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PubMed search strategy (8% B 2019 & 5 A 3 H)

#1 | Sepsis[mesh] OR Sepsis[tiab] OR Toxemia[mesh] OR Toxemia][tiab]
OR “Shock, septic’ [mesh] OR “Shock, septic” [tiab] OR
“Disseminated Intravascular Coagulation’[mesh] OR “Disseminated
Intravascular Coagulation”[tiab] OR DIC[tiab] OR "Purpura
Fulminans"[mesh] OR "Purpura Fulminans"[tiab] OR
Thrombophilialmesh] OR  Thrombophiliatiab] OR  “Systemic
inflammatory response syndrome”’[mesh] OR “Systemic inflammatory
response syndrome”tiab] OR SIRS[tiab] OR “Multiple organ
failure’[mesh] OR “Multiple organ failure”[tiab] OR MOF[tiab] OR
“Organ Dysfunction scores’[mesh] OR “Organ Dysfunction
scores”[tiab] OR “multiple organ dysfunction syndrome”[tiab] OR
MODS[tiab]

#2 | “heparin"[mesh]) OR "heparinoids"[mesh]) OR "Heparin, Low-
Molecular-Weight"[mesh]) OR  "dalteparin"[mesh]) OR
"enoxaparin"[mesh]) OR "Nadroparin"[mesh]) OR
"Tinzaparin"[mesh]) OR "Heparin"[tiab]) OR “Heparin
sodium”[tiab]) OR *“Heparin Na”[tiab]) OR “Unfractionated
heparin”[tiab]) OR “Low molecular weight heparin”[tiab]) OR
(("heparin"[tiab] AND "Low-Molecular-Weight[tiab]"))) OR
"heparinoids"[tiab]) OR "danaparoid"[tiab]) OR "dalteparin”[tiab])
OR "enoxaparin"[tiab]) OR "Nadroparin"[tiab]) OR
"Tinzaparin"[tiab]

#3 | “randomized controlled trial” [pt] OR “controlled clinical trial” [pt]
OR “randomized” [tiab] OR “randomly” [tiab] OR “placebo” [tiab]
OR “clinical trials as topic” [mesh:noexp] OR “trial” [ti] NOT
(“animals” [mh] NOT “humans” [mh])
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#4 | #1 AND #2 AND #3 574
CENTRAL search strategy (8% H 2019 4 4 A 28 H)
#1 | MeSH descriptor: [Sepsis] explode all trees 3998
#2 | (sepsis): ti,ab,kw 10248
#3 | MeSH descriptor: [Toxemia] explode all trees 414
#4 | (toxemia): ti,ab,kw 285
#5 | MeSH descriptor: [Shock, Septic] explode all trees 771
#6 | (Shock, septic): ti,ab,kw 2738
#7 | MeSH descriptor: [Dissminated intravascular Coagulation] 105
explode all trees
#8 | (Dissminated intravascular Coagulation): ti,ab,kw 358
#9 | (DIC): ti,ab,kw 327
#10 | MeSH descriptor: [Purpura Fulminant] explode all trees 0
#11 | (Purpura Fulminant): ti,ab,kw 18
#12 | MeSH descriptor: [Thrombophilia] explode all trees 340
#13 | (Thrombophilia): ti,ab,kw 456
#14 | MeSH descriptor: [Systemic Inflammatory Response Syndrome] 4328
explode all trees
#15 | (Systemic Inflammatory Response Syndrome): ti,ab,kw 1194
#16 | (SIRS): ti,ab,kw 676
#17 | MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#18 | (multiple organ failure): ti,ab,kw 1667
#19 | (MOF): ti,ab,kw 141
#20 | MeSH descriptor: [Organ Dysfunction Scores] explode all trees 56
#21 | (organ dysfunction scores): ti,ab,kw 402
#22 | (Multiple organ dysfunction syndrome): ti,ab,kw 384
#23 | (MODS): ti,ab,kw 247
#24 | (Multiple organ dysfunction) : ti,ab,kw 784
#25 | #1~OR #24 16014
#26 | MeSH descriptor: [Heparin] explode all trees 4512
#27 | (heparin):ti,ab,kw 11015
#28 | MeSH descriptor: [Heparinoids] explode all trees 57
#29 | (heparinoids):ti,ab,kw 86
#30 | MeSH descriptor: [Heparin, Low-Molecular-Weight] explode all 1817




trees
#31 | (low-molecular-weight heparin):ti,ab,kw 3575
#32 | MeSH descriptor: [Dalteparin] explode all trees 333
#33 | (dalteparin):ti,ab,kw 671
#34 | MeSH descriptor: [Enoxaparin] explode all trees 656
#35 | (enoxparin):ti,ab,kw 2
#36 | MeSH descriptor: [Nadroparin] explode all trees 118
#37 | (Nadroparin):ti,ab,kw 296
#38 | MeSH descriptor: [Tinzaparin] explode all trees 68
#39 | (Tinzaparin):ti,ab,kw 227
#40 | ("unfractionated heparin"):ti,ab,kw 1632
#41 | (danaparoid) :ti,ab,kw 56
#42 | (“danaparoid sodium”) 17
#43 | (“danaparoid-sodium”) 17
#44 | #26-OR-#43 11722
#45 | #25 AND #44 544

