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PubMed search strategy (1% B 20194 4 H 25H)
#1 | sepsisimesh] OR sepsis[tiab] OR septic [tiab] 192183
#2 | “systemic inflammatory response syndrome’[mesh] OR | 123755

“systemic inflammatory response syndrome”[tiab] OR SIRSJ[tiab]
#3 | “multiple organ failure’Imesh] OR “organ failure”[tiab] OR 37625
MOF([tiab] OR “organ dysfunction”[tiab] OR MODSJtiab]
#4 | "Critical iliness"[mesh] OR "critical care"[mesh] OR "intensive | 263975
care units"[mesh] OR stressed][tiab] OR "critical illness" [tiab] OR

"critically ill"[tiab] OR "critical care"[tiab] OR "intensive care"[tiab]

#5 | #1 OR#2 OR#3 OR #4 456608

#6 | hydrocortisone[mesh] OR  hydrocortisone][tiab] OR 148843
Glucocorticoids[Mesh] OR  Glucocorticoids[tiab]

#7 | #5 AND #6 4691

#8 | (randomized controlled trial[pt] OR controlled clinical trial[pt] OR | 3886739
randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups[tiab] NOT (animals [mh]
NOT humans [mh]))

#9 | #7 AND #8 1851

CENTRAL search strategy (8% B 20194 4 A8 25 H)

#1 | MeSH descriptor: [Sepsis] explode all trees 3998
#2 | (sepsis):ti,ab,kw 10248
#3 | (septic):ti,ab,kw 4108
#4 | #10R #20R #3 13710

#5 | MeSH descriptor: [Systemic Inflammatory Response 4328

Syndrome] explode all trees




#6 | (“systemic inflammatory response syndrome”):ti,ab,kw 1020
#7 | (SIRS) :ti,ab,kw 676
#8 | #5 OR #6 OR #7 5181
#9 | MeSH descriptor: [Multiple Organ Falure] explode all trees 384
#10 | (organ failure) :ti,ab,kw 5601
#11 | (MOF) :ti,ab,kw 141
#12 | (organ dysfunction) :ti,ab,kw 2529
#13 | (MODS) :ti,ab,kw 247
#14 | #OOR#100R#110R#120R#13 7156
#15 | MeSH descriptor: [Critical illness] explode all trees 1845
#16 | MeSH descriptor: [Critical care] explode all trees 1918
#17 | MeSH descriptor: [Intensive Care Units] explode all trees 3260
#18 | (critical illness) :ti,ab,kw 3785
#19 | (critical care) :ti,ab,kw 8789
#20 | (intensive care) :ti,ab,kw 25081
#21 | (critically ill) :ti,ab,kw 5980
#22 | (stressed) :ti,ab,kw 958
#23 | #150R#160R#170R#180R#190R#200R#210R#22 33986
#24 | #AOR#8OR#140R#23 49332
#25 | MeSH descriptor: [Hydrocortisone] explode all trees 5701
#26 | MeSH descriptor: [Glucocorticoids] explode all trees 4256
#27 | (hydrocortisone) :ti,ab,kw 8875
#28 | (glucocorticoids) :ti,ab,kw 5943
#29 | #250R#260R#270R#28 14268
#30 | #24AND#29 743
#31 | trials 728
EFh R T search strategy (8% H 20194% 4R 25 H)
#1 | ((BUMAE/TH or BIMAE/TA)) and (PT=Z8RFR<) 22405
#2 | ((BUMAE/TH or sepsis/TA)) and (PT=523&8%% <) 15909
#3 | ((BRIDEE/TH or septic/TA)) and (PT==EKER<) 16419
#4 | (EEHERERIGEREE/TH or £2BMRERICAEIREE/TA)) and (PT=2# 17730
PR <)
#5 | (RBMRERIGIEREF/TH or SIRS/TA)) and (PT=5:#8%bR <) 17846




#6 | (ZWEEERE/TH or ZiE2EA2/TA)) and (PT=ZiRR<) 6286
#7 ((ZhE2s~%£/TH or MOF/TA)) and (PT=2#%ER<) 4899
#8 | ((ZHE2A2/TH or “organ failure”/TA)) and (PT=2ZR<) 3827
#9 | ((ZHE23F2/TH or “organ dysfunction”/TA)) and (PT=2E8%R<) 3715
#10 | ((ZhE2sA2/TH or MODS/TA)) and (PT==ZE%<) 3763
#11 | (DYFT 1 HILTT/TH or DYUS 1 BILTT/TA)) and (PT==ERER<) 6056
#12 | ((ICU/TH or ICU/TA)) and (PT=255 <) 45474
#13 | ((EHERE/TH or E£4UEHE/TA)) and (PT=5ZExBR<) 12179
#14 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11 81157

or #12 or #13
#15 | (Hydrocortisone/TH or Hydrocortisone/TA) and (PT=52:%8kBR<) 6304
#16 | (Hydrocortisone/TH or /\« ROZJLFYV>/TA) and (PT=2%8kER<) 5976
#17 | (Hydrocortisone/TH or &£ ROJLFYV>/TA) and (PT=38%0R <) 6372
#18 | ((Glucocorticoids/TH or Glucocorticoids/TA)) and (PT==E8R<) 54565
#19 | ((Glucocorticoids/TH or ZJLJLF I R/TA)) and (PT=52%8kER<) 55185
#20 | ((Glucocorticoids/TH or #EE1JLF -1 K/TA)) and (PT=2EEKER<) 54736
#21 | #150r #16 or #17 or #18 or #19 or #20 56502
#22 | 52 LMULEBGERER/TH or #5 >4 IMELLEGRER/TH or S> 4 /ME/ALor | 255268

BAERME/AL or LEEERER/AL or BRERERER/AL or Stz/R/AL or Xi#&/AL

or J> bO—JL/AL or EREREHER/AL
#23 | #14 and #21 and #22 131
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27110 records identified through database searching

1851 MEDLINE (via PubMed)
728 Cochrane CENTRAL
131 ICHUSHI

I

[2453 records after duplicates removed

1

{2453 records screened ]— »[ 2436 records excluded

A

17 full-text articles assessed for eligibility

r

3 studies included in qualitative synthesis

r

3 studies included in quanitative synthesis
(meta-analysis)

Risk of Bias f~ 1) —

Keh et al.

