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PubMed search strategy (#8% B 20194 5 A 26 H)

#1

(“Respiratory Insufficiency”[mesh] OR “Respiratory

Insufficiency” [tiab] OR “Positive-Pressure

Respiration”[mesh] OR “Positive-Pressure

Respiration”[tiab] OR “Ventilators, Mechanical”[mesh] OR

“Ventilators, Mechanical”[tiab] OR “Lung Diseases”[mesh]

OR “Lung Diseases”[tiab] OR “Respiration

Disorders”[mesh] OR “Respiration Disorders”[tiab] OR

“positive pressure ventilation”[tiab] OR “continuous

positive airway pressure”[tiab] OR “CPAP ventilation”[tiab]

OR “biphasic continuous positive airway pressure”[tiab] OR

“nasal continuous positive airway pressure”[tiab] OR

“bilevel continuous positive airway pressure”[tiab]) AND

(“open lung”[tiab] OR “positive end expiratory
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pressure” [tiab] OR PEEP[tiab]) AND (randomized controlled

trial[pt] OR controlled clinical trial[pt] 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]))

CENTRAL search strategy (8% H 20194 58 26 H)

#1

(“Respiratory Insufficiency”[mesh] OR “Respiratory

Insufficiency”[tiab] OR “Positive-Pressure

Respiration”[mesh] OR “Positive-Pressure

Respiration”[tiab] OR “Ventilators, Mechanical”[mesh] OR

“Ventilators, Mechanical”[tiab] OR “Lung Diseases”[mesh]

OR “Lung Diseases”[tiab] OR “Respiration

Disorders”[mesh] OR “Respiration Disorders”[tiab] OR

“positive pressure ventilation”[tiab] OR “continuous

positive airway pressure”[tiab] OR “CPAP ventilation” [tiab]

OR “biphasic continuous positive airway pressure”[tiab] OR

“nasal continuous positive airway pressure”[tiab] OR
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“bilevel continuous positive airway pressure”[tiab]) AND
(“open lung”[tiab] OR “positive end expiratory

pressure” [tiab] OR PEEP[tiab]) AND (randomized controlled
trial[pt] OR controlled clinical trial[pt] 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]))

Erh R :E search strategy (8% B 20194 5 A 26 B)

#1

((((EIRAR4L/TH or FEIRAAL/TA)) and (PT=2# <)) or

(((BEEMETR/TH or FBERERL/TA)) and (PT=2355 <)) or

(((NTPEOR2s/TH or ATMEIR2S/TA)) and (PT=2E5 <))

or (((BiE&s8/TH or FiEE/TA)) and (PT=2%5#K: <)) or

(("FIRFEE/TH or MEIREE/TA)) and (PT=5386k <))) and

((("open lung"/TA) and (PT=%2%: <)) or (METIRKGE

/TA) and (PT=2&8kkk <)) or (PEEP/TA) and (PT=2 &5k

<)) and (5 > & LL L ERERER/TH or %5 & LALHLERER

/THor 7> & L1b/AL or EEAAL/AL or LLEEAER/AL or B&
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REER/AL or 7'Z & R/AL or SBE/AL or 3> b B —JL/AL

or FERATZC/AL)
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Risk of bias summary
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Forrest plot

Outcome 1: mortality

High PEEP Low PEEP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Amato 190K 13 20 17 24 5.0% 0.63 [0.39, 1.02] —
Brower 2004 76 276 68 273 11.3% 1.11 [0.83, 1.48] T
Cavalcant 2017 277 s01 251 509 25.5% 1.12 [1.00, 1.28] -
Kacmarek 2016 2B 99 33 101 6.2% 0.87 [0.57,1.32] —r
Manzano 2008 18 64 18 &3 1.7% 1.17 [0.686, 2.06] T
Meade 2008 173 475 205 508 21.0% 0.90 [0.77, 1.08] -
Mercat 2008 107  3ES 119 3z 15.4% 0.89 [0.72,1.11] -
Pepe 1084 13 44 1B a8 3.5% 0.70 [0.44, 1.41] —T
Villar 2006 iz 50 24 45 B.5% 1.20 [0.85, 1.69] T
Total (95% CI) 1923 1953 100.0% 0.98 [0.88, 1.10] 4
Total events 738 751

