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M
ore than 5000 neurologists from 75
countries around the world attended
the 23rd Congress of the European

Committee for Treatment and Research in
Multiple Sclerosis (ECTRIMS) to hear the latest
research in the field, ranging from the basic sci-
ence of MS to highly sophisticated innovations
with targeted new drugs and detailed scanning
techniques. The meeting was held in the Czech
capital of Prague, a city combining historical
buildings and squares with modern transport
and facilities to meet the challenges of a 21st
European centre. 

In the opening lecture of the congress,
Christian Confavreux, Hopital Neuologique
Pierre Wertheimer, Lyon, France, underlined
the importance of neurologists from around
Europe working together with collaborative
databases and large cohorts of MS patients to
make progress. He suggested that these efforts
had resulted in major advances in understand-
ing over the past decade, including the influ-
ence of pregnancy on the course of the disease
and the risk of relapse following vaccination. 

Professor Confavreux considered that there
was now good evidence that relapses in MS
are the clinical counterpart of acute focal
inflammation of the central nervous system
while progression is that of chronic diffuse
neurodegeneration. He questioned whether
MS should be considered as a primary
autoimmune disease or as a primary degener-
ative condition. Late pathological studies have
shown the presence of activated microglial-
like inflammatory cells disseminated in the
CNS. “In other words, diffuse neurodegenera-
tion is likely to be related to inflammation,
even if the latter is not autoimmune,” he pro-
posed. Assuming this pathogenetic picture
was well founded, he told delegates, “Treating
the acute focal inflammation is not enough.
One must fight against the silent diffuse
inflammation nested in the central nervous
system beyond the blood-brain barrier. This is
the new challenging frontier in MS treat-
ment.”

Study confirms Epstein-Barr virus 
associated with MS
Patients with MS have higher levels of
Epstein-Barr virus (EBV) DNA than healthy
controls and viral load fluctuates with disease
activity, according to a study reported at the
congress.

The study measured levels of EBV DNA in
peripheral blood leukocytes from 112 patients
with stable, relapsing remitting (RR) MS, 28
at the onset of a clinical relapse of RRMS, and
39 controls, using quantitative PCR for the
BamHIW repeat and the LMP2a gene. Results
showed a trend to higher viral loads in the MS
patients. The median number of copies of
BamHIW per million cells was 59 for con-
trols, 91 for patients with stable RRMS and

102 for patients in relapse. The corresponding
values for LMP2a were 0, 10.6, and 9.8.
Although the range of values in the three
groups overlapped, the differences
approached statistical significance for the
comparison of LMP2a in controls and
patients with stable MS (p=0.068, rank sum
test).

Fourteen of the patients had blood collect-
ed both during a relapse and while stable.
Their levels of EBV DNA were increased dur-
ing relapse in six of them, unchanged in six
and decreased in two.

The researchers, led by J William Lindsey,
Associate Professor in Neurology at the
University of Texas, Houston, USA, said, “Our
assay sensitivity was excellent and detected
EBV DNA in the majority of subjects. There is
a trend towards increased viral loads in MS
patients and a suggestion that viral load may
fluctuate with clinical disease activity.”

A second, Norwegian Study showed that all
61 patients with RRMS tested were positive
for a marker of previous EBV infection, anti-
VCA IgG, while 98% were positive for a sec-
ond marker, anti-EBNA IgG. However, there
was no association between disease activity
and EBV reactivation. A third study reported
at the congress was consistent with EBV act-
ing as a trigger of MS, with a higher level of
activation of EBV-specific CD8+ T cells in
patients with early MS.
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Study suggests FTY720 may repair MS
damage by direct effect on brain
Encouraging findings were reported with sev-
eral new agents, including a study showing
that FTY720 (fingolimod), an oral sphingo-
sine-1-phosphate receptor agonist, acts
directly on the central nervous system (CNS)
to reduce disease severity in addition to
peripheral effects on the immune system.

The study in experimental autoimmune
encephalomyelitis showed that administering
FTY720 directly into the CNS significantly
reduced disease severity. This occurred even
though there was no reduction in lympho-
cytes in the bloodstream, indicating that the
agent has a direct effect in the CNS that is

independent of its effects on peripheral lym-
phocytes. When FTY720 is given orally, it
stops lymphocytes leaving peripheral lymph
nodes and infiltrating the CNS, which is
another important part of its action in MS.

Howard Weiner, Professor of Neurology at
Harvard Medical School, Boston, USA, said:
“MS is a disease affecting the central nervous
system – but most of the drugs we currently
have act peripherally. These results suggest
that the mechanism of action of FTY720 may
involve CNS-mediated effects, in addition to
reducing T-cell infiltration into the CNS. This
raises the possibility that it might also have
protective effects in progressive stages of the
disease.”

A further study showed that FTY720
increased the number, growth and survival of
oligodendrocytes – the cells that make myelin,
which insulates nerve fibres and is damaged in
MS - in cell culture. This effect could poten-
tially limit destruction of myelin and promote
its repair, which could contribute to the effec-
tiveness of FTY720 in MS.

Results from a phase II study in 281
patients with relapsing MS (the commonest
type) showed that once-daily, oral FTY720,
reduced relapse rates by more than 50% after
six months, compared to placebo. It also
reduced magnetic resonance imaging (MRI)
measures of inflammation, with around 80%
of patients free of active brain lesions. In
patients continuously treated with FTY720
for up to two years, up to 77% remained
relapse-free and more than 80% were free of
active brain lesions at two years. 

Commenting on the findings, Gavin
Giovannoni, Professor of Neurology at Barts
and The London, Queen Mary’s School of
Medicine and Dentistry, London, said, “In the
emerging therapies, FTY720 is interesting
because of its mode of action – with results
showing that it may act centrally to provide
neuroprotection, as well as having effects on
the immune system. The availability of an oral
drug would change the face of MS treatment
completely.”
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