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Rationale              
The effectiveness of Ampyra in improving walking in patients with MS was evaluated in two pivotal, 
well-controlled trials involving 540 patients.  Patients in the two clinical trials had a mean disease 
duration of 13 years and a mean expanded disability status scale (EDSS) score of 6.1  In both trials, the 
primary efficacy measure was walking speed (in feet per second) as measured by the Timed 25-foot 
Walk (T25FW), using a responder analysis.1-3  A responder was defined as a patient who displayed 
faster walking speed for at least three visits out of a possible four during the double-blind period than 
the maximum value achieved in the five non-double-blind no treatment visits (four before the double-
blind period and one after).  The 12-item MS Walking Scale (MSWS-12) was also used and is a rating 
scale that captures patients’ perspectives on their ambulatory disability; other secondary parameters 
were also assessed.   
 
The first pivotal trial involving Ampyra was a randomized, double-blind, placebo-controlled, Phase III, 
parallel-group, multicenter, 21-week study (1 week post screening; 2-week, single-blind placebo run-in, 
14 weeks, double-blind treatment; and 4-week no treatment follow-up) involving 301 patients with MS 
(aged 18 to 70 years) performed in the US and Canada.1-2  A total of 229 patients were given Ampyra 
10 mg BID (every 12 hours) and 72 patients received placebo.1-2  MS patients included were those who 
were able to walk 25 feet in 8 to 45 seconds.  Exclusion criteria were a history of seizures or evidence 
of epileptiform activity on a screening electroencephalogram (EEG) and onset of an MS exacerbation 
within 60 days.1-2  The mean patient age was 51 years and 68% of patients were female.2  Most 
patients were White (93%) and the average EDSS score was 5.8.  MS was classified as relapsing-
remitting in 28%, primary-progressive in 15%, secondary-progressive in 53%, and progressive-
relapsing in 4% of patients.  Immunomodulatory therapy (e.g., Betaseron, Copaxone) was received by 
71% in the placebo group and 66% in the Ampyra group.  The mean baseline timed 25-foot walk speed 
was 2.1 feet per second.  More patients given Ampyra 10 mg BID were responders (35% [n = 78/224]) 
compared with placebo (8% [n = 6/72]) (P < 0.0001).1-2  The average change from baseline in walking 
speed for the Ampyra-treated time walk responders was 25.2% or 0.51 feet/second vs. 4.7% or 0.10 
feet/second for placebo.  For Ampyra-treated responders, the increase in walking speed was 
maintained during the entire treatment period.  For the Ampyra-timed walk nonresponders, the average 
change was 7.5% or 0.16 feet/second.  The increase in walking speed in Ampyra nonresponders was 
minimal but significant vs. placebo at the earliest double-blind treatment visit.  Patients who were timed 
walk responders had statistically significant changes from baseline in MSWS-12 score, more positive 
subject global impression (SGI) scores and had more improvement regarding the clinical global 
impression (CGI) scores vs. nonresponders.  For Ampyra-treated timed walk responders, the lower 
extremity manual muscle test (LEMMT) score, which measures strength in four muscle groups 
bilaterally, was improved during the double-blind period for those given Ampyra compared with placebo 
(P = 0.0002).  Also, the Ampyra-treated nonresponder group had improved leg strength, as assessed 
by the LEMMT score, compared with the placebo group (P = 0.046).2  During the double-blind 
treatment period a statistically significantly larger percentage of patients receiving Ampyra 10 mg BID 
had increases in walking speed of at least 10%, 20%, or 30% from baseline compared with placebo.     
 
In the second pivotal trial, Ampyra was assessed in a randomized placebo-controlled, double-blind, 
parallel-group, 14-week study (1 week post-screening, 2 weeks of single-blind, placebo run-in, 9 weeks 
of double-blind treatment and 2 weeks of no-treatment follow-up) involving 239 patients with MS (aged 
18 to 70 years) in the US and Canada.  Patients received Ampyra 10 mg BID (n = 120) or placebo (n = 
119).1,3  The inclusion and exclusion criteria were similar to the previous study,1-2 but patients with 
severe renal impairment were excluded.1  The mean EDSS scores were 5.6 for placebo vs. 5.8 for 
Ampyra.1,3  Most patients were White (91%) and female (68%).  The primary MS disease classification 
groups were relapsing-remitting (35%) and secondary-progressive (50%).  The baseline mean timed 
25-feet walk speed was 2.2 feet per second.3  Approximately 69% of patients were receiving 
immunomodulator therapy.3  The response rate, the primary efficacy endpoint, was 42.9% (n = 51/119) 
in the Ampyra-treated group and 9.3% (n = 11/118) for the placebo-treated group (P < 0.0001).1,3  The 
average improvement in the LEMMT score for the Ampyra responders was statistically significant vs. 
placebo (P = 0.028).3  The average percentage change from baseline in T25FW speed for Ampyra-



treated responders and placebo were 24.7% or 0.51 feet per second and 7.7% or 0.17 feet per second, 
respectively (P < 0.001 for the Ampyra-treated responders vs. placebo).  During the double-blind 
treatment period, a statistically significantly greater percentage of patients given Ampyra 10 mg BID 
experienced increases in walk speed of at least 10%, 20%, or 30% from baseline vs. placebo.1     
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Billing Coding/Physician Documentation Information       
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This Medical Policy is designed for informational purposes only and is not an authorization, an 
explanation of benefits, or a contract. Each benefit plan defines which services are covered, which are 
excluded, and which are subject to dollar caps or other limits. Members and their providers will need to 
consult the member's benefit plan to determine if there is any exclusion or other benefit limitations 
applicable to this service or supply. Medical technology is constantly changing and Blue Cross and Blue 
Shield of Kansas City reserves the right to review and revise medical policy. This information is 
proprietary and confidential and cannot be shared without the written permission of Blue Cross and 
Blue Shield of Kansas City. 


