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Risk of Bias summary
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Forrest plot
Outcome D Long term mortality (more than 60 days)

Vitamin C Placebo Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Fujii 2020 0 105 25 102 3.8% 117 [0.74,1.84] [ITTTITT T
Heyland 2013 250 593 218 585 40.9% 117 [1.02,1.35] (LTI T T 1 1]
Hwang 5Y, 2020 17 &3 16 68 2.4% 1.16 [0.56, 2.06]

Lamantagne 2022 191 M7 185 426 351% 1,05 [0.91,1.23]

Rosengrave P 2022 g a0 7o 12% 114 [0.51, 2.55]

Sevransky JE 2021 102 252 84 248 16.6% 1.07 [0.56, 1.33]

Total {(95% CI) 1440 1441 100.0% 1.41[1.02,1.22]

Total events 60T 5445

Heterogeneity: Tau®=0.00; Chi*=1.23, df=5(P=094), F= 0% iﬂ o 011 1 1=D
Test for overall effect. £= 234 (P =0.02) : ¥

Favours [VitG] Favours [control]

Outcome @ 28 or 30 days mortality
Vitamin C Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Fowler 2014 T 16 5 8 32% 0.70[0.32, 1.53] — ee
Fowler 2019 25 a4 38 823 8.3% 0.65[0.43, 0.97] ™
Fujii 2020 24 106 21103 5.9% 1.11 [0.68, 1.87] T @
Heyland 2013 180 617 173 601 166% 1.07 [0.80,1.27] i .
Hussein 2021 17 47 M 47 B.3% 0.81 [0.49,1.33] ™
Hwang SY, 2020 ih 53 9 58 3.0% 1.34 [0.60, 2.97] 1T @
Lamontagne 2022 162 429 137 434 159% 1.12[0.93,1.36] ™
Mahmoodpoor A 2021 B 40 1 40 25% 0.585[0.22,1.33] T @
Moskowitz A 2020 3 1m 29 ee] 8.2% 1.18[0.79,1.78] T .
Ping Chang 2020 11 40 14 40 4.1% 0.78[0.41,1.52] i
Rosengrave P 2022 G 20 7 20 2.4% 0.86[0.35,2.10] T @
Sewranshky JE 2021 a6 2482 6O 245 10.8% 0.92 [0.67,1.27] -
Shi-Jin Lv 2021 15 61 24 56 5.7T% 0.57 [0.34,0.98] ™ o
Wacker DA 2022 16 60 26 64 6.0% 0.66[0.39,1.10] 7 .
Zahet 2016 2 14 9 14 1.2% 0.22 [0.06, 0.85] @
Total (95% CI) 1940 1916 100.0% 0.89 [0.77,1.04] 4
Total events a73 584
Heterogeneity: Tau®= 0.03; Chi®= 23.06, df= 14 (P = 0.06); F= 39% =U.EI1 0?1 1=D |
Test for overall effect Z=1.50 (P =0.13) Favours [VitC] Favaurs [control]
Outcome @ In-hospital mortality
Vitamin C Placebo Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFG
Crimi 2004 43 112 TE 112 182% 0.64 [0.50,0.82] -
Ferron-Celma 2009 G 10 4 10 4.5% 1.50 [0.60, 3.74] T
Fujii 2020 24 106 21103 9.9% 1.11 [0.68, 1.87] T
Heyland 2013 216 @617 189 601 21.2% 1.06[0.90,1.24] *
Howe 2014 17 a0 10 22 8.3% 0.75[0.41,1.36] i
Hwang 5%, 2020 13 a3 ih 58 6.6% 1.29[0.63, 2.63] T
lglesias J 2020 11 [t} 13 69 B.3% 0.86[0.41,1.78] "
Jamshidi 2021 3 29 ih 29 2.9% 0.27[0.08, 0.88] -
Moskowitz A 2020 28 1M 23 93 10.9% 1.18[0.74,1.92 T
Porter 1999 1] 49 1} 9 Mot estimable
Rosengrave P 2022 7 20 7 20 5.1% 1.00[0.43 2.33)] T
Tanaka 2000 ] 19 T 18 B.1% 1.22[0.58, 2.47] -1
Total (95% CI} 1194 1150 100.0% 0.94 [0.76, 1.16] L
Total events 383 g2

i = = . - - - SR = I Il } ]
Heterogeneity: Tau®= 0.05; Chi*=19.87, df=10{P=0.03); F=450% '0.01 0!1 1'D 1DD'

Test for overall effect Z=0.58 (P = 0.56)

Favours [WitaminC] Favours [control]



