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a. Mortality at the longest follow-up

Subgroup analyses according to oxygen delivery system (invasive mechanical ventilation, others)

Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio
_ Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
4.1.1 Invasive mechanical ventilation
Asfar 2017 90 217 104 217 16.2% 0.87 [0.70, 1.07] ™
Barrot 2020 44 99 31 102 71% 1.46[1.01, 2.11] —
Jakkula 2018 18 61 20 59 3.8% 0.87[0.51, 1.47] /T
Lang 2018 8 27 9 38 17% 1.25[0.55, 2.83] -1
Mackle 2020 170 476 164 475 20.3% 1.03 [0.87, 1.23] T
Panwar 2016 21 52 19 51  4.4% 1.08 [0.67, 1.76] T
Subtotal (95% CI) 932 942 53.5% 1.03 [0.88, 1.20] 4
Total events 351 347

Heterogeneity: Tau? = 0.01; Chi? = 6.72, df = 5 (P = 0.24); P = 26%
Test for overall effect: Z = 0.33 (P = 0.74)

4.1.2 Others

Girardis 2016 47 216 66 218 8.8% 0.72 [0.52, 0.99] ™
Mazdeh 2015 3 25 5 26 0.7% 0.62[0.17, 2.34] - 1
Schjerring 2021 618 1441 613 1447  33.8% 1.01[0.93, 1.10]

Yang 2019 15 78 24 90 3.3% 0.72[0.41,1.27] %
Subtotal (95% CI) 1760 1781  46.5% 0.86 [0.67, 1.10]

Total events 683 708

Heterogeneity: Tau? = 0.03; Chiz=5.71, df = 3 (P = 0.13); P =47%
Test for overall effect: Z = 1.19 (P = 0.23)

Total (95% CI) 2692 2723 100.0% 0.97 [0.88, 1.08] L
Total events 1034 1055

o T2 = . Chiz = = - .12 = 989 I + t |
Heterogeneity: Tau? = 0.01; Chi? = 12.54, df = 9 (P = 0.18); I = 28% 0.01 o1 1 10 100

Test for overall effect: Z = 0.48 (P = 0.63)

Favours less oxygen Favours more oxygen
Test for subaroup differences: Chiz = 1.42. df=1 (P =0.23). 12=29.7% Yo ¥a

Subgroup analyses according to duration of intervention (more than 48 hours, less than 48 hours)

Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio
_ Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI

4.5.1 More than 48 hours
Barrot 2020 44 99 3 102 7.1% 1.46[1.01, 2.11] —
Girardis 2016 47 216 66 218  8.8% 0.72[0.52, 0.99] ™
Lang 2018 8 27 9 38 17% 1.25[0.55, 2.83] -1
Mackle 2020 170 476 164 475 20.3% 1.03 [0.87, 1.23] T
Panwar 2016 21 52 19 51  4.4% 1.08 [0.67, 1.76] T
Schjerring 2021 618 1441 613 1447  33.8% 1.01[0.93, 1.10] L
Yang 2019 15 78 24 90 3.3% 0.72[0.41, 1.27] /T
Subtotal (95% CI) 2389 2421 T79.4% 1.01 [0.88, 1.15] L
Total events 923 926

Heterogeneity: Tau® = 0.01; Chi* = 9.94, df =6 (P = 0.13); I = 40%
Test for overall effect: Z = 0.09 (P = 0.93)

4.5.2 Less than 48 hours

Asfar 2017 90 217 104 217 16.2% 0.87 [0.70, 1.07] -
Jakkula 2018 18 61 20 59 3.8% 0.87 [0.51, 1.47] /T
Mazdeh 2015 3 25 5 26 0.7% 0.62[0.17, 2.34] - 1
Subtotal (95% CI) 303 302 20.6% 0.86 [0.71, 1.04] L
Total events 1M1 129

Heterogeneity: Tau? = 0.00; Chi? = 0.23, df = 2 (P = 0.89); 2= 0%
Test for overall effect: Z = 1.53 (P = 0.13)

Total (95% Cl) 2692 2723 100.0% 0.97 [0.88, 1.08] L
Total events 1034 1055
i Tan? = . Chiz = - - R =289, I + t {
_Il-_let(te:.t)?e:mrtyl.l T:uml 20910 ::shl(p _132;) df =9 (P =0.18); I* = 28% 0.01 01 1 10 100
estlor overall eflect: £ =0. o Favours less oxygen Favours more oxygen
Test for subaroup differences: Chiz = 1.70. df =1 (P =0.19). 12 =41.2%




Document downloaded from http://www.elsevier.es, day 07/02/2026. This copy is for personal use. Any transmission of this document by any media or format is strictly prohibited.

