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PubMed search strategy (8% H 20194 4 A 29 H)
#1 Sepsis[mesh] OR Sepsis[tiab] OR “Systemic inflammatory response 190478
syndrome”[mesh] OR “Systemic inflammatory response syndrome”[tiab] OR
SIRS[tiab] OR “Multiple Organ Failure”[mesh] OR “Multiple Organ Failure”[tiab]
OR MOFTtiab]
#2 (“Anti-bacterial agent”[mesh] OR “Anti-bacterial agent”[tiab] OR “Anti- 1482932
infective agent”[mesh] OR “Anti-infective agent”[tiab] OR Antibiotic[tiab] OR
Drug therapy[tiab] OR Drug therapy[mesh])
#3 | ((“Time factors” [mesh] OR “Time factors”[tiab]) OR (“Time to treatment” 1286046
[mesh] OR “Time to treatment” [tiab]) OR (“Emergency Service, Hospital”
[mesh] OR “Emergency service” [tiab] OR “Emergency department”[tiab]) OR “1
hour”[tiab]))
#4 (randomized controlled trial[pt] OR controlled clinical trial[pt] OR 3885958
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 “Observational study” [pt] OR “Epidemiologic Studies” [Mesh] OR “Case— 2714105

Control Studies” [Mesh] OR “Retrospective Studies” [Mesh] OR “Cohort
Studies” [Mesh] OR “Longitudinal Studies”[Mesh] OR “Prospective Studies”
[Mesh] OR “Cross—Sectional Studies” [Mesh] OR (“Observational Study” [tiab]
OR “Observational Studies” [tiab]) OR (“Epidemiologic Study” [tiab] OR
“Epidemiologic Studies” [tiab]) OR “Case—Control” [tiab] OR cohort [tiab] OR
(“Longitudinal Studies” [tiab] OR “Longitudinal Study” [tiab]) OR (“Prospective
Study” [tiab] OR “Prospective Studies” [tiab]) OR (“Retrospective Study” [tiab]
OR “Retrospective Studies” [tiab]) OR (“Cross—Sectional Study” [tiab] OR
“Cross—Sectional Studies” [tiab])



https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=2
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=4
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=8
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=5
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=9

#6

#1 and #2 and #3 and (#4 or #5)

CENTRAL search strategy (% H 20194 4 B 29 H)

#1

(sepsis[mesh] OR sepsis[tiab]) OR (“Multiple Organ Failure”[mesh] OR “Multiple
Organ Failure”[tiab] OR MOFI[tiab]) OR (”Systemic inflammatory response
syndrome”[mesh] OR “Systemic inflammatory response syndrome”[tiab] OR

SIRS[tiab])

13694

#2

[tiab]) OR
(antibiotic[Mesh] OR antibiotic [tiab] OR antimicrobial [tiab]) OR (“anti-infective

(“Anti-bacterial agent” [Mesh] OR “Anti-bacterial agent”

agent” [Mesh] OR “anti—infective agent” [tiab])

294866

#3

((“Time factor” [mesh] OR “Time factor”[tiab]) OR (“Time to treatment” [mesh]
OR “Time to treatment” [tiab]) OR (“Emergency Service, Hospital” [mesh] OR
“Emergency service” [tiab] OR “Emergency department”[tiab]) OR “1

hour”[tiab]))

210407

#4

#1 and #2 and #3

1334(Trials
1180)

EFE R EE search strategy (8% H 2019 &£ 4 A 18 H)

#1

(BRUMAE/TH or BRIMAE/TA) or (2B M RIERIGIEIEEE/TH or 251
RIERIGHEIEEE/TA or SIRS/TA) or (ZlE2EAF2/TH or ZiERAFL
/TA or MOF/TA) and (PT=2$3[2<)

29,913

#2

(FREZEAE]/TH or HREAI/AL) or GRfEAI/TH or IMEAI/AL) or
(EZE/TA or i%ERE/TA or IAEWE/TA) and (PT=2E RO

224,264

#3

(GAFERZETOHAM/TH or AEETOHIMK/TA or BREIEF/TH or BER
EF/TA) or (RIZMAEAEEREY—EX/TH or HBRMAEEY—EX/TA
or AN FE/TA) 1 BEE/TA) and PT=2&%FR<)

