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Introduction and Aims: 
To evaluate whether glucocorticoids may reduce the significant incidence of respiratory 
failure and death seen in patients hospitalised with Covid-19. 
 
Design: 
Randomised, controlled, open-label, multi-centre trial.  
 
Methods: 
Patients hospitalised in 176 organisations in the UK were randomised to two groups: 

1. Dexamethasone - 6mg per day, for up to 10 days. 
2. Usual care alone. 

Patients were excluded if their doctor felt dexamethasone was either definitely indicated or 
definitely contraindicated. Included over 18 years of age initially, later extending this to all 
ages including pregnant women.  
The primary outcome was 28-day mortality. 
 
Results: 
4321 patients were included in the usual care arm, and 2104 in the dexamethasone arm. 
The 28-day mortality was significantly lower in the dexamethasone group overall, at 22.9% 
vs 25.7% (adjusted rate ratio of 0.83, 95% CI 0.75 to 0.93, p<0.001).  
A similar effect was seen in those on supplemental oxygen at time of randomisation, and an 
even larger magnitude of effect (12 percentage points reduction) was seen in those on 
mechanical intervention.  
However, there was no improvement for those not requiring supplemental oxygen, and 
results trended towards some additional harm in this group.  
 



 
Conclusions: 
In hospitalised patients with Covid-19 requiring supplementary oxygen or invasive 
ventilation, dexamethasone resulted in lower 28-day mortality. However, there was no 
mortality benefit for those not requiring supplementary oxygen at time of randomisation, 
and there was some evidence of harm for these patients. 
 
Strengths: 
Large, rapid, pragmatic randomised controlled trial which used a standardised dose of an 
easily accessible and affordable medication on the WHO list of essential medications. Used 
the objective primary endpoint of mortality. Evaluated an important and current medical 
area of uncertainty. Results further supported by other studies(2). 
 
Limitations: 
There was no blinding or use of placebo. Not blinding clinicians may have influenced 
subsequent management of cases and thus affected outcomes. The results are for a short 
follow-up period, and do not provide data on long-term outcomes. Due to the large-scale, 
simple and rapid nature of the trial there is a paucity of individual patient level detail, which 
limits further analyses. 
 
Applicability, influence on practice, and future directions: 
These results have already been incorporated into guidelines in Ireland and internationally, 
including from the HSE and individual hospitals, and dexamethasone is now standard of care 
for severe Covid-19 in Ireland(3). 
This study illustrates the importance of carrying out large-scale, simple trials in a pandemic, 
in contrast to many smaller and more complicated trials which may often bring inconclusive 
results(4).  
Controversy evolved around the release of the results of this trial - the UK government 
implored hospitals to act immediately following a media statement alone, before the pre-
print version or any data was available for external review(5). This illustrates a current 
ethical and clinical dilemma involving research during a pandemic – the risks of acting on 
early, preliminary results versus the harms of withholding a potentially life-saving treatment 
pending further analysis. 
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