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PubMed search strategy (1% B 20194 4 A 27 H)

#1

“Sepsis” [Mesh] OR “Shock, Septic” [Mesh] OR “Systemic
Inflammatory Response Syndrome” [Mesh] OR “Multiple Organ
Failure” [Mesh] OR “Critical lliness” [Mesh] OR “Critical Care”
[Mesh] OR “Intensive Care Units” [Mesh] OR "Purpura
Fulminans"[mesh] OR Thrombophilia[mesh] OR Toxemia[mesh]
OR “sepsis” [tiab] OR (“septic” [tiab] AND “shock” [tiab]) OR
“systemic inflammatory response syndrome” [tiab] OR SIRS
[tiab] OR "Purpura Fulminans"[tiab] OR Thrombophilia[tiab] OR
Toxemia[tiab] OR “multiple organ dysfunction” [tiab] OR “multiple
organ failure” [tiab] OR MOF [tiab] OR “critically ill“ [tiab] OR
“stressed” [tiab] OR “critical care” [tiab] OR “intensive care” [tiab]
OR "Disseminated Intravascular Coagulation" [Mesh] OR
"Thrombocytopenia" [Mesh] OR "Blood Coagulation Disorders"
[Mesh] OR “Disseminated Intravascular Coagulation”[tiab] OR
“DIC” [tiab] OR “thrombocytopenic” [tiab] OR “coagulopathy”
[tiab] OR ("Coagulation"[tiab] AND “Disorder*"[tiab])

574410

#2

“Thrombomodulin” [Mesh] OR “recombinant human soluble
thrombomodulin” [tiab] OR “recombinant thrombomodulin[tiab] OR
“ART-123" [tiab] OR “ART123” [tiab] OR “thrombomodulin”[tiab]
OR “thrombomodulin alpha”[tiab] OR rTM [tiab] OR rhTM [tiab] OR
“recomodulin” [tiab]

4906

#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])

1123161




#4 | #1 AND #2 AND #3 85
CENTRAL search strategy (8% H 2019 & 4 A 27 H)
#1 | MeSH descriptor: [Sepsis] explode all trees 3998
#2 | MeSH descriptor: [Shock, Septic] explode all trees 771
#3 | MeSH descriptor: [Systemic Inflammatory Response Syndrome] 4328
explode all trees
#4 | MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#5 | MeSH descriptor: [Critical lliness] explode all trees 1845
#6 | MeSH descriptor: [Critical Care] explode all trees 1918
#7 | MeSH descriptor: [Intensive Care Units] explode all trees 3260
#8 | (sepsis):ti,ab,kw 10248
#9 | MeSH descriptor: [Thrombophilia] explode all trees 340
#10 | MeSH descriptor: [Toxemia] explode all trees 414
#11 | (septic):ti,ab,kw 4108
#12 | (systemic inflammatory response syndrome):ti,ab,kw 1194
#13 | (SIRS):ti,ab,kw 676
#14 | (multiple organ dysfunction):ti,ab,kw 772
#15 | (multiple organ failure):ti,ab,kw 1667
#16 | (MOF):ti,ab,kw 141
#17 | (critically ill):ti,ab,kw 5980
#18 | (stressed):ti,ab,kw 958
#19 | (critical care):ti,ab,kw 8789
#20 | (intensive care):ti,ab,kw 25082
#21 | (toxemia):ti,ab,kw 285
#22 | (Thrombophilia):ti,ab,kw 456
#23 | MeSH descriptor: [Disseminated Intravascular Coagulation] 105
explode all trees
#24 | MeSH descriptor: [Thrombocytopenia] explode all trees 1144
#25 | MeSH descriptor: [Blood Coagulation Disorders] explode all trees 1466
#26 | (DIC):ti,ab,kw 327
#27 | (disseminated intravascular coagul*):ti,ab,kw 383
#28 | (thrombocytopenic):ti,ab,kw 1234
#29 | (coagulopathy):ti,ab,kw 1091
#30 | (Purpura Fulminant):ti,ab,kw 3




#31 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 #8 OR #12 OR #13 42214
OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #23
OR #24 OR #25 OR #26 OR #28 OR #29 OR #30

#32 | MeSH descriptor: [Thrombomodulin] explode all trees 96

#33 | (ART-123):ti,ab,kw 29

#34 | (rTM):ti,ab,kw 59

#35 | (rhTM):ti,ab,kw 17

#36 | (recombinant human soluble thrombomodulin):ti,ab,kw 40

#37 | (recombinant thrombomodulin):ti,ab,kw 79

#38 | (Thrombomodulin alpha):ti,ab,kw 46

#39 | #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 245

#40 | #31 AND #40 92

EZFrh RS search strategy (#8 % B 20194 4 B 27 H)

#1 | ((BRInfE/TH or BRIMJE/TA or sepsis/TA or septic/TA) and (PT=%&5% 23,321
#%FR<)) and (PT==F&EXER<)