461

#4

(S LAELLERERER /TH or #S4 LAEEREER/TH or SV L1E
/AL or EEAIL/AL or HLEREKER/AL or EGEREXER/AL or TS5tR/AL
or ¥fBB/AL or O bO—)L/AL or EEERFIZE/AL) and (PT=:%8%FR<)

229,335

#5

EEHIT/TH or BT /AL or —R2abA—)L/AL or FEHIXTHR
/AL or #tETRFZZ/AL or #AMZE/AL or O7k—k/AL or RiIEZ/AL or
MR ZE /AL or BRERAZE/AL or TEFHIFE/AL and (PT=2i&%2<)

87,162

#6

#1 and #2 and #3 and (#4 or #5)



https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=11

PRISMA 70—

Records after duplicates removed
(n =2697)

A 4

Records identified through Additional records identified
database searching through other sources
(n=2784) (n=0)
v v

Records screened
(n=15)

Records excluded
(n=2682)

h 4

Full-text articles .
Full-text articles assessed
excluded: —

for eligibilit
Different protocol(N=1) 025‘;8;;)' ¥ T

Full-text articles excluded:
different protocol (n = 1)
Unable to integrate (n= 3)

—  \,

Studies included in as observational study
qualitative synthesis as (1=6)

RCT

Studies included in qualitative synthesis

(n=1)

1 '

. . Studies included in quantitative
Studies included in synthesis (meta-analysis)
quantitative synthesis (n=6)

(meta-analysis)
(n=1)

Risk of Bias H¥<!)—
7 IhhLQD FETE(RCT)

. Random sequence generation (selection bias)
. Blinding of participants and personnel (performance bias)
. Blinding of outcome assessment (detection bias)

. Selective reporting (reporting bias)

. Allocation concealment (selection bias)
. Incomplete outcome data (attrition bias)

. Other bias

Puskarich, 2011 |

TIrHLQD RTEGRSEHR)




Anderson 2019

Ferrer 2009

Ferrer 2014

Gaieski 2010

Liu 2017

Ryoo 2015

Scheer 2017

Yokota 2014

. . . . . . . . Selective reporting (reporting bias)

. . . . . . . . Incomplete outcome data (attrition bias)
. . . ' . . . . Other bias

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

. . ' . . . . . Random sequence generation (selection bias)
. . . . . . . . Allocation concealment (selection bias)

24LANTAYE
F7IbALD FET-ZHE(RCT)

PEEEE e T

3wy Bins SR Y B

Risk Ratio

Risk Ratia

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 5% CI
Puskarich, 2011 26 101 15 71 100.0% 1.22[0.70, 2.13]
Total (95% CI) 101 7 100.0% 1.22 [0.70, 2.13]
Total events 26 19
Heterogeneity: Not applicable t + T t i
0.01 a1 1 10 100
Test for overal effect: Z = 0.69 (P = 0.49) Favours [experimental] Favours [control]
TIMHLQD FTEREEHR)
1R 1RR & Y 'L Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Ferrer 2009 175 510 989 2286 12.7% 0.79[0.70, 0.90] 2009 -
Gaieski 2010 41 154 40 107 1.7% 0.71[0.50, 1.02] 2010 /]
Yokota 2014 206 791 165 488 7.2% 0.77 [0.65, 0.91] 2014 -
Ferrer 2014 1512 4728 4128 13265 76.6% 1.03[0.98, 1.08] 2014 .
Ryoo 2015 29 150 57 276 1.4% 0.94 [0.63, 1.40] 2015 T
Anderson 2019 5 24 17 63 0.3% 0.77[0.32, 1.86] 2019 I
Total (95% CI) 6357 16485 100.0% 0.97 [0.93, 1.01] [
Total events 1968 5396
- Chi2 = = = . |2 = 80° I + + J
Heterogeneity: Chi* = 24.88, df = 5 (P = 0.0001); I = 80% 0.01 01 1 10 100

Test for overall effect: Z = 1.29 (P = 0.20)

Favours [experimental]

Favours [control]
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