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Table S1. Clinical practices without a reproduction attempt.

	Condition
	Clinical Practice
	Study
	Primary
Outcome
	Effect of Clinical Practice

	Practices with Evidence of Efficacy
	
	
	

	General critical illness
	Restrictive transfusion of red blood cells (hemoglobin target  ≥ 70 g/L)
	Hebert, 1999[1]
	Mortality – 30 day
	No difference in 30-day mortality, but decrease risk of death in hospital (ARR 5.9%, P = .05)

	
	Supplemental parenteral nutrition
	Heidegger, 2013[2]
	Nosocomial infections
	Decrease in risk of nosocomial infection (HR 0.65, 95% CI 0.43-0.97, P = .03)

	Mechanical ventilation (excluding ARDS)
	Use of positive end-expiratory pressure when weaning patients from mechanical ventilation
	Feeley, 1975[3]
	None reported
	Improvement in oxygenation during weaning

	
	Physiotherapy schedule to coincide with daily interruption of sedation
	Schweickert, 2009[4]
	Independent functional status at hospital discharge
	Increase in likelihood of returning to independent functional status at hospital discharge (OR 2.70, 95% CI 1.2-6.1, P = .02)

	
	Dexmedetomidine versus lorazepam
	Pandharipande, 2007[5]
	Days alive without delirium or coma
	Increase in number of days alive without delirium or coma (7 vs 3 days, P = .01)

	
	No sedation
	Strom, 2010[6]
	Ventilator-free days
	Increase in number of ventilator-free days (4.20 days, P = .02)

	
	Patient-directed music
	Chlan, 2013[7]
	Anxiety on visual-analog scale
	Decrease in anxiety and required amount of sedation

	
	Weaning via early tracheostomy collar (compared pressure support ventilation)
	Jubran, 2013[8]
	Time to wean from mechanical ventilation
	Decrease in time to weaning from mechanical ventilation (HR 1.43, 95% CI 1.03-1.98, P = .03)

	Respiratory failure (not ventilated)
	Ofloxacin during an acute exacerbation of COPD
	Nouira, 2001[9]
	Mortality - hospital
	Decrease in risk of death in hospital (ARR 17.5%, 95% CI 4.3-30.7%)

	
	Systemic corticosteroids in severe community-acquired pneumonia
	Torres, 2015[10]
	Treatment failure
	Decrease risk of treatment failure (ARR 18%, OR 0.34, 95% CI 0.14 to 0.87, P = 0.02)

	
	High-flow nasal oxygen (compared to non-invasive ventilation) after cardiac surgery
	Stephan, 2015[11]
	Treatment failure
	High-flow nasal oxygen non-inferior to non-invasive ventilation (absolute difference 0.9%, 95% CI -4.9 to 6.6%, p = 0.003)

	
	High-flow nasal oxygen (compared to standard oxygen) in low-risk patients post-extubation
	Hernandez, 2016[12]
	Reintubation (72 hours)
	Decrease risk of reintubation at 72 hours post-extubation (ARR 7.2%, 95% CI 2.5% to 12.2%, P = 0.004)

	Sepsis
	Naloxone infusion
	Roberts, 1988[13]
	Not reported
	Decrease in ionotrope and vasopressor doses in naloxone group at 8 and 16 hours

	Neurological
	
	
	
	

	Brain death
	Desmopressin for diabetes insipidus 
	Guesde, 1998[14]
	Renal replacement therapy in recipient
	Decrease in amount of diuresis with no impact on renal replacement therapy in recipient (23% vs 20%)

	
	Hypothermia (compared to normothermia) in organ donors
	Niemann, 2015[15]
	Delayed renal graft function
	Decrease risk in delayed renal graft function (ARR 11%, OR 0.62, 95% CI 0.42 to 0.92, P = 0.02)

	Traumatic brain injury
	Phenytoin to prevent the development of seizures
	Temkin, 1990[16]
	Seizures
	Decrease in risk for seizures (RR 0.27, 95% CI 0.12-0.62)

	Nosocomial complications
	
	
	
	

	Ventilator-associated pneumonia
	Antibiotic duration: 8 versus 15 days
	Chastre, 2003[17]
	Mortality – 28 day
	Decrease in antibiotic use with no untoward effect on survival (risk difference 1.6%, 90% CI -3.7% to 6.9%)

	
	Silver-coated endotracheal tubes
	Kollef, 2008[18]
	Ventilator-associated pneumonia
	Decrease in ventilator-associated pneumonia (RRR 35.9%, 95% CI 3.6-69.0%, P = .03)

	Condition
	Clinical Practice
	Study
	Primary
Outcome
	Effect of Clinical Practice

	Catheter-related bloodstream infection
	Central venous catheter with subcutaneous cuff
	Flowers, 1989[19]
	Catheter colonization rate
	Decrease in risk of catheter colonization (ARR 26.8%, P = .02)

	
	Antibiotic bonded central venous catheter
	Kamal, 1991[20]
	Catheter-related complications
	Decrease in risk of catheter-related complications (ARR 12%, P = .004)

	
	Skin preparation with chlorhexidine (2%) prior to central venous catheter insertion (compared to 70% alcohol, or 10% povidone-iodine)
	Maki, 1991[21]
	Catheter-related bloodstream infection
	Decrease in catheter-related bloodstream infection
Chlorhexidine: 2.3 per 100 catheters
Povidone: 9.3 per 100 catheters
Alcohol: 7.1 per 100 catheters

	
	Chlorhexidine impregnated sponge for central venous catheter dressing change
	Timsit, 2009[22]
	Major catheter-related infection
	Decrease in risk of major catheter-related infection (HR 0.39, 95% CI 0.17-0.93, P = .03)

	Nosocomial infection (general)
	Universal decolonization (compared to selective decolonization compared to standard practice of screening and isolation)
	Huang, 2013[23]
	MRSA clinical culture
	Decrease in MRSA clinical isolates
Universal decolonization: HR 0.63 (95% CI 0.52-0.75)
Targeted decolonization: HR 0.75 (0.63-0.89)

	Postoperative infection
	Anti-endotoxin antibody
	Baumgartner, 1985[24]
	None reported
	Decrease in risk of death in hospital (1.6% vs 6.6%)

	
	Intravenous immunoglobulin
	Intravenous Immunoglobulin Collaborative Study Group, 1992[25]
	Mortality - hospital
	Decrease in incidence of post-operative infections

	Gastrointestinal bleeding
	Antacid compared to no treatment
	Hastings, 1978[26]
	Gastrointestinal bleeding
	Decrease risk of gastrointestinal bleed (ARR 20.5%, P = 0.005)

	Pressure ulcer
	Air suspension bed
	Inman, 1993[27]
	Pressure ulcer
	Decrease in risk of developing a pressure ulcer (16.3% vs 79.5%)

	Acute kidney injury
	Daily intermittent hemodialysis (compared to conventional hemodialysis schedule)
	Schiffl, 2002[28]
	Survival – 14 days after last treatment
	Increase in survival 14 days after last run of hemodialysis (28% vs 46%, P = 0.01)

	General resuscitation
	
	
	
	

	Cardiac arrest
	Cardiopulmonary resuscitation with interposed abdominal counterpulsation
	Sack, 1992[29]
	Return of spontaneous circulation
	Increased likelihood of achieving return of spontaneous circulation (ARR 24%, P = .007)

	
	Active compression-decompression cardiopulmonary resuscitation
	Cohen, 1993[30]
	Survival – 24 hours
	Increased likelihood of survival to 24 hours (ARR 36%, P = .004)

	Trauma
	Glutamine supplementation
	Houdijk, 1998[31]
	Infection – 15 days after randomization
	Decrease in risk of infection 15 days after study entry (ARR 26%, P = .02)

	
	Systemic mineralocorticoid 
	Roquilly, 2011[32]
	Hospital-acquired pneumonia
	Decrease in risk of hospital-acquired pneumonia (HR 0.51, 95% CI 0.30-0.83, P = .007)

	Other
	
	
	
	

	Phenobarbitol toxicity
	Multi-dose activated charcoal
	Pond, 1984[33]
	None reported
	Decrease in half-life of phenobarbital

	Severe meliodosis
	Early ceftazidime
	White, 1989[34]
	Mortality
	Decrease in risk of death (ARR 37%, P = .009)

	
	
	
	
	

	Necrotizing pancreatitis
	Early cefuroxime
	Sainio, 1995[35]
	Mortality - hospital
	Decrease in risk of death in hospital (ARR 20%, P = .03)

