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Abstract
Background: Studies have reported conflicting results regarding the potential benefit
of prolonged release (PR) fampridine in other domains besides walking. Moreover,
only a small number of studies have explored long- term effects of PR fampridine. The
aim of this study was to assess cognitive function, quality of life, mood and fatigue in
MS patients treated with fampridine after 6 and 12 months of treatment.
Methods: IGNITE was an observational, open label study. Subjects were examined
with the timed 25-foot walk (T25FW) and the BICAMS battery and were asked to
complete the Multiple Sclerosis Impact Scale (MSIS-29), Modified Fatigue Impact Scale
(MFIS), Beck Depression Inventory-II (BDI-II) and MS International Quality-of-Life
questionnaire (MUSIQOL) at baseline and at weeks 24 and 48. Patients were subgrouped into responders (n:40) and non-responders (n:20) according to T25FW
performance after 2 weeks on treatment.
Results: After 6 months, statistically significant improvement was observed on T25FW
(p<0.001), SDMT (p<0.001) and MSIS29 (p<0.001), for responders. After 1 year on
treatment, statistically significant improvement was observed in T25FW (p <0.001),
MSIS29 (p=0.004), SDMT (p<0.001) and MUSIQOL (p=0.03) for responders. There were
no statistically significant improvements for the non-responders.
Conclusions: PR Fampridine may have a beneficial effect on information processing
speed though not on memory. Study data provide some evidence that fampridine
treatment may reduce the impact of MS on daily activities and improve quality of life
but has no effect on subjective fatigue and mood.
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1.Introduction

Multiple sclerosis (MS) is one of the most common disabling diseases of the Central
Nervous System (CNS) especially during early adult life [1].Walking difficulties occur
often during the course of the disease and interfere with daily activities of people
with MS (PwMS).[2,3]Walking impairment is considered one of the most disabling
symptoms of the disease, according to PwMS ,[4] while there is increasing evidence
that deterioration of gait in the absence of active inflammatory processes might be
one of the symptoms signaling the transition from relapsing-remitting to secondary
progressive MS[5]. Cognitive impairment occurs in about half of PwMS, [6] fatigue is
the most commonly reported symptom [7] and mood disturbances are frequently
observed [8]. These all have a negative impact on patients’ everyday functioning,
ability to work and quality of life. [9]
Fampridine is a potassium channel blocker that improves the impaired axonal
conduction associated with CNS demyelination [10] and has been approved as a
symptomatic treatment, for the improvement of walking in adult PwMS with walking
disability (EDSS 4-7). According to phase III studies, [11,12] 38% of patients presented
an average 25% improvement in the ttimed 25 Foot Walk (T25FW), while post
marketing studies have suggested that the percentage of responders may be higher.
[13-15]. The long-term impact of prolonged release (PR) fampridine in walking has also
been studied and findings suggest a sustained beneficial effect in walking ability
[16,17] In addition, several studies explored the potential benefits of PR fampridine in
cognition, fatigue and quality of life of PwMS with conflicting results [18-22].
The aim of this investigator initiated, observational study (an Investigator Initiated
Observational Study to Evaluate the Long-Term Effects of Prolonged-release
Fampridine on Cognitive Performance, Fatigue, Depression and Quality of Life in MS
Patients. ‘IGNITE’) was to assess cognitive function, quality of life, depression and
fatigue in adult PwMS, after 6 months and 1 year on treatment with PR fampridine.
Together with the identified need for real life data regarding the use of PR fampridine
in the everyday clinical setting, the results from this study may provide additional
information regarding the selection of appropriate candidates for PR fampridine
treatment.
2.Materials and methods

