Table 3. Secondary Outcomes
(A) Intention-to-treat analysis (FAS)
	 
	Statistics
(95% CI)
	Vitamin C
(N=147)
	Control
(N=145)
	Treatment Effect
	P-value

	Maximum SOFA
	Mean 
	5.45 (4.3; 6.6)
	5.93 (4.73;7.12)
	-0.48 (-1.69;0.74)
	0.442

	28-day mortalitya
	%
	12.0 (7.6;18.5)
	7.9 (4.5;13.9)
	4.0 (-3.0;11.0)
	0.267

	Length of hospital stayb, d
	Median 
	10 (9; 13)
	11 (8;13)
	0.971 (0.765;1.233)
	0.706

	Length of ICU 
stayb, d
	Median
	5 (4;8)
	5 (4;7)
	1.041 (0.739;1.467)
	0.634

	Mechanical ventilationc
	%
	6.1 (3.7;10)
	7 (4.3;11.4)
	0.862 (0.41;1.82)f
	0.696

	Vasopressor requirementc
	%
	6.0 (3.6;9.7)
	4.7 (2.7;8.0)
	1.276 (0.60;2.74)f
	0.530

	RRTc
	%
	1.2 (0.6;2.7)
	2.2 (1.1;4.2)
	0.548 (0.19;1.56)f
	0.258

	Need of steroidsc
	%
	14.9 (9.4;22.9)
	11.4 (6.9;18.3)
	1.356 (0.64;2.89)f
	0.430

	QoL (EQ index)d                              
	
	
	
	

	Day 5
	Mean 
	0.55 (0.47;0.62)
	0.57 (0.50;0.64)
	-0.02 (-0.13;0.08)
	0.655

	Day 28
	Mean 
	0.75 (0.69)
	0.71 (0.65;0.77)
	0.04 (-0.04;0.13)
	0.312

	Month 3
	Mean
	0.81 (1.78;2.14)
	0.81 (1.80;2.18)
	0.00 (-0.06;0.07)
	0.951

	Return to work or daily activitiese
	
	
	0.936 (0.623,1.407)
	0.742

	Day 28
	% 
	19.5 (12.9; 27.1)
	21.7 (14.7;29.7)
	
	

	Day 60
	% 
	31.4 (23.2; 39.8)
	31.4 (23.1;40.0)
	
	

	Day 90
	% 
	38.1 (29.4;46.8)
	40.6 (31.4;49.6)
	
	



(B) Per-protocol analysis (PPS)
	 
	Statistics
(95% CI)
	Vitamin C
(N=147)
	Control
(N=145)
	Treatment Effect
	P-value

	Maximum SOFA
	Mean 
	5.44 (4.25;6.63)
	5.82 (4.56;7.07)
	-0.37 (-1.67;0.92)
	0.569

	28-day mortalitya
	%
	12.6 (8.0; 19.5)
	8.1 (4.4;14.5)
	4.5 (-2.9;11.9)
	0.244

	Length of hospital stayb, d
	Median 
	10 (8;12)
	10 (8;13)
	0.955 (0.743;1.228)
	0.696

	Length of ICU stayb, d
	Median
	5 (4;7)
	5 (4;7)
	1.045 (0.732;1.491) 
	0.620

	Mechanical ventilationc
	%
	5.8 (3.3;9.8)
	7.1 (4.1;12.0)
	0.805 (0.36;1.78)f
	0.592

	Vasopressor requirementc
	%
	5.8 (3.4;9.7)
	4.9 (2.7;8.6)
	1.205 (0.53;2.72)f
	0.654

	RRTc
	%
	0.7 (0.2;2.0)
	2.4 (1.2;4.7)
	0.279 (0.08;1.0)f
	0.050

	Need of steroidsc
	%
	16.5 (10.3;25.4)
	11.0 (6.4;18.3)
	1.590 (0.72;3.52)f
	0.253

	QoL (EQ index)d                              
	
	
	
	

	Day 5
	Mean 
	0.55 (0.47;0.62)
	0.56 (0.48;0.64)
	-0.01 (-0.12;0.09)
	0.811

	Day 28
	Mean 
	0.76 (0.70;0.82)
	0.69 (0.63;0.75)
	0.07 (-0.02;0.16)
	0.108

	Month 3
	Mean
	0.82 (0.77;0.86)
	0.81 (0.76;0.86)
	0.01 (-0.06;0.07)
	0.858

	Return to work or daily activitiese
	
	
	0.931 (0.607,1.426)
	0.732

	Day 28
	% 
	19.5 (12.7;27.3)
	21.9 (14.5;30.3)
	
	

	Day 60
	% 
	31.9 (23.5;40.6)
	30.6 (22.0;39.6)
	
	

	Day 90
	% 
	37.2 (28.3;46.0)
	39.7 (30.2;49.1)
	
	



a Event rates were estimated using Kaplan Meier methodology. The comparison at 28 days is based on a Z-test after log-log transformation of the survival rates. 
b Event rates were estimated as a cumulative incidence function, taking into account the competing risk of in-hospital or ICU death. The treatment effect refers to a hazard ratio from a Fine&Gray model.
c The percentage refers to the average over D2-D5 obtained from a generalized linear mixed model. 
d EQ-5D index calculated using the Belgian EQ-5D-5L value set. Estimates of mean EQ-5D Index and VAS obtained from a linear model for longitudinal measurements correcting for study site (Bouckaert et al. PharmacoEconomics - Open (2022) 6:823–836)
e Comparison refers to the time until return, percentages are derived from a cumulative incidence function, treating death without return as competing risk. The treatment effect refers to a hazard ratio from a Fine&Gray model.
f The treatment effect refers to an odds ratio.
Abbreviations: SOFA, Sequential Organ Failure Assessment, ICU, Intensive Care Unit, RRT, Renal Replacement Therapy, Qol, Quality of Life


