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PubMed search strategy (1% H 31 £ 4 A 26 BH)
#1 | Adolescentfmesh] OR Adolescent[tiab] OR childimesh] OR | 3565472
child[tiab] OR infant[mesh] OR infant[tiab] OR pediatrics|mesh]
OR pediatrics]tiab]

#2 | Sepsis[mesh] OR sepsis[tiab] OR septic[tiab] OR "Systemic | 393245
inflammatory response syndrome"[mesh] OR "Systemic

inflammatory response syndrome"[tiab] OR SIRS[tiab] OR
"Multiple Organ Failure"[mesh] OR "Multiple Organ
Failure"[tiab] OR MOF[tiab] OR “critical illness’[mesh] OR
“critical illness”[tiab] OR “critical care”’[mesh] OR “critical
care”[tiab] OR “intensive care units’[mesh] OR “intensive care
units”[tiab] OR "intensive care unit"[tiab] OR ICU[tiab]

#3 | hydrocortisone[MeSH Terms] OR hydrocortisone[tiab] OR | 558018
glucocorticoid[MeSH Terms] OR glucocorticoid[tiab] OR steroid
hormones[MeSH Terms] OR steroid [tiab]

#4 | (randomized controlled trial[pt] OR controlled clinical trial[pt] | 3887551
OR randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups][tiab] NOT (animals [mh]
NOT humans [mh]))

#5 | #1 AND #2 AND #3 AND #4 799

CENTRAL search strategy (8% H H31 % 4 A 26 B)

#1 MeSH descriptor: [Adolescent] explode all trees 98970

#2 (adolescent):ti,ab,kw 12235




#3 MeSH descriptor: [Child] explode all trees 1142
#4 ("Child"):ti,ab,kw 13026
7
#5 MeSH descriptor: [undefined] explode all trees 0
#6 (pediatric):ti,ab,kw 27701
#7 #1 OR #2 OR #3 OR #4 OR #5 OR #6 21699
4
#8 MeSH descriptor: [Sepsis] explode all trees 3998
#9 (septic):ti,ab,kw 4108
#10 MeSH descriptor: [Systemic Inflammatory Response Syndrome] | 4328
explode all trees
#11 (Systemic Inflammatory Response Syndrome):ti,ab,kw 1194
#12 (SIRS):ti,ab,kw 676
#13 MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#14 (Multiple Organ Failure):ti,ab,kw 1667
#15 ("MOFS"):ti,ab,kw 9
#16 MeSH descriptor: [Critical lliness] explode all trees 1845
#17 (critically ill):ti,ab,kw 5980
#18 MeSH descriptor: [Critical Care] explode all trees 1918
#19 (critical care):ti,ab,kw 8789
#20 (intensive care):ti,ab,kw 25082
#21 (ICU):ti,ab,kw 10341
#22 #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR | 41969
#16 OR #17 OR #18 OR #19 OR #20 OR #21
#23 MeSH descriptor: [Hydrocortisone] explode all trees 5701
#24 (hydrocortisone):ti,ab,kw 8875
#25 MeSH descriptor: [Glucocorticoids] explode all trees 4256
#26 (glucocorticoid):ti,ab,kw 3400
#27 MeSH descriptor: [Steroids] explode all trees 53668
#28 (steroid):ti,ab,kw 14322
#29 #23 OR #24 OR #25 OR #26 #27 OR #28 25894
#30 #7 AND #22 AND #29 202




Eh R T search strategy (\8FZFB H31 & 4 A 26 H)