2.1 Study population
Sixty adult MS patients (31 females; age 51 ± 9.4) fulfilling the Greek prescription
guidelines for PR fampridine were recruited to this investigator initiated, open label,
prospective study. Testing was conducted in the Multiple Sclerosis Center of AHEPA
University Hospital, was approved by the ethical committee of Aristotle University of
Thessaloniki and was performed in accordance with the ethical standards of the
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Helsinki Declaration. Patients included in the study had to be free of relapses or
disease progression for at least 3 months and not been exposed to fampridine in the
past. Since concomitant symptomatic treatment for fatigue and mood could interact
with study results, we recruited patients not willing to receive antidepressants,
stimulants, anxiolytics or a psychotherapeutic intervention of any kind. All patients
provided written informed consent prior to participation in the study.
2.2 Study Design
Patients were evaluated regarding their disability status and walking speed by an
experienced neurologist. Cognitive assessment was performed by a trained
neuropsychologist in a quiet room with no distractions. In addition, all patients were
asked to complete self-administered questionnaires about quality of life (QoL), impact
of MS in daily activities, fatigue and mood. Visits were performed at baseline and after
6 and 12 months. After 2 weeks on treatment with PR fampridine, patients were reevaluated regarding walking ability and sub grouped into responders and nonresponders depending on their walking performance as measured by T25FW. An
improvement of at least 20% in T25FW performance was used to designate
responders in most of the patients; for those with a baseline performance less or equal
to 8 seconds, an improvement of at least 15% was considered indicative of a
responder [21]. Non-responders discontinued PR fampridine but were assessed in the
same follow ups as responders. Detailed records of any adverse events were kept and
adherence to treatment was also taken into account. The study flow chart is
presented in figure 1.
Figure 1. Study flow chart.
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2.3 Assessment tools
Patients’ disability was assessed on the Expanded Disability Status Scale (EDSS) and
walking ability was evaluated using the T25FW. Patients’ cognitive function was
assessed using the Greek validated version of the BICAMS battery. [23,24] This
comprised the Symbol Digit Modality Test (SDMT, information processing speed) [25],
Greek Verbal Learning Test (GVLT, verbal memory) [26] and Brief Visuospatial Memory
Test Revised (BVMT-R, visual memory) [27]. The total number of words and items
across learning trials was used for scoring the GVLT and BVMT-R tests. Alternate forms
were used for each visit in order to avoid practice effects. Patients were also asked to
complete the Modified Fatigue Impact Scale (MFIS) [28],
the Beck Depression Inventory -II (BDI-II) [29], the Multiple Sclerosis Impact Scale [30]
(MSIS-29) and the MS International Quality-of-Life questionnaire (MusiQoL) [31].
2.4 Statistical analysis
To conduct the statistical analysis, IBM SPSS Statistics Version 23 was used. First,
descriptive statistics were calculated and data were tested for their normality with
Shapiro-Wilk Test. Paired Samples t-test and non-parametric Wilcoxon Signed Rank
test were implemented for normal and not normal distributed data respectively, to
evaluate the impact of the drug administration on patient’s scores on the tests that
were conducted in the different visits. Results with p-values lower than 0.05 were
considered significant.

3. Results
Overall, 33 (82.5%) responders and 19 (95%) non-responders completed all visits.
Patients’ demographics and disease characteristics are presented in table 1. Subgroup
demographics were comparable in some extent, regarding age p:0.19 and disease
duration p:0.87. Among the responders, the percentages of patients according to the
type of their disease were: Relapsing Remitting MS (RRMS) 27,5%, Primary Progressive
(PPMS) 35% and Secondary Progressive (SPMS) 37,5%. Alternatively, 61% of RRMS,
82,3% of PPMS and 60% of SPMS responded to treatment. Moreover, baseline
assessments were similar between responders and non-responders, besides lower
baseline MSIS-29 and T25FW performance in the responders’ group. Detailed data
regarding the performance of both groups in all visits are presented in table 2.
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Table 1. patients’ demographics and disease characteristics at baseline, after 2, 24 and 48
weeks. (R: responders, NR: non-responders, RR: relapsing-remitting, PP: primary progressive,
SP: secondary progressive)

Timepoint

baseline

Week 2

Week 24

Week 48

All patients

R

NR

R

NR

R

NR

60

40

20

35

19

33

19

31 (51,6%)

19(47.5%)

12(60%)

17(48.5%)

11(57.8%)

15(45.4%)

11(57.8%)

Mean (median ) age

51 (51)

52.5 (51.5)

48 (50)

52.4(52)

48(51)

52.5(53)

48(51)

Mean (median) years from diagnosis

13.7(13)

14(14)

12.9 (10)

14.4(14)

13.2(12)

14.1(14)

13.2(12)

Mean (median) EDSS score

5.5 (6.0)

5.3(5.5)

5.4 (5.5)

5.3(5.5)

