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Dopaminergic drugs partially alleviate gait problems in Parkinson’s disease, but the effects are not sus-
tained in the long-term. Particularly, the freezing of gait directly impacts patients’ quality of life.
Experimental epidural spinal cord stimulation (SCS) studies have suggested positive effects on locomo-
tion among PD patients, but the effects of non-invasive stimulation have never been explored. Here,
we investigated in a prospective, open-label, pilot study the efficacy and safety of non-invasive magnetic

Ilfengrds:f ) stimulation of the spinal cord in five patients with PD who experienced gait problems, including freezing
Nrgrelizrllr\:i?vegalt of gait. A trial of transcutaneous magnetic SCS was performed at the level of the fifth thoracic vertebra.

The primary outcome was the change in freezing of gait 7 days after stimulation. Secondary outcome
measures included changes in gait speed and UPDRS part III. After non-invasive spinal cord stimulation,
patients experienced a 22% improvement in freezing of gait (p = 0.040) and 17.4% improvement in the
UPDRS part III (p = 0.042). Timed up and go times improved by 48.2%, although this did not reach statis-
tical significance (p = 0.06). Patients’ global impression of change was ‘much improved’ for four patients.
Improvement in gait after stimulation was reversible, since it returned to baseline scores 4 weeks after
stimulation. No severe side effects were recorded. This pilot study suggests that transcutaneous magnetic
spinal cord stimulation is feasible and can potentially improve gait problems in PD, without severe
adverse effects. Large scale phase II trials are needed to test this hypothesis.

© 2020 Elsevier Ltd. All rights reserved.
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1. Introduction

Gait disorders are among the most prevalent problems in the
advanced phase of Parkinson’s disease (PD) and are relatively resis-
tant to dopaminergic treatment [1]. Freezing of gait (FoG) affects
7% of patients in early PD and reaches 60% in advanced stages
[1]. The current treatment of FoG involves a multidisciplinary
approach with physiotherapy and pharmacological strategies [2].
However, the effects of that treatment remain partially efficacious
[3], probably reflecting its multifaced and enigmatic underlying
pathophysiology [2].

A positive effect of epidural spinal cord stimulation (SCS) on
locomotive activity has been reported in animal models and small
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cohorts of PD patients and seems to be promising [4]. Transcuta-
neous SCS is an emerging method that activates similar target neu-
ral structures noninvasively, and has recently been explored to the
treatment of spasticity after spinal cord injury [5]. Here, we inves-
tigated the safety and efficacy of transcutaneous magnetic SCS on
FoG and other motor symptoms in a cohort of PD patients.

2. Methods

Five patients (two females and three males, 68.8 + 7.1 years)
were included in this prospective, open-label, pilot study. Eligibil-
ity criteria included: i) idiopathic PD with III or IV scores on Hoehn
& Yahr scale; and ii) presence of moderate FoG (Unified Parkinson’s
Disease Rating Scale [UPDRS] part Il Fog subscore of 2 or greater)
as the most bothersome symptom, despite optimized clinical treat-
ment. The protocol was applied to patients after at least 12 h with-
out parkinsonian drugs (off-state). This study was approved by the
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local ethics committee and registered at Clinical Trials.gov
(NCT04171076). All patients provided informed consent.

A trial of transcutaneous magnetic SCS was performed with a
figure-of-eight coil (Magventure® MagPro® R20) at the level of
the fifth thoracic vertebra. The coil was placed perpendicular to
the spinal cord. The stimulation intensity was set at 90% of motor
threshold (fifth thoracic nerves contraction). Each stimulation ses-
sion consisted of 20 theta-burst trains at 5 Hz, with 20 pulses each
at 50 Hz, for a total of 400 pulses throughout 2 min. Patients
received three sessions with a 60 min interval.

Gait was assessed through the new freezing of gait question-
naire (NFOG, considering FoG symptoms over the last week) and
timed up and go test. Patients underwent a motor score evaluation
(UPDRS-III), which was determined under off-medication and best
on-medication conditions 1 week before the stimulation. After
stimulation, the UPDRS-III was performed during off-medication.
Measurements were recorded at baseline, immediately after the
stimulation session, 7 days after stimulation, and 28 days after
stimulation (to test a loss of benefit over time).

The primary outcome was the change in NFOG 7 days after
stimulation. Secondary outcome measures included changes in
TUG and UPDRS-III immediately and 7 days after stimulation,
and patients’ global impression of change 7 days after stimulation.
The Wilcoxon signed-rank test was used to detect significant
changes for each variable. Significance was set at p < 0.05.

