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•Question

w Jn patients with multiple sclerosis (MS),
P how effective is oral administration of

:-V:i inethylpi:ednisolone in dealing with at-
• t:: tacks (Ae occurrence of new symptoms
•I V or .recurrence of previously existing
•Tjj s}mptoins)?

Design
:'j .Randomised, double-blind, placebo-
. controlled trial with 1-year follow-up.

•Setting
: A university hospital in Denmark.

Patients
:51 patients who were 18 to S 9 years of
age (median age 37 y, 63 % women) and
sad relapsing-remitting MS, with an

. attack of MS lasting > 24 hours and < 4
weeks. Exclusion criteria were receipt

•: of glucocorticoid treatment within the
past month, receipt of disease-modify-
ing drugs within the past 6 months,
pregnancy, lactation, diseases preclud-
ingglucocorticoid treatment, or any de-
gree of spontaneous remission. 98%
of patients completed the treatment

Commentary

Intervention
Patients were stratified according to
Kurtzke Expanded Disability Status
Scale (EDSS) scores and allocated to
methylprednisolone in - 26) or to pla-
cebo (n = 25). Methylprednisolone was
given at a dose of 500 mg/d for 5 days
then tapered for the next 10 days.

Main outcome measures
Neurological disability was measured by
change in scores on the Scripps Neuro-
logical Rating Scale (NRS) and the EDSS.
Severity of symptoms was measured
using a 100-mm open visual analog scale
(VAS). Patients also completed a ques-
tionnaire that assessed treatment effect.

Main results
Patients who received methylpredniso-
lone showed greater improvement from
baseline in NRS scores at 3 weeks
(8- vs 1-point increase, P = 0.01) and
at 8 weeks (11- vs 0-point increase,
P < 0.001) than did patients who re-
ceived placebo. VAS scores improved

more after 8 weeks in patients who
received methylprednisolone than in
patients who received placebo (19- vs
1-point increase, P = 0.005), More pa-
tients who received methylprednisotone
indicated improvement than did pa-
tients who received placebo (P = 0.05).
At 1 year, more methylprednisolone-
group patients showed improvement on
the EDSS than placebo-group patients
(P = 0.04) (Table). Improvement in
NRS and VAS scores did not differ be-
tween groups.

Conclusion
Oral methylprednisolone was effective in
improving symptoms and disability asso-
ciated with attacks of multiple sclerosis.
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Methylprednisolone vs placebo for symptoms of multiple sclerosis at 1 year*

Outcome Methylprednisolone Placebo RBI(95%CI) NNT(CI)

> 1 point improvement 50%
on Kurtzke Expanded
Disability Status Scale

*Abbreviations defined in Glossary; RBI, NNT, and CI calculated from data in article.

22% 130% (3.3 to 454) 4 (2 to 105)

The study by Sellebjerg and colleagues sug-
gests that a more convenient method than
intravenous therapy exists for treating acute
attacks of MS and that it is more effective
than no therapy.

Recent positive trials have made high-dose
intravenous methylprednisolone the stan-
dard therapy, although there are some who
are unimpressed with the margin of benefit
and therefore do not treat most acute attacks.
Others use lower dosages of oral steroids—
probably because of convenience—despite
lack of evidence of efficacy. This study sug-
gests that dosage may be die issue.

Although this trial indicates that it may
be practical and efficacious to treat patients
with high-dose oral methylprednisolone,
results in previous steroid trials have varied.

Confirmation widi a larger, longer trial is
therefore necessary. Are the results of this
15-day therapy as effective as the standard
3- or 5-day course of intravenous dierapy?
Is die 10~day stepdown method used in this
study necessary? Could the positive results
be related to die placebo group doing worse
than expected and to some unblinding in the
treatment group resulting from adverse
events in most treated patients?

The North American Optic .Neuritis
Treatment Trial (1) results suggested that use
of low-dose oral steroids may reduce die time
to die next attack; there was aiso a trend to-
ward more attacks in die year after treatment.
Although die EDSS scores, but not diose of
the NRS or VAS, suggested that disability
might be reduced in die treated group 1 year

later, assessment at 1 year was not a primary
outcome of the trial.

Many are unimpressed with the results of
steroid use in acute attacks regardless of the
method of administration, but this study
suggests that in untreated patients die rate
of spontaneous recovery is low, justifying
therapy. Many questions remain, and die
results need to be confirmed; but I suspect
use of high-dose oral methylprednisolone
will quickly enter practice because of its
convenience and simplicity.
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