~ | @ | Alocation concealment (selection bias)

Rinaldi et al.

® | ® | @ | celective reporting (reporting bias)

@ ® | @ othernias

® | ® | @ | Blinding of participants and personnel (perfarmance bias)
® | ® | @ |clinding of outcorme assessment (detection bias)
® | @ | ® | ncomplete outcome data (atirition bias)

® | ® | @ | Random sequence generation (selection bias)

Tongyoo

14 full-text articles excluded, with reasons
5 Different study design

1 Different intervention

4 Different language other than
English/Japanese

4 Different Study protocol
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77 b HLQD 28-day mortality FET-ZK

Risk Ratio

Hydrocortisone Placebo Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Rinaldi et al. 4 26 T 26 287% 0.86 [0.33, 2.21] 2006
keh et al. 14 171 14 170 827% 1.07[0.53,2.14] 2016
Tangyao 4 20 g 24 186% 0.96 [0.30,3.10] 2016 —— —
Total (95% CI) 217 220 100.0% 0.98 [0.59, 1.63] -
Total events 25 26
ity == S Chir= = = R= I } } |
?et?;ageneltyl.lT;u ;;Pglgrhlp_—uﬁ1gagi di=2(FP=0584) F=0% 001 o 10 100
estfor overall effect: 2= 0.07 (P = 0.84) Favours Hydrocortisone  Placebo
77 hHh LD 28-day mortality (#14 B4V
Hydrocortisone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
Rinaldi etal. A 26 7 26 0.0% 086 [0.33,2.21] 2008
keh et al. 15 171 14 170 73.9% 1.07[0.53,2.14] 2018
Tongyoo 4 20 ] 4 IE1% 096 [0.30,3.10] 2015
Total (95% Cl) 191 194 100.0% 1.04 [0.57, 1.89]
Total events 14 19
. 2 — . 2= —_ —_ SR = } J ] 1
_ll-_ietni;ugenemtl.lT?ru ;EPDDI1CQh|p_—DﬁDgz1' df=1{F=088) F=0% 'D.D1 0!1 1- 1'D 1DD'
estforoverall effect 2= 012 (F=0.91) Favours Hydrocortisone  Placebo
77 kA LD long-term mortality
Hydrocortisone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
Tongyoo 4 20 g 23 130% 0.92[0.29, 297 2016
keh atal. 34 171 28 168 BT 0% 1.19[0.76,1.88) 2016
Total (95% CI) 101 191 100.0% 1.15 [0.76, 1.76]
Total events 38 33
Heterageneity: Tau®= 0.00; Chi*=016, df=1 (P = 0.68), F=0% o 0 ] 10 100

Testfor overall effect 2= 066 (F=0.41)

77 b H LB Progress to Shock

Favours Hydrocorisone  Placebao



Placebo Risk Ratio

Hydrocortisone
Weight IV, Random, 95% Cl Year

Study or Subgroup Events Total Events Total

Risk Ratio
IV, Random, 95% Cl

Keh et al. 36 1749 39 170 100.0% 0.88[0.59,1.31] 2018
Total (95% CI) 179 170 100.0% 0.88 [0.59, 1.31]
Total events 36 349
?ehta;ngenewl:l anrt a:];ll_c;béi o052 'D.EI1 Df1 1. 1.|J 1U|:|'
estfor overall effect: £= 0.64 (F = 0.52) Hydrocortisone Placebo
7 77 & 71 L 4 Superinfection
Hydrocortisone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
keh etal 40 186 32189 100.0% 1.27[0.84,1.83] 20ME
Total (95% CI) 186 189 100.0% 1.27 [0.84, 1.93]
Total events 40 32
Heterogeneity: Mot applicable f f ) f |
i _ 0.01 N 1 10 100
Testfor averall effect Z=1.12 (P =0.26) hydrocotisone Placebo
77 k71145 Gl bleeding
Hydrocortisone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
keh et al. 3 186 2189 100.0% 1.52[0.26,9.02] 2016
Total (95% CI) 186 189 100.0% 1.52 [0.26, 9.02] ——e——
Total events 3 2
Heterogeneity: Mat applicable f t t |
o _ 0. 01 10 100
Testfor overall effect 2= 046 (P = 0.64) Hydrocartisone Placebo
7 7 kA1 L\ 6 Hypernatremia
Hydrocortisone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
kehetal. 10 186 10 189 100.0% 1.021[0.43, 2.38] 2016
Total {95% CI) 186 189 100.0% 1.02 [0.43, 2.38]
Total ewents 10 10
01 1 100

Heterageneity: Mot applicable
Testfor overall effect. Z=0.04 (P=0.97)

7 7 kA1 L 7 Hyperglycemia

0.01

Hydrocortisone Placebo



Hydrocortisone Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI|
Keh et al. 164 186 154 189 100.0% 112[1.03,1.21] 2016

Total (95% CI) 186 189 100.0% 112 [1.03,1.21]

Total events 169 154

Heterageneity: Mot applicahle
Testfor overall effect: £= 2.61 (P = 0.003)

0.01 0.1 1 10
Hydrocortisone Placebo
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