	Practices with Evidence of Lack of Efficacy
	
	
	

	General critical illness
	Dichloroacetate for acidosis
	Stacpoole, 1992[36]
	Mortality – 24 hour
	No difference in survival to 24 hours (54% vs 59%)

	
	Albumin versus crystalloid
	Finfer, 2004[37]
	Mortality – 28 day
	No difference in risk of death at 28 days (RR 0.99, 95% CI 0.91-1.09)

	
	Colloid versus crystalloid
	Annane, 2013[38]
	Mortality – 28 day
	No difference in risk of death at 28 days (RR 0.96, 95% CI 0.88-1.04)

	Condition
	Clinical Practice
	Study
	Primary
Outcome
	Effect of Clinical Practice

	
	Early parenteral nutrition in patients with contraindication to enteral nutritiona
	Doig, 2013[39]
	Mortality – 60 day
	No difference in risk of death at 60 days (21.5% vs 22.8%, P = .60)

	
	Early parenteral nutrition (compared to enteral nutrition)
	Harvey, 2014[40]
	Mortality – 30 day
	No difference in risk of death at 30 days (RR 0.97, 95% CI 0.86 to 1.08, P = .57)

	
	High-dose Vitamin D3 (compared to placebo)
	Amrein, 2014[41]
	Hospital length of stay
	No difference in hospital length of stay (Vitamin D3 20.1 days (IQR 11.1 – 33.3 days) vs placebo 19.3 days (IQR 11.1 – 34.9 days))

	
	Buffered crystalloid versus saline for fluid resuscitation
	Young, 2015[42]
	Acute kidney injury
	No difference in acute kidney injury (RR 1.04, 95% CI 0.80 to 1.36, P = 0.77)

	
	
	
	
	

	
	Fresh versus standard aged red blood cell transfusion
	Lacroix, 2015[43]
	Mortality – 90 day
	No difference in risk of death at 90 days (37.0% vs 35.3%, ARR -1.7%, 95% CI -5.5 to 2.1%)

	ARDS
	High dose systemic glucocorticoids
	Bernard, 1987[44]
	Mortality – 45 days
	No difference in risk of death at 45 days (ARR 3%, P = .74)

	
	Aerosolized protein-free surfactant
	Anzueto, 1996[45]
	Mortality – 30 days
	No difference in risk of death at 30 days (ARR 0%)

	
	Tailored tidal volume and positive end-expiratory pressure
	Ranieri, 1999[46]
	Change in cytokine concentrations
	No difference in any measured cytokines

	
	Ketoconazole
	ARDS Clinical Trials Network, 2000[47]
	Mortality – hospital
	No difference in risk of death in hospital (ARR -1.1%, P = .85)

	
	Conservative versus liberal fluid strategy
	ARDS Clinical Trials Network, 2006[48]
	Mortality – 60 days
	No difference in risk of death at 60 days (ARR 2.9%, 95% CI -2.6 to 8.4%)

	
	Trophic enteral nutrition
	ARDS Clinical Trials Network, 2012[49]
	Ventilator-free days
	No difference in ventilator-free days (difference -0.2 days, 95% CI -1.4 to 1.2 days, P = 0.89)

	Mechanical ventilation (excluding ARDS)
	Early use of positive end-expiratory pressure in those at risk for ARDS
	Pepe, 1984[50]
	Acute respiratory distress syndrome
	No difference in risk of developing ARDS (25% vs 27%)

	
	Daily sedative interruption vs protocolized sedation
	Mehta, 2012[51]
	Time to successful extubation
	No difference in time to successful extubation (HR 1.08, 95% CI, 0.86-1.35, P = .52)

	
	Prone position in acute hypoxemic respiratory failure
	Guerin, 2004[52]
	Mortality – 28 day
	No difference in risk of death at 28 days (RR 0.97, 95% CI 0.79-1.19, P = .77)

	
	Immunonutrition 
	Heyland, 2013[53]
	Mortality – 28 day
	No difference in risk of death at 28 days (OR 1.09, 95% CI 0.86-1.40)

	
	
	Van Zanten, 2014[54]
	Nosocomial infection
	No difference in risk of nosocomial infection (53% vs 52%, P = .96)

	
	Acetazolamide in patients with COPD
	Faisy, 2016[55]
	Duration of mechanical ventilation
	No difference in duration mechanical ventilation (absolute difference -16.0 hours, 95% CI -36.5 to 4.0, P = 0.17)

	Respiratory failure (not ventilated)
	Respiratory stimulants
	Edwards, 1967[56]
	None reported
	No difference in reversal of respiratory failure

	
	CPAP for hypoxemic respiratory failure
	Delclaux, 2000[57]
	Intubation
	No difference in risk of intubation (34% vs 39%, P = .53)

	
	Etomidate versus ketamine for induction of intubation
	Jabre, 2009[58]
	SOFA difference – first 3 days in ICU
	No difference in SOFA score during first 3 days of ICU admission (0.70, 95% CI 0.0-1.4, P = .06)

	
	High-flow nasal cannula (HFNC) (versus standard oxygen or non-invasive ventilation) in hypoxemic respiratory failure
	Frat, 2015[59]
	Intubation – day 28
	No difference in intubation rate (HFNC 38%, standard oxygen 47%, non-invasive ventilation 50%, P = 0.18)

	Sepsis
	Ibuprofen
	Bernard, 1997[60]
	Mortality – 30 day
	No difference in risk of death at 30 days (37% vs 40%, P = NS)

	Condition
	Clinical Practice
	Study
	Primary
Outcome
	Effect of Clinical Practice

	
	Bradykinin antagonist
	Fein, 1997[61]
	Mortality – 28 day
	No difference in risk of death at 28 days (40.1% vs 40.3%)

	
	Tifacogin
	Abraham, 2003[62]
	Mortality – 28 day
	No difference in risk of death at 28 days (34.2 vs 33.9%, P = .75)

	
	Fludricortisone and hydrocortisone versus hydrocortisone alone
	Annane, 2010[63]
	Mortality – hospital
	No difference in risk of death in hospital (RR 0.94, 95% CI 0.77-1.14, P = .5)

	
	Eritoran
	Opal, 2013[64]
	Mortality – 28 day
	No difference in risk of death at 28 days (HT 1.05, 95% CI 0.88-1.26, P = .59)

	
	Moxifloxacin and meropenem versus meropenem alone
	Brunkhorst, 2012[65]
	Mean SOFA over first 14 days
	No difference in severity of illness scores during first 14 days (8.3 vs 7.9, P = .36)

	
	Epinephrine versus norepinephrine/dobutamine
	Annane, 2007[66]
	Mortality – 28 day
	No difference in risk of death at 28 days (40% vs 34%, P = .31)

	
	Vasopressin versus norepinephrine
	Russell, 2008[67]
	Mortality – 28 day
	No difference in risk of death at 28 days (35.4% vs 39.3%, P = .26)

	
	Albumin (20%) versus crystalloid resuscitation
	Caironi, 2014[68]
	Mortality – 28 day
	No difference in risk of death at 28 days (RR 1.0, 95% CI 0.87-1.14, P = .94)

	
	Mean arterial pressure target 80 – 85 mmHg versus 60 – 65 mmHg
	Asfar, 2014[69]
	Mortality – 28 day
	No difference in risk of death at 28 days (HR 1.07, 95% CI 0.84-1.38, P = .57)

	
	Acetaminophen (versus placebo) for fever
	Young, 2015[70] 
	ICU-free days to day 28
	No difference in ICU-free days (absolute difference 0 days, 96.2% CI 0 – 1 days, P = 0.07)

	
	Restrictive compared to liberal hemoglobin transfusion in septic shock
	Holst, 2014[71]
	Mortality – 90 days
	No difference in risk of death at 90 days (RR 0.94, 95% CI 0.78 to 1.09, P = 0.44)

	Neurological
	
	
	
	

	Traumatic brain injury
	Pegorgotein
	Young, 1996[72]
	Glasgow outcome scale – 3 months 
	No difference in likelihood of good neurological recovery at 3 months (low dose 28% vs high dose 25% vs placebo 27%)

	Anoxic encephalopathy
	Thiopental loading
	Brain Resuscitation Clinical Trial I Study Group, 1986[73]
	Good cerebral recovery
	No difference in likelihood of good cerebral recovery (20% vs 15%)

	
	Nimodipine
	Roine, 1990[74]
	Mortality – 1 year
	No difference in risk of death at one year (40% vs 36%)

