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Figure. S1 Risk of bias summary: review authors’ judgement about each risk of bias item for included trials.
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Figure. S2 Risk of bias graph: review authors’ judgement about each risk of bias item presented as percentages across all included trials.
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Figure. S3 Subgroup analysis for all-cause mortality based on corticosteroids dosage. 
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Figure. S4 Subgroup analysis for all-cause mortality based on corticosteroids treatment duration.
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Figure. S5 Meta-analysis for a composite disease progression among patients receiving respiratory support but not ventilation at randomization.
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Figure. S6 Meta-analysis for serious adverse events.


Table S1
	PUBMED

	1
	(corticosteroid [MeSH Terms]) OR (((Hormones, Adrenal Cortex) OR (Corticosteroids)) OR (Corticoids))
"adrenal cortex hormones"[MeSH Terms] OR ("adrenal cortex hormones"[MeSH Terms] OR ("adrenal"[All Fields] AND "cortex"[All Fields] AND "hormones"[All Fields]) OR "adrenal cortex hormones"[All Fields] OR ("hormones"[All Fields] AND "adrenal"[All Fields] AND "cortex"[All Fields]) OR "hormones adrenal cortex"[All Fields] OR ("adrenal cortex hormones"[MeSH Terms] OR ("adrenal"[All Fields] AND "cortex"[All Fields] AND "hormones"[All Fields]) OR "adrenal cortex hormones"[All Fields] OR "corticosteroid"[All Fields] OR "corticosteroids"[All Fields] OR "corticosteroidal"[All Fields] OR "corticosteroide"[All Fields] OR "corticosteroides"[All Fields]) OR ("adrenal cortex hormones"[MeSH Terms] OR ("adrenal"[All Fields] AND "cortex"[All Fields] AND "hormones"[All Fields]) OR "adrenal cortex hormones"[All Fields] OR "corticoid"[All Fields] OR "corticoids"[All Fields] OR "corticoides"[All Fields]))
	352560

	2
	(((((((((((COVID-19[MeSH Terms]) OR (2019 novel coronavirus disease)) OR (COVID19)) OR (COVID-19 pandemic)) OR (SARS-CoV-2 infection)) OR (COVID-19 virus disease)) OR (2019 novel coronavirus infection)) OR (2019-nCoV infection)) OR (coronavirus disease 2019)) OR (coronavirus disease-19)) OR (2019-nCoV disease)) OR (COVID-19 virus infection)
"covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "2019 novel coronavirus disease"[All Fields] OR "covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "covid19"[All Fields] OR "covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "covid 19 pandemic"[All Fields] OR "covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "sars cov 2 infection"[All Fields] OR "covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "covid 19 virus disease"[All Fields] OR "covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "2019 novel coronavirus infection"[All Fields] OR "covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "2019 ncov infection"[All Fields] OR "covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "coronavirus disease 2019"[All Fields] OR "covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "coronavirus disease 19"[All Fields] OR "covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "2019 ncov disease"[All Fields] OR "covid 19"[Supplementary Concept] OR "covid 19"[All Fields] OR "covid 19 virus infection"[All Fields]
	58214

	3
	(((((((randomized controlled trial[Publication Type]) OR (controlled clinical trial[Publication Type])) OR (randomized[Title/Abstract])) OR (randomly[Title/Abstract])) OR (trial[Title/Abstract])) OR (placebo[Title/Abstract])) OR (groups[Title/Abstract])) OR (drug therapy[Title/Abstract])
"randomized controlled trial"[Publication Type] OR "controlled clinical trial"[Publication Type] OR "randomized"[Title/Abstract] OR "randomly"[Title/Abstract] OR "trial"[Title/Abstract] OR "placebo"[Title/Abstract] OR "groups"[Title/Abstract] OR "drug therapy"[Title/Abstract]
	3149576

	4
	1# AND 2# AND 3#
	94

	Embase

	1
	'corticosteroid'/exp
	1002142

	2
	'11 hydroxycorticosteroid':ab,ti
	118

	3
	'17 hydroxycorticosteroid':ab,ti
	352

	4
	'benzodrocortisone':ab,ti
	0

	5
	'corticosteroid':ab,ti
	70740

	6
	'corticosteroid derivative':ab,ti
	13

	7
	'glucocorticoid':ab,ti
	63581

	8
	'hydroxycorticosteroid':ab,ti
	488

	9
	'mineralocorticoid':ab,ti
	12077

	10
	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9
	1028923

	11
	'coronavirus disease 2019'/exp
	49174

	12
	'2019 novel coronavirus disease':ab,ti
	184

	13
	'covid19':ab,ti
	45641

	14
	'covid-19 pandemic':ab,ti
	13052

	15
	'sars-cov-2 infection':ab,ti
	3331

	16
	'covid-19 virus disease':ab,ti
	0

	17
	'2019 novel coronavirus infection':ab,ti
	50

	18
	'2019-ncov infection':ab,ti
	129

	19
	'coronavirus disease 2019':ab,ti
	9283

	20
	'coronavirus disease-19':ab,ti
	532

	21
	'2019-ncov disease':ab,ti
	9

	22
	'covid-19 virus infection':ab,ti
	13

	23
	#11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22
	55673

	24
	#10 AND #23
	2133

	25
	#24 AND 'randomized controlled trial'/de
	34

	Cochrane Central Register of Controlled Trials

	1
	MeSH descriptor: [Adrenal Cortex Hormones] explode all trees
	14361

	2
	Hormones, Adrenal Cortex
	2498

	3
	Corticosteroids
	13844

	4
	Corticoids
	213

	5
	#1 OR #2 OR #3 OR #4
	25957

	6
	(2019 novel coronavirus disease):ti,ab,kw
	88

	7
	COVID19
	117

	8
	COVID-19 pandemic
	377

	9
	SARS-CoV-2 infection
	72

	10
	COVID-19 virus disease
	299

	11
	2019 novel coronavirus infection
	81

	12
	coronavirus disease 2019
	445

	13
	coronavirus disease-19
	23

	14
	COVID-19 virus infection
	272

	15
	#6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14
	883

	16
	#5 AND #15
	36


Search strategy. 