Sensitivity analyses by using the fixed-effects model

_ Study or Subgroup

Asfar 2017
Barrot 2020
Girardis 2016
Jakkula 2018
Lang 2018
Mackle 2020
Mazdeh 2015
Panwar 2016

Schjarring 2021

Yang 2019

Total (95% CI)

Total events

Conservative oxygen therapy

Liberal oxygen therapy

Events Total Events
90 217 104 217
44 99 31 102
47 216 66 218
18 61 20 59
8 27 9 38
170 476 164 475
3 25 5 26
21 52 19 51
618 1441 613 1447
15 78 24 90
2692 2723

1034 1055

Heterogeneity: Chi? = 12.54, df =9 (P = 0.18); > = 28%
Test for overall effect: Z = 0.35 (P = 0.73)

Sensitivity analyses by excluding

Conservative oxygen therapy

9.9%
2.9%
6.3%
1.9%
0.7%
15.6%
0.5%
1.8%
58.2%
21%

100.0%

Risk Ratio

Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

0.87 [0.70, 1.07]
1.46 [1.01, 2.11]
0.72 [0.52, 0.99]
0.87 [0.51, 1.47]
1.25 [0.55, 2.83]
1.03 [0.87, 1.23]
0.62 [0.17, 2.34]
1.08 [0.67, 1.76]
1.01[0.93, 1.10]
0.72 [0.41, 1.27]

0.99 [0.92, 1.06]

e

———

—
-

k

0.01

the study of specific diseases

Liberal oxygen therapy
|

_ Study or Subgroup Events Total Events T
Asfar 2017 90 217 104 217
Barrot 2020 44 99 31 102
Girardis 2016 47 216 66 218
Mackle 2020 170 476 164 475
Panwar 2016 21 52 19 51
Schjerring 2021 618 1441 613 1447
Yang 2019 15 78 24 90
Total (95% Cl) 2579 2600
Total events 1005 1021

Heterogeneity: Tau? = 0.01; Chi* = 11.52, df = 6 (P = 0.07); I* = 48%
Test for overall effect: Z = 0.40 (P = 0.69)

18.0%
8.9%
10.7%
21.5%
5.7%
30.8%
4.3%

100.0%

Risk Ratio
M-H. Random, 95% Cl
0.87 [0.70, 1.07]
1.46 [1.01, 2.11]
0.72[0.52, 0.99]
1.03[0.87, 1.23]
1.08[0.67, 1.76]
1.01[0.93, 1.10]
0.72[0.41,1.27]

+
0.1

u

+
1 10 100

Favours less oxygen Favours more oxygen

Risk Ratio
M-H. Ran

Sensitivity analyses by excluding the study dividing groups by FiO2

Conservative oxygen therapy

Liberal oxygen therapy

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

Asfar 2017
Barrot 2020
Girardis 2016
Jakkula 2018
Mackle 2020
Panwar 2016

Schjerring 2021

Yang 2019

Total (95% CI)

Total events

90 217
44 99
47 216
18 61
170 476
21 52
618 1441
15 78
2640
1023

104 217
31 102
66 218
20 59

164 475
19 51

613 1447
24 90

2659
1041

Heterogeneity: Tau? = 0.01; Chi# = 11.76,df = 7 (P = 0.11); ? = 40%
Test for overall effect: Z = 0.50 (P = 0.62)

17.0%
8.0%
9.8%
4.4%

20.7%
5.1%

31.3%
3.8%

100.0%

Sensitivity analyses by excluding the study conducted by Schjerring et al

Asfar 2017
Barrot 2020
Girardis 2016
Jakkula 2018
Lang 2018
Mackle 2020
Mazdeh 2015
Panwar 2016
Yang 2019

Total (95% CI)

Total events

Conservative oxygen therapy

920 217
44 99
47 216
18 61
8 27
170 476
3 25
21 52
15 78
1251

416

Liberal oxygen therapy

104 217
31 102
66 218
20 59
9 38
164 475
5 26
19 51
24 90
1276

442

Heterogeneity: Tau? = 0.02; Chi* = 11.95, df = 8 (P = 0.15); I? = 33%
Test for overall effect: Z = 0.60 (P = 0.55)

