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Articles of Interest



Pragmatic
Inclusion – hospitalised with confirmed or suspected Covid-19
Pregnant and breast-feeding women eligible
Protocol published when the trial started
Simple randomisation with allocation concealment
Treating clinician could decide if dexamethasone was contra-indicated
or definitely indicated – these patients were excluded from analysis
Not blinded
Intervention 6mg dexamethasone oral or IV for 10 days
Primary outcome all-cause mortality at 28 days
4.8% not followed for 28 days
Pre-specified sub-group analysis
Intention-to-treat analysis
Decision to stop enrolment in this arm was based on sample size 
calculations by the blinded trial steering committee – once they could 
observe 28 day mortality was about 20%, they considered a 4% 
difference in groups to be clinically relevant (a proportional reduction of 
one fifth) and estimated that 2000 patients would be needed in the 
dexamethasone arm



Results
Results reported 98 days after protocol was drafted and 
adopted into practice later the same day
About 15% of hospitalised patients in UK enrolled in trial
2104 dexamethasone
4321 usual care
Mean age 66 yrs, 36% female
24% diabetes, 27% heart disease, 21% chronic lung disease, 
56% at least one major comorbidity
82% PCR confirmed Covid-19
At randomisation 16% were already receiving invasive 
mechanical ventilation or ECMO
60% on O2 only
In dexamethasone arm, median number of days of Rx was 6
days
7% of the usual care group received dexamethasone
Around 24% of patients in both groups received azithromycin 
and very few received hydroxychloroquine, lopinavir-ritonavir, 
IL6 antagonists, none remdesivir



454/2104 (21.6%) in dex arm died by 28 days
1065/4321 (24.6%) in std care arm died
0.83; 95% CI 0.74 to 0.92; P<0.001
In mechanically ventilated patients:  

rate ratio 0.65 [95% CI 0.51 to 0.82]; p<0.001)
= 35% reduction in 28 day mortality

O2 non-invasively:
rate ratio 0.80 [95% CI 0.70 to 0.92]; p=0.002

No respiratory support:
Rate ratio 1.22 [95% CI 0.93 to 1.61]; p=0.14

Number needed to treat to prevent 1 death among mechanically 
ventilated patients = 8 

Patients on invasive mechanical ventilation at randomisation were 
on average 10 years younger than those not receiving any support 
and had symptoms prior to randomisation for 7 days longer
This also meant that there was greater benefit of dexamethasone 
in patients with symptom duration longer than 7 days

Secondary outcomes:
Duration of hospitalisation median 12d vs 13 d
Probability of discharge rate ratio  1.11 (95% CI 
1.04 – 1.19)
Among those not on mechanical ventilation at 
baseline:
Rate ratio for progression to invasive mech vent
or death was 0.91 (95% CI 0.82 – 1.00, p = 0.049)
Progression to invasive mech vent risk ratio 0.76 
[95% CI 0.61 to 0.96]; p=0.021
More detailed analyses of cause-specific
mortality, need for renal dialysis or 
hemofiltration, and duration of ventilation are in 
preparation.



Discussion
“It is likely that the beneficial effect of corticosteroids in severe viral respiratory
infections is dependent on using the right dose, at the right time, in the right patient.”

“The greater mortality benefit of dexamethasone in
patients with COVID-19 who required respiratory support, and among those recruited 
after the
first week of their illness, suggests that at this stage the disease is dominated by
immunopathology, with active virus replication playing a secondary role.”
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