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Dear editor(]

Cortegiani et al. lrecently conducted a systematic review, "Rationale and evidence on the use of
tocilizumab in COVID-19: a systematic review," published in this article of Pulmonology. They identified
three indirect pre-clinical and 28 clinical studies, including 5776 patients with coronavirus disease 2019
(COVID-19, 13 with a comparison group, 15 single-arm). They reported the evidence and evaluated the
quality of evidence concerning the use of Tocilizumab in patients with COVID-19. However, due to the early
publication of the article, new high-quality articles are constantly published. We want to complement the
discussion on the evidence of tocilizumab use in patients with COVID-19.

When should the patient use Tocilizumab?

In the randomized controlled RECOVERY trial, Peter W Horby et al.2 reported hospitalized COVID-19
patients with hypoxia and systemic inflammation, and Tocilizumab improved survival and other clinical
outcomes. Olivier Hermine et al.3 said Tocilizumab might have reduced the risk of noninvasive ventilation,
mechanical ventilation, or death by day 14. Anthony C. Gordon et al.* also reported that treatment with
Tocilizumab improved outcomes, including survival in critically ill patients with Covid-19 receiving organ
support in ICUs. Jingwen Peng et al.” also found that Tocilizumab significantly decreased mortality in
COVID-19 patients in the meta-analysis. Weijun Jiang et al.® also found Tocilizumab significantly reduced
mortality in COVID-19 patients with no increased discharge, secondary infection risk, adverse events, and
mechanical ventilation in a meta-analysis. Our data suggest that clinicians should pay attention to

tocilizumab therapy as an effective and safe treatment for COVID-19 patients.
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However, some randomized clinical trials reported Tocilizumab did not result in significantly better clinical
status or lower mortality than placebo at 28 days. Viviane C Veiga et al. ’found that Tocilizumab plus
standard care was not superior to usual care alone in improving clinical outcomes at 15 days. It might
increase mortality in patients with severe or critical COVID-19.

How much is Tocilizumab used does best?

There is also concern about the dosage of Tocilizumab. We found the tocilizumab dose (i.e., <400mg,
400mg, 400 mg-800 mg, and 8 mg/kg) in randomized controlled trials, retrospective observational studies,
case-control studies, and cohort studies. All participants received placebo plus standard treatment or only
standard treatments including hydroxychloroquine and antiviral therapy, including lopinavir/ritonavir,
antimicrobial agents, and corticosteroids 892. These all affect the results of the experiment in all studies.
What are the adverse events associated with Tocilizumab?

The use of Tocilizumab is not harmless since it may predispose patients to the development of secondary
infections. Jingwen Peng et al.” found that tocilizumab therapy significantly increased the risk of fungal co-
infections in COVID-19 patients, eight observational studies (601 cases and 783 controls), in the overall
analysis (OR = 2.02, 95% Cl = 1.05-3.90, P = 0.036). We suggest that clinicians pay attention to
tocilizumab therapy as an effective and safe treatment for COVID-19 patients.
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