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Editors’ Note: In “Monitoring long-term efficacy of fampridine

in gait-impaired patients with multiple sclerosis,” authors Filli

et al. showed that prolonged-release fampridine improved

walking speed, endurance, and self-perceived ambulatory

function in patients with multiple sclerosis (MS). Furthermore,

patients showed additional drug responsiveness with long-

term treatment. Commenting on the article, Dr. Davis asks

whether there is a correlation between increased fampridine

responsiveness over time and cotreatment with natalizumab.

He notes that 32% of the patients studied were also treated

with natalizumab. Since the latter decreases disability in MS, it

might increase the conduction safety factor sufficiently to

restore impulse conduction in blocked axons and increase

the efficacy of fampridine. To address Dr. Davis’ comments,

authors Filli et al. quantify the long-term responsiveness to

fampridine of 6 patients with MS cotreated with natalizumab

over a period of 2 years. They did not find an increased

benefit with respect to walking function in patients treated

with natalizumab vs other study participants. However, the

number was small and studies with larger cohorts are

needed. The editorial “A model for predicting the growth of

unruptured intracranial aneurysms: Beyond fortune telling”

addressed the article by Backes et al., “ELAPSS score for

prediction of risk of growth of unruptured intracranial

aneurysms.” ELAPSS (earlier subarachnoid hemorrhage,

location of the aneurysm, age .60 years, population, size of

the aneurysm, and shape of the aneurysm) is a tool developed

to predict the growth of unruptured aneurysms using

a weighted composite of patient- and aneurysm-specific

characteristics. Editorialists Ding and Etminan believe that

ELAPSS is a useful tool to predict risk of growth of

unruptured intracranial aneurysms but that the management

strategy for these lesions must be supplemented by

numerous patient- and aneurysm-specific characteristics not

included in the scoring system. Commenting on the editorial,

Dr. Munakomi suggests evaluating the role of computational

flow dynamics (CFD) to assess further the aneurysm-specific

rupture risk. Dr. Ding agrees that CFD may, in the future,

provide valuable insight into the rupture risk of unruptured

aneurysms, but warns that CFD models require rigorous and

prospective validation before they can be applied to clinical

decision-making for unruptured aneurysms.

—Chafic Karam, MD, and Robert C. Griggs, MD

LETTER RE: MONITORING LONG-TERM
EFFICACY OF FAMPRIDINE IN GAIT-IMPAIRED
PATIENTS WITH MULTIPLE SCLEROSIS

Floyd A. Davis, Los Angeles: I read the article by Filli
et al.1 with great interest. The authors reported that the
responsiveness (efficacy) of prolonged-release fampri-
dine for improving walking in multiple sclerosis (MS)
increases over time.1 While the underlying mechanism
is not known, its understanding might provide
important insight for enhancing the efficacy of
fampridine.
Thirty-two percent of the 53 patients studied were

concomitantly treated with natalizumab.1 In addition
to decreasing progression of disability, natalizumab
improves disability in MS.2,3 This indicates that na-
talizumab can increase the conduction safety factor
sufficiently to restore impulse conduction in blocked
demyelinated axons. In cases in which increases in the
conduction safety factor are insufficient to restore
conduction in blocked axons, the efficacy of fampri-
dine would increase due to the decrease in the severity
of conduction block. This is also the basis for the
increased efficacy of fampridine in temperature-
sensitive patients with MS.4 This could explain, at
least in part, the increased responsiveness of pro-
longed release fampridine over time. It would be of
interest to know if there is a correlation between
increased fampridine responsiveness over time and
treatment with natalizumab.
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AUTHOR RESPONSE: MONITORING LONG-TERM
EFFICACY OF FAMPRIDINE IN GAIT-IMPAIRED
PATIENTS WITH MULTIPLE SCLEROSIS

Linard Filli, Björn Zörner, Tim Killeen, Zurich;
Michael Linnebank, Hagen, Germany: Encour-
aged by Dr. Davis’ insightful comment on our article,1

we retrospectively quantified the long-term responsive-
ness to fampridine of the patients with multiple sclerosis
in our sample cotreated with natalizumab over a period
of 2 years. Of 17 patients (32%) treated with natalizu-
mab at the screening visit, only 6 were still receiving
treatment with natalizumab 2 years later; natalizumab
was stopped in 5 patients and a further 6 discontinued
the study. Monitoring the efficacy of fampridine over
2 years in the 6 patients concomitantly treated with
natalizumab did not reveal an increased benefit with
respect to walking function compared to the other
study participants. Patients cotreated with natalizumab
improved by 5.4% in maximal walking speed (vs 3.0%
in the rest of the population) and by 0.4% in walking
endurance (vs 4.6%) and demonstrated no difference in
self-perceived walking ability (vs 6.5 points improve-
ment in the rest of the population). This post hoc
analysis is obviously limited by the small number of
subjects. Dr. Davis’ hypothesis and other potential
mechanisms, discussed in our article,1 underlying the
observed increased responsiveness to fampridine over
time should be investigated in future studies with larger
cohorts and of sufficient statistical power.

1. Filli L, Zorner B, Kapitza S, et al. Monitoring long-term

efficacy of fampridine in gait-impaired patients with multi-

ple sclerosis. Neurology 2017;88:832–841.
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LETTER RE: A MODEL FOR PREDICTING THE
GROWTH OF UNRUPTURED INTRACRANIAL
ANEURYSMS: BEYOND FORTUNE TELLING

Sunil Munakomi, Biratnagar, Nepal: I read with
interest the article by Backes et al.,1 which

considered risk factors for rupture of intracranial
aneurysms. This article could change the treatment
of unruptured aneurysms. In addition to the varia-
bles studied in this article, there is recent work eval-
uating the role of computational flow dynamics
when assessing aneurysm-specific rupture risk.2

Future studies that include this entity might
improve the ability to assess rupture risk.

1. Backes D, Rinkel GJ, Greving JP, et al. ELAPSS

score for prediction of risk of growth of unruptured

intracranial aneurysms. Neurology 2017;88:1600–

1606.

2. Frosen J. Flow dynamics of aneurysm growth and rup-

ture: challenges for the development of computational
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prone aneurysms. Acta Neurochir Suppl 2016;123:

89–95.
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EDITORIALIST RESPONSE: A MODEL FOR
PREDICTING THE GROWTH OF UNRUPTURED
INTRACRANIAL ANEURYSMS: BEYOND
FORTUNE TELLING

Dale Ding, Phoenix, AZ: I thank Dr. Munakomi for
the comments on the prediction of unruptured intra-
cranial aneurysms. I agree that computational fluid
dynamics (CFD) may provide valuable insight into
the rupture risk of unruptured aneurysms, in addition
to currently known patient- and aneurysm-specific
predictive factors. However, CFD models require rig-
orous and prospective validation before they can be
applied to clinical decision-making for patients with
unruptured aneurysm. Until such time, we must rely
on the wisdom of experienced cerebrovascular physi-
cians and published data from high-volume aneurysm
treatment centers to extrapolate the risk to benefit ratio
of intervention vs conservative management for un-
ruptured aneurysms.
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CORRECTION

Motor neuron disease in patients with HIV infection
In the abstract “Motor neuron disease in patients with HIV infection” by P. Lorenzoni et al.,1 there is an error in the third
author’s last name, which should have read “Giuliano Dalledone” rather than “Dalladone” as originally published. The
authors regret the error.

REFERENCE
1. Lorenzoni P, Ducci R, Dalledone G, et al. Motor neuron disease in patients with HIV infection. Neurology 2017;

88:P2.305. Abstract.
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