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PubMed search strategy (18 % H 2019 % 4 H 19H)
#1 | (Sepsis[mh] OR "Shock, Septic"[mh] OR sepsis [tiab] OR (septic[tiab] 175110
AND shock(tiab]))

#2 | (Respiration, Artificiallmh] OR Ventilator Weaning[mh] OR Ventilators, 89452
Mechanical[mh] OR ventilator[tiab])
#3 | (Dexmedetomidine[mh] OR Propofollmh] OR Benzodiazepines[mh] 99633

OR lorazepam[mh] OR midazolam[mh] OR "Adrenergic alpha-2
Receptor Agonists"[mh] OR Benzodiazepine[tiab] OR lorazepam([tiab]
OR midazolam][tiab] OR dexmedetomidine[tiab] OR propofol[tiab])

#4 | (randomized controlled trial[pt] OR controlled clinical trial[pt] 3883436
OR randomized][tiab] OR placebo][tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups[tiab] NOT (animals [mh] NOT
humans [mh])

#5 | (#1 OR#2) AND #3 AND #4 887

CENTRAL search strategy (1% B 2019% 48 19H)

#1 MeSH descriptor: [Sepsis] explode all trees 3998
#2 | MeSH descriptor: [Shock, Septic] explode all trees 771
#3 | (sepsis):ti,ab,kw 10248
#4 | (septic):ti,ab,kw 4108
#5 | (shock):ti,ab,kw 9214
#6 | #4 AND #5 2738
#7 | #1 OR#2 OR #3 OR #6 12972
#8 | MeSH descriptor: [Respiration, Artificial] explode all trees 5721
#9 | MeSH descriptor: [Ventilator Weaning] explode all trees 483
#10 | MeSH descriptor: [Ventilators, Mechanical] explode all trees 259




#11 | (ventilator):ti,ab,kw 5321
#12 | #8 OR#9 OR #10 OR #11 9648
#13 | MeSH descriptor: [Dexmedetomidine] explode all trees 1314
#14 | MeSH descriptor: [Propofol] explode all trees 4484
#15 | MeSH descriptor: [Benzodiazepines] explode all trees 8910
#16 | MeSH descriptor: [Lorazepam] explode all trees 784
#17 | MeSH descriptor: [Midazolam] explode all trees 2813
#18 | MeSH descriptor: [Adrenergic alpha-2 Receptor Agonists] explode all 230
trees
#19 | (Benzodiazepine):ti,ab,kw 3128
#20 | (lorazepam):ti,ab,kw 1904
#21 | (midazolam):ti,ab,kw 7910
#22 | (dexmedetomidine):ti,ab,kw 3767
#23 | (propofol):ti,ab,kw 12463
#24 | #13 OR#14 OR#15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 28847
OR #22 OR #23
#25 | (#7 OR #12) AND #24 745
A Trial 739
EZrh R 55 search strategy (8% B 20194 4 A 19 H)
#1 | (BRILE/TH or BXMLAE/TA)) and (PT=2H R 22405
#2 | (AIFER/TH or AIMER/ TA)) and (PT=£ 55358 31383
#3 | (AIZFEIRZRERNIZTL/TH or ATFFIRZRERDE T L/TA or A IFFIRER 1321
N5 L/TA) and (PT=5 & EXERC)
#4 | #1 OR #2 OR #3 52746
#5 | ((Dexmedetomidine/TH or Dexmedetomidine/ TA)) and (PT==& %% 881
#6 | ((Propofol/TH or Propofol/ TA)) and (PT=R&#kB<) 3429
#7 | ((Benzodiazepines/TH or Benzodiazepines/ TA)) and (PT=R& R 13892
#8 | ((Lorazepam/TH or lorazepam/ TA)) and (PT=&Z#k[5<) 509
#9 | ((Midazolam/TH or Midazolam/TA)) and (PT=%2&§%&<) 2286
#10 | (("Adrenergic Alpha—2 Receptor Agonists”/TH or “Adrenergic alpha—2 2660
Receptor Agonists”/TA)) and (PT=5& k<)
#11 | #5 OR #6 OR #7 OR #8 OR #9 OR #10 18929




#12 | SUA LB EEERERER/TH or #ESUAH LML ELERERER/TH or SUA LIE/AL or 301704
EIEABIL/AL or HLEERER/AL or EEERERER/AL or F512iR/AL or XtHE
/AL or JVMA—JL/AL or EGFRFFZE/AL

#13 | #4 AND #11 AND #12 70
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1696 of records
identified through
database
searching

887 MEDLIME via
PubMed

739 Cochrane
CENTRAL

T0 ICHUSHI

Mo additional
record identified
through ather
sOuUrces

——

!

