
Vol.:(0123456789)

Journal of Neurology (2024) 271:5489–5497 
https://doi.org/10.1007/s00415-024-12504-z

ORIGINAL COMMUNICATION

No evidence for effects of low‑intensity vestibular noise stimulation 
on mild‑to‑moderate gait impairments in patients with Parkinson’s 
disease

Daniela Peto1,2 · Florian Schmidmeier1,2 · Sabrina Katzdobler2,3,4 · Urban M. Fietzek2,5 · Johannes Levin2,3,4 · 
Max Wuehr1,2   · Andreas Zwergal1,2

Received: 23 April 2024 / Revised: 5 June 2024 / Accepted: 7 June 2024 / Published online: 17 June 2024 
© The Author(s) 2024

Abstract
Background  Gait impairment is a key feature in later stages of Parkinson’s disease (PD), which often responds poorly to 
pharmacological therapies. Neuromodulatory treatment by low-intensity noisy galvanic vestibular stimulation (nGVS) has 
indicated positive effects on postural instability in PD, which may possibly be conveyed to improvement of dynamic gait 
dysfunction.
Objective  To investigate the effects of individually tuned nGVS on normal and cognitively challenged walking in PD patients 
with mild-to-moderate gait dysfunction.
Methods  Effects of nGVS of varying intensities (0–0.7 mA) on body sway were examined in 32 patients with PD (ON 
medication state, Hoehn and Yahr: 2.3 ± 0.5), who were standing with eyes closed on a posturographic force plate. Treatment 
response and optimal nGVS stimulation intensity were determined on an individual patient level. In a second step, the effects 
of optimal nGVS vs. sham treatment on walking with preferred speed and with a cognitive dual task were investigated by 
assessment of spatiotemporal gait parameters on a pressure-sensitive gait carpet.
Results  Evaluation of individual balance responses yielded that 59% of patients displayed a beneficial balance response to 
nGVS treatment with an average optimal improvement of 23%. However, optimal nGVS had no effects on gait parameters 
neither for the normal nor the cognitively challenged walking condition compared to sham stimulation irrespective of the 
nGVS responder status.
Conclusions  Low-intensity nGVS seems to have differential treatment effects on static postural imbalance and continuous 
gait dysfunction in PD, which could be explained by a selective modulation of midbrain-thalamic circuits of balance control.
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Introduction

Gait impairments are among the most disabling symptoms 
in patients with Parkinson’s disease (PD), which lead to 
reduced mobility and recurrent falls [14, 32]. Locomotor 
disturbances aggravate as the disease progresses, and signifi-
cantly compromise social independence and quality of life. 
The widespread impact of PD pathology on the structure 
and function of the supraspinal locomotor network [20, 27] 
determines the phenotype of parkinsonian gait, character-
ized by a reduced range and speed of movement, impaired 
symmetry and rhythmicity of stepping, and compromised 
balance and postural control [15, 21, 36]. Besides these con-
tinuous alterations of walking, parkinsonian gait is linked 
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to episodic locomotor disturbances such as festination and 
freezing of gait [17, 32, 36].

Standard pharmacological therapy in PD with dopamin-
ergic medication can improve certain aspects of parkinso-
nian gait, in particular the speed and amplitude of locomo-
tor movements [15, 42]. However, motor fluctuations and 
dyskinesia that often accompany prolonged dopaminergic 
therapy may conversely induce detrimental effects on gait 
and postural regulation and result in an increased risk of fall-
ing [11, 22, 40]. Analogously, deep brain stimulation of the 
subthalamic nucleus or globus pallidus—a prevailing treat-
ment strategy in later stages of disease—may induce mod-
erate improvements in gait and static balance, but appears 
to be less effective or even detrimental to dynamic postural 
stability [44, 46, 57].

Numerous non-invasive brain stimulation methods are 
currently being tested with the aim of closing the thera-
peutic gap for PD-associated (loco-)motor symptoms that 
do not adequately respond to available treatment options. 
Among these, galvanic vestibular stimulation (GVS)—a 
non-invasive technique to modulate the activity of vestibular 
afferents [13]—has gained special interest due to the close 
anatomic and functional connection between central vestibu-
lar networks and brain structures affected by PD pathology 
[29]. Administered as zero-mean low-intensity white noise 
current, noisy GVS (nGVS) has been shown to sensitize 
peripheral vestibular afferent activity and improve central 
vestibular sensorimotor function (for review see [13, 50]). 
In patients with PD and atypical Parkinsonism, nGVS has 
been successfully administered to reduce postural imbal-
ance and improve other PD-associated motor and autonomic 
symptoms [30, 38, 55, 56, 58]. The presumed mechanism 
of these therapeutic effects is stochastic resonance—a phe-
nomenon where the response of a sensory system to weak, 
sub-threshold signals can be enhanced by a small amount 
of noise [10, 31].

