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PubMed search strategy (1% B 20194 4 B 22 RH)

#1 | (Sepsis[Mesh] OR "Shock, Septic"[Mesh] OR sepsis [tiab] OR | 420691
(septic[tiab] AND shock[tiab])) OR ("Critical lliness"[Mesh] OR
"Critical Care"[Mesh] OR "Intensive Care Units"[Mesh] OR
stressed[tiab] OR "critically ill"[tiab] OR "critical care"[tiab] OR
"intensive care"[tiab] OR ICU[tiab])

#2 | “ Respiration, Artificial”[MeSH Terms] OR | 221884
respiration[Title/Abstract]) OR “Ventilation, Mechanical’[MeSH
Terms]) OR ventilation[Title/Abstract] OR
ventilator[Title/Abstract]

#3 | #1 OR#2 602659

#4 | analgesia[MeSH] OR analgesia[tiab] OR sedation[tiab] 111904

#5 | "clinical protocols"[MeSH] OR ‘"clinical protocols"[tiab] OR | 585491
protocol[tiab] OR regimen[tiab] OR regime]tiab]

#6 | randomized controlled trial[pt] OR controlled clinical trial[pt] OR | 3884449
randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups[tiab] NOT (animals [mh]

NOT humans [mh]
#7 | #3 AND #4 AND #5 AND #6 475
CENTRAL search strategy (#8% H 20194 4 A 22 H)

#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 | MeSH descriptor: [Critical lllness] explode all trees 1845
#8 | MeSH descriptor: [Critical Care] explode all trees 1918
#9 | MeSH descriptor: [Intensive Care Units] explode all trees 3260
#10 | (stressed):ti,ab,kw 958
#11 | (critically ill):ti,ab,kw 5980
#12 | (critical care):ti,ab,kw 8789
#13 | (intensive care):ti,ab,kw 25081
#14 | (ICU):ti,ab,kw 10341
#15 | #1 OR #2 OR #3 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 46112
OR #12 OR #13 OR #14
#16 | MeSH descriptor: [Respiration, Atrtificial] explode all trees 5721
#17 | (respiration):ti,ab,kw 11858
#18 | (ventilation):ti,ab,kw 22494
#19 | (ventilator):ti,ab,kw 5321
#20 | #16 OR #17 OR #18 OR #19 31975
#21 | #15 OR #20 69197
#22 | MeSH descriptor: [Analgesia] explode all trees 7355
#23 | (analgesia):ti,ab,kw 33885
#24 | (sedation):ti,ab,kw 16156
#25 | #22 OR #23 OR #24 46814
#26 | MeSH descriptor: [Clinical Protocols] explode all trees 17248
#27 | (clinical protocols):ti,ab,kw 18233
#28 | (protocol):ti,ab,kw 78420
#29 | (regimen):ti,ab,kw 50267
#30 | (regime):ti,ab,kw 3460
#31 | #26 OR #27 OR #28 OR #29 OR #30 140775
#32 | #21 AND #25 AND #31 889
EZrh R4 EE search strategy (#& % B 20194 4 A 24 H)
#1 | (BXILAE/TH or BRIMMAGE/TA)) and (PT==:&EkBR<) 22405
#2 | (Yavy-RIMAEM/TH or BUlniE4ES 3v0/TA)) and (PT=%& 8k 6145
Fx<)
#3 [ (DIT1ahIIVr7ITHor 2)T4hILr7ITA)) and (PT=%Z 5k 6056
<)




#4 | ((ICU/TH or ICU/TA)) and (PT=& #x&<) 45475
#5 |#1or#2or#3 or#4 70370
#6 | (AIFRIR/TH or A TFEDR/TA)) and (PT=2#53<) 31383
#7 | (ATFRIRZE/TH or A TFFIRS2/TA)) and (PT=R#43<) 12762
#8 | #6 or #7 32717
#9 | #50r#8 98286
#10 | (BRERZBba—JL/TH or BRERTOR3—IL/TA)) and (PT=5&& 33426
BR<)
#11 | SO LAELEEEER/TH or #5242 LEEEEEER/TH or S04 301704
LE/AL or EAEAE/AL or LEEEAER/AL or ERFREXBR/AL or 7
StAR/AL or 3tEB/AL or 3 bA—)L/AL or BRERBFZE/AL
#12 | #9 and #10 and #11 63
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Random seguence generation {selection hias)

Allocation concealment {selection hias)

O 0O 0O ®| ®| @ @ |cindingofparticipants and personnel (performance bias)

Selective reporting {reparting hias)

~)
< | @ |other hias

<~ | @ | ® | @ | ncomplete outcome data (atirition bias)

O 0 0 ® O @ ® | cindingofoutcome assessment (detection bias)