	
	Nimodipine
	Roine, 1993[75]
	Cognitive deficits – 6 months
	No difference in likelihood of cognitive deficits (31% vs 48%)

	
	Lidoflazine
	Brain Resuscitation Clinical Trial II Study Group, 1991[76]
	Mortality – 6 months
	No difference in risk of death at 6 months (82% vs 83%)

	Status epilepticus
	Lorazepam versus diazepam
	Leppik, 1983[77]
	None reported
	No difference in likelihood of seizure control (89% vs 76%)

	Nosocomial complications
	
	
	
	

	Ventilator-associated pneumonia
	Simvastatin
	Papazian, 2013[78]
	Mortality – 28 day
	No difference in risk of death at 28 days (HR 1.45, 95% CI 0.83-2.51, P = .10)

	Catheter-related bloodstream infection
	Central venous catheter dressing change every 7 days versus 3 days
	Timsit, 2009[22]
	Catheter colonization
	Non-inferiority of 7-day versus 3-day changes (HR 0.99, 95% CI 0.77-1.28)

	Nosocomial colonization with antibiotic-resistant bacteria
	Aggressive surveillance and isolation
	Huskins, 2011[79]
	Incidence MRSA or VRE clinical isolate
	No difference in incidence of MRSA/VRE clinical isolates (40.4 vs 35.6/1000 patient-days, P = .35)

	
	Universal gown and glove for all patients
	Harris, 2013[80]
	Acquisition of MRSA or VRE
	No difference in risk of nosocomial colonization with MRSA or VRE (absolute difference -1.71 acquisitions per 1000 person-days, P = .57)

	Condition
	Clinical Practice
	Study
	Primary
Outcome
	Effect of Clinical Practice

	Venous thromboembolism prophylaxis
	Dalteparin versus unfractionated heparin
	PROTECT Investigators, 2011[81]
	Proximal leg deep vein thrombosis
	No difference in risk of proximal leg deep vein thrombosis (HR 0.92, 95% CI 0.68-1.23, P = .57)

	Acute kidney injury
	Anaritide
	Allgren, 1997[82]
	Survival-free of renal replacement therapy – 21 days
	No difference in survival-free of renal replacement therapy at 21 days (43% vs 47%, P = .35)

	
	Renal-dose dopamine
	Bellomo, 2000[83]
	Peak creatinine during study drug
	No difference in peak creatinine during study drug administration (245 vs 249 mol/L, P = .93)

	
	Peritoneal dialysis
	Phu, 2002[84]
	Normalization of creatinine
	No difference in rate of normalization of creatinine 

	
	High intensity renal replacement therapy
	VA/NIH Acute Renal Failure Trial Network, 2008[85]
	Mortality – 60 day
	No difference in risk of death at 60 days (OR 1.09, 95% CI 0.86-1.40, P = .47)

	General resuscitation
	
	
	
	

	Cardiac arrest
	Mechanical versus manual cardiopulmonary resuscitation
	Taylor, 1978[86]
	Survival to 24 hours
	No difference in likelihood of survival to 24 hours (42% vs 38%)

	
	Intravenous magnesium
	Thel, 1997[87]
	Return of spontaneous circulation
	No difference in likelihood of achieving return of spontaneous circulation (54% vs 60%, P = .44)

	
	High dose epinephrine
	Stiell, 1992[88]
	Return of spontaneous circulation for 1 hour
	No difference in likelihood of experiencing return of spontaneous circulation for 1 hour (18% vs 23%, P = .12)

	
	Vasopressin versus epinephrine
	Stiell, 2001[89]
	Survival 1 hour after stopping resuscitation
	No difference in survival 1 hour after acute resuscitation stopped (39% vs 35%, P = .66)

	Practices with Evidence of Harm
	
	
	

	General critical illness
	Early parenteral nutritiona
	Casaer, 2011[90]
	Length of stay - ICU
	Increase in risk of infection and slower overall recovery (HR 1.06, 95% CI 1.00-1.13, P = .04)

	
	Human growth hormone supplementation
	Takala, 1999[91]
	Length of stay - ICU
	Increase in ICU length of stay in both RCTs reported in this article

	
	
	
	
	

	ARDS
	Intravenous salbutamol
	Gao Smith, 2012[92]
	Mortality – 28 day
	Increase in risk of death at 28 days (RR 1.47, 95% CI 1.03-2.08)

	Mechanical ventilation (excluding ARDS)
	Intravenous glutamine
	Heyland, 2013[53]
	Mortality – 28 day
	Increase in risk of death at 28 days (OR 1.28, 95% CI 1.00-1.64, P = .05)

	Sepsis
	Epinephrine versus dopamine
	Day, 1996[93]
	Lactate concentration
	Worsening lactic acidosis with epinephrine (+3.2 mmol/L vs -1.0 mmol/L)

	Neurological
	
	
	
	

	Delirium
	Rivastigmine
	Van Eijk, 2010[94]
	Delirium duration
	Study stopped early due to increase in risk of death (22% vs 8%, P = .07)

	
	Transfusion threshold 100g/L compared to 70g/L
	Robertson, 2014[95]
	Glasgow outcome scale – 6 months
	No difference in neurological outcome, but Increase risk of thromboembolic events with higher transfusion threshold (21.8% vs 8.1%, P = .009)

	Bacterial meningitis
	Hypothermia
	Mourvillier, 2013[96]
	Glasgow outcome scale – 3 months
	Study stopped early due to increase in risk of death (RR 1.99, 95% CI 1.05-3.77, P = .04)

	Acute kidney injury
	Atorvastatin versus placebo following cardiac surgery
	Billings, 2016[97]
	Acute kidney injury
	No overall difference in acute kidney injury (RR 1.06, 95% CI 0.78 – 1.46, P = 0.75);study stopped early due to increased acute kidney injury in patients with chronic kidney disease

	Condition
	Clinical Practice
	Study
	Primary
Outcome
	Effect of Clinical Practice

	Trauma
	Diaspirin cross-linked hemoglobin
	Sloan, 1999[98]
	Mortality – 28 day
	Increase in risk of death at 28 days (46% vs 17%, P = .003)



ARR = absolute risk reduction; ARDS = acute respiratory distress syndrome; COPD = chronic obstructive pulmonary disease; HR = hazard ratio; ICU = intensive care unit; MRSA = methicillin-resistant Staphylococcus aureus; OR = odds ratio; RR = risk ratio; RRR = relative risk reduction; SOFA = sepsis-related organ failure assessment; VRE= vancomycin-resistant enterococcus

Table S2. Clinical practices with consistent estimates of efficacy between original studies and reproduction attempts.
	Condition
	Clinical Practice
	Study
	Type of Study
	Primary
Outcome
	Effect of Clinical Practice

	ARDS
	Lung protective mechanical ventilation
	Amato, 1998[99]
	Original
	Mortality – 28 day
	Decrease in risk of death at 28 days (ARR 33%, P < .001)

	
	
	Brower, 2000[100]
	Reproduction attempt
	Mortality - hospital
	Decrease in risk of death in hospital (ARR 8.8%, P = .007)

	
	
	Villar, 2006[101]
	Reproduction attempt
	Mortality - ICU
	Decrease in risk of death in ICU (ARR 21.3%, P = .04)

	
	
	
	
	
	

	Mechanical ventilation (excluding ARDS)
	Propofol versus midazolam
	Aitkenhead, 1989[102]
	Original
	Not reported
	Improvement in time to wean from ventilation and recover consciousness

	
	
	Chamorro, 1996[103]
	Reproduction attempt
	Not reported
	Improved ventilator synchrony and time to wakefulness with propofol

	
	Daily sedative interruption
	Kress, 2000[104]
	Original
	Duration of mechanical ventilation
	Decrease in duration of mechanical ventilation (4.9 vs 7.3 days, P = .004)

	
	
	Girard, 2008[105]
	Reproduction attempt
	Time breathing without assistance
	Paired spontaneous awakening and spontaneous breathing trial increased time without assisted breathing (3.1 days, 95% CI 0.7 – 5.6, P = .02)

	
	Mode of weaning – Pressure support ventilation (PSV), T-piece, or Synchronized Intermittent Mandatory Ventilation (SIMV)
	Brochard, 1994[106]
	Original
	Weaned from mechanical ventilation – day 21
	Increase in likelihood of weaning with PSV compared to T-piece, or SIMV (PSV 77% vs T-piece 57% vs SIMV 58%, P = .05)

