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PubMed search strategy (2% H 2019 % 4 A 28 H)
#1 Sepsis [Mesh] OR sepsis [tiab] OR septic [tiab] 192238
#2 “Systemic Inflammatory Response Syndrome” [mesh] or “Systemic 123788

Inflammatory Response Syndrome” [tiab] or SIRS [tiab]

#3 “Multiple Organ Failure” [mesh] OR “Multiple Organ Failure” [tiab] OR 28926
MOF [tiab] OR “organ dysfunction” [tiab] OR MODS [tiab]

#4 #1 OR #2 OR #3 218490

#5 Hydrocortisone [mesh] or Hydrocortisone [tiab] or “hydrocortisone 278018

acetate” [Supplementary Concept]) or glucocorticoid [MeSH Terms]
or glucocorticoid [tiab] or glucocorticoids [tiab] or Glucocorticoids
[Pharmacological Action]

#6 | 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])

#8 #4 AND #5 AND #6 2101

CENTRAL search strategy (1% H 20194 4H 28H)

#1 MeSH descriptor: [Sepsis] explode all trees 3998
#2 | (Sepsis):ti,abkw 10248
#3 | (septic):ti,abkw 4108
#4 MeSH descriptor; [Systemic Inflammatory Response Syndrome] 4328

explode all trees

#5 | (Systemic Inflammatory Response Syndrome):ti,ab,kw 1194
#6 (SIRS):ti,ab,kw 676




#7 MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#8 | (Multiple Organ Failure):ti,ab,kw 1667
#9 (MOF):ti,ab,kw 141
#10 | (MODS):ti,ab,kw 247
#11 | (Multiple Organ Dysfunction Syndrome):ti,ab,kw 384
#12 | #1 OR#2 OR#3 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 14847
#13 | MeSH descriptor: [Hydrocortisone] explode all trees 5701
#14 | (Hydrocortisone):ti,ab,kw 8875
#15 | (Cortisol):ti,ab,kw 9976
#16 | (Hydroxycorticosteroids):ti,ab,kw 95
#17 | (Hydroxycorticosteroid):ti,ab,kw 23
#18 | MeSH descriptor: [Glucocorticoids] explode all trees 4256
#19 | (Glucocorticoids):ti,ab,kw 5943
#20 | (Glucocorticoid):ti,ab,kw 3400
#21 | #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 19614
#22 | #21 AND #30 420
Eth R EE search strategy (R H 2019 F 4 A 28 H)
#1 | (BRINfE/TH or BRILfE/TA)) and (PT=RZEEXERC) 22,405
#2 | (BRIOY%E/TH or sepsis/TA)) and (PT=2i & k&) 15,909
#3 | (BRIDYE/TH or septic/TA)) and (PT==Z%R<) 16,419
# | (2 BMRIERGERSE/TH or 2B RIERICIEREE/TA) 17,730
and (PT=2#&FR <)
#5 | (2B MERERGIEIZE/TH or SIRS/TA)) and (PT=& R 17,846
#6 | (ZHEBBTE/TH or ZREBRAE/TA) and (PT=F R 6,286
#7 | (ZI#3BT£L/TH or MOF/TA)) and (PT=R&XR<) 4,899
#8 | (B2 £ /TH or MODS/TA)) and (PT=R&EXER) 3,763
#9 #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 30,750
#10 | ((Hydrocortisone/TH or hydrocortisone/TA)) and (PT=2E%x[x<) 6,304
#11 | ((Hydrocortisone/TH or /\ARAZJLFYJ 2 /TA)) and (PT=i%E% 5,976
(239
#12 | ((Hydrocortisone/TH or EROZJLFY 2 /TA)) and PT=2:%5k5 6,372
<)
#13 | ((Glucocorticoids/TH or glucocorticoids/TA)) and (PT=2i&kR<) 54,565




#14 | ((Glucocorticoids/TH or ' )LATJLFAALK/TA)) and (PT=-5%5% 55,185
(739

#15 | ((Glucocorticoids/TH or $EEIJLFIAAK/TA)) and (PT=2555%% 54,736
<)

#16 | #10 or #11 or #12 or #13 or #14 or #15 56,502

#17 | S5 LAELLEERER/TH or S A LALLLEELER/TH or 524 | 301,704
LE/AL or #EEAIE/AL or LEBRENER/AL or BRERERER/AL or
TS5+t /AL or XTEB/AL or 2 FA—JL/AL or EGERFFZE/AL

#18 | #9 and #16 and #17 93




PRISMA 70—

2614 recards identified Mo additional recards
through database searching identified through

I th_ I g
2101 MEDLINE{via Pubmed) JHET sourees

420 Cochrane CENTRAL
93 ICHUSHI

|
!

|248? recards after duplicates removed |

|248?‘ recards screened

W 2444 records excluded

32 full-text articles excluded,
with reasons

13 compared different active
intervensions

6 did not present outcome
data of interrest

4 different study design
3 literature review

2 different language other than
English/Japanese

2 conference presentation

43 full-text articles ! correspondence

assessed far eligibility

1 study protacal

‘ 11 studies included in qualitative synthesis ‘

‘ 11 studies included in quantitative synthesis (meta-analysis) ‘
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SET=ZE (28day mortality)

