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PubMed search strategy (#% B 20194 4 A 28 H)
#1 | "Sepsis"[Mesh] OR sepsis[tiab] OR septic]tiab] 192238

#2 | "Systemic inflammatory response syndrome"[mesh] OR | 123788
"Systemic inflammatory response syndrome"[tiab] OR
SIRS[tiab]

#3 | "Multiple Organ Failure"[mesh] OR " Organ Failure"[tiab] OR 37655
MOF[tiab] OR "organ dysfunction"[tiab] OR “MODS”[tiab]
#4 | "Critical illness"[mesh] OR "critical care"[mesh] OR "intensive | 262456
care units"[mesh] OR stressed[tiab] OR "critically ill"[tiab] OR
"critical care"[tiab] OR "intensive care"[tiab]

#5 | virus[tiab] OR "Virus Diseases"[Mesh] OR viral[tiab] 1283555
#6 | #1 OR#2 OR #3 OR #4 OR #5 1714391
#7 | "Fludrocortisone"[Mesh] OR  "fludrocortisone  acetate" 12284
[Supplementary Concept] OR “Fludrocortisone”[tiab] OR

"Mineralocorticoids"[Mesh] OR "Mineralocorticoids"
[Pharmacological Action] OR "Mineralocorticoids"[tiab]

#8 | "Hydrocortisone"[Mesh] OR "hydrocortisone acetate" 261188
[Supplementary Concept] OR “Hydrocortisone’[tiab] OR

"Glucocorticoids"[Mesh] OR "Glucocorticoids" [Pharmacological
Action] OR “Glucocorticoids”[tiab]

#9 | #7 AND #8 4505
#10 | (randomized controlled trial[pt] OR controlled clinical trial[pt] OR | 3888206
randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups[tiab] NOT (animals [mh]
NOT humans [mh]))




#10 | #6 AND #9 AND #10 94
CENTRAL search strategy (8% B 20194 4 8 30H)

#1 | MeSH descriptor: [Sepsis] explode all trees 3998
#2 | "sepsis":ti,ab,kw 10248
#3 | septic:ti,ab,kw 4108
#4 | MeSH descriptor: [Virus Diseases] explode all trees 25707
#5 | virus:ti,ab,kw 29011
#6 | viral:ti,ab,kw 18805
#7 | MeSH descriptor: [Systemic Inflammatory Response Syndrome] 4328

explode all trees
#8 | "systemic inflammatory response syndrome":ti,ab,kw 1020
#9 | SIRS:ti,ab,kw 676
#10 | MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#11 | "organ failure":ti,ab,kw 2807
#12 | "organ failures":ti,ab,kw 174
#13 | MOF:ti,ab,kw 141
#14 | "organ dysfunction":ti,ab,kw 1416
#15 | "organ dysfunctions":ti,ab,kw 114
#16 | MODS:ti,ab,kw 247
#17 | MeSH descriptor: [Critical lliness] explode all trees 1845
#18 | MeSH descriptor: [Critical Care] explode all trees 1918
#19 | MeSH descriptor: [Intensive Care Units] explode all trees 3260
#20 | stressed:ti,ab,kw 958
#21 | "critically ill":ti,ab,kw 5961
#22 | "critical care":ti,ab,kw 3515
#23 | "intensive care":ti,ab,kw 20327
#24 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11 85864

or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20

or #21 or #22 or #23
#25 | MeSH descriptor: [Hydrocortisone] explode all trees 5701
#26 | hydrocortisone:ti,ab,kw 8875
#27 | "hydrocortisone acetate":ti,ab,kw 310
#28 | MeSH descriptor: [Glucocorticoids] explode all trees 4256
#29 | glucocorticoid:ti,ab,kw 3400