5.9(6.0)

5.3(5.5)

5.9(6.0)

Type of MS (RR-PP-SP)

18-17-25

11-14-15

7-3-10

11-11-13

7-2-10

9-11-13

7-2-10

Number of patients (n)
Females (%)

Table 2: Performance of both groups in baseline, week 24 and week 48. All p values
correspond to group comparisons regarding baseline performance. Statistically significant
probability values are presented in italics. Total number of items recalled across the learning
trials was used for scoring GVLT and BVMT-R. Results are presented as mean (SD). R:
responders, NR: non-responders.
Measures

Baseline

Week 24

R

NR

R

35

19

35

EDSS

5.4(0.8)

5.8 (0.7)

5.3(0.9)

0.22

5.9(0.7)

0.74

5.3(0.9)

0.73

6.0 (0.6)

0.37

T25FW

15.6(9.5)

21.7(15.9)

12.3(7.9)

<0.001

25.3(19.9)

0.54

12.8 (8.2)

<0.001

25.6(18.6)

0.49

SDMT

32.0(13.6)

33.7(14.6)

35.6(14.6)

<0.001

33.6(14.7)

0.98

34.7(14.3)

<0.001

34.8(14.2)

0.82

GVLT

49.6(13.5)

50(6.9)

51.0(11.8)

0.09

50(6.5)

1.00

50(11.5)

0.8

51.4(6.5)

0.52

Number (n)

p value

Week 48
NR

p value

19

R

p value

NR

33

p value

19

BICAMS

BVMT-R

14.1(6.2)

13 (6.2)

14.3(6.1)

0.66

13.6(5.9)

0.75

14.8 (6.6)

0.28

13.1(6.6)

0.9

43.9(14.4)

43.3(13.8)

42.7(13.7)

0.33

43.6(13)

0.82

41.2(13.2)

0.08

41.2(14.6)

0.09

Cognitive

14.8 (8.8)

13.1(7.2)

14.2(7.9)

0.55

13.1(5.8)

1.00

12.9(7.2)

0.15

11.2(7)

0.15

Physical

24.2 (6.1)

24.3 (7)

24.5 (6.3)

0.68

25.7 (6.6)

0.33

23.8 (6.4)

0.71

24.8(7.6)

0.70

4.6(1.6)

5.3 (1.8)

4.8(1.9)

0.48

4.8 (1.4)

0.15

4.6(1.6)

0.92

5.1(1.5)

0.63

MFIS total

Psychosocial
BDI-II

12.1(6.4)

14.1(6.8)

12.4(7.1)

0.66

12.5(4.4)

0.40

11.5(4.9)

0.67

12.2(5.1)

0.35

MSIS-29

71.6 (14.4)

76.5(17.4)

65.2(13.4)

<0.001

74.5(13.3)

0.33

64.8(13.9)

0.04

75.6(13.1)

0.66

MusiQoL

59.6 (10.5)

56.9 (12.2)

61.8 (8.0)

0.10

57.8(12.8)

0.73

64.4 (13.1)

0.03

57.5(12.9)

0.81

EDSS: Expanded Disability Status Scale, T25FW: Timed 25 Foot Walk, BICAMS: Brief International Cognitive
Assessment in MS, SDMT: Symbol Digit Modalities Test, GVLT: Greek Verbal Learning Test, BVMT-R: Brief
Visuospatial Memory Test Revised, MFIS: Modified Fatigue Impact Scale, BDI-II: Beck Depression Inventory-II, MSIS29: Multiple Sclerosis Impact Scale, MusiQoL: MS International Quality-of-Life questionnaire.
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3.1 Disability status and walking ability
Regarding disability status as measured by EDSS, no statistically significant change was
observed by weeks 24 or 48 in both groups (responders p=0.22, p=0.73 respectively,
non-responders p=0.74, p=0.37 respectively). However, there was some individual
variation. Six responders demonstrated a 0.5-1-point improvement in EDSS score after
fampridine treatment due to change in their ambulation score. Four responders and
seven non-responders had a higher EDSS compared to baseline by the end of the
study. Walking ability, as expected, improved with statistical significance for the
responders group at both week 24 and 48, but not in the non-responders group, when
compared to baseline. (responders week 24 p<0.001; week 48 p<0.001).

