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Dear Editor,

We would like to thank Aomar et al. for their interest in our
work, as well as for their kind and valuable considerations. We also
wish to extend our gratitude to the journal’s editorial committee
for giving us the opportunity to respond to the comments made.

In our study, the patient inclusion criteria were defined to match
the likelihood of having received tocilizumab at the time of the
study. Thus, the chosen criteria were those set by the Spanish
Agency for Medicines and Medicinal Products (AEMPS, Agencia
Espafiola de Medicamentos y Productos Sanitarios) at that time of the
pandemic; i.e., interleukin 6 (IL6) levels >40 pL/L, D-dimer levels
>1500 pg/L or a sustained increase in these levels, with no mention
of C-reactive protein (CRP) levels.! This might be the reason why
the CRP data within the first 72 h in our cohort were only present
in approximately 40% of the patients and with few values falling
above 75 mg/dL. On the other hand, at the time of completion of
our work, the cited RECOVERY study had not yet been published.?
Interleukin 6 levels were determining for the inclusion of approxi-
mately 93.6% of the patients in our study, there being no differences
between both groups in terms of their IL6 or D-dimer levels.!

As stated by Aomar et al. in their letter, the RECOVERY study
was conducted on patients with COVID-19 pneumonia and CRP
levels >75 mg/L, and featured certain peculiarities in its design. In
this regard, a recent meta-analysis of randomized clinical trials
on the use of interleukin-6 receptor antagonists (IL-6ras), essen-
tially tocilizumab, in patients hospitalized for COVID-19, with 60%
of the evaluated patients being sourced from the RECOVERY study,
demonstrated the existence of an association between the admin-
istration of IL-6ras and a lower 28-day mortality compared to the
standard of care.?

Notably, this benefit was only found when an IL-6ra was admin-
istered concomitantly with glucocorticosteroids. In this subgroup,
the number of events (838 and 827 among a total of 2848 and 3468
patients of the control group and that treated with IL-6ras, respec-
tively) reflected an association between the use of IL-6ras and a
lower mortality (odds ratio [OR]: 0.78; 95% confidence interval [95%
CI]: 0.69-0.88) in comparison with the subjects who did not receive
treatment with IL-6ras. However, the underlying data also revealed
a greater rate of events among patients treated with glucocorticos-
teroids, regardless of the use of IL-6ras (1665 events among 6316
treated patients versus 830 events among 3637 patients not treated
with glucocorticosteroids), which demonstrates a positive associa-
tion between the use of glucocorticosteroids and 28-day mortality
(OR: 121; 95% Cl: 1.10-1.33). This is a very surprising finding, as it
is a well-known fact that the use of corticosteroids in hospitalized
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COVID-19 patients results in lower 28-day mortality rates com-
pared with the standard of care (age-adjusted odds ratio: 0.83 [95%
Cl: 0-75-0.93]).* Moreover, in patients not treated with IL-6ras,
the association between treatment with glucocorticosteroids and
28-day mortality was found to be even worse (838 events among
2848 patients treated with glucocorticosteroids versus 293 among
1280 patients not treated with glucocorticosteroids; OR: 1.40; 95%
Cl: 1.20-1.64).

On the other hand, the effect of glucocorticosteroids in the
group of patients treated with IL6ras was found to be neutral (827
events among 3468 patients treated with glucocorticosteroids ver-
sus 537 deaths among 2357 patients; OR: 1.06 [95% CI: 0.94-1.02]).
Although the effect of IL-6ras seems to be beneficial for patients
receiving glucocorticosteroids (reporting odds ratio [ROR]: 0.718;
p=0.008), this result is based on the unexpected and unexplainable
effect of glucocorticosteroid use, contrary to current evidence and
showing very different mortality rates between patients receiving
IL-6ras and those not receiving this type of drug.?

We agree with Aomar et al. regarding the use of tocilizumab
in states of severe hyperinflammation considering the results
obtained in both our patient cohort and the cohort studied by
Aomar-Millan et al.!> Nevertheless, we believe that a greater
research effort is still necessary in view the inconsistencies
observed, albeit not highlighted, in the cited meta-analysis.?
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