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PubMed search strategy (f8%2H 2019 & 4 A 30 H)

#1 "Sepsis"[mesh] 115901

#2 "Sepsis-Associated Encephalopathy"[mesh:noexp] 55

#3 "Systemic Inflammatory Response Syndrome"[mesh:noexp] 5123

#4 "Vasoplegia"[mesh:noexp] 116

#5 (bacillemia*[tiab] OR bacillemia*[ot]) OR (bacillaemia*[tiab] OR bacillaemia*[ot]) 66

#6 (bacter* shock[tiab] OR bacter* shock][ot]) 941

H7 (bacteremia*[tiab] OR bacteremia*[ot]) OR (bacteraemia*[tiab] OR bacteraemia*[ot]) | 28903

#8 (("blood"[tiab] OR "blood"[ot]) AND (poison*[tiab] OR poison*[ot])) 8908

#9 (candidemia*[tiab] OR candidemia*[ot]) OR (candidaemia*[tiab] OR 2796
candidaemia*[ot])

#10 (endotoxemia*[tiab] OR endotoxemia*[ot]) OR (endotoxaemia*[tiab] OR 8177
endotoxaemia*[ot])

#11 (endotoxi* shock[tiab] OR endotoxi* shock[ot]) 339

#12 (fungemia*[tiab] OR fungemia*[ot]) OR (fungaemia*[tiab] OR fungaemia*[ot]) 2095

#13 (parasitemia*[tiab] OR parasitemia*[ot]) OR (parasitaemia*[tiab] OR 10385
parasitaemia*[ot])

#14 | ((pyemia*[tiab] OR pyemia*[ot]) OR (pyohemia*[tiab] OR pyohemia*[ot])) OR 200
((pyaemia*[tiab] OR pyaemia*[ot]) OR (pyohemia*[tiab] OR pyohemia*[ot]))

#15 ("sepsis"[tiab] OR "sepsis"[ot]) 90094

#16 ("septic"[tiab] OR "septic"[ot]) 50033

#17 (septicemia*[tiab] OR septicemia*[ot]) OR (septicaemia*[tiab] OR septicaemia*[ot]) 20269

#18 | ("SIRS"[tiab] OR "SIRS"[ot]) 5108

#19 (systemic inflammatory response syndrome*[tiab] OR systemic inflammatory response | 4661
syndrome*[ot])

#20 ("toxic shock"[tiab] OR "toxic shock"[ot]) 4461

#21 (vasoplegia*[tiab] OR vasoplegia*[ot]) OR (vasoplaegia*[tiab] OR vasoplaegia*[ot]) 242

#22 (viremia*[tiab] OR viremia*[ot]) OR (viraemia*[tiab] OR viraemia*[ot]) 14740




#23 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 | 249684
OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22

#24 "Polymyxin B"[mesh:noexp] 3121

#25 ("aerosporin"[tiab] OR "aerosporin'[ot] OR "aerosporin[nm]) 25

#26 (PMX*[tiab] OR PMX*[ot] OR PMX*[nm]) 638

#27 (polymyxin*[tiab] OR polymyxin*[ot] OR polymyxin*[nm]) OR "1404-26-8"[rn] 9016

#28 ("Poly RX"[tiab] OR "Poly RX"[ot] OR "Poly RX"[nm]) 1

#29 #24 OR #25 OR #26 OR #27 OR #28 9338

#30 "Blood Component Removal"[Mesh:noexp] OR "Hemofiltration"[Mesh] OR | 14075
"Hemoperfusion"[Mesh]

#31 apheres*[tiab] OR apheres*[ot] OR pheres*[tiab] OR pheres*[ot] OR "blood 9897
component removal"[tiab] OR ((endotoxin*[tiab] OR endotoxin*[ot]) AND
(absorb*[tiab] OR absorb* [ot] OR absorption*[tiab] OR absorption*[ot] OR
adsorption*[tiab] OR adsorption*[ot] OR eliminat*[tiab] OR eliminat*[ot] OR
remov*[tiab] OR remov*[ot]))

#32 haemadsorption[tiab] OR haemadsorption[ot] OR hemadsorption[tiab] OR 79974
hemadsorption[ot] OR "haemo-filtration"[tiab] OR "haemo-filtration"[ot] OR "hemo-
filtration"[tiab] OR "hemo-filtration"[ot] OR haemofiltrat*[tiab] OR haemofiltrat*[ot]