#30 | glucocorticoids:ti,ab,kw 5943
#31 | #25 or #26 or #27 or #28 or #29 or #30 15865
#32 | MeSH descriptor: [Fludrocortisone] explode all trees 104
#33 | fludrocortisone:ti,ab,kw 205
#34 | "fludrocortisone acetate":ti,ab,kw 19
#35 | MeSH descriptor: [Mineralocorticoids] explode all trees 45
#36 | mineralocorticoid:ti,ab,kw 1018
#37 | mineralocorticoids:ti,ab,kw 73
#38 | #32 or #33 or #34 or #35 or #36 or #37 1181
#39 | #31 and #38 283
#40 | #24 and #39 33
EF RS search strategy (8% B 2019% 4 A 19R)
#1 ((BSMAE/TH or BRIMYE/TA)) and (PT=5E8RER<) 22,405
#2 | ((BRIMAE/TH or sepsis/TA)) and (PT=2%8%05 <) 15,909
#3 | ((BUMMAE/TH or septic/TA)) and (PT=2%E%kk < 16,419
#4 | (DAILRAHEERR/TH or D1 )L AMIERE/TA)) and (PT==FEk%<) 118,817
#5 | ((OAILRMEZEE/TH or Virus/TA)) and (PT=2Z8<) 129,362
#6 | (O ILRMEEZE/TH or Viral/TA)) and (PT=528R<) 119,145
#7 | (EBHRERTIEREE/TH or £BMRIERIGIEIRE/TA)) and (PT=2F% 17,730
PR <)
#8 | (EBMERERISIEIREE/TH or SIRS/TA)) and (PT=2Z8RER<) 17,846
#9 | (ZHEEEA2/TH or ZhEEEA~E/TA)) and (PT=238%0R<) 6,286
#10 | ((ZhE2sT~2/TH or MOF/TA)) and (PT=2&8RR<) 4,899
#11 | ((ZhE2sT~2/TH or MODS/TA)) and (PT=2F#%%<) 3,763
#12 | ((fE%/TH or f&&/TA)) and (PT=2FE%R<) 150
#13 | ((fEE/TH or critical/TA)) and (PT=2ZR<) 2,134
#14 | (DIYFT 1 HIILTT/TH or DU« LT F7/TA)) and (PT==EERER <) 6,056
#15 | ((ICU/TH or ICU/TA)) and (PT=2:553<) 45,475
#16 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 207,028
OR #11 OR #12 OR #13 OR #14 OR #15
#17 | ((Hydrocortisone/TH or Hydrocortisone/TA)) and (PT=5:&EkBR<) 6,304
#18 | ((Hydrocortisone/TH or £ ROJLFY>/TA)) and (PT=5238R0 <) 6,372
#19 | ((Hydrocortisone/TH or /\-f ROZJJLFYV > /TA)) and (PT=:%8RR<) 5,976
#20 | ((Glucocorticoids/TH or Glucocorticoids/TA)) and (PT=2E&8%R<) 54,565




#21 | ((Glucocorticoids/TH or #E&EJLF -1 K/TA)) and (PT=55&8R<) 54,736
#22 | ((Glucocorticoids/TH or Z)LI)LF - R/TA)) and (PT=23%8%0Rr <) 55,185
#23 | #17 OR #18 OR #19 OR #20 OR #21 OR #22 56,502
#24 | ((Fludrocortisone/TH or Fludrocortisone/TA)) and (PT=2%8kBR<) 308
#25 | ((Fludrocortisone/TH or Z)L ROZJJLFYV>/TA)) and (PT=2Z8kR<) 316
#26 | ((Mineralocorticoids/TH or Mineralocorticoids/TA)) and (PT=%3%8%8R 3,278
<)
#27 | ((Mineralocorticoids/TH or #&1)LF I K/TA)) and (PT==F8kER <) 3,366
#28 | ((Mineralocorticoids/TH or ==xZJLIJLF I K/TA)) and (PT==FEx 3,441
<)
#29 | #24 OR #25 OR #26 OR #27 OR #28 3,579
#30 | #23 AND #29 820
#31 | #16 AND #30 27
#32 | 5> LMELEEGRER/TH or S5 >4 AMELEEGERER/TH or 5> LMfE/ALor | 255,268
EAVERL/AL or LEEGRER/AL or EREREHER/AL or 77 S5t/R/AL or XfB&/AL
or > bO—JL/AL or ERERFRER/AL
#33 | #31 AND #32 2
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131 records identified through database searching

94 MEDLINE (via PubMed)

35 Cochrane CENTRAL
2 ICHUSHI
I
[ 120 records after duplicates removed }
I
{ 120 records screened ]——{ 109 records excluded

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

[ 11 full-text articles assessed for eligibility 1 Different intervention
1 Different language other than English/Japanese

2 non-full-text articles

A

[ 4 studies included qualitative synthesis ]
( 1 study excluded due to no extractable outcomes
3 studies included in quanitative synthesis
(meta-analysis)

Risk of Bias f~ 1) —

Selective reporting (reporting hias)

Annane 2002

Annane 2010

Annane 2018

® | ® | @ |Incomplete outcome data (attrition bias)

® | ® | @ | Blinding of participants and personnel (perfarmance bias)
® | ® | @ | Blinding of utcome assessment (detection bias)

® | ® | ® | Random sequence generation (selection bias)
® | ® | @ | ~iocation concealment (selection bias)

=)
® | ® | @ otherbias
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7 kAL 1 28-day mortality

HC+FC Control{Placebo) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
Annane 2002 82 1a0 91 149 36.8% 0.901[0.74,1.09] 2002
Anhane 2018 207 614 244 G27  B3.2% 0.87[0.75,1.00] 2018
Total (95% CI) 764 776 100.0% 0.88 [0.78, 0.99] 4
Tatal events 289 335
Heterogeneity: Tau? = 0.00; Chi*= 007, df=1 (P = 0.79); F= 0% I 1 T t |
Test for overall effect £=219 (P =0.03) 0.01 Fa'v'Dn-u1rs HC+FC1 Favours Cgatrul 100

