Table 19 Interaction Model for Continuous Baseline SOFA (FAS)
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Vitamine C Control Ratio (95%Cl) Povalue
] Day 1 5327 (7.9118.764) 8327 (7.911,8.764)
Day2 6.838 (5.9947.798) 5.268 (7.255,9.420) 0,328 (0.705,0.974) 00228
. Day3 5178 (4.262,6.254) 6.552 (5.427:7.905) 0793 (0.620;1.014) 0.0641
Day4 3579 (2.710,4.700) 5.330 (4.062:6.977) 0.678 (0.474,0.970) 0.0339 3. Primary Outcome: SOFA score
i Day s 3.043 (2.181,4.199) 4.093 (2.957,5.633) 0.752 (0.491;1.152) 01875
PRIMARY OUTCOME: average d2-5 4.442 (3617,5.444) 5.369 (4.790,7.184) 0.761 (0.585,0.990) 00419 Interaction mode! for continuous baseline SOFA (FAS)
- 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 backiransformation to the original scale. Due to the transformation, the comparison of both groups refers to a ratio. “Assuming Ineariy “Allowing nor-ineariy
] - S0P Score Vitamine ©____value Viamine G ___valve
3. Primary Outcome: SOFA score [ 0995 (0751,1317) 09698 0813 0461,1435) 04744
1 0870 (0.7591238) 05034 0910 (06421291) 05964
g Interaction model for baseline SOFA (FAS) 2 0945 (0.7641.169) 06013 1,008 (0800:1271) 09439
3 021 (0.7641.110) 03679 1,052 (0815:1.358) 06957
] 4 0395 (0.756:1.064) 02133 093 (0.777:1269) 09565
5 0475 (0.742:1032) 01123 0384 (0.7041.108) 02830
Baseline SOFA<6 Baseline SOFA>=6 5 0353 0.716:1.013) 00704 0787 (06031.027) 00775
N Vitamine C Control Ratio (95%C1) 3 Vitamine C Control Ratio (95%C1) P P Interaction 7 0232 (0667:1.006) 00562 0736 (0.5430998) 00485
Day 1 2.434(22722713) 2.484(22722.713) 8.327 (7.911:8.764) 8.327 (7.911,8.764) N 0811 0852:1.008) - 0.0589 0724 (05320984) 0.03%4
] 9 0790 (06151.015) 00654 0736 (05500992) 00439
Day2 1609 (1.344:1.911) 1713 (1.428:2.038) 0.948 (0.76,1.158) 05995 6.838 (5.994;7.798) 8265 (7.255:9.420) 0.623 (0.705:0.974) 00228 03016 o 077005701 028) 00748 077 (05711048 00528
Day 3 1.343(1.073,1.653) 1.264 (0.995,1.572) 1.049 (0.827,1.331) 06897 5178 (4.282,6.254) 6.552 (5.427.7.905) 0.793 (0.620:1.014) 0.0641 0.1062 1 0751 (0.542:1.040) 00847 0817 (0.5741.163) 02610
Day 4 1.037(0.789,1.320) 1.025 (0.771,1.316) 1.008 (0.781,1.303) 0.9486  3.579 (2710,4.700) 5.330 (4.062:6.977) 0.678(0.474,0.970) 0.0339 0.0758 2 0732 (0.507:1.056) 00950 0367 (0.559:1345) 05233
Days 0.804 (0.570:1.068) 0.953 (0.696:1.247) 0.894 (0.683;1.171) 0.4135 3.043 (2.181:4.199) 4.093 (2.957:5.633) 0.752(0.491:1.152) 0.1875 0.4971 1 0713 (0.474:1.073)  0.1049 0.920(0.533:1.588) 07630
- 14 0695 (0.443:1.092) 01143 0576 (0.503:1893) 09415
Average d2.d5 1.176 (0.949.1.431) 1218 (0.980:1487) 0.973 (0.787:1.204) 08010 4442 (3.617:5.444) 5.869 (4.790.7.184) 0.761(0.585,0.990) 0.0419 01513
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Comparisons of Vitamin C vith placebo obtained from 3 LDA model fited on inverse hyperbolc sin fransiormed data, aloving

Estimates of SOFA (95%CI) 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 allowed with the categorised baseline SOFA score (<6 versus >=6). Focus of interest is 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 two groups defined by the baseline SOFA

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 the baseline SOFA score and fo the interaction effect (P-value for ineraction: 0.3345)
(2)- allowing non-ineariy in the nteraction befween the baseline SOFA and the effect of vitamin . (P-value for interaclion:

0.2646). o his 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

11.4  EFFICACY RESULTS AND TABULATIONS OF INDIVIDUAL PATIENT DATA

C £asie Study

11.4.1  Analvsis of Ffficacv
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