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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
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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

Table 1: Baseline characteristics by randomized allocation and level of respiratory support
received

Respiratory support received

Treatment allecation at randomization
Invasive
Ho oxygen mechanical
Dexamethasone Usual care received  Oxygen only wentilaticn
(m=2104) (m=4321) {n=1535) {n=3883) {n=1007)
Age. years G50 (15.4) 65.8 (15.8) 9.3 (17.5) 66.7 (15.3) 50.0 (11.5)
<70 1142 (54%) 2508 (58%) aa0 (43%) 21449 [55%) B3M (83%)
270 to <80 467 (22%) 860 [20%) 3348 (22%) B3T [22%) 152 {15%)
=80 405 (24%) 955 (229%) 537 (35%) BT (23%) 18 (2%)
Sex
Male 1338 (84%) 2750 (64%) 892 (58%) 2462 [63%) T34 (T3%)
Female" V08 (38%) 1571 (38%) B43 [429%) 1421 (37%) 273 (2T%)
Mumber of days since symptom onset B(5-13) 2513} G (3-10) 95-12) 13 (B-18)
Respiratory support received
Mo ouygen received 501 (24%) 1034 [24%) 1535 (100%) 0 (0%) 0 (0%}
Cxygen only 1272 (81%) 2004 (60%) 0 {0%) 3883 {100%) 0 (0%}
Invasive mechanical ventilation 324 (15%) 843 (18%) 007 0{0%) 1007 {100%)
Prewious diseases
Diabetes 521 (25%) 1025 (24%) 342 (22%) B50 (24%) 264 (25%)
Heart disease 586 (28%) 1171 (27%) 519 (34%) 1074 [2B%) 164 (16%)
Chronic lung disease 415 (20%) 931 (229%) 351 (23%) BB3 (23%) 112 {11%)
Tuberculosis 6 (=D.5%) 19 (=0.5%) B{1%) 11 [=0.5%) 8 (1%)
HIW 12 (1%) 20 (=0.5%) 5 (=00.5%) 21 [1%) 8 [1%)
Severs liver disease AT (T%) B2 (2%) 32(2%) T2 (2%) 15 (1%)
Severe kidney impaiment 167 (8%) 353 (8%) 120 (8%) 253 (T%h) 152 (15%)
Any of the above 1174 (58%) 2417 (58%) 911 (59%) 2175 [56%) 505 (50%)
SARS-Cowv-2 test result
Positive 1702 (31%) 3553 (B2%) 1198 (78%) 3144 (B1%) 013 (21%)
MNegative 2113 {10%) 397 (9%) 182 {12%) 303 {10%) 30 (3%)
Test result not yet knownt 182 (9%) A7 (9%) 155 (10%) 341 (B%) 64 [6%)

Results are count (%), mean 1 standard desiation, or median (inter-quartile range). * Includes 8 pregnant women. T SARS-Cow-2 test results
are captured on the follow-up form, so are cumrently unknown for some. There was a significant (2p=0.008) diffierence in mean age betwesn
those allocated dexamethasone and those allocated usual care, but no significant differences between these groups in any other baseline
characteristic. The ‘axygen only’ group includes non-invasive ventilation



Table 2: Effect of allocation to dexamethasone on main study outcomes

Treatment allocation
Dexamethasone Usual care
(n=2104) (n=4321) RR (35% CI) p-value
Primary outcome:

28-day mortality 454 (21.8%) 1085 (24 6%) 0.63 {0.74-0.92) =0.00¢
(o) 1 1 Secondary cutcomes:
454/2104 (21'6/)) In dex arm dled by 28 days Dscharger-:frcm hospital within 28 days 1360 (84.8%) 2639 (61.1%) 111 (1.04-1.18) 0.2
) . .
1065 / 4321 (24 .6 /)) in std care arm died Recaipt of invasive mechanical ventiation or death® 4251760 (23.8%) 9393638 [25.6%) 0.81 (0.52-1.00) 0.048
. (o) . Invasive mechanical ventlation B2/17B0 (5.2%) 258738348 (7.1%) 0.76 (0.61-0.98 0.021
0'83’ 95 /) CI 0'74 to 0'92’ P<O'001 Death - 360i1TBD {20.2%) TaTI3638 (21.6%) 081 [I:I.EQ—'.I]': 0.07

