Table 32 Vasopressor Requirement FAS 
A. for the Dose of Vasoactive Agent, 
B. the Probability of Receiving Vaso-Active Agents, 
C. the Probability of Receiving at Least Dopamine >5, Epinephrine = 0.1 or Norepinephrine = 0.1 and 
D. the Probability of Receiving Dopamine >15, Epinephrine >0.1 or Norepinephrine >0.1
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(in case MV information was available on the day of death, the information is considered missing from the day after death on)

8. Mechanical Ventilation

i PPS
= Vitamine C Control Odds Ratio (95%Cl) __P-value
| Day 1 0.076 (0.037,0.150)  0.066 (0.030;0.141)
Day 2 0.115(0.059,0.210)  0.132(0.067:0.242)  0.851(0.306:2.370)  0.7577
Day 3 0.083(0.040,0.164)  0.092(0.044:0.184)  0.892(0.299:2.658)  0.8376
3 Day 4 0.031(0.013,0.074)  0.068 (0.030;0.145)  0.448 (0.131:1.526)  0.1986
R Day 5 0036 (0.015,0.083)  0.029 (0.011:0.073) 1233 (0.339:4.476)  0.7505
average d2-d5 0058 (0.033,0.098)  0.071(0.041:0.120)  0.805(0.363:1.782) 05916

b Predicted probability (and 95%Cl) of mechanical ventilation obtained from a generalised linear mixed model (logistic regression with a
random effect of patient) with group and time as fixed effects and correcting for study site (as fixed effect).
Note that the estimates refer to the predicted probability and the predicted effect for the average patient
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9. Vasopressor requirement
FAS
“Summary Statistic ViEC Placebo
Total Number of Patients N 47 145
Day 1
Dose of Vasoactive Agent
None administered N (%) 106/147 (72.11%) 108/145 (74.48%)
Dopa=5., epi<=0.1 or norepi<=0.1 N (%) 7147 (1156%) 14145 ( 0.66%)
Dopa>15, epi>0.1 of norepi=0.1 N (%) 241147 (16.33%) 231145 (15.86%)
Day2
Dose of Vasoactive Agent
None administered N (%) 10147 (74.83%) 1111145 (76.55%)
Dopa=5., epi<=0.1 or norepi<=0.1 N (%) 141147 ( 0.52%) 8/145 ( 552%)
Dopa>15, epi>0.1 of norepi=0.1 N (%) 231147 (15.65%) 261145 (17.93%)
Day3
Dose of Vasoactive Agent
None administered N (%) 120/145 (82.76%) 1101143 (83.22%)
Dopa=5., epi<=0.1 or norepi<=0.1 N (%) 13145 ( 8.97%) 97143 ( 629%)
Dopa>15, epi>0.1 of norepi=0.1 N (%) 12145 8.28%) 151143 (10.49%)
Day4
Dose of Vasoactive Agent
None administered N (%) 126/142 (88.73%) 126/130 ( 90.65%)
Dopa=5, epi N (%) 61142 423%) 71139 ( 5.04%)
Dopa>15, epi>0.1 of norepi=0.1 N (%) 101142 ( 7.04%) 61139 ( 432%)
Day5
Dose of Vasoactive Agent
None administered N (%) 120/142 (90.85%) 128/136 ( 94.12%)
Dopa=5., epi<=0.1 or norepi<=0.1 N (%) 61142 423%) 61136 ( 441%)
Dopa>15, epi>0.1 of norepi=0.1 N (%) 71142 493%) 20136 ( 147%)