Best-worst scenario analysis

22.4%
12.0%
14.2%
6.9%
3.2%
25.9%
1.3%
7.9%
6.1%

100.0%

0.97 [0.86, 1.11] 4
0.01 0.1 1 10 100
Favours less oxygen Favours more oxygen
Risk Ratio Risk Ratio
M-H, Random,95%Cl
0.87 [0.70, 1.07] i
1.46[1.01,2.11] —
0.72[0.52, 0.99] ™
0.87 [0.51, 1.47] -
1.03[0.87, 1.23] T
1.08 [0.67, 1.76] T
1.01[0.93, 1.10] "
0.72[0.41, 1.27] /T
0.97 [0.86, 1.09] 4
0.01 0.1 1 10 100
Favours less oxygen Favours more oxygen
Risk Ratio Risk Ratio
- 95% CI M-H, Random, 95% CI
0.87 [0.70, 1.07] N
1.46[1.01, 2.11] ™
0.72 [0.52, 0.99] 7
0.87 [0.51, 1.47] T
1.25[0.55, 2.83] -
1.03 [0.87, 1.23] -
0.62[0.17, 2.34] —
1.08 [0.67, 1.76] -
0.72[0.41,1.27] T
0.95 [0.82, 1.11] 4
0.01 0.1 1 10 100

Favours less oxygen Favours more oxygen
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Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Asfar 2017 90 223 106 219 14.7% 0.83[0.68, 1.03] ™
Barrot 2020 44 103 il 102 10.6% 1.411[0.97, 2.03] I~
Girardis 2016 47 236 92 244 12.3% 0.53[0.39,0.71] -
Jakkula 2018 18 63 21 60 7.6% 0.82[0.48, 1.37] B
Lang 2018 8 27 9 38  41% 1.25[0.55, 2.83] -1
Mackle 2020 170 499 184 501 15.7% 0.93[0.78, 1.10] T
Mazdeh 2015 3 25 5 26  1.8% 0.62[0.17,2.34] - 1
Panwar 2016 21 53 19 51 8.1% 1.06 [0.65, 1.73] T
Schjerring 2021 618 1462 632 1466 17.4% 0.98 [0.90, 1.07] 1
Yang 2019 15 100 48 114 7.7% 0.36 [0.21, 0.60] _'_
Total (95% CI) 2791 2821 100.0% 0.84 [0.70, 1.01] L
Total events 1034 1147 ) )

Heterogeneity: Tau® = 0.05; Chi® = 35.83, df = 9 (P < 0.0001); I* = 75% '

o N 0.01 0.1 1 10 100
Test for overall effect: Z = 1.80 (P = 0.07) Favours less oxygen Favours more oxygen

Worst-best scenario analysis

Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Asfar 2017 96 223 104 219 15.9% 0.91[0.74, 1.11] I
Barrot 2020 48 103 il 102 7.2% 1.53[1.07, 2.20] B
Girardis 2016 67 236 66 244 10.1% 1.05[0.79, 1.40] I
Jakkula 2018 20 63 20 60 3.9% 0.95[0.57, 1.58] -
Lang 2018 8 27 9 38 1.6% 1.25[0.55, 2.83] -1
Mackle 2020 185 499 164 501 19.6% 1.13[0.96, 1.34] ol
Mazdeh 2015 3 25 5 26 06% 0.62[0.17,2.34] —
Panwar 2016 22 53 19 51 4.4% 1.11[0.69, 1.80] T
Schjerring 2021 639 1462 613 1466 31.5% 1.05[0.96, 1.14] .
Yang 2019 37 100 24 114 51% 1.76 [1.13,2.72] -
Total (95% CI) 2791 2821 100.0% 1.09 [0.98, 1.22] ]
Total events 1125 1055 ) ) )

Heterogeneity: Tau® = 0.01; Chi* = 13.07, df =9 (P = 0.16); I’ = 31% y

o _ 0.01 0.1 1 10 100
Test for overall effect: Z = 1.67 (P = 0.09) Favours less oxygen Favours more oxygen

b. Mortality at 28 days

Subgroup analyses according to oxygen delivery system (invasive mechanical ventilation, others)

Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio

__Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H. Random, 95% CI

5.1.1 Invasive mechanical ventilation

Asfar 2017 77 217 93 217 22.8% 0.83 [0.65, 1.05] il

Barrot 2020 34 99 27 102 12.6% 1.30 [0.85, 1.98] I

Jakkula 2018 18 61 20 59 9.2% 0.87[0.51, 1.47] "

Subtotal (95% CI) 377 378 44.6% 0.95[0.72, 1.26] L 2

Total events 129 140

Heterogeneity: Tau? = 0.03; Chi? = 3.35, df = 2 (P = 0.19); I = 40%
Test for overall effect: Z = 0.36 (P = 0.72)

5.1.2 others

Girardis 2016 35 216 55 218  14.4% 0.64 [0.44, 0.94] -
Schjarring 2021 529 1441 514 1447  32.9% 1.03[0.94, 1.14]

Yang 2019 15 78 24 90 82% 0.72[0.41, 1.27] %
Subtotal (95% CI) 1735 1755 55.4% 0.82 [0.57, 1.18]

Total events 579 593

Heterogeneity: Tau? = 0.07; Chi? = 6.96, df = 2 (P = 0.03); F=71%
Test for overall effect: Z = 1.07 (P = 0.29)

Total (95% CI) 2112 2133 100.0% 0.90 [0.75, 1.09] 4
Total events 708 733
T2 = 002 ChiZ = —E(P= P2 = £49 ' - } i
_Il-_letcte;ogr;er;e?yl.l T:u ; 20921 gg‘(p Jggg) df =5 (P = 0.05); I? = 54% 0.01 o1 1 10 100
estlor overall € e(_: e e Favours less oxygen Favours more oxygen
Test for subaroup differences: Chi? = 0.38. df =1 (P = 0.54). 2= 0%

Subgroup analyses according to duration of intervention (more than 48 hours, less than 48 hours)
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Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio
__Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H. Random, 95% CI
5.4.1 More than 48 hours
Barrot 2020 34 99 27 102 126% 1.30[0.85, 1.98]
Girardis 2016 35 216 55 218 14.4% 0.64 [0.44, 0.94] -
Schjerring 2021 529 1441 514 1447  32.9% 1.03 [0.94, 1.14]
Yang 2019 15 78 24 90 82% 0.72[0.41,1.27]
Subtotal (95% CI) 1834 1857 68.0% 0.92 [0.69, 1.21]
Total events 613 620
Heterogeneity: Tau® = 0.05; Chi* = 8.40, df = 3 (P = 0.04); I = 64%
Test for overall effect: Z = 0.60 (P = 0.55)
5.4.2 Less than 48 hours
Asfar 2017 77 217 93 217 22.8% 0.83 [0.65, 1.05] ™
Jakkula 2018 18 61 20 59 9.2% 0.87 [0.51, 1.47] T
Subtotal (95% CI) 278 276 32.0% 0.83 [0.67, 1.04] L 4
Total events 95 113
Heterogeneity: Tau? = 0.00; Chi? = 0.03, df = 1 (P = 0.86); P = 0%
Test for overall effect: Z = 1.64 (P = 0.10)
Total (95% CI) 2112 2133 100.0% 0.90 [0.75, 1.09] 4
Total events 708 733
Heterogeneity: Tau? = 0.02; Chi? = 10.88, df = 5 (P = 0.05); I? = 54% ‘0_0 ; 0 ; ; 1’0 ; oo=
Test for overall ef‘fe(.:t: Z=1.09 (Pl= 0.28) Favours less oxygen Favours more oxygen
Test for subaroup differences: Chiz2 = 0.27. df = 1 (P = 0.60). 12 = 0%
Sensitivity analyses by using the fixed-effects model
Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio
Study or Subgroup Events Tota Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Asfar 2017 77 217 93 217 12.7% 0.83 [0.65, 1.05] ™
Barrot 2020 34 99 27 102 3.6% 1.30 [0.85, 1.98] I
Girardis 2016 35 216 55 218 7.5% 0.64 [0.44, 0.94] )
Jakkula 2018 18 61 20 59 2.8% 0.87 [0.51, 1.47] 1
Schjerring 2021 529 1441 514 1447  70.3% 1.03[0.94, 1.14] | |
Yang 2019 15 78 24 90 3.1% 0.72[0.41, 1.27] -
Total (95% CI) 2112 2133 100.0% 0.97 [0.90, 1.086] 4
Total events 708 733
Heterogeneity: Chi? = 10.88, df = 5 (P = 0.05); I* = 54% :0_01 0?1 1 1:0 100:

