Supplementary Material 3: Publication bias assessment by funnel plot and Egger’s test, subgroup and sensitivity analyses.
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Figure S1: Funnel plot for (A) overall mortality, Egger’s test P=0.0358; (B) length of ICU stay, Egger’s test P=0.8659; (C) length of hospital stay, Egger’s test P=0.5672; (D) duration of MV, Egger’s test P=0.9480; (E) incidence of AKI, Egger’s test P=0.8192
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Figure S2: Forest plot after imputing for overall mortality
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Figure S3: Subgroup analysis for overall mortality, (A) EN versus PN, (B) study duration of ≤ 14 days versus > 14 days
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Figure S4: Subgroup analysis for overall mortality stratified by different follow-up time
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[bookmark: OLE_LINK1][bookmark: OLE_LINK2]Figure S5: Sensitivity analysis for overall mortality
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Figure S6: Subgroup analysis for length of ICU stay, (A) EN versus PN, (B) study duration of ≤ 14 days versus > 14 days
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Figure S7: Sensitivity analysis for length of ICU stay
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Figure S8: Subgroup analysis for length of hospital stay, (A) EN versus PN, (B) study duration of ≤ 14 days versus > 14 days
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Figure S9: Sensitivity analysis for length of hospital stay
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Figure S10: Subgroup analysis for duration of MV by study duration of ≤ 14 days versus > 14 days
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Figure S11: Sensitivity analysis for duration of mechanical ventilation



[image: ]
Figure S12: Subgroup analysis for incidence of AKI, (A) EN versus PN, (B) study duration of ≤ 14 days versus > 14 days
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Figure S13: Sensitivity analysis for incidence of AKI

[image: ]
Figure S14: Post hoc subgroup analysis for mortality stratified by the difference of protein intake between higher and lower protein group (≤ 0.5 versus > 0.5 g/kg per day)
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Figure S15: Post hoc subgroup analysis for length of ICU stay stratified by the difference of protein intake between higher and lower protein group (≤ 0.5 versus > 0.5 g/kg per day)
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Figure S16: Post hoc subgroup analysis for length of hospital stay stratified by the difference of protein intake between higher and lower protein group (≤ 0.5 versus > 0.5 g/kg per day)
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Figure S17: Post hoc subgroup analysis for duration of MV stratified by the difference of protein intake between higher and lower protein group (≤ 0.5 versus > 0.5 g/kg per day)
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Figure S18: Post hoc subgroup analysis for incidence of AKI stratified by the difference of protein intake between higher and lower protein group (≤ 0.5 versus > 0.5 g/kg per day)
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Higher Lower
r re Mean D | Mean D
231EN
Allingstrup 2017 11.33 1279 100 7.33
Azevedo 2019 22.33 1521 57 21
Badjatia 2020 18 7 12 20
Cartron 2021 14.33 9.78 100 16
Chapple 2020 13 13 58 14
Dresen 2021 68 4 21 62
Fetterplace 2018 10.6 8.3 30 9.1
Heyland 2023 1127 936 642 11.23
Nakamura 2020 8 532 60 933
Rugeles 2013 9.5 55 40 10.4
van Zanten 2018 18.4 134 22 18.3
Zhang 2022 27.94 1144 20 284
Subtotal (95% CI) 1162

Heterogeneity: Tau? = 0.57; Chi* = 13.82, df = 11 (P = 0.24); I = 20%
Test for overall effect: Z = 0.06 (P = 0.95)

232PN
Doig 2015 16 628 239 107
Subtotal (95% CI) 239
Heterogeneity: Not applicable

Test for overall effect: Z = 1.67 (P = 0.10)

Total (95% Cl) 1401

Heterogeneity: Tau® = 0.50; Chi* = 15.92, df = 12 (P = 0.19); I* = 25%
Test for overall effect: Z = 0.43 (P = 0.66)
Test for subaroun differences: C 57.df=1(P=0.21). = 36.3%

Higher

24.1 <14 days

Azevedo 2019 2233 1521 57 21
Badjatia 2020 18 7 12 20
Cartron 2021 14.33 978 100 16
Doig 2015 116 628 239 10.7
Fetterplace 2018 10.6 8.3 30 9.1
Nakamura 2020 8 5.32 60 9.33
van Zanten 2018 18.4 134 22 18.3
Subtotal (95% CI) 520
Heterogeneity: Tau? = 0.33; Chi* =7.06, df = 6 (P = 0.32); I = 15%
Test for overall effect: Z = 0.02 (P = 0.99)

2.4.2>14 days

Allingstrup 2017 11.33 1279 100 7.33
Chapple 2020 13 13 58 14
Dresen 2021 68 34 21 62
Heyland 2023 1127 936 642 1123
Rugeles 2013 9.5 55 40 104
Zhang 2022 27.94 11.44 20 284
Subtotal (95% CI) 881

