
 

 

 University of Groningen

Retention of Improved Plantar Sensation in Patients with Type II Diabetes Mellitus and
Sensory Peripheral Neuropathy after One Month of Vibrating Insole Therapy
Ennion, Liezel; Hijmans, Juha M

Published in:
Sensors

DOI:
10.3390/s24103131

IMPORTANT NOTE: You are advised to consult the publisher's version (publisher's PDF) if you wish to cite from
it. Please check the document version below.

Document Version
Publisher's PDF, also known as Version of record

Publication date:
2024

Link to publication in University of Groningen/UMCG research database

Citation for published version (APA):
Ennion, L., & Hijmans, J. M. (2024). Retention of Improved Plantar Sensation in Patients with Type II
Diabetes Mellitus and Sensory Peripheral Neuropathy after One Month of Vibrating Insole Therapy: A Pilot
Study. Sensors, 24(10), Article 3131. https://doi.org/10.3390/s24103131

Copyright
Other than for strictly personal use, it is not permitted to download or to forward/distribute the text or part of it without the consent of the
author(s) and/or copyright holder(s), unless the work is under an open content license (like Creative Commons).

The publication may also be distributed here under the terms of Article 25fa of the Dutch Copyright Act, indicated by the “Taverne” license.
More information can be found on the University of Groningen website: https://www.rug.nl/library/open-access/self-archiving-pure/taverne-
amendment.

Take-down policy
If you believe that this document breaches copyright please contact us providing details, and we will remove access to the work immediately
and investigate your claim.

Downloaded from the University of Groningen/UMCG research database (Pure): http://www.rug.nl/research/portal. For technical reasons the
number of authors shown on this cover page is limited to 10 maximum.

https://doi.org/10.3390/s24103131
https://research.rug.nl/en/publications/2f1fad52-fe64-406d-8360-2c29a8f73fa6
https://doi.org/10.3390/s24103131


Citation: Ennion, L.; Hijmans, J.M.

Retention of Improved Plantar

Sensation in Patients with Type II

Diabetes Mellitus and Sensory

Peripheral Neuropathy after One

Month of Vibrating Insole Therapy: A

Pilot Study. Sensors 2024, 24, 3131.

https://doi.org/10.3390/s24103131

Academic Editors: Georgios

Dimitrakopoulos and George

Matsopoulos

Received: 1 April 2024

Revised: 8 May 2024

Accepted: 13 May 2024

Published: 15 May 2024

Copyright: © 2024 by the authors.

Licensee MDPI, Basel, Switzerland.

This article is an open access article

distributed under the terms and

conditions of the Creative Commons

Attribution (CC BY) license (https://

creativecommons.org/licenses/by/

4.0/).

sensors

Communication

Retention of Improved Plantar Sensation in Patients with Type II
Diabetes Mellitus and Sensory Peripheral Neuropathy after One
Month of Vibrating Insole Therapy: A Pilot Study
Liezel Ennion 1,* and Juha M. Hijmans 2

1 Department of Physiotherapy, University of the Western Cape (UWC), 10 Blanckenberg Road, Bellville,
Cape Town 7530, South Africa

2 Department of Rehabilitation Medicine, University Medical Center Groningen, University of Groningen,
Hanzeplein 1, 9713 