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PubMed search strategy (8% H 20194 4 B 29H)
#1 sepsis[MeSH] OR sepsis[tiab] OR “Shock, Septic’[Mesh] OR 192,248
“septic”[tiab]
#2 “systemic inflammatory response syndrome”[Mesh] OR “systemic 123,789
inflammatory response syndrome”[tiab] OR “SIRS"[tiab]
#3 “multiple organ failure”[Mesh] OR “organ failure”[tiab] OR “organ 37,660
dysfunction”[tiab] OR “MOF"[tiab] OR “MODS "[tiab]
#4 “Bacteremia”[tiab] OR “Endotoxemia”[tiab] OR “Bacteremia”[mesh] 44,746
OR “Endotoxemia”[mesh]
#5 #1 OR #2 OR #3 OR #4 234,307
#6 Albumins[MESH] or Albumins[tiab] or albumin[tiab] 249,800
#7 “ Administration, Intravenous”[mesh] OR intravenous[All Fields] OR | 4,099,485
administration[All Fields] OR infusion[All Fields] OR “fluid
resuscitation”[All  Fields] OR “fluid loading”[All Fields] OR
“Transfusion ~ Medicine”[mesh] =~ OR  Transfusion[tiab]  OR
Replacement[tiab]
#8 #6 AND #7 46,720
#9 (randomized controlled triallpt] OR controlled clinical triallpt] OR | 3,888,532
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 #5 AND #8 AND #9 700
CENTRAL search strategy (1R%RH 20194 4 A 29 H)
#1 MeSH descriptor: [Sepsis] explode all trees 3,998




#2 (sepsis):ti,ab,kw 10,248
#3 MeSH descriptor: [Shock, Septic] explode all trees 771
#4 (septic):ti,ab,kw 4108
45 MeSH descriptor: [Systemic Inflammatory Response Syndrome] explode 4328
all trees
#6 (systemic inflammatory response syndrome):ti,ab,kw 1,194
#7 (SIRS):ti,ab,kw 676
#8 MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#9 (organ failure):ti,ab,kw 5,601
#10 | (organ dysfunction):ti,abkw 2,529
#11 (MOF):ti,ab,kw 141
#12 | (MODS):ti,ab,kw 247
#13 | (Bacteremia):ti,ab,kw 2,383
#14 | (Endotoxemia):ti,abkw 587
e #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR 21415
#11 OR #12 OR #13 OR #14
#16 | MeSH descriptor: [Albumins] explode all trees 7,064
#17 | (Albumins):ti,abkw 636
#18 | (albumin):ti,ab,kw 12,998
#19 MeSH descriptor: [Administration, Intravenous] explode all trees 17,807
#20 | (intravenous) 82,321
#21 | (administration) 326,782
#22 | (infusion) 54,376
#23 | (fluid resuscitation) 1,394
#24 | (fluid loading) 582
#25 MeSH descriptor: [Transfusion Medicine] explode all trees 1
#26 | (Transfusion):ti,abkw 13,730
#27 | ("replacement”):ti,ab,kw 26,710
#28 | #16 OR#17 OR #18 17,395
#29 | #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 400,406
#30 | #15 AND #28 AND #29 482
EF R RMET search strategy (1&%H 20194 4 A 29 H)
#1 | (BRILSE/TH or BUMAE/TA) or (3w -BRINFEM/TH or BXIMAE 22,405

<,3v4/TA)) and (PT=2&5%2<)




#2

((BRM$E/TH or sepsis/TA) or septic/TA) and (PT==i& k&)

16,661

#3

(M RERIGEIZRE/TH or £ B M RERIGEIREE/TA) or
(& B RERISERE/TH or £BMEREMSRIGEIREE/TA) or
B M RERSHEEEE/TA or (2B M RERSEERE/TH or
2 B RIERISIEIREE/TA) and (PT=2 5% <)

17,737

#4

(2B MRERIGIEIZEEE"/TH or “systemic inflammatory
response syndrome”/TA) or (£ B M RIERIGFEZEE/TH or
SIRS/TA)) and (PT=&EkBR<)

17,860

#5

(BT E/TH or ZIEB/BAL/TA) or B E/TA or (ZlEzS
AE/TH or ZIEI/EZ/TA) or [BIEZE/TA or [EIFHLEEES
/TA) and PT==5&#%FR<)

11,764

#6

(“organ failure”/TA or “organ dysfunction”/TA or ("Z 2T £
“/TH or "MOF”/TA) or ("2[#ZR A~ E"/TH or “"MODS”/TA)) and
(PT=23 k<)

