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Methods: Data were pooled from the two trials, and D-ER was compared with placebo for timed-walk
responder rate, changes in walking speed, and the 12-item Multiple Sclerosis Walking Scale (MSWS-12).
Response rates were evaluated with respect to demographic and clinical characteristics.
Results: D-ER had a significantly higher proportion of timed-walk responders relative to placebo (37.6%
vs. 8.9%; P < .0001). The responder rate was independent of age, gender, race, body-mass index, type of
MS, duration of MS, baseline Expanded Disability Status Scale score, baseline walking speed, and concomitant use of immunomodulatory therapies. Significant improvements were observed in walking speed
and in MSWS-12 score for the pooled D-ER group compared with placebo. The safety profile was consistent with the individual studies; no new safety or tolerability concerns were identified.
Conclusions: D-ER demonstrated efficacy for the improvement of walking in patients with MS; response
was independent of demographic and clinical characteristics. Int J MS Care. 2014;16:153–160.

T

reatment of individual symptoms of multiple
sclerosis (MS) is recommended as part of an
integrated approach to patient management.1-4
Although a variety of drugs have been used for some
of the common symptoms of MS—spasticity, neuropathic pain, fatigue, neurogenic bowel and bladder,
depression—a pharmacologic therapy has been recently
approved for patients with walking impairment.
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Dalfampridine extended-release 10-mg tablets
(D-ER), twice daily, were approved in the United States
in 2010 for improvement of walking in patients with
MS, as demonstrated by an increase in walking speed.5
D-ER is also approved in a number of countries outside
the United States, where it is known as prolongedrelease fampridine in Europe and as fampridine modified or sustained release elsewhere.6,7 Dalfampridine is
the nonproprietary drug name in the United States for
the chemical 4-aminopyridine, a potassium channel
blocker. Based on the role of axonal potassium channels
in impaired impulse conduction, this compound was
identified as having the potential to improve impaired
neurologic function. Based on prior clinical studies,
walking and mobility impairment in patients with MS
appeared to be responsive to the drug, and improvement
was readily measurable.8 The extended-release formulation was developed to meet the challenges associated
with a narrow therapeutic range.9,10
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Background: Two phase 3 clinical trials demonstrated that dalfampridine extended-release 10-mg tablets
(D-ER), twice daily, significantly improved walking relative to placebo in patients with multiple sclerosis
(MS). The objective of this study was to evaluate the efficacy and safety of D-ER in patients with MS using
pooled data from the two phase 3 trials.

Goodman et al.

Methods
Phase 3 Trials
Both phase 3 trials had a randomized, double-blind,
placebo-controlled design, and the methodology has
previously been described in detail, including inclusion and exclusion criteria.11,12 In brief, following a
screening assessment, patients aged 18 to 70 years with
clinically definite MS and a T25FW time between 8
and 45 seconds entered a 2-week, single-blind, placebo

run-in period during which they took 1 blinded tablet
approximately every 12 hours. After the run-in, patients
were randomized to either D-ER 10 mg twice daily or
placebo. Patients returned at intervals of 2 or 4 weeks
for evaluation, and a safety follow-up was performed 2
weeks after the final dose. The two studies differed in
duration; MS-F203 involved 14 weeks of double-blind
treatment, versus 9 weeks in MS-F204. The visit following the ninth week of treatment in MS-F204 was used
to explore the maintenance of walking effect over the
12-hour interdosing period.
The primary efficacy outcome was based on walking
speed, which was assessed using the T25FW. All clinical study sites were trained on the correct conduct of the
T25FW to ensure uniformity. The T25FW is a clinically relevant measure that shows a strong correlation
with the Expanded Disability Status Scale (EDSS) across
MS types and level of walking impairment.15,16 The test
is valid and reliable with negligible practice effects17-19
and requires a minimum of equipment, time, and
space; it is therefore of practical use in clinical research
settings.20,21A change of 20% has been considered both
reliable and clinically meaningful.22-26
A key secondary outcome in both trials was evaluation of walking from the patient’s perspective using
the MSWS-12,14 a clinically validated, patient-reported
measure that assesses the impact of MS on walking
ability, with a higher score indicating greater difficulty
walking. Additional secondary outcomes in both trials
were the Ashworth score for spasticity27 and the Lower
Extremity Manual Muscle Test (LEMMT) for leg
strength using the modified British Medical Research
Council scale.28