3.2 Cognitive function
Both groups were assessed with the BICAMS battery at baseline, 6 and 12 months,
using alternate forms at each visit. Regarding cognitive processing speed, statistically
significant improvement in SDMT performance was observed in the responders group
at both week 24 (p<0.001) and 48 (p<0.001), but not in the non-responders group (p
=0.98, p=0.82 respectively). At week 24, responders demonstrated a mean change of
3.63 ± 3.18 points in SDMT performance, compared to -0.11 ± 1.97 for non-responders
(p=0.0001). By week 48, responders presented a mean change of 3.12 ± 2.89,
compared to 1.05 ± 2.07 for non-responders (p=0.0008) (figure 2).

Figure 2. Performance of both groups in Symbol Digit Modalities Test (SDMT).

p:0.0001

n
n

35
19

p:0.0008

33
19
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To investigate the clinical significance of the SDMT results, the criterion of 4-points
change was applied [32,33]. In the responders group, in week 24, 18/35 (51,4%)
demonstrated a 4-point improvement, while the rest presented changes less or equal
to ±3 points and thus were classified as stable. In week 48, 17/33 (51.5%) of
responders presented at least a 4-point improvement in SDMT performance and the
rest remained stable. No patient in the responder group presented a decline in the
performance by more than 4 points. In the non-responders group, in week 24, a 4point improvement was observed in 1/19 (5.2%), while in week 48 2/19 (10.5%)
patients demonstrated a 4 -point improvement and 1/19 (5.5%) patient presented a
4-point decline on SDMT performance (figure 3). There were no significant changes in
verbal or visual memory function, for either group, at either time point (table 2).

Figure 3. Percentage of patients with clinically meaningful change in Symbol Digit Modalities
Test performance in week 24 and week 48, compared to baseline.
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3.3 Fatigue, Mood and Quality of Life
There were also no significant changes in fatigue or mood for either group, at either
time point (table 2). However, there was a significant improvement in MSIS-29 for the
responders at both time points, compared to baseline (week 24, p<0.001; week 48,
p=0.04). There was no improvement in MS impact for the non-responders at either
time point (figure 4). Responders also reported improvement in quality of life by the
end of the study (week 24 p=0.1; week 48 p=0.03). Once again, there was no
improvement in quality of life for the non-responders at either time point (figure 5).

Figure 4: Subjects’ score in MSIS-29 questionnaire. * p=0.05, ** p<0.001.

*

**

Figure 5. Subjects’ score in MusiQoL questionnaire. * p=0.05
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3.5 Safety
Overall, adverse events possibly related to treatment were mild and the majority of
them occurred during the first two weeks. Gastrointestinal disturbances and dizziness
were the two most frequently reported events. Both were mild and self -limited. One
patient reported a urinary tract infection which resolved with antibiotics. All other
adverse events resolved without the need for any action. All adverse events possibly
related to treatment are presented in table 3. Regarding adverse events non-related
to treatment, a patient experienced a severe relapse and therefore left the study. Also,
one patient presented Grade II lymphopenia due to concomitant disease modifying
treatment (DMT).

Table 3: Adverse events possibly related to treatment, during study duration.
Adverse event

Number of events

% of patients

Gastrointenstinal disturbances

2

3.3

Diziness

2

3.3

Back pain

1

1.6

Headache

1

1.6

Itching

1

1.6

Urinary tract infection

1

1.6

4. Discussion
The potential benefits of PR fampridine on other functions besides walking ability have
been studied before, however few studies have investigated the effect of fampridine
10