Test for overall effect: Z = 0.63 (P = 0.53)

Sensitivity analyses by excluding the study of specific diseases

Asfar 2017
Barrot 2020
Girardis 2016
Schjerring 2021
Yang 2019

Total (95% CI)
Total events

Conservative oxygen therapy

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

77
34
35
529
15

690

217
99
216
1441
78

2051

Liberal oxygen therapy

93
27
55
514
24

713

Heterogeneity: Tau? = 0.03; Chi = 10.69, df = 4 (P = 0.03); I? = 63%

217
102
218
1447
90

2074

25.0%
14.7%
16.6%
34.0%

9.8%

100.0%

Risk Ratio

Favours less oxygen Favours more oxygen

Risk Ratio

0.83 [0.65, 1.05]
1.30 [0.85, 1.98]
0.64 [0.44, 0.94]
1.03[0.94, 1.14]
0.72[0.41, 1.27]

0.90 [0.73, 1.11]

I

10

0.01 0.1 1 100

Test for overall effect: Z = 0.97 (P = 0.33) Favours less oxygen Favours more oxygen

Sensitivity analyses by excluding the study conducted by Schjerring et al
Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio

__Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Asfar 2017 77 217 93 217 34.4% 0.83 [0.65, 1.05] -

Barrot 2020 34 99 27 102 18.6% 1.30[0.85, 1.98] ™

Girardis 2016 35 216 55 218 21.4% 0.64 [0.44, 0.94] i

Jakkula 2018 18 61 20 59 13.6% 0.87 [0.51, 1.47] -

Yang 2019 15 78 24 90 121% 0.72[0.41, 1.27] 1

Total (95% CI) 671 686 100.0% 0.84 [0.68, 1.06]

Total events 179 219

Heterogeneity: Tau? = 0.02; Chi? = 6.30, df = 4 (P = 0.18); I? = 37% ’0 ” 0‘ 3 4 1’0 p 00‘

Test for overall effect: Z = 1.49 (P = 0.14)

Best-worst scenario analysis

Favours less oxygen Favours more oxygen
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Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio
_ Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
Asfar 2017 77 223 95 219 19.2% 0.80[0.63, 1.01] ™
Barrot 2020 34 103 27 102 15.5% 1.25[0.82, 1.91] ™
Girardis 2016 35 236 81 244 16.9% 0.45[0.31, 0.64] -
Jakkula 2018 18 63 21 60 13.6% 0.82[0.48, 1.37] -
Schjerring 2021 529 1462 533 1466  21.0% 1.00[0.90, 1.10] b
Yang 2019 15 100 48 114 13.7% 0.36 [0.21, 0.60] -
Total (95% CI) 2187 2205 100.0% 0.73 [0.53, 1.00] L 4
Total events 708 805 ) . )

T 2 = . i2 = = - |2 = BRY F T t
Heterogeneity: Tau? = 0.12; Chi? = 35.51, df = 5 (P < 0.00001); 12 = 86% 0.01 01 1 10 100

Test for overall effect: Z = 1.95 (P = 0.05) Favours less oxygen Favours more oxygen

Worst-best scenario analysis

Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio
_ Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
Asfar 2017 83 223 93 219 21.8% 0.88[0.70, 1.10]
Barrot 2020 38 103 27 102 11.0% 1.39[0.92, 2.10]
Girardis 2016 55 236 55 244 14.9% 1.03 [0.74, 1.44]
Jakkula 2018 20 63 20 60 8.0% 0.95[0.57, 1.58]
Schjerring 2021 550 1462 514 1466  34.3% 1.07[0.97, 1.18]
Yang 2019 37 100 24 114 10.0% 1.76 [1.13,2.72] -
Total (95% CI) 2187 2205 100.0% 1.09 [0.93, 1.28]
Total events 783 733

I I Il Il

Heterogeneity: Tau? = 0.02; Chi? = 9.68, df = 5 (P = 0.08); > = 48% ! !

