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TO THE EDITOR,

In March 2020, we sent you a short communication entitled “Administration of chloroquine
or hydroxychloroquine through feeding tubes: new challenges in times of coronavirus pandemic”
which was then published in this Journal in early April 2020". Back then, Brazil started to face
the new coronavirus (SARS-CoV-2) pandemic. Additionally, we were one of the countries that
responded to the call of the World Health Organization (WHO) to participate in multicentric
studies of pharmacological treatments that showed promise against the infection during
other coronavirus epidemics?*. Chloroquine and hydroxychloroquine are two of those
promising medications and were tested in different multicentric studies, such as the Solidarity
Trial, developed by the WHO, which involved more than 100 different countries; the
DisCoVeRy study, by France; the RECOVERY and COPCOQV studies, by the United Kingdom; and
the Clinical Research Coalition, developed in 30 countries, including Brazil?#%,

At that time, chloroquine and hydroxychloroquine were also beginning to be used as off-
label options in different Brazilian settings, including hospitals that participated in scientific
studies and other health care institutions, where a rapidly growing number of patients
required critical care and intubation®. It was clear that these patients would be unable to
receive oral solid dosage forms by mouth and would have a demand for drug administration
through feeding tubes and extemporaneous compounding’®. As the world waited for the
results of multiple randomized controlled trials and the number of hospitalizations and
deaths from COVID-19 increased, we, as researchers and pharmacists, felt the need to help
our fellow healthcare workers properly administer chloroquine or hydroxychloroquine
through feeding tubes, which was reported in the previous publication’.

That was then. Now, in November 2021, even though the world, and especially Brazil, has
experienced far too many losses, researchers and health care workers are facing different and
better situations. To date, it has been possible to access not only randomized controlled trials,
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but also well-conducted meta-analyses and living systematic reviews on the use of various
medications to treat of prevent COVID-19'%", In this context, based on cumulative evidence,
the scientific community is aware that the use of chloroquine or hydroxychloroquine to treat
or prevent COVID-19 is not effective and can now focus on what actually is™,

It is unfortunate that this drug repositioning strategy was not possible, as many lives could
have been saved if those affordable medications had proven effective. Nonetheless, it is
important to emphasize that dealing with the adverse events that follow the use of
chloroquine or hydroxychloroquine, such as cardiac and liver dysfunction and gastrointestinal
effects, has always been a challenge' '8, There was no difference during the pandemic, when
inappropriate use led to a significantly high number of adverse events reported to the
Brazilian regulatory agency (Anvisa - Agéncia Nacional de Vigilancia Sanitaria). From March to
August 2020, hydroxychloroquine was the medication most frequently involved in adverse
event reports, accounting for more than 59% of the total national reports in Brazil.
Hydroxychloroquine and chloroquine were the only two medications that were shown to be
associated with the occurrence of severe adverse events during the same period of time'®.

However, managing these potentially severe adverse events will remain a problem for
years to come. This is not because people will still use hydroxychloroquine or chloroquine to
treat prevent COVID-19 (we certainly hope not), but rather because they are still important
therapeutic options for malaria, rheumatoid arthritis, and lupus'”'®. One of the many safety
challenges still involves their administration through feeding tubes. This challenge has been
described in the literature long before the pandemic caught us off guard, and will probably
continue to be addressed by other authors around the world, especially in developing
countries, such as Brazil, that still have high malaria burdens?.

In this context, we believe that, although our previously published study has to be read in
a different scientific light, its content is still important for guiding safe practices where the use
of chloroquine and hydroxychloroquine remain necessary for appropriate evidence-based
therapeutic indications.
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