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Fampridine
Long-term benefits in walking in multiple sclerosis

Multiple sclerosis (MS) is a chronic demyelinating
disease that affects the brain and spinal cord, causing
a disturbance of nerve conduction that impairs func-
tion. In a survey conducted in 2008,1 individuals with
MS rated walking as their most important function.
Rehabilitation interventions are successful in increas-
ing strength and balance in people with MS, resulting
in improved walking. Pharmacologic agents are avail-
able that can improve walking for many people with
MS (PwMS). Dalfampridine is a broad-spectrum
potassium channel blocker that enhances action
potential conduction across demyelinated axons.
The benefits of dalfampridine have been demon-
strated in 2 clinical trials, showing improved walking
in PwMS, as demonstrated by improved walking
speed.2,3 The long-term efficacy of dalfampridine
had not been investigated.

In this issue of Neurology®, Filli et al.4 report the
efficacy of a prolonged-release formulation of dalfam-
pridine (PR fampridine) in an open-label and ran-
domized double-blind, placebo-controlled study.
The outcome measures over 2 years included the
Timed 25-Foot Walk (T25FW), 6-Minute Walk
Test (6MWT), and 12-item MS Walking Scale
(MSWS-12). With over 75% of PwMS experiencing
walking deficits, this study focused on expanding the
knowledge of the long-term effects of PR fampridine
on walking. In contrast to previous long-term studies
on PR fampridine, this study utilized annual drug
holidays (open-label or placebo-controlled) to allow
for accurate reassessment of drug responsiveness.

The study design eliminated potential placebo ef-
fects while providing a long-term analysis of fampri-
dine. In addition to the outcome measures listed
above, a questionnaire was completed during the
14-day crossover period to determine if the partici-
pants thought they were on PR fampridine or pla-
cebo. Fampridine responders were defined as those
achieving a faster walking speed in the T25FW for
at least 3 of the 4 visits during the double-blind treat-
ment periods, compared to the maximum speed re-
corded during any of the 5 previous visits off drug.

This study included 53 PwMS (24 relapsing-
remitting, 5 primary progressive, 24 secondary

progressive) whose Expanded Disability Status Scale
score ranged between 3.0 and 7.0 (mean 5.3 6

1.2). Inclusion of participants with primary and sec-
ondary progressive MS was a strength of this study,
since with progression of the disease we would expect
to see deterioration in gait. Treatment with PR fam-
pridine in this long-term study demonstrated im-
provements over 2 years in walking speed (T25FW;
p 5 0.0274), endurance (6MWT; p 5 0.0002), and
self-perceived walking function as measured by the
MSWS-12 (25.1 points, p 5 0.0483).

Deterioration in walking ability was evidenced in
the 14-day washout period after the first 11.5 months
of treatment. Walking speed and endurance decreased
significantly, but recovery of walking ability was
achieved with resumption of the second 11.5-
month open-label intervention. This is another
strength of the study: the demonstration of the dete-
rioration in gait when PR fampridine is stopped.
Many PwMS taking PR fampridine for an extended
period of time feel there is a reduction in effectiveness
of the medication and want to discontinue treatment.
Drug holidays for a short period of time can assist in-
dividuals in their awareness of the benefits of the
medication on walking. During the 14 days of
double-blind crossover, 22 of 31 participants correctly
identified their allocation to the PR fampridine arm.

Limitations of the study include lack of baseline
characteristics of participants as they exited the trial
upon which this extension study was based. How-
ever, this was a double-blind, placebo-controlled
crossover study. The most clinically meaningful
aspect of this study was the long-term benefit in
participants who would have been identified as non-
responders in the original investigations. This study
demonstrated that one-third of participants who
initially showed no or poor initial improvement
with PR fampridine in the core study changed their
response to the drug when measured again after 2
years on the medication. This improvement in
walking speed by nonresponders should have been
discussed in greater detail, as it could influence pro-
viders’ recommendations as to how the medication
is initially prescribed. Improvement in walking
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speed and endurance over a 2-year period is not the
norm in MS, especially in participants with second-
ary progressive or primary progressive MS. This
study provides evidence that fampridine, adminis-
tered over an extended period of time, should be
considered as another option to improve walking in
people with MS.
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