Heterogeneity: Tau® = 1.69; Chi = 8.85, df = 5 (P = 0.12); I = 43%
Test for overall effect: Z = 0.66 (P = 0.51)

Total (95% CI) 1401
Heterogeneity: Tau = 0.50; Chi* = 15.92, df = 12 (P = 0.19); I* = 25%
Test for overall effect: Z = 0.43 (P = 0.66)

Test for subaroup differences: Chi 30.df=1(P
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Mean Difference

IV, Random, 95% Cl

Mean Difrerence
IV, Random, 95% Cl

Omitting Allingstrup 2017
Omitting Azevedo 2019
Omitting Badjatia 2020
Omitting Cartron 2021
Omitting Chapple 2020
Omitting Doig 2015
Omitting Dresen 2021
Omitting Fetterplace 2018
Omitting Heyland 2023
Omitting Nakamura 2020
Omitting Rugeles 2013
Omitting van Zanten 2018
Omitting Zhang 2022

Total (95% CI)

-0.09[-0.90;0.72]
0.14 [0.92;1.20]
023[-0.82;1.28]
0.35[0.70; 1.41]
0.21[-0.86;1.27]
0.00 [1.22;1.23]
0.16 [0.86; 1.19]
0.08[1.02;1.18]
0.19[1.09; 1.48]
0.41[0.63; 1.45]
0.30 [0.84; 1.44]
0.17 [0.88;1.22]
0.18[-0.87;1.23]

0.17 [-0.85; 1.19]

1 05 0 05 1




image8.tiff
Higher Lower Mean Difference Mean Difference

om. 95%Cl
251EN
Allingstrup 2017 3167 3084 100 3367 2934 99  68% -200[-1036,636] |
Chapple 2020 24 21 58 2 32 58 51% -200[-11.85,7.85]
Fetterplace 2018 274 19 30 188 109 30 76%  8.60[0.76, 16.44] ——*
Heyland 2023 2267 2177 642 2207 2147 647 37.0%  060[-1.74,2.94] T
Nakamura 2020 3417 3038 60 465 4373 57 27% -1233[26.04,1.38] ¥
van Zanten 2018 285 133 22 282 132 22 76%  030[7.53,8.13] S
Subtotal (95% CI) 912 913 66.8%  0.31[3.37,3.99] e
Heterogeneity: Tau? = 7.56; Chi = 8.06, df = 5 (P = 0.15); I = 38%
Test for overall effect: Z = 0.17 (P = 0.87)
252PN
Doig 2015 2 157 239 248 14 235 332%  120[-148,3.88] —
Subtotal (95% CI) 239 235 332%  1.20 [1.48,3.88] —~—
Heterogeneity: Not applicable
Test for overall effect: Z = 0.88 (P = 0.38)
Total (95% Cl) 1151 1148 100.0%  0.73[-1.59,3.04] ’
Heterogeneity: Tau? = 2.34; Chi? = 8.20, df = 6 (P = 0.22); I*= 27% Yo * 5 + o

Test for overall effect: Z = 0.61 (P = 0.54)
Test for subaroun differences: Chiz = 0.15. df = 1 (P = 0.70). 12 = 0%

Favours [Higher] Favours [Lower]

Higher Lower Mean Difference Mean Difference

m. 95%Cl

1<14 days

Doig 2015 2 157 239 248 14 235 332%  1.20[-148,3.88] —T
Nakamura 2020 34.17 3038 60 465 4373 57  27% -12.33[-2604,138] |

van Zanten 2018 285 133 22 282 132 22 76%  030[7.53,8.13] e —
Subtotal (95% CI) 3 314 435%  -0.76 [6.15,4.63] ——ee——

Heterogeneity: Tau? = 10.90; Chi? = 3.61, df = 2 (P = 0.16); I* = 45%
Test for overall effect: Z = 0.28 (P = 0.78)

2.6.2>14 days

Allingstrup 2017 3167 3084 100 3367 2034 99 6.8% -2.00[-10.36,636] ¢

Chapple 2020 24 21 58 2 32 58 51% -2.00[1185,7.85]

Fetterplace 2018 274 19 30 188 109 30 76%  8.60[0.76, 16.44] —_—
Heyland 2023 2267 2177 642 2207 2117 647 37.0% 0.60 [-1.74, 2.94] R

Subtotal (95% CI) 830 834 56.5%  1.28 [2.56, 5.11] —t—
Heterogeneity: Tau? = 5.68; Chi? = 4.56, df = 3 (P = 0.21); I* = 34%

Test for overall effect: Z = 0.65 (P = 0.51)

Total (95% Cl) 1151 1148 100.0%  0.73[-1.59, 3.04] ’

Heterogeneity: Tau? = 2.34; Chi = 8.20, df = 6 (P = 0.22); I = 27% Yo g s + p

Test for overall effect: Z = 0.61 (P = 0.54)
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Test for subaroun differences: Chiz = 0.36. df = 1 (P
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r re Mean D T