Outcome @ Length of ICU stay

Vitamin C Placebo Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean §D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fowler 2014 8.6 B7B41645 16 11 8.0184066 8  05% -2.40[-8.87, 4.07] -T
Heyland 2013 94333333 79506918 617 9.9333333 749511923 601 10.7% -0.50[-1.39,0.39]
Howe 2015 12846  9.718924 a0 191 16 22 04% -B15[13.36,1.04) 7
Hussein 2021 83149 4071 47 9.787 4.206 47 8.5% -1.47[-3.14,0.21] 1
Huwang SY, 2020 6.3333333 E6.0963038 43 7.3333333 6.4618927 a8 3.3% -1.00[-3.34,1.34] T
lglesias J 2020 476 43 [t} 466 348 B9 TAE% 0A0[1.21,1.41]
Lamontagne 2022 7 G.6944307 429 BEEEGEGY 59504181 433 11.2% 0.33[0.51,1.18]
Mahmoodpoor & 2021 1277 R 40 1418 312 40 6.3% -1.38[-2.88,012) 1
Hogueira 2013 30 11 11 27 13 23 0.3% 3.00[-5.40,11.40] T
Fing Chang 2020 8.1 67665831 40 7.7BEEEGY 5.9976532 40 2.4% 0.33[-2.47,3.14]
Porter 1333 22 252 a 368 243 9 0.0% -13.80[36.67,9.07] 7
Rosengrave P 2022 49 19 20 9.3 4.2 20 4.2% -4.40[-6.42,-2.38] -
Sevransky JE 2021 45 1 280 4.8 1 245 17.0% 0.00[-0.18,0.18]
Shi-Jin Ly 2021 449 1.3 A1 4.6 1.1 56 152% 0.30[0.14,0.74]
Wacker DA 2022 38 1.4 60 3 1 64 15.2% 0.801[0.37,1.23]
Fabet 2016 2145 1023 14 2057 13.04 14 0.3% 0.88 [7.80, 9.56] T
Total (95% CI) 1785 1749 100.0% -0.25[-0.72,0.22]
Heterogeneity: Tau®= 0.34; Chi*= 46,46, df= 15 (P < 0.0001); F= 6% 5_1 o su 5 SE 1uu=
Test for overall effect. Z=1.04 (P = 0.30) Favours [VitaminC] Favours [contral]

Outcome ® Length of hospital stay

Vitamin C Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fujii 2020 14.83333333 1487941647 107 14866667 14960461 104 61% -0.03 [4.06, 3.99] T
Heyland 2013 20.366667 2095416 617 18.233333 18503242 601 11.5% 1.13[1.09,3.39] T
Howe 2015 22434 17.391263 50 216 155 2 20% -017 [-B.24,7.91] T
Hussein 2021 9447 4 226 47 1117 5038 47 128% -1.72 3,60, 0.16] "
Hwang 8Y, 2020 156333333 7 A526543 46 16 1GBEEY 12061642 2 HB% -0.83 [-4.09, 3.33] T
Iglesias J 2020 1.5 6.3 68 1" 6.2 69 11.7% 0.50 [-1.68, 2.68]
Lamontagne 2022 18333333 17851815 429 18.6GBEGE7 17851254 433 109% -0.33[2.72,2.09]
Porter 1999 33 234 9 49 30 9 02% -17.70[42.56,7.16] -
Rosengrave P 2022 205 B 1] 265 105 W 41% -6.00F11.30,-0.70] -
Gevransky JE 2021 10.75 18 250 10 2 46 1B5% 0.75[0.41, 1.049]
Tanaka 2000 40 28 19 43 44 18 03% -9.00[3291,1491] 1
Wacker DA 2022 105 4 G0 72 22 G4 161% 3.30[2.15, 4.45] o
Total (95% Cl) 1722 1685 100.0% 0.24 [-0.97, 1.45]
Heterogeneity: Tau®= 2.03; Chi= 36.20, df= 11 (P = 0.0002); F=70%

00 -a0 50 100

Testforoverall effect Z=0.38 (P = 0.70) Favours [VitaminC] Favours [control]

Outcome ® Acute Kidney Injury

Vitamin C Placebo Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fujii 2020 a8 107 78104 32.2% 0.87[0.82,1.158] -
Hweang 5Y, 2020 3 v 2 45 0.3% 1.82[0.32,10.35] EE E—
lglesias J 2020 54 [z 52 69 29.0% 1.051[0.88, 1.26] *
Lamaontagne 2022 162 429 164 433 326% 1.00[0.84,1.18] -
Moskowitz A 2020 32 1M 27 99 51% 1.16[0.76,1.79] I
Fing Chang 2020 1 40 2 0 0.2% 0.50[0.05, 5.30] —_— 1T
Sevranshky JE 2021 1 282 0 249 01% 2961012, 72.47]
Tanaka 2000 0 19 0 18 Mot estimable
Wacker DA 2022 10 60 2 G0 0.4% 5.001[1.14,21.86]
Total {95% CI) 1113 1117 100.0% 1.02 [0.93,1.13]
Total events 338 324

e TR = PhiE= _ _ o \ , , ,
Heterogeneity: Tau®=0.00; Chi*= 869, df=7 (P =0.46), F= 0% 'D.D1 0!1 1'D 1DD'

Testfor overall effect: £= 043 (P = 0.67) Favours [VitaminC] Favours [control]



Funnel plot
Outcome D Long term mortality (more than 60days)
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In-hospital mortality
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Length of hospital stay
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Evidence to Decision Table

Probably yes

JUDGEMENT

DESIRABLE EFFECTS Trivial

UNDESIRABLE EFFECTS

CERTAINTY OF EVIDENCE Very low

Probably no important
uncertainty or
wariability

Probably favors the
COMparison

aries

Probably yes

aries

Probably yes

aries




