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Axonal Degeneration of the Vagus
Nerve in Parkinson’s Disease—A
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Department of Neurology, Leipzig University Hospital, Leipzig, Germany

Background: Recent histopathological studies revealed degeneration of the dorsal

motor nucleus early in the course of Parkinson’s disease (PD). Degeneration of the

vagus nerve (VN) axons following neurodegeneration of brainstem vagal nuclei should

be detectable by high-resolution ultrasound (HRUS) as a thinning of the VNs.

Methods: We measured both VNs cross-sectional area (VN-CSA) of 35 patients with

PD and 35 age- and sex-matched healthy controls at the level of the thyroid gland using

HRUS.

Results: On both sides, the VN-CSA was significantly smaller in PD patients than in

controls (right: 2.1 ± 0.4 vs. 2.3 ± 0.5 mm², left 1.5 ± 0.4 vs. 1.8 ± 0.4 mm²; both p

< 0.05). There was no correlation between the right or left VN-CSA and age, the Hoehn

& Yahr stage, disease duration, the motor part of the Unified Parkinson’s Disease Rating

Scale score, the Montreal Cognitive Assessment score, or the Non-motor Symptoms

Questionnaire, and Scale for Parkinson’s disease score including its gastrointestinal

domain.

Conclusions: These findings provide evidencethat atrophy of the VNs in PD patients

can be detected in-vivo by HRUS.

Keywords: Parkinson’s disease, vagus nerve, high-resolution ultrasound, atrophy, axonal degeneration, non-

motor symptoms

INTRODUCTION

In Parkinson’s disease (PD) autonomic dysfunction may precede the occurrence of the cardinal
motor-symptoms by many years (1). Dysfunction of the gastrointestinal tract is often present in
the prodromal phase of PD and results in constipation, gastroparesis or nausea (1). Most parts
of the gastrointestinal tract receive their parasympathetic input via the vagus nerves (VN) (2). As
shown by Braak and co-workers, the central neurodegenerative process of PD often starts with
the deposition of phosphorylated α-synuclein in the vagal dorsal motor nucleus (DMN) from
where it spreads to the mid-brain and the cortex (3). Since degeneration of neuronal cell bodies
is accompanied by degeneration of their axons (4), the VNs of PD patients might be thinner
than in healthy controls. However, morphological changes in (peripheral) nerves due to axonal
degeneration are subtle and, therefore, hard to detect in-vivo.

We hypothesize that the VNs of PD patients are thinner in comparison with healthy subjects
and that this VN atrophy can be detected by high-resolution ultrasound (HRUS).
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METHODS

The study was approved by the local ethics committee of
Leipzig (reference no.: 251-15-13072015). All subjects gave
written informed consent in accordance with the Declaration
of Helsinki. According to a power analysis based on previously
published ultrasound studies measuring the cross-sectional area
(CSA) of peripheral nerves in neurodegenerative disorders like
amyotrophic lateral sclerosis (5) we estimated that 34 patients
with PD had to be examined to detect a difference in CSA of
15% with a power of 0.9. All participants provided informed and
written consent prior to their study enrolment.

Demographic and Clinical Data
Between July 2016 and July 2017, we recruited 35 patients with
a clinical diagnosis of PD according to the British brain bank
criteria and 35 healthy subjects without any symptoms indicative
of a neurodegenerative disease including movement disorders.
All participants underwent a profound neurological examination.
The third part of the Unified Parkinson’s Disease Rating Scale
(UPDRS-III) was used to assess PD motor symptoms. The
German version of the Non-motor Symptoms Questionnaire and
Scale for Parkinson’s disease (NMS) was used to evaluate non-
motor symptoms (6). Cognition was assessed by the Montreal
Cognitive Assessment (MoCA).

High-Resolution Ultrasound of the Vagus
Nerve and Image Analysis
All 70 participants were examined with HRUS by an experienced
nerve sonographer (JP) using the Esaote MyLab Five system

TABLE 1 | Demographic data and clinical characteristics of patients with Parkinson’s disease and healthy controls.