The therapeutic effect of nGVS on postural instability—
a core element of parkinsonian gait—suggests that low-
intensity vestibular noise stimulation might also positively 
impact gait disturbance in afflicted patients. This assumption 
is further supported by animal experiments that demonstrate 
that nGVS can alleviate locomotor dysfunction in a parkin-
sonian rodent model [38]. In this light, the aim of this study 
was to examine this presumed therapeutic effect of nGVS on 
locomotor function in patients with PD. Since nGVS treat-
ment response is known to critically depend on the applied 
stimulation intensity that may differ between individual 
patients, we initially determined optimal treatment response 
parameters in individual patients using an established static 
balance task [56]. In a second step, we studied the effects of 
optimal nGVS vs. sham treatment on normal and cognitively 
challenged walking in a larger cohort of patients with PD by 

using a comprehensive assessment of spatiotemporal walk-
ing characteristics.

Materials and methods

Participants

Thirty-two patients with PD (age 68.1 ± 11.3  years, 7 
females) participated in this study. Prior to experimental 
testing, each patient underwent a complete physical, neuro-
logical and neuro-otological examination by an expert neu-
rologist (AZ) including an assessment of gait impairment 
and functional mobility by the Functional Gait Assessment 
(FGA) [48]. Clinical scoring of disease stage and symptom 
severity (Hoehn and Yahr Scale, H&Y; Movement Disorders 
Society-Unified Parkinson’s Disease Rating Scale, MDS-
UPDRS) revealed mild-to-moderate disease severity (H&Y 
of 2.3 ± 0.5 and MDS-UPDRS of 34.6 ± 22.3). Based on the 
MDS-UPDRS outcomes, patients were, where appropriate, 
categorized into the two different subtypes, i.e., tremor dom-
inant (TD) and postural instability and gait difficulty (PIGD) 
[23]. Accordingly, 23 had a PIGD subtype (72%), 6 had a 
TD subtype (19%), and 3 could not be assigned to either 
subtype. In addition, the Beck Depression Inventory (BDI) 
and the Montreal Cognitive Assessment (MOCA) were 
performed to rate patients’ non-motor symptoms such as 
depression and cognitive impairment. None of the patients 
did show any signs of atypical parkinsonism, relevant audi-
tory or manifest vestibular disorders. l-DOPA was the basic 
medication in all patients (mean daily dose: 719 ± 357 mg). 
Regular medication was continued during study participa-
tion. All participants gave written informed consent prior to 
study inclusion.

Galvanic vestibular stimulation

Vestibular noise stimulation (i.e., nGVS) was applied via a 
pair of 4.0 cm × 6.0 cm Ag–AgCl electrodes attached bilat-
erally over the left and right mastoid process. Zero-mean 
Gaussian white noise stimulation with a frequency range 
of 0–30 Hz and varying peak amplitudes of 0–0.7 mA 
was delivered by a mobile constant current stimulator 
(neuroConn®, Illmenau, Germany).

Experimental procedures

The experimental procedures consisted of two parts: in a 
first step, the nGVS response and stimulation intensity that 
optimally stabilized posture was determined in each patient 
using static posturography. In the main part, the effects of 
nGVS at individually optimal stimulation intensity on gait 
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performance was assessed in comparison to sham stimula-
tion (i.e., nGVS at 0 mA).

The initial evaluation of nGVS on static posture was 
performed according to previously established procedures 
[3, 56]. Body sway was recorded for 30 s on a force plate 
(Kistler, 9261A, Kistler Group, Winterthur, Switzerland) at 
40 Hz while standing with eyes closed (Fig. 1A). This pro-
cedure was repeated eight times, while patients were stimu-
lated with a different amplitude of nGVS (ranging from 0 to 
0.7 mA, in a randomized order) in each trial. Patients were 
blinded to the stimulation order. For each stance trial, mean 
sway velocity [mm/s] was calculated as the primary output 
measures based on the recorded radial center-of-pressure 
(CoP) trajectory. Parameters from the 8 stance trials were 
normalized to sway velocity obtained during 0 mA stimula-
tion (i.e., baseline condition).

To determine the presence or absence of a treatment 
response of nGVS on static balance, a theoretical SR-curve 
was fit on the normalized balance responses data using a 
goodness-of-fit statistic [3, 16] (Fig. 1A). Three experienced 
human raters (i.e., MW, DP, and AZ) subsequently indepen-
dently evaluated whether balance responses to nGVS were 
compatible with a bell-shaped response curve with improve-
ments of performance at intermediate stimulation intensities 
based on a visual inspection of the individual body sway 
modulations and the corresponding SR-curve fit. Patients 

for which all raters identified a treatment response were 
designated as “responders” and the nGVS intensities that 
optimally stabilized posture was taken for further evaluation 
of nGVS effects on walking performance. The remaining 
patients were designated as “non-responders” and a fixed 
nGVS level of 0.3 mA that corresponds to the average opti-
mal nGVS intensity from previous reports in patients from 
different clinical cohorts (including PD) [16, 25, 52, 53, 55, 
56] was taken for assessment of treatment responses on gait.