Pooled Analyses
There was sufficient homogeneity of the populations
and methods to enable pooling of the results from the
two trials. Outcomes evaluated in the pooled analyses
included those that were part of the individual trials
such as responder rate, percent change in walking speed,
and change in the MSWS-12, Ashworth, and LEMMT
scores. The definition of a responder was the same as
that used in the prospective analysis of the individual trials: a patient with a faster walking speed for at least three
of the four on-treatment visits compared with the maximum speed during any of the five off-treatment visits.
The proportions of participants achieving incremental
thresholds of walking speed improvement—that is,
improvements of 10% to 60% relative to baseline—were
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Two phase 3 clinical trials (MS-F203 and
MS-F204)11,12 demonstrated improvement of walking
with D-ER compared with placebo. The trials used the
proportion of patients who met a prospectively defined
consistent responder criterion derived from a post hoc
analysis of an earlier phase 2 trial as the primary efficacy endpoint.13 Responders were defined as patients
who had a faster walking speed on the Timed 25-Foot
Walk (T25FW) for at least three of the four visits during the double-blind treatment period compared with
their maximum speed at any of the five off-drug visits.
In both phase 3 trials, the proportion of responders
was significantly higher with D-ER relative to placebo:
34.8% versus 8.3% (P < .0001) in MS-F203 and 42.9%
versus 9.3% (P < .0001) in MS-F204.11,12 Among D-ER
responders, walking speed improved during treatment
in the two trials by an average of 25.2% and 24.7%,
compared with 4.7% and 7.7% for the placebo-treated
groups. Additionally, the clinical meaningfulness of
the timed-walk response criterion was validated by the
greater improvements observed on a patient-reported
measure of walking, the 12-item Multiple Sclerosis
Walking Scale (MSWS-12).14 Regardless of treatment
assignment, the average MSWS-12 improvement from
baseline was indicated by a change of –6.84 points for
timed-walk responders versus a change of 0.05 point
for nonresponders (nominal P = .0002) in MS-F203,
and –6.04 points for timed-walk responders versus 0.85
point (worsening) for nonresponders (nominal P < .001)
in MS-F204.
The purpose of the current pooled analysis was to
increase the discriminative power of the data, enabling
better characterization of the response, and, in particular, to allow a more powerful analysis of patient subsets.
There is considerable scientific and practical interest in
the question of whether any patient characteristics may
be associated with and enable prediction of therapeutic
response.

Pooled Analysis of Clinical Trials of Dalfampridine in MS

also determined to provide a set of alternative responder
criteria to test the robustness of the primary result.
Responses were also evaluated based on stratification of
patients with respect to demographic and clinical characteristics including age, gender, race, body-mass index,
MS phenotype, disease duration, baseline EDSS score,
baseline walking speed, and concomitant use of immunomodulatory therapies.
The safety profile in the pooled population was characterized based on the incidence of adverse events (AEs;
including serious AEs [SAEs] and withdrawals due to
AEs), vital signs, clinical laboratory tests, and electrocardiogram measurements.

Results
Disposition and Demographics
A total of 540 patients in the two studies were randomized to treatment with placebo (n = 191) or D-ER
(n = 349), and 185 (96.9%) and 325 (93.1%) of the
patients in the two groups, respectively, completed the
study (Figure 1). Discontinuations were mainly for AEs:
2.1% in the placebo and 4.3% in the D-ER group.
Demographic and clinical characteristics were generally similar between treatment groups except for gender,
for which there was a higher proportion of males in the
placebo group relative to D-ER (38.7% vs. 28.1%; P =
.0086) (Table 1). The predominant form of MS was secondary progressive, followed by relapsing remitting, and
the mean EDSS scores were 5.6 (SD = 1.2; range 2–7)
and 5.8 (SD = 1.0; range 3–7) for placebo and D-ER,
respectively, indicating walking disability severe enough
to prevent full daily activities and on the threshold of
requiring unilateral assistance to walk 100 m (Table 1).