Observed information on vaso-active agents. Note that the option dopamine <= 5 or dobutamine (any dose) was never chosen
Put on zero when patient s discharged. When a subject s deceased, the valus is considered missing from thal day on (in case
information wias avalable on the day of death, he information is considered missing from the day after death on).
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i 9. Vasopressor requirement
Fas
i 9. Vasopressor requirement
Vitamine C Control Odds Ratio (35%C1) __Prvalue
N FAS Day 1 0202(0.120,0321) 0185 (0.107,0.302)
B Day 2 0.164 (0.093,0.271) 0.156 (0.087,0.263) 1.063 (0.426,2.653) 0.8956
Day 3 0.081(0.041,0.152) 0.075 (0.037,0.146) 1.080 (0.390;2.992) 0.8817
N Day 4 0035(0.0160.076)  0.029 (0.012,0.069)  1.208 (0.367:3.974)  0.7553
Summary Statistic Vit-C Pilacebo Day 5 0025(0.011,0056)  0.013(0.0050036) 1913 (0.5047.262)  0.3403
B - average d2-d5 0.060 (0.036,0.097) 0.047 (0.027,0.080) 1.276 (0.595,2.737) 05303
Total Number of Patients N 147 145 Comparison of the probability that a patient received vaso-active agents. Note that multiplying the average predicted probability over
H 02-05 yields the mean number of days wih vasopressor requirement
Estimates (95%Cl) obtained from a generalised linear mixed model (logistic regression with a random effect of patient) with group and
] Day 1 time as fixed effects and correcling for study site (as fixed effect)
Dose of Vasoactive Agent Note that the estimates refer to the predicted probabilty and the predicted effect for the average patient
N None administered n/N (%) 106/147 (72.11%) 108/145 ( 74.48%)
b Dopa=5 , epis .1 0r nore;_u<=0.1 n/N (%) 171147 ( 11.56%) 14/145 ( 9.66%) Viamine Contrl Cdds Rafio (95%C)_Pvalie
M Dopa=15, epi=0.1 or norepi=0.1 n/N (%) 24/147 (16.33%) 23/145 ( 15.86%) Day 1 0202 (0120:0321) 0185 (0.107,0.302)
Day 2 Day 2 0.164 (0.093,0.271) 0.156 (0.087,0.263) 1.063 (0.426,2.653) 0.8956
N " Day 3 0.081(0.041,0.152) 0.075 (0.037,0.146) 1.080 (0.390;2.992) 0.8817
Dose of Vasoactive Agent Day 4 0035(0.016:0076) 0029 (0.012,0.069)  1.208(0.367:3.974) 07553
B None administered N (%) 1101147 ( 74.83%) 111/145 ( 76.55%) Day 5 0025(0.011,0.055)  0013(0.0050.035)  1913(0.5047.262) 03403
, average d2-d5 0.060 (0.036,0.097) 0.047 (0.027,0.080) 1.276 (0.595,2.737) 05303
E Dopa=5 , epi<=0.1 or norepi<=0.1 N (%) 14/147 ( 9.52%) 8/145 ( 5.52%) Comparison of the probabiity that a patient received at least dopamine > 5, epinephine = 0.1 or norepinephrine =0.1 m
i Estimates (95%Cl) obtained from a generalised linear mixed model (logistic regression with a random effect of patient) with group and
: Dopa15, epi=0.1 o norepi=0.1 N %) 2147 (1565%) 261145 (17.93%) it e e or o
Day 3 Note that the estimates refer to the predicted probability and the predicted effect for the average patient
N Dose of Vasoactive Agent
- None administered n/N (%) 120/145 ( 82.76%) 119/143 ( 83.22%)
3 Dopa>5, epi<=0.1 or norepi<=0.1 n/N (%) 131145 ( 8.97%) 9/143 ( 6.29%)
Dopa=15, epi=0.1 or norepi=0.1 n/N (%) 12/145 ( 8.28%) 15/143 ( 10.49%)
Day4 Cetase Stuay Page 85 0f 125
b Dose of Vasoactive Agent
None administered n/N (%) 126/142 ( 88.73%) 126/139 ( 90.65%)
] Dopa=5, epi<=0.1 or norepi<=0.1 n/N (%) 6/142 ( 423%) 7139 ( 5.04%)
[l
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] 9. Vasopressor requirement
- FAS C-Easie Study Page 85 0f 125
Vitamine C Control Odds Ratio (93%Cl) P-value
] Day 1 0.202 (0.120;0.321) 0.185 (0.107;0.302)
" Day 2 0.164 (0.093;0.271) 0.156 (0.087,0.263) 1.063 (0.426;2.653) 0.8956
] Day 3 0.081 (0.041;0.152) 0.075 (0.037;0.146) 1.080 (0.390;2.992) 0.8817 9. Vasopressor requirement
Day 4 0.035 (0.0160.076)  0.029 (0.012;0.069) 1.208 (0.367;3.974) 0.7553 Fas
| Day 5 0.025 (0.011;0.056) 0.013 (0.005;0.036) 1.913 (0.504,7.262) 0.3403
E average d2-d5 0.060 (0.0360.097) 0.047 (0.027;0.080) 1.276 (0.595,2.737) 0.5303 Vitamine C Control Odds Ratio (95%Cl) __P-value
Comparison of the probability that a patient received vaso-active agents. Note that multiplying the average predicted probability over Day 1 0.094(0050,0.170) 0,093 (0.049,0.170)
M - ; : Day2 0087(0.0450.160)  0.116(0.0630202) 0732 (0287.1.865) 05125
d2-d5 yields the mean number of days with vasopressor requirement. Day3 0033 (0.0140.074)  0.045(0.021:0.085) 0727 (0.2312.289) 05855
4] Estimates (95%Cl) obtained from a generalised linear mixed model (logistic regression with a random effect of patient) with group and Day 4 0.025 (0.010,0.059) 0.014 (0.005,0.041) 1.756 (0.435,7.097) 04291
time as fixed effects and correcting for study site (as fixed effect). Day5 0.015 (0.005,0.040) 0.003(0.001:0.018)  4.292 (0.625,20.490)  0.1384
N Note that the estimates refer to the predicted probability and the predicted effect for the average patient average d2-d5 0032(0.019:0.056) 0,023 (0.012,0.045) 1415 (05953365) 04319
Comparison of the probabilty that a patient received dopamine = 15, epinephrine = 0.1 or norepinephine= 0.1
N Estimates (95%CI) oblained ffom a generalised inear mixed model (ogistc regression vith a random effect of patient) with group and
ime as fived effecls and correcting for study sie (as fixed effect)
~ Note that the estimates refer o the predicted probabilty and the predicted effect for the average patient
i Vitamine C Control 0Odds Ratio (95%Cl) P-value
Day 1 0.202 (0.120;,0.321) 0.185 (0.107,0.302)
] Day 2 0.164 (0.093;0.271) 0.156 (0.087,0.263) 1.063 (0.426,2.653) 0.8956
- Day 3 0.081(0.041;0.152) 0.075 (0.037,0.146) 1.080 (0.390;2.992) 0.8817
N Day 4 0.035 (0.016;0.076) 0.029 (0.012;0.069) 1.208 (0.367,3.974) 0.7553 0
Day 5 0.025 (0.011;0.056) 0.013 (0.005;0.036) 1.913 (0.504,7.262) 0.3403
1 average d2-d5 0.060 (0.036,0.097) 0.047 (0.027,0.080) 1.276 (0.595,2.737) 0.5303
2 Comparison of the probability that a patient received at least dopamine > 5, epinephrine = 0.1 or norepinephrine =0.1.
Estimates (95%Cl) obtained from a generalised linear mixed model (logistic regression with a random effect of patient) with group and
1 time as fixed effects and correcting for study site (as fixed effect)
Note that the estimates refer to the predicted probability and the predicted effect for the average patient
] 11.4.2 Statistical / Analytical Issues
CEasie study Page 86 0f 125 5
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