Supplementary Table I. Study characteristics.

	tS
Study
	Number of Randomized Patients
	Population
	Interventions
	Primary Outcome 
	Risk of Bias for Mortality Outcome
	ACTH testing part of protocol

	Annane 2002
	Multicentre (19 sites)

France

N= 300
	Adults with vasopressor and ventilator dependent septic shock
	HC 50mg IV q6h, FC 50ug PO q24h x 7 days
	28 day mortality
	Low
	Yes

	Annane 2018 (APROCCHSS)
	Multicentre (34 sites)

France

N=1241 

Originally a 2x2 factorial design with APC (terminated)
	Adult patients with vasopressor dependent septic shock
	HC 50mg IV q6h, FC 50ug PO q24h x 7 days
	90 day mortality
	Low
	Yes

	Arabi 2011
	One centre

Saudi Arabia
N = 75
	Adult patients with liver cirrhosis and septic shock
	HC 50mg IV q6h until resolution, then tapered every 2 days
	28 day mortality
	Probably low
	Yes

	Bollaert 1998
	Multicentre (2 sites)

France

N = 41
	Adult patients with vasopressor dependent septic shock
	HC 100mg IV q8h x 5 days, then tapered off over 6 days
	Shock reversal
	Probably high
	Yes

	Bone 1987
	Multicentre (19 sites)

USA

N = 382
	Adults with sepsis or septic shock
	MP 30mg/kg 20min IV q6h x 1 day

	14 day mortality
	Probably low
	No

	Branco 2014
	One centre

Brazil

N =56
	Children with volume refractory septic shock
	HC 6mg/kg/day x 7 days or until vasoactive treatment stopped
	Not mentioned
	High
	Yes

	Briegel 1999
	One centre

Germany
N = 40
	Adult patients with vasopressor dependent septic shock
	HC 100mg IV, then 0.18 mg/kg/h continuous infusion until shock reversal, then tapered off


	Shock reversal
	Probably low
	No

	Chawla 1999
	One centre

USA
N = 44
	Adult patients with vasopressor dependent septic shock
	HC 100mg IV q8h x 3 days, then tapered off over 4 days
	Shock reversal
	Low
	No

	Cicarelli 2007
	One centre

Brazil
N = 29
	Adult patients with vasopressor dependent septic shock
	DM 0.2mg/kg IV every 36h x 3


	28 day mortality
	Probably high
	No

	Confalonieri 2005
	Multicentre (6 sites)

Italy

N = 46
	Adults with severe community-acquired pneumonia
	HC 200mg bol IV, then 10mg/h continuous infusion x 7 days, then tapered off over 4 days


	Improvement in multiple organ dysfunction syndrome (MODS) score
	High
	No

	CSG 1963
	Multicentre (5 sites)

USA

N = 329
	Adults (n = 194) and children (n = 135) with vasopressor-dependent septic shock
	HC 300mg IV for 1 day, then HC 250mg for 1 day, then HC 200mg po on day 3, then tapered off 50mg over 3 days


	Hospital mortality
	Probably high
	No

	deGraaf 2014
	Multicentre (3 sites)

UK

N = 29
	Children with severe septic shock
	HC 25mg/m2 q6h x 2 days
	Not mentioned
	Probably high
	Yes

	El-Nawawy 2016
	One centre

Africa

N = 96
	Children with septic shock.
	HC 50mg/m2/24h via continuous infusion x 5 days with weaning over next 5 days
	Not mentioned
	Probably high
	Yes

	Gordon 2014
	Multicentre (4 sites)

UK

N = 61
	Adults with septic shock on a maximal dose of vasopressin of up to 0.06 U/min
	HC 50mg IV q6h x 5 days, then bd x 3 days, then od x 3 days


	Difference in plasma vasopressin concentration between treatment groups
	Probably low
	No

	Gordon 2016 (VANISH)
	Multicentre (18 sites)

UK

N = 421
	Adult patients who had sepsis and who required vasopressors despite adequate IV fluid resuscitation and initial vasopressors
	HC 50mg IV bolus q6h for 5 days, q12h for 3 days then q24h for 3 days
	Kidney Failure free days at 28 days
	Low
	No

