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What is the role of rheumatologists in the era of COVID-19?

Dear Editor,

At the end of 2019, a new enemy appeared on the world scene in the
shape of the new coronavirus SARS-CoV-2 or 2019-nCoV, thus leading
to the third major coronavirus epidemic of the 21st century after Middle
East respiratory syndrome (MERS) and severe acute respiratory syn-
drome (SARS).

COVID-19 is not only threatening the resilience of national health
systems, but inevitably raises questions about the world's political and
economic-financial future. The disease phenotypically presents itself in
patients who may be asymptomatic or have only mild symptoms, or
whose clinical picture may be extremely severe and lead to death.
Although every effort is being made to develop an effective vaccine or
prophylactic treatment as soon as possible in order to manage the in-
fection and prevent future epidemics [1], even after the two previous
coronavirus epidemics, we have found ourselves unprepared.

Current COVID-19 management strategies are aimed at reducing the
transmission of the infection and providing support for hospitalized
patients. Various drugs have been empirically used on the basis of their
in vitro antiviral or anti-inflammatory properties, except for some case
reports, there is still no concrete evidence that they are safe and effi-
cacious against any coronavirus, including SARS-CoV-2 [2,3].

In the midst of the SARS-CoV-2 pandemic, rheumatologists can play
an important role in collectively addressing the impact of this virus not
only on vulnerable populations with rheumatic diseases, but also on the
population as a whole. We may not be experts in infectious diseases or
coronaviruses, but we do have considerable knowledge and expertise
concerning the drugs that are currently being tested in the treatment of
COVID-19. We are old acquaintances of chloroquine, hydroxy-
chloroquine, tocilizumab, Jak1 Inhibitors and anti-IL-1 agents, all of
which are indicated in different rheumatic diseases, and so we are
ideally placed to share our experience with the rest of the scientific
community in the search for possible solutions to SARS-Cov2 infection
[4].

1. Anti-malarials

As rheumatologists, we are aware of the immunomodulatory prop-
erties of antimalarials, namely cloro and hydroxychloroquine. Their
anti-viral effects are related to their ability to limit viral replication by
increasing the endosomal ph required for virus entry,thus inhibiting
toll-like receptor activity and interfering with ACE-2 receptors.

There have been some anecdotal reports of successful chloroquine
treatment from China, and the guidelines of the Italian Society for
Infectious and Tropical Diseases (SIMIT) suggest its use in the case of
mild forms of COVID-19, but there is a question as to whether chlor-
oquine and hydroxychloroquine can play a prophylactic role as a ran-
domised, double-blind, placebo-controlled clinical trial of chloroquine
found that it did not prevent influenza infection [5].

2. Tocilizumab/Sarilumab

The clinical presentation of COVID-19 is different ranging from in-
fluenza-like symptoms (fever, cough, dyspnea, nausea, vomiting, diar-
rhea) to a more severe form of diffuse interstitial pneumonia(specific
radiographic pattern) characterised by neutrophilia, lymphopenia,
thrombocytopenia, high levels of acute phase reactants and in-
flammatory cytokines, including IL-6,.

The acute respiratory distress syndrome induced by coronavirus
infection is associated with the over-exuberant release of cytokines (a
‘cytokine storm’). In SARS and MERS patients, peak viral load precedes
maximum IL-6 release and subsequent radiographically severe pneu-
monia [3]. IL-6 is also a pyrogenic cytokine and, and a trial involving
21 patients in China [6] found that tocilizumab (an IL-6 receptor an-
tagonist) quickly resolved some of the clinical manifestations of COVID-
19, such as fever and oxygen saturation. Sarilumab an inhibitor of so-
luble and membrane IL-6Rα receptors may reduce the severity of the
pulmonary complications of COVID-19, including respiratory failure,
but there is no evidence that it has anti-viral potential.

Some clinical trials are now underway with the aim of demon-
strating the efficacy of the two drugs in severe forms of COVID-19 [6,7].

3. Anti-IL-1 agents

Like IL-6, IL-1 plays a key role in hyper-inflammation, and so it has
been hypothesised that the use of IL-1 blockers is a further possible
therapeutic strategy for COVID-19 [8].

4. JAK inhibition (baricitinib)

There may be a role for the Janus kinase inhibitor baricitinib in the
treatment of acute COVID-19 respiratory disease. Viruses infect cells by
means of endocytosis, and AP2-associated protein kinase 1 (AAK1) is a
key regulator of endocytosis. Baricitinib seems to inhibit AAK1 and
binding cyclin G-associated kinase (GAK), another regulator of en-
docytosis, thus blocking viral entry [9].

Rheumatologists not only know the effectiveness of these drugs, but
also the vital aspect of their safety. Although there is an imperative
need to discover treatments that can save human lives from this in-
fection, it is also necessary to consider their possible adverse effects.

The people most affected by SARS-CoV-2 infection are adults
aged> 60 years with one or more concomitant medical conditions such
as cardiovascular, hepatic, renal and/or bone marrow co-morbidities.
Neutropenia, hepatitis, increased hepatic enzymes, QT prolongation,
and bone marrow dysfunction are possible COVID-19 manifestations
and potential adverse events of chloroquine, hydroxychloroquine,
Tocilizumab, Sarilumab, and anti-IL-1 agents [2]. Steroids, and anti-IL-
6 and anti-IL-1 agents may lead to profound immunosuppression and
increase the risk of infections, and anti-IL-6 agents have also been
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associated with bacterial pneumonia and gastrointestinal perforation
[10–16].

Careful screening is therefore necessary before starting any of these
treatments, which should only be used by experienced physicians.
Rheumatologists have always worked with vulnerable, immuno-com-
promised patients at high risk of infection, and are therefore highly
experienced in protecting them from the adverse effects of im-
munosuppressive treatments.

Last but not least, rheumatologists have a specific responsibility to
ensure that our patients are appropriately managed and burden the
national health service as little as possible. Given that they are at high
risk, we are used to suggesting alternative management methods such
as delaying routines and medical appointments, promoting tele-
working, and developing apps to monitor their condition [17].

We are all in the same boat being tossed on a sea of pandemic un-
certainties and fears. Today, more than ever, the only way of reaching
the other side is to ensure the solid collaboration of all physicians,
scientists and politicians.
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