treatment in the longer term. Improvements in walking ability over a year or more
have frequently been reported in responders [17,18,34]. The effect we reported of
improved walking reducing EDSS scores for responders on fampridine has been
previously noted [34]. Our study has reported significant improvements for
responders at 6 and 12 months on information processing speed, measured by the
SDMT, but not on verbal or visual memory. About 50% of MS patients treated with
fampridine presented a clinically meaningful improvement in SDMT scores after both
6 and 12 months.
These findings are in accordance with previous studies that used SDMT as an outcome
measure. In particular, Jensen et al. reported improvement in SDMT scores after 1
month of fampridine treatment [19]. In a small study with 10 PPMS patients,
improvement in SDMT scores was observed after 6 months on treatment. [35] More
recently, in a study with 134 patients and 77 healthy controls, improvement in
information processing speed was demonstrated after 6 months on fampridine
treatment. [36]
A previous fampridine study showed significant improvement for information
processing speed, as measured by the PASAT, after 9-12 months of treatment [18].
Another study with four weeks’ fampridine treatment in a crossover design reported
no treatment effect for information processing speed, again measured on the PASAT
[37]. An even shorter study with 14 days’ Dalfampridine treatment failed to show a
treatment effect on the PASAT [34].
Impaired information processing speed in MS has been attributed to a ‘disconnection
syndrome’ [38]; transmission of high speed signals may be weakened in
demyelinated axons. Fampridine penetrates the blood-brain barrier [39] and improves
impaired axonal conduction by selectively blocking potassium channels [40], therefore
an improvement of conduction in cognitive circuits could explain our study results.
However, this potential mechanism should further be explored with experimental
research. Interestingly, although preclinical studies have suggested a role for specific
potassium channels in learning and memory [41], in this study no beneficial effects of
PR fampridine were observed regarding memory. Impairment in memory is often
observed in MS and is attributed to delayed retrieval due to the mechanisms described
above but may also require the integrity of specific areas involved in memory storage.
[42,43].
Patient reported outcomes regarding the impact of MS in everyday functioning and
quality of life may provide important additional information to clinicians regarding
response to treatment [44,45]. In this study, a sustained improvement regarding the
impact of MS in daily instrumental activities, as measured by MSIS-29, was observed.
An overall improvement of quality of life was also reported after one year on
fampridine treatment and these findings might reflect the improvement in walking
ability and cognitive processing speed also observed in the responders group. Our
results are consistent with previous findings. An improvement in MSIS-29 scores was
observed after 6 months treatment with fampridine in a previous double-blind study.
11

[46] The large, open label ENABLE study’s participants demonstrated significant
improvement in health-related quality of life, measured by the SF-36. [13] and
patients treated with fampridine have also reported improvement in working ability
and social life [47].
In this study there was a trend towards improvement in fatigue among responders,
but this did not reach statistical significance. A recent double-blind, placebocontrolled study with 32 MS patients reported improvement in physical fatigue after
2-years of fampridine treatment. [20] A treatment effect on fatigue after only 14 days’
Dalfampridine treatment has been reported [34]. The four-week treatment crossover
trial of fampridine reported a significant treatment effect on cognitive fatigue,
determined by comparing performance on early and late PASAT items [37]. We found
no significant change in mood.
Interestingly enough, the vast majority of the PPMS patients were responders, despite
the general though not evidence – based impression for the contrary. However, in the
long-term efficacy studies of fampridine in MS [16,17] no valid correlation was
detected between patient’s responsiveness to fampridine and the specific type of MS,
whereas PPMS patients exhibited significant positive effects.
This open label observational study provided data to support the potential benefits
of fampridine treatment in various domains besides walking ability. However, there
are several limitations of this study, such as the small sample size. The impact of DMTs
and physiotherapy were not taken into consideration as possible confounding factors.
However, none of the patients switched DMT 6 months prior to the study and during
the study duration. In addition, subjects with the progressive forms of the disease
were over represented in this study. We also selected patients who were not taking
symptomatic medications. Since this was a non-interventional study, the nonresponder group did not continue on the medication. However, these patients might
have responded in certain cognitive aspects apart from their response to walking.
Large scale, double blind studies could further explore the long-term impact of PR
fampridine in various domains and provide more robust findings.

5. Conclusions
The IGNITE study demonstrated a significant improvement in cognitive processing
speed and impact of MS in daily activities after fampridine treatment. Study data have
provided some evidence that fampridine treatment may have a longer term beneficial
effect on quality of life, but not on mood and fatigue. The mechanism that explains
why some patients respond to treatment whilst others do not, remains to be explored
in future studies. Further investigation regarding brain and cognitive reserve may
provide additional information regarding response to treatment.

12

Funding: Study is supported by a Biogen investigator-initiated trial grant via the
Aristotle University Research Committee
Acknowledgements: Authors would like to thank Nikolao Mandora for his valuable
help in data handling.