#1 | (BXIfE/TH or BRISE/AL)) and (PT==%ER<) 22,444
#2 | (REMERERIGIEIRE/TH or £ 5 M RERIGEIEEE/AL)) and (PT=% | 17,730
FEERPRS)
#3 | (BREBTEMEIRR/AL) and (PT=2Z <) 61
#4 | (ZHEB/AL/TH or ZEERF2/AL)) and (PT=2%R<) 6,287
#5 | (DVT4HIIVTTITH or E£5E/AL)) and (PT==:&EkER<) 31,431
#6 | (UMNR/TH or /MR/AL)) and (PT=%i&5%FR<) 415,07
8
#7 | (FL'R/TH or £L'R/AL)) and (PT==#FR<) 86,051
#8 | (%1'R/TH or %1!R/AL)) and (PT==5&#%ER<) 82,303
#9 | (((Glucocorticoids/TH or AT B4 K/AL) or (Steroids/TH or ATHAAK/AL) | 173,05
or BIBEERILEV/TH or RTAAK/AL))) and (PT=5:ZkR<) 5
#1 | #1 or #2 or #3 or #4 or #5 56,686
0
#1 | #6 or #7 or #8 446,89
1 3
#1 | #9 and #10 and #11 472
2
#1 | (55 LB LB EAER/TH or ii"iﬁ‘/’fldtl:tiiﬁ%ﬁ/TH or 4 LE/AL | 229,33
3 | or EEAIL/AL or LLEXEKER/AL or BGERERER/AL or FS5tA/AL or XtH8 | 5
/AL or 3> tA—)L/AL or Euul'"ﬁﬁ;m/AL) and (PT==&#%%<)) and (PT=
F=t-3545:39)
#12 and #13 27

I |=£\l:
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ROB Table for “Mortality”

3

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)
Other bias

o

%

2%% S(IlJ%

7o%

100%

[ Low risk of bias

[]unclear risk of bias

[l High risk of bias

Ahmed2017

Harshalos

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

Kusumz 017

. ~ . Selective reporting (reporting bias)

@ | @ | @ |other bias

@ | ® | @ |slinding of participants and personnel iperformance bias)
@ | @ | @ |slinding of outcome assessment (detection bias)
@ | ® | @ | ncomplete outcome data (attrition bias)

@ | ® | @ | Allocation concealment (selection bias)

1. Mortality




Routine Steroid Controls Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-=H, Fixed, 95% CI M=H, Fixed, 95% CI
Kusum2017 1 23 3 26 11.0% 0.38 [0.04, 3.38] 4‘T
Ahmed2017 14 32 20 36 73.4% 0.79 [0.48, 1.28]
Harsha2009 7 19 4 19  15.6% 1.75 [0.61, 5.01] I
Total (95% CI) 74 81 100.0% 0.89 [0.58, 1.38] "-
Total events 22 27
Heterogeneity: Chi® = 2.42, df = 2 (P = 0.30); F = 17% f t t {
i 0.01 0.1 10 100
Test for overall effect: Z = 0.51 (P = 0.61) Favours [experimental] Favours [control]
*Ahmed2017: 30days mortality, Kusum2017: PICU mortality, Harsha2009: All death
(denominator: unclear)
2. Adverse Events*
Routine Steroid Controls Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Harsha2009 1 19 1 19 17.6% 1.00 [0.07, 14.85] {
Kusumz2017 6 23 5 26 B2.4% 1.36 [0D.48, 3.86]
Total (95% CI) 42 45 100.0% 1.29 [0.49, 3.43]
Total events 7 6
Heterogeneity: Chi* = 0.04, df = 1 (P = 0.84); I = 0% ID o1 OIl 1 lIO 100’

Test for overall effect: Z = 0.52 (P = 0.60)

*New or secondary infection

Favours [experimental] Favours [control]

Results of Outcomes in Other Continuous Variables

3. Length of Hospital Stay: days

Study ID Routine Steroids Controlled

Medians IQRs Medians IQRs
Ahmed2017 11.4* 8.2* 8.2* 5.3*
Kusum2017 10.7 54-259 9.6 7.1-20.9
*Means +SDs

4. Reversal Shock Time: hours

Study ID Routine Steroids Controlled

Medians IQRs Medians IQRs
Ahmed2017 60* 21.6* 139.2* 43.2*
Harsha2009 49.5 26 - 144 70 12 - 269

*Means +SDs



