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Section 505-1 of the Federal Food, Drug, and Cosmetic Act (FDCA) authorizes FDA to 
require the submission of a Risk Evaluation and Mitigation Strategy (REMS) if FDA 
determines that such a strategy is necessary to ensure that the benefits of the drug 
outweigh the risks (section 505-1(a)). Section 505-1(a)(1) provides the following factors: 
 

(A) The estimated size of the population likely to use the drug involved; 
(B) The seriousness of the disease or condition that is to be treated with the drug; 
(C) The expected benefit of the drug with respect to such disease or condition; 
(D) The expected or actual duration of treatment with the drug; 
(E) The seriousness of any known or potential adverse events that may be related to 

the drug and the background incidence of such events in the population likely to 
use the drug; 

(F) Whether the drug is a new molecular entity. 
 

After consultations between the Office of New Drugs and the Office of Surveillance and 
Epidemiology, we have determined that a REMS is necessary for Ampyra (dalfampridine) 
to ensure that the benefits of the drug outweigh the risk of seizure.  In reaching this 
determination, we considered the following: 
 

A. Acorda seeks approval for the use of Ampyra (dalfampridine) to improve walking 
ability in patients with multiple sclerosis (MS). A review of published studies 
determined that the median prevalence of MS in North America was 2.0/1,000 
persons (range 1.7-2.3)1. Impairment of the ability to walk is common among 
MS patients. In a group of 166 MS patients from Stockholm County, Sweden, 
testing revealed that only 8% (14/166) could walk at normal speed.2 We do not 
have an estimate of the percentage of such patients who might be treated with 
Ampyra (dalfampridine). 

B. MS is a chronic, often disabling disease that attacks the central nervous system 
(CNS.)  In Western societies, MS is second only to trauma as a cause of 

                                                           
1 Hirtz D, Thurman DJ, Gwinn-Hardy K, Mohammed M, Chaudhuri AR, Zalutsky R. How common are the 
“common” neurological disorders? Neurology 2007;68;326-337  
2 Einarsson U, Gottberg K, von Koch L, Fredrikson S, Ytterberg C, Jin YP, Andersson M, Holmqvist LW. 
Cognitive and motor function in people with multiple sclerosis in Stockholm County. Multiple Sclerosis 
2006 June;12(3):340-53. 
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neurologic disability with onset in early to middle adulthood. MS can rapidly 
evolve to an incapacitating disease requiring profound lifestyle adjustments.3 
Impairment of the ability to walk is common among MS patients.  In addition, 
MS patients have other symptoms including weakness of the limbs, visual 
symptoms including decreased acuity and visual blurring, sensory symptoms 
including tingling, ataxia, bladder dysfunction, memory loss and impaired 
attention, depression, and fatigue.   

C. The efficacy of Ampyra (dalfampridine) for the improvement of walking speed in 
MS patients was studied in two phase 3 placebo-controlled studies. A 
significantly greater proportion of patients taking Ampyra (dalfampridine) had a 
consistent improvement in walking speed compared to patients taking placebo as 
measured by the Timed 25-foot Walk (approximately 35-43% vs 8-9%).    

D. If approved, duration of treatment with Ampyra (dalfampridine) is expected to be 
chronic.   

E. Ampyra (dalfampridine) causes seizures and the risk of seizures is believed to be 
related to its maximal plasma concentration.  Increased incidence of seizures has 
been observed at 20 mg twice a day (b.i.d.) in controlled clinical studies of 9-14 
weeks duration with Ampyra (dalfampridine) in patients with MS. There was one 
seizure seen in the placebo group at a dose of 10 mg b.i.d (0.25%), no seizures 
seen at 15 mg b.i.d., and 2 seizures (3.5%) seen at 20 mg b.i.d. In open label 
extension trials, the incidence of seizures during treatment with Ampyra 15 mg 
b.i.d. (1.7/100 person-years) was over 4 times higher than the incidence during 
treatment with 10 mg b.i.d. (0.4/100 person-years). In addition, plasma 
concentrations observed with a 15 mg b.i.d. dose overlap with those observed 
with a 10 mg dose. As Ampyra (dalfampridine) is eliminated through the kidneys 
primarily as unchanged drug, plasma concentrations in patients with renal 
impairment may reach exposure levels associated with greater seizure risk. 
Because patients with renal impairment would require a dose lower than 10 mg 
bid and no strength smaller than 10 mg is available, Ampyra (dalfampridine) is 
contraindicated in patients with moderate to severe renal impairment 
[Glomerular filtration rate (GFR) <50ml/min]. Ampyra (dalfampridine) must be 
used with caution in patients with mild renal impairment (GFR 51-80 ml/min), as 
the risk of seizure may be increased in these patients at the 10 mg twice daily 
recommended dose. Prescribers are warned in labeling that GFR should be 
estimated prior to initiating treatment with Ampyra if it is unknown. 
 
 Other adverse events occurring in ≥ 5% of patients in clinical trials at a dose of 
10 mg b.i.d and more frequently compared to placebo patients include urinary 
tract infection, insomnia, dizziness, headache, asthenia, nausea, and balance 
disorder.   

F. Ampyra (dalfampridine) is a new molecular entity. 
 

                                                           
3 Harrrison’s Principles of Internal Medicine-17th Ed. (2008) 
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In accordance with section 505-1 of FDCA and under 21 CFR 208, FDA has determined 
that a Medication Guide is required for Ampyra (dalfampridine).  FDA has determined 
that Ampyra (dalfampridine) poses a serious and significant public health concern 
requiring the distribution of a Medication Guide.  The Medication Guide is necessary for 
patients’ safe and effective use of Ampyra (dalfampridine).  FDA has determined that 
Ampyra (dalfampridine) is a product for which patient labeling could help prevent serious 
adverse events.  FDA has also determined that Ampyra (dalfampridine) has a serious risk 
(relative to benefits) of which patients should be made aware because information 
concerning the risk could affect patients’ decisions to use, or continue to use Ampyra 
(dalfampridine).   
 
The elements of the REMS will be a Medication Guide, a communication plan, and a 
timetable for submission of assessments of the REMS.  
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