	
	Modes of weaning – IMV, PSV, SBT ≥ 2 times per day, SBT once per day 
	Esteban, 1995[107]
	Reproduction attempt
	Weaning from mechanical ventilation
	Greatest likelihood of weaning associated with once daily SBT
Compared to IMV: HR 2.83 (1.36-5.89)
Compared to PSV: HR 2.05 (1.04-4.04)
Compared to multiple daily SBT: HR 1.24 (0.64 – 2.41)

	Respiratory failure (not ventilated)
	Non-invasive ventilation (NIV) in respiratory failure (general)
	Kramer, 1995[108]
	Original
	Intubation
	Decrease in risk of requiring intubation (ARR 42%, P = .049)

	
	
	Antonelli, 1998[109]
	Reproduction attempt
	Improvement in P/F ratio
	Improvement in oxygenation (62% vs 47%, P = .21)

	
	NIV as a bridge in high risk extubations
	Nava, 2005[110]
	Original
	Intubation
	Decrease in risk of requiring re-intubation (ARR 16.2%, P = .027)

	
	
	Ferrer, 2006[111]
	Reproduction attempt
	Respiratory failure after extubation
	Decrease in risk of developing recurrent respiratory failure (ARR 17%, P = .029)

	
	
	Ferrer, 2009[112]
	Reproduction attempt
	Respiratory failure 72 hours after extubation
	Decrease in risk of developing recurrent respiratory failure (OR 5.32, 95% CI 2.11 – 13.46, P < .0001)

	Condition
	Clinical Practice
	Study
	Type of Study
	Primary
Outcome
	Effect of Clinical Practice

	
	NIV in cardiogenic pulmonary edema
	Bersten, 1991[113]
	Original
	Intubation
	Decrease in risk of requiring intubation (ARR 35%, P = .005)

	
	
	Masip, 2000[114]
	Reproduction attempt
	Intubation
	Decrease in risk of requiring intubation (ARR 28%, P = .037)

	
	
	Nava, 2003[115]
	Reproduction attempt
	Intubation
	Decrease in risk of requiring intubation among patients with hypercarbia (ARR 23%, P = .015)

	
	
	Park, 2004[116]
	Reproduction attempt
	Intubation
	Decrease in risk of requiring intubation (ARR 35%, P = .001)

	
	NIV in acute exacerbation of COPD
	Bott, 1993[117]
	Original
	Not reported
	Improvement in arterial blood gas pH after one hour of therapy

	
	
	Brochard, 1995[118]
	Reproduction attempt
	Intubation
	Decrease in risk of requiring intubation (ARR 48%, P < .001)

	
	NIV post-abdominal surgery 
	Squadrone, 2005[119]
	Original
	Intubation
	Decrease in risk of requiring intubation (RR 0.099, 95% CI 0.01-0.76, P = .005)

	
	
	Jaber, 2016[120]
	Reproduction attempt
	Intubation – 7 days
	NIV, 33.1% versus standard oxygen, 45.5%; ARR 12.4% (95% CI 1.3 to 23.5%, p = 0.03)

	Nosocomial complications
	
	
	
	

	Central venous catheter complications
	Anti-septic: chlorhexidine gluconate versus povidone iodine
	Mimoz, 1996[121]
	Original
	Catheter colonization
	Decrease in risk of catheter colonization (RR 0.4, 95% CI 0.1 to 0.9, P < .01)

	
	
	Mimoz, 2015[122]
	Reproduction attempt
	Catheter-related infections
	Decrease in risk of catheter-related infections (HR 0.15, 95% CI 0.05 – 0.41, P = .0002)

	
	Insertion site: subclavian versus femoral 
	Merrer, 2001[123]
	Original 
	Catheter-related complications
	Decrease in risk of infectious and thrombotic complications with subclavian site (ARR 33%, 95% CI 23-43%)

	
	Insertion site: internal jugular versus femoral 
	Parienti, 2008[124]
	Original
	Catheter colonization at removal
	No difference in risk of catheter colonization (HR 0.85, 95% CI 0.62-1.16, P = .31)

	
	Insertion site: subclavian versus internal jugular versus femoral 
	Parienti, 2015[125]
	Reproduction attempt
	Composite – CRBSI and DVT
	Femoral vs subclavian: HR 3.5 (95% CI 1.5-7.8)
Jugular vs subclavian: HR 2.1 (95% CI 1.0-4.3)
Femoral vs jugular: HR 1.3 (95% CI 0.8-2.1)



ARR = absolute risk reduction; ARDS = acute respiratory distress syndrome; COPD = chronic obstructive pulmonary disease; CRBSI = catheter-related bloodstream infection; CPAP = continuous positive airway pressure; DVT = deep vein thrombosis; HR = hazard ratio; ICU = intensive care unit; NIV = non-invasive ventilation; OR = odds ratio; RR = risk ratio.

Excluded from this table was the ACURYSYS RCT that showed that early use of cisatracurium reduced the risk of death at 90 days in patients with ARDS (HR 0.68, 95% CI 0.48-0.98, P = .04)[126], as it’s not clear that this will be a consistent result until the results of its reproduction attempt [127] are published.

Table S3. Clinical practices with consistent estimates of lack of efficacy between original studies and reproduction attempts.
	Condition
	Clinical Practice
	Study
	Type of Study
	Primary Outcome
	Effect of Clinical Practice

	General critical illness
	Active nutrition guideline dissemination
	Jain, 2006[128]
	Original
	Nutritional adequacy
	No difference in likelihood of achieving nutritional adequacy (8% vs 6.2%, P = .54)

	
	
	Doig, 2008[129]
	Reproduction attempt
	Mortality - hospital
	No difference in risk of death in hospital (28.9% vs 27.4%, P = .75)

	ARDS
	High positive end-expiratory pressure
	Brower, 2004[130]
	Original
	Mortality – hospital 
	No difference in risk of death in hospital (ARR 2.6%, 95% CI -10.0 to 4.7%)

	
	
	Mercat, 2008[131]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (RR 1.12, 95% CI 0.90-1.40)

	
	
	Meade, 2008[132]
	Reproduction attempt
	Mortality – hospital
	No difference in death in hospital (RR 0.90, 95% CI 0.77-1.05)

	
	Inhaled nitric oxide
	Lundin, 1999[133]
	Original
	Reversal of acute lung injury
	No difference in frequency of reversal of acute lung injury (61% vs 54%, P = .2)

	
	
	Taylor, 2004[134]
	Reproduction attempt
	Ventilator-free days
	No difference in ventilator-free days (-0.1 days, 95% CI -2.0 to 1.9)

	
	Recombinant surfactant protein C-based surfactant
	Spragg, 2004[135]
	Original
	Ventilator-free days
	No difference ventilator-free days (RR 0.94, 95% CI 0.78-1.13)

	
	
	Spragg, 2011[136]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (22.7% vs 23.8%, P = .26)

	
	Full versus trophic enteral nutrition
	Rice, 2011[137]
	Original
	Ventilator-free days
	No difference in ventilator-free days (-3.2 days, 95% CI -5.8 to -0.7 days, P = .02)

	
	
	Arabi, 2015[138]
	Reproduction attempt
	Mortality – 90 day
	No difference in risk of death at 90 days (RR 0.94, 95% CI 0.76 – 1.16)

	
	Statins
	Craig, 2011[139]
	Original
	Extravascular lung water
	No difference in extravascular lung water (13.7 vs 13.4, P = .90)

	
	
	ARDS Clinical Trials Network, 2014[140]
	Reproduction attempt
	Mortality – 60 day
	No difference in 60-day mortality (28.5% vs 24.9%, P = .21)

	
	
	McAuley, 2014[141]
	Reproduction attempt
	Ventilator-free days to day 28
	No difference in ventilator-free days (12.6 days vs 11.5 days, p = 0.21)

	Sepsis
	Antithrombin III
	Baudo, 1998[142]
	Original
	Mortality
	No difference in risk of death (50% vs 46%, P = NS)

	
	
	Warrern, 2001[143]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (38.9% vs 38.7%, P = .94)

	
	Interleukin-1 receptor antagonist
	Fisher, 1994[144]
	Original
	Mortality – 28 day
	No difference in risk of death at 28 days (low dose 31% vs high dose 29% vs placebo 34%, P = .22)

	
	
	Opal, 1997[145]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (33.1% vs 36.4%, P = .36)

	
	Tumour necrosis factor-α antibody
	Abraham, 1995[146]
	Original
	Mortality – 28 day
	No difference in risk of death at 28 days (low dose 29.5% vs high dose 31.3% vs placebo 33.1%, P = .33)

