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MS can be considered a primary progressive
disease in all cases, but some patients have
superimposed relapses — Commentary

K Schmierer(2) and G Giovannoni

The phrase all cases in the title of this debate appears
to have prompted two quite different perspectives on
the subject. Antonio Scalfari emphasises similarities
between progressive multiple sclerosis (PMS) and
relapsing multiple sclerosis (RMS) largely based on
epidemiology and pathology data and the observation
that even in people with RMS the lion’s share of dis-
ease progression appears to occur independent of
relapses (PIRA).! Anne Cross and Robert Naismith,
on the other hand, challenge the notion of MS as an
invariably progressive disease altogether, arguing that
rather than PMS or RMS a significant minority of
people with MS experiences benign multiple sclerosis
(BMS). Although both exciting in their own right,
these are essentially two different debates.

Scalfari rightly points at a lack of universally accepted
phenotype boundaries or surrogate marker(s) separat-
ing RMS and PMS. We hesitate to sign up to the claim
of objectivity of a new definition recently proposed for
secondary PMS.2 Even a definition based on analysis
of a large sample of prior definitions, put forward by an
equally large number of investigators, is going to be
time-limited and within the reference frame of the cur-
rent scientific paradigm.? This does not diminish the
value of an evidence-based consensus about how to
define secondary PMS for use in contemporary clinical
trials.? Scalfari underpins his case further by pointing
out that MS lesion pathology differs in quantity much
rather than quality across phenotypes.* While such sin-
gle time point post-mortem observations could be chal-
lenged on account of their cumulative nature with
pathology accrued over decades, the recent discovery
that even in RMS, and arguably even in radiologically
isolated syndrome,® worsening of disability appears
largely independent of relapses further supports the
hypothesis of MS as a progressive disease from onset.!
More research is evidently needed to explore the mech-
anisms underlying PIRA. Based on pathology® and
genetic data,” and the response to highly effective dis-
ease-modifying treatment (DMT)?3 it appears unlikely
that PIRA is a substrate of MS being a primary neuro-
degenerative disease, with inflammatory demyelina-
tion being a secondary, perhaps not even relevant
phenomenon. Processes downstream the inflammatory

demyelinating injury, however, evidently play an
important role for the neuro-axonal damage and loss,
and resulting disability accrual.®

Where does this leave the discussion about disease
progression affecting all people with MS? Although
definitions vary, we agree with Cross and Naismith
that BMS does exist.!% Thus, we could simply state:
they won the debate! However, the key issue with
BMS is recognising it at the point where it truly
matters, that is, when decisions about management,
including DMT and wider concerns such as family
and career planning are first being addressed. The
odds of 1/5 (at best!) having benign disease at diag-
nosis will reassure neither the patient nor their care
team. While on a group level, clinical and magnetic
resonance imaging (MRI) indices may make BMS
more or less likely, these indices are of little help in
clinical decision-making. One could also argue that
treating MS with DMT increases your odds of having
BMS. Further research is required to enable accurate
individual risk profiling allowing, for example, a
watch-and-wait approach regarding DMT.

Declaration of Conflicting Interests

The author(s) declared the following potential con-
flicts of interest with respect to the research, author-
ship, and/or publication of this article: K.S. has
received research support from Biogen, Merck KGaA
and Novartis, speaking honoraria from, and/or served
in an advisory role for, Amgen, Biogen, EMD Serono,
Merck KGaA, Novartis, Roche, Sanofi Gienzyme and
Teva; and remuneration for teaching activities from
AcadeMe, Medscape and the Neurology Academy.
G.G. has received honoraria and meeting support
from AbbVie Biotherapeutics, Biogen, Canbex,
Ironwood, Novartis, MSD, Merck Serono, Roche,
Sanofi Genzyme, Synthon, Teva and Vertex. G.G.
serves as chief editor for Multiple Sclerosis and
Related Disorders and is the academic director of the
Neurology Academy.

Funding
The author(s) received no financial support for the
research, authorship, and/or publication of this article.

1006

journals.sagepub.com/home/msj


https://journals.sagepub.com/home/msj
https://uk.sagepub.com/en-gb/journals-permissions
https://uk.sagepub.com/en-gb/journals-permissions
mailto:k.schmierer@qmul.ac.uk

K Schmierer and G Giovannoni

ORCID iD
K Schmierer
8893

https://orcid.org/0000-0002-9293-

References
1. Kappos L, Wolinsky JS, Giovannoni G, et al.
Contribution of relapse-independent progression vs
relapse-associated worsening to overall confirmed
disability accumulation in typical relapsing multiple
sclerosis in a pooled analysis of 2 randomized clinical
trials. JAMA Neurol 2020; 77(9): 1132—1140.

2. Lorscheider J, Buzzard K, Jokubaitis V, et al.
Defining secondary progressive multiple sclerosis.
Brain 2016; 139(Pt. 9): 2395-2405.

3. Kuhn TS. The structure of scientific revolutions.
50th anniversary ed. Chicago, IL: The University of
Chicago Press, 2012.

4. Luchetti S, Fransen NL, van Eden CG, et al. Progressive
multiple sclerosis patients show substantial lesion
activity that correlates with clinical disease severity
and sex: A retrospective autopsy cohort analysis. Acta
Neuropathol 2018; 135(4): 511-528.

5. Bonzano L, Bove M, Sormani MP, et al. Subclinical
motor impairment assessed with an engineered glove

10.

correlates with magnetic resonance imaging tissue
damage in radiologically isolated syndrome. Eur J
Neurol 2019; 26(1): 162—-167.

Petrova N, Carassiti D, Altmann DR, et al. Axonal
loss in the multiple sclerosis spinal cord revisited.
Brain Pathol 2018; 28(3): 334-348.

International Multiple Sclerosis Genetics Consortium.
Multiple sclerosis genomic map implicates peripheral
immune cells and microglia in susceptibility. Science
2019; 365(6460): eaav7188.

Sormani MP, Muraro PA, Saccardi R, et al. NEDA
status in highly active MS can be more easily
obtained with autologous hematopoietic stem cell
transplantation than other drugs. Mult Scler 2017;
23(2): 201-204.

Cunniffe N, Vuong KA, Ainslie D, et al.
Systematic approach to selecting licensed drugs
for repurposing in the treatment of progressive
multiple sclerosis. J Neurol Neurosurg Psychiatry
2021; 92(3): 295-302.

Ellenberger D, Flachenecker P, Haas J, et al. Is benign
MS really benign? What a meaningful classification
beyond the EDSS must take into consideration. Mult
Scler Relat Disord 2020; 46: 102485.

Visit SAGE journals online
journals.sagepub.com/
home/msj

©® SAGE journals

journals.sagepub.com/home/msj

1007


https://journals.sagepub.com/home/msj
https://orcid.org/0000-0002-9293-8893
https://orcid.org/0000-0002-9293-8893
https://journals.sagepub.com/home/msj
https://journals.sagepub.com/home/msj

