[bookmark: _GoBack]Supplemental Table 1:  Repurposed agents and novel compounds currently tested in clinical trials in AKI patients

	Category
	Examples

	Anti-inflammatory / immunomodulatory compounds 
	Human recombinant alkaline phosphatase
DPP-4 inhibitors
CD28 receptor antagonists (ie Reltecimab)
Sphingosine-1-P analog
Alpha-melanocortin stimulating hormone 
Pentoxifylline
Dexmedetomidine 
Activated Vitamin D

	Anti-oxidants
	Iron chelators
Heme-arginate
Propofol
Vitamin E
Selenium 
Propofol 

	Apoptosis inhibitors
	P53 small interfering RNA (ie Teprasiran)

	Agents influencing mitochondrial stress 
	Mitochondrial antioxidants
Mitochondrial cristae stabilisers (ie Cardiolipin targeting compounds)
Mitochondrial homing agents 
Promoters of fatty acid oxidation 
Promoters of mitochondrial biogenesis
Activators of adenosine monophosphate kinase (ie Elamipretide)

	Tubular repair agents
	Stem cells
miRNA
hepatocyte growth factor

	Agents addressing cellular metabolism 
	Nicotinamide adenosine dinucleotide

	Haemodynamic / vasoactive drugs
	Angiotensin II
Sildenafil
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Supplemental Table 2: Summary of RCT’s comparing early versus late initiation of RRT

	
	ELAIN (156)
	AKIKI (122)
	IDEAL ICU (123)
	STARRT-AKI (120)

	Number  of centers (country)
	1 (Germany)
	31 (France)
	29 (France)
	168 (15 countries)

	Number of patients
	231
	620
	488
	3019

	Main inclusion criteria
	AKI stage 2
↑ NGAL + sepsis, pressors, fluid overload or ↑ SOFA
	AKI stage 3
+ mechanical ventilation and/or vasopressor
	AKI stage 3
+ early septic shock
	AKI stage 2 
+ clinical equipoise

	Criteria for early RRT initiation
	8 hr of AKI stage  2
	6 hr of AKI stage 3
	12 hr of AKI stage 3
	12 hrs of AKI stage 2

	Criteria for delayed RRT initiation
	12 hr of AKI stage 3
	AKI complications
	Absolute indication
	Absolute indication

	SOFA score at RRT initiation
	16±2
	11±3
	12±3
	12±4

	Cumulative fluid balance at randomization
	+6.5L
	N/A
	+3.2L
	+2.7L

	Proportion of patients in delayed arm who received RRT
	91%
	71%
	51%
	62%

	Initial RRT modality
	CVVHDF 100%
	IHD 56%
CRRT 44%
	CRRT  56%
IHD  44%
	CRRT 68%
IHD   26%

	Primary outcome 
(early versus delayed initiation)
	90-day mortality
39% versus 55%
	60-day mortality
49% versus 50%
	90-day mortality
58% versus 54%
	90-day mortality
44% versus 44%



Abbreviations: AKI = acute kidney injury; CRRT = continuous renal replacement therapy; CVVHDF = continuous veno-venous haemdiafiltration; IHD = intermittent haemodialysis; N/A = not available; NGAL = neutrophil gelatinase associated lipocalin; RRT = renal replacement therapy; SOFA = Sequential Organ Failure Assessment; 
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