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PubMed search strategy (8% B 20194 58 9 H)
#1 | "sepsis"[Mesh] OR "Shock, Septic"[Mesh] OR sepsis|tiab] OR 175582
(septic[tiab] AND shock]tiab])
#2 | seps*[tiab] OR septicem*[tiab] OR septicaem*[tiab] OR "blood stream 148529
infection"[tiab] OR endotoxi*[tiab]
#3 | "Systemic Inflammatory Response Syndrome”[mesh] OR "Systemic 123986
Inflammatory Response Syndrome" [tiab] OR "SIRS"[tiab]
#4 | “Multiple Organ Failure’[mesh] OR “MOF”[tiab] OR "organ 37414
failure”[tiab] OR "organ dysfunction”[tiab]
#5 | "Critical lllness"[Mesh] OR "Critical Care"[Mesh] OR "Intensive Care 263008
Units"[Mesh] OR stressed][tiab] OR "critically ill"[tiab] OR "critical
care"[tiab] OR "intensive care"[tiab]
#6 | #1 OR #2 OR #3 OR #4 OR #5 481427
#7 | "Acute Kidney Injury"[mesh] 43025
#8 | acute kidney failure[tiab] OR acute renal failure[tiab] 23819
#9 | acute kidney injur*[tiab] OR acute renal injur[tiab] 19396
#10 | acute kidney insufficie*[tiab] or acute renal insufficie*[tiab] 1758
#11 | acute tubular necrosis [tiab] 3226
#12 | ARI[tiab] OR AKI[tiab] or ARF[tiab] or AKF[tiab] or ATN[tiab] 24904
#13 | #7 OR #8 OR #9 OR #10 OR #11 OR #12 72984
#14 | #6 OR #13 541854
#15 | ("Atrial Natriuretic Factor'[Mesh] OR Atrial Natriuretic Factor[tiab] OR 16727
ANF[tiab])
#16 | Atrial Natriuretic Peptide*[tiab] OR ANPJtiab] 12912
#17 | hANP [tiab] 662
#18 | atriopeptin*[tiab] 570




#19 | anaritide*[tiab] 20
#20 | natriuretic*[tiab] AND (peptide*[tiab] OR factor*[tiab]) 33119
#21 | carperitide*[tiab] 116
#22 | #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 37862
#23 | randomized controlled trial[pt] OR controlled clinical trial[pt] OR 3895055
randomized][tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groupsltiab] NOT (animals [mh] NOT
humans [mh])
#24 | #14 AND #22 AND #23 469
CENTRAL search strategy (%% B 20194 58 9H)
#1 | MeSH descriptor: [Sepsis] explode all trees 4028
#2 | (sepsis):ti,ab,kw in Trials 10141
#3 | MeSH descriptor: [Systemic Inflammatory Response Syndrome] 4357
explode all trees
#4 | (Systemic Inflammatory Response Syndrome):ti,ab,kw in Trials 1198
#5 | (SIRS):ti,ab,kw in Trials 678
#6 | MeSH descriptor: [Multiple Organ Failure] explode all trees 387
#7 | (MOF):ti,ab,kw in Trials 141
#8 | (MODS):ti,ab,kw in Trials 250
#9 | MeSH descriptor: [Shock, Septic] explode all trees 784
#10 | (septic):ti,ab,kw in Trials 4114
#11 | (bacteremia OR endotoxemia OR septicemia):ti,ab,kw in Trials 3800
#12 | (Pyemia OR Pyohemia):ti,ab,kw in Trials 6
#13 | MeSH descriptor: [Critical Iliness] explode all trees 1859
#14 | MeSH descriptor: [Critical Care] explode all trees 1924
#15 | MeSH descriptor: [Intensive Care Units] explode all trees 3288
#16 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 22079
OR #11 OR #12 OR #13 OR #14 OR #15
#17 | MeSH descriptor: [Acute Kidney Injury] explode all trees 1214
#18 | “acute kidney failure”:ti,ab,kw OR “acute renal failure”:ti,ab,kw in 6525
Trials
#19 | acute kidney injur*:ti,ab,kw OR acute renal injur*:ti,ab,kw in Trials 3455




