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Dear Editor,  9 

We read with interest the randomised controlled trial (RCT) by Avezum et al. evaluating 10 

hydroxychloroquine (HCQ) for hospitalisation in COVID outpatients (1). Although the 11 

expected sample size was not reached, the study was stopped for futility. However, the trial 12 

showed that the risk of hospitalisation was decreased in patients treated with 13 

hydroxychloroquine (44/689 (6.4%) compared to those who were not (57/683 (8.3%), odds 14 

ratio 0.77, 95% confidence interval 0.52–1.12). The authors concluded that 15 

hydroxychloroquine was not effective, but the clinical relevance of the observed difference 16 

was not discussed. The sample size needed to show significance would be more than 5,500 17 

patients. In contrast, a 23% decrease in the hospitalisation rate would have a major impact on 18 

the hospital overload which is associated with COVID and non-COVID excess mortality (2). 19 

Several other RCTs evaluating HCQ for COVID-19 mortality were also stopped for futility. 20 

In most cases, the prespecified sample size was not achieved, significance was not reached, 21 

and clinical relevance was not discussed. For instance, in the French HYCOVID (3) and 22 

DisCoVeRy (4) trials, HCQ was associated with a 46% and 18% reduction in risk of death 23 

compared with placebo, respectively. In relation to the >6 million deaths due to COVID 24 

worldwide since the beginning of the pandemic, such effect sizes are clinically relevant. In 25 

therapeutic studies, the clinical relevance or futility of the observed effect size should always 26 

be discussed before assessing significance (5). 27 
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