In mechanically ventilated patients:
. HR=_R3I:E Ramfc-rt!'ue outcomes of Zﬂn-da',r mi '1.3_Iit3r and hospital dis-:h._arge. End risk ratio fc."‘ the outcome of receipt of nvasive n'ec"a: cal
rate ratio 0.65 [95% CI 0.51 to 0.82]; p<0.001) e S S T e R A AR s
= 35% reduction in 28 day mortality
02 non-invasively:
rate ratio 0.80 [95% CI 0.70 to 0.92]; p=0.002
No respiratory support:

Secondary outcomes:
Duration of hospitalisation median 12d vs 13 d
Probability of discharge rate ratio 1.11 (95% ClI

Rate ratio 1.22 [95% Cl 0.93 to 1.61]; p=0.14 1'04 B 1&1]9) ‘ hanical tilati ¢
Number needed to treat to prevent 1 death among mechanically b;:ZIri]r%e- OS€ not on mechanical ventilation 4

ventilated patients = 8 . . : :
Rate ratio for progression to invasive mech vent

or death was 0.91 (95% Cl 0.82 — 1.00, p = 0.049)
Progression to invasive mech vent risk ratio 0.76
[95% Cl 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.

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



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.”

Figure 2: Effect of allocation to dexamethasone on 28-day mortality by level
of respiratory support received at randomization

Respiratory support at

- Dexamethasone Usual care RR (95% CI)
randomization
Mo oxygen received 854501 (17.0%) 1371034 (13.2%) L —— 1.22(0.93-1.61)
Oxygen only 275M279 (21.5%) G650/2604 (25.0%) —— 0.80 (0.70-0.92)
Invasive mechanical ventlation 941324 (29.0%) 278/683 (40.7%) —a— 0.65 (0.51-0.82)
All participants 454/2104 ({21.6%) 1065/4321 (24.6%) = 0,83 (0.74-0.92)
pe0.001
Trend across three categories: xf=1 1.49; p<0.001 ]
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RR=age—adjusted rate ratio. Cl=confidence interval. Subgroup—specific RR estimates are represented by squares (with areas of the squares
proportional to the amount of statistical information) and the lines trough them correspond o the 25% confidence intervals. The ‘oxygen only’
group includes non-invasive wentilation. Mote: in the RECOVERY trial press release of 18 June 2020, effects in subgrowps of level of respiratory
support receed were shown with B0% Cls, not B5% Cls as inadvertentty stated. The age—adjusted rate ratio and 207% confidence intervals rermain
unchanged in this analysis: no oxygen required. RR 122 (88% Cl 0.86-1_75); oxygen only, RR 0.80 (28% CI 0.67-0.86); invasive mechanical
wentiation, RR 0.65 (2% CI0.438-0.33).

a) All participants (n=6425)

RR 0.23 (35% CI 0.74-0.92)
p<0.001
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d) Invagive mechanical ventilation (n=1007)
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RR=age—adjusted rate ratio. Cl=confidence interval. The ‘axygen only’ group includes non—invasive ventilabon. Mote: in the RECOVER
trial press release of 18 June 2021, efiects in subgroups of level of respiratory support received were shown with 20% Cls. not 85% CI
inadwertently stated. The age—adusted rate ratio and 89% confidence intervals remain unchanged in this analysis: no oxygen reguired
RR 1.22 (9% CI 0.88-1.75); cxypen only, RR 0.80 (B8% CI 0.87-0.98); mvasive mechanical ventlation, RR 0.85 (B8% C10.43-0.88).



This summary was prepared by
Dr E Maasdorp as part of the
daily brief to the TBH ICU team.