In the main part of the experiment, nGVS effects on gait 
were assessed during walking at preferred speed and during 
walking with a cognitive dual task (DTC: verbal fluency, 
i.e., naming items of a given category)—a condition that 
is known to exacerbate gait impairments in patients with 
PD. Both conditions were assessed during stimulation with 
optimal nGVS intensity (see above) and during sham stimu-
lation (i.e., nGVS at 0 mA) in a pseudo-randomized order 
with patients blinded to the stimulation condition (Fig. 1C). 
Walking performance was evaluated on a 6.7 m long pres-
sure-sensitive gait carpet (GAITRite®, CIR Systems, Haver-
town, USA) with a sampling frequency of 120 Hz. For each 
gait condition, patients performed in total four repetitions 
to collect enough strides for further analysis. Gait perfor-
mance was characterized based on five established gait 
metrics that represent the five primary gait domains previ-
ously established for parkinsonian gait [15]: gait velocity, 
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Fig. 1   Experimental setup and procedures. A Effects of noisy gal-
vanic vestibular stimulation (nGVS) on static balance in patients were 
initially determined on a posturographic force plate (left side). Right 
side: exemplary modulation of body sway (simulated data, lower 
panel) across the administered nGVS intensities (upper panel) that 
follows a bell-shaped performance curve indicative of the presence 
of stochastic resonance (SR; model fit: dashed line). The green filled 
dot indicates the optimal reduction of body sway at a particular nGVS 

level. B Group average nGVS on static balance across all patients 
(left side). Right side: 19 of in total 32 patients exhibited an SR-like 
response curve to stimulation with optimal balance improvements at 
intermediate noise intensities. C Subsequently, the individually opti-
mal nGVS intensity in responding patients and a default intensity of 
0.3 in non-responding patients was used to evaluate nGVS effects vs. 
sham stimulation (nGVS at 0 mA) on walking performance on a pres-
sure-sensitive gait carpet
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swing phase, stride time variability (computed by the coef-
ficient of variation, CV), stride time asymmetry, and base 
of support. Dual task walking performance was quantified 
by calculating dual task costs for each gait metric, i.e., the 
percentage change of performance during dual task walking 
compared to single task walking (ST: preferred walking): 
DTC

COST
= 100 × (metric

DTC
−metric

ST
)∕metric

ST
 . In an 

analogous manner, cognitive performance during dual task 
walking (i.e., item count per second) was compared to cog-
nitive single task performance (i.e., item count per second 
while sitting) that was examined before the start of the gait 
assessment. Upon completion of the gait assessment with 
nGVS and sham stimulation, patients were asked whether 
they experienced any change in gait balance (categories: no 
change, improvement, deterioration).

Statistical analysis

Stimulation effects on gait performance (nGVS vs. sham) 
were evaluated using a Wilcoxon matched-pairs signed-rank 
test with Bonferroni correction for multiple comparisons, 
because not all gait metrics were found to be distributed nor-
mally. This comparison was performed once for all patients 
and in addition for the subgroups of “responding” and “non-
responding” patients as designated after the assessment of 
nGVS effects of static balance. Results were considered sig-
nificant at p < 0.05. Statistical analysis was performed using 
SPSS (Version 26.0, IBM Corp., USA).

Data availability

Data reported in the article will be shared by any 
appropriately qualified investigator on request after 
pseudonymization.

Results

In a first part of the experiment, stimulation effects on static 
balance across varying nGVS intensities ranging from 0 to 
0.7 mA were assessed. Administration of nGVS was well tol-
erated and did not cause disequilibrium in any of the exam-
ined patients. Evaluation of individual balance responses 
yielded that 19 out of 32 patients (59%) displayed a ben-
eficial balance response to nGVS treatment indicated by a 
bell-shaped performance curve with optimal improvements 
of balance at intermediate stimulation intensities (Fig. 1B). 
These patients were designated as “responders” with an 
average optimal improvement of 23% (range 3 to 49%) at 
an average intensity of 0.3 mA (range: 0.1 to 0.5 mA). An 
analysis regarding the different PD subtypes further revealed 
that 65% of the PIGD patients responded positively com-
pared to only 33% of the TD patients. In the remaining 

patients, which were designated as “non-responders”, body 
sway velocity either randomly fluctuated or was generally 
increased across the range of tested nGVS intensities.

In a second step, nGVS effects on gait performance were 
examined. Baseline assessment of gait and functional mobil-
ity by the FGA revealed mild-to-moderate gait impairments 
(FGA: 24.0 ± 5.8/30) with only 4 patients meeting the cri-
terion of FGA ≤ 15/30, indicative for an increased risk of 
falling in PD [28]. Stimulation effects at individually optimal 
nGVS intensity (non-responders received a fixed nGVS level 
of 0.3 mA) during instrumented gait assessment with pre-
ferred (Fig. 2) and cognitively challenged walking (Fig. 3) 
were compared to sham stimulation (i.e., nGVS at 0 mA). 
nGVS did not have any effect on walking performance, nei-
ther in the entire patient cohort nor when focusing only on 
patients that showed a beneficial stimulation effect on static 
balance (i.e., responders). Analogously, cognitive perfor-
mance during dual task walking was found to be unaltered 
during nGVS compared to sham stimulation. These obser-
vations were also reflected in patients’ subjective rating of 
gait balance between conditions: most patients (94%) did 
not report any difference in balance, whereas two patients 
reported a moderate deterioration of walking balance during 
stimulation.