PD group Control group p-value

Sex (female/male) 16/19 20/15 0.339

Age (in years) 67.7 ± 8.8 67.9 ± 6.2 0.805#

Height (in centimeters) 169.7 ± 7.8 167.7 ± 9.1 0.339*

Weight (in kilograms) 73.4 ± 13.0 74.9 ± 14.4 0.644*

DBS 8/35 (23%) – –

Cardiac arrhythmia 2 (6%) 1 (3%) –

Diabetes mellitus 4 (13%) 1 (3%) 0.164◦

Hoehn & Yahr 2.7 ± 1.0 – –

UPDRS-III (“on”) 22.8 ± 10.2 0.5 ± 0.7 <0.001#

PD duration (in years) 10.6 ± 7.2 – –

MoCA (points) 24.9 ± 3.2 26.9 ± 1.7 0.002*

Total NMS Quest (30 items) 7.8 ± 4.4 2.7 ± 1.8 < 0.001#

NMS Quest: gastrointestinal tract domain (8 items) 1.7 ± 1.2 0.3 ± 0.4 < 0.001#

Pallaesthesia at the ankle (mean, .../8) right 5.5 ± 1.9 right 6.0 ± 1.4 0.334#

left 5.7 ± 1.9 left 5.9 ± 1.5 0.874#

VN-CSA right (mm²) 2.1 ± 0.4 2.3 ± 0.5 0.049#

VN-CSA left (mm²) 1.5 ± 0.4 1.8 ± 0.4 0.021#

VN-symmetry index 1.4 ± 0.3 1.4 ± 0.3 0.315#

*student’s t-test, #Mann-Whitney-U-test, ◦chi-square test. DBS, deep brain stimulation. UPDRS-III, motor part of the Unified Parkinson’s disease rating scale; MoCA, Montreal Cognitive

Assessment; NMS, Quest Non-Motor Symptoms Questionnaire; PD, Parkinson’s Disease; VN-CSA, Vagus nerve cross-sectional area; VN-symmetry index, ratio of the right and the left

VN-CSA.

with a 15 MHz transducer (probe LA435). Briefly, each VN was
visualized in the axial plane at the level of the thyroid gland,
and three native B-mode images were recorded at each side. All
measurements were done offline and in a blinded fashion, i.e.,
the assessor was unaware of the subject‘s identity and of his/her
disease status using the Viewpoint software (5.6.25.281, General
Electric Company). To assess the VN-CSA its contour within the
hyperechoic epineural rim was outlined. CSAs were determined
at a precision of 0.1 mm2. The median of the three VN-CSA
measurements was used for statistical analyses (7). Adhering
to this HRUS protocol we could recently demonstrate good
intra-rater- (intraclass correlation coefficient [ICC] 0.85), inter-
rater- (ICC 0.76) and across-ultrasound systems agreements
(ICC 0.85) (7).

Statistical Analysis
Statistical analyses were performed with SPSS version 24.0 (IBM
Corporation; New York, NY, USA). Differences between groups
were calculated either by student’s t-test (normal distribution),
by Mann-Whiney-U-test (non-normal distribution), or by chi
square test (discrete variables). A multiple linear regression
analysis was calculated to examine the selective impact of clinical
data on right and left VN-CSA in the PD group. A p ≤ 0.05 was

considered statistically significant.

RESULTS

Patient and control group were well-balanced in terms of

demographic data (Table 1). In comparison to healthy subjects,
patients scored higher in the UPDRS-III, the NMS questionnaire
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FIGURE 1 | Typical sonographic findings of the right/left vagus nerve (arrow) in a healthy control subject (A,B) and a patient with Parkinson’s disease (C,D). ICA

internal carotid artery, IJV internal jugular vein. Scale bar 1 cm.

including its gastrointestinal domain and had fewer points in the
MoCA. Pallaesthesia as a sensible marker of polyneuropathy did
not differ between both groups (Table 1).

Mean right and left VN-CSA were significantly smaller in PD
patients (Figure 1, Table 1). Moreover, in both groups, the left
VN-CSA was smaller than the right one (Mann-Whiney-U-test,
both p< 0.01). The VN-symmetry index, that is the ratio between
the right and the left VN-CSA, did not differ between groups.

Within the PD group, themultiple regression analysis revealed
no association between the right or left VN-CSA and age, Hoehn
& Yahr stage, disease duration, UPDRS-III, MoCA score, NMS
questionnaire total score or the score of its gastrointestinal
domain (Supplementary Table S1).

DISCUSSION

Although there is growing evidence that the VNs might play
a prominent role in the propagation of phosphorylated α-
synuclein from the gut to the lower brainstem (1), there are no
studies investigating their morphology in PD patients in vivo. In
the present HRUS study, we demonstrate that both VNs were
significantly thinner in PD patients compared to healthy controls.
In patients and controls, the right VN-CSA was also significantly
larger than the left one confirming our previous findings in
60 healthy subjects (7). This asymmetry may be explained by

