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PubMed search strategy (1% H 20194 58 2 H)
#1 ((("sepsis"[Mesh] OR "shock, septic"[Mesh] OR "sepsis"[tiab] OR 198463
"septic"[tiab]))) OR (("systemic inflammatory response
syndrome"[Mesh] OR "systemic inflammatory response
syndrome"[tiab] OR "SIRS"[tiab]))
#2 Search ("early goal directed therapy"[Mesh] OR "EGDT"[tiab] OR 50464
"goal-directed"[tiab] OR "goal-oriented"[tiab] OR "protocol
based"[tiab] OR "protocol directed"[tiab] OR "bundle"[tiab])
#3 ("fluid resuscitation"[tiab]) 4748
#4 #2 OR #3 55022
#5 (randomized controlled trial[pt] OR controlled clinical trial[pt] OR 1123841
randomized[tiab] OR placebo[tiab] OR clinical trials as
topic[mesh:noexp] OR randomly[tiab] OR trial[ti] NOT
(animals[mh] NOT humans [mh]))
#6 #1 AND #4 AND #5 371
CENTRAL search strategy (#% B 20194 58 2 H)
#1 MeSH descriptor: [Systemic Inflammatory Response Syndrome] 4357
explode all trees
#2 (Systemic Inflammatory Response Syndrome):ti,ab,kw 1447
#3 (SIRS):ti,ab,kw 1128
#4 MeSH descriptor: [Sepsis] explode all trees 4028
#5 (sepsis):ti,ab,kw 10323
#6 MeSH descriptor: [Shock, Septic] explode all trees 784
#7 (Septic):ti,ab,kw 4151




#8 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 15435
#9 MeSH descriptor: [Early Goal-Directed Therapy] explode all trees 4
#10 | (EGDT):ti,ab,kw 73
#11 | ("goal directed"):ti,ab,kw 1169
#12 | ("goal oriented"):ti,ab,kw 214
#13 | (bundle):ti,ab,kw 1988
#14 | ("protocol directed"):ti,ab,kw 74
#15 | ("protocol based"):ti,ab 624
#16 | (“fluid resuscitation”):ti,ab,kw 811
#17 | #9 OR#10 OR#11 OR#12 OR #13 OR #14 OR #15 OR #16 4718
#18 | #8 AND #17 617
610
EZFrh RS search strategy (#8%& B 20194 58 2 H)
#1 (MM ¥E/TH or BRIMSE/TA or 7L R/TA or sepsis/TA)))) and 22679
(PT=EERFR<)
#2 (avy-BRmAEE/TH or BRMfEME T 3v9/TA or "septic 6282
shock"/TA))) and (PT=5&£%<)
#3 | (septic/TA) and (PT=525&5%Fx<) 1336
#4 (BT T492/TA) and (PT=%#%5%5<) 9
#5 | (B MRERSAEEE/TH or £ 51 X RIGAEIZEE/TA or 18008
"systemic inflammatory response syndrome"/TA or SIRS/TA))))
and (PT=&&<)
#6 (REABZIEMEAE/TH or BREIE ZEfRRIEEE/AL or "early 103
goal directed therapy"/TA or EGDT/TA)))) and (PT=%$%%<)
#7 (P EA%AR/TH or WIEAEAR/TA or ¥HAFRAE/TH or ¥EAGE 385
ITA or "fluid resuscitation"/TA))))) and (PT==%%x<)
#8 (BRMfE/ N>R JLITA) and (PT=2%8%B%<) 29
#9 (P LELLEERER/TH or S A LALLLBEAER/TH or S04 229746
LE/AL or EAEAE/AL or LLESERER/AL or ERFEREXER/AL or 7
S+t7R/AL or tHE/AL or 3> kA—)L/AL or E&EREFZE/AL) and
(PT=%3&EkBR<)
#10 | #1 or #2 or #3 or #4 or #5 25466
#11 | #6 or #7 or #8 488
#12 | #9 and #10 and #11 42
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1030 records identified
through database searching

371 MEDLINE (via PubMed)
617 Cochranne CENTRAL
42 ICHUSHI

No additional records

identified through other

sources

!

| 178 records after duplicates removed

852 records screened

832 records excluded

307 wrong publication type
158 wrong study design
243 wrong population

266 wrong intervention
198 wrong outcome

25 foreign language

20 full-text articles
assessed for eligibility

15 full-text articles excluded
4 wrong publication type
2 wrong study design

9 wronng intervention

* 1 wrong control group

4 studies included in
qualitative synthesis

4 studies included in
quantitative synthesis
{meta-analysis)
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Forest/Funnel Plots

77 kH LD Short-term mortality (28 or 30days)

EGDT Usua Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M=H, Fixed, 95% Cl M=H, Fixed, 95% CI
Fiwers 2001 40 130 &1l 133 14.33% 067 [0.49, 0.92] —
ProMise 2015 155 625 152 621 36.1% 1.01[0.83, 1.23]
PROCESS 2014 491 439 85 45¢  19.7% 1.11[0.85, 1.45]
ARISE 2014 117 782 127 787 29.9% 0,93 [0.74, 1.17]
Total (95% CI) 1986 2007 100.0% 0.96 [0.85, 1.08]
Total events 403 425
Heterogeneity, Chi? = 6.46, df = 3 (P = 0.09); I = 54% } } } } } }
i 01 072 os 1 z 510
Test for overall effect: Z = 0.70 (F = 0.48) Favours [experimental] Favours [control]
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77 kHh L@ Long-term mortality (90 days)

EGDT Usua Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ARISE 2014 I e 150 7ae 28.5% 0,98 [0.80, 1.21]
PROCESS 2014 124 40% 134 412 31.1% 0.94 [0.78, 1.15]
ProMiSe 2015 184 623 181 620  40.4% 1.01[0.85, 1.20]
Total (95% CI) 1820 1828 100.0% 0.98 [0.88, 1.10]
Total events 460 470
Heterogeneity: Tau® = 0.00; Chi® = 0.27, df = 2 (P = 0.87); I* = 0% 0‘1 O=2 OIS 1 i él 1:0
Test for overall effect: 2 = 0.31 (P = 0.75) Favours [experimental] Favours [control]
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77k H LB

ICU length of stay (days)

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
ARISE 2014 2.8 0925 783 2.8 105 748 43.9%  0.00[-0.10, 0.10]
PROCESS 2014 5.1 5.3 439 4.7 5.8 456 13.8% 0.40[-0.329% 1.19]
Promlse 2015 2.6 1.2 825 2.2 1325 g26  42.4% 0.40[0.26, 0.54] i+
Total (95% CI) 1857 1880 100.0% 0.22 [-0.13,0.58]

Heterogeneity: Tau? = 0.07; Chi* = 21.58, df = 2 (P < 0.0001); I = 91%
Test for overall effect: £ = 1.25 (P = 0.21)
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77 b HL@® Sever adverse effects
EGDT Usua Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
PROCESS 2014 23 4398 37 456 31.3% 065 [0.29, 1.07] —
PromMise 2015 0 825 26 626 30.8% 1.16 [0.69, 1.93] —
ARISE 2014 56 742 42 TFaE 37 ER 134 [0.81, 1.97] -——
Total (95% CI) 1856 1878 100.0% 1.02 [0.66, 1.57] i
Total events 1o9 105
Heterogeneity: Tau® = 0.09; Chi* = 5.23, df = 2 (P = 0.07); I = 62% t t t t t t
_ : : ' 0L 02 05 2 5 10
Test for overall effect: 2 = 0.08 (P = 0.93) Favours [experimental] Favours [control]
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