OR "hemo-filtrate"[tiab] OR "hemo-filtration"[tiab] OR "hemo-filtration"[ot] OR
hemofiltrat*[tiab] OR hemofiltrat*[ot] OR "haemo-diafiltration"[tiab] OR "haemo-
diafiltration"[ot] OR haemodiafiltrat*[tiab] OR haemodiafiltrat*[ot] OR "hemo-
diafiltration"[tiab] OR "hemo-diafiltration"[ot] OR hemodiafiltrat*[tiab] OR
hemodiafiltrat*[ot] OR "haemo-dialysis"[tiab] OR "haemo-dialysis"[ot] OR
haemodialysis[tiab] OR haemodialysis[ot] OR "hemo-dialysis"[tiab] OR "hemo-
dialysis"[ot] OR hemodialysis[tiab] OR hemodialysis[ot] OR "haemo-perfusion"[tiab]
OR "haemo-perfusion"[ot] OR haemoperfus*[tiab] OR haemoperfus*[ot] OR "hemo-
perfusion"[tiab] OR "hemo-perfusion"[ot] OR hemoperfus*[tiab] OR hemoperfus*[ot]

#33 #30 OR #31 OR #32 94680

#34 toraymyxin*[tiab] OR toraymyxin*[ot] OR toraymyxin*[nm] OR "DHP-PMX"[tiab] OR | 58
"DHP-PMX"[ot]

#35 | #23 AND ((#29 AND #33) OR #34) 388

#36 randomized controlled trial [pt] 481534

#37 controlled clinical trial [pt] 569732

#38 randomized [tiab] 477328

#39 placebo [tiab] 202766

#40 | clinical trials as topic [mesh: noexp] 186819

#41 randomly [tiab] 310518

#42 trial [ti] 197731

#43 #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 1221076




#44 animals [mh] NOT humans [mh] 4574748
#45 | #43 NOT #44 1123329
#46 | #35 AND #45 65
CENTRAL search strategy (1&%2H 201944 5 29 B)
#1 MeSH descriptor: [Sepsis] explode all trees 3998
#2 MeSH descriptor: [Sepsis-Associated Encephalopathy] this term only 0
#3 MeSH descriptor: [Systemic Inflammatory Response Syndrome] explode all trees 4328
#4 MeSH descriptor: [Vasoplegia] explode all trees 10
#5 MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#6 (bacill?emia* or bacter* shock or bacter?emia* or (blood adj2 poison*) or 1400
candid?emia* or endotox?emia* or endotoxi* shock or fung?emia* or parasit?emia*
or (py?emia* or pyohemia*) or sepsis or septic or septic?’emia* or SIRS or systemic
inflammatory response syndrome* or toxic shock or vasopl?egia* or
vir?emia*):ti,ab,kw
#7 #1 OR #2 OR #3 OR #4 OR #5 OR #6 5626
#8 MeSH descriptor: [Polymyxin B] this term only 169
#9 (aerosporin or PMX* or polymyxin* or "Poly RX" or toraymyxin*):ti,ab,kw 453
#10 #8 or #9 453
#11 MeSH descriptor: [Blood Component Removal] this term only 201
#12 MeSH descriptor: [Endotoxins] this term only 363
#13 MeSH descriptor: [Hemofiltration] explode all trees 575
#14 MeSH descriptor: [Hemoperfusion] this term only 77
#15 (h*mosor*):ti,ab,kw 17
#16 (apheres*s or pheres?s* "blood component removal*" or DHP-PMX or PMX-HP or 52
PMX-DHP or (endotoxin* adj3 (a?sor* or eliminat* or remov*))):ti,ab,kw
#17 (h*madsor* or h*mo-filtrat* or h*mofiltrat* or h*mo-diafiltrat* or h*modiafiltrat* or | 11416
h*mo-dialysis or h*modialysis or h*mo-perfus* or h*moperfus* or h*mo-
sor*):ti,ab,kw
#18 #11 or #12 or #13 or #14 or #15 or #16 or #17 11971
#19 #10 and #18 74
#20 #7 and #19 31
[R5 A SR AEET search strategy (%8 2019 & 4 A 29 )
#1 R e/ TH or BUILE/TA or B MLE/TA 47,667




#2 "Polymyxin B"/TH or Polymyxins/TH or polymyxin/TA or polymixin/TA or K ') 3 | 5,604

