Figure 8 Visualisation of Interaction Model for Continuous Baseline SOFA FAS Assuming Linearity and Allowing Non-Linearity
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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  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

3. Primary Outcome: SOFA score

Interaction model for continuous baseline SOFA (FAS)

Assuming linearity Allowing non-linearity
SOFA Score Vitamine C value Vitamine C value
0 0.995 (0.751,1317)  0.9698 0813 (0.461,1.435) 04744
1 0.970(0.759;1238) 0.8034 0.910 (0.642:1.291) 0.5964
2 0.945(0.764;1.169) 06013 1.008 (0.800,1.271) 0.9439
3 0.921(0.764;1.110) 03879 1.052 (0.815:1.358) 06957
4 0.898 (0.758;1.064) 02133 0.993 (0.777:1.269) 0.9565
5 0.875(0.7421.032) 01123 0.834 (0.704:1.108)  0.2830
6 0.853(0.718;1.013)  0.0704 0.787 (0.603,1.027) 0.0778
7 0.832 (0.687,1.006) 0.0582 0.736 (0.543,0.998) 0.0485
8 0.811(0.652,1.008) 0.0589 0.724 (0.532,0.984) 0.0394
9 0790 (0.615;1.015) 00654 0.738 (0.550,0.992)  0.0439
10 0770 (0.578;1.026) 00746 0772 (0.571:1.044) 0.0926
11 0.751(0.542;1.040)  0.0847 0817 (0.574,1.163) 02610
12 0732 (0.507;1.056)  0.0950 0.867 (0.559,1.346) 0.5233
13 0713 (0.474,1.073) 01049 0920 (0.533,1.588) 07630
14 0.695 (0.443,1.092) 0.1143 0.976 (0.503,1.893) 0.9415

Comparisons of Vitamin C iith placebo obtained from a LDA model fitted on inverse hyperbolic sign transformed data, alloving
the effect of Vitamin C to depend on baseline SOFA score (i.e. an interaction between the effect of vitamin C and baseline
SOFA s allowed). Due to the transformation of the SOFA score (as outcome variable), the comparison of both groups refers to a
ratio (and 95%CI). The effect refers to the effect averaged over d2-d5

Results from two versions of this interaction model are presented:

(1) - assuming linearity for the effect of the baseline SOFA score and for the interaction effect (P-value for interaction: 0.3346)
(2) - allowing non-linearity in the interaction between the baseline SOFA and the effect of vitamin C(P-value for interaction:
0.2846). To this purpose, restricted cubic splines with 4 knots were used.

Note that the model is fitied on the values from 62-d5, hence not including day 1 as an outcome variable (therefore, the model is
not a cLDA but a LDA model)

The interaction effect is visualised in the figures below
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3. Primary Outcome: SOFA score

Interaction model for comtinuous baseline SOFA (FAS)
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(1) - assuming linearity for the effect of the baseline SOFA score and for the interaction effect (P-value for interaction: 0.3346).

E (2) - allowing non-linearity in the interaction between the baseline SOFA and the effect of vitamin G (P-value for interaction:

0.2346). To this purpose, restricted cubic splines with 4 knots viere used.

Note that the model is fitted on the values from d2-d5, hence not including day 1 as an outcome variable (therefore, the model is

not a cLDA but a LDA model)
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The interaction effect is visualised in the figures below
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