Efficacy assessment was based on a modified intentto-treat population defined as all randomized patients
who received double-blind investigational drug and had
at least one subsequent primary efficacy assessment. For
demographic characteristics, P values were obtained
from logistic regression or analysis of variance (ANOVA)
models using the covariates of treatment, study, and center. Percent change from baseline was compared between
D-ER and placebo using ANOVA with treatment Efficacy
group, center, and study as the explanatory variables.
Relative to placebo, patients treated with D-ER had
For proportion of responders, P values were obtained a significantly greater overall percent improvement from
using logistic regression model
with covariates of treatment,
MS-F203
MS-F204
study, and center; and Fisher
N = 301
N = 239
exact test was used for evaluation of proportion of patients
All randomized
N = 540
achieving the various thresholds
of increase in walking speed.
Placebo
Dalfampridine extended release
Responder rates stratified by
n = 191
10 mg twice daily, n = 349
demographic and clinical characteristics were evaluated using
Completed study
Discontinued, n = 6 (3.1%)
Completed study
Discontinued, n = 24 (6.9%)
n = 185 (96.9%)
n = 325 (93.1%)
Adverse events:
4 (2.1%)
Adverse events:
15 (4.3%)
logistic regression models, with
Noncompliance:
1 (0.5%)
Noncompliance:
2 (0.6%)
Withdrawn consent: 0 (0.0%)
Withdrawn consent: 4 (1.1%)
covariates of treatment, study,
Lost to follow-up
1 (0.5%)
Lost to follow-up
0 (0.0%)
Other:
0 (0.0%)
Other:
3 (0.9%)
center, characteristic, and interaction between treatment and
mITT
n = 533 (98.7%)
mITT
the characteristic. Changes in
n = 190
n = 343
mITT-analysis population:
all randomized patients who
MSWS-12, Ashworth, and
received double-blind
investigational drug and had
LEMMT scores were evaluated
at least one subsequent
primary efficacy assessment
using ANOVA with treatment
group, center, and study as the
Figure 1. Disposition of patients in the population pooled from
explanatory variables. A P value
studies MS-F203 and MS-F204. mITT, modified intent-to-treat
(population).
of ≤.100 was considered significant for all interactions, and an
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Statistics

alpha level of .05 was considered statistically significant
for all other comparisons.

Goodman et al.
Table 1. Demographic and clinical
characteristics of the pooled population
Placebo Dalfampridine-ER
(n = 191)
(n = 349)
P value

Variable
Gender, No. (%)

.0086

Male

74 (38.7)

98 (28.1)

Female

117 (61.3)

251 (71.9)

51.6 ± 9.5

52.0 ± 9.0

Age, mean ± SD, y
Race, No. (%)

.6073
.2641

172 (90.1)

325 (93.1)

Black

12 (6.3)

13 (3.7)

Hispanic

4 (2.1)

6 (1.7)

Asian/Pacific Islander

1 (0.5)

3 (0.9)

Other

2 (1.0)

2 (0.6)

27.3 ± 6.2

26.5 ± 6.0

BMI, mean ± SD, kg/m

2

MS phenotype, No. (%)

.1549

Relapsing remitting

61 (31.9)

105 (30.1)

Primary progressive

35 (18.3)

43 (12.3)

Secondary progressive 91 (47.6)

186 (53.3)

Progressive relapsing

.1187

4 (2.1)

15 (4.3)

Disease duration,
mean ± SD, y

13.0 ± 8.6

13.8 ± 8.8

.1678

EDSS score, mean ± SD

5.6 ± 1.2

5.8 ± 1.0

.0664

Abbreviations: BMI, body-mass index; EDSS, Expanded Disability
Status Scale; MS, multiple sclerosis; SD, standard deviation.

baseline in walking speed, averaged over the treatment
period: 13.8% versus 6.5% (P < .0001). The D-ER
group was further characterized by a significantly higher
proportion of T25FW responders: 37.6% versus 8.9%
(P < .0001). Among the D-ER responders, the percent
improvement from baseline in walking speed averaged
over the treatment period was 25.0%, as compared with
7.0% for D-ER–treated nonresponders and 6.5% for
the placebo group.
When the proportions of patients achieving incremental thresholds of walking speed improvement over
baseline were evaluated, significantly (P < .05) greater
proportions of D-ER–treated patients had increases of
at least 10%, 20%, 30%, and 40% relative to placebo
(Figure 2A). In particular, approximately 33% of the
patients receiving dalfampridine had an increase of at
least 20% in walking speed, compared with 13.7% of
patients receiving placebo (P < .0001). Stratifying the
D-ER treatment group by responder and nonresponder
status revealed that the proportions of D-ER respond-
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White