#20 | acute kidney insufficie*:ti,ab,kw OR acute renal insufficie*:ti,ab,kw in 926
Trials

#21 | acute tubular necrosis:ti,ab,kw in Trials 151

#22 | ARF or AKF or ATN:ti,ab,kw in Trials 639

#23 | #17 OR #18 OR #19 OR #20 OR #21 OR #22 8513

#24 | MeSH descriptor: [Atrial Natriuretic Factor] explode all trees 858

#25 | (atrial natriuretic factor*):ti,ab,kw in Trials 1326

#26 | (ANF):ti,ab,kw in Trials 242

#27 | (Atrial Natriuretic Peptide*):ti,ab,kw in Trials 1557

#28 | (ANP):ti,ab,kw in Trials 889

#29 | (anaritide*):ti,ab,kw in Trials 13

#30 | (atriopeptin):ti,ab,kw in Trials 4

#31 | (hANP):ti,ab,kw in Trials 94

#32 | (carperitide):ti,ab,kw in Trials 57

#33 | (natriuretic* AND (peptide* OR factor*)):ti,ab,kw in Trials 4834

#34 | #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR 5112
#32 OR #33

#35 | #16 OR #23 29294

#36 | #31 AND #32 419

EF S search strategy (# 8% H 20194 58 9 H)

#1 | (BRMYE/TH or BRMYE/TA or £F R/TA or sepsis/TA) and (PT= 22679
REFIRS)

#2 | (avy-BMGEM/TH or BUIMAETES 3V 2/TA or "septic shock"/TA) 6282
and (PT==Z#kBr<)

#3 | (RS RERIGERE/TH or £ 5% R RIGIEIREE/TA or 18008
"systemic inflammatory response syndrome"/TA or SIRS/TA) and
(PT=%&E%F%<)

#4 | (BIEBBRAE/MTHor ZEB/BTL/TA or ZIERES/TA or ZEEEH 8061
BER2/TA or ZEEREEEREE/TA or "organ failure"/TA or "organ
dysfunction"/TA or MOF/TA or MODS/TA) and (PT==Z&xFz<)

#5 | (RERMIE/TH or TRV MYE/TA)) and (PT=2EXR<) 697

#6 | #1 OR #2 OR #3 OR #4 OR #5 30860




#7 | (REEBEEE/THor 2HTEE/TAor 2EBEE/TAor 2HEER 10006
£/TA) and (PT=5&:&%B%<)
#8 | ((RMIEIRIE-2E/TH or 2MRMEIEIE/TA) and (PT=ZFXER<) 467
#9 | #7 OR #8 10133
#10 | ("Atrial Natriuretic Factor"/TH or ANP/TA or ANF/AL or hANP/TA 7631
or IDEMFRIDLFIRRTFRITA) and (PT=2EE<)
#11 | (Anaritide/TH or 773 ')FK/TA) and (PT=2:&#kFR<) 1
#12 | (Carperitide/TH or Z7RUARTFUITA or NV FITA or AILRYF 886
R/TA) and (PT=5Z&EXER<)
#13 | #10 OR #11 OR #12 7794
#14 | (8 LELLEEAER/TH or S 4 LALEEEER/TH or SU4 L 228798
{E/AL or EEVEAE/AL or LLEREAER/AL or EREREAER/AL or TS5
RIAL or *BB/AL or 2> kO—)L/AL or BEER#IZE/AL) and (PT=%
FERPRS)
#15 | #6 OR #9 39966
#16 | #13 AND #14 AND #15 31




PRISMA 7 B —F]