#2 | (Pavy-BRIEM/TH or BUMEM S 3v9/TA) and (PT==3&EkBR<) 6,145

#3 | (BIEHFATL/MTH or ZHEZFRFL2/TA) and (PT=2:EHFR<) 6,286

#4 | (ESMRERGERE/TH or £ 5 M X E RIGERBE/TA or 1,607
systemic/AL and inflammatory/AL and response/AL and
syndrome/TA or SIRS/TA) and (PT=55%5%%<)

#5 | (E M RERGERE/TH or £ 5 M & RIGEREBE/TA or 17,970
"systemic inflammatory response syndrome"/TA or SIRS/TA) and
(PT=2588kFR<)

#6 | (ICU/TH or ICU/TA or SEHERZ=/TA) and (PT==Z&#%FR<) 46,943

#7 | (DIC/TH or DIC/TA or "Disseminated Intravascular Coagulation"/TA 43,791
or HEFEMEMEMNEEI/TA) and (PT=2E k<)

#8 | (M/IMRFEAE/TH or M/MMREAAL) and (PT=2i&8%ER<) 17,864

#9 | (MASEEE/MTHor MiAEREZERE/TAand or @R/ TA or EEEE 1,515
E/TA or EEEITTH/TA) and (PT=:&ERER<)

#10 | (EEMEBR/TH or BEEMEBIA/TA) and (PT=2kF3<) 120

#11 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 129,205

#12 | (Thrombomodulin/TH or Thrombomodulin/TA or Eis FiA 2z B 4,101
ErEREROUAREDSUDITA or FAVKREDYVITA o JIED
a2 ITAor rTM/TA or thTM/TA or "TM alfa"/TA or ART-123/TA) and




(PT=&8%R<)

#13 | S4 LCLLEGERER/TH or #5204 LELEEERER/TH or S04 Lk | 301,704
IALor fE{EAIL/ALor LEEEAER/AL or BRERERER/AL or TS5t7R/AL
or xfH8/AL or a>kO—/L/AL or BEERBFZ/AL
#11 and #12 and #13 126

#14




PRISMA 7 u—[X|

303 recards identified through database searching
85 MEDLINE (source, PubMed)

92 Cochrane Central Register of Cantralled Trials
126 ICHUSHI

287 recards after duplicates removed

42 full-text articles assessed far eligibility

245 recards excluded after screening af
titles and abstracts

39 full-text articles excluded, with reasons
19 Wrong publication type

18 Wrong study design

2'Wrong drug

3 studies were included in qualitative synthesis (meta-analysis)




Risk of Bias #= U —

Allocation concealment (selection bias)

® | @ | @ | sclective reporting (reporting bias)

‘ ‘ . Other bias

. . . Blinding of participants and personnel (performance bias)
‘ ‘ . Blinding of outcome assessment (detection bias)
. . . Incomplete outcome data (attrition bias)

® | ® | @ | Random sequence generation (selection bias)

Hagiwara 2016 ?
SCARLET 2019 +
Vincent 2013 ?

74VAF7ay b

VAR
™ Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Hagiwara 2016 8 47 7 45 39% 1.09[0.43, 2.77]
SCARLET 2019 82 307 105 327 56.8% 0.83[0.65, 1.06]
Vincent 2013 66 371 80 370 39.3% 0.8210.61, 1.10]
Total (95% CI) 725 742 100.0% 0.84[0.70, 1.01]
Total events 156 192

itv: 2 = N 2= = = 12 =09 I } T T 1
Heterogeneity: Tau? = 0.00; Chi? = 0.34, df =2 (P = 0.85); I2= 0% 0.01 01 1 10 100

Test for overall effect: Z=1.90 (P = 0.06) Favours [fTM] Favours [control]




HRIL A BRI

rm™ Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Hagiwara 2016 2 47 1 45 34% 1.91[0.18, 20.39]
SCARLET 2019 23 395 16 405 49.5% 1.471[0.79, 2.75] i
Vincent 2013 19 371 17 370 47.1% 1.11[0.59, 2.11]
Total (95% Cl) 813 820 100.0% 1.30[0.84, 2.02]
Total events 44 34
P 2 — . 2 - - - S 12=00 L 1 1 ]
_I;Iet(::(ogeneltyl.l Tgu ; 25)01 f:l ; _Og‘.fzilldf 2(P=0.79); 2= 0% IO.O 1 07 1 i 1'0 100'
est for overall effect: Z=1.19 (P = 0.24) Favours [ITM] Favours [control]
DIC &
rT™ Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Hagiwara 2016 21 47 17 42 728% 1.421[0.91, 2.21] -
Vincent 2013 13 45 10 53 27.2% 1.53[0.74, 3.15] T
Total (95% Cl) 92 95 100.0% 1.4510.99, 2.11] - 4
Total events 40 27
ihye 2 = . i2 = = - S 12 =00 ! } Il ]
Heterogeneity: Tau? = 0.00; Chi2 = 0.03, df = 1 (P = 0.86); 2= 0% '0. o1 07 1 1 1'0 100'

Test for overall effect: Z=1.93 (P = 0.05)
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