Discussion

Previous reports repeatedly demonstrated that vestibular 
noise stimulation administered at weak sub-threshold inten-
sities (i.e., nGVS) can alleviate static postural symptoms in 
patients with PD [34, 38, 56, 58]. Based on these findings, 
we hypothesized that nGVS may also induce improvements 
in parkinsonian gait deficits that are among others character-
ized by an impaired dynamic balance control. In this light, 
we systematically investigated whether therapeutic effects of 
nGVS on PD-related deficits in static balance regulation may 
expand to improvements in PD-associated locomotor defi-
cits. However, while we could confirm a robust nGVS treat-
ment response on balance regulation in nearly two thirds of 
the assessed patients [56], we did not observe any systematic 
therapeutic effect of nGVS on locomotor performance. This 
negative finding was consistent across patients that did or did 
not exhibit nGVS-induced improvements on static balance 
deficits and for normal walking as well as walking during 
cognitive dual task—a condition that typically aggravates 
locomotor deficits in parkinsonian gait. At first sight, our 
observations seem to be inconsistent with a previous report 
on nGVS-induced improvements in locomotor dysfunction 
in a parkinsonian rodent model [38]. On closer examina-
tion, however, the performance metric assessed in this study, 
i.e., the rotarod test, rather reflects motor coordination and 
balance regulation than steady-state locomotor function [9]. 
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Hence, there seems to be a general discrepancy between the 
positive response of postural symptoms to nGVS therapy 
and the absence of treatment effects on PD-related locomo-
tor dysfunction. In the following, we will discuss potential 
reasons for this discrepancy and consider methodological 
limitations that may have influenced this negative outcome.

Previous literature suggests that nGVS may unfold treat-
ment responses on balance and locomotor performance 
in patients with PD along at least two different pathways. 
nGVS-induced stochastic resonance at the vestibular periph-
ery not only sensitizes vestibular perception per se [16, 25, 
26, 52] but has further been demonstrated to augment the 
responsiveness of balance-related vestibulospinal reflexes 
[39, 49]. Deficits within these central vestibular sensorimo-
tor pathways have been assumed to contribute to balance 
and locomotor deficits in patients with PD (for a review see 
[41]). Hence, nGVS may exhibit a direct descending thera-
peutic influence on impaired vestibulospinal balance reflexes 
in patients with PD. However, while improved vestibulo-
spinal reflex responses in healthy individuals and patients 

with peripheral vestibular hypofunction have been linked to 
behaviorally relevant improvements of both static balance 
regulation and locomotion performance [18, 53, 54], nGVS 
in patients with PD appears to primarily affect static balance 
regulation but not locomotion. nGVS-induced improvements 
along descending vestibulospinal pathways, therefore, most 
likely do not account for the observed discrepancy between 
treatment responses of balance and locomotor dysfunction 
in PD.

Alternatively, nGVS treatment in PD could act along 
ascending pathways that connect vestibular afferents to the 
thalamus and basal ganglia [8, 43]. Recent studies in rodents 
demonstrate that gait parameters such as initiation, speed 
or direction are encoded in distinct basal ganglia-brainstem 
circuits, which are defined by a granular in- and output 
connectivity and neurotransmitter release [2]. High-speed 
locomotion for instance is mostly controlled by an excita-
tory glutamatergic projection from the cuneiform nucleus 
within the mesencephalic locomotor region (MLR) to the 
lateral paragigantocellular nucleus in the medulla [7, 24]. 

Fig. 2   Stimulation effects on 
preferred walking. Effects of 
nGVS at individually optimal 
vs. sham stimulation (nGVS 
intensity at 0 mA) on gait 
performance during preferred 
walking. Results are displayed 
for all patients as well as 
subdivided for patients that did 
(responders: +) vs. did not (non-
responders: −) show improve-
ment of static balance during 
nGVS treatment. CV coefficient 
of variation, asym asymmetry
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Dopaminergic neurons from substantia nigra pars compacta 
do not convey information about the movement pattern but 
seem to modulate its initiation and vigor [12]. Another sub-
division of the MLR, the pedunculopontine nucleus (PPN), 
provides primary cholinergic input to the thalamus, which 
has been implicated in postural control. Vestibular input 
directly modulates PPN activity [1] and in line with this 
nGVS has been previously shown to influence PPN connec-
tivity in patients with PD [8]. Imbalance and gait disturbance 
in PD are generally linked to alterations in cholinergic input 
but appear to involve topographically distinct cholinergic 
networks. While parkinsonian gait deficits including freez-
ing of gait have been predominantly linked to cholinergic 
deficits in the basal forebrain nuclei [33, 47], postural insta-
bility and falls appear to be primarily linked to cholinergic 
input from the PPN [4–6, 37]. Hence, nGVS-induced effects 
along ascending PPN-thalamo-cortical connections appear 
to be well compatible with a primary treatment response 
of postural symptoms and a weak to absent response in 
PD-related gait deficits [30] and would thus support the 

observed discrepancy between treatment responses of PD-
related balance and locomotor symptoms to nGVS.

