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❖ Introduction & Aims 

To evaluate the efficacy of interleukin-6 antagonists (tocilizumab and sarilumab) on survival 

and organ support in critically ill patients with COVID-19. 
 

❖ Methods & Design: 

This was a randomised, adaptive platform, open-label study. 803 participants in 113 sites 

across 6 countries were included in the final analysis - 353 participants receiving 

Tocilizumab, 48 assigned sarilumab and 402 as control. Inclusion required: ICU admission 
within <24 hours, AST/ALT below 5-times normal, platelet count >50 billion/L, and lack of 

ongoing immunosuppression. 

 

❖ Results: 

Both interleukin-6 receptor antagonists demonstrated superior efficacy as compared with 

the current standard of care across all primary and secondary outcomes. 

Median organ support-free days: 

• Tocilizumab group:10 (interquartile range:-1-16); median adjusted odds ratios 

were 1.64 (95% credible interval,1.25-2.14) 

• Sarilumab group:11 (interquartile range:0-16); median adjusted odds ratios were 

1.76 (95% credible interval,1.17-2.91) 

• Control group:0 (interquartile range:-1-15) 

In-hospital mortality: 

• Pooled interleukin-6 receptor antagonist group:27% (108/395 patients). 

• Control group:36% (142/397 patients). 

 

❖ Conclusion:  

In critically ill patients with Covid-19, treatment with IL-6 receptor antagonists improved 

outcome, including survival. 

 
❖ Analysis & Limitations 

The international and robust experimental design of REMAP-CAP permits the results to be 

applicable to the wider critically ill patient population with COVID-19. Compared to 



previously reported trials, patients already receiving respiratory support are included. 

Furthermore, the results are clinically and statistically significant. The adverse event profile 
appears negligible over short-term follow-up despite expressed concerns regarding 

administration of immune-modulating drugs to critically ill patients with a novel virus. 

Despite its numerous strengths, limitations to this study do exist. This includes its open-
label design and arguably subjective exclusion criteria, introducing the possibility of 

selection bias. Noted also is the fact this is a preliminary report and some data points 

remain missing, including eleven outcomes. Moreover, because the trial utilises a Bayesian 

design, the findings rely on a complex statistical model that may be unfamiliar to many 

clinicians. 

 
 

❖ Reflection 

Several studies have shown that IL-6 is highly associated with COVID-19 disease severity 

and mortality.1-3 Many previously reported trials included less severely ill patients and 

excluded patients receiving respiratory support.4-6 The EMPACTA trial demonstrated that 
patients receiving tocilizumab were less likely to undergo mechanical ventilation or to die by 

day 28, although no substantial difference in mortality was noted.7  The COVACTA trial 

showed no significant difference between tocilizumab and placebo with respect to clinical 

status or mortality at day 28, although time to hospital discharge was shorter with 

tocilizumab.8 This study was the first of its kind to investigate the benefits of these agents 

in critically ill patients. It supported the concept that IL-6 antagonism as a therapeutic 
strategy could improve patient outcome and demonstrated for the first time the mortality 

benefit of adopting this approach. Further research would be welcome, particularly in 

critically ill patients, to confirm the findings from this REMAP-CAP trial. In the interim, this 

study offers clinicians further evidence of the potential benefits of IL-6 inhibition in 

managing patients with COVID-19, showing maximal effectiveness in the critically ill 
population who are at the greatest risk of mortality. 
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