Table S2
	Study
	Bias
	Support for judgement

	Angus, 2020, 
REMAP-CAP
	Blinding of participants and personnel
	Open-label design

	
	Other bias
	Early stop, protocol deviation (15% in the control group received corticosteroids for a short period)

	Corral, 2020, GLUCOCOVID
	Randomized sequence generation
	Partially randomized

	
	Blinding of participants and personnel
	Open-label design

	Dequin, 2020, CAPECOVID
	Other bias
	Early stop

	Edalatifard, 2020
	Blinding of participants and personnel
	Single blind design

	Horby, 2020, RECOVERY
	Blinding of participants and personnel
	Open-label design

	Tomazini, 2020, CoDEX
	Blinding of participants and personnel
	Open-label design

	
	Other bias
	Early stop, protocol deviation (35% in the control group received corticosteroids)


Support for judgement for included trials rated as high risk of bias.
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Corticosteroids  No corticosteroids

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup Events Total Events Total
Low dosage

Angus 2020 REMAP-CAP 78 278 33 101
Corral 2020 GLUCOCOVID 9 49 5 29
Dequin 2020 CAPECOVID 11 76 20 s
Horby 2020 RECOVERY 393 1603 965 3287
Jeronimo 2020 Metcovid 72 194 76 199
Subtotal (95% CI) 2200 3689
Total events 563 1099

Heterogeneity: Tau? = 0.00; Chi? = 3.37, df = 4 (P = 0.50); I> = 0%
Test for overall effect: Z = 3.65 (P = 0.0003)

High dosage

Edalatifard 2020 ¥ 4 34 12 28
Tomazini 2020 CoDEX 85 151 91 148
Subtotal (95% CI) 185 176
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Heterogeneity: Tau? = 1.71; Chi? = 7.50, df = 1 (P = 0.006); I’ = 87%
Test for overall effect: Z = 0.93 (P = 0.35)

Total (95% CI) 2385 3865
Total events 650 1202
Heterogeneity: Tau? = 0.01; Chi* = 10.51, df = 6 (P = 0.10); I = 43%
Test for overall effect: Z = 2.10 (P = 0.04)

Test for subgroup differences: Chi? = 0.58, df = 1 (P = 0.45), I = 0%
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Corticosteroids  No corticosteroids

Risk Ratio

Risk Ratio

Study or Subgroup Events  Total _ Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Treatment duration < 7 days

Corral 2020 GLUCOCOVID 9 49 5 29 2.2% 1.07 [0.40, 2.87] e —
Edalatifard 2020 2 34 12 28 1.1% 0.14[0.03, 0.56] -
Jeronimo 2020 Metcovid 72 194 76 199 18.9% 0.97 [0.75, 1.25]

Subtotal (95% CI) 277 256 22.1% 0.63 [0.24, 1.66] &
Total events 83 93

Heterogeneity: Tau? = 0.51; Chi? = 7.54, df = 2 (P = 0.02); I* = 73%

Test for overall effect: Z = 0.93 (P = 0.35)

Treatment duration 2 7 days
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Total events 567 1109

Heterogeneity: Tau? = 0.00; Chi? = 2.73, df = 3 (P = 0.44); I> = 0%

Test for overall effect: Z = 3.84 (P = 0.0001)
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Total events 650 1202
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Corticosteroids  No corticosteroids

Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events  Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Angus 2020 REMAP-CAP 65 120 37 48 313% 0.70 [0.56, 0.88] -
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Horby 2020 RECOVERY 359 1279 834 2604 49.0% 0.88[0.79, 0.97] |
Total (95% CI) 1464 2697 100.0% 0.77 [0.64, 0.92] <
Total events 448 899
Heterogeneity: Tau? = 0.02; Chi? = 5.62, df = 3 (P = 0.13); I* = 47% + +
Test for overall effect: Z = 2.81 (P = 0.005) 000 ot . A0 100

Favours [corticosteroids] ~ Favours [no corticosteroids]




image6.jpeg
Corticosteroids  No corticosteroids Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events  Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Angus 2020 REMAP-CAP 9 278 1 101 20.6% 3.27[0.42, 25.49] ——
Dequin 2020 CAPECOVID 3 76 [ 73 11.6%  6.73(0.35,128.01] e R - E—
Edalatifard 2020 2 34 2 28 23.1% 0.820.12, 5.48] —
Tomazini 2020 CoDEX 5 151 9 148 44.7% 0.54[0.19, 1.59] —a—
Total (95% CI) 539 350 100.0% 1.16 [0.39, 3.43] ——
Total events 19 12

i Tait's . _3p= 2=

Heterogeneity: Tau? = 0.39; Chi? = 4.33, df = 3 (P = 0.23); I* = 31% YT Y T 5 00

Test for overall effect: Z = 0.27 (P = 0.79)

Favours [corticosteroids]

Favours [no corticosteroids)




image1.emf






			Page 1 (untitled)