2.11.1 <14 days
Azevedo 2019 9.33 6.85 57 933 6.83
Cartron 2021 10.67 7.52 100 11.33 8.28
Danielis 2019 7 64 19 9 557
Nakamura 2020 45 342 60 583 4.56
Rugeles 2013 85 46 40 9.7 4.9
van Zanten 2018 10 87 22 74 54
Subtotal (95% CI) 298

|_Weigh

63
95
21
57
40
22
298

Heterogeneity: Tau? = 0.00; Chi? = 3.87, df = 5 (P = 0.57); 2= 0%
Test for overall effect: Z = 1.85 (P = 0.06)

2.11.2>14 days

Dresen 2021 33.21 5.54
Fetterplace 2018 87 75
Heyland 2023 7.63 8.02
Zhang 2022 2259 9.99
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30 7 5
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20 2329 11.81
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Heterogeneity: Tau? = 0.00; Chi* = 0.99, df = 3 (P = 0.80); I>= 0%
Test for overall effect: Z = 1.26 (P = 0.21)

Total (95% Cl)

1014
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Heterogeneity: Tau? = 0.11; Chi? = 9.80, df = 9 (P = 0.37); I?= 8%
Test for overall effect: Z = 0.41 (P = 0.68)
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Study IV,Random, 95% CI IV, Random, 95% CI
Omitting Azevedo 2019 -0.21 [-1.07; 0.66] —
Omitting Cartron 2021 0.13[1.00; 0.74] —
Omitting Danielis 2019 -0.10 [:0.90; 0.69] —
Omitting Dresen 2021 025[-1.05,0.56] —

Omitting Fetterplace 2018 -0.29[1.10;052] ~ ——@—+——
Omitting Heyland 2023 -0.58[1.43;0.28] ————
Omitting Nakamura 2020 0.17 [-0.49; 0.83] ——

Omitting Rugeles 2013 -0.05 [-0.88; 0.78] —_—
Omitting van Zanten 2018~ -0.27 [-1.07; 0.53] —
Omitting Zhang 2022 0.17[-0.96; 062 —

Total (95% CI) -0.18 [-0.96; 0.60] ————
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Risk Ratio

M-H. Random. 95% CI

Risk Ratio

M-H. Random, 95% Cl

Higher Lower

r re Events T Events Total Weight
271EN
Allingstrup 2017 22 100 17 99 17.8%
Chapple 2020 12 88 13 58 11.9%
Dresen 2021 10 21 8 21 11.6%
Fetterplace 2018 3 30 3 30 2.5%
Zhang 2022 1 20 0 21 0.6%
Subtotal (95% CI) 229 229 44.4%
Total events 48 4

Heterogeneity: Tau? = 0.00; Chi? = 1.00, df =4 (P = 0.91); I?= 0%
Test for overall effect: Z=0.82 (P = 0.41)

27.2PN

Doig 2015 58 237 53 235 54.3%
Singer 2007 1 6 2 8 1.2%
Subtotal (95% Cl) 243 243 55.6%
Total events 59 55

Heterogeneity: Tau? = 0.00; Chiz = 0.19, df = 1 (P = 0.66); 1> = 0%
Test for overall effect: Z = 0.43 (P = 0.67)

Total (95% CI) 472 472 100.0%
Total events 107 96

Heterogeneity: Tau? = 0.00; Chi? = 1.30, df = 6 (P = 0.97); I>= 0%
Test for overall effect: Z = 0.87 (P = 0.38)

Test for subaroup differences: Chi? = 0.11. df = 1 (P = 0.74). 2 = 0%

2.8.1 <14 days

Doig 2015 58 237 53 235 54.3%
Singer 2007 1 6 2 8 1.2%
Subtotal (95% CI) 243 243 55.6%
Total events 59 55

Heterogeneity: Tau? = 0.00; Chi? = 0.19, df = 1 (P = 0.66); I> = 0%
Test for overall effect: Z = 0.43 (P = 0.67)

2.8.2 >14 days

Allingstrup 2017 22 100 17 99 17.8%
Chapple 2020 12 58 13 58 11.9%
Dresen 2021 10 21 8 21 11.6%
Fetterplace 2018 3 30 3 30 2.5%
Zhang 2022 1 20 0 21 0.6%
Subtotal (95% Cl) 229 229 44.4%
Total events 48 41

Heterogeneity: Tau? = 0.00; Chiz = 1.00, df = 4 (P = 0.91); I = 0%
Test for overall effect: Z = 0.82 (P = 0.41)
Total (95% CI) 472 472 100.0%
Total events 107 96

Heterogeneity: Tau? = 0.00; Chiz = 1.30, df =6 (P = 0.97); I?= 0%
Test for overall effect: Z = 0.87 (P = 0.38)

Test for subaroun differences: Chi 0.11.df=1(P=0.74). 2=0%
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1.11[0.87, 1.41]