919 Records identified through
database searching
Pubmed (n = 469)
CENTRAL (n = 419)

EfES (n=31)

No additional records identified
through other sources

Exclusion of duplicates
(n=828)

Risk of Bias %+~ 1) —

Title-Abstract-
Screening
(n=2828)

Excluded
(n=2816)

Full-text articles
assessed for eligibility
(n=12)

Studies included in
qualitative analyses
(n=3)

Excluded with reasons
(n=9)
6 wrong study design
1 wrong publication type
1 wrong drugs
1 Duplicate

Studies included in
qualitative analyses
(meta-analysis)
(n=3)




Allgren 1997

. Other bias

@ | @ | Allocation concealment (selection bias)

Lewis 2000

-~

@ | ® | ® |slinding of participants and personnel (performance bias)

‘ . . Random sequence generation (selection bias)

Rahman 1994

. . . Blinding of outcome assessment (detection bias)

~ | @ | @ | selective reporting (reporting bias)

@ @ | @ | ncomplete outcome data (attrition bias)
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ANP Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Rahman 1994 5 30 8 23 5.0% 0.48[0.18, 1.27] 1994
Allgren 1997 73 248 67 256 40.9% 1.12 [0.85, 1.49] 1997
Lewis 2000 65 108 64 114 54.1% 1.07 [0.86, 1.34] 2000
Total (95% CI) 386 393 100.0% 1.05 [0.84, 1.31]
Total events 143 139

e 2 _ . i2 = = = 212 = 0, } + + + {
Heterogeneity: Tau? = 0.01; Chi 2.72,df =2 (P =0.26); | 27% 0.01 o1 1 10 100

Test for overall effect: Z = 0.43 (P = 0.67)
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Fa;/ours [ANP] Favours [Control]



ANP Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Rahman 1994 7 30 12 23 9.1% 0.45[0.21, 0.95] 1994
Allgren 1997 109 248 108 256 43.5% 1.04 [0.85, 1.27] 1997
Lewis 2000 72 108 86 114 47.4% 0.88[0.75, 1.05] 2000
Total (95% ClI) 386 393 100.0% 0.89 [0.70, 1.14]
Total events 188 206
ity 2 _ . i2 = = = 12 = ; t t t {
Heterogeneity: Tau’ = 0.03; Chi* = 5.19, df = 2 (P = 0.07); I° = 61% 0.01 o1 1 10 100
Test for overall effect: Z = 0.90 (P = 0.37) Favours [ANP] Favours [Control]
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ANP Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Allgren 1997 107 249 121 257 68.2% 0.91[0.75, 1.11] 1997
Lewis 2000 23 108 17 114 31.8% 1.43[0.81, 2.52] 2000
Total (95% CI) 357 371 100.0% 1.05 [0.70, 1.59]
Total events 130 138
ity 2 _ - Chi? = = = 2= ; t T t J
Heterogeneity: Tau? = 0.06; Chi* = 2.18,df = 1 (P = 0.14); I = 54% o1 o 1 o 100
Test for overall effect: Z = 0.24 (P = 0.81) Favours [control] Favours [ANP]
7 MALG® EME
ANP Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI Year M-H, Random, 95% CI
Rahman 1994 1 30 0 23 1.6% 2.32[0.10, 54.52] 1994
Allgren 1997 114 248 46 256  45.0% 2.56 [1.91, 3.43] 1997 b
Lewis 2000 102 108 63 114 53.4% 1.71 [1.44, 2.03] 2000 | ]
Total (95% CI) 386 393 100.0% 2.06 [1.37, 3.09] <o
Total events 217 109
[P 2 _ . Chi2 — - - 2= [ t t J
Heterogeneity: Tau’ = 0.07; Chi* = 6.81, df = 2 (P = 0.03); I = 71% 001 o1 10 100

Test for overall effect: Z = 3.50 (P = 0.0005)
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Favours [ANP] Favours [Placebo]
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