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ABSTRACT

Multiple sclerosis is an inflammatory demyelinating disorder of the central nervous system. Its presentation is variable and its course
and prognosis are unpredictable. Approximately 85% of individuals present a relapsing-remitting form of the disease, but some patients
may evolve into a progressive course, accumulating irreversible neurological disability, defining its secondary progressive phase. De-
spite all the advances that had been reached in terms of diagnosis, many decisions are still taken based only on pure clinical skills. We
present the case of a patient that, after being diagnosed with a clinically isolated syndrome many years ago, seemed to be entering
in a secondary progressive course, developing a clinical picture dominated by a progressive gait disturbance. Nevertheless, multiple
sclerosis heterogeneity asks for some clinical expertise, in order to exclude all other possible causes for patients’ complaints. Here we
present an important red flag in the differential diagnosis of secondary progressive multiple sclerosis.
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RESUMO
A esclerose multipla é uma doenga inflamatéria e desmielinizante do sistema nervoso central. Tem apresentacdo variavel e os re-
spectivos curso clinico e progndstico sdo heterogéneos. Cerca de 85% dos doentes apresentam uma evolucdo em surto e remisséao,
mas alguns podem assumir posteriormente um curso progressivo, com acumulagéo irreversivel de incapacidade, definindo a forma
secundariamente progressiva da doenga. Apesar de todos os avangos conseguidos em termos de diagnéstico, muitas decisdes prati-
cas continuam a ser baseadas em aspectos puramente clinicos. Apresentamos o caso de uma doente que, depois do diagndstico de
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um sindrome clinico isolado ha varios anos, parecia entrar numa fase secundariamente progressiva, desenvolvendo um quadro clinico
dominado por uma limitagcdo progressiva da marcha. Mas a esclerose multipla requer alguma experiéncia, no sentido de excluir os
diagndsticos alternativos, que podem justificar as queixas dos doentes. Aqui apresentamos um importante alerta para o diagnoéstico

diferencial de esclerose multipla secundariamente progressiva.

Palavras-chave: Ressonancia Magnética; Esclerosis Multipla Crénica Progressiva; Meningioma.

INTRODUCTION

For the neurologist in practice, knowledge about the
natural history of multiple sclerosis (MS) that encompasses
the overall course and prognosis is a prerequisite to the
counselling of a patient who is given such a diagnosis.
MS is among the best studied chronic medical illnesses in
terms of natural history, but despite a wealth of information
gained from large, population-based studies on clinical
features predictive of future course and outcome, the ability
to apply this knowledge to an individual patient to allow the
establishment of a prognosis can be problematic.

There are several disease subtypes, widely accepted
among the scientific community. The most frequent clinical
phenotype is the relapsing-remitting MS, defined by the
occurrence of relapses (episodes of acute or subacute
neurological dysfunction lasting a minimum of 24 hours)
with full recovery or with sequelae and residual deficit on
recovery, but with no disease progression between relapses.
Relapsing-remitting MS may evolve into a gradually
progressive course and patients can, in this context,
accumulate irreversible neurological disability, defining the
secondary progressive form of the disease. Approximately
10-15% of the patients suffer from primary progressive MS,
a distinctive clinical phenotype characterized by an insidious
disease progression from onset, resulting in gradual
accumulation of neurological disability, without relapses
or remission. There is finally a progressive relapsing form,
encompassing those patients who have a progressive
disease from onset, but with superimposed relapses.

In the study by Myhr and colleagues, the probability of
entering a progressive course after 20 years of disease
was 57.5% for patients with relapsing-remitting onset.!
Similarly, 57.6% of patients with disease duration of 11 to
15 years in the Ontario relapsing-onset cohort developed
a progressive course.? In the Olmsted County 2001 study,
patients remaining in the relapsing-remitting group had
a favourable course, with fewer than 25% reaching an
Expanded Disability Status Scale (EDSS) score of 3 after
20 years of disease.®*

Despite these epidemiological data, the question
of disability progression in MS may not be so clear in
daily clinical practice. The diagnosis of MS, including its
secondary progressive form, requires the exclusion of other
causes for neurological disability increase, even at the most
disease-advanced stages. So, the answer to the question
‘is clinical progression due to the entrance in the secondary
progressive phase of the disease?’ in a patient who shows
a progressive neurological worsening after a long-term
history of MS may not be so simple.

CLINICAL CASE

We present the case of a 55 year-old female diagnosed
with a clinically isolated syndrome 12 years ago, which
consisted of left face numbness and gait instability
that lasted for several days, before she was seen by a
neurologist. At that time, brain magnetic resonance imaging
(MRI) revealed the presence of multiple lesions compatible
with the diagnosis of a primary demyelinating disease of
the central nervous system (CNS) and cerebrospinal fluid
examination detected the presence of IgG oligoclonal
bands. No other relevant findings were identified on the
additional paraclinical tests performed.

