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Additional Tables
	[bookmark: _Hlk136872016]Table S1. List of significant pairwise comparisons per time point, significance was determined at a P value < 0.003

	
	n = 13

	ΔPRS (cm H2O)
	None

	ΔPTP (cm H2O)
	2,3,7,9,10

	PTPinsp
	1,2,3,5,7,8,9,11

	VT (ml/kg PBW)
	2,5,6,9,11,12,13,15

	RR (/min)
	All

	MPRS (J/min)
	None

	MPTP (J/min)
	1,3,4,5,8,10

	ΔPRS: driving pressure of the respiratory system; ΔPTP: transpulmonary driving pressure; PTPinsp: inspiratory transpulmonary pressure; VT: tidal volume; PBW: predicted body weight; cm H2O: centimeters of water; RR: respiratory rate; MPRS: mechanical power of the respiratory system; MPTP: transpulmonary mechanical power 






















	[bookmark: _Hlk136872025]Table S2. Specification of the generalized linear mixed model analysis

	
	Fixed effects
	95% CI
	P value

	Primary endpoint
	
	
	

	ΔPTP (cm H2O)
	Mode 1.41
Time point –0.07
Mode * time point –0.03
	0.99 to 1.84 
–0.12 to 0.03
–0.07 to 0.02 
	< 0.001
0.15
0.249

	Secondary endpoint

	ΔPRS (cm H2O)
	Mode –0.15
Time point –0.05
Mode * time point –0.007
	–0.46 to 0.17
–0.08 to 0.015
–0.04 to 0.03
	0.36
0.06
0.68

	VT (mL/kg PBW)
	Mode –0.25
Time point –0.013
Mode * time point –0.004
	–0.38 to –0.12 
–0.03 to 0.0006
–0.02 to 0.009
	0.0002
0.06
0.557

	RR (breaths / min)
	Mode 1.17
Time point 0.003 
Mode * time point 0.002
	0.93 to 1.42
0.004 to 0.06
–0.02 to 0.03
	< 0.001
0.0225
0.82

	MPTP (J/min)
	Mode 1.42
Time point –0.02
Mode * time point –0.04
	0.82 to 1.47
–0.05 to 0.02  
–0.08 to –0.008
	< 0.001
0.3003
0.0162

	MPRS (J/min)
	Mode 0.44
Time point –0.008 
Mode * time point –0.04
	0.06 to 0.83
–0.05 to 0.03
–0.08 to 0.005
	0.024
0.68
0.09

	Abbreviations: ΔPRS: respiratory system driving pressure; ΔPTP: transpulmonary driving pressure; MPRS: mechanical power of the respiratory system; MPTP: transpulmonary mechanical power; VT: tidal volume; PBW: predicted body weight; cm H2O: centimeters of water; RR: respiratory rate; CI: confidence interval 























Additional Figures

[image: C:\Users\kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\YVQPRCH1\RR change individual.png][image: C:\Users\kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\YVQPRCH1\VT change individual.png][image: C:\Users\kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\YVQPRCH1\DPtp change individual.png]Figure S1


[bookmark: _Hlk136872057]Figure S1. Line plots showing the mean changes and individual changes over time of transpulmonary ΔP, VT and RR during the two study blocks of the two ventilation modes in the study.


Figure S2
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[bookmark: _Hlk136872069]Figure S2. CRS vs VT between closed-loop ventilation and conventional ventilation, and transpulmonary ΔP vs VT between closed-loop ventilation and conventional ventilation. A negative value means that the parameter decreased with closed-loop ventilation, and a higher value means that the parameter increased with closed-loop ventilation. All dots represent the mean value of an individual patient.


Figure S3

[image: C:\Users\kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\G5OIJXGT\scatterplot CRS vs VT.png][image: ] 


[bookmark: _Hlk136872078]Figure S3. Scatterplots of CRS vs VT and transpulmonary ΔP vs VT with closed–loop ventilation and conventional ventilation. Each dot was characterized by a single data point.


Figure S4

[image: C:\Users\Kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\J4WL1CL0\PEEPtest.png]
[bookmark: _Hlk136872089]Figure S4. Showing individual patient data of the effect of the change of the ventilation mode on PEEP setting.


Figure S5
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[bookmark: _Hlk136872099]Figure S5. Showing transpulmonary ΔP per patient during every time point, with closed−loop ventilation and conventional ventilation. The head with number represents the corresponding patient, the x-axis represent the 16 time points per block. 







Figure S6
[image: C:\Users\kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\YVQPRCH1\PEEP change individual patient.png]

[bookmark: _Hlk136872108]Figure S6. Showing PEEP per patient during every time point, with closed−loop ventilation and conventional ventilation. The head with number represents the corresponding patient, the x-axis represent the 16 time points per block. 


Figure S7
[image: ]
[bookmark: _Hlk136872117]Figure S7. Showing the tidal volume (ml/kg PBW) per patient during every time point, with closed−loop ventilation and conventional ventilation. The head with number represents the corresponding patient, the x-axis represent the 16 time points per block. 











Figure S8

[image: ]

[bookmark: _Hlk136872126]Figure S8. Showing the respiratory rate (per minute) per patient during every time point, with closed−loop ventilation and conventional ventilation. The head with number represents the corresponding patient, the x-axis represent the 16 time points per block. 









Figure S9
[image: C:\Users\kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\YVQPRCH1\vplotDP.png]

[bookmark: _Hlk136872135]Figure S9. Violin plot of pairwise comparisons at individual time points of ΔP.


Figure S10
[image: C:\Users\kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\YVQPRCH1\vplotDPtp.png]

[bookmark: _Hlk136872145]Figure S10. Violin plot of pairwise comparisons at individual time points of transpulmonary ΔP.


Figure S11
[image: C:\Users\kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\YVQPRCH1\vplotRR.png]


[bookmark: _Hlk136872154]Figure S11. Violin plot of pairwise comparisons at individual time points of RR.


[image: C:\Users\kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\YVQPRCH1\vplotMP.png]Figure S12

[bookmark: _Hlk136872163]Figure S12. Violin plot of pairwise comparisons at individual time points of MP.


Figure S13
[image: C:\Users\kruizing\AppData\Local\Microsoft\Windows\INetCache\Content.Outlook\YVQPRCH1\vplotmptp.png]

[bookmark: _Hlk136872170]Figure S13. Violin plot of pairwise comparisons at individual time points of transpulmonary MP.
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