	
	
	Abraham, 1998[147]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (40.3% vs 42.8%, P = .27)

	
	
	
	
	
	

	
	
	
	
	
	

	Condition
	Clinical Practice
	Study
	Type of Study
	Primary Outcome
	Effect of Clinical Practice

	
	Naloxone
	DeMaria, 1985[148]
	Original
	Increase in systolic blood pressure
	No difference in blood pressure improvement (13.3% vs 11.3%, P =.10)

	
	
	Safani, 1989[149]
	Reproduction attempt
	Not reported
	No difference in survival (46% vs 54%, P = NS)

	Nosocomial complications
	
	
	
	
	

	Catheter-related bloodstream infection
	Early versus late central venous catheter change
	Cobb, 1992 (new insertion site)[150]
	Original
	Catheter-related complications
	No difference in catheter-related bloodstream infection but increased mechanical complication (5% vs 1%, P = .005)

	
	
	Cobb, 1992 (guidewire exchange)[150]
	Original
	Catheter-related complications
	Non-significant trend to increased bloodstream infection with guidewire exchange (6% vs 0%, P = .06)

	
	
	Chen, 2003[151]
	Reproduction attempt
	Catheter-related infection
	No difference in catheter-related infection (OR 1.54, 95% CI 0.50-4.85)

	Neurological
	
	
	
	
	

	Traumatic brain injury

	Erythropoietin
	Robertson, 2014[95]
	Original
	Favourable outcome, Glasgow outcome scale – 6 months
	No difference in likelihood of good neurological recovery
Regimen 1: OR 1.56 (95% CI 0.60-4.08)
Regimen 2: OR 1.78 (95% CI 0.66-4.83)

	
	
	Nichol, 2015[152]
	Reproduction attempt
	Proportion with GOS-E score 1-4
	No difference in likelihood of good neurological recovery (RR 0.99, 95% CI 0.83 to 1.18)

	Acute kidney injury
	Continuous versus intermittent renal replacement therapya
	Misset, 1996[153]
	Original
	None reported
	No difference in mean arterial pressure

	
	
	John, 2001[154]
	Reproduction attempt
	None reported
	No difference in splanchnic perfusion

	
	
	Mehta, 2001[155]
	Reproduction attempt
	Mortality
	No difference in risk of death (OR 1.3, 95% CI 0.6-2.7)

	
	
	Augustine, 2004[156]
	Reproduction attempt
	Mortality – hospital 
	No difference in risk of death in hospital (67.5% vs 70%, P = NS)

	
	
	Uehlinger, 2005[157]
	Reproduction attempt
	Mortality – ICU 
	No difference in risk of death in ICU (34% vs 38%, P = .71)

	
	
	Vinsonneau, 2006[158]
	Reproduction attempt
	Mortality – 60 day
	No difference in risk of death at 60 days (32% vs 33%, P = .98)

	
	N-acetylcysteine to prevent acute kidney injury in cardiac surgical patients
	Burns, 2005[159]
	Original
	Post-operative renal dysfunction
	No difference in risk of post-operative renal dysfunction (RR 1.03, 95% CI 0.72-1.46)

	
	
	Sisillo, 2008[160]
	Reproduction attempt
	Acute kidney injury
	No difference in acute kidney injury (ARR 12%, P = .06)



ARR = absolute risk reduction; ARDS = acute respiratory distress syndrome; HR = hazard ratio; ICU = intensive care unit; NS = not statistically significant; OR = odds ratio; RR = risk ratio.

a. Continuous renal replacement therapy modalities: Misset 1996, continuous arteriovenous hemofiltration; John 2001, continuous venovenous hemofiltration; Mehta 2001, continuous arterio- or venovenous hemodiafiltration; Augustine 2004, continuous venovenous hemodialysis; Uehlinger 2005, continuous venovenous hemodiafiltration; Vinsonneau 2006, continuous venovenous hemodiafiltration. 

Table S4. Clinical practices with consistent estimates of harm between original studies and reproduction attempts.
	Condition
	Intervention
	Study
	Type of Study
	Primary Outcome
	Effect of Clinical Practice

	General critical illness
	Hydroxyethyl starch
	Cittanova, 1996[161] 
	Original
	Renal replacement therapy after transplant
	Increase in use of renal replacement therapy among renal transplant recipients (33% vs 5%, P = .03)

	
	
	Myburgh, 2012[162]
	Reproduction attempt
	Mortality – 90 day
	No difference in 90-day mortality (RR 1.06, 95% CI 0.96-1.18), but increase in risk of requiring renal replacement therapy (RR 1.21, 95% CI 1.00-1.45) 

	Sepsis
	Hydroxyethyl starch
	Schortgen, 2001[163]
	Original
	Acute kidney injury
	Increase risk of acute kidney injury (42% vs 23%, P = .03)

	
	
	Brunkhorst, 2008[164]
	Reproduction attempt
	Mortality – 28 day
	No difference in 28 day mortality (24.7% vs 26%, P = .74), but increase risk of acute kidney injury (34.9% vs 22.8%, P = .002)

	
	
	Perner, 2012[165]
	Reproduction attempt
	Mortality – 90 day
	Increase risk of death at 90 days (RR 1.17, 95% CI 1.01-1.36, P = .03)

	
	Tight glycemic control
	Brunkhorst, 2008[164]
	Original
	Mortality – 28 day
	No difference in 28 day mortality (24.7% vs 26%, P = .74), but increase risk of experiencing severe hypoglycemia (17.0% vs 4.1%, P < .0001)

	
	
	Annane, 2010[63]
	Reproduction attempt
	Mortality – hospital 
	No difference in hospital mortality (RR 1.07, 95% CI 0.88-1.30), but increase risk of severe hypoglycemia (increase of 0.15 episodes per patient, P = .003)



ARDS = acute respiratory distress syndrome; ICU = intensive care unit; OR = odds ratio; RR = risk ratio.

Excluded from this table was the DECRA RCT of decompressive craniectomy in traumatic brain injury as although it showed that decompressive craniectomy worsened neurological outcome in this population (OR 1.84, 95% CI 1.05-3.24, P = .03)[166], it’s not clear that this will be a consistent finding until the results of its reproduction attempt, RESCUE-ICP are published [167].



Table S5. Clinical practices with inconsistent effect estimates between original studies and reproduction attempts.

	Condition
	Clinical Practice
	Study
	Type of Study
	Primary
Outcome
	Effect of Clinical Practice

	Efficacy to Harm
	
	
	
	

	General critical illness
	Restrictive transfusion of red blood cells following cardiac surgerya
	Hajjar, 2010[168]
	Original
	Mortality – 30 day
	Restrictive strategy non-inferior to liberal strategy (11% versus 10%, p = 0.85)

	
	
	Murphy, 2015[169]
	Reproduction attempt
	Composite
	No significant difference in risk of composite outcome (OR 1.11, 95% CI 0.91 – 1.34, p = 0.30); increase risk of death in restrictive group

	ARDS
	Enteral antioxidants
	Gadek, 1999[170]
	Original
	Length of mechanical ventilation
	Decrease in length of mechanical ventilation (11.0 vs 16.3 days, p = 0.01)

	
	
	Rice, 2011[171]
	Reproduction attempt
	Ventilator-free days
	Decrease in number of ventilator-free days (-3.2, 95% CI, -5.8 to -0.7 days, P = .02); Trend toward increase in risk of death in hospital (26.6% vs 16.3%, P = 0.054)

	Efficacy to Lack of Efficacy
	
	
	
	

	ARDS
	Systemic glucocorticoids
	Meduri, 1998[172]
	Original
	Mortality – ICU
	Decrease in risk of death in ICU (ARR 62%, P = .002)

	
	
	Steinberg, 2006[173]
	Reproduction attempt
	Mortality – 60 day
	No effect on risk of death at 60 days (ARR -0.6%, P = 1.0)

	Mechanical ventilation (excluding ARDS)
	Early tracheostomy
	Rumbak, 2004[174]
	Original
	Ventilator-associated pneumonia
	Decrease in incidence of ventilator-associated pneumonia (ARR 20%, P=.005)

	
	
	Blot, 2008[175]
	Reproduction attempt
	Mortality – 28 day
	No effect on risk of death at 28 days (20% vs 24%)

	
	
	Terragni, 2010[176]
	Reproduction attempt
	Ventilator-associated pneumonia
	No effect on risk of ventilator-associated pneumonia (14% vs 21%, P = .07)

	
	