ers who achieved threshold levels of walking speed
improvement were consistently higher than for D-ER
nonresponders and those receiving placebo (Figure 2B).
For the threshold of ≥20% increase in walking speed,
the proportion of D-ER responders was 58.9%, which
was more than 4-fold greater than for the placebo group
(13.7%).
Among the patients in the D-ER treatment group,
the responder rate was independent of demographic
variables, disease characteristics, and level of disability as assessed by EDSS, with responder rates that were
generally consistent across all variables. In all cases, the
estimated interaction P values exceeded .100, providing no evidence for a treatment interaction between
responder rate and the following: any of the demographic characteristics, including gender (P = .5373), age (<45
years, 45–64 years, ≥65 years; P = .7736), race (white,
nonwhite; P = .9774), and body-mass index (<25 kg/
m2, 25–30 kg/m2, >30 kg/m2; P = .8591); disease characteristics of MS type (P = .7762) or disease duration
stratified by quartiles (P = .7239); disability stratified by
baseline EDSS score (≤5.5, 6, ≥6.5; P = .2591) or baseline walking speed stratified by quartile (P = .7239). The
responder rate in the D-ER group was consistently and
substantially higher than in the placebo group across the
strata of all variables. Similar results were obtained in an
analysis stratified by whether or not patients used immunomodulatory therapies; responder rates were 36.5%
and 6.8% in the D-ER and placebo groups, respectively,
among users of these therapies, and 39.8% (D-ER) and
14.0% (placebo) among nonusers, with an interaction P
value of .1230.
Evaluation of the percent change from baseline in
walking speed among D-ER responders also demonstrated that the improvements were independent of baseline
EDSS scores (Figure 3A) or walking speed (Figure 3B).
D-ER responders demonstrated improvements in walking speed of 22.4% to 27.1% across EDSS scores and
21.9% to 29.9% across walking speed quartiles. These
increases were substantially higher than for placebo
and D-ER nonresponders and were consistent with the
25.0% observed for all D-ER responders.
Greater improvement on both the Ashworth score
and the LEMMT was noted in the D-ER group compared with placebo as evaluated by the average change
from baseline on both scales. For the Ashworth score,
the average change with D-ER was –0.16 versus –0.07
for placebo (P < .001), and on the LEMMT the aver-
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was 6.3% in the D-ER group
and 1.6% for placebo; none of
*P ≤ .0001 and P < .05 vs placebo
90
*
81.9
the SAEs were reported in more
Placebo (n = 190)
80
Dalfampridine-ER (n = 343)
than one patient in either treat66.8
70
*
60
ment group except for pneumo54.8
50
nia, syncope, and urinary tract
40
*
34.2
32.7
infection (UTI), each of which
30
*
was reported by two patients
20
16.0
13.7
6.7
10
(0.6%) in the larger D-ER
3.2
2.6
2.6
1.6
1.5
1.1
0
group. The incidence of treat≥0%
≥10%
≥20%
≥30%
≥40%
≥50%
≥60%
Average Increase in Walking Speed (% of baseline)
ment-related AEs was higher in
B
100
100
the D-ER group (25.6%) than
86.8
90
with placebo (17.8%), and few
Placebo (n = 190)
80
71.0
Dalfampridine-ER nonresponder (n = 214)
patients in either group discon66.8
70
Dalfampridine-ER responder (n = 129)
58.9
tinued due to AEs (3.2% D-ER
60
50
and 2.1% placebo). No notable
40
34.2 35.5
patterns were observed between
30.2
30
treatment groups with respect
20
16.8
14.0
13.7
7.5
10
to laboratory values, vital signs,
4.7
3.2
2.6 2.3
1.6 1.4
1.1 0.9 2.3
0
or electrocardiogram results.
≥0%
≥10%
≥20%
≥30%
≥40%
≥50%
≥60%
Average Increase in Walking Speed (% of baseline)
The most common AEs
Figure 2. Proportions of pooled patients with increase
in both the groups were falls
in average walking speed during treatment at a range
and UTIs, and several comof threshold improvements. A, Dalfampridine extended
mon AEs, including UTIs,
release (dalfampridine-ER) versus placebo; B, stratified by
insomnia, dizziness, headdalfampridine-ER responders and nonresponders.
ache, asthenia, and nausea,
were observed with a higher
frequency
in
the
D-ER
group relative to placebo
age changes in scores were 0.12 and 0.04 for D-ER
and placebo, respectively (P = .001). Improvement on (Table 2).
Two seizures were reported in total. One seizure, in
the LEMMT in the D-ER group was driven by the
change of 0.17 among responders relative to 0.09 for the placebo group, was a presumed complex partial seinonresponders. In contrast, both responders and nonre- zure, and the other, in a patient treated with D-ER, was
sponders showed improvement in the Ashworth: –0.16 a focal seizure involving the right extremity in the context of severe sepsis associated with community-acquired
and –0.17, respectively.
For the patient’s subjective responses, the mean pneumonia. Both events were judged by the site investichange in MSWS-12 score in the D-ER group, –2.68 gators as possibly related to treatment.
100

†

†

points, indicated a significant improvement relative to
the placebo group, which experienced a slight worsening
in score (change of 0.69 point; P =.0042). Furthermore,
the mean improvement in MSWS-12 score among
D-ER responders, –6.61, was substantially greater than
for D-ER nonresponders (–0.32) and placebo (0.69).

