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Abstract: The COVID-19 pandemic has become a significant global health emergency, stimulating the search for
therapeutic repurposing of agents with established immunomodulatory properties. The objective was to evaluate
and compare the efficacy and safety of antimalarial drugs (ADs) in autoimmune rheumatic diseases (AIRDs) and
COVID-19. ADs, particularly hydroxychloroquine (HCQ), are widely applied in the management of AIRDs due to
their anti-inflammatory, immunomodulatory, and antithrombotic effects. Early in the pandemic, proposed
antiviral mechanisms—including interference with endocytic pathways, inhibition of ACE2 receptor
glycosylation, blockade of sialic acid receptors, and modulation of cytokine release—suggested potential activity
against SARS-CoV-2. Analysis of data from randomized controlled trials, observational studies, and meta-analyses
allows for comparison of the pharmacological properties, clinical efficacy, and safety of ADs in AIRDs and COVID-
19. While initial studies reported reductions in viral load and clinical improvement with HCQ, large-scale trials
(RECOVERY, SOLIDARITY) demonstrated no significant mortality benefit and revealed increased risks, including
QT interval prolongation and retinopathy, particularly at the higher doses required for antiviral activity. In
contrast, prolonged low-dose administration in AIRDs remains effective and well tolerated, contributing to
improved survival, reduced disease activity, and prevention of complications, including during pregnancy.
Current evidence does not support the use of ADs for the treatment or prevention of COVID-19, emphasizing the

importance of precise patient stratification and optimal dosing strategies in future investigations.
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