Heterogenehy: Taw? = 0.01; ChE = 12.74, df = B {P = 0.12}; F = 37% b o1

Test for overall effect: £ = .29 (P = (.77}

Outcome 2: ventilation free days

. 1
Favours [High PEEP] Fawvours [Low PEEP]

100

High PEEP Low PEEP Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Brower 2004 13.8 106 276 145 10.4 273 358X -0.70 [-2.46, 1.08]
Cavalcant 2017 5.3 B 501 &4 B.6 509 40.7% -1.10[-2.12, -0.08]
Villar 2006 108 94 50 6 79 45 23.4% 4.00 [1.42, B.38] e E—
Total (95% CI) B27 827 100.0% 0.45 [-2.02, 2.92]

Heterogenely: Taw® = 3.64; ChE = 10.51, df = 2 (P = 0.005); F = B1X

Test for overall effect 2 =036 (P = 0.72)

Outcome 3: barotrauma

-19 -5 [} 1
Favours [Low PEEP] Favours [High PEEP]

High PEEP Low PEEP Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI

Amato 1908 2 i) 10 24 00X 0.17 [0.04, D.68]

Brower 2004 11 276 1) 273 163X  1.00[0.47, 2.52] —

Cavalcantl 2017 28 501 B 509 171X  3.56[1.64, 7.73] —_—

Manzano 2008 1 64 5 &3 5.7%  0.20 [0.02, 1.54]

Meade 2008 53 475 47 S0B 228X 1.21 [0.B3,1.75] ™

Mercat 2008 26 3B5 22 382 M.A% 117 [0.6K, 2.03] -

Villar 20086 2 50 4 45 B.1X  0.45 [0.09, 2.34] _

Total (95% CI) 1780 1804 100.0% 0.97 [0.55, 1.72]

Total events 123 106

Heterogenghy: Tau® = 0.34; ChF = 19.23, df = & (P = 0.004); F = 69X 'h 01 051 i 150 100=
Test for overall effect: Z = 0.10 (P = 0.92) Favours [High PEEP] Favours [Low PEEP]
Outcome 4: P/F ratio

High PEEP Low PEEP Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Amato 1998 2 7 2 13s & 24 147X  B5.00 [81.50, BB.50] -
Brower 2004 22) B9 244 168 66 230 13.9%  52.00 [37.95, 66.05] -
Kacmarek 201& 2125 B4.4 90 1483 549 98 12.9X¥  &§4.20 [43.65, B4.75] —_—
Koutsoukou 2006 408 &5 11 437 74 10 &.7% -2B.00 [-B7.B3, 31.83]

Manzang 2008 362 101 &4 309 BE 63 109X 53.00 [20.39, B5.61] e —
Meade 2008 196.8 60.6 337 164.1 §3.5 395 144X  32.70 [23.70, 41.70] —

Mercat 2008 245 98 3Bs 175 Bl 382 140X 70.00 [57.28, B2.72] —
Villar 2006 174 &1 S0 134 57 45 1x4X  40.00 [16.27, 63.73] s —

Total (95% CI) 1210 1247 100.0% 51.45 [30.55, 72.36] *
Hetwrogenelty: Tau® = 76B.80; ChE = 148,56, df = 7 (P < 0.00001); F = 95X =—100 _5'0 5I° 1005

Test for overall effect: Z = 482 (P < 0.00001)

0
Favours [Low PEEP] Favours [High PEEP]



Outcome 5: cardiac insurfficiency

High PEEP Low PEEP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Cavalgantl 2017 174 501 144 509 100.0% 1.23 [1.02, 1.47]
Total (95% CI) 501 509 100.0% 1.23 [1.02, 1.47]
Total events 174 144
Heterogenehy: Not applicable 5_01 0=1 1 1I 100=

. 0
Test for overall effect: Z = 2.18 (P = 0.03) Favours [High PEEP] Favours [Low PEEP]
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