No specific and long-term disease modifying treatment
was initiated at the time of diagnosis and the patient entered
a program of regular monitoring in our centre, presenting a
baseline EDSS score of 1.0. She remained clinically stable,
referring only sporadic complaints of fatigue. However,
in March 2012, the patient came for a regular visit with
complaints of walking difficulties over the last months. She
had even fallen down a number of times in the street and
required an orthopaedics intervention. To this progressive
gait disturbance, other symptoms were also slowly
added: painful muscular spasms in both inferior limbs,
hyperesthesia of the right leg, frequent urinary urgency/
incontinence, and a subjective sensation of balance loss,
with recent (but progressive) aggravation. EDSS score was
3.5, at this moment.

This history of disability progression, over several
months, raised the possibility that the demyelinating disease
was changing its behaviour from an initial phase of clinical
stability over several years to a secondary progressive
course.Abrain and spinal cord MRI was performed, revealing
not only the already known demyelinating lesions (without
any gadolinium enhancement or a dramatic increase in
their number), but also a homogeneous contrast-enhanced
intradural-extramedullary dural-based mass lesion, at the
level of T5, which compressed and anteriorly displaced the
spinal cord. Based on these findings, a radiologic diagnosis
of meningioma was suggested (Fig. 1).

Following this observation, the patient was referred for
neurosurgical evaluation and was promptly intervened. The
pathological study of the tumour confirmed the diagnosis of
a grade | meningothelial meningioma (OMS classification).
Some days after hospital discharge, the patient referred
a subjective increase in gait stability. At present, she has
restarted her regular follow-up visits and she is not receiving
any immunomodulatory drug.

DISCUSSION
One of the paradoxes of MS is that the diagnosis can be
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Figure 1 - Sagittal T2-weighted (A) and contrast-enhanced T1-
weighted (B) MRI of the spine. The images reveal an homogeneous
and well defined contrast-enhanced intradural-extramedullary
mass lesion, at the level of T5, which markedly compressed and
anteriorly displaced the spinal cord, corresponding to a meningioma

relatively easy in some circumstances, but very challenging
in other situations. This idea applies not only to the initial
diagnosis of the disease, but still remains valid throughout
its natural history, keeping the clinician always alert to the
possibility of an alternative diagnosis to explain patient’s
complaints.

In our case, after 12 years, a very stable disease
seemed to be transforming into a secondary progressive
MS, in face of progressive neurological deficits evolving for
several months. The coexistence of MS and a tumour that
endangers the CNS may raise some difficulties in patient’s
evaluation, once the manifestations of the expansive
process can be very similar to what is expected to occur
in a secondary progressive disease, particularly when the
compression occurs at spinal cord level. Degenerative spine
disorders, with or without disc herniation, should also be
included in this process of differential diagnosis, especially
since the patient presented with a recent history of falls.

Meningiomas are the most common primary non-
glial tumours with the possibility to compromise nervous
system function. There is a female predilection with a ratio
of about 2:1 and this kind of neoplasia is also associated

with neurofibromatosis type 2.5 The higher incidence of
CNS tumours (either derived from the parenchyma or from
the meninges) in MS patients is controversial. The first
description of such an association was done by Bosch® in
1912, but since then it has not been possible to establish
a clear relationship. Some reports like the Danish Cancer
Registry have suggested that the incidence of brain tumours
in MS patients is higher than expected.” On the other hand,
more recently, it has been proposed that this phenomenon
could correspond to a bias derived from the fact that MS
patients generally undergo MRI scans with a much higher
frequency than the general population. Thus, these patients
would be more likely to be diagnosed with benign tumours
than the rest of the population. This idea would be supported
by the overrepresentation of benign tumours, amongst all
the tumours that are diagnosed in patients with MS, in these
studies.®®

Another issue is the possible relationship between
disease modifying drugs and the development of CNS
cancer, although, in our case, the patient was not
receiving any specific drug for MS. Thus, a few cases have
been described in the literature regarding this possible
relationship. For example, in 2002, Batay and Al-Mefty'®
described the possible relationship between MS and the
development of a meningioma, showing the progression
of the tumour during the treatment with interferon beta.
They suggested and speculated that the long-term use of
this medication might be responsible for the occurrence of
lymphocytic infiltration and enlargement of meningiomas in
MS patients. Nonetheless, in this paper, the authors only
described two cases, so their message should be taken
with caution. More recently, Drevelegas et al'" described
the case of a patient presenting an intraventricular
meningioma enlargement during interferon beta-1b
treatment and suggested a possible relationship between
the drug usage and the tumour growth, eventually mediated
by platelet derived growth factor and transforming growth
factor receptors in meningioma cells. However, the role
of these receptors is surrounded by controversy in this
context, because an inhibitory effect in meningioma cells
was showed in vitro using interferon alpha.'? Gama et al'
have described another case of an intracranial meningioma
in a patient with MS treated with interferon beta-1a. They
also speculated about the possible role of the drug on the
tumour growth rate, which was not different from what is
actually expected for meningiomas (normal range: 0.24-
1.0 cmlyear)." Nevertheless, considering that all these
publications are only based on case reports and taking into
account that data coming from clinical trials have shown no
evidence that patients on first-line disease modifying drugs
have a higher incidence of cancer, clinicians should be
advised to take all this information very carefully.

Our illustrative case enhances the importance of
differential diagnosis in MS, even at the advanced stages of
the disease and when the diagnosis looks clearer than ever,
according to its natural history.
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