_ _ 0.01 0.1 1 10 100
Test for overall effect: Z = 1.09 (P = 0.27) Favours less oxygen Favours more oxygen

c. Mortality at 90 days

Subgroup analyses according to oxygen delivery system (invasive mechanical ventilation, others)

Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio

__Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H. Random, 95% CI

6.1.1 Invasive mechanical ventilation

Asfar 2017 90 217 104 217 17.5% 0.87[0.70, 1.07] ™

Barrot 2020 44 99 31 102 7.0% 1.46 [1.01, 2.11] _'_

Jakkula 2018 18 61 20 59  3.6% 0.87 [0.51, 1.47] /T

Mackle 2020 166 479 156 480 22.1% 1.07 [0.89, 1.27] ™

Panwar 2016 21 52 19 51 42% 1.08 [0.67, 1.76] 1

Subtotal (95% CI) 908 909 54.3% 1.04 [0.87, 1.23] *

Total events 339 330

Heterogeneity: Tau? = 0.02; Chi* = 6.71, df = 4 (P = 0.15); I* = 40%
Test for overall effect: Z = 0.39 (P = 0.70)

6.1.2 Others

Schjerring 2021 618 1441 613 1447  457% 1.01[0.93, 1.10] n
Subtotal (95% CI) 1441 1447 45.7% 1.01 [0.93, 1.10]

Total events 618 613

Heterogeneity: Not applicable
Test for overall effect: Z = 0.28 (P = 0.78)

Total (95% CI) 2349 2356 100.0% 1.02 [0.92, 1.13] L]
Total events 957 943
o Tot2 = 000 ChiZ = —E(P= 12 = 989 ' - } i
?etcte;ogr;er;e?yl.l T:u ; ZG?% ;hl(p _Eg';a;jf 5(P=0.24), P = 26% 0.01 0 1 10 100
estlor overall € e(_: e e Favours less oxygen Favours more oxygen
Test for subaroup differences: Chi? = 0.05. df =1 (P = 0.82). 2= 0%

Subgroup analyses according to duration of intervention (more than 48 hours, less than 48 hours)
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Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio

__Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H. Random, 95% CI

6.4.1 More than 24 hours

Barrot 2020 44 99 31 102 7.0% 1.46 [1.01, 2.11]

Mackle 2020 166 479 156 480 22.1% 1.07 [0.89, 1.27]

Panwar 2016 21 52 19 51  42% 1.08 [0.67, 1.76]

Schjerring 2021 618 1441 613 1447 457% 1.01[0.93, 1.10]

Subtotal (95% CI) 207 2080 78.9% 1.06 [0.95, 1.18] ]

Total events 849 819

Heterogeneity: Tau® = 0.00; Chi* = 3.81,df =3 (P =0.28);, P =21%
Test for overall effect: Z = 1.06 (P = 0.29)

6.4.2 Less than 24 hours

Asfar 2017 90 217 104 217 17.5% 0.87 [0.70, 1.07] Bl
Jakkula 2018 18 61 20 59  3.6% 0.87 [0.51, 1.47] -/
Subtotal (95% CI) 278 276 21.1% 0.87 [0.71, 1.05] ‘
Total events 108 124

Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 0.98); ? = 0%
Test for overall effect: Z = 1.44 (P = 0.15)

Total (95% CI) 2349 2356 100.0% 1.02 [0.92, 1.13] 4
Total events 957 943
e Tarst = 0.0 Chit = =& (P= .| = DRY b } | |
?etcte;ogr;er;e?yl.l T:u ; ZG?% ;hl(p _Eg';;;jf 5(P=0.24), P = 26% 0.01 0 1 10 100
estlor overall eflect: £ =0. o Favours less oxygen Favours more oxygen
Test for subaroup differences: Chi? = 3.15. df = 1 (P = 0.08). I? = 68.3%

Sensitivity analyses by using the fixed-effects model

Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI -H, Fixed, 95% CI
Asfar 2017 90 217 104 217 11.0% 0.87 [0.70, 1.07]

Barrot 2020 44 99 31 102 3.2% 1.46 [1.01, 2.11]

Jakkula 2018 18 61 20 59  2.2% 0.87 [0.51, 1.47]

Mackle 2020 166 479 156 480 16.5% 1.07 [0.89, 1.27]

Panwar 2016 21 52 19 51 2.0% 1.08 [0.67, 1.76]

