Supplemental File 1. Results of head-to-head comparisons according to pairwise meta-analyses on different outcomes 
	Ventilation strategy
	N
	I2
	Heterogeneity
	RR/SMD(95%CI)
	p-value

	Death in 28 day

	RM+PEEP titration vs
	Lower PEEP
	5
	0.0%
	0.651
	1.097(0.986,1.220)
	0.090

	RM+PEEP titration vs
	RM+higher PEEP
	1
	-
	-
	1.040(0.780,1.387)
	0.790

	RM+PEEP titration vs
	RM+lower PEEP
	1
	-
	-
	0.518(0.237,1.129)
	0.098

	RM+higher PEEP vs
	Lower PEEP
	1
	-
	-
	0.908(0.785,1.051)
	0.196

	RM+lower PEEP vs
	Lower PEEP
	1
	-
	-
	0.718(0.466,1.107)
	0.134

	Higher PEEP vs
	Lower PEEP
	1
	-
	-
	0.921(0.785,1.081)
	0.316

	Death in hospital

	RM+PEEP titration vs
	Lower PEEP
	5
	0.0%
	0.547
	1.044(0.934,1.167)
	0.445

	Higher PEEP vs
	Lower PEEP
	2
	0.0%
	0.906
	0.929(0.825,1.046)
	0.222

	RM+PEEP titration vs
	RM+higher PEEP
	1
	-
	-
	1.040(0.780,1.387)
	0.790

	RM+higher PEEP vs
	RM+lower PEEP 
	1
	-
	-
	0.95	(0.515,1.751)
	0.95

	RM+higher PEEP vs
	Higher PEEP 
	1
	-
	-
	0.647(0.417,1.004)
	0.052

	RM+higher PEEP vs
	Lower PEEP 
	1
	-
	-
	0.917(0.801,1.050)
	0.21

	RM+lower PEEP vs
	Higher PEEP 
	1
	-
	-
	0.654(0.418,1.023)
	0.063

	RM+lower PEEP vs
	Lower PEEP
	1
	-
	-
	0.745(0.508,1.094)
	0.133

	Ventilator-free days

	RM+PEEP titration vs
	lower PEEP
	3
	56.8%
	0.099
	-0.001(-0.214,0.211)
	0.989

	Higher PEEP vs
	Lower PEEP
	2
	71.3%
	0.062
	0.043(-0.162,0.247)
	0.682

	RM+PEEP titration vs
	RM+higher PEEP
	1
	-
	-
	-0.035(-0.313,0.242)
	0.803

	RM+PEEP titration vs
	RM+lower PEEP
	1
	-
	-
	0.174(-0.329,0.676)
	0.499

	RM+lower PEEP vs
	Lower PEEP
	1
	-
	-
	0.338(-0.038,0.715)
	0.078

	Barotrauma

	RM+PEEP titration vs
	lower PEEP
	5
	55.5%
	0.061
	1.136(0.763,1.753)
	0.013

	higher PEEP vs
	lower PEEP
	2
	0.0%
	0.879
	1.072(0.854,1.345)
	0.548

	RM+PEEP titration vs
	RM+higher PEEP
	1
	-
	-
	1.074(0.615,1.875)
	0.802

	RM+higher PEEP vs
	lower PEEP
	1
	-
	-
	1.109(0.911,1.350)
	0.303

	Significant values (p < 0.05) or I2>50% are in bold and underlined, indicating a significant heterogeneity, and the random-effects model was chose.




Supplemental File 2. Comparisons of the fit of consistency and inconsistency models
	model
	Death in 28 day
Median(95%Crl)
	Death in hospital
Median(95%Crl)
	Ventilator-free days
Median(95%Crl)
	Barotrauma
Median(95%Crl)

	consistency
	0.35 (0.05, 0.94)
	0.15 (0.02, 0.57)
	1.73 (0.26, 3.27)
	0.48 (0.03, 1.15)

	Inconsistency
	0.29 (0.02, 0.86)
	0.18 (0.02, 0.71)
	1.66 (0.12, 3.26)
	0.50 (0.01, 1.16)

	The DIC is a Bayesian model evaluation criterion that measures model fit adjusted with complexity of the model; smaller DIC values correspond to more preferable models. 




