Table 20 Interaction Model for Continuous Baseline SOFA (PPS)
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3. Primary Outcome: SOFA score é
Interaction model for baseline SOFA (PPS)
b Baseline SOFA<6 Baseline SOFA>=6
Vitamine C Control Ratio (95%C1) P Vitamine C Control Ratio (95%C) P P Interaction
) Day 1 2.467 (2.246:2.706) 2.467 (2.246:2.706) 8.339 (7.908;8.793) 8.339 (7.908;8.793)
Day2 1,633 (1.357,1.948) 1.792 (1.482:2.149) 0.923 (0.750,1.136) 0.4465 6790 (5.924.7.779) 8.152(7.097:9.362) 0.834 (0.705,0.987) 0.0349 0.4539
1 Day3 1332 (1.055:1.651) 1255 (0.9721.582) 1.048 (0.819:1341) 07063  5.110(4194,6216) 6769 (5538:8.266) 0.758 (0.588:0.977) 00329 00710
Day 4 1.037 (0.778:1.334) 0.985 (0.7181.294) 1.037 (0791:1359) 07910  3.475(2610,4597) 5494 (41257.298) 0.640(0.4430925) 00180 00376
" Day 5 0.813 (0.569;1.089) 0.961 (0.685;1.281) 0.895 (0.674,1.188) 0.4393 2994 (2.146,4.130) 4.356 (3.123,6.041) 0.697 (0.454,1.069) 0.0970 0.3361
Average d2-d5 1.181(0.944:1.448) 1.223 (0.969:1.513) 0.973 (0.779:1.216) 0.8112 4.370 (3.540:5.382) 6.033 (4.872:7.461) 0.729 (0.557:0.954) 0.0217 0.1022
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Estimates of SOFA (95%Cl) obtained from the cLDA model fitted on inverse hyperbolic sign transformed data. Means and 95% confidence intervals are obtained after backtransformation to the
original scale. Due to the transformation, the comparison of both groups refers to a ratio.

Interactions are allovied with the categorised baseline SOFA score (<6 versus >=6). Focus of interest s the comparison of the intervention effects (at each day separately and the average)
between subjects with SOFA<6 and subjects with SOFA>=6.

This interaction model allows a separate covariance structure and separate effects of site for the twio groups defined by the baseline SOFA.

Note that this subgroup analysis (and the interaction model comparing the effects befween both groups) on the PPS
was NOT PLANNED

11.4  EFFICACY RESULTS AND TABULATIONS OF INDIVIDUAL PATIENT DATA

11.4.1 Analysis of Efficacy
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3. Primary Outcome: SOFA score

Interaction model for comtinuous baseline SOFA (PPS)

‘Assuming insariy “Allowing non-Tnearity
SOFA Score. Vitsmine C____value Vitsmine C____vaive.
o 1012 (0755:1349) 0.8374 0239 (0496,1594) 0.6919
1 0979 (0761:1259) 0.3651 0950 (0664:1359) 07785
2 0947 07611.179) 0.6276 1008 (0794:1279) 0.9482
3 0917 0757:1111) 0.3756 1020 (0782:1330) 08845
4 0887 (0745:1.057) 0.1801 0954 (0739:1233) 07203
5 0859 0725:1.017) 0.0782 0855 (0676:1.081) 0.13%4
6 0831 (0696:0952) 0.04065 0771(0567:1012) 0.0612
7 0804 (06610.978) 0.0296 0725 (05340952) 0.0444
s 0779 06230973) 0.0282 0719 (05260983) 0.0385
s 0753 (0583.0974) 0.0308 0735 (05440952) 0.0445
10 0729 (05430978) 0.0354 0769 (0.564:1.048) 0.0959
1" 0706 (05050.985) 0.0408 0813 (0563:1.173) 0.2672
12 0683 (0.469.0.994) 0.0465 0861 (0544:1365) 0.5242
13 0.661(0.435:1.004) 0.0523 0913 (0515:1.620) 07545
" 0.640 (0.4031.015) 0,078 0967 (0.482:1.941) 0.9253

‘Comparisons of Vitamin C vith placebo obtained from 3 LDA modelfited on inverse hyperbolic sin fransiormed data, aloving
the effect of Vitamin C to depend on baseline SOFA score .. an interaction between the effect of vitamin C and baseline.
'SOFA s allowed). Due o the transformation of the SOFA score (as outcome variable), the comparison of both groups refers to a
fatio (and 95%Ci). The effectrefers 1o the effect averaged over d2.d5

Resuls from two versions of is interaction model ar presented

(1) assuming lineartyfor the effect of th baseline SOFA score and for the interaction effect (P-value for ineraction: 0.3457),
(2)- allowing non-ineariy in the nteraction between the baseline SOFA and the effect of vitamin . (P-value for interaclion:
0.3661). To this purpose, restricted cubic splines vith 4 knots were used.

Note that the model s ftied on the values from d2-d5, hence notincluding day 1 as an outcome variabl (therefore, the modelis
ot  cLDA but a LDA model.

‘The interaction effect s visualised n the figures below
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