1227 of records after
duplicates removed

1227 of records
screened

32 of full-text
articles assessed

for eligibility

16 of studies
included in
qualitative
synthesis

14 af studies
included in
quantitative
synthesis
(meta-analysis)

Risk of Bias f~ ! —

1195 of records
excluded

16 of full-text
articles excluded,
With reasans

6 wrang population
4 wrang
intervention

3 wrang study
design

2 different
language other
than
English/Japanese

1 wrong
publication type
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Propofol or Dexmedetomidi

Benzodiazepine

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI

1.1.1 Propofol

Carson 2006 8 68 8 -4} B.1% 0.71[0.26,1.82] 2006

Subtotal {95% CI) 68 64  6.1% 0.71[0.26,1.92]

Total events g g

Heterogeneity. Mot applicahle

Test for overall effect Z=0.68 (P =0.50)

1.1.2 Dexmedetomidine

Jakoh 2012 72 249 91 251 93.9% 0.80[0.62,1.039] 2012 1

Subtotal {95% CI) 249 251 93.9% 0.80 [0.62, 1.03]

Total events T2 91

Heterogeneity. Mot applicahle

Testfor overall effect Z=1.74 (P = 0.08)

Total (95% CI) M7 315 100.0% 0.79 [0.62, 1.01] =

Total events 78 a9

I = s ARSI L
. 5 - Favours Propofol or Dexme  Favours Benzodiazepine

Testfor subaroup differences: Chi®= 0.08, df=1 (P=082), F= 0%

T MALD ANIFPRETEHAR

Propofol or Dexmedetomidi

Benzodiazepine

Mean Difference

Mean Difference

Study or Subgroup Mean sD Total Mean  SD Total Weight [V, Random,95%Cl Year IV, Random, 95% Cl
1.2.1 Propofol

Carson 2006 5.8 5.04 65 84 748 G4 06% -2B0[479,-0.41] 2006

Meshil 2011 2.54 1.1 14 242 102 14 194% 012067, 091 2011 -

Zhou 2014 5.25 2.98 42 g 517 43 11.8%  -275[4.54,-0.96) 2014 —

Subtotal (95% CI) 124 121 41.0%  -1.59[-3.78,0.60] —i—

Heterogeneity: Tau®= 2.05; Chi*= 1196, df= 2 (P = 0.003); F= 83%

Testfor overall effect Z=142 (P=015)

1.2.2 Dexmedetomidine

Riker 2009 3.5 2.37 244 56 096 122 224% -210[2.44,-1.76] 2009 -

Jakob 2012 4.1 7.65 2489 613 7A3 251 18.2%  -1.82[3.25-0.59] 2012 —

MacLaren 2015 9.4 711 11 85 586 12 26% -010[535 515 2015

Lu 2016 2 15 40 43 22 40 194% -1.30[213,-0.47] 2016 ——

Subtotal (95% CI) 544 425 50.0% -1.89[2.32,-1.45] L

Heterogeneity: Tau®= 0.04; ChiF= 3,58, df= 3 (P = 0.31); F= 16%

Testfar overall effect Z= 850 (P = 0.00001)

Total {95% CI) 668 546 100.0% -1.56 [-2.46, -0.67] -

Heterageneity: Tau= 0.81; ChF= 2811, df= & (P = 0.00013; F= 79% I_m 5 5 PH

Testfor overall effect £=3.43 (P = 0.0006)

Testfor subgroup differences: Chi®= 007, df=1 (P=079. F= 0%

77k H LB

ICU 7w 7E A

Favours Rropofol or Dexme  Favours Benzodiazepine



Propofol or Dexmedetomidi Benzodiazepine Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
1.3.1 Propofol

Veinhroum 1997 N 22 # H 42 36 0.2% -1000[-25.75 5.75] 1997

Sanchezlzguierdo-Riera 19588 24 28 33 18 16 34 0.4% .00 [-4.80,16.80] 1998 —
Sandiumenge Camps 2000 18 [ 32 2025 13 il 1.7% -4.26[-9.28, 0.78] 2000 T

Carson 2006 83 741 63 104 748 64 B.1% -210[-4 64, 0.44] 2006 I

Mesnil 2011 12 8.89 14 12 583 14 1.4% 0.00 [-5.60, 5.60] 2011 T
Zhou 2014 10 16 42 17 7.4 43 1.8% -7.00[12.33,-1.67] 2014

Subtotal (95% CI) 220 222 11.2% -2.80[-5.52,-0.07] -

Heterogeneity, Tau®= 3.45; Chi*=7.29, df=5 (P = 0.20}, F= 31%
Testfor overall effect Z=2.01 (P=0.04)

1.3.2 Dexmedetomidine

Pandharipande 2007 7.5 10.37 52 9 4 51 4.4% -1.50-4.52,1.52] 2007
Riker 2009 5.9 0.98 244 TE 141 122 495%  AT0[1.08-1.42] 2000
Jakob 2012 ars 221 249 1013 1612 251 37% -1.34 -4 66, 1.98] 2012
MacLaren 2015 18.4 16.58 1M 161 16 12 02% 230H11.04,1664] 2016
Lu 2016 5.4 21 40 a 1.4 40 309%  -Z60[3.38 182 2016 -
Subtotal (95% CI) 596 476 88.8% -1.93[-2.44, 1.43] +