Safety
Adverse events were reported in 84.5% and 71.7%
of D-ER– and placebo-treated patients, respectively,
with the majority of these events classified as mild or
moderate in severity (Table 2). The incidence of SAEs

Discussion
Results of this analysis, using pooled populations
from two phase 3 trials, further support the efficacy and
tolerability of D-ER for the improvement of walking
that was observed in the individual studies. Improvements in walking associated with D-ER treatment
encompassed both objective and patient-reported
measures of impairment, and the results of the patientreported outcomes supported the clinical impact of
changes in the objective measures. Additionally, significant improvements with D-ER relative to placebo were
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Proportion of Patients (%)

Proportion of Patients (%)

A
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nale for its use. Importantly, more than
half of the D-ER responders (59%) had
35
25.6
an increase in walking speed of ≥20%,
27.1
30
which is considered a clinically meaning22.4
25
ful change.22-25,30 The average change in
20
the patient-reported MSWS-12 score
11.6
15
among D-ER responders also exceeded
8.9
7.2
7.9
10
the range of estimated values of the
4.1
3.2
5
minimal clinically important difference
(n = 54)
(n = 46)
(n = 25)
(n = 67)
(n = 90)
(n = 50)
(n = 69)
(n = 78)
( n = 54)
(4.0–5.7 points),31 indicating that the
0
≤5.5
6.0
≥6.5
improvements in walking are clinically
Baseline EDSS Score
B
relevant from the patient’s perspective.
35
29.9
Analyses of the interactions between
30
24.7
23.4
21.9
response and various demographic and
25
clinical characteristics failed to determine
20
any response predictors. Since response
10.0
15
was independent of the evaluated char9.4
7.7
7.3
6.3
10
6.8
acteristics, the data suggest that benefits
4.3
2.4
may be achieved across the spectrum of
5
(n = 41) (n = 61) (n = 31)
(n = 49) (n = 53) (n = 32)
(n = 44) (n = 53) (n = 36)
(n = 56) (n = 47) (n = 30)
these characteristics, including the various
0
Q1
Q2
Q3
Q4
clinical phenotypes of MS, and regardless
Baseline Walking Speed Quartile
Placebo (n = 190)
Dalfampridine-ER nonresponder (n = 214)
of disease duration or degree of walking
Dalfampridine-ER responder (n = 129)
impairment at baseline speed. Interestingly, not only was there no effect of
Figure 3. Percent change in walking speed from
baseline (averaged over the treatment period, intentthese variables on the responder rate, but
to-treat population). A, Baseline Expanded Disability
the relative magnitude of the improveStatus Scale (EDSS) score; B, baseline walking
ment in walking speed also appeared to
speed quartile Q1 (0.48–1.54 ft/s), Q2 (1.54–2.17
be independent of baseline level of disft/s), Q3 (2.17–2.70 ft/s), and Q4 (2.70–3.55 ft/s).
ability, assessed using EDSS and walking
Dalfampridine-ER, dalfampridine extended release.
speed. In this context, it is important to
note that the recruitment criteria for the
observed in spasticity and lower-leg strength, although studies included baseline walking speeds of 8 to 45 secthe clinical relevance of these changes was not deter- onds in order to reduce the potential for ceiling effects
mined.
from patients who walked too quickly on the T25FW
The proportion of responders in the pooled D-ER and the wide variability associated with more severe
group, 37.6%, was significantly higher than for placebo deficits. Nevertheless, the data do not suggest a relation(8.9%; P < .0001) and was consistent with the findings ship between deficit severity and treatment benefits, and
of the individual trials.11,12 There was similar concor- therefore do not lead to the expectation that therapeutic
dance between the pooled analysis and individual trials benefit could not be obtained in patients outside this
for improvement in walking outcomes among D-ER range of baseline walking speed. However, it should
responders; these responders demonstrated a higher also be noted that the efficacy of dalfampridine was not
percent increase in walking speed and greater patient- tested in subjects outside of the 8- to 45-second range on
reported improvements in walking on the MSWS-12 the T25FW, and there are likely to be thresholds above
relative to placebo and D-ER nonresponders.
and below for which benefits are unlikely to be obtained,
Methodological concerns have been raised regard- and such thresholds require further characterization. Of
ing the post hoc responder analysis for the earlier phase additional clinical relevance, the response was indepen2 study.29 The consistency of results in phase 3, across dent of the use of immunomodulatory therapies, inditrials, and pooled analysis confirms the underlying ratio- cating that D-ER can be used whether or not patients
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Change from Baseline in
Walking Speed (%, mean ± SE)