Risk Ratio
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Risk Ratio
MH, Random, 95% CI

Omitting Allingstrup 2017
Omitting Chapple 2020
Omitting Doig 2015
Omitting Dresen 2021
Omitting Fetterplace 2018
Omitting Singer 2007
Omitting Zhang 2022

Total (95% CI)

1.08[0.83; 1.41]
1.14[0.88; 1.47]
1.15[0.80; 1.63]
1.10[0.85; 1.41]
112[0.87; 1.42]
1.12[0.88; 1.43]
111[0.87; 1.41]

1.11[0.87; 1.41]
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Higher Lower Risk Ratio k Ratio
Study or Subgrou Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.2.1 <0.5 g/kg per day
Carteron 2021 23 100 23 95 5.1% 0.95[0.57, 1.57] A B
Chapple 2020 14 55 15 56 3.3% 0.95[0.51, 1.78] - 1
Dresen 2021 8 21 7 21 2.0% 1.14[0.51, 2.58] ]
Fetterplace 2018 4 30 5 30 0.9% 0.80 [0.24, 2.69]
Yeh 2019 1 19 2 17 0.2% 0.45[0.04, 4.50]
Subtotal (95% CI) 225 219 11.6% 0.95[0.68, 1.33] -
Total events 50 52

Heterogeneity: Tau? = 0.00; Chi = 0.69, df = 4 (P = 0.95); I?= 0%
Test for overall effect: Z = 0.28 (P = 0.78)

2.2.2 >0.5 g/kg per day

Allingstrup 2017 37 100 34 99  9.4% 1.08[0.74, 1.57] -
Azevedo 2019 26 57 29 63 8.6% 0.99 [0.67, 1.46] -1
Danielis 2019 2 19 7 21 0.6% 0.32[0.07, 1.34] 1
Doig 2015 42 236 47 235 9.3% 0.89 [0.61, 1.29] e
Heyland 2023 222 642 208 648 54.8% 1.08 [0.92, 1.26] L
Nakamura 2020 6 60 6 57 1.1% 0.95[0.33, 2.78] |
Singer 2007 3 8 2 6 0.6% 1.13[0.27, 4.76]

van Zanten 2018 2 22 3 22 0.5% 0.67 [0.12, 3.61]

Xiong 2021 1" 26 8 27 24% 1.43[0.69, 2.98] ]
Zhang 2022 4 20 6 21 1.1% 0.70[0.23, 2.12] - 1
Subtotal (95% CI) 1190 1199  88.4% 1.04[0.92, 1.17] *
Total events 355 350

Heterogeneity: Tau? = 0.00; Chiz = 5.11, df =9 (P = 0.82); I?= 0%
Test for overall effect: Z = 0.58 (P = 0.56)

Total events 405 402
ity Tau? = - Chiz= = = -2 = 0Y [ + + t + t i
;{etf;ogenenyl.l T?fu t. ;)900 ::gl . —ebogjsdf 14 (P=0.97); P =0% 01 02 05 1 2 5 10
est for overall effect: Z = 0.45 (P = 0.65) Favours [Higher] Favours [Lower]
Test for subaroup differences: Chiz = 0.22. df =1 (P = 0.64). 2= 0%

Total (95% CI) 1415 1418 100.0% 1.03[0.92, 1.15] T





image15.tiff
Higher Lower Mean Difference Mean Difference

r re Mean D _Total Mean D _Total Weight IV, Random, 95% CI IV, Random, 95% Cl
2.13.1 <0.5 g/kg per day
Carteron 2021 1433 978 100 16 9.79 95 7.7% -1.67 [-4.42, 1.08] [
Chapple 2020 13 13 58 14 18 58 21% -1.00 [-6.71, 4.71]
Dresen 2021 68 34 21 62 48 21 0.1%  6.00[-19.16, 31.16]
Fetterplace 2018 106 83 30 91 55 30 50% 1.50 [-2.06, 5.06]
Subtotal (95% CI) 209 204 14.9% -0.51 [-2.54, 1.52]

Heterogeneity: Tau? = 0.00; Chi? = 2.19, df = 3 (P = 0.53); I* = 0%
Test for overall effect: Z = 0.49 (P = 0.62)

2.13.2>0.5 g/kg per day

Allingstrup 2017 11.33 1279 100 7.33 527 99 7.9% 4.00[1.29, 6.71] -
Azevedo 2019 22.33 15.21 57 21 18.97 63 1.9% 1.33 [-4.80, 7.46] -
Badjatia 2020 18 7 12 20 8 13 2.0% -2.00[-7.88, 3.88] —

Doig 2015 116 628 239 107 545 235 24.1% 0.90 [-0.16, 1.96] =

Heyland 2023 11.27 936 642 11.23 1048 650 23.6% 0.04 [-1.04, 1.12] -

Nakamura 2020 8 532 60 933 532 57 13.0% -1.33 [-3.26, 0.60] -

Rugeles 2013 9.5 55 40 104 5 40 10.1% -0.90 [-3.20, 1.40] - 1

van Zanten 2018 184 134 22 183 127 22 1.2% 0.10[-7.61,7.81]

Zhang 2022 27.94 1144 20 284 1178 21 1.4% -0.46 [-7.57, 6.65]

Subtotal (95% CI) 1192 1200 85.1%  0.30 [-0.73, 1.33] >

Heterogeneity: Tau? = 0.76; Chi? = 13.12, df =8 (P = 0.11); I? = 39%

Test for overall effect: Z = 0.57 (P = 0.57)

Total (95% CI) 1401 1404 100.0% 0.19 [-0.67, 1.04] ?

