median (IQR)
	
	

	Procalcitonin (ng/mL) median (IQR)
	
	

	Treatment 
	
	

	Total amount of fluid boluses received within the past 4 hours (ml/Kg) pre-inclusion median (IQR)
	
	

	Time since intravenous antibiotics were started (min)  
 median (IQR)
	
	


















Supplementary Table 2. Feasibility outcomes 

	Outcome 
	Standard treatment
(n = xx)
	Early inotrope
(n = xx)
	Difference estimate (95% CI)

	Time from randomization to commencement of intervention 
(min) median (IQR)
	
	
	

	Time from randomization to adrenaline infusion commencement (min) median (IQR)
	
	
	

	Time from randomization to inotrope infusion commencement (min) median (IQR)
	
	
	

	Inotrope infusion received within first hour of randomization n (%)
	
	
	

	Inotrope infusion received within 24 hours of randomization n (%)
	
	
	

	Amount of fluid received during the first 24 hours (ml/Kg) median (IQR)
	
	
	

	Amount of fluid received during the first hour (ml/Kg) median (IQR)
	
	
	

	Amount of fluid received between the first and the 4 hours (ml/Kg) median (IQR)
	
	
	

	Amount of fluid received between the 4 and 12 hours (ml/Kg) median (IQR)
	
	
	

	Amount of fluid received between the 12 and 24 hours (ml/Kg) median (IQR)
	
	
	


CI confidence interval; IQR interquartile range; min, minutes 


















Supplementary Table 3. Primary and Secondary Clinical Outcomes and Indirect Measures of Intervention Efficacy

	Outcome
	Standard treatment
(n = xx)
	Early inotrope
(n = xx)
	Difference estimate (95% IC)

	Primary outcome 
	
	
	

	Survival free of organ support* censored at 28 days median (IQR)
	
	
	

	Secondary outcomes
	
	
	

	Survival free of inotrope support at 7 days n (%)
	
	
	

	Survival free of respiratory support** at 7 days n (%)
	
	
	

	28-day mortality n (%)
	
	
	

	Survival free of PICU censored at 28 days n (%)
	
	
	

	Length of stay in hospital median (IQR)
	
	
	

	Length of stay in PICU median (IQR)
	
	
	

	Modified POPC at 28 days median (IQR)
	
	
	

	Change in modified POPC from baseline median (IQR)
	
	
	

	FSS at 28 days median (IQR)
	
	
	

	Change in FSS from baseline median (IQR)
	
	
	

	Indirect Measures of Intervention Efficacy
	
	
	

	Proportion with lactate <2mmol/l by 6 hours post randomization n (%)
	
	
	

	Proportion with lactate <2mmol/l by 12 hours post randomization n (%)
	
	
	

	Proportion with lactate <2mmol/l by 24 hours post randomization n (%)
	
	
	

	Time to reversal of tachycardia censored at 24 hours (hours) median (IQR)
	
	
	

	Time to shock reversal censored at 28 days (hours) 
median (IQR)
	
	
	


*Defined as cardiovascular support (inotropic/vasoactive or extracorporeal membrane support), invasive mechanical ventilation, and renal replacement therapy. **Defined as invasive mechanical ventilation. 








Supplementary Table 4. Major adverse events 

	Adverse events
	Standard treatment
(n = xx)
	Early inotrope
(n = xx)

	Any adverse event n (%)
	
	

	Death  n (%)
	
	

	Cardiopulmonary arrest n (%)
	
	

	Extracorporeal membrane oxygenation therapy n (%)
	
	

	Amputation  n (%)
	
	

	Limb ischemia n (%)
	
	

	Extravasation injury n (%)
	
	

	Hypertension n (%)
	
	

	Arrhythmia n (%)
	
	

	Hyperglycaemia n (%)
	
	

	Abdominal compartment syndrome n (%)
	
	

	Pulmonary edema n (%)
	
	

	Confirmed hospital-acquired infection n (%)
	
	

	Other n (%)
	
	

	Relatedness of the AE with the study intervention 
	
	

	Not related n (%)
	
	

	Probably not related n (%)
	
	

	Possibly related n (%)
	
	

	Probably related n (%)
	
	

	Definitely related n (%)
	
	

















Supplementary Table 5. Protocol violations 

	Protocol violations 
	Standard treatment
(n = xx)
	Early inotrope
(n = xx)

	Any protocol deviation n (%)
	
	

	Time taken to obtain written informed consent exceeded 72 hours n (%)
	
	

	Written informed consent obtained but no study data collected  n (%)
	
	

	Patient randomized but did not meet study specified inclusion/exclusion criteria for enrolment in the study n (%)
	
	

	Patient randomized but did not receive/commence on any study treatment(s) n (%)
	
	

	First treatment received/commenced is not the same as the randomized allocation  n (%)
	
	

	Study treatment not delivered according to protocol n (%)
	
	

	Other n (%)
	
	