Heterogeneity: Tau®= 0.08; Chi*= 489 df=4 (P =0.28), "= 20%
Testfor overall effect Z=7.50 (P = 0.00001)

Total {95% Cl) 816 698 100.0% -2.06[-2.72, 1.39] +

. == - ChiE= - - E= + + L s
Heterogeneity: Tau®= 0.21; Chi*=13.04, df=10 (P = 0.22), F=23% = o m b

Testfor overall effect 2= 6.07 (P < 0.00001) Favours Propofol or Dexme  Favours Benzodiazepine
Testfor suboroun differences: Chi*= 038, df=1 (P = 0.54), F= 0%

T hHLD FE GBXTHREINTLWBIEREDNOLD)

Propofol or Dexmedetomidi ~ Benzodiazepine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% C| Year M-H, Random, 95% C|
1.4.1 Propofol
Chamorro 1996 1 a0 2 48 06% 0.48([0.04,512] 1996
Sanchez-Ilzquierdo-Riera 1998 [ 33 g 34 39% 0.77(0.30,1.99] 1998
Hall 2001 18 7 11 79 BAE% 1.40[0.69, 2.85] 2001 e
Carson 2006 28 6 24 B4 17.4% 098 [0.63,1.63] 2006 e —
Zhou 2014 7 42 10 43 48% 0.72[0.30,1.71] 2014 — T
Yu 2015 7 22 7 21 4 f% 0.95[0.40,2.26] 2015 —
Subtotal (95% Cl) 292 289 37.9% 0.97 [0.72,1.31] ~-
Total events ] 62

Heterogeneity: Tau®= 0.00; Chi*= 2.05, df = 5 (P = 0.84); F= 0%
Testfor overall effect Z=0.21 (P = 0.83)

1.4.2 Dexmedetomidine

Pandharipande 2007 El 52 14 51 B.2% 0.63[0.30,1.33] 2007 — T

Riker 2008 55 244 k)| 122 235% 0.85 [0.60,1.30] 2009 =

Jakoh 2012 B3 2449 449 251 NT% 1.30[0.93,1.80] 2012 T

MaclLaren 2015 2 11 1 12 0.7% 2181[0.23, 20.84] 2015

Subtotal (95% Cl) 556 436 62.1% 1.01 [0.72,1.41] —a-

Total events 129 95

Heterogeneity: Tau®= 0.04; Chi*= 4,53, df= 3 (P = 0.213 F= 34%

Testfor overall effect: Z=0.07 (F = 0.95)

Total (95% CI) 848 725 100.0% 1.02 [0.85,1.23]

Total events 1490 167

Heterogeneity: Tau?= 0.00; Chi*= 6.75, df= 3 (P = 0.66), F= 0% IEI‘\ UIZ EIIS 7 é 5}
Testfor overall effect Z=0.13 (° = 0.85) Favours Propafol or Dexme  Favours Benzodiazepine

Testfor subaroun differences: Chi*=0.04, df=1 (P = 0.85), F= 0%

T NHLE® FHESMRE



Propofol or Dexmedetomidi

Benzodiazepine

Risk Ratio

Risk Ratio

Study or Subgroup Events Total _Events Total Weight M-H, Random, 95% Cl _Year M-H, Random, 95% CI
1.5.1 Propofol

Hall 2001 13 ] 12 65 TB21% 1.19[0.59, 2.41] 2001

Carson 2006 3 68 1 G4 T% 2.82[0.30, 26.45] 2006

Subtotal (95% CI) 127 120  85.9% 1.20 [0.66, 2.52]

Total events 16 13

Heterageneity: Tau? = 0.00; Chi*= 053, df=1 (P=0.47), F=0%

Testfor overall effect Z=0.74 (P = 0.46)

1.5.2 Dexmedetomidine

Pandharipande 2007 4 52 2 i1 141% 1.96 [0.38,10.24] 2007 e —
Subtotal (95% CI) 52 51 14.1% 1.96 [0.38, 10.24] ——e
Tatal events 4 2

Heterageneity: Mot applicable

Testfor overall effect Z=080(FP =042}

Total (95% C1) 179 180 100.0% 1.37 [0.74, 2.54] “'

Total events 20 15

Heterogeneity: Tau?= 0.00; ChF= 0.74, df = 2 (P = 0.68); F= 0% Y o T o0

Test for overall effect Z= 099 {P =032}

Testfor subaroun differences: Chi®=0.21, df=1 (P = 0641, F=0%

Favours [experimental] Favours [control]
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