The current observations must be interpreted with respect 
to certain methodological limitations. First, nGVS treatment 
responses are known to depend on the applied stimulation 
intensity that may differ between individual patients. Since 
our comprehensive and lengthy gait assessment procedure 
precluded an evaluation of treatment effects across varying 
stimulation intensities, we limited our examination to the 
nGVS intensity that optimally improved posture in the initial 
static balance task. We can therefore not rule out the pos-
sibility that an application of lower or higher nGVS intensi-
ties might have conversely resulted in observable locomo-
tor improvements. Previous reports from healthy individuals 
and patients with peripheral vestibular hypofunction suggest, 
however, that nGVS improves static balance and locomotion 
at intensities that are largely consistent [18, 19, 51, 53, 54]. 
Secondly, our current gait assessment specifically focused 
on continuous aspects of parkinsonian gait deficits, i.e., 
spatiotemporal alterations during steady-state walking. It 

Fig. 3   Stimulation effects 
on walking with cognitive 
dual task. Effects of nGVS at 
individually optimal vs. sham 
stimulation (nGVS intensity 
at 0 mA) during walking with 
a cognitive dual task (verbal 
fluency) on gait (A–E) and 
concomitant cognitive perfor-
mance (F). Performance metrics 
are displayed as dual task 
cost, i.e., percentage change 
of performance during dual 
task in relation to performance 
during preferred walking (gait 
metrics) or cognitive single 
task (cognitive metric). Results 
are displayed for all patients as 
well as subdivided for patients 
that did (responders: +) vs. did 
not (non-responders: −) show 
improvement of static balance 
during nGVS treatment. CV 
coefficient of variation, asym 
asymmetry
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is, however, conceivable that nGVS may ameliorate other 
not examined aspects of parkinsonian gait, in particular 
intermittent locomotor disturbances such as festination and 
freezing of gait. Thirdly, in accordance with previous stud-
ies [34, 35, 45, 58], we examined nGVS effects on balance 
and locomotor function in patients’ ON motor state. This 
could have led to the masking of potentially present, moder-
ate treatment effects of nGVS on locomotor function by the 
dopaminergic medication effects. However, in a future treat-
ment scenario, nGVS would not be applied as a substitute 
but rather as a supplement to established pharmacological 
treatment options (e.g., l-DOPA). Finally, our study cohort 
included primarily patients at mild-to-moderate disease 
stages (H&Y: 2.3 ± 0.5), with moderate locomotor deficits. 
With respect to balance responses, previous reports suggest 
that nGVS treatment is particularly effective in patients at 
later stages of disease [56]. Hence, follow-up studies are 
required to investigate potential therapeutic effects of low-
intensity vestibular noise stimulation on continuous and epi-
sodic aspects of parkinsonian gait in particular in patients at 
later stages of PD [8].

Acknowledgements  The authors thank Lorenz Assländer for providing 
recourses for data analysis. The study was supported by the German 
Federal Ministry for Education and Science (BMBF, IFB 01EO1401 
and 13GW0490B).

Funding  Open Access funding enabled and organized by Projekt 
DEAL.

Declarations 

Conflict of interest  JL reports speaker fees from Bayer Vital, Biogen 
and Roche, consulting fees from Axon Neuroscience and Biogen, au-
thor fees from Thieme medical publishers and W. Kohlhammer GmbH 
medical publishers, non-financial support from Abbvie and compensa-
tion for duty as part-time CMO from MODAG, outside the submitted 
work. MW received funding from the neuroConn GmbH (DC stimula-
tor). He serves as an associate editor for Frontiers in Neurology—Sec-
tion Neuro-otology and Section Translational Research in Rehabilita-
tion. AZ reports speaker fees and research support from Dr. Willmar 
Schwabe GmbH. He serves as an associate editor for Frontiers in Neu-
rology—Section Neuro-otology and Section Translational Research in 
Rehabilitation.

Ethical standards  The ethics committee of the medical faculty of the 
Ludwig-Maximilians-University approved the study protocol (20-
1137), which was conducted in accordance with the Declaration of 
Helsinki.

Open Access  This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article’s Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 

need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

References

	 1.	 Aravamuthan BR, Angelaki DE (2012) Vestibular responses in 
the macaque pedunculopontine nucleus and central mesencephalic 
reticular formation. Neuroscience 223:183–199

	 2.	 Arber S, Costa RM (2022) Networking brainstem and basal gan-
glia circuits for movement. Nat Rev Neurosci 23:342–360

	 3.	 Asslander L, Giboin LS, Gruber M, Schniepp R, Wuehr M (2021) 
No evidence for stochastic resonance effects on standing balance 
when applying noisy galvanic vestibular stimulation in young 
healthy adults. Sci Rep 11:12327

	 4.	 Bohnen NI, Kanel P, Zhou Z, Koeppe RA, Frey KA, Dauer 
WT, Albin RL, Muller M (2019) Cholinergic system changes 
of falls and freezing of gait in Parkinson’s disease. Ann Neurol 
85:538–549

	 5.	 Bohnen NI, Müller ML, Koeppe RA, Studenski SA, Kilbourn 
MA, Frey KA, Albin RL (2009) History of falls in Parkinson 
disease is associated with reduced cholinergic activity. Neurology 
73:1670–1676

	 6.	 Bohnen NI, Müller ML, Kotagal V, Koeppe RA, Kilbourn MR, 
Gilman S, Albin RL, Frey KA (2012) Heterogeneity of choliner-
gic denervation in Parkinson’s disease without dementia. J Cereb 
Blood Flow Metab 32:1609–1617

	 7.	 Caggiano V, Leiras R, Goni-Erro H, Masini D, Bellardita C, Bou-
vier J, Caldeira V, Fisone G, Kiehn O (2018) Midbrain circuits 
that set locomotor speed and gait selection. Nature 553:455–460

	 8.	 Cai J, Lee S, Ba F, Garg S, Kim LJ, Liu A, Kim D, Wang ZJ, 
McKeown MJ (2018) Galvanic vestibular stimulation (GVS) aug-
ments deficient pedunculopontine nucleus (PPN) connectivity in 
mild Parkinson’s disease: fMRI effects of different stimuli. Front 
Neurosci 12:101

	 9.	 Carter RJ, Morton J, Dunnett SB (2001) Motor coordination and 
balance in rodents. Curr Protoc Neurosci Chapter 8:Unit 8.12

	10.	 Collins J, Chow CC, Imhoff TT (1995) Stochastic resonance with-
out tuning. Nature 376:236–238

	11.	 Curtze C, Nutt JG, Carlson-Kuhta P, Mancini M, Horak FB (2015) 
Levodopa is a double-edged sword for balance and gait in people 
with Parkinson’s disease. Mov Disord 30:1361–1370

	12.	 da Silva JA, Tecuapetla F, Paixao V, Costa RM (2018) Dopamine 
neuron activity before action initiation gates and invigorates future 
movements. Nature 554:244–248

	13.	 Dlugaiczyk J, Wuehr M, Straka H (2020) Electrical stimulation 
of vestibular endorgans. In: Fritzsch B (ed) The senses: a compre-
hensive reference, 2nd edn. Elsevier, Oxford, pp 635–671

	14.	 Fasano A, Canning CG, Hausdorff JM, Lord S, Rochester L (2017) 
Falls in Parkinson’s disease: a complex and evolving picture. Mov 
Disord 32:1524–1536

	15.	 Galna B, Lord S, Burn DJ, Rochester L (2015) Progression of gait 
dysfunction in incident Parkinson’s disease: impact of medication 
and phenotype. Mov Disord 30:359–367

	16.	 Galvan-Garza RC, Clark TK, Mulavara AP, Oman CM (2018) 
Exhibition of stochastic resonance in vestibular tilt motion percep-
tion. Brain Stimul 11:716–722

	17.	 Giladi N, Horak FB, Hausdorff JM (2013) Classification of gait 
disturbances: distinguishing between continuous and episodic 
changes. Mov Disord 28:1469–1473

	18.	 Iwasaki S, Fujimoto C, Egami N, Kinoshita M, Togo F, Yamamoto 
Y, Yamasoba T (2018) Noisy vestibular stimulation increases gait 
speed in normals and in bilateral vestibulopathy. Brain Stimul 
11:709–715

http://creativecommons.org/licenses/by/4.0/


5496	 Journal of Neurology (2024) 271:5489–5497

	19.	 Iwasaki S, Yamamoto Y, Togo F, Kinoshita M, Yoshifuji Y, 
Fujimoto C, Yamasoba T (2014) Noisy vestibular stimulation 
improves body balance in bilateral vestibulopathy. Neurology 
82:969–975

	20.	 Jahn K, Deutschlander A, Stephan T, Kalla R, Hufner K, Wagner 
J, Strupp M, Brandt T (2008) Supraspinal locomotor control in 
quadrupeds and humans. Prog Brain Res 171:353–362

	21.	 Jahn K, Zwergal A (2010) Imaging supraspinal locomotor control 
in balance disorders. Restor Neurol Neurosci 28:105–114

	22.	 Jankovic J (2005) Motor fluctuations and dyskinesias in Par-
kinson’s disease: clinical manifestations. Mov Disord 20(Suppl 
11):S11-16

	23.	 Jankovic J, McDermott M, Carter J, Gauthier S, Goetz C, Golbe 
L, Huber S, Koller W, Olanow C, Shoulson I et al (1990) Vari-
able expression of Parkinson’s disease: a base-line analysis of 
the DATATOP cohort. The Parkinson Study Group. Neurology 
40:1529–1534

	24.	 Josset N, Roussel M, Lemieux M, Lafrance-Zoubga D, Rastqar A, 
Bretzner F (2018) Distinct contributions of mesencephalic locomo-
tor region nuclei to locomotor control in the freely behaving mouse. 
Curr Biol 28(884–901):e883

	25.	 Keywan A, Jahn K, Wuehr M (2019) Noisy galvanic vestibular 
stimulation primarily affects otolith-mediated motion perception. 
Neuroscience 399:161–166

	26.	 Keywan A, Wuehr M, Pradhan C, Jahn K (2018) Noisy galvanic 
stimulation improves roll-tilt vestibular perception in healthy sub-
jects. Front Neurol 9

	27.	 la Fougere C, Zwergal A, Rominger A, Forster S, Fesl G, Dieterich 
M, Brandt T, Strupp M, Bartenstein P, Jahn K (2010) Real versus 
imagined locomotion: a [18F]-FDG PET-fMRI comparison. Neu-
roimage 50:1589–1598

	28.	 Leddy AL, Crowner BE, Earhart GM (2011) Functional gait assess-
ment and balance evaluation system test: reliability, validity, sen-
sitivity, and specificity for identifying individuals with Parkinson 
disease who fall. Phys Ther 91:102–113

	29.	 Lee S, Liu A, McKeown MJ (2021) Current perspectives on galvanic 
vestibular stimulation in the treatment of Parkinson’s disease. Expert 
Rev Neurother 21:405–418

	30.	 Mahmud M, Hadi Z, Prendergast M, Ciocca M, Saad AR, Pondeca 
Y, Tai Y, Scott G, Seemungal BM (2022) The effect of galvanic 
vestibular stimulation on postural balance in Parkinson’s disease: a 
systematic review and meta-analysis. J Neurol Sci 442:120414

	31.	 McDonnell MD, Ward LM (2011) The benefits of noise in neu-
ral systems: bridging theory and experiment. Nat Rev Neurosci 
12:415–426

	32.	 Mirelman A, Bonato P, Camicioli R, Ellis TD, Giladi N, Hamil-
ton JL, Hass CJ, Hausdorff JM, Pelosin E, Almeida QJ (2019) Gait 
impairments in Parkinson’s disease. Lancet Neurol 18:697–708

	33.	 Müller ML, Albin RL, Kotagal V, Koeppe RA, Scott PJ, Frey KA, 
Bohnen NI (2013) Thalamic cholinergic innervation and pos-
tural sensory integration function in Parkinson’s disease. Brain 
136:3282–3289

	34.	 Pal S, Rosengren SM, Colebatch JG (2009) Stochastic galvanic ves-
tibular stimulation produces a small reduction in sway in Parkinson’s 
disease. J Vestib Res 19:137–142

	35.	 Pan W, Soma R, Kwak S, Yamamoto Y (2008) Improvement of 
motor functions by noisy vestibular stimulation in central neurode-
generative disorders. J Neurol 255:1657–1661

	36.	 Peterson DS, Horak FB (2016) Neural control of walking in people 
with parkinsonism. Physiology (Bethesda) 31:95–107

	37.	 Roytman S, Paalanen R, Griggs A, David S, Pongmala C, Koeppe 
RA, Scott PJH, Marusic U, Kanel P, Bohnen NI (2023) Cholinergic 
system correlates of postural control changes in Parkinson’s disease 
freezers. Brain 146:3243–3257

	38.	 Samoudi G, Jivegard M, Mulavara AP, Bergquist F (2015) Effects 
of stochastic vestibular galvanic stimulation and LDOPA on balance 

and motor symptoms in patients with Parkinson’s disease. Brain 
Stimul 8:474–480

	39.	 Schniepp R, Boerner JC, Decker J, Jahn K, Brandt T, Wuehr M 
(2018) Noisy vestibular stimulation improves vestibulospinal func-
tion in patients with bilateral vestibulopathy. J Neurol 265:57–62

	40.	 Sethi K (2008) Levodopa unresponsive symptoms in Parkinson dis-
ease. Mov Disord 23(Suppl 3):S521-533

	41.	 Smith PF (2018) Vestibular functions and Parkinson’s disease. Front 
Neurol 9:1085–1085

	42.	 Sterling NW, Cusumano JP, Shaham N, Piazza SJ, Liu G, Kong L, 
Du G, Lewis MM, Huang X (2015) Dopaminergic modulation of 
arm swing during gait among Parkinson’s disease patients. J Parkin-
sons Dis 5:141–150

	43.	 Stiles L, Smith PF (2015) The vestibular-basal ganglia connection: 
balancing motor control. Brain Res 1597:180–188

	44.	 Szlufik S, Kloda M, Friedman A, Potrzebowska I, Gregier K, 
Mandat T, Przybyszewski A, Dutkiewicz J, Figura M, Habela P, 
Koziorowski D (2018) The neuromodulatory impact of subthalamic 
nucleus deep brain stimulation on gait and postural instability in 
Parkinson’s disease patients: a prospective case controlled study. 
Front Neurol 9:906

	45.	 Tran S, Shafiee M, Jones CB, Garg S, Lee S, Pasman EP, Carpen-
ter MG, McKeown MJ (2018) Subthreshold stochastic vestibular 
stimulation induces complex multi-planar effects during standing 
in Parkinson’s disease. Brain Stimul 11:1180–1182

	46.	 Wang JW, Zhang YQ, Zhang XH, Wang YP, Li JP, Li YJ (2017) 
Deep brain stimulation of pedunculopontine nucleus for postural 
instability and gait disorder after Parkinson disease: a meta-analysis 
of individual patient data. World Neurosurg 102:72–78

	47.	 Wilson J, Yarnall AJ, Craig CE, Galna B, Lord S, Morris R, Lawson 
RA, Alcock L, Duncan GW, Khoo TK, O’Brien JT, Burn DJ, Taylor 
JP, Ray NJ, Rochester L (2021) Cholinergic basal forebrain volumes 
predict gait decline in Parkinson’s disease. Mov Disord 36:611–621

	48.	 Wrisley DM, Marchetti GF, Kuharsky DK, Whitney SL (2004) Reli-
ability, internal consistency, and validity of data obtained with the 
functional gait assessment. Phys Ther 84:906–918

	49.	 Wuehr M, Boerner JC, Pradhan C, Decker J, Jahn K, Brandt T, 
Schniepp R (2018) Stochastic resonance in the human vestibular 
system—noise-induced facilitation of vestibulospinal reflexes. Brain 
Stimul 11:261–263

	50.	 Wuehr M, Decker J, Schniepp R (2017) Noisy galvanic vestibular 
stimulation: an emerging treatment option for bilateral vestibulopa-
thy. J Neurol 264:81–86

	51.	 Wuehr M, Eder J, Kellerer S, Amberger T, Jahn K (2023) Mecha-
nisms underlying treatment effects of vestibular noise stimulation on 
postural instability in patients with bilateral vestibulopathy. J Neurol. 
https://​doi.​org/​10.​1007/​s00415-​023-​12085-3

	52.	 Wuehr M, Eder J, Keywan A, Jahn K (2022) Noisy galvanic ves-
tibular stimulation improves vestibular perception in bilateral vesti-
bulopathy. J Neurol. https://​doi.​org/​10.​2139/​ssrn.​41290​70

	53.	 Wuehr M, Nusser E, Decker J, Krafczyk S, Straube A, Brandt T, 
Jahn K, Schniepp R (2016) Noisy vestibular stimulation improves 
dynamic walking stability in bilateral vestibulopathy. Neurology 
86:2196–2202

	54.	 Wuehr M, Nusser E, Krafczyk S, Straube A, Brandt T, Jahn K, 
Schniepp R (2016) Noise-enhanced vestibular input improves 
dynamic walking stability in healthy subjects. Brain Stimul 
9:109–116

	55.	 Wuehr M, Peto D, Fietzek UM, Katzdobler S, Nubling G, Zaganjori 
M, Brendel M, Levin J, Hoglinger GU, Zwergal A (2024) Low-
intensity vestibular noise stimulation improves postural symptoms 
in progressive supranuclear palsy. J Neurol. https://​doi.​org/​10.​1007/​
s00415-​024-​12419-9

	56.	 Wuehr M, Schmidmeier F, Katzdobler S, Fietzek UM, Levin 
J, Zwergal A (2022) Effects of low-intensity vestibular noise 

https://doi.org/10.1007/s00415-023-12085-3
https://doi.org/10.2139/ssrn.4129070
https://doi.org/10.1007/s00415-024-12419-9
https://doi.org/10.1007/s00415-024-12419-9


5497Journal of Neurology (2024) 271:5489–5497	

stimulation on postural instability in patients with Parkinson’s dis-
ease. J Parkinsons Dis 12:1611–1618

	57.	 Xie T, Bloom L, Padmanaban M, Bertacchi B, Kang W, Mac-
Cracken E, Dachman A, Vigil J, Satzer D, Zadikoff C, Markopoulou 
K, Warnke P, Kang UJ (2018) Long-term effect of low frequency 
stimulation of STN on dysphagia, freezing of gait and other motor 
symptoms in PD. J Neurol Neurosurg Psychiatry 89:989–994

	58.	 Yamamoto Y, Struzik ZR, Soma R, Ohashi K, Kwak S (2005) Noisy 
vestibular stimulation improves autonomic and motor responsive-
ness in central neurodegenerative disorders. Ann Neurol 58:175–181


	No evidence for effects of low-intensity vestibular noise stimulation on mild-to-moderate gait impairments in patients with Parkinson’s disease
	Abstract
	Background 
	Objective 
	Methods 
	Results 
	Conclusions 

	Introduction
	Materials and methods
	Participants
	Galvanic vestibular stimulation
	Experimental procedures
	Statistical analysis
	Data availability

	Results
	Discussion
	Acknowledgements 
	References