77 kAL 2 In-hospital mortality

HC+FC Control (HC or Placebo) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Annane 2002 95 150 103 149 53.8% 0.92([0.78,1.08] 2002
Annane 2010 102 245 121 264 40.2% 0.91[0.75,1.11] 2010
Total (95% CI) 395 413 100.0% 0.91 [0.81, 1.04]
Total events 187 224
Heterogeneity: Tau : 0.00; Chi®=0.00, df=1{FP=0.98); = 0% 'D.D'I D!1 1| 1'0 1DD'
Testfor overall effect Z=1.42 (P =0.16) Favours HC+FC  Favours Control

77 kL3 long-term mortality(90day, 180 day , or lyear)

HC+FC Control {HC or Placebo) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Anhane 2002 102 1450 112 148 33.2% 0.90[0.78, 1.04]
Annane 2010 112 245 128 264 201% 0.84[0.78,1.13]
Annane 2018 264 B14 308 G627 4B.T7% 0.88[0.78, 0.99]
Total (95% CI) 1009 1040 100.0% 0.90 [0.83, 0.98] L
Total events 473 548
Heterogeneity: Tau : 0.00; Chi*=0448df=2(P=080)F=0% o o 1 10 o0
Test for overall effect Z=2.54 (P = 0.01) Favours HC+FC  Favours Control

77 kH L 4-1 Reversal from Shock (at 28day)



HC+FC Control {Placebo) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Annane 2002 83 150 64 148 100.0% 1.29[1.02,1.63] 2002
Total (95% CI} 150 149 100.0% 1.29[1.02,1.63]
Total events a3 64
ity i I t T t |
W
estfor overall effect 2= 2.12 (F = 0.03) Favours Control  Favours HC+FC
777 kAL 4-2 Vasopressor free days up to 7day
HC+FC Control{HC) Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Anhane 2010 367 224 245 333 298 264 100.0% 0.34 [0.12,0.800 2010
Total (95% CI) 245 264 100.0%  0.34[-0.12,0.80]
Heterageneity: Mot applicable ' t 1 } |
e _ -100 -50 0 a0 100
Testfor overall effect Z=1.46 (P =0.14) Favours Contral Favours HC+FC
7777 kAL 4-3 Vasopressor free days up to 28day
HC+FC Control{Placebo) Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Annane 2018 17 11 614 15 11 627 100.0% 2.00[0.78 3.22] 2018
Total (95% CI) 614 627 100.0% 2.00 [0.78, 3.22]
Heterogeneity: Mot applicable I t 1 t {
o _ -10o -a0 0 a0 100
Test for overall effect: Z=3.20 {P = 0.001} Favours Control Favours HC+FC
7 77 k71 L 5 Superinfection
HC+FC Control{HC or Placebo) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Annane 2002 22 140 27 149 20.5% 0.81[0.48,1.35) 2002 —
Annane 2010 83 244 ar 264 29.2% 1.54 [1.05,2.26) 2010 -
Annane 2018 191 614 178 626 50.3% 1.081[0.92,1.30] 2018 I
Total (95% CI) 1009 1039 100.0% 1.14 [0.85, 1.51]
Total events 266 242
Heterogeneity: Tau®=0.03; Chi®= 430, df= 2 (P = 012); F= 54% o o o o0

Testfor overall effect: £=0.88 (P =0.38)

77 k7L 6 Gl bleeding

Favours HC+FC  Favours Control



HC+FC Control{Placebo) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
Annane 2002 11 140 8 149 18.1% 1.37[0.57,3.30] 2002
Anhane 2018 39 614 45 G256 81.9% 0.881[0.58 1.34] 2018
Total (95% CI) 764 775 100.0% 0.96 [0.66, 1.39]
Tatal events a0 a3
Heterogeneity: Tau®=0.00; Chi*=0.77, df=1 (P =0.38), F=0% I 1 1 t |
o _ 0.01 01 1 10 100
Test for overall effect £=0.24 (P =0.81) Favours HC+FC  Favours Contral
7 7 kA1 L 7 Hyperglycemia
HC+FC Control{Placebo) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Annane 2018 547 B14 520 B26 100.0% 1.07[1.03,1.12] 2018
Total {95% ClI) 614 626 100.0% 1.07 [1.03,1.12]
Total events a47 520
Heterogeneity: Mot applicable ) t T t |
re _ 0.01 0.1 10 100
Testfor overall effect: 2= 3.05 (P = 0.002) Favours HC+FC  Favours Control
7777 k71 L 8 Psheyiatric disorders
HC+FC Control{Placebo) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Annane 2002 o 140 1 149 100.0% 0.33[0.01, 8.06] 2002
Total (95% CI) 150 149 100.0% 0.33 [0.01, 8.06] ——e R ——
Total events 1] 1
Heterogeneity: Mot applicahle T 01 10 oo

Test for overall effect: 2= 0.68 (P = 0.50)

77Oy b

7 kALl 28-day mortality

Favours HC+FC  Favours Control



—=
o —
o

1o

p—

a-

1=

=
=
o
e
o]
(=]
=
[i]

o —

F t } } } =

=] ™ - w o —=

= = = = =
=1 o o =1

long-term mortality(90day, lyear, or overall)
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