	Trouillet, 2011[177]
	Reproduction attempt
	Ventilator-free days
	No difference in ventilator-free days (difference 2.1 days, 95% CI, -4.1 to 8.3 days, P = .5)

	
	
	Young, 2013[178]
	Reproduction attempt
	Mortality – 30 day
	No difference in risk of death at 30 days (ARR 0.7%, P = .9)

	Sepsis
	Protocolized resuscitation
	Rivers, 2001[179]
	Original
	Mortality - hospital
	Decrease in risk of death in hospital (RR 0.58, 95% CI, 0.38-0.87, P=.009)

	
	
	ProCESS Investigators, 2014[180]
	Reproduction attempt
	Mortality – 60 day
	No difference in risk of death at 60 days (RR 1.04, 95% CI, 0.82-1.31, P=.83)

	
	
	ARISE Investigators, 2014[181]
	Reproduction attempt
	Mortality – 90 day
	No difference in risk of death at 90 days (ARR 0.3%, 95% CI -3.6 to 4.1%, p = 0.90)

	
	
	ProMISe Investigators, 2015[182]
	Reproduction attempt
	Mortality – 90 day
	No difference in risk of death at 90 days (ARR -0.3%, 95% CI -5.4 to 4.7%, p = 0.90)

	
	Recombinant human activated protein C
	Bernard, 2001[183]
	Original
	Mortality – 28 day
	Decrease in risk of death at 28 days (RRR 19.4%, 95% CI, 6.6-30.5%, P=.005)

	
	
	Abraham, 2005[184]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (RR 1.08, 95% CI, 0.92-1.28, P=0.34)

	
	
	Ranieri, 2012[185]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (RR 1.09, 95% CI, 0.92-1.28, P= 0.31)

	
	Polymyxin B Hemoperfusionb
	Cruz, 2009[186]
	Original
	Change in mean arterial pressure – 72 hr
	Increase in mean arterial pressure in polymyxin group (76 to 84mmHg versus 74 to 77mm Hg)

	
	
	
	
	
	

	Condition
	Clinical Practice
	Study
	Type of Study
	Primary
Outcome
	Effect of Clinical Practice

	
	
	Payen, 2015[187]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (OR 1.59, 95% CI 0.86 – 2.94)

	Nosocomial complications
	
	
	
	
	

	Ventilator-associated pneumonia
	Semi-recumbent positioning
	Drakulovic, 1999[188]
	Original
	Clinically suspected pneumonia
	Decrease in risk of pneumonia (ARR 26%, P = .003)

	
	
	Van Nieuwenhoven, 2006[189]
	Reproduction attempt
	Ventilator-associated pneumonia
	No difference in incidence of ventilator-associated pneumonia (10.7% vs 6.5%, P = NS)

	Catheter-related bloodstream infection
	Tunneled central venous catheterization
	Timsit, 1996[190]
	Original
	Catheter-related sepsis
	Decreased risk of catheter-related sepsis (OR 0.33, 95% CI, 0.13 – 0.83, P = .02)

	
	
	Timsit, 1999[191]
	Reproduction attempt
	Catheter-related sepsis
	No difference in time to catheter-related sepsis (RR 0.28, 95% CI, 0.03-1.92, P = .18)

	Hospital acquired bloodstream infection
	Daily bathing with chlorhexidine impregnated washcloth
	Climo, 2013[192]
	Original
	Colonization with VRE and MRSA
	Decrease in risk of colonization with antibiotic-resistant bacteria (5.1 vs 6.6 per 1000 patient-days, P = .3)

	
	
	Noto, 2015[193]
	Reproduction attempt
	Composite-several nosocomial infections
	No difference in composite outcome (rate difference -0.04, 95% CI -1.10 to 1.01, P = .95)

	Neurological
	
	
	
	
	

	Anoxic encephalopathy
	Hypothermia
	Bernard, 2002[194]
	Original
	Discharge home or to rehab facility
	Increase in likelihood of discharged home or to a rehabilitation facility (OR 5.25, 95% CI, 1.47-18.76, P=.01)

	
	
	Hypothermia after Cardiac Arrest Study Group, 2002[195]
	Original
	Neurologic outcome – 6 months
	Increase in likelihood of a favourable neurological outcome 6 months after cardiac arrest (RR 1.40, 95% CI, 1.08-1.81, P = .009)

	
	
	Nielsen, 2013[196]
	Reproduction attempt
	Mortality
	No difference in risk of death or experiencing a good neurological outcome (HR 1.06, 95% CI, 0.89-1.28, P = .51)

	Traumatic brain injury
	Progesterone
	Xiao, 2008[197]
	Original
	Glasgow Outcome Scale score – 3 months
	Improved neurological outcome at 3 months (46% versus 30%, P = 0.03)

	
	
	Wright, 2014[198]
	Reproduction attempt
	Extended Glasgow Outcome Scale – 6 months
	No difference in outcome at 6 months (RR 0.95, 95% CI 0.85 – 1.06)

	
	
	Skolnick, 2014[199]
	Reproduction attempt
	Extended Glasgow Outcome Scale – 6 months
	No difference in outcome at 6 months (RR 0.96, 95% CI 0.77 – 1.18)

	Acute kidney injury
	High-intensity continuous renal replacement therapy
	Ronco, 2000[200]
	Original
	Mortality – 15 days after stopping therapy
	Increase in likelihood of survival within 15 days after stopping renal replacement therapy (35 ml/kg: HR 0.51, 95% CI, 0.36-0.72; 45 ml/kg: HR 0.49, 95% CI, 0.35-0.69)

	
	
	Bellomo, 2009[201]
	Reproduction attempt
	Mortality – 90 day
	No difference in risk of death at 90 days (OR 1.0, 95% CI, 0.81-1.23, P=0.99)

	
	Fendolopam to prevent AKI following cardiac surgery
	Cogliati, 2007[202]
	Original
	Acute kidney injury
	Decrease in incidence AKI (ARR 15%, P = 0.02)

	
	
	Bove, 2014[203]
	Reproduction attempt
	Renal replacement therapy
	No difference in risk of requiring renal replacement therapy (20% versus 18%, P = 0.47)

	
	
	
	
	
	

	
	
	
	
	
	

	Condition
	Clinical Practice
	Study
	Type of Study
	Primary
Outcome
	Effect of Clinical Practice

	Lack of Efficacy to Harm
	
	
	
	

	General critical illness
	Dopamine (vs norepinephrine) for treatment of shock
	Marik, 1994[204]
	Original
	Gastric mucosal pH
	Dopamine: pH 7.24 to 7.18
Norepinephrine: pH 7.16 to 7.23
P < .001 for between group difference

	
	
	De Backer, 2010[205]
	Reproduction attempt
	Mortality – 28 day
	No difference in 28-day mortality (OR 1.17, 95% CI, 0.97-1.42), but increase in risk of arrhythmia (24.1% vs 12.4%, P < .001) 

	Mechanical ventilation (excluding ARDS)
	Noninvasive ventilation as rescue therapy following extubation
	Keenan, 2002[206]
	Original
	Re-intubation
	No difference in risk of re-intubation (RR 1.04, 95% CI, 0.78-1.38, P=0.79)

	
	
	Esteban, 2004[207]
	Reproduction attempt
	Mortality – ICU
	Increase in risk of death in ICU (RR 1.78, 95% CI, 1.03-3.20, P = .048)

	Lack of Efficacy to Efficacy
	
	
	
	

	ARDS
	Extracorporeal life supportc
	Zapol, 1979[208]
	Original
	Mortality
	No difference in risk of death (ARR 1.2%)

	
	
	Peek, 2009[209]
	Reproduction attempt
	Mortality or disability – 6 months
	Decrease in risk of death or disability at 6 months (RR 0.69, 95% CI, 0.05-0.95, P = .03)

	Mechanical ventilation (excluding ARDS)
	Lung-protective ventilation in patients without ARDS
	Stewart, 1998[210]
	Original
	Mortality – hospital
	No difference in risk of death in hospital (RR 1.07, 95% CI, 0.72-1.57, P = .72)

	
	
	Determann, 2010[211]
	Reproduction attempt
	Cytokine concentrations
	Decrease in pulmonary cytokine production in lung protective group

	
	
	
	
	
	

	
	
	Mascia, 2010[212]
	Reproduction attempt
	Number of donor lungs
	Increase in number of lungs available for donation (difference 41%, 95% CI, 26.5-54.8%)

	
	Dexmedetomidine vs midazolam
	Riker, 2009[213]
	Original
	Time at target sedation
	No difference in proportion of time at target sedation level (difference 2.20%, P = .18)