Hydrocortisone Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Anhane 2002 a2 181 91 149  9.3% 0.89[0.73,1.08] =
Anhane 2018 207 614 244 B27  245% 0.87[0.75, 1.00] =
Arabi 2010 33 39 26 36 2.8% 1.17[0.92,1.49] ™
Ballaert 1938 7 22 12 19  1.3% 0.50[0.25,1.02] ma—
Gordon 2014 7 kil 7 o 07% 0.97 [0.39, 2.43] . —
Gordon 2016 G2 20 57 207 AT% 1.12[0.83,1.52] T
Ly 2017 23 58 19 60 1.8% 1.25[0.77, 2.04] T
Sprung 2008 a6 251 78 248 B0% 1.09[0.85, 1.40] T
Wenkatesh 2018 410 1841 448 1840 457% 0.91 [0.81,1.03]
Total (95% CI) 3208 3216 100.0%  0.93 [0.87,1.01] H
Total events 917 982

Heterogeneity: Chi*=11.8%9, df=8 (P =016, F= 33%
Testfor averall effect Z=1 80 (P=007)

SET=ZE (long term motality)
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Hydrocortisone Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Annane 2002 102 151 112 149 10.4% 0.80([0.78,1.04]
Annane 2018 264 E14 08 B27 28.2% 0.88[0.78, 0.99]
Briegel 1999 ] 20 A 20 0.6% 0.83[0.30,2.29] —
Sprung 2008 137 242 127 235 11.9% 1.05[0.89,1.23] +
Yenkatesh 2018 a1 1832 526 1826 48.8% 097 [0.87,1.07] |
Total (95% CI) 2859 2857 100.0%  0.94[0.88 1.01] L
Total events 1019 1079
?ehf;ogenemil:l CQ ?;ﬁi :;:;EPD:DDBAS); F=0% ho oh T o0
estfor overall effect Z=1.73 (F = 0.08) Favours [hydrocorisone] Favours [control]
~ kY
TINALQD Lavyukhi
Hydrocortisone Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gordon 2016 norepinephrine 47 1M 82 a0 103 17.7% -5.00 [-17.04, 7.08] T
Gordon 2016 vasopressin a7 47 100 66 B4 104 10.9% -5.00 [24.37,6.37] T
Oppert 2005 &1 49 18 122 120 23 08% -G1.O0F116.01,-5089 +———————————
Sprung 2008 79 97 251 139 164 248 4.6% -60.00[-83.68,-36.32] -
Venkatesh 2018 a0 57 1853 120 125 1860 65.9% -40.00[46.25,-33.75] E &
Total (95% CI) 2323 2338 100.0% -31.53 [-36.60, -26.46] L
Heterogeneity: Chi*= 4063, df= 4 (P = 0.00001}; F= 30% f t } |
-100 -a0 0 a0 100
Testfor overall effect: Z=1219 (P = 0.00001) Favaurs [hydrocortisone] Favours [control]
==
TIMHLQR FESER
Serious adverse events
Hydrocortisone Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Annane 2018 326 614 363 B26 94.5% 092083, 1.01]
Gardan 2016 20 202 19 207 4.9% 1.08[0.59, 1.96] T
Yenkatesh 2018 4 1835 2 1829 05% 1.899[0.37, 10.87] —
Total (95% CI) 2651 2662 100.0%  0.93[0.84,1.03] L
Total events 340 384
?ehf;ogenemil:l CQ T1ziﬂ1 g;:PQEPDj 2.58); F=0% o 01 10 100
estfor overall effect Z=1.44 (F=015) Favours [hydrocorisone] Favours [control]
infection
Hydrocortisone Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Annane 2002 22 180 27 149 4.8% 0.81[0.48, 1.39] —t
Annane 2018 191 614 178 B26  31.5% 1.09[0.92, 1.30]
Arahi 2010 14 39 14 36 2.8% 0.86[0.49,1.52] T
Bollaert 1998 7 22 9 19 1.7% 067 [0.31, 1.46] I
Briegel 1999 10 20 7 20 1.3% 1.43[0.68, 3.00] I
Sprung 2008 78 234 61 232 11.0% 1.27 [0.96, 1.68] =
Yenkatesh 2018 262 1835 262 1829 46.9% 1.00[0.851.17] L 3
Total (95% CI) 2914 2911 100.0%  1.04 [0.94, 1.16] }
Total events a4 459
Heterageneity: Chi*= 575, df=6 (P =049}, F=0% ho oh T o0

Testfor averall effect Z= 083 (P=041)

GI bleeding

Favours [hydrocortisone]

Favours [control]



Risk Ratio

Hydrocortisone Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Annane 2002 11 150 g 149 10.9% 1.37[0.57, 3.30]
Annane 2018 39 614 45 626 G60.6% 0.88[0.58, 1.34]
Arabi 2010 13 39 4 3B AT% 3.00[1.08, 8.36] —
Bollaert 1998 1 22 3 14 4.4% 0.29[0.03, 2.54]
Briegel 1999 1 20 0 20 0.7% 300013, 6952
Sprung 2008 15 234 13 232 17.8%  1.14[0.56, 2.39)] —
Total (95% CI) 1079 1082 100.0%  1.09 [0.80, 1.48] . 2
Total events a0 73
Heterogeneity, Chi*= 6.84, df= 5 (P =023, F= 27% ID o 051 150 1DD=
Testtor overall effect 2= 0.56 (P = 0.93) Favours [hydrocortisone] Favours [control]
hyperglycemia
Hydrocortisone Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Annane 2018 547 614 520 B26 T3.0% 1.07[1.03,1.132]

Arahi 2010 34 34 25 36 3T% 1.26[0.98, 1.61] ™

Sprung 2008 186 234 161 232 22.89% 1.18[1.03,1.28] -

Wenkatesh 2018 3} 1835 3 1829 0.4% 1.99[0.50, 7.96] —

Total (95% CI) 2722 2723 100.0%  1.10[1.05,1.15] 1

T3 To9
10 100

Total events

Heterogeneity: Chif= 3.56, df= 3 (P=031), F=16%
Testfor overall effect: Z=4.35 (P = 0.0001)
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