Disclosures:
Dr C Bakirtzis has received research funding and/or honoraria from Novartis, Genesis
Pharma, Sanofi -Aventis, Specifar, Biogen.
Prof. DW Langdon has participated in speaker bureau for Bayer, Merck, Almirall,
Execemed, TEVA, Roche, Novartis, Biogen, Sanofi; has had consultancy from Novartis,
Bayer, Merck, Biogen, TEVA, Sanofi; has had research grants from Bayer, Merck,
Novartis, Biogen. All are paid into DL’s institution.
Dr I Nikolaidis has received research funding and/or honoraria form Merck, SanofiAventis and Genesis Pharma.
Dr MK Boziki has received research funding and/or honoraria από Biogen, Genesis,
Teva, Merck, Novartis,
Prof. N Grigoriadis has received research funding and/or honoraria from Novartis,
Genesis Pharma, Sanofi-Aventis, Specifar, Biogen, Roche, Merck, Teva.
All other authors have no disclosures to report.

References:
1. Rolak LA. Multiple Sclerosis: It’s Not the Disease You Thought It Was. Clinical
Medicine and Research. 2003;1(1):57-60. PMCID:PMC1069023
2. Larocca NG. Impact of walking impairment in multiple sclerosis: Perspectives of
patients and care partners. 2011;4(3):189-201. doi: 10.2165/11591150-00000000000000.

13

3.Salter AR et al. Impact of loss of mobility on instrumental activities of daily living and
socioeconomic status in patients with MS. Curr Med Res Opin. 2010; 26:493-500. doi:
10.1185/03007990903500649.
4. Hessen C et al. Patient perception of bodily functions in multiple sclerosis: Gait and
visual function are the most valuable. Multiple Sclerosis. 2008; 14:988-991. doi:
10.1177/1352458508088916.
5. Feys P, Bibby BM, Baert I et al. Walking capacity and ability are more impaired in
progressive compared to relapsing types of multiple sclerosis. Eur J Phys Rehabil Med.
2015;51(2):207-210. PMID:25180640
6.Jongen PJ, Ter Horst AT, Brands AM. Cognitive impairment in multiple sclerosis.
Minerva Medica 2012 April;103(2):73- 96 PMID: 22513513
7. Braley T, Chervin R. Fatigue in Multiple Sclerosis: Mechanisms, Evaluation, and
Treatment, Sleep. 2010 Aug 1; 33(8): 1061–1067. PMCID: PMC2910465 PMID:
20815187
8. Siegert, R, Abernethy D. Depression in multiple sclerosis: a review. J Neurol
Neurosurg Psychiatry, 2005;76(4), 469–475.doi: 10.1136/jnnp.2004.054635
9. Penner I.-K. Evaluation of cognition and fatigue in multiple sclerosis: daily practice
and future directions. Acta Neurologica Scandinavica, 2016;134(Suppl. 200):19–23.
https://doi.org/10.1111/ane.12651
10. Bostock H, Sears TA, Sherratt RM. The effects of 4-aminopyridine and
tetraethylammonium ions on normal and demyelinated mammalian nerve fibres. J
Physiol 1981; 313:301 – 15. PMID: 7277221 PMCID:PMC1274452
11. Goodman AD, Brown TR, Edwards KR et al. A phase 3 trial of extended release oral
dalfampridine in multiple sclerosis. Ann Neurol. 2010 Oct;68(4):494-502. doi:
10.1002/ana.22240.
12. Goodman AD, Brown TR, Krupp LB et al (2009) Sustained release oral fampridine
in multiple sclerosis: a randomised, double-blind, controlled trial. Lancet. 2009 Feb
28;373(9665):732-8. doi: 10.1016/S0140-6736(09)60442-6.
13. Macdonell R, Nagels G, Laplaud D et al. Improved patient-reported health impact
of multiple sclerosis: The ENABLE study of PR-fampridine. Mult Scler. 2016
Jun;22(7):944-54. doi: 10.1177/1352458515606809.
14. Ongagna JC, Berthe C, Courtois S, et al. (2015) Tolerance and Efficacy of Fampyra
in Real-Life Cohort of Patients with Multiple Sclerosis. J Clin Cell Immunol 6: 355.
doi:10.4172/2155-9899.1000355
15. Prugger M, Berger T. Assessing the long-term clinical benefit of prolonged-release
fampridine tablets in a real-world setting: a review of 67 cases. Patient Relat Outcome
Meas. 2013 Oct 23; 4:75-85. doi: 10.2147/PROM.S42957

