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Dear Editor,

In their short report “Anti-SARS-CoV-2 monoclonal
antibodies for the treatment of active COVID-19 in
multiple sclerosis: An observational study,” Dr.
Manzano et al. reported an overall safe and likely
helpful profile of neutralizing anti-Spike protein mon-
oclonal-antibody (mAbs) treatment in people with
multiple sclerosis (pwMS) with acute coronavirus
disease 2019 (COVID-19).

We found similar results in a cohort of 16 pwMS fol-
lowed at the MS center of University of Genoa IRCCS
Policlinico San Martino, who developed COVID-19
between April 2021 and February 2022.

Most of our patients (13/16) were treated before
December 2021 using a combination of monoclonal
antibodies (casivirimab + imdevimab and bam-
lanivimab + etesevimab) because the predominant
variant of concern (VOC) in our region was delta. The
remaining three patients were treated with sotrovimab
because the predominant VOC was Omicron.? Delta
was more than twice as contagious as previous vari-
ants and caused more COVIDI19-hospitalization,
especially in people who were not fully vaccinated.’
With new less virulent VOC (such as Omicron),
higher vaccination coverage and higher viral circula-
tion, neutralizing mAbs treatment was prioritized for
patients with multiple underlying conditions.

The mean interval time between first positive test
and mAbs infusion was 3.5 days (range 1-7), with
most patients (11; 69%) treated within 5days of
positivity. Overall, 11 (69%) patients were fully
vaccinated according to current recommendations
(two doses) at the time of COVID-19. Of note, five
vaccinated patients (45%) were under treatment
with anti-CD20 agents at the time of vaccination;
therefore, it is possible that their humoral response
to SARS-CoV-2 vaccines was reduced.* The median
interval time between the first positive and first neg-
ative swab was 12 days (range 5-30), being 10 days
(range 5-20) when considering patients treated with
mAbs before day 5 from symptoms onset 20 days

(range 12-30) for patients treated between Day 5
and Day 10.

In our cohort, 14/16 (87%) patients did not experience
COVID-19 progression. Two patients developed
dyspnea after mAbs administration which required
oxygen support. One of them had also chronic lym-
phocytic leukemia (CLL), for which she was under
treatment with bendamustine and rituximab. On hos-
pital admission, she was neutropenic, had fever, and
modest reduction of saturation in ambient air (92%).
She received empirical antibiotic treatment for febrile
neutropenia, 1 day of oxygen therapy, no specific anti-
SARS-CoV-2 antivirals was needed, and she was dis-
charged after 7days and resolution of neutropenia.
The other patient was 84 years old and suffered from
arterial hypertension; she refused hospital admission
and was successfully treated at home with low-level
oxygen support and steroid treatment. No patient was
admitted to the intensive care unit (ICU) or died.

Overall, treatment with mAbs was well tolerated. No
serious adverse events (SAEs) or infusion-related reac-
tions occurred. Two patients reported temporary clini-
cal worsening of neurological symptoms (without
evidence of relapses or magnetic resonance imaging
(MRI) activity) after the infusion, with a spontaneous
return to normal functioning within 3 days. A causal
correlation between the reported symptomatology and
mAbs infusion could not be established.

In line with previous findings,'> our limited experi-
ence highlights the negative effect of advanced age,
high disability, and comorbidities. Our results con-
firm and strengthen those of Manzano et al.,' showing
potential clinical benefit of early testing for SARS-
CoV-2 infection coupled with prompt intervention
with neutralizing mAbs, which led to a low incidence
of COVID-19-related hospitalization or death and
appeared to be safe and well tolerated in pwMS who
develop symptomatic COVID-19.
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The recent report in MSJ by Wojcik et al.,! presents a
novel and exciting approach to understanding the
progression of cognitive impairment in multiple scle-
rosis (MS). Cognitive tests were administered to a
longitudinal sample of 1073 patients across a (mean)
4.5-year span; the order in which different cognitive
domains become impaired was evaluated. Using vali-
dated, widely accepted and consensus-based test
measures to estimate the sequence of domains in
which impairment arises, the authors concluded that
processing speed preceded all other cognitive
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impairments. These results could have critically
important implications for the development of tar-
geted treatments and may suggest that forestalling
decline in one identified domain precludes decline in
additional domains.

The problem is that the authors’ interpretation hinges
on a misnomer: that the Symbol Digit Modalities Test
(SDMT) primarily measures processing speed. In
addition to processing speed, lexical access speed, as
well as verbal and nonverbal memory, jointly and
uniquely contribute to SDMT performance, according
to a recent study by Sandry et al.? In 661 MS patients,
high sensitivity of the SDMT was attributed to its
ability to capture heterogeneous cognitive profiles. In
addition, recent work by Arnett et al.? revealed contri-
butions of rudimentary oral motor speech and visual
acuity to performance on the SDMT. The SDMT is
best considered a cognitive screener sensitive to
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