Heterogeneity: Tau? = 0.50; Chi = 15.92, df = 12 (P = 0.19); I? = 26% 10 5 0 5 10

Test for overall effect: Z = 0.43 (P = 0.66)

Favours [experimental] Favours [control
Test for subaroup differences: Chiz = 0.49. df = 1 (P = 0.48). 12= 0% fexp I [ I
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2.14.1 <0.5 g/kg per day

Chapple 2020 24 21 58 26 32 58 51%
Fetterplace 2018 27.4 19 30 188 109 30 7.6%
Subtotal (95% CI) 88 88 12.7%
Heterogeneity: Tau? = 35.55; Chi? = 2.72, df = 1 (P = 0.10); I* = 63%

Test for overall effect: Z = 0.71 (P = 0.48)

2.14.2>0.5 glkg per day

Allingstrup 2017 31.67 30.84 100 33.67 29.34 99 6.8%
Doig 2015 26 157 239 2438 14 235 332%
Heyland 2023 2267 21.77 642 2207 21.17 647 37.0%
Nakamura 2020 34.17 30.38 60 46.5 43.73 57 27%
van Zanten 2018 285 133 22 282 132 22 7.6%
Subtotal (95% CI) 1063 1060 87.3%

Heterogeneity: Tau? = 0.00; Chi? = 3.98, df = 4 (P = 0.41); I> = 0%
Test for overall effect: Z = 0.61 (P = 0.54)

Total (95% CI) 1151 1148 100.0%
Heterogeneity: Tau? = 2.34; Chi? = 8.20, df = 6 (P = 0.22); I* = 27%

Test for overall effect: Z = 0.61 (P = 0.54)

Test for subaroup differences: Chi2 = 0.36. df =1 (P = 0.55).

=0%

Mean Difference

959

-2.00 [-11.85, 7.85]
8.60 [0.76, 16.44]
3.74 [-6.62, 14.09]

-2.00 [-10.36, 6.36]
1.20 [-1.48, 3.88]
0.60 [-1.74, 2.94]

-12.33[-26.04, 1.38]
0.30 [-7.53, 8.13]
0.52 [1.15, 2.20]

0.73 [1.59, 3.04]

Mean Difference

i P
—

—

-

-20 -10 0

Favours [experimental]

10 20

Favours [control]




image17.tiff
Higher
Study or Subgroup  Mean
2.15.1 <0.5 g/kg per day

SD Total Mean

Lower
SD Total Weight

Carteron 2021 10.67 7.52 100 11.33 8.28 95 8.8%
Dresen 2021 33.21 5.54 21 3158 7.96 21 27%
Fetterplace 2018 87 75 30 7 5 30 4.3%
Subtotal (95% CI) 151 146 15.8%
Heterogeneity: Tau? = 0.00; Chi* = 1.83, df = 2 (P = 0.40); I* = 0%

Test for overall effect: Z = 0.41 (P = 0.68)

2.15.2 >0.5 glkg per day

Azevedo 2019 9.33 6.85 57 933 6.83 63 7.3%
Danielis 2019 7 64 19 9 557 21 3.3%
Heyland 2023 763 8.02 645 723 743 656 41.9%
Nakamura 2020 45 3.42 60 583 4.56 57 18.3%
Rugeles 2013 85 4.6 40 97 4.9 40 9.9%
van Zanten 2018 10 87 22 74 54 22 2.5%
Zhang 2022 2259 9.99 20 2329 11.81 21 1.0%
Subtotal (95% CI) 863 880 84.2%

Heterogeneity: Tau? = 0.30; Chi? = 7.68, df = 6 (P = 0.26); I* = 22%

Test for overall effect: Z = 0.72 (P = 0.47)

Total (95% CI) 1014

1026 100.0%

Heterogeneity: Tau? = 0.11; Chi* = 9.80, df = 9 (P = 0.37); I* = 8%

Test for overall effect: Z = 0.41 (P = 0.68)
Test for subaroup differences: Chi:

.49 df =1 (P =0.49). 2= 0%

Mean Difference
IV, Random, 95% Cl

Mean Difference
IV, Random, 95% Cl

-0.66 [-2.88, 1.56]
1.63[-2.52, 5.78)
1.70 [-1.53, 4.93]
0.35 [1.33, 2.02]

