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Strong evidence

for early treatment

was presented at the

Schering Scientific Symposium
in Berlin, Germany,

in March 2006 (photo: ©YCZ)

Paradigm shift in MS treatment

Early strength and lasting benefit

Multiple sclerosis (MS) is a chronic inflammatory neurological disease which, if
left untreated, leads to significant disability in about half of all patients within

15 years of diagnosis and to a considerable decrease in quality of life. Thus, neu-
rologists from around the globe congregated in Berlin on March 4, 2006, for the
scientific program “Early strength - lasting benefit: Shifting paradigms in MS
treatment”, moderated by MS experts Klaus V. Toyka, Wiirzburg, Germany, and
David Bates, Newcastle upon Tyne, UK, to share ways to provide the afflicted with
a new lease on [ife and to discuss the paradigm shift in MS treatment. At the top
of the agenda were the primary results and additional insights of the BENEFIT
trial and the 16-Year Long-term Follow-up on interferon beta-1b (Betaseron®,
Betaferon®) therapy. The revised McDonald criteria and the importance of a reli-
able diagnosis in patients with a first demyelinating event, suggestive of MS,
were further topics of the lectures.
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Earlier initiation of therapy

Change in paradigm

With the approval of interferon beta-1b for treatment of
patients with relapsing-remitting MS (RRMS), a new era in MS
therapy began. Interferon beta preparations have since become
first line drugs, delaying disease progression, reducing relapse
rates and disease activity, thus improving quality of life. How-
ever, uncertainty in diagnosis and the lack of reliable molecular
markers contribute to the foct that patients in Europe are on
average only being treated after their third relapse. Nonethe-
less, axonal damage is most severe in the early stages of MS.
Therefore, Giancarlo Comi, Milan, Italy, stressed the importance
of early treatment, as damage has already been done even
before a first relapse occurs. Moreover, data have shown that
interferon beta-1b is effective in postponing the transition to
clinically definite MS (CDOMS).

However, early disease management is still controversial. Comi
pointed out that even today, clinicians face major challenges
when it comes to diagnosing MS - especially in very early
stages of the disease - and deciding when to initiate treat-
ment. Therefore, confidence in a reliable diagnosis is essential,
so that there is the possibility of an appropriate intervention. As
for patients with a single demyelinating event, other possible
illnesses have to be ruled out, and it has to be confirmed that
the clinical isolated syndrome (CIS) indeed is suggestive of MS
before the diagnosis "MS" can be made.

After citing the McDonald criteria (McDonald et al., Ann Neurol
50 (2001): 121-127) and its recently published revision (Polman
etal., Ann Neurol 2005) (table 1), Comi emphasized that the dia-
gnostic criteria have improved, providing additional help for an
early diagnosis.
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Treatment initiation

But when do we start therapy, Comi asked. To answer this
guestion, he presented a chart of a survey among European
neurologists (November 2004 - February 2005) showing that
patients were suffering from a mean number of 3.2 relapses
before treatment was initiated (figure 1). In his opinion, this is
definitely too late.

During the panel discussion, Comi recommended that patients
with a first attack, yet a normal or atypical MRI scan of the
brain and a low risk for transition to CDMS, should undergo
another MRI scan after one year. He further suggested that
patients with a first attack, MRI findings typical of demyelinat-
ion and absence of negative prognostic factors, repeat an MRI
after three months. If there is no evidence of temporal dissec-
tion, imaging techniques should be repeated after six to twelve
months thereafter. In case there is evidence, however, therapy
should be initated. The same applies to patients with a first
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Figure 1: Mean number of relapses before therapy initiation - still
more than three in 2004 (Source: Synovate Healthcare -~ MS Global
Manitors, Nov 2004 - Feb 2005, Europe: UK, France, Germany, Italy and
Spain; slide: Comi).

Table 1: The 2005 revisions of the McDonald criteria for MS (Polman et al., Ann Neurol 2005; slide: Comi).

= two attacks; objective clinical none
evidence of = two lesions

= two attacks; objective clinical
evidence of = one lesion

dissemination in space, demonstrated by MRI or = two MRI-detected lesions consistent
with MS plus positive CSF or await further clinical attack

one attack; objective clinical
evidence of = two lesions

dissemination in time, demonstrated by MRI or second clinical attack

one attack, objective clinical
evidence of one lesion
clinical attack

dissemination in space, demonstrated by MRI or = two MRI-detected lesions consistent
with MS plus positive CSF and dissemination in time, demonstrated by MRI or second

insidious neurological

pragression suggestive of MS 1) positive brain MRI

2) positive spinal cord MRI

3) positive CSF

one year disease progression and two of the following:

CSF = cerebrospinal fluid, MRl = magnetic resonance imaging

d