	Hu 2009
	One centre

China

N = 77
	Adults with septic shock
	HC 50mg IV q6h x 7 days, then HC 50mg q8h x 3 days, then HC 50mg q12h x 2 days, then HC 50mg q24h x 2 days
	Time to Shock reversal
	Probably high
	No

	Keh 2016 (HYPRESS)
	Multicentre (34 sites)

Germany

N = 353
	Patients with evidence of infection, SIRS  and evidence of organ dysfunction present for not longer than 48 hours. Septic shock excluded.
	HC 50mg bolus then continuous infusion 200mg/d for 1st 5 days, then 100mg on day 6/7, then 50mg on days 8/9 then 25mg on days 10/11
	Septic Shock at 14 days
	Low


	Yes

	Liu 2012
	One centre

China

N = 26
	Adults with ARDS and sepsis
	HC 100mg IV q8h x 7 days
	Not mentioned
	Probably low
	Yes

	Luce 1988
	One centre

USA

N= 75
	Adults with sepsis and septic shock
	MP 30mg/kg IV q6h x 1 days,
	Incidence of ARDS
	Probably high
	No

	Lv 2017
	One centre

China 

N=118
	Adults with septic shock
	HC 200mg IV infusion daily for 6 days then tapered, tapered sooner if off vasopressors
	28 day mortality
	High
	No

	Meduri 2007
	Multicentre (5 sites)

USA

N = 91

2:1 randomization
	Adults with early ARDS
	MP 1mg/kg loading dose IV, then 1mg/kg/d continuous infusion x 14 days, then 0.5mg/kg/d x 7 days, then 0.25mg/kg/d x 4 days, then 0.125mg/kg/d x 3 days.
	Improvement in Lung Injury Score (LIS) at day 7
	Probably low
	Yes

	Meduri 2009
	Single Centre

USA

N=79
	Adults with sepsis with or without shock
	Hydrocortisone 300 mg IV bolus followed by 10 mg/h infusion
	28 day mortality
	Low
	No

	Meijvis 2011
	Multicentre (2 sites)

The Netherlands

N = 304


	Adults with confirmed community-acquired pneumonia who presented to emergency departments
	DM 5mg IV q24h x 4 days
	Length of hospital stay
	Low 
	No

	Menon 2017
	Multicentre (7 sites)

Canada

N = 57 (8 post randomization exclusions)
	Children between >38 weeks to 17 years old, who had received vasoactive med for between 1-6 hours. Excluded if other source of shock than sepsis.
	Initial bolus hydrocortisone 2mg/kg followed by 1mg/kg q6h until met stability criteria for at least 12h. Dosing was then reduced to 1mg/kg q8h until all vasoactive meds were off x 12h.
	Feasibility
	Low
	No

	Mirea 2014
	One Centre

Romania

N =171
	Vasopressor dependent septic shock
	1- HC 200mg/d divided in 4 doses x 7 days

2- HC 200mg/d continuous infusion x 7 days
	Adverse events
	High
	No

	Oppert 2005
	One centre

Germany

N = 40
	Adult patients with vasopressor dependent septic shock
	HC 50mg bolus IV, then 0.18 mg/kg/h continuous infusion up to cessation of vasopressor for ≥ 1 hour, reduced to a dose of 0.02 mg/kg/h for 24 hours, then reduced by 0.02 mg/kg/h every day
	Shock resolution
	Probably high
	Yes

	Rezk 2013
	One centre

Egypt

N = 27

2:1 randomization
	Adults with ARDS and hospital- or community-acquired pneumonia
	MP 1mg/kg, followed by 1mg/kg/d IV x 14 days, then 0.5mg/kg/d x 7 days, then 0.25mg/kg/d x 4 days, then 0.125mg/kg/d x 3 days.
	Not mentioned
	High
	No

	Rinaldi 2006
	One centre

Italy

N = 40


	Adults with sepsis and not receiving vasopressor support
	HC 300mg continuous IV per day x 6 days, then tapered off
	Not mentioned

