| . Journal
| ;| of Statistics
| . on Health

| Decision

Keywords:
hydroxychloroquine, adverse
effects, COVID-19,
EudraVigilance

Corresponding author:
Cristiano Matos
cristiano.matos@estescoimbra.pt
Conflict of interest:

The authors declare no conflict
of interest.

First published: 20JUL2022

J. Stat. Health Decis. 2022;4(1):59 | https://doi.org/10.34624/jshd.v4i1.28903

EXTENDED ABSTRACT

Hydroxychloroquine reports to EudraVigilance database
during COVID-19

Cristiano Matos'2, Maria Inés Marmé’

TInstituto Politécnico De Coimbra- ESTESC-Coimbra Health School, Farmécia, Coimbra, Portugal
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Introduction:

Hydroxychloroquine is an antimalarial drug that belongs to the 4-aminoquinolone group. [1] Besides
this property, it presents several immunomodulatory and anti-inflammatory characteristics [1,2]. In 2020,
with the emergence of the COVID-19 pandemic, researchers used existing drugs with potential for the
treatment of COVID-19, including hydroxychloroquine, which ended up being used off-label [3,4]. Clin-
ical trials show that hydroxychloroquine has many adverse effects that can increase risk for the SARS-
COV-2 patients health. Common adverse effects are related to gastrointestinal and cardiovascular systems,
neurotoxicity and retinopathy [2,5]. The objective of this research was to describe the adverse effects pro-
file ofhydroxychloroquine in COVID-19 patients and to characterize the risks associated with off-label use
ofhydroxychloroquine.

Methods:

An observational, retrospective and descriptive study was conducted. Information collected from the
“Eudravigilance” database was analyzed using descriptive statistics with R Studio® software. Information
about the source of reporting, patient sex, serious adverse reactions, deaths and off-label cases and their
outcome, were evaluated and compared in the pre-pandemic and pandemic period, from January 2017 to
December2021. All cases in which hydroxychloroquine was a suspected drug were considered.

Results:

The number of reports of adverse reactions to hydroxychloroquine increased significantly during the
pandemic period (increase of 310.3%), with health professionals reporting the most (92.0%). The off-label
administration of hydroxychloroquine has increased as well as incidence and severity of adverse reactions
during pandemic period. Serious outcomes, as deaths, presented an increased number during the pan-
demic. The total number of suspected adverse drug reactions reports increased from a mean of 7.7 reports
per month, pre-pandemic, to 114.5 reports during the pandemic. Serious outcomes also increased during
the pandemic: a total of 6.8% (n=361) reactions were considered serious before the pandemic, and 26.6%
(n=2740) in pandemic period. Finally, deaths associated with the use of hydroxychloroquine were also
evaluated, of which 67.0% are described in off-label use cases.

Discussion:

The profile of safety of hydroxychloroquine appears to have changed during the pandemic with the off-
label use. Hydroxychloroquine presents different adverse reactions, which should be reported whenever
possible. Its off-label use for COVID-19 has been shown to be a risk for patients, as it causes them more
risks than usual use. In short, hydroxychloroquine appears to not bring benefits to COVID-19 and it ends up
bringing several complications when it is administered.
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