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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 “sepsis” [tiab] OR
(“septic” [tiab] AND “shock” [tiab]) OR “systemic inflammatory
response syndrome” [tiab] OR SIRS [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])

562968

#2

“Antithrombins” [Mesh] OR “Antithrombin Proteins” [Mesh] OR
“Antithrombin  1lI” [Mesh] OR “Antithrombin” [tiab] OR
"Antithrombin I1I"[tiab] OR AT [tiab] OR “AT IlI” [tiab]

26529

#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 AND

433

CENTRAL search strategy (#8% H 2019 4 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 | (septic):ti,ab,kw 4108
#10 | (systemic inflammatory response syndrome):ti,ab,kw 1194
#11 | (SIRS):ti,ab,kw 676
#12 | (multiple organ dysfunction):ti,ab,kw 772
#13 | (multiple organ failure):ti,ab,kw 1667
#14 | (MOF):ti,ab,kw 141
#15 | (critically ill):ti,ab,kw 5980
#16 | (stressed):ti,ab,kw 958
#17 | (critical care):ti,ab,kw 8789
#18 | (intensive care):ti,ab,kw 25082
#19 | MeSH descriptor: [Disseminated Intravascular Coagulation] 105
explode all trees
#20 | MeSH descriptor: [Thrombocytopenia] explode all trees 1144
#21 | MeSH descriptor: [Blood Coagulation Disorders] explode all trees 1466
#22 | (DIC):ti,ab,kw 327
#23 | (disseminated intravascular coagul*):ti,ab,kw 383
#24 | (thrombocytopenic):ti,ab,kw 1234
#25 | (coagulopathy):ti,ab,kw 1091
#26 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 #8 OR #10 OR #11 42214
OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19
OR #20 OR #21 OR #22 OR #24 OR #25
#27 | MeSH descriptor: [Antithrombins] explode all trees 760
#28 | MeSH descriptor: [Antithrombin Proteins] explode all trees 781
#29 | MeSH descriptor: [Antithrombin Il1] explode all trees 477
#30 | (Antithrombin):ti,ab,kw 1780
#31 | (ATHI):ti,ab,kw 183
#32 | #27 OR #28 OR #29 OR #30 OR #31 2598




#33 | #26 AND #32 364
EZFrh RS search strategy (#8% B 20194 4 B 27 H)

#1 | (BRIYE/TH or BRIMYE/TA or sepsis/TA or septic/TA) and (PT=23& 23,321
£%B2<)) and (PT=%5%k2<)

#2 | (avy-BMmAE/TH or BILEME S 3V P/TA) and (PT=5&%R<) 6,145

#3 | (ZEHFAL2/TH or LB L/TA) and (PT=2:&EZER<) 6,286

#4 | (EESMRERGERBE/TH or £ 5 M X KRG ERBE/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=2588kBR<)

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

#7 | (DIC/TH or DIC/TA or "Disseminated Intravascular Coagulation"/TA 43,791
or EEMMERNERE/TA) and (PT=2&5%FR<)

#8 | (H/MRIBAME/TH or /MR AMAL) and (PT==:&#FR<) 17,864

#9 | (MMRBEEE/THor MKEEEE/TAand or B E/TAor EERE 1,515
E/TA or ETTHE/TA) and (PT=3&8<)

#10 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 129,154

#11 | (Antithrombins/TH or Antithrombin/TA or 7> F kB2 E 2 /TA or 7,352
"ATII"/TA) and (PT=528%x<)

#12 | SUF LMELLEGERBR/TH or S 4 LALLLEERKER/TH or 524 Lk | 301,704
IALor $E{EAIL/ALor LLEREAER/AL or BREREXBR/AL or T5H7R/AL
or ®HE/AL or 3> kA—)L/AL or ERERBFZR/AL

#13 | #10 and #11 and #12 182




PRISMA 7 u—[X|

979 recards identified through database searching
433 MEDLIME (source, PubMed)

364 Cochrane Central Register of Controlled Trials
182 ICHUSHI

688 records excluded after screening af
717 records after duplicates removed .l fitles and abstracts

24 full-text articles excluded, with reasons
10 Wrang population

9 Wrong publication type

2 fareign language

1 Wrang drug

1 Wrang study design

‘29 full-text articles assessed for eligibility ‘_.. 1 Wrang outcome

‘5 studies were included in qualitative synthesis (meta-analysis) ‘




Risk of Bias #= U —

. Selective reporting (reporting bias)

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

@ | ® | @ | Biinding of participants and personnel (performance bias)
‘ ‘ . Blinding of outcome assessment (detection bias)

. ‘ ’ Allocation concealment (selection bias)

O O O | O | ncomplete outcome data (attrition bias)
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Baudo 1998 ®
Fourrier 1993 ? ‘
Gando 2013 ® 0
Inthom 1997 | 2 | 2 | 2 | 2 CIC )
Kienast 2006 ' . . . . .
A 2. =
FLTH
Antithrombin Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baudo 1998 23 33 20 23 57.4% 0.8015[0.6088, 1.0553]
Fourrier 1993 4 17 9 18 4.6% 0.4706[0.1778, 1.2458] B
Gando 2013 3 30 4 30 2.2% 0.7500[0.1833, 3.0683] N
Inthorn 1997 3 7 7 7  6.7% 0.4667 [0.2085, 1.0447] |
Kienast 2006 29 114 46 115 29.2% 0.6360 [0.4324, 0.9354] —
Total (95% Cl) 201 193 100.0% 0.7042[0.5717, 0.8673] ¢
Total events 62 86
itv: 2 = - 2= = = * 12 =09 | } }
Heterogeneity: Tau? = 0.00; Chiz = 3.26, df = 4 (P = 0.51); I2= 0% 0.01 01 1 10

Test for overall effect: Z = 3.30 (P = 0.0010)

Favours [Antithrombin] - Favours [Control]



HRIL A BRI

Antithrombin Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fourrier 1993 0 14 1 18 9.7% 0.4222[0.0185, 9.6405]
Gando 2013 0 30 0 30 Not estimable
Kienast 2006 8 114 6 115 90.3% 1.3450[0.4820, 3.7537]
Total (95% Cl) 158 163 100.0% 1.2018[0.4532, 3.1867]
Total events 8 7

Heterogeneity: Tau2 = 0.00; Chiz = 0.48, df = 1 (P = 0.49); 12= 0%
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Test for overall effect: 2=0.37 (P = 0.71) Favours [Antithrombin] - Favours [Control]
DIC ek
Antithrombin Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
Fourrier 1993 9 17 2 18 23.1%  4.7647[1.1971, 18.9652] - &
Gando 2013 6 30 6 30 70.8%  2.6667[1.2101, 5.8762] ——
Inthorn 1997 7 7 0 7  6.1% 15.0000[1.0185, 220.9196] >
Total (95% Cl) 54 55 100.0%  3.3892 [1.7437, 6.5875] <@
Total events 32 8
ity: 2 = . 2 = = = “12=09 | } } |
1}-_iet(terfogenenyl.lT.:\fu : ;)E)(; gglp—lbgébgfg 2(P=0.38); 2= 0% 0.01 o1 1 10 100
est for overall effect: Z = 3.60 (P =0. ) Favours [Control] Favours [Antithrombin]
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