XY /TAor K'Y 322 2 /TA or PMX/TA

#3 #1 and #2 2,756

#4 7 > X LALLEGAER/TH or #E 2 > & L4k bR/ TH or 2 > & 44k/AL or & | 301,704

VE4 b/AL or HeigaBR/AL or EEAKRER/ALor 7 2 t K/AL or xtH/ALor O > b

O —JV /AL or BEEERFZE/AL

#5 #3 and #4 141

WHO - ICTRP searched 29 April 2019

Condition: bacteraemia OR bacteremia OR candidaemia OR candidemia OR endotoxaemia OR endotoxemia
OR fungaemia OR fungemia OR parasitaemia OR sepsii OR SIRS OR systemic inflammatory response syndrome
OR viraemia OR viremia

AND

Intervention: aerosporin OR polymyxin OR polymixins OR PMX OR PMX-HP OR Poly RX OR toramyxin OR
toraymyxin

Records selected:17

ClinicalTrials.gov, searched 12 May 2019

Recruitment: All Studies

Study Results: All Studies

Study Type: Interventional Studies

Conditions: "Bacteremia” OR "Candidemia" OR "Endotoxemia" OR "Fungemia" OR "Parasitemia" OR
"Sepsis" OR "Sepsis-Associated Encephalopathy” OR "Shock, Septic" OR "Systemic Inflammatory Response
Syndrome" OR "Viremia"

Interventions: "Polymyxin B" OR "Polymyxins"

Records selected:17
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# of records # of additional
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65 Pubmed 0

31 CENTRAL

141 Ichushi

17 WHO-ICTRP

17 Clinical

Trials.gov
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—

225 191
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# of full-text Protocol paper
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34 Ongoing trial 2
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3

mies
included in
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2. RoB graph
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3. Forest plot

1. SRR (REBIZEHIF)

Experimental Control Risk Ratlo Risk Ratlo
Study or Subgroup Total E Total ght M-H, Random, 95% C1  Year M-H, Random, 95% C|
Nakamura 1999 12 30 14 20 26.5% 0.57 [0.34, 0.96] 1688 -
Payen 2015 40 18 27 113 39N 1.41 1083, 2.13) 2015 Bl
Dellinger 2016 115 224 97 226 41.ax 1.20 [0.98, 1.46] 2018
Total (95% ChH 373 359 100.0% 1.03 [0.68, 1.58]
Total events " 16‘7:" 138 .
HeterogeneRy: Taw' = 0.10; - 796, df = 2 (P = 0.02) F = 75% - + : §
0.01 0.1 1 10 100
Test for overall effect: Z = 0.15 (P = 0.86) Favours [experimental] Favours [control]
2. BEIWEA (BWEHOR % 7-8F 0HE)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Payen 2015 a9z 118 Bz 113 99.8X 1.07 [0.92, 1.24]
Dellinger 2018 1 224 0 226 0.2% 3.03 [0.12, 73.90]
Total (95% CI) 343 339 100.0% 1.07 [0.92, 1.24] [ ]
Total events 93 B2
Heterogenetty: Tau® = 0.00; ChE = .42, df = 1 (P = 0.52); F = 0X b t 1 J
01 0.1 ] 10 100
Test for overall effect: Z = 0.86 (P = 0.39} Favours [experimental] Favours [control]
3. s E R 27 (72 KO F 72 135K E)
Experimental Control 5td, Mean Difference Std, Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Welght IV, Random, 95% CI IV, Random, 95% C|
Payen 2015 B3 36 119 75 35 113 4735  0.22[<0.03,048]
Dellinger 2018 ~22 36 224 -16 33 226 527% -0.17[-0.38,0.01]
Total (95% C1) 343 339 100.0% 0.01 [-0.37, 0.40)
Hewrogenehy: Taw' = 0.07; Ch¥ = .03, df = 1 (P = 0.01); ¥ = B3N 5_“” ) v 100=
Test for overall effect: Z = 0.08 (P = 0.84) Favours [experimental] Favours [control]
4. FEFEAEH A
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SD Total Weight IV, Rand 95% C1 Year IV, Random, 95% CI
Payen 2015 181 96 119 159 B6 113 10008 -1.80 [-4.14,0.54] 2015
Total (95% CI) 119 113 100.0% -1.80[-4.14,0.54]
Heterogenehy: Not appikable T T { 100

Test for overall effect: 2 = 1.51 (7 = 0.13)

[}
Favours [experimental] Favours [control]



4. Funnel Plot
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