0.00 [-2.45, 2.45]
2.00 [5.74, 1.74]

0.40 [-0.44, 1.24]
-1.33[2.80, 0.14]
-1.20[-3.28, 0.88]

2,60 [-1.68, 6.88]
-0.70 [-7.38, 5.98]
-0.32[-1.20, 0.55]

-0.14 [-0.83, 0.54]

-10

-5 0 5
Favours [experimental] Favours [control]
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Higher

_Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl

2.12.1 <0.5 g/kg per day

Chapple 2020 12 58
Dresen 2021 10 21
Fetterplace 2018 3 30
Subtotal (95% Cl) 109
Total events 25

Heterogeneity: Tau? =
Test for overall effect:

0.26 (P =0.79)

2.12.2 >0.5 glkg per day

Allingstrup 2017 22 100
Doig 2015 58 237
Singer 2007 1 6
Zhang 2022 1 20
Subtotal (35% Cl) 363
Total events 82

Lower

13 58 11.9%
8 21 11.6%
3 30 25%

109  26.0%

24

.00; Chi2 = 0.38, df =2 (P = 0.83); I?= 0%

17 99 17.8%
53 235 54.3%
2 8 12%
0 21 06%
363 74.0%

72

Heterogeneity: Tau? = 0.00; Chi? = 0.88, df = 3 (P = 0.83); I?= 0%

Test for overall effect: Z = 0.86 (P = 0.39)

Total (95% Cl) 472

Total events 107

472 100.0%
96

Heterogeneity: Tau? = 0.00; Chi? = 1.30, df = 6 (P = 0.97); I?= 0%

Test for overall effect: Z = 0.87 (P = 0.38)
Test for subaroup differences: Chi’

0.05.df=1(P=0.83). 7=0%

Risk Ratio Risk Ratio
M-H, Random, 95% CI
0.92[0.46, 1.85] —T
1.25[0.62, 2.53] -
1.00 [0.22, 4.56] S
1.06 [0.66, 1.70] >
1.28 [0.73, 2.26] T
1.09 [0.78, 1.50] -+
0.67 [0.08, 5.75] —
3.14[0.14,72.92]
1.13[0.85, 1.49] >
1.11[0.87, 1.41] T
0.01 01 1 10 100

Favours [experimental]

Favours [control]
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image2.tiff
Higher Lower

Study logRR SE(logRR) Total
Allingstrup 2017 0.0745 0.1906 100
Azevedo 2019 —0.0091 0.1988 57
Cartron 2021 —-0.0513 0.2577 100
Chapple 2020 -0.0510 0.3195 55
Danielis 2019 -1.1527 0.7366 19
Doig 2015 -0.1167 0.1913 236
Dresen 2021 0.1335 0.4155 21
Fetterplace 2018 -0.2231 0.6191 30
Heyland 2023 0.0744 0.0788 642
Nakamura 2020 -0.0513 0.5469 60
Singer 2007 0.1178 0.7360 8
van Zanten 2018 —-0.4055 0.8616 22
Xiong 2021 0.3562 0.3747 26
Yeh 2019 —0.8044 1.1784 19
Zhang 2022 -0.3567 0.5648 20
Filled: Fetterplace 2018 0.3125 0.6191 30
Filled: Zhang 2022 0.4461 0.5648 20
Filled: van Zanten 2018 0.4949 0.8616 22
Filled: Yeh 2019 0.8938 1.1784 19

Filled: Danielis 2019 1.2421 07366 19

Random effects model 1525

Heterogeneity: 2= 0%, 2= 0,p =095

Total

99
63

Risk Ratio
e
1
—
i
N S
4+
— 1 T 1 1
0.1 051 2 10

RR

1.08
0.99
0.95
0.95
0.32
0.89
1.14
0.80
1.08
0.95
1.12
0.67
1.43
0.45
0.70
1.37
1.56
1.64
244
3.46

95%-Cl Weight

[0.74; 1.57]
[0.67; 1.46]
[0.57; 1.57]
[0.51; 1.78]
[0.07; 1.34]
[0.61; 1.29]
[0.51; 2.58]
[0.24; 2.69]
[0.92; 1.26]
[0.33; 2.78]
[0.27; 4.76]
[0.12; 3.61]
[0.69; 2.98]
[0.04; 4.50]
[0.23; 2.12]
[0.41; 4.60]
[0.52; 4.73]
[0.30; 8.88]
[0.24; 24.61]
[0.82; 14.67]

9.1%
8.3%
5.0%
3.2%
0.6%
9.0%
1.9%
0.9%
53.1%
1.1%
0.6%
0.4%
2.3%
0.2%
1.0%
0.9%
1.0%
0.4%
0.2%
0.6%