Change from Baseline in
Walking Speed (%, mean ± SE)

A
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Table 2. Adverse events (AEs) in the pooled
analysis
Incidence, No. (%)
Adverse event

Placebo
(n = 191)

Dalfampridine-ER
(n = 348a)

Any treatment-emergent AE

137 (71.7)

294 (84.5)

Mild

52 (27.2)

97 (27.9)

Moderate

71 (37.2)

151 (43.4)

Severe

14 (7.3)

46 (13.2)

3 (1.6)

22 (6.3)

34 (17.8)

89 (25.6)

4 (2.1)

11 (3.2)

AE severity

Serious treatment-emergent
AEs
Treatment-related AE
AEs leading to
discontinuation

Conclusion
Results of a pooled analysis were consistent with individual clinical trials in demonstrating the efficacy and
tolerability of D-ER for the improvement of walking
impairment in patients with MS. The use of a responder
analysis as the primary outcome, as prospectively defined
and used in the studies reported here, is supported by
the consistency of the response with alternative efficacy
outcomes, thus demonstrating that the responder analysis provides a robust and useful outcome assessment in
these patients.
Although walking improvements were observed in a
subset of patients, these improvements were independent of any identified predictors of response. Further
research is needed to identify and characterize predictors
of responsiveness and to evaluate other potential functional outcomes. o

Most common AEs

b

Fall

34 (17.8)

54 (15.5)

Urinary tract infection

20 (10.5)

52 (14.9)

Insomnia

5 (2.6)

32 (9.2)

Dizziness

5 (2.6)

29 (8.3)

Headache

6 (3.1)

24 (6.9)

Asthenia

9 (4.7)

23 (6.6)

Nausea

4 (2.1)

23 (6.6)

Upper respiratory tract
infection

15 (7.9)

21 (6.0)

Balance disorder

3 (1.6)

20 (5.7)

Back pain

3 (1.6)

19 (5.5)

Multiple sclerosis relapse

7 (3.7)

19 (5.5)

Fatigue

6 (3.1)

18 (5.2)

Arthralgia

10 (5.2)

10 (2.9)

PracticePoints

One patient randomized to dalfampridine-ER took no drug so is
not included in this table but is included in Table 1.
b
Occurring in ≥5% of patients in either treatment group.
a

are using these medications.
It should also be noted
that D-ER as a treatment option does not preclude use
of exercise, physical therapy, assistive devices, or other
symptomatic therapies that may improve the ease or
safety of walking, although D-ER in combination with
other modalities has not been formally evaluated.
The observed safety profile was similar to what was
reported in the individual trials, and no new safety signals were identified. Many of the most common AEs
were related to the central nervous system and, consistent with the mechanism of action of D-ER,35 may be
related to potential stimulatory effects of the drug on
32-34

• Dalfampridine, a potassium channel blocker,
has been identified as having the potential to
improve impaired neurologic function—that is,
walking impairment—in patients with MS.
• Pooled data from two trials showed that dalfampridine extended-release 10-mg tablets (D-ER)
were safe and effective when compared with
placebo.
• Compared with placebo, D-ER was effective in
improving walking in patients with MS—that is,
it had a higher proportion of timed-walk responders and was associated with significant improvement in walking speed and 12-item Multiple
Sclerosis Walking Scale score.
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the nervous system. No definite drug-related seizures
were reported among D-ER–treated patients during the
course of the phase 3 studies, and just one seizure event
was reported in each treatment group (<1%). It should
also be noted that a history of seizure was an exclusion
criterion in both of the studies on which this pooled
analysis was based and is a contraindication for use of
the drug.
Although a possible limitation of the current analysis
is the pooling of data from two studies with different
double-blind treatment durations, the responder criterion used in these analyses is conceptually independent
of study duration. Additionally, the robustness of the
results supports the validity of pooling the two studies.
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