3. Results
The patients revealed improvement in freezing of gait and other

motor symptoms 7 days after SCS (Fig. 1 and Table 1), which
tended to return to baseline scores at the final evaluation (28th
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day, p > 0.05). Seven days after stimulation, new freezing of gait
questionnaire improved by 22% (p = 0.040) and UPDRS-III by
17.4% (p = 0.042) compared with baseline. Timed up and go was
numerical - but not significantly - better after stimulation (im-
provement by 48.2%, p = 0.060). Patients’ global impression of
change was ‘much improved’ for four patients and ‘minimally
improved’ for one patient. No severe side effects were recorded.
One patient reported fatigue in the abdominal region just after
stimulation, which was self-limited. There were no limb weakness
or urinary incontinence along the follow-up period. Video 1 illus-
trates the effects of SCS on two patients.

4. Discussion

In this pilot trial, transcutaneous magnetic SCS improved gait
parameters in patients with PD, with no associated severe side
effects. The improvement was reversible, since there was no carry-
over effect 28 days after stimulation. Moreover, the improvement
was consistent, since, in four out of five patients, the global impres-
sion of change was “much improved”. To our knowledge, this is the
first study to report the effect of non-invasive magnetic stimula-
tion over the spinal cord on gait in a cohort of PD patients.

Few clinical studies of PD patients have demonstrated positive
results of epidural SCS on abnormal posture and gait disturbances
[6-8]. Here, we tested a novel paradigm of stimulating the spinal
cord noninvasively through a transcutaneous magnetic field. We
targeted the fifth thoracic level because of our previous positive
experience with dorsal epidural spinal cord stimulation [8]. In
order to verify adequate dorsal columns stimulation, we based
the stimulation intensity on anterior musculature response, thus
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Fig. 1. Effects of transcutaneous magnetic spinal cord stimulation on gait measures along the study. * Seven days after stimulation, the freezing of gait and the UPDRS-III
significantly improved comparing to baseline. Gait speed (TUG) was numerically - but not significantly - better after stimulation. The measures after 28 days were not
different statistically from the baseline, showing the reversibility of the effect. NFOG, new freezing of gait questionnaire; TUG, Timed up go test; UPDRS-III, Unified Parkinson’s
Disease Rating Scale part III. Results are shown in means and standard deviation. Video 1. Video shows the patients 1 and 2 performing gait tasks before and after the