1.05 [0.93; 1.17] 100.0%




image3.tiff
Higher Lower Risk Ratio Risk Ratio
r re Events T Even! | Weight M-H, Ran % Cl M-H, Random, 95% Cl

21.1EN
Allingstrup 2017 37 100 34 99 9.4% 1.08 [0.74, 1.57] -
Azevedo 2019 26 57 29 63 8.6% 0.99[0.67, 1.46] -1
Cartron 2021 23 100 23 95 51% 0.95[0.57, 1.57] - T
Chapple 2020 14 55 15 56 3.3% 0.95[0.51,1.78] D
Danielis 2019 2 19 7 21 0.6% 032[007,1.34] ¥ |
Dresen 2021 8 21 7 21 2.0% 1.14[0.51, 2.58] ]
Fetterplace 2018 4 30 5 30 0.9% 0.80[0.24, 2.69] - 1
Heyland 2023 222 642 208 648 54.8% 1.08[0.92, 1.26] E
Nakamura 2020 6 60 6 57 1.1% 0.95[0.33, 2.78] -
van Zanten 2018 2 22 3 22 0.5% 0.67 [0.12, 3.61]
Xiong 2021 1 26 8 27 24% 1.43[0.69, 2.98] ]
Yeh 2019 119 2 17 02% 0.45[0.04, 4.50]
Zhang 2022 4 20 6 21 1.1% 0.70[0.23, 2.12] I
Subtotal (35% Cl) 1171 177 90.1% 1.04[0.92, 1.17] *
Total events 360 353
Heterogeneity: Tau? = 0.00; Chi? = 5.38, df = 12 (P = 0.94); I?= 0%
Test for overall effect: Z = 0.66 (P = 0.51)
21.2PN
Doig 2015 42 236 47 235 9.3% 0.89[0.61,1.29] -/
Singer 2007 3 8 2 6 0.6% 1.13[0.27, 4.76]
Subtotal (95% CI) 244 241 9.9% 0.90 [0.63, 1.30]
Total events 45 49
Heterogeneity: Tau? = 0.00; Chi* = 0.10, df = 1 (P = 0.76); I = 0%
Test for overall effect: Z = 0.55 (P = 0.58)
Total (95% CI) 1415 1418 100.0% 1.03[0.92, 1.15]
Total events 405 402
Heterogeneity: Tau® = 0.90, Chi? = 6.02, df = 14 (P = 0.97); I*= 0% '0‘1 0‘2 0:5 jl é tl': 10‘
Test for overall effect: Z = 0.45 (P = 0.65) Favours [Higher] Favours [Lower]
Test for subaroup differences: Chiz = 0.53. df = 1 (P = 0.47). 2= 0%

Higher Lower Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2.9.1 <14 days
Azevedo 2019 26 57 29 63 8.6% 0.99 [0.67, 1.46] T
Cartron 2021 23 100 23 95  51% 0.95[0.57, 1.57] “
Danielis 2019 2 19 7 21 0.6% 0.32[0.07, 1.34]
Doig 2015 42 236 47 235  9.3% 0.89[0.61, 1.29] |
Nakamura 2020 6 60 6 57 1.1% 0.95[0.33, 2.78] - 1
Singer 2007 3 8 2 6 0.6% 1.13[0.27, 4.76] ]
van Zanten 2018 2 22 3 22 05% 0.67 [0.12, 3.61] _
Xiong 2021 " 26 8 27 2.4% 1.43[0.69, 2.98] 1
Yeh 2019 1 19 2 17 02% 0.45[0.04, 4.50] —
Subtotal (95% Cl) 547 543  28.6% 0.94[0.76, 1.17] *
Total events 116 127
Heterogeneity: Tau? = 0.00; Chi? = 4.26, df = 8 (P = 0.83); 1> = 0%
Test for overall effect: Z = 0.53 (P = 0.60)
2.9.2 >14 days
Allingstrup 2017 37 100 34 99 94% 1.08 [0.74, 1.57] T
Chapple 2020 14 55 15 56  3.3% 0.95[0.51, 1.78] -1
Dresen 2021 8 21 7 21 2.0% 1.14[0.51, 2.58] -1
Fetterplace 2018 4 30 5 30 09% 0.80 [0.24, 2.69] - L
Heyland 2023 222 642 208 648 54.8% 1.08[0.92, 1.26] | ]
Zhang 2022 4 20 6 21 1.1% 0.70[0.23, 2.12] I
Subtotal (95% Cl) 868 875 71.4% 1.06 [0.93, 1.22] 4
Total events 289 275
Heterogeneity: Tau? = 0.00; Chi? = 0.95, df =5 (P = 0.97); 2= 0%
Test for overall effect: Z = 0.87 (P = 0.38)
Total (95% Cl) 1415 1418 100.0% 1.03 [0.92, 1.15]
Total events 405 402
Heterogeneity: Tau? = 0.00; Chi? = 6.02, df = 14 (P = 0.97); I* = 0% 0.01 01 1 10 100

