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Abstract

N
N\

Blocking IL-6 pathways with sarilumab, a fully human anti-IL-6R antagonist may potentially curb the inflammatory storm of SARS- \
CoV2. In the present emergency scenario, we used “off-label” sarilumab in 5 elderly patients in life-threatening condition not
candidates to further active measures. We suggest that sarilumab can modulate severe COVID-19-associated Cytokine Release

Syndrome.

Abbreviations: CRP = C-reactive protein, CRS = cytokine release syndrome, SARS-CoV-2 = severe acute respiratory syndrome

coronavirus 2.
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1. Introduction

Facing the second wave of this COVID-19 outbreak, the spread
of positive cases worldwide has brought a landscape of fear and
respect with a maddening increase of cases over 122,036,229 and
2,694,915 deaths at March 15th." 3! However, several trials are
ongoing to consider biological therapy as an alternative for
unresponsive and life-threatening cases of cytokine release
syndrome (CRS).[*!

2. Objective

We recently hypothesized that blocking IL-6 pathways with
(sarilumab/(Kevzara), a fully human anti-IL-6R antagonist mono-
clonal antibody that binds membrane bound and soluble human IL-
6R with high affinity, may potentially curb the inflammatory
storm.’® In the present emergency, according to our hospital
guidelines we used “off-label” sarilumab in cases of critically
advanced CRS, considering the higher 10-fold increase affinity for
the receptor that sarilumab presents over tocilizumab.m%!!!

3. Methods

In this retrospective, single-centre observational report, we
describe a case-series of 5 patients with severe, progressive and
life-threatening severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2) (COVID-19) infection. All patients or their legal
representatives gave oral informed consent. An expert committee
prescribed the therapy according to more than one of the
following criteria:

1. Age-adjusted Charlson Comorbidity Index scores <4,

2. Interstitial pneumonia with severe respiratory failure (score =
2),

3. rapid respiratory worsening requiring noninvasive or invasive
ventilation (score >3 on the COVID respiratory severity scale),
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of stock. Therefore, sarilumab treatment was then started. Three
out of 5 patients fully recovered and were later discharged home.

We may argue the role that NIV and invasive ventilation
played, but considering the worsening of those not treated with
sarilumab, we assume the importance of the blockade of IL-6R.
Interestingly, all blood active phase reactants improved after 24
hour. The crux of matter was the patients were treated late
enough to avoid invasive ventilation measures. Thus, since they
had an ominous clinical picture, advanced age and a late stage of
the disease, our belief is that sarilumab therapy helped to reverse
their CRS loop.

Currently, the optimal treatment for SARS CoV-2 pneumonia
has not been defined yet. In a context of international emergency,
we believed sarilumab therapy was a rationale option to minimize
or reverse CRS in these critically ill patients. Ideally, we could
have treated these patients sooner, but the emergency situation
and the lack of recommendations for treating elderly patients
prompted us to use sarilumab. Hopefully, in the near future we
expect to have randomized controlled trials (23 studies registered
in NCT, including ours) and data from observational studies
(IIBSP-COV-2020-28) to support clinical decisions.

In summary, we suggest that sarilumab can be useful in a global
context of IL-6R antagonist indication, as an alternative to
tocilizumab or other therapies targeted to modulate mild to
severe COVID-19-associated CRS.
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