transcutaneous magnetic spinal cord stimulation.
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ensuring sufficient stimulation depth and making the paradigm
= more robust.
>
= } i i i
w § 3 The mechanisms accounting for the effect of SCS in PD are
25 b unknown, but from accumulated experience in animal models, it
wn = 4 . . . .
225 oo has been proposed that stimulation of afferent pathways within
— . the dorsal columns ascending to mesencephalic locomotor facili-
E Q ) tates the initiation of movement [9]. Additionally, in a primate
2 |sggn.esg g model of PD, the motor improvement after SCS was strongly asso-
o . . . .
Holeleien g ciated with the desynchronization of aberrant low-frequency syn-
; chronous corticostriatal oscillations (beta-band power), in a
E e 2 manner that mimics the effects caused by pharmacological dopa-
E § :;' 2 5 mine replacement therapy or deep brain stimulation [9].
552|923 5852 " This pilot study aimed to explore the safety and fundamentally
© S of stimulating the spinal cord through theta-burst magnetic stim-
I 2 2 ulation. Due to the small sample size and explorative paradigm, the
wv % . . . . . . o .
& E o S S statistical analysis should be interpreted with caution. Addition-
S~|9322253 k ally, at this time, a placebo effect cannot be ruled out as this was
& an unblinded pilot, although that most of the patients’ impression
- "D’. was that the best response was perceived only after 2 days makes
£ bt this less likely. The most important finding was that the procedure
T s = seems to be safe and can, somehow, influence FoG and gait speed
— =1 . . . . .
E i g during the short term after stimulation, returning to the baseline
= E P = over time. Most importantly, the impression from the patients of
= .= — ] . .
o] H oo < change was consistent. A phase II trial should be performed to val-
= . . . .
ECloamnansd £ idate these preliminary findings.
D E|lnhinmIENT O =
[
e} 2] . .
E . o g Declaration of Competing Interest
é =1 + a
oy < ) :
E2lnEmRsS S The authors declare that they have no known competing finan-
~ g cial interests or personal relationships that could have appeared
" © E to influence the work reported in this paper.
z +
o] oy o
O T o % o 7}
PR|S322283 E Acknowledgements
n -
o = . . . .
o S Ha % The authors thank the patients for their kind cooperation during
o 5 © a
2%|gaeress | the study.
by Z
= )
& = Funding
> [=]
E v
v T
b =3 . . . . .
2 - w : This research did not receive any specific grant from funding
9 d . . . .
E % = g agencies in the public, commercial, or not-for-profit sectors.
=5 +Hon =
(G- 0 N -
SElessr Townd ] .
Fo|lmaon=ao = Appendix A. Supplementary data
© v
@ E
E P E Supplementary data to this article can be found online at
CI1 - P 2 https://doi.org/10.1016/j.jocn.2020.10.001.
Foa|lrOo—=N AN S I ]
=]
~ o
» < E-] Ref
2 3 eferences
g |lo R o 50
S |O7© oo o
= g} o .
= Z RNLL2I8Is S [1] Macht M, Kaussner Y, Méller ]JC, Stiasny-Kolster K, Eggert KM, Kriiger H-P,
E - ] Ellgring H. Predictors of freezing in Parkinson's disease: a survey of 6,620
kS x ~ § patients. Mov Disord 2007;22(7):953-6.
5 8 ? :.' = ‘; [2] D. Weiss A. Schoellmann M.D. Fox N.I. Bohnen S.A. Factor A. Nieuwboer M.
& £ : Lo ~o 2’ g g Hallett S.J.G. Lewis Freezing of gait: understanding the complexity of an
] G enigmatic phenomenon 143 1 2020 2020 14 30 https://academic.oup.com/
< ° pt o brain/article/143/1/14/5606739.
g 0 £ + = [3] Gilat M, Ligia Silva de Lima A, Bloem BR, Shine JM, Nonnekes ], Lewis S]JG.
E Q "ﬁ 00 < <+ O ﬁ b Freezing of gait: promising avenues for future treatment. Parkinsonism & Relat
~ | Z 2 NANNQN | E Disord 2018;52:7-16. https://doi.org/10.1016/j.parkreldis.2018.03.009.
g N [4] Yadav AP, Nicolelis MAL. Electrical stimulation of the dorsal columns of the
5 %5 - E spinal cord for Parkinson’s disease: spinal cord stimulation for PD. Mov Disord
3| a S oY 2017;32(6):820-32.
< E A i% E [5] Hofstoetter US, Freundl B, Danner SM, Krenn MJ, Mayr W, Binder H, Minassian
§ Y n g o | & K. Transcutaneous spinal cord stimulation induces temporary attenuation of
S | < HZgo lu spasticity in individuals with spinal cord injury. | Neurotrauma 2020;37
S22y .
E | = 23 = Sous |
Eleg |25254 285 |L (3):481-93.
% 5 ‘% b : : [:r g § T3 |8 [6] Agari T, Date I. Spinal cord stimulation for the treatment of abnormal posture
% == AA A A A T A £ and gait disorder in patients with parkinson’s disease. Neurol Med Chir(Tokyo)
£38 ol 2012;52(7):470-4.

308


https://doi.org/10.1016/j.jocn.2020.10.001
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0005
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0005
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0005
https://academic.oup.com/brain/article/143/1/14/5606739
https://academic.oup.com/brain/article/143/1/14/5606739
https://doi.org/10.1016/j.parkreldis.2018.03.009
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0020
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0020
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0020
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0025
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0025
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0025
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0025
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0030
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0030
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0030

Janaina Reis Menezes, R. Bernhart Carra, G. Aline Nunes et al.

[7] Fénelon G, Goujon C, Gurruchaga J-M, Cesaro P, Jarraya B, Palfi S, Lefaucheur J-P.
Spinal cord stimulation for chronic pain improved motor function in a patient
with Parkinson’s disease. Parkinsonism & Related Disord 2012;18(2):213-4.

[8] Pinto de Souza C, Hamani C, Oliveira Souza C, Lopez Contreras WO, dos Santos
Ghilardi MG, Cury RG, Reis Barbosa E, Jacobsen Teixeira M, Talamoni Fonoff E.
Spinal cord stimulation improves gait in patients with Parkinson’s disease

309

Journal of Clinical Neuroscience 81 (2020) 306-309

previously treated with deep brain stimulation: spinal Cord Stimulation in PD.
Mov Disord 2017;32(2):278-82.

[9] Fuentes R, Petersson P, Nicolelis MAL. Restoration of locomotive function in
Parkinson’s disease by spinal cord stimulation: mechanistic approach. Eur ]
Neurosci 2010;32:1100-8. https://doi.org/10.1111/j.1460-9568.2010.07417.x.


http://refhub.elsevier.com/S0967-5868(20)31553-8/h0035
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0035
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0035
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0040
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0040
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0040
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0040
http://refhub.elsevier.com/S0967-5868(20)31553-8/h0040

	Transcutaneous magnetic spinal cord stimulation for freezing of gait in Parkinson’s disease
	1 Introduction
	2 Methods
	3 Results
	4 Discussion
	Declaration of Competing Interest
	ack7
	Acknowledgements
	Funding
	Appendix A Supplementary data
	References