Schjerring 2021 618 1441 613 1447 65.0% 1.01[0.93, 1.10]

Total (95% CI) 2349 2356 100.0% 1.02 [0.95, 1.09]

Total events 957 943

Heterogeneity: Chiz = 6.71, df =5 (P = 0.24); I = 26% | . '

0.01 0.1 1 10 100
Test for overall effect: Z = 0.51 (P = 0.61) Favours less oxygen Favours more oxygen

Sensitivity analyses by excluding the study of specific diseases

Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H. Random. 95% Cl =

Asfar 2017 90 217 104 217 19.5% 0.87[0.70, 1.07]

Barrot 2020 44 99 31 102 8.3% 1.46 [1.01, 2.11]

Mackle 2020 166 479 156 480 23.9% 1.07 [0.89, 1.27]

Panwar 2016 21 52 19 51 51% 1.08 [0.67, 1.76]

Schjerring 2021 618 1441 613 1447  43.3% 1.01[0.93, 1.10]

Total (95% Cl) 2288 2297 100.0% 1.03 [0.92, 1.15]

Total events 939 923

I I

Heterogeneity: Tau? = 0.01; Chi=6.38,df =4 (P = 0.17); P =37% ! !

0.01 0.1 1 10 100
Test for overall effect: Z = 0.48 (P = 0.63) Favours less oxygen Favours more oxygen

Sensitivity analyses by excluding the study conducted by Schjerring et al

Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio

__Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Asfar 2017 90 217 104 217 30.1% 0.87 [0.70, 1.07]
Barrot 2020 44 99 31 102 16.0% 1.46[1.01, 2.11]
Jakkula 2018 18 61 20 59 9.2% 0.87 [0.51, 1.47]
Mackle 2020 166 479 156 480 34.3% 1.07 [0.89, 1.27]
Panwar 2016 21 52 19 51 10.5% 1.08 [0.67, 1.76]
Total (95% CI) 908 909 100.0% 1.04 [0.87, 1.23]
Total events 338 330

Heterogeneity: Tau? = 0.02; Chi? = 6.71, df = 4 (P = 0.15); I = 40% ! \

o . 0.01 0.1 1 10 100
Test for overall effect: Z = 0.39 (P = 0.70) Favours less oxygen Favours more oxygen

Best-worst scenario analysis
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Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio
_ Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
Asfar 2017 90 223 106 219 17.2% 0.83[0.68, 1.03] ™
Barrot 2020 44 103 31 102 6.7% 1.411[0.97, 2.03] _'_
Jakkula 2018 18 60 21 61 3.6% 0.87 [0.52, 1.46] T
Mackle 2020 166 501 176 484 229% 0.91[0.77, 1.08]
Panwar 2016 Al 53 19 51 4.0% 1.06 [0.65, 1.73]
Schjerring 2021 618 1462 632 1466 45.6% 0.98 [0.90, 1.07]
Total (95% CI) 2402 2383 100.0% 0.96 [0.87, 1.06]
Total events 957 985

I I Il

Heterogeneity: Tau? = 0.00; Chiz = 6.71, df = 5 (P = 0.24); P = 26% ! !

= - 0.01 0.1 1 10 100
Test for overall effect: Z = 0.79 (P = 0.43) Favours less oxygen Favours more oxygen

Worst-best scenario analysis

Conservative oxygen therapy Liberal oxygen therapy Risk Ratio Risk Ratio
_ Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
Asfar 2017 96 223 104 219 17.8% 0.91[0.74, 1.11]
Barrot 2020 48 103 31 102 7.2% 1.53[1.07, 2.20] l
Jakkula 2018 20 60 20 61 3.8% 1.02 [0.61, 1.69]
Mackle 2020 181 501 156 484 22.4% 1.12 [0.94, 1.33]
Panwar 2016 22 53 19 51 4.3% 1.11[0.69, 1.80]
Schjerring 2021 639 1462 613 1466 44.5% 1.05 [0.96, 1.14]
Total (95% CI) 2402 2383 100.0% 1.07 [0.96, 1.18]
Total events 1006 943

I I Il Il

Heterogeneity: Tau? = 0.00; Chi? = 6.85, df =5 (P = 0.23); P =27% ! !

_ _ 0.01 0.1 1 10 100
Test for overall effect: Z = 1.22 (P = 0.22) Favours less oxygen Favours more oxygen




