Correspondence

In a recent article, Spinelli et al discussed a potential role of
antimalarials in prevention of severe acute respiratory syndrome
coronavirus-2 (SARS-CoV-2) infection and suggest that, waiting
for supportive data from clinical trials, the scientific community
is moving towards pre-emptive use of chloroquine (CQ) and
hydroxychloroquine (HCQ).1
During pandemic of COVID-19, physicians face an imperative to use the drugs with unproven clinical efficacy and at best
only moderate activity against SARS-CoV-2 (CQ and HCQ
among them) in an attempt to save lives of patients with severe
viral pneumonia complicated by acute respiratory distress
syndrome. Several reports from China showed that both CQ
and HCQ can block viral replication in vitro,2 3 whereas a
small non-randomised trial from Gautret et al found HCQ to
have a promising efficacy in enhancing viral clearance.4 These
preliminary data resulted in a widespread use of antimalarials to treat COVID-19 and prompted US President Donald
Trump to tout HCQ as ‘one of the biggest game-changers in
the history of medicine’. However, recent evidence suggests
that it might be not true. A small but randomised study from
China in patients with mild to moderate COVID-19 treated
with HCQ or placebo found no difference in recovery rates,5
and French investigators failed to confirm antiviral activity or
clinical benefit of the HCQ and azithromycin combination in
11 hospitalised patients with severe COVID-19.6 Moreover,
various methodological flaws of Gautret et al’s study that may
affect the validity of the findings should be also considered,
even in the current setting when patients with critical illness
should be treated immediately and cannot wait for the results
of adequate clinical trials.7
Apparently, new data, also inconclusive and equivocal,
will not impact the existing practice of using HCQ/CQ to
treat patients with moderately severe to severe COVID-19
given a lack of agents with established antiviral efficacy and
safety. Moreover, we are already facing expansion of indications for HCQ/CQ administration to include prevention of
SARS-CoV-2 infection or postexposure prophylaxis, although
these indications are not supported by any data. Of note, in the
randomised, double-
blind, placebo-
controlled trial, prophylaxis with CQ did not prevent influenza despite the drug in
vitro activity against virus.8 Potential side effects of HCQ and
CQ, such as retinopathy, vomiting, diarrhoea and prolongation of QT interval with increased risk of arrhythmia, should
be also taken into account.9
Currently, HCQ and CQ are under investigation in several
randomised clinical trials for pre-
exposure or postexposure
prophylaxis of SARS-CoV-2 infection, including COPCOV (UK,
n=40 000), ALBERTA HOPE (Canada, n=1660), COVIDAXIS
(France, n=600), PATCH (USA, n=400), NCT04333225 (USA,
n=360), NCT04318444 (USA, n=1600), NCT04328961 (USA,
n=2000), HYCOVID (France, n=1300) and NCT04328467
(USA, n=3500). Is it really necessary to conduct similar large-
scale trials across the world? Is it worthwhile to start testing
the drug in thousands or even dozens of thousands of patients
without positive results of smaller studies? Only few of the
aforementioned trials have already started recruiting patients.
Therefore, we can assume that some, if not all, studies will be
completed after the pandemics of COVID-19 would hopefully

abate. One potential reason explaining the rush is that both
sponsors and investigators are eager to provide antimalarials for
off-label use in healthcare workers or other individuals at significant risk of infection.
A major consequence of widespread use of HCQ/CQ for
treatment and prevention of COVID-19 is a shortage of antimalarials for patients with rheumatic diseases (ie, systemic lupus
erythematosus) in whom these medications have established
efficacy.7 For example, HCQ or CQ is currently not available
in all Moscow pharmacies. The American College of Rheumatology and several other major medical organisations issued a
joint statement warning of possible consequences of shortage of
HCQ/CQ and demanding to preserve access to these medications for those patients whose lives and productivity depend on
them.10 Among potential measures, organisations representing
patients and physicians recommended to communicate accurate
information about antimalarial drugs, their critical role in treatment for the approved indications and the up-to-date status of
their use for COVID-19, and to implement restrictions in order
to minimise unnecessary prescribing or stockpiling of HCQ/CQ
solely for use in COVID-19.
Spinelli et al ask whether it is ethical to propose antimalarials for preventing the spreading of SARS-CoV-2 without any
evidence-based data. Many physicians caring for patients with
severe COVID-19 would probably avoid definite answer in the
current setting when millions of people hear frightening statistics, whereas any positive data are rapidly disseminated by the lay
press and social media. During evolving pandemics of COVID19, even the fact that antimalarials are under investigation in
many countries can be regarded as ‘evidence’ by many individuals, not excluding healthcare professionals. We cross our fingers
waiting for the results of clinical trials. However, we should not
forget our patients with rheumatic diseases who should have
timely access to the medications and care on which they have
relied for decades.10
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