14

16. Goodman AD, Bethoux F, Brown TR et al, (2015). Long-term safety and efficacy of
dalfampridine for walking impairment in patients with multiple sclerosis: Results of
open-label extensions of two Phase 3 clinical trials. Mult Scler. 2015 Sep;21(10):132231. doi: 10.1177/1352458514563591
17. Filli L, Zörner B, Kapitza S et al. Monitoring long-term efficacy of fampridine in gaitimpaired patients with multiple sclerosis. Neurology Feb 2017, 88 (9) 832-841 doi:
10.1212/WNL.0000000000003656
18. Ruck T, Bittner S, Simon OJ et al, Long-term effects of dalfampridine in patients
with multiple sclerosis. J Neurol Sci 2014 Feb 15;337(1-2):18-24. doi:
10.1016/j.jns.2013.11.011.
19. Jensen H, Ravnborg M et al Changes in cognition, arm function and lower body
function after Slow-Release Fampridine treatment. Mult Scler. 2014 Dec;20(14):187280. doi: 10.1177/1352458514533844
20. Broicher SD, Filli L, Geisseler O. et al. Positive effects of fampridine on cognition,
fatigue and depression in patients with multiple sclerosis over 2 years. J Neurol (2018).
https://doi.org/10.1007/s00415-018-8796-9
21. Allart E, Benoit A, Blanchard-Dauphin, A. et al. Sustained-released fampridine in
multiple sclerosis: effects on gait parameters, arm function, fatigue, and quality of
life.J Neurol. 2015 Aug;262(8):1936-45. doi: 10.1007/s00415-015-7797-1.
22. Sagawa Y, Magnin E, Paillot, L., et al. Fampridine and quality of life in individuals
with multiple sclerosis. Springerplus. 2016 Jul 13;5(1):1070. doi: 10.1186/s40064-0162776-2
23. Langdon DW, Amato MP, Boringa J et al. Recommendations for a Brief
International Cognitive Assessment for Multiple Sclerosis (BICAMS). Mult Scler. 2012
Jun;18(6):891-8.
24. Polychroniadou, E, Bakirtzis C, Langdon D et al Validation of the Brief International
Cognitive Assessment for Multiple Sclerosis (BICAMS) in Greek population with
multiple sclerosis. Mult Scler Relat Disord. 2016 Sep;9:68-72. doi:
10.1016/j.msard.2016.06.011.
25. Benedict RHB, Smerbeck A, Parikh R. Reliability and equivalence of alternate forms
for the Symbol Digit Modalities Test: Implications for multiple sclerosis clinical trials.
Mult Scler. 2012 Sep;18(9):1320-5. doi: 10.1177/1352458511435717
26. Vlahou C, Kosmidis M, Dardagani A, et al. Development of the Greek Verbal
Learning Test: Reliability, Construct Validity, and Normative Standards. Arch Clin
Neuropsychol. 2013 Feb;28(1):52-64. doi: 10.1093/arclin/acs099
27. Benedict RHB. (1997) Brief Visuospatial Memory Test - Revised: Professional
manual. Odessa, Florida: Psychological Assessment Resources.

