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Tocilizumab and remdesivir can be more harmful than beneficial to COVID-19
patients
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We eagerly read the article by Chiu et al. about a review of the safety profile of anti-COVID-19 drugs ™. It was concluded that
hydroxy-chloroquine, lopinavir/ritonavir, ivermectin, chloroquine, and favipiravir should not be used for the treatment of
COVID-19 patients [, On the contrary, tocilizumab, remdesivir, and dexamthasone were recommended for COVID-19
patients under certain conditions [X. The study is appealing but raises concerns which require discussion.

Several adverse reactions following the use of tocilizumab were not acknowledged. One of the adverse reactions of
tocilizumab is bowel ulceration 1. Another adverse reaction not addressed is pyomyositis 1. In a single patient lung and liver
sarcoidosis-like reactions have been reported following the administration of tocilizumab ™. There is also one report about
tocilizumab-induced lupus Bl In a 65yo male, treated with tocilizumab for rheumatoid arthritis, pericardial tamponade
developed two months after initiation of the treatment I, According to an investigation by means of WHO’s “VigiBase”,
tocilizumab increases the risk of reactivating hepatitis-B and tuberculosis €. According to this study the mean cumulative
incidence of hepatitis-B and tuberculosis was 3.3% respectively 4.3% [©1. In a patient receiving tocilizumab for Takayasu
arteritis, pyoderma gangrenosum developed following the anti-IL-6 therapy /). There are also indications that tocilizumab can
reactivate psoriasis-like eruptions . In a study of 74 patients receiving tocilizumab for COVID-19, 23% experienced late
onset infections following tocilizumab use 1. Bacteriemia and fungemia were also more frequently observed in the cohort
receiving tocilizumab as comparted to the control group 1. In a study of 2433 adverse reactions after tocilizumab reported to
the worldwide FDA adverse event reporting system (WAERS), pancreatitis, and lung fibrosis were the most frequent in
addition to liver injury [,

In addition to the most commonly reported adverse reaction of remdesivir, liver injury, the drug potentially triggers a number
of other side effects. In a study of the 12 COVID-19 patients in the US treated with remdesivir, three developed vomiting,
rectal bleeding without other symptoms, nausea, and gastroparesis [*3l. Additionally, remdesivir use can be complicated by
kidney damage [*2. This is why remdesivir should not be used in patients with glomerular filtration rate <30 ml/min 131, When
evaluating 2922 adverse reactions to remdesivir reported to the FDA adverse reaction reporting system (FAERS), it was found
16,9% had kidney or urinary complications 2, In a study of 86 pregnant females with severe COVID-19, treatment with
remdesivir caused severe side effects in 16% of the included patients [**l. Side effects observed among these females included
anemia, constipation, deep vein thrombosis, dysphagia, arterial hypertension, nausea, and pleural effusion 4, Which of these
side effects were truly attributable to remdesivir and which to the COVID-19 infection remains speculative.

Not sufficiently addressed was the issue of combination anti-COVID-19 therapies. Frequently anti-COVID-19 drugs are given
together with other amti-COVID-19 medication making it difficult to assess which of the compounds was effective
respectively exhibited an adverse reaction.

Overall, the interesting review has several limitations which challenge the results and their interpretation. Adverse reactions of
tocilizumab and remdesivir were not comprehensively assessed. Before recommending any compound as an anti-COVID-19
drug it has to be appropriately tested and reviewed for potentially severe adverse reactions not to additionally endanger
COVIS-19 patients. If at all, tocilizumab and remdesivir should be applied with caution to COVID-19 patients.
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