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Early Combination

of Tocilizumab and
Corticosteroids: An Upgrade
in Anti-inflammatory Therapy
for Severe Coronavirus
Disease (COVID)

To THE EpITOR—The coronavirus disease
(COVID) pandemic has been a threatening
challenge to health systems worldwide [1].
In this context, the use of anti-inflamma-
tory therapy to treat severe COVID patients
has been controversial during the whole
pandemics. General recommendations
were against the use of corticosteroids [2],
although some hope was placed on mon-
oclonal anti interleukin 6 receptor anti-
bodies in blocking the so-called cytokine
storm produced by severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2)
in selected patients [3, 4]. Recently pub-
lished papers provide high-quality evidence
that supports the use of corticosteroids
in the early stage of severe COVID [5].
Nevertheless, a high rate of treatment
failure was observed in both treatment sub-
groups (34.9% vs 54.3%).

In our experience, the early admin-
istration of corticosteroids associated
to tocilizumab, according to the pre-
viously published recommendations
by the Spanish Ministry of Health [6],
may solve this high failure rate. In
the HM Sanchinarro Hospital, a 200
bed teaching institution, we consec-
utively and ambispectively collected
the outcome of 136 patients who re-
ceived tocilizumab plus corticosteroids
to treat severe COVID, defined as a
SpO2/FiO2 <325 with bilateral pneu-
monia and a clinical diagnosis of in-
fection by SARS-CoV-2. Patients were
divided in 2 subgroups: those who re-
ceived tocilizumab after 24 hours of
admission and before SpO2/FiO2 de-
creased to <250 (early tocilizumab ad-
ministration [ET], n = 38) and those

who received the combination directly
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Figure 1.
severe COVID-19.

Multivariate Cox regression. Comparison between standard and early anti-inflammatory therapy in

at admission or when SpO2/FiO2 was
<250 (standard therapy [ST], n = 98).
Statistical analysis was performed to
predict a composite outcome of in-
tensive care unit (ICU) admission and
in-hospital mortality.

Mean age was 68 years (95% con-
fidence interval [CI], 46-94), with a
72.8% of male individuals. 47 patients
reached the composite outcome. Mean
comorbidity burden was of 3.35 (95%
CI, 2.96-3.75) points according to the
Charlson comorbidity index (CCI). In
the raw analysis, a 6.25% of patients in
the ET group developed the composite
outcome, whereas 45.3% of the patients
in the ST group were admitted to the
ICU and/or died during admission. A x*
analysis was performed to compare early
and standard groups of the Fadel et al
cohort with patients who received early
and late combined anti-inflammatory
therapy in our cohort. No differences
were found in the late therapy groups
(45.3% vs 54.3%, P = .54), although sta-
tistically different results were found be-
tween early therapy subgroups (6.25%
vs 34.9%, P < .01). Generalized linear
and Cox regression models, adjusted by

age, sex, interaction between age and
sex, CCI, time from onset to admission,
dose of corticosteroids and tocilizumab
and C-reactive protein and D-dimer
levels at anti-inflammatory therapy ad-
ministration, showed benefit in the use
of ET in COVID patients (Relative Risk,
0.18, P = .01, and Hazard Ratio, 0.13,
P = .01, respectively). Cox model results
stratified by time to anti-inflammatory
therapy administration are shown in
(Figure 1).

The results of our cohort may rein-
force the early administration of anti-in-
flammatory therapy published by Fadel
et al. In addition, the promising results
of the combination of corticosteroids and
tocilizumab highlight the need of further
investigations in the anti-inflammatory
treatment of severe COVID.
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