EFRRMES search strategy (#8%H 2019 £5 A 3 H)

#1 | (BUME/TH OR BUMAE/TA OR 2 B M R FE SOSHEMEHRF/TH OR 4 70348

B SE ROCTEMERE/TA OR SIRS/TA OR "> = v 7 BMmE"/TH

OR"Y = v 7, HmfE"/TAOR DIC/TH OR DIC/TAOR #&fE 4 1M

MNEEE/TA OR % fiE#s ~4/TH OR % fidi#s ~4/TA OR MOF/TA OR

MODS/TA OR % fifas A & E M/ TA OR BEME4EIEHH/TH OR &

B EEBTR/TA) AND (PT=23805 <)
#2 | Heparin/TH or Heparin/TA or Heparinoids/TH or Heparinoids/TA 15319

or "Danaparoid Sodium"/TH or "Danaparoid Sodium"/TA or Low-
Molecular-Weight Heparin/TH or {7 F~/\1) > /TA or Low-
Molecular-Weight Heparin/TA or Dalteparin/TH or Dalteparin/TA
or & )L-77%1)/TA or Enoxaparin/TH or Enoxaparin/TA or T/ %
H/\1)2/TA or Nadroparin/TH or Nadroparin/TA or +KFB@/\1)>
/TA or Tinzaparin Sodium/TH or Tinzaparin Sodium/TA or Fu#
NYJITA or RHOEAN/SYUITA or FF/304F/TA or 4F/304
FFrUDL/TAor A4 /884K Naor ~A/RYDTA or ~/8) /4
RITA ~NsRYEEITA AR EEUTA or AN/ EEEIETA
and(PT=%Z#kBR<)




#3

S LML LLEREER/TH or S A LALLLEHEER/TH or SU5 L
E/AL or EAEZIL/AL or LLERERER/AL or EREREXER/AL or T35+
R/AL or xtBB/AL or O~ kO—)L/AL or BREREAZE/AL

302233

#4

#1 AND #2 AND #3

147




PRISMA 7 u —[X]

1265 records identified through database searching No additional record identified through other sources

574 MEDLINE(via Pubmed)
544 Cochrane CENTRAL
147 ICHUSHI

|

| 1046 records after duplicated removed |

| 1046 records after duplicated removed l—bl 1006 records excluded

40 full-text articles assessed for eligibility [——»|

38 full-text articles with reasons
21 Different study design

12 Different intervention

5 Different language other than
English/Japanese

2 studies included in quantitative synthesis
(meta-analysis)

Risk of Bias #= Y —

Allocation concealment (selection bias)

Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)
Selective reporting (reporting bias)

. . Blinding of participants and personnel (performance bias)

. . Random sequence generation (selection bias)
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Heparin Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Liu 2014 7 22 6 15  38.3% 0.70[0.18, 2.75] —
Yang 2016 5 105 12 119 61.7% 0.45[0.15, 1.31] —T
Total (95% CI) 127 134 100.0% 0.53 [0.23, 1.24] -
Total events 12 18
Heterogeneity: Tau? = 0.00; Chi? = 0.26, df = 1 (P = 0.61); 12= 0% ; f f
Test f Il effect: Z=1.47 (P =0.14 0.02 0.1 ! 10
est for overall effect: Z = 1.47 (P = 0.14) Heparin  Placebo
A OFE
Heparin Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Liu 2014 0 0 0 0 Not estimable
Yang 2016 5 105 12 119 100.0% 0.45[0.15, 1.31] _._‘
Total (95% ClI) 105 119 100.0% 0.45[0.15, 1.31] i
Total events 5 12
e - 1 b wr
est for overall effect: Z=1.47 (P = 0.14) Heparin Placebo
DIC ek
Heparin Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Yang 2016 0 0 0 0 Not estimable
Liu 2014 2 2 6 15 100.0% 0151003089 —F——
Total (95% CI) 22 15 100.0% 0.15[0.03, 0.89] ettt
Total events 2 6
Heterogeneity: Not applicable I t } |
B _ 0.01 0.1 1 10 100
Test for overall effect: Z =2.09 (P = 0.04) Heparin Placebo
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