	
	
	Jakob, 2012[214]d
	Reproduction attempt
	Time at target sedation
	No difference in proportion of time at target sedation level, but decrease in duration of mechanical ventilation (123 vs 164 hours, P = .03)

	
	Systemic glucocorticoids to prevent laryngeal edema following extubation
	Ho, 1996[215]
	Original
	Post-extubation stridor
	No difference in risk of stridor following extubation (18% vs 26%)

	
	
	Cheng, 2006[216]
	Reproduction attempt
	Post-extubation stridor
	Decrease in risk of stridor following extubation (1 dose: 11.6% vs 4 doses: 7.1%, vs placebo: 30.2%, P < .05)

	
	
	François, 2007[217]
	Reproduction attempt
	Laryngeal edema
	Decrease in risk of laryngeal edema (ARR 19%, P < .0001)

	Harm to Lack of Efficacy
	
	
	
	

	Sepsis
	Tumour necrosis factor-α receptor fusion protein
	Fisher, 1996[218]
	Original
	Mortality – 28 day
	Increase in risk of death at 28 days associated with higher doses of study drug (48% vs 30%, P = .02)

	
	
	Abraham, 1997[219]
	Reproduction attempt
	Mortality
	No effect on the risk of death (ARR 15%, P = .3)

	Nosocomial complications
	
	
	
	
	

	Ventilator-associated pneumonia
	Stress ulcer prophylaxis - histamine-2 receptor antagonists compared with sucralfate
	Driks, 1987[220]
	Original
	Ventilator-associated pneumonia
	Increase in risk of ventilator-associated pneumonia associated with histamine-2 receptor antagonists (ARR 11.7%, P = .11)

	Condition
	Clinical Practice
	Study
	Type of Study
	Primary
Outcome
	Effect of Clinical Practice

	
	
	Cook, 1998[221]
	Reproduction attempt
	Ventilator-associated pneumonia
	No difference in risk of ventilator-associated pneumonia (RR 1.18, 95% CI ,0.92-1.51)

	Acute kidney injury
	Cuprophane hemodialysis membrane (compared with polyacrylonitrile)
	Schiffl, 1994[222]
	Original
	Mortality
	Study stopped early because of increased risk of death associated with cuprophane membrane (62% vs 35%, P = .052)

	
	
	Jorres, 1999[223]
	Reproduction attempt
	Mortality
	No effect on risk of death (OR 1.07, 95% CI, 0.54-2.11, P = .87)

	Multiple Effect Estimate Changes
	
	
	
	

	General critical illness
	Tight glycemic control
	Van den Berghe, 2001[224]
	Original (surgical patients)
	Mortality – ICU
	Decrease in risk of death in ICU (ARR 3.4%, P < .04)

	
	
	Van den Berghe, 2006[225]
	Original (medical patients)
	Mortality – hospital
	No difference in risk of death in hospital (37.3% vs 40.0%, P = .33)

	
	
	Finfer, 2009[226]
	Reproduction attempt
	Mortality – 90 day
	Increase in risk of death at 90 days (OR 1.14, 95% CI, 1.02-1.28)

	
	
	Kalfon, 2014[227]
	Reproduction attempt
	Mortality – 90 day
	No effect on 90-day mortality, but increase in risk of severe hypoglycemia (13.2% vs 6.2%, P < .001)

	
	Supra-normal oxygen delivery
	Boyd, 1993[228]
	Original
	Mortality – 28 day
	Decrease in risk of death at 28 days (ARR 16.5%, P = .015)

	
	
	Hayes, 1994[229]
	Reproduction attempt
	Mortality - hospital
	Increase in hospital mortality associated with higher cardiac index (54% vs 34%, P = .04)

	
	
	Gattinoni, 1995[230]
	Reproduction attempt
	Mortality – ICU
	No effect on risk of death in ICU (48.6% vs 48.4%, P = .64)

	
	Erythropoietin
	Corwin, 1999[231]
	Original
	Red blood cell transfusions
	Decrease in cumulative number of red blood cell units transfused (166 vs 305, P < .002)

	
	
	Corwin, 2002[232]
	Reproduction attempt
	Red blood cell transfusions
	Decrease in risk of requiring red blood cell transfusion (OR 0.67, 95% CI 0.54 – 0.83)

	
	
	Corwin, 2007[233]
	Reproduction attempt
	Red blood cell transfusions
	No difference in proportion receiving red blood cell transfusion (RR 0.95, 95% CI, 0.85-1.06, P = .34) but increase in thrombotic events

	ARDS
	High-frequency oscillatory ventilation
	Derdak, 2002[234]
	Original
	Mortality – 30 day
	Improved oxygenation, and trend toward decrease in risk of death at 30 days (ARR 15%, P = .10)

	
	
	Young, 2013[235]
	Reproduction attempt
	Mortality – 30 day
	No difference in risk of death at 30 days (41.7% vs 41.1%, P = .85)

	
	
	Ferguson, 2013[236]
	Reproduction attempt
	Mortality – hospital
	Increase in risk of death in hospital (RR 1.33, 95% CI, 1.09-1.64, P = .005)

	
	Ventilation in the prone position
	Gattinoni, 2001[237]
	Original
	Mortality – 10 day
	No difference in risk of death at 10 days (RR 0.84, 95% CI, 0.56-1.27)

	
	
	Taccone, 2009[238]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (RR 0.97, 95% CI 0.84 – 1.13, P = .72)

	
	
	Guerin, 2013[239]
	Reproduction attempt
	Mortality – 28 day
	Decrease in risk of death at 28 days (HR 0.39, 95% CI, 0.25-0.63)

	Respiratory failure (not ventilated)
	Non-invasive ventilation in immunosuppressed patients 
	Antonelli, 2000[240]
	Original
	Intubation
	Decrease in risk of requiring intubation (ARR 50%, P = .002)

	
	
	
	
	
	

	Condition
	Clinical Practice
	Study
	Type of Study
	Primary
Outcome
	Effect of Clinical Practice

	
	
	Hilbert, 2001[241]
	Reproduction attempt
	Intubation
	Decrease in risk of requiring intubation (ARR 31%, P = .03)

	
	
	Lemaile, 2015[242]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (ARR 3.2%, P = .47)

	Sepsis
	Anti-endotoxin antibody
	Lachman, 1984[243]
	Original
	Mortality
	Decrease in risk of death (ARR 40.3%, P < .01)

	
	
	Greenman, 1991[244]
	Reproduction attempt
	Mortality – 30 day
	No difference in risk of death at 30 days (RR 1.0, 95% CI, 0.7-1.4)

	
	
	Ziegler, 1991[245]
	Reproduction attempt
	Mortality – 28 day
	Decrease in risk of death at 28 days (ARR 19%, P = .014)

	
	
	Angus, 2000[246]
	Reproduction attempt
	Mortality – 14 day
	No difference in risk of death at 14 days (ARR 1.6%, P = .67)

	
	Systemic corticosteroidse
	Sprung, 1984[247]
(glucocorticoid)
	Original
	Hospital Mortality
	No difference in risk of death in hospital (Methylprednisone 76%, dexamethasone 77%, placebo 69%)

	
	
	Veterans Administration Systemic Sepsis Cooperative Study Group, 1987[248]
(glucocorticoid)
	Reproduction attempt
	Mortality – 14 day
	No difference in risk of death at 14 days (21% vs 22%, P = .97)

	
	
	Bone, 1987[249]
(glucocorticoid)
	Reproduction attempt
	Incidence of shock
	No difference in incidence of shock (46% vs 37%)

	
	
	Annane, 2002[250]
	Reproduction attempt
	Mortality – 28 day
	Decrease in risk of death among cosyntropin nonresponders (HR 0.67, 95% CI 0.47 – 0.95, p=0.02)

	
	
	Sprung, 2008[251]
	Reproduction attempt
	Mortality – 28 day
	No difference in risk of death at 28 days (39.2% vs 36.1%, P = .69)

	Nosocomial complications
	
	
	
	
	

	Ventilator-associated pneumonia
	Selective decontamination of the digestive tractf
	Pugin, 1991[252]
	Original
	Secondary pneumonia
	Decreased risk of secondary pneumonia (ARR 62%, P < .0001)

	
	
	Hammond, 1992[253]
	Reproduction attempt
	Not reported – hospital mortality reported
	No difference in risk of hospital mortality (18% vs 17%)

	
	
