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Abstract
Randomized clinical trials are not relevant for infectious disease

outbreaks due to a new pathogen, for which public health

decisions have to be made urgently. An approach based on group

comparisons, in silico, may provide valuable results in a reasonably

short period of time for a negligible amount of money.
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To the Editor,

In a randomized controlled trial (RCT), participants are assigned

to receive either the treatment under investigation or, as a
control, a placebo or the current standard treatment. The

randomization process ensures that the various groups are, as
far as possible, identical in demographics, socio-economic status

and other conditions, which minimizes the potential for bias and
the influence of confounding factors. The usually high number

of required participants depends on the magnitude of the ex-
pected effect, implying a long duration of inclusion period. RCTs

are considered the reference standard of clinical research for
testing new drugs for chronic disease [1]. Among their limita-
tions, RCTs are long-lasting and expensive, and usually directed

towards high-risk groups to increase the likelihood of capturing
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enough end points [1]. RCTs are typically interventions aimed

at assessing the effectiveness of a new preventive or curative
treatment, as opposed to observational studies conducted in

patients under standard care treatments. Interestingly, based on
careful review of meta-analyses of RCTs and cohort or

case–control studies assessing the same intervention, the
‘average results’ from the latter did not systematically over-

estimate the magnitude of the associations between exposure
and outcome compared with RCTs [2].

In addition, RCTs are not relevant for urgent health matters
such as infectious disease outbreaks due to a new or re-
emerging pathogen, for which public health decisions have to

be made urgently [1]. In such situations, decisions have to be
taken on the basis of limited and often imperfect available data.

In the current context of the coronavirus disease 2019
(COVID-19) pandemic, measures that have good rationale, but

for which few data are available (e.g. travel restrictions, lock-
downs and compassionate use of drugs) should also be

considered as options and should be assessed and amended in a
continuous manner [3]. Such an approach—almost empirical
but pragmatic— is likely to be considered highly blasphemous

by those believing that there is no salvation outside the RCT
church, whatever the context. Expressing a view against the

main stream, i.e. against the dogma of RCT supremacy, is at high
risk of virulent reactions from some colleagues with a con-

servative view. Nevertheless, and fully aware of the heretic
component of our position, we would like to suggest an

alternative to RCT with the aim of challenging the efficacy of
chloroquine derivatives and of their combination with azi-

thromycin, which are currently used against severe acute res-
piratory syndrome coronavirus 2 infections by a majority of
physicians, based on the results of preliminary studies [4,5].

Observational uncontrolled cohort studies conducted in in-
dividuals with COVID-19 under such treatments have been

published [6–8], and RCT results have also been released
[4,5,9,10]. We propose assembling that which is scattered. By

bringing together the sparse published data on the subject, it
may become possible to carefully compare a selection of out-

comes in patients treated with chloroquine derivatives with the
outcomes of matched patients receiving another treatment or
standard care. Such an approach based on group comparisons,

in silico, may provide valuable results in a reasonably short
period of time for a negligible amount of money. Our group

conducted such an analysis using aggregated data from pub-
lished studies matched with our own observational data

showing that individuals treated with a combination of
hydroxychloroquine and azithromycin were three times less

likely to die than matched patients treated with either lopinavir-
ritonavir or standard care. Compared with patients included in
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a remdesivir study, we also showed a significant difference in

the clinical outcome (proportion of cured individuals with
negative viral load) in favour of hydroxychloroquine and azi-

thromycin [11]. Full access to original data sets of COVID-19
studies should be warranted to public view, allowing compari-

son of raw data rather than aggregated data and avoiding the
retraction of doubtful studies whose authors declined to share
raw data for an external audit [12].
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