15

28. Bakalidou D, Voumvourakis K, Tsourti Z et al. Validity and reliability of the Greek
version of the Modified Fatigue Impact Scale in multiple sclerosis patients. Int J Rehabil
Res. 2014 Sep;37(3):271-6. doi: 10.1097/MRR.0000000000000057.
29. Giannakou M, Roussi P, Kosmides M et al .Adaptation of the beck depression
inventory-II to greek population Hellenic Journal of Psychology (2013) 10(2):120-146
30. Hobart J, Lamping D, Fitzpatrick R et al. The Multiple Sclerosis Impact Scale (MSIS29): a new patient-based outcome measure. Brain. 2001 May;124(Pt 5):962-73.
PMID:11335698
31. Triantafyllou N, Triantafillou A, Tsivgoulis, G. (2009). Validity and Reliability of the
Greek Version of the Multiple Sclerosis International Quality-of-Life Questionnaire. J
Clin Neurol. 2009 Dec; 5(4): 173–177. doi: 10.3988/jcn.2009.5.4.173
32. Benedict RH, DeLuca J, Phillips G et al. Validity of the Symbol Digit Modalities Test
as a cognition performance outcome measure for multiple sclerosis. Mult Scler.
2017;23(5):721-733. doi:10.1177/1352458517690821.
33. Morrow SA, Drake A, Zivadinov R et al. Predicting loss of employment over three
years in multiple sclerosis: Clinically meaningful cognitive decline. Clin Neuropsychol.
2010 Oct;24(7):1131-45. doi: 10.1080/13854046.2010.511272
34. Korsen M, Kunz R, Schminke U et al. Dalfampridine effects on cognition, fatigue,
and dexterity. Brain Behav. 2016 Nov 11;7(1):e00559. doi: 10.1002/brb3.559.
35. González-Suárez I, Orviz-Garcia A, López-Pérez F et al. Fampyra also improves
manual skills and information processing speed in PPMS patients. ECTRIMS Online
Library. Oct 9, 2015; 115305
36. Ozakbas S, Kahraman T, Aslan T et al, Extremities and Cognition: Fampridine
Effect. ACTRIMS forum 2018 abstracts.
https://actrims.confex.com/actrims/2018/meetingapp.cgi/Paper/3019
37. Morrow SA, Rosehart H, Johnson AM. The effect of Fampridine-SR on cognitive
fatigue in a randomized double-blind crossover trial in patients with MS. Mult Scler
Relat Disord. 2017 Jan;11:4-9. doi: 10.1016/j.msard.2016.10.011.
38. Calabrese P, Penner IK Cognitive dysfunctions in multiple sclerosis--a "multiple
disconnection syndrome"? J Neurol. 2007; 254 Suppl 2: II18-21. DOI:10.1007/s00415007-2006-5
39. Kim, E.S. Fampridine Prolonged Release: A Review in Multiple Sclerosis Patients
with Walking Disability. Drugs (2017) 77: 1593. https://doi.org/10.1007/s40265-0170808-z
40. Dunn J, Blight A. Dalfampridine: a brief review of its mechanism of action and
efficacy as a treatment to improve walking in patients with multiple sclerosis. Curr
Med Res Opin. 2011 Jul;27(7):1415-23. doi: 10.1185/03007995.2011.583229

16

41. Sanchez-Andres JV, Alkon DL. Voltage-clamp analysis of the effects of classical
conditioning on the hippocampus J Neurol Neurophysiol, 1991 (65): 796-807.
https://doi.org/10.1152/jn.1991.65.4.796
42. Dineen RA, Vilisaar J, Hlinka J et al Disconnection as a mechanism for cognitive
dysfunction in multiple sclerosis. Brain. 2009 Jan;132(Pt 1):239-49. doi:
10.1093/brain/awn275.
43. DeLuca J, Gaudino EA, Diamond BJ, et al. Acquisition and storage deficits in
multiple sclerosis, J Clin Exp Neuropsychol. 1998 Jun;20(3):376-90.
DOI:10.1076/jcen.20.3.376.819
44. Tur C, Moccia M, Barkhof F et al, Assessing treatment outcomes in multiple
sclerosis trials and in the clinical setting Nature Reviews Neurology volume 14, pages
75–93 (2018). Nat Rev Neurol. 2018 Feb;14(2):75-93. doi: 10.1038/nrneurol.2017.171
45. Chua, Alicia S. et al Patient-reported outcomes in multiple sclerosis: Relationships
among existing scales and the development of a brief measure. Mult Scler Relat
Disord. 2015 Nov;4(6):598-606. doi: 10.1016/j.msard.2015.09.004
46. Gasperini, Hupperts R, Lycke J et al Prolonged-release fampridine treatment
improved subject-reported impact of multiple sclerosis: Item-level analysis of the
MSIS-29. J Neurol Sci. 2016 Nov 15; 370:123-131. doi: 10.1016/j.jns.2016.08.052
47. Crayton H, Sidovar M, Wulf S et al. Patient Perspectives and Experience with
Dalfampridine Treatment in Multiple Sclerosis-Related Walking Impairment: The Step
Together Program. The Patient. 2015;8(3):283-291. doi:10.1007/s40271-014-0102-z.

17