	High
	No

	Sabry 2011
	Multicentre (3 sites)

Egypt

N = 80
	Adults admitted to ICU with community-acquired pneumonia and sepsis
	HC 200mg IV, then 12.5 mg/h x 7 days
	Improvement in PaO2:FiO2
	Probably high
	No

	Schumer 1976
	One centre

USA

N = 172

Three study arms
	Adults with septic shock with positive blood culture
	1-DM 3mg/kg IV x1

2-MP 30mg/kg IV x1

3- placebo 

	Hospital mortality
	High
	No

	Slusher 1996
	Multicentre (2 sites)

USA, Kenya and Nigeria

N = 72

	African children with sepsis or septic shock
	DM 0.2mg/kg q8h x 2 days
	Hospital mortality
	 Probably high
	No

	Snijders 2010
	One centre

The Netherlands

N = 213


	Adults with severe community acquired pneumonia
	PS 40mg IV od x 7 days
	Treatment failure at day 30

	Probably low
	No

	Sprung 1984
	Multicentre (2 sites)

USA

N = 59

Three groups
	Adult patients with vasopressor dependent septic shock
	1- DM 6mg/kg IV

2- MP 30mg/kg IV

3- placebo
	Hospital mortality
	High
	No

	Sprung 2008 (CORTICUS)
	Multicentre (52 sites)

Europe and Israel
N = 499


	Adults with septic shock
	HC 50mg q6h x 5 days, then 50mg bd x 3 days, then 50mg od x 3 days
	28 day mortality
	Low
	Yes 

	Tandan 2005
	One centre

India

N = 28
	Adults with septic shock and adrenal insufficiency
	HC (dose and duration not stated)
	28 day mortality
	Probably high
	Yes

	Tongyoo 2016
	One centre

Thailand

N = 206
	Patients with severe sepsis or septic shock receiving IMV were eligible if, within 12 h of study entry, they met the diagnostic criteria for ALI-ARDS
	HC IV bolus 50mg q6h x 7 days
	28 day mortality
	Low
	No

	Torres 2015
	Multicentre (3 sites)

Spain

N = 61
	Adults with both severe CAP and high inflammatory response

	MP 0.5mg/kg/12h IV x 5 days
	Treatment Failure
	Low
	No

	Valoor 2009
	One centre

India

N = 38
	Children with septic shock unresponsive to fluid therapy alone
	HC 5mg/kg/d IV in 4 divided doses, then HC 2.5mg/kg/d x 7days
	Time to shock reversal
	Probably high
	No

	VASSCSG 1987
	Multicentre (10 sites)

USA

N = 223
	Adults with sepsis or septic shock
	MP 30mg/kg IV, then 5 mg/kg/h constant infusion x 9 hours
	14 day mortality
	Probably low
	No

	Venkatesh 2017
(ADRENAL)
	Multicentre (45 sites)

International

N=3800
	Adults with septic shock (SIRS + suspicion of infection) and requiring vasopressors for >4 hours
	Hydrocortisone 200 mg/day continuous infusion for 7 days, until ICU discharge, or death
	90 day mortality
	Low
	No

	Yildiz 2002
	One centre

Turkey

N = 40
	Adults with sepsis, severe sepsis and septic shock
	PS IV bolus q12h (5mg at 6:00 and 2.5mg at 18:00) x 10 days
	28 day mortality
	Probably low
	Yes 

	Yildiz 2011
	One centre

Turkey

N = 55
	Adults with sepsis or septic shock
	PS IV bolus q8h (10mg IV at 6:00, 5mg at 14:00 and 5mg at 22:00) x 10 days
	28 day mortality
	Probably low
	Yes 




HC = hydrocortisone, FC = fludrocortisone, Methylprednisolone = MP, Dexamethasone = DM, Prednisolone = PS, IV = intravenous, ug = micrograms, SIRS = systemic inflammatory response syndrome, IMV = invasive mechanical ventilation, CAP = community acquired pneumonia, ALI = acute lung injury, ARDS = acute respiratory distress syndrome, ICU = intensive care unit.
