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Letter to the Editor

Finding the right time for anti-inflammatory "3
therapy in COVID-19 e

In the August 5, 2020 issue of the Journal, Langer-Gould et al.
reported an interesting analysis (Langer-Gould et al., 2020) in which
different anti-inflammatory strategies were compared in patients
with coronavirus disease 2019 (COVID-19) at different stages of
severity, including pre-intensive care unit (ICU) and ICU patients.
Based on their analysis, the authors suggest that the timing of
initiation of anti-cytokine therapy, with or without corticosteroid
therapy, might be much more important than the type of medication
used (anakinra or tocilizumab). Specifically, they convincingly
demonstrated that aggressive anti-inflammatory treatment should
be initiated at the beginning of what the authors call the COVID
cytokine storm (COVID-CS) and also suggested simple clinical and
laboratory criteria to guide the decision.

These findings are physiologically reasonable, considering the
complexity of the immune response to the severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2) aggression, as we have
summarized previously (de Simone and Mancusi, 2020).

Our emphasis on timing was elicited by important consider-
ations from Siddiqi and Mehra (Siddiqi and Mehra, 2020), who
proposed a three-level sequence of SARS-CoV-2 infection stages,
based on the evidence that during the clinical course, COVID-19
progresses from a viral infection to a self-maintaining super-
inflammatory response. This clinical classification has largely been
sustained by a number of observational studies and might be the
basis of disappointing findings in some randomized clinical trials
(IDSE, 2020; Cavalcanti et al., 2020), as well as near-unexpected
results obtained with corticosteroid therapy (The RECOVERY
Collaborative Group, 2020).

Therapy for COVID-19 is based on three cornerstones: antiviral
therapy, immune potentiation, and aggressive anti-inflammation
therapy. Each one should be used according to the clinical
conditions and predictive stage of the disease (Figure 1), because
each one, if provided at the wrong time, might potentially be
deleterious. Aggressive anti-inflammatory therapy might be
deleterious if administered too early, due to the potential
depression of a calibrated immune response (Cicchese et al.,
2018), and would certainly be less useful once tissue damage is
consolidated and irreversible.
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Figure 1. The three stages of COVID-19, as proposed by Siddiqi and Mehra (Siddiqi and Mehra, 2020), with suggested pathophysiologically appropriate stage-related
treatment. The larger the size of the characters within the figure, the stronger the recommendation. The duration of the stages is indicative and can vary substantially. The
criteria suggested by Langer-Gould et al. (2020) might substantially help to determine the shift from stage I to stage II.
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