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Editorial

Hydroxychloroquine/ chloroquine as a treatment choice or prophylaxis for Covid-19 at the
primary care level in developing countries: A Primum non Nocere dilemma
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A B S T R A C T

The Food and Drug Administration (FDA) warned against the use of Hydroxychloroquine or chloroquine for
Covid-19 outside of a hospital or a clinical trial setting due to the risk of QT interval prolongation, ventricular
tachycardia and the increased risk of these complications when combined with some antibiotics such as azi-
thromycin. Several studies have reported no benefit of Hydroxychloroquine or chloroquine, when used alone or
with a macrolide in COVID-19 hospitalized patients.

Despite these warnings, in several developing countries the official guidelines for treatment of Covid-19
patients at the primary care level recommend Hydroxychloroquine and azithromycin, among other treatments,
as the first-choice for mild symptomatic Covid-19 patients, asymptomatic contacts or for prophylaxis. In our
opinion there is a primum non nocere dilemma during this Covid-19 pandemic. In order to solve this bioethical
problem, we strongly recommend that a randomized controlled trial in a primary care setting be carried out as a
matter of urgency in these areas of the world.

In March 2020 hydroxychloroquine (HC) was reported to have a
positive effect in a Covid-19 treatment open-label non-randomized
clinical trial [1]. However, in recent Covid-19 observational studies in
hospitalized patients, HC was not associated with a reduction in mor-
tality, either alone [2] or in combination with azithromycin [3] and the
need for randomized, controlled trials was recommended [2].

On April 21st 2020, a panel of the United States National Institutes
of Health (NIH) recommended that no agent should be used for the
treatment of SARS-CoV-2 outside the setting of a clinical trial. At that
time no drug had been proven to be safe and effective for treating
Covid-19 [4] although, Beigel et al. have recently reported that re-
mdesivir does accelerate recovery from advanced Covid-19 [5]. On
April 30th 2020, the Food and Drug Administration (FDA) also warned
against the use of HC or chloroquine for Covid-19 outside of a hospital
or a clinical trial setting due to the risk of QT interval prolongation,
ventricular tachycardia and the increased risk of these complications
when combined with some antibiotics such as azithromycin [6].

The World Health Organization (WHO) launched an international
clinical trial, “Solidarity”, looking for an effective treatment for Covid-
19, comparing four treatment options (including HC) against standard
of care in hospitalized patients [7]; however, on May 24th, WHO
decided to suspend temporarily the HC arm within the trial [8].

Despite these warnings, in several developing countries the official
guidelines for treatment of Covid-19 patients at the primary care level
recommend HC and azithromycin, among other treatments, as the first-
choice for mild symptomatic Covid-19 patients, asymptomatic contacts
or for prophylaxis [9,10]. There are several ethical concerns about this

recommendation: 1) Lack of scientific evidence; 2) Increased risk of
adverse events, especially cardiac complications; 3) Limited resources
to evaluate complications in primary care (e.g, ECG equipment), 4) No
consent form required in these guidelines; and 5) Educational issues
specific to developing countries.

In our opinion there is a primum non nocere dilemma during this
Covid-19 pandemic. In order to solve this bioethical problem, we
strongly recommend that a randomized controlled trial in a primary
care setting be carried out as a matter of urgency in these areas of the
world.
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