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Study 

Motivated by the search for effective treatments of the coronavirus disease 2019 (COVID–

19) pandemic, this randomised, double–blinded, placebo–controlled trial was undertaken 

across 60 sites in 10 countries. 1,064 adult patients hospitalised with COVID–19 were 

randomly assigned to receive either intravenous remdesivir or placebo. The primary efficacy 

outcome was time to recovery. 

On advice of the data and safety monitoring board, unblinding occurred early and preliminary 

results were made available. The median time to recovery was shorter in the remdesivir group 

(11 days, 95% CI 9–12 days), compared to the placebo group (15 days, 95% CI 13–19 days), 

with a rate ratio for recovery of 1.32 (95% CI 1.12 to 1.55; p<0.001). There was no 

statistically significant mortality benefit. 

 

Eligibility 

Adults hospitalised due to COVID–19 with evidence of lower respiratory tract involvement, 

defined as one of: 

1. Radiographic pulmonary infiltrates 

2. SpO2 <94% or supplemental oxygen requirement 

3. Mechanical ventilation or ECMO 

 

Author’s Conclusions 

Preliminary results suggest that remdesivir is superior to placebo at reducing recovery time in 

hospitalised patients with COVID–19 and evidence of lower respiratory tract infection. 

 



Analysis 

While remdesivir has demonstrated promise by its anti–disease activity both in vitro and in 

primate studies, previous human efficacy trials are not conclusively positive.1,2,3 ACTT–1’s 

positive outcome is reinforced by the trial’s strong design fundamentals, high (98%) 

adherence to treatment protocol and consistency with previous studies.4 Its multicentre 

approach enhances generalisability. While mild imbalance exists in the ordinal disease 

severity variable across study arms, log–rank analysis accounts for this with stratification by 

severity.  

However, this trial suffers from a number of limitations, including early unblinding, which 

may engender detection bias. Notably, patients with renal insufficiency were excluded, but no 

eGFR threshold is provided, creating uncertainty about safety of prescribing in this cohort. 

Crucially, the primary end–point was altered during the study, an action which is generally 

frowned upon as trials with primary outcome changes are known to have larger effect sizes.5 

The authors justified this change with new understanding of a slower than initially supposed 

COVID–19 disease course. Incidentally, the original primary outcome was also positive. 

Mortality is relegated to a secondary endpoint, which is logical where a short follow–up 

length exists.  

 

Reflection/Future Directions 

ACTT–1 demonstrates that remdesivir shortens duration of illness in patients with COVID–

19. The question remains as to whether this finding is a clinically meaningful one. Hastening 

of recovery may not translate into a higher proportion of patients who ultimately recover. 

These results fall short in providing a clear impetus to promote remdesivir to standard of care. 

With one–third of outcome data still missing, the final results of this study may elucidate true 

efficacy indices, including mortality. Further trials will be needed to determine optimal 

timing of administration and to explore specific patients cohorts grouped by disease severity. 

With this added information, remdesivir might be an important treatment in selected patients 

with COVID–19. Efforts must continue to discover other disease–specific therapies. 
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