Test for overall effect: Z = 0.45 (P = 0.65)
Test for subaroun differences: Chi 83.df=1(P=0.36). 12=0%

Favours [experimental]

Favours [control]




image4.tiff
Higher

Study or Subgroup _ Events
1.7.1 ICU mortality

Azevedo 2019 22
Chapple 2020 12
Doig 2015 28
Dresen 2021 8
van Zanten 2018 1
Zhang 2022 4
Subtotal (95% CI)

Total events 75

Total

57
58
239
21
22
20
M7

Lower

Events Total Weight

83

63
58
235
21
22
21
420

3.7%
1.2%
2.9%
1.0%
0.1%
0.6%
9.5%

Heterogeneity: Tau? = 0.00; Chi? = 1.31, df =5 (P = 0.93); I?= 0%
Test for overall effect: Z = 0.54 (P = 0.59)

1.7.2 In-hospital mortality

Azevedo 2019 26
Danielis 2019 2
Doig 2015 37
Heyland 2023 211
Singer 2007 3
Yeh 2019 1
Subtotal (95% CI)

Total events 280

29
7
43
188
2

2

271

63
21
235
653
6
17
995

4.5%
0.3%
4.2%
25.4%
0.3%
0.1%
34.9%

Heterogeneity: Tau? = 0.00; Chi? = 5.32, df = 5 (P = 0.38); > = 6%
Test for overall effect: Z = 0.48 (P = 0.63)

1.7.3 28/30-day mortality

Allingstrup 2017 20
Carteron 2021 20
Chapple 2020 12
Fetterplace 2018 4
Nakamura 2020 6
van Zanten 2018 2
Xiong 2021 1
Subtotal (95% CI)

Total events 75

100
100
56
30
60
22
26
394

78

99
95
57
30
57
22
27
387

2.3%
2.3%
1.5%
0.5%
0.6%
0.2%
1.3%
8.6%

Heterogeneity: Tau? = 0.00; Chi? = 1.52, df = 6 (P = 0.96); I>= 0%
Test for overall effect: Z = 0.28 (P = 0.78)

1.7.4 60-day mortality

Carteron 2021 23
Fetterplace 2018 4
Heyland 2023 222

Subtotal (95% CI)

Total events 249

100

30
642
772

23
5
208

236

95
30
648
773

2.7%
0.5%
28.5%
31.6%

Heterogeneity: Tau? = 0.00; Chi? = 0.43, df = 2 (P = 0.81); 2= 0%
Test for overall effect: Z = 0.80 (P = 0.43)

1.7.5 90-day mortality

Allingstrup 2017 30
Chapple 2020 14
Doig 2015 42
Subtotal (95% CI)

Total events 86

100

55
236
391

32
15
47

94

929
56
235
390

4.0%
1.7%
4.8%
10.5%

Heterogeneity: Tau? = 0.00; Chi> = 0.04, df =2 (P = 0.98); I = 0%
Test for overall effect: Z = 0.70 (P = 0.49)

1.7.6 180-day mortality

Allingstrup 2017 37
Subtotal (95% CI)
Total events 37

Heterogeneity: Not applicable

100
100

34

34

Test for overall effect: Z = 0.39 (P = 0.70)

Total (95% CI)

Total events 802

3060

796

929
99

4.9%
4.9%

3064 100.0%

Risk Ratio
M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

0.87 [0.57, 1.33]
1.20 [0.56, 2.56]
0.92[0.57, 1.49]
1.14[0.51, 2.58]
0.50 [0.05, 5.12]
0.70[0.23, 2.12]
0.93[0.71, 1.21]

0.99 [0.67, 1.46]
0.32[0.07, 1.34]
0.85 [0.57, 1.26]
1.14[0.97, 1.34]
1.13[0.27, 4.76]
0.45 [0.04, 4.50]
1.04 [0.88, 1.23]

0.94 [0.55, 1.63]
0.90 [0.53, 1.56]
0.87 [0.44, 1.72]
0.80 [0.24, 2.69]
0.95 [0.33, 2.78]
0.67[0.12, 3.61]
1.43[0.69, 2.98]
0.96 [0.73, 1.27]

0.95 [0.57, 1.57]
0.80 [0.24, 2.69]
1.08[0.92, 1.26]
1.06 [0.92, 1.23]

0.93[0.61, 1.40]
0.95[0.51, 1.78]
0.89[0.61, 1.29]
0.91[0.71, 1.18]

1.080.74, 1.57]
1.08 [0.74, 1.57]

1.02[0.94, 1.11]

Heterogeneity: Tau? = 0.00; Chi? = 10.68, df = 25 (P = 0.99); I = 0%
Test for overall effect: Z = 0.56 (P = 0.58)
Test for subaroup differences: Chiz2=1.77.df =5 (P =0.88). 12=0%

02 05 1 2 5
Favours [Higher] Favours [Lower]

10