Supplemental File 3. Node-splitting analysis for Death in 28 day, Death in hospital, Ventilator-free days and Barotrauma
	[bookmark: _Hlk25398747]Ventilation strategy
	Direct Effect
(95%CI)
	Indirect Effect
((95%CI))
	Overall
((95%CI))
	p-Value

	Death in 28 day

	RM+PEEP titration vs RM+higher PEEP
	-0.08 (-1.35, 1.17)
	0.11 (-0.83, 1.32)
	0.01 (-0.61, 0.78)
	0.77

	RM+PEEP titration vs RM+lower PEEP
	1.14 (-0.19, 2.51)
	-0.71 (-1.83, 0.41)
	0.07 (-0.80, 1.14)
	0.04

	RM+PEEP titration vs lower PEEP
	-0.03 (-0.56, 0.63)
	0.44 (-0.62, 1.72)
	0.07 (-0.35, 0.65)
	0.39

	RM+higher PEEP vs lower PEEP
	0.00 (-0.85, 0.77)
	0.21 (-1.08, 1.60)
	0.06 (-0.58, 0.68)
	0.76

	RM+lower PEEP vs lower PEEP
	0.65 (-0.35, 1.67)
	-1.27 (-2.89, 0.14)
	0.00 (-0.97, 0.89)
	0.03

	Death in hospital

	RM+PEEP titration vs RM+higher PEEP
	-0.04 (-0.94, 0.78)
	-0.28 (-1.11, 0.41)
	-0.22 (-0.69, 0.24)
	0.60

	RM+PEEP titration vs lower PEEP
	-0.03 (-0.38, 0.45)
	0.19 (-0.74, 1.40)
	-0.01 (-0.30, 0.38)
	0.60

	RM+higher PEEP vs RM+lower PEEP
	-0.28 (-1.65, 1.07)
	-0.38 (-1.38, 0.74)
	-0.34 (-1.15, 0.46)
	0.91

	RM+higher PEEP vs higher PEEP
	2.08 (-0.01, 5.46)
	0.02 (-0.50, 0.62)
	0.12 (-0.36, 0.85)
	0.06

	RM+higher PEEP vs lower PEEP
	0.16 (-0.58, 0.94)
	0.35 (-0.40, 1.36)
	0.21 (-0.16, 0.72)
	0.70

	RM+lower PEEP vs higher PEEP
	2.26 (0.28, 5.80)
	0.28 (-0.54, 1.13)
	0.48 (-0.29, 1.36)
	0.06

	RM+lower PEEP vs lower PEEP
	0.61 (-0.36, 1.51)
	0.50 (-0.84, 1.94)
	0.57 (-0.17, 1.34)
	0.90

	higher PEEP vs lower PEEP
	0.14 (-0.25, 0.54)
	-1.99 (-5.23, 0.17)
	0.09 (-0.38, 0.43)
	0.06

	Ventilator-free days

	RM+PEEP titration vs RM+lower PEEP
	-2.30 (-10.20, 5.71)
	3.77 (-2.70, 9.37)
	1.57 (-3.71, 6.19)
	0.24

	RM+PEEP titration vs lower PEEP
	0.36 (-2.83, 2.90)
	-5.94 (-15.30, 3.73)
	-0.10 (-3.42, 2.40)
	0.22

	RM+lower PEEP vs lower PEEP
	-3.54 (-8.54, 2.03)
	2.58 (-6.03, 11.03)
	-1.73 (-6.31, 2.90)
	0.22

	Barotrauma

	RM+PEEP titration vs RM+higher PEEP
	-0.17 (-2.05, 1.67)
	-0.09 (-1.44, 1.56)
	-0.15 (-1.14, 1.05)
	0.94

	RM+PEEP titration vs lower PEEP
	-0.33 (-1.16, 0.74)
	-0.40 (-2.63, 1.79)
	-0.37 (-1.09, 0.55)
	0.95

	RM+higher PEEP vs lower PEEP
	-0.24 (-1.44, 0.93)
	-0.16 (-2.13, 2.06)
	-0.23 (-1.15, 0.73)
	0.94

	Significant values (p ≤ 0.05) are in bold and underlined, indicating a significant inconsistency between the direct effect and indirect effects



