
COVID-19

Worldwide Recommendations and Therapies for Multiple Sclerosis:
Are They Safe in the COVID-19 Pandemic Period?

Francesco Ferrara1 & Francesco De Rosa2 & Antonio Vitiello1

Accepted: 20 June 2020
# Springer Nature Switzerland AG 2020

Keywords SARS-CoV-2 . Immunomodulating . Sclerosis . Depletive drugs .Myelin

Dear Editor,
SARS-CoV-2 infection has spread rapidly throughout the

world causing a global pandemic and a health emergency with
a few precedents in the human history. Some categories of
people such as those with pre-existing comorbidities, the elder-
ly, or people with chronic therapeutic treatments are at greater
risk of infection and complications and can rapidly develop
serious respiratory tract injuries. The host immune system is
very important in the early stages of SARS-CoV-2 infection to
combat viral replication. Patients with multiple sclerosis (MS)
treated with immunomodulating pharmacological agents may
have a higher risk of becoming infected with SARS-CoV-2 and
associated complications. Proper management of the clinical
pharmacological aspects of the MS patient is of paramount
importance especially in this period of the COVID-19 pandem-
ic. The data show that the MS patient has a higher risk of
infection (about + 40%) than the general population and the
most frequent hospitalizations are caused by respiratory and
urinary tract infections. This is why it can be said that the
patient withMS is a fragile patient, and in this pandemic period,
he or she needs to be closely monitored. Treatments for MS are
immunomodulatory and include first-line drugs such as inter-
feron beta (IFN-β), glatiramer, dimethylfumarate, and
teriflunomide and second-line drugs such as fingolimod,
natalizumab, ocrelizumab, alemtuzumab, and cladribine.
Thanks to these treatments, it is possible to control the disease
for many years, but these therapeutic agents can also lead to

adverse reactions with serious effects and an increased risk of
viral, bacterial, and fungal infections [1–4].

The safety profile of IFN-β and glatiramer has been evalu-
ated in numerous studies; the most frequent adverse reactions
recorded are flu-like syndrome symptoms and injection site
reaction. At the moment, they seem to be the safest drugs to
avoid the risk of infection. Fingolimod can lead to serious ad-
verse reactions, and the most common are urinary and lower
respiratory tract infections. These reactions have been shown to
be due to the reduction of lymphocytes in the blood. The use of
teriflunomide and dimethylfumarate shows that these drugs
lead to a slight reduction in white blood cell counts that could
expose the patient to serious infectious risks. Adverse events of
ocrelizumab concern allergic reactions due to infusion, itching,
rash, hives, hypoglobulinemia, and lymphocytopenia associat-
ed with secondary infections. Based on the current literature,
patients with MS being treated with these drugs should be
closely monitored for any increased risk of infection associated
with the drugs and the disease. Medications such as IFN-β and
glatiramer seem to be safer in this respect; ocrelizumab or
cladribine seems to lead to a higher risk of infection than other
drugs. At the moment, the guidelines of the various countries
and scientific societies have not always coinciding positions on
this delicate issue [3, 5].

In general, no country recommends stopping MS treat-
ment. All countries agree that IFN-β is the safest drug and
can also protect against COVID-19 infection due to its antivi-
ral properties. Treatment with glatiramer is also considered to
be very safe. The USA offers the doctor greater freedom of
choice as to whether or not to continue with ongoing therapy.
The Food and Drug Administration simply divided the drugs
according to risk. In general all recommendations consider
that first-line drugs (teriflunomide and dimethylfumarate)
should be continued and suspended in case of COVID-19
infection; in Germany and Canada, suspension is also recom-
mended in case of severe lymphopenia. In Italy the position is
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more cautious with regard to teriflunomide, and the possible
shift towards interferon therapy should be evaluated. Second-
line therapy with fingolimod does not have a common point of
view among the various countries; in Germany and Canada, it
is recommended to continue the therapy by carefully assessing
the risk; in Italy the suspension or switch to IFN-β is assessed.
Impoverished drugs (cladribine, ocrelizumab, and alemtuzumab)
should be carefully evaluated. Treatment with natalizumab is
considered safe in this pandemic period; in Italy there is more
caution with immediate suspension in case of COVID-19-
positive patients [1].

SARS-Cov-2 has highlighted even more the issue of drug
safety forMS, especially for new immunomodulatory drugs with
higher potential risks of infection. Is it safe to continue therapy
during the pandemic? Based on the evidence in the literature, the
position of agencies in different countries, and the complexity of
MS treatment, it is not recommended to discontinue MS therapy
but to carefully assess the risk of infection.
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