Ereen 20052 | 2

Brook 1393 | @ | @ ?
Bucknall 2008 | @ | @ 2 ®
Karabinis 2004 | 2 | 2 2@
Muellejans 2006 | 2 | 2 ® 7 e
Rozendaal 2008 | 2 | 2 ? ® e

strom 2010 | @ | @ ® o e
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Intervention Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvents Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Brook 1994 49 162 57 159 44.9% 0.84 [0.62,1.15] 1999 -a
Karahinis 2004 4 g4 2 TO1E% 1.83[0.358,9.73] 2004 —
Breen 2004 7 57 ] 48 38% 1.18 [0.40, 3.48] 2004 e —
Bucknall 2008 3w 183 35 189 2T.6% 1.16 [0.78,1.73] 2008 =
Strom 2010 20 54 g 58 22.1% 0.781[0.50,1.22] 2010 T
Total (95% CI) 511 501 100.0% 0.93 [0.75, 1.14] <
Total events 114 126
Heterogeneity: Tau®= 0.00; Chi*=294 di=4 (P=057) F=0% o 0 10 100

Testfor overall effect £=0.70(F=0.48)

7 bHLD ANITHERHAR

Favours [Intervention]

Favours [Control]

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Rand 95% Cl_Year IV, Rand 95% CI
Brook 1999 891 1336 162 124 1536 159 101% -3490[66.42,-3.38] 1999 +———————
Karahinis 2004 24.83 22 47 37.04 200 28 302% -12.21[21.93,-249) 2004 —
Breen 2005 94 1508 57 1478 1508 48 3T7% -53A0[111.40,4.40] 2005 +
Muellejans 2006 207 52 38 242 733 T4A% -3.50 [-6.39,-0.61] 2008 b
Bucknall 2008 79 1168 153 58 1094 159 13.8%  21.00[4.13 46.13] 2008 e —
Rozendaal 2009 936 156 95 1224 2045 108 4.9% -28.80[79.27, 2067] 2009 +
Total (95% CI) 554 536 100.0%  -8.99 [-20.66, 2.68] i
Heterogeneity, Tau®=92.73; Chi*=14.07, df= 5 (P=0.02); F= 64% 1 y

Testfor averall effect Z=1.51 (P=0.13)
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Experimental Control

Mean Difference

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Strom 2010 138 N 55 96 10 58 100.0% 420[0.32,8.08] 2010
Total {95% CI) 55 58 100.0% 4.20[0.32, 8.08] = R—
?ef;ogenemn Nfort aﬁ?“-cibq'i P=0.03 -0 5 ! : 10
estfor overall effect 7= 212 (P = 0.03) Favours [Intervention] Favours [control]
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777 bH LG ICU BIEHRME
Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl Year IV, Random, 95% CI
Erook 1959 1368 1416 162 180 1586 189 10.2%  -43.20[-75.81,-10.58] 1999
Karabinis 2004 4345 333 47 4963 3449 28 324% -613[22.18,9.92] 2004 —
Ereen 2005 1873 4662 57 2098 4662 48 0.4% -22.50[201.60,166.50) 2008 * +
huellejans 2006 46.1 22 39 624 272 33 487% -16.30 [27.87,-4.73] 2006 -
Bucknall 2008 94 2087 153 g8 1783 159 6.1% B.00[-37.15, 49.15] 2008 I E—
Rozendaal 2009 14168 131 96 1896 3516 1049 2.3% -48.00[119.02, 2302 2009
Total (95% CI) 554 536 100.0% -15.15 [-26.08, -4.22] <
Heterogeneity: Tau?= 28.94: Chi*= 584 df=A (P =032 F=14% -1=DD -5=D 5=D 160
Testfor overall effect 2= 2.72 (F = 0.007) Favours [Intervention] Favours [Control]
AN
7Y HL® EFEGHHE
Intervention Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Erook 1939 14 162 21159 338% 065 [0.35 1.24] 1993 —
karabinis 2004 4 a4 4 7T E% 092 [0.24 3.54] 2004 —
Ereen 2005 7 a7 G 48 13.3% 098 [0.35 2.73] 2005 . E—
Muellejans 2006 4 40 G 39 98% 065 [0.20,2.13] 2006 .
Bucknall 2008 2 1482 1183 24% 208018 22.69] 2002
Rozendaal 2009 10 96 10 108 2000% 1.14 0,48, 2.61] 2009 e
Strom 2010 G a4 7 88 131% 090032 252] 2010 —_—
Total (95% CI) 647 649 100.0% 0.85 [0.58, 1.23] <
Tatal events 47 58
e 2 P _ _ Ee \ : . |
?eti;ogenem;.lT?ru t-ZIJ_DE 8C?hlp-_10.9349, df =6 (P =0492), F=0% 'U.D1 0:1 1'0 'IUU'
estfor averall effect 7= 0.87 (F = 0.39) Favours [Intervention] Favours [Control]
77 bHLE HAEOFKLERK
Intervention Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Muellejans 2006 7 40 9 39 100.0% 0.76[0.31,1.84] 2006
Total (95% CI) 40 39 100.0% 0.76 [0.31, 1.84] e ———
Total events 7 9
Heterogeneity, Mot applicable 0z g z :

Testfor averall effect: £=0.61 {F = 0.54)
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Favours [Intervention] Favours [control]
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