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Dear Editor,

We have read with great interest the manuscript “Safety and efficacy of oral lopinavir/ritonavir in
pediatric patients with coronavirus disease: a nationwide comparative analysis” by Lu et al'. Since
the start of the outbreak, the number of people with SARS-CoV-2 infection increased exponentially,
as well as the number of deaths due to COVID-19. Therefore, the scientific community started to
find effective approaches to prevent and treat COVID-19*"millions of people have been infected
with thousands of deaths. Few data regarding factors that increase the risk of infection are available.

However, even if moderate to severe COVID-19 has been reported in children, data on pediatric
patients’ treatment are scarce.

The authors conducted a retrospective case-control study to evaluate the efficacy and safety of
lopinavir/ritonavir (LPV/r) in a pediatric population, compared with standard of care (symptomatic
treatment). More in details, the investigators retrospectively enrolled 23 children who have been
treated with LPV/r (12 mg/kg for 7-15 kg; 10 mg/kg for 15-40 kg; maximum dose 400/100 mg; twice
a day), and 92 participants treated only with aerosol inhalation therapy with interferon-a2b.

LPV/r is a protease inhibitor commonly used in HIV treatment and has been tested to treat SARS
and MERS, and now different trials and cohort studies have analysed its efficacy against SARS-
CoV-2. Nowadays, LPV/r is not the first choice for HIV treatment because new antiretroviral drugs,
more effective and safe, are available for both naive and experienced patients, despite patients’ co-
morbidity®'°. Unfortunately, all these drugs are not tested yet against SARS-CoV-2.

Lu et al' reported that LPV/r could cause prolonged hospitalization in children and increase re-
covery time, compared with aerosol inhalation therapy with interferon. Furthermore, most of the
children who assumed LPV/r had gastrointestinal adverse effects that could explain hospitalization
length. The gastrointestinal adverse reaction rate in the LPV/r group was 69.6% (16/23), which was
significantly higher than the equivalent rate in the control group (2.2%). The gastrointestinal adverse
effect, especially diarrhea, is common in HIV patients during treatment; therefore, clinicians may
suggest a specific diet'!. In addition to gastrointestinal reactions, the adverse drug reactions included
abnormal elevation of aspartate transaminase (AST) or alanine transaminase (ALT), which may lead
to longer discharge times.

Previous studies on adults have shown how the increase in AST and ALT and their ratio could be
associated with a worst outcome in patients with COVID-19'2.

Lu et al' have not reported children’s symptoms in the two groups, neither how many days betwe-
en the symptoms’ development and the start of treatments occurred. The lack of these data could
represent an important bias of the study. However, although the study’s retrospective nature does
not allow to link cause and effect and based on previous safety data, the high occurrence of adverse
events suggests caution in the administration of LPV/r in children with COVID-19.
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