	Gastinne, 1992[254]
	Reproduction attempt
	Mortality - ICU
	No difference in risk of mortality in ICU (34% vs 30%, P = .37)

	
	
	Verwaest, 1997[255]
	Reproduction attempt
	Not reported
	Decrease in infections, increase in resistance, no effect on survival

	
	
	Sanchez Garcia, 1998[256]
	Reproduction attempt
	Ventilator-associated pneumonia
	Decrease in risk of ventilator-associated pneumonia (ARR 17.9%, P = .0001)

	
	
	De Jonge, 2003[257]
	Reproduction attempt
	Mortality – ICU
	Decrease in risk of death in ICU (ARR 8%, P = .002)

	
	
	De Smet, 2009[258]
	Reproduction attempt
	Mortality
	Decrease in risk of death
SDD: OR 0.83 (95% CI 0.72 – 0.97), P = .02
SOD: OR 0.86 (95% CI 0.74 – 0.99), P = .05

	
	
	Oostdijk, 2014[259]
	Reproduction attempt
	Antibiotic-resistant Gram-negative bacteria
	Decrease in incidence of resistant Gram-negative organisms (ARR 6.2%, P = .0001)

	Gastrointestinal bleeding
	Stress ulcer prophylaxis
	Priebe, 1980[260]
	Original
	Gastrointestinal bleeding
	Increase in risk of gastrointestinal bleeding associated with cimetidine (18% vs 0%)

	
	
	Noseworthy, 1987[261]
	Reproduction attempt
	Gastrointestinal bleeding
	No difference in gastrointestinal bleeding between ranitidine and antacids (0% vs 2%)

	Condition
	Clinical Practice
	Study
	Type of Study
	Primary
Outcome
	Effect of Clinical Practice

	Neurological
	
	
	
	
	

	Traumatic brain injury
	Hypothermiag
	Marion, 1997[262]
	Original
	Neurological outcome
	Increase in likelihood of experiencing a good neurological outcome (RR 0.5, 95% CI, 0.2-1.2)

	
	
	Clifton, 2001[263]
	Reproduction attempt
	Neurological outcome
	No difference in neurological outcome (RR 1.0, 95% CI, 0.8-1.2, P= 0.99)

	
	
	Andrews, 2015[264]
	Reproduction attempt
	Extended Glasgow Outcome Scale Score – 6 months
	Hypothermia associated with worse neurological outcome (OR 1.53, 95% CI 1.02 – 2.30, P = .04)

	Malignant middle cerebral artery stroke
	Decompressive craniectomy
	Juttler, 2007[265]
	Original
	Modified Rankin Scale (MRS) ≤ 3 – 6 months
	Increase in survival after 30 days, but no effect on functional outcome (MRS ≤ 3 at 6 months: 47% vs 27%, P = .23)

	
	
	Hofmeijer, 2009[266]
	Reproduction attempt
	Modified Rankin Scale (MRS) ≤ 3 – 6 months
	No difference in MRS ≤ 3 at 6 months (ARR 0%, 95% CI -21% to 21%)

	
	
	Juttler, 2014[267]
	Reproduction attempt
	Modified Rankin Scale (MRS) ≤ 4 – 6 months
	Increase in likelihood of surviving without severe disability (OR 2.91, 95% CI 1.06 – 7.49, P = .04)



Abbreviations: ARDS = acute respiratory distress syndrome; ARR = absolute risk reduction; HR = hazard ratio; NS = not statistically significant; OR = odds ratio; RR = risk ratio; RRR = relative risk reduction; SDD = selective digestive decontamination; SOD = selective oropharyngeal decontamination. 

a. Ongoing reproduction attempt [268].
b. Ongoing reproduction attempt [269].
c. Ongoing reproduction attempt [270].
d. This study also examined the effects of dexmedetomidine compared to propofol, however its reproduction attempt is ongoing [271].
e. Ongoing reproduction attempt [272].
f.  Ongoing reproduction attempt [273].
g. This practice is the subject of 2 ongoing reproduction attempts [274, 275].
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Figure S1. Flow diagram showing study design including electronic search strategy, article eligibility criteria, and reproducibility classification.
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Figure S2. The relationship between time since publication of the original study and the occurrence of a first reproduction attempt.
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Online Appendix – MEDLINE Search Strategy (April 4, 2016)

1. Critical Illness/ or Critical Care/ or Intensive Care/ or Intensive Care Units/ or Burn Units/ or Respiratory Care Units/
2. (ICU or SICU or critical illness or critically ill or ((intensive or critical) adj3 care)).ab,ti
3. Sepsis/ or Shock,septic/
4. (sepsis or septic* or SIRS or systemic inflammatory response syndrome or blood poisoning or pyaemia or pyemia or pyohemia).ab,ti.
5. Exp Shock/
6. (cardiogenic shock or traumatic shock or hemorrhag* or haemorrhag* or surgical shock).ab,ti
7. Exp Heart arrest/ or Exp Cardiopulmonary resuscitation/ or Anoxia/
8. (heart arrest* or sudden cardiac death or cardiac arrest* or cardiopulmonary resuscitation or cardio-pulmonary resuscitation or CPR or advanced cardiac life support or ACLS or respiratory arrest or pulseless or anox* or hypox*).ab,ti.
9. Craniocerebral Trauma/ or Brain Injuries/ or Brain Hemorrhage, Traumatic/ or Diffuse Axonal Injury/
10. (craniocerebral trauma or cranio-cerebral trauma or cranio-cerebral injur* or craniocerebral injur* or crushing skull injur* or frontal region trauma or head injur* or multiple head injuries or head trauma or occipital region trauma or occipital trauma or parietal region trauma or temporal region trauma or brain injur* or brain contusion* or TBI or brain laceration* or cortical contusion* or post-traumatic encephalopath* or traumatic encephalopath* or traumatic brain hemorrhage or diffuse axonal injur*).ab,ti.
11. Exp Positive-pressure Respiration/ or Respiration, artificial/ or High-frequency Ventilation/ or Noninvasive Ventilation/ or Ventilator weaning/ or Respiratory Insufficiency/ or Lung Injury/ or Acute Lung Injury/ or Ventilator-induced Lung Injury/ or Respiratory Distress Syndrome, Adult/
12. (positive-pressure respiration or positive end-expiratory pressure or positive-pressure ventilation or continuous positive airway pressure or intermittent positive-pressure breathing or intermittent positive-pressure ventilation or artificial respiration or mechanical ventilat* or (high-frequency adj3 ventilat*) or noninvasive ventilation or non-invasive ventilation or ventilator weaning or respirator weaning or respiratory insufficiency or respiratory failure or respiratory depression or ventilatory depression or lung injur* or pulmonary injur* or ALI or acute respiratory distress syndrome or adult respiratory distress syndrome or ARDS or shock lung).ab,ti.
13. exp Acute Kidney Injury/ or Renal Replacement Therapy/ or Renal Dialysis/ or Hemofiltration/
14. ((acute adj (kidney or renal) adj (failure or insufficien* or injur*)) or AKI or ARF or renal replacement therap* or RRT or kidney replacement therap* or renal dialysis or extracorporeal dialysis or extra-corporeal dialysis or hemodialysis or CRRT or continuous venovenous hemodiafiltration or continuous veno-venous hemodiafiltration or CVVHDF or continuous venovenous hemofiltration or CVVH or multiple organ failure or multiple organ system dysfunction or multisystem organ failure or multi-system organ failure or multi-organ failure* or multiorgan failure or life support* or MODS or MSOF).ab,ti.
15. Exp extracorporeal circulation/
16. (extracorporeal circulation or extra-corporeal circulation or extracorporeal membrane oxygenation or extra-corporeal membrane oxygenation or ECMO or extracorporeal life support or extra-corporeal life support or ECLS).ab,ti.
17. or/1-16
18. limit 17 to systematic reviews
19. randomized controlled trial.pt.
20. controlled clinical trial.pt.
21. randomized.ab. 
22. placebo.ab. 
23. clinical trials as topic.sh. 
24. randomly.ab. 
25. trial.ti. 
26. or/19-25
27. exp Animals/ not (exp Animals/ and Humans/)
28. 26 not 27
29. 17 and 28
30. 18 or 29
31. exp Animals/ not (exp Animals/ and Humans/)
32. 30 not 31
33. (comment or editorial or interview or letter or news).pt.
34. 32 not 33
35. New England Journal of Medicine.jn.
36. lancet.jn.
37. (JAMA or Journal of the American Medical Association).jn.
38. or/35-37
39. 34 and 38
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