5,100

#7

(BME/TH or BIMFE/TA) or (NERIMMIE/TH or TURRFI Y
M$E/TA)) and (PT=% KR

4,133

#8

#1 or #2 or #3 or #4 or #5 or #6 or #7

36,601

#9

((Albumins/TH or Z JL 7 = > /TA) or (“Albumins”/TH or
“Albumins”/TA) or (“Albumins”/TH or “Albumin”/TA)) and (PT=%&
EERRQO

33,226

#10

(F#ARMIZE/TH or FARMIZE/TA) or (BRERPUEST/TH or FRAR
RE S /TA) or (BRARAE A /TH or # AR A E A /TA) or
“intravenous”/TA or ("#8# B IE” /TH or “administration”/TA) or
"infusion"/TA or “fluid resuscitation”/TA or “fluid loading”/TA or
" M E ¥ “/TH or “Transfusion Medicine”/TA) or
“transfusion”/TA or “replacement”/TA) and (PT=2i&kR<)

328,521

#11

#9 and #10

2,154

#12

(GoF LA LLEERER/TH or SV A LALLLEERER/ TH or S04
LE/AL or $E{EBIE/AL or LEEEHER/AL or BREREAER/AL or 7
S+tAR/AL or xtBB/AL or O hO—JL/AL or BEERFFZE/AL) and
(PT=2513F2<)) and PT=25%<)

229,335

#13

#8 and #11 and #12

19




PRISMA 70—

Eligibility Screening Identification

Included

1,201 Records identified through

No additional records identified
database searching through other sources

700 MEDLINE (via PubMed)
482 Cochrane CENTRAL
19 ICHUSHI

Y h 4

1,036 Records after duplicates removed

Y

1,036 Records screened

h 4

8 Full-text articles

A 4

1,028 Records excluded
300 wrong drug

298 wrong study design
293 wrong population

129 wrong publication type
4 wrong outcome

4 foreign language

assessed for eligibility

h 4

3 Studies included in
qualitative synthesis

h 4

3 Studies included in
quantitative synthesis
(meta-analysis)

A 4

5 Full-text articles excluded,
with reasons

2 wrong study design

2 wrong publication type

1 wrong drug
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Forest/Funnel Plots

7 9hHLA) Short—term mortality (28 or 30days)

Albumin Crystalloid Risk Ratio Risk Ratio

Study or Subgroup Events Total Eventis Total Weight M-H, Random, 95% CI M-H, Random, 95% CIl
Rackow 1983 1] 7 0 4 Mot estimahble
SAFE Study Investigators 2011 185 603 217 B15  99.0% 0.87[0.74,1.02]
vah det Heijden 2009 2 12 3 12 1.0% 0.67[0.13, 3.30]
Total (95% Cl) 622 631 100.0% 0.87 [0.74,1.02] L
Total events 187 220

ity: == - Chif= = = CRE= t t t 1 1 1
Heterogeneity: Tau®=0.00; Chi*=010,df=1 (FP=078), F=0% 1 0z 0 5 p 10

Testfor overall effect 2=1.75 (P = 0.08) Favours Aloumin  Favours Crystalloid
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7 IrHL® Long—term mortality (90 days or more)

Albumin Crystalloid Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Rackow 1983 A v 3 4 100.0% 0.95[0.46,1.89]
Total (95% CI) 7 4 100.0% 0.95 [0.46, 1.99]
Total events A 3

Heterogeneity: Mot applicable ; f

L _ 0.01 01 1 10 100
Testfor overall effect: 2= 0.13 (P = 0.90) Favours Albumin  Favours Crystalloid
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7 9rHL®B ICU length of stay (days)

Albumin Crystalloid Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
SAFE Study Investigatars 2011 82 7.5 603 75 BY 615 100.0% 0.70[-0.10,1.50] 1
Total {95% CI) 603 615 100.0% 0.70 [-0.10, 1.50]

Heterageneity: Mot applicable
Test for overall effect: Z=1.72 (P = 0.09)
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7 IrhL@ Sever adverse effects (Lung injury score)
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Favours Aloumin  Favours Crystalloid

Albumin Crystalloid Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 85% Cl IV, Random, 95% CI
van der Heijden 2009 2 05625 12 1.25 075 12 100.0% 0.75[0.22,1.28]
Total (95% CI) 12 12 100.0% 0.75[0.22,1.28] <
Heterogeneity: Mot applicable _.4 _.2 b é ‘-1

Testfor overall effect: 2= 2.77 (P = 0.008)
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