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Multiple sclerosis, B cell therapy, and the COVID-19 vaccine st

Dear editor

The first COVID-19 vaccine has been approved in the United States
by the FDA for emergency use [5,6]. Healthcare workers will have the
earliest access, so individual providers must decide quickly on receiving
the vaccine. While it appears safe in healthy individuals, this decision is
more complicated for healthcare providers with autoimmune diseases.
This is especially true for providers with multiple sclerosis on B cell
depleting therapies.

B cell depleting therapies, such as ocrelizumab and rituximab,
diminish the immunization effect of vaccines, although the degree of
effect varies by vaccine and timing [1-3]. Recommendations are to
vaccinate prior to starting B cell depleting therapy [4]. Previously
formed immune responses are not diminished by treating with B cell
depleting therapy after immunization [1]. If already on B cell depleting
therapy, treating later seems to be more effective. Waiting 6 months
post-infusion to get vaccinated is more effective than 2 months post-
infusion based on studies with rituximab [3]. While these early studies
with rituximab in rheumatological disorders suggested that vaccination
1-2 months after rituximab infusion created very minimal response, the
futility of early post-infusion vaccination has been challenged by more
recent studies. In the VELOCE study in patients with relapsing remitting
multiple sclerosis, significant although reduced responses to multiple
vaccines were observed when given 3 months after ocrelizumab [1].
CD19 levels are effectively depleted within 2 weeks of ocrelizumab
infusion and remain depleted up to 6 months or longer in the majority of
patients [1]. It seems unlikely that vaccination 1-2 months earlier would
be ineffective when compared to the modest effectiveness of 3 month
post-infusion vaccination, especially considering that B cells were
similarly depleted. In fact, a more systemic B cell depletion is believed to
occur by 3 months post-infusion [1]. Overall, vaccination before ocre-
lizumab is the most effective method, but this is not always feasible. In
patients on ocrelizumab, treating at end of an infusion cycle is likely
better than treating early in the cycle. If able to maintain disease control,
delaying the subsequent infusion may allow for a better vaccine
response. In all other patients in the midst of an infusion cycle, some
vaccination response is better than none.

The vaccine timing issue in regards to B cell depletion therapy is
further complicated for COVID-19 vaccines. As vaccine availability will
be initially sparse, selective timing of vaccination is an unlikely luxury
for healthcare workers on B cell depletion therapy. Delaying or declining
a vaccine opportunity could delay access to a vaccine by many months.
Again, some COVID-19 vaccine protection is better than none.

The potential for severe COVID-19 infection is higher in patients with
multiple sclerosis who are older, have cardiovascular or pulmonary
comorbidities, and have significant baseline disability, and B cell
depleting therapies may increase the risk as well [7]. For such high risk
patients, it is prudent to consider B cell depleting therapy
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discontinuation [8]. Healthcare workers are at high risk of infection
given occupational exposures. While initial safety reports from the
COVID-19 vaccine trials are promising [5], the potential adverse effects
to patients with multiple sclerosis on disease modifying therapies are not
known. Some patients with autoimmune diseases were included in the
phase 2/3 trials of Pfizer-BioNTech COVID-19 vaccine although safety
monitoring is still ongoing [6]. Safety in immunocompromised patients
is not yet defined. Expectedly, the potential risk to immunocompro-
mised patients is low as these are not live vaccines, and patients who are
immunocompromised are not contraindicated from receiving the vac-
cine [5]. At this time, the benefits of preventing a COVID-19 infection
outweighs the possible risks of vaccination.

This dilemma is not only a professional concern, but a personal one. I
am a clinically practicing neurologist with multiple sclerosis who is
taking B cell depleting therapy. COVID-19 infection and hospitalization
rates are rising throughout the United States and is unlikely to improve
anytime soon. Risk of infection for healthcare workers like myself con-
tinues to rise as well, and infected providers can spread the virus to their
patients. Vaccination is our best chance of protecting ourselves and our
patients from this terrible disease. I will be taking the first available
COVID-19 vaccine, and I am recommending it for my patients in
healthcare.
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