differential functional topography of left and right brainstem
vagal nuclei (8) and the vagal innervation of unpaired abdominal
organs. While the right VN predominantly innervates parts of
the small intestine, the colon and also contributes to the anterior
gastric plexus, the left VN terminates in the anterior gastric
plexus, with further branches to the stomach, the liver, and the
superior part of the duodenum. Consequential of asymmetric
innervation, both VNs also differ in their composition of nerve
fibers with the right VN comprising fewer B- and Aδ-nerve
fibers (9). However, the VN-symmetry index was similar between
both groups suggesting that both VNs were equally affected
by axonal degeneration. The VN-CSA reduction by about 9
to 15% is less than previously described in other diseases like
amyotrophic lateral sclerosis (15–30% smaller CSA of different
peripheral nerves compared to healthy controls) (5). However,
the VN consists of axons of multiple brainstem nuclei, namely
the nucleus ambiguous, the solitary nucleus, the spinal trigeminal
nucleus, and the DMN.Moreover, the VN is composed of around
80% afferent and only 20% efferent fibers (10), although the
relative composition of the VN axons stemming from each of its
nuclei is not known in detail. Only the DMN mainly contributes
to the efferent parasympathetic innervation of enteric neurons
(2) and is primarily affected in the early stages of the central
neurodegenerative process in PD (3). Hence, the relatively little
thinning of the VN may be the consequence of a selective,
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but almost complete degeneration of DMN axons. Therefore, in
those PD cases, where the DMN does not show a prominent
phosphorylated α-synuclein pathology, less axonal degeneration
should occur and, thus, the VN-CSA might not substantially
be reduced. In agreement with these histopathological studies,
an electrophysiological study that addressed the integrity of
the vagal nuclei complex by recording somatosensory evoked
potentials after stimulating the auricular branch of the VN did
not point to a prominent dysfunction of the VN’s sensory part in
PD (11).

We found no correlation between the VN-CSA and disease
duration, disease severity or cognitive status. The absent
correlations may be explained by an advanced degeneration
of the DMN already in early clinical disease stages (that are
defined by motor symptoms). There was also no correlation
between the VN-CSA and the frequency of non-motor symptoms
and in particular with gastrointestinal symptoms as assessed by
the NMS questionnaire. However, the qualitative version of the
NMS questionnaire might have been not sensitive enough and
further studies should employ more specific tests to assess the
gastrointestinal function.

One limitation of our study is that we only examined
the VNs but no other cranial or peripheral nerves. Thus,
we cannot rule out that the CSA reduction is not specific
for the VNs. Up to 16% of PD patients have a large fiber
peripheral neuropathy (12), which might also involve the
VNs. However, neurological examination including assessment
of pallaesthesia revealed no difference between PD patients
and control group. Therefore, future studies that would
validate these findings should include other neurodegenerative

disorders, measurements of different peripheral nerves’ CSA and

neurophysiological as well as laboratory assessment to control
for (sub-) clinical peripheral neuropathy and other comorbidities
such as vitamin B12, methylmalonic acid or fasting homocysteine
levels. Finally, changes in VN-CSA were subtle, thus, 3D
ultrasoundmight help to further improve measurement accuracy
(13).

In conclusion, HRUS of the VN as a non-invasive bedside
imaging modality revealed thinner VNs in PD patients
independent of the disease stage and duration and may therefore
be of interest as a biomarker to identify patients at risk
of PD (rather than as a longitudinal parameter) in future
studies.

AUTHOR CONTRIBUTIONS

JP and DW designed the experiments. JP and EB performed
the experiments. CF gave organizational support. JP and DW
analyzed the data. JP, JC, and DW wrote the paper.

FUNDING

DW was supported by a grant of the German Parkinson Society
[Deutsche Parkinson Gesellschaft (DPG)].

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found
online at: https://www.frontiersin.org/articles/10.3389/fneur.
2018.00951/full#supplementary-material

REFERENCES

1. Klingelhoefer L, Reichmann H. Pathogenesis of Parkinson disease–the gut-
brain axis and environmental factors. Nat Rev Neurol. (2015) 11:625–36.
doi: 10.1038/nrneurol.2015.197

2. Hsieh JH, Chen RF, Wu JJ, Yen CT, Chai CY. Vagal innervation of the
gastrointestinal tract arises from dorsal motor nucleus while that of the
heart largely from nucleus ambiguus in the cat. J Autonom Nerv Syst. (1998)
70:38–50.

3. Braak H, Rüb U, Gai WP, Del Tredici K. Idiopathic Parkinson’s disease:
possible routes by which vulnerable neuronal types may be subject to
neuroinvasion by an unknown pathogen. J Neural Trans. (2003) 110:517–36.
doi: 10.1007/s00702-002-0808-2

4. Mu L, Sobotka S, Chen J, Su H, Sanders I, Adler CH, et al. Alpha-
synuclein pathology and axonal degeneration of the peripheral motor nerves
innervating pharyngeal muscles in Parkinson disease. J Neuropathol Exp

Neurol. (2013) 72:119–29. doi: 10.1097/NEN.0b013e3182801cde
5. Nodera H, Takamatsu N, Shimatani Y, Mori A, Sato K, Oda M, et

al. Thinning of cervical nerve roots and peripheral nerves in ALS
as measured by sonography. Clin Neurophysiol. (2014) 125:1906–11.
doi: 10.1016/j.clinph.2014.01.033

6. Storch A, Odin P, Trender-Gerhard I, Fuchs G, Reifschneider G, Ray
Chaudhuri K, et al. Non-motor symptoms questionnaire und scale für das
idiopathische Parkinson-syndrom. Interkult Adaptierte Versionen Deutscher

Sprache Nervenarzt (2010) 81:980–5. doi: 10.1007/s00115-010-3010-z
7. Pelz JO, Belau E, Henn P, Hammer N, Classen J, Weise D. Sonographic

evaluation of the vagus nerves: protocol, reference values, and side-to-side
differences.Muscle Nerve (2018) 57:766–71. doi: 10.1002/mus.25993

8. Cheng Z, Powley TL, Schwaber JS, Doyle FJ. Projections of the dorsal motor
nucleus of the vagus to cardiac ganglia of rat atria: an anterograde tracing
study. J Comp Neurol. (1999) 410:320–41.

9. Al-Kureischi K. Topographic anatomy and fibre diameter of the human vagal
trunk. Acta Anat. (1979) 103:252–8.

10. Seki A, Green HR, Lee TD, Hong L, Tan J, Vinters HV, et al. Sympathetic nerve
fibers in human cervical and thoracic vagus nerves. Heart Rhythm (2014)
11:1411–7. doi: 10.1016/j.hrthm.2014.04.032

11. Weise D, Adamidis M, Pizzolato F, Rumpf J-J, Fricke C, Classen
J. Assessment of brainstem function with auricular branch of vagus
nerve stimulation in Parkinson’s disease. PLoS ONE (2015) 10:e0120786.
doi: 10.1371/journal.pone.0120786

12. Zis P, Grünewald RA, Chaudhuri RK, Hadjivassiliou M. Peripheral
neuropathy in idiopathic Parkinson’s disease: a systematic
review. J Neurol Sci. (2017) 378:204–9. doi: 10.1016/j.jns.2017.
05.023

13. Pelz JO, Busch M, Weinreich A, Saur D, Weise D. Evaluation Of freehand
high-resolution 3-dimensional ultrasound of the median nerve.Muscle Nerve

(2017) 55:206–12. doi: 10.1002/mus.25241

Conflict of Interest Statement: DW has received speaker honoraria from Ipsen
Pharma, Merz Pharmaceuticals, Allergan Inc, UCB Pharma and Abbott.

The remaining authors declare that the research was conducted in the absence of
any commercial or financial relationships that could be construed as a potential
conflict of interest.

Copyright © 2018 Pelz, Belau, Fricke, Classen and Weise. This is an open-access

article distributed under the terms of the Creative Commons Attribution License (CC

BY). The use, distribution or reproduction in other forums is permitted, provided

the original author(s) and the copyright owner(s) are credited and that the original

publication in this journal is cited, in accordance with accepted academic practice.

No use, distribution or reproduction is permitted which does not comply with these

terms.

Frontiers in Neurology | www.frontiersin.org 4 November 2018 | Volume 9 | Article 951

https://www.frontiersin.org/articles/10.3389/fneur.2018.00951/full#supplementary-material
https://doi.org/10.1038/nrneurol.2015.197
https://doi.org/10.1007/s00702-002-0808-2
https://doi.org/10.1097/NEN.0b013e3182801cde
https://doi.org/10.1016/j.clinph.2014.01.033
https://doi.org/10.1007/s00115-010-3010-z
https://doi.org/10.1002/mus.25993
https://doi.org/10.1016/j.hrthm.2014.04.032
https://doi.org/10.1371/journal.pone.0120786
https://doi.org/10.1016/j.jns.2017.05.023
https://doi.org/10.1002/mus.25241
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/journals/neurology#articles

	Axonal Degeneration of the Vagus Nerve in Parkinson's Disease—A High-Resolution Ultrasound Study
	Introduction
	Methods
	Demographic and Clinical Data
	High-Resolution Ultrasound of the Vagus Nerve and Image Analysis
	Statistical Analysis

	Results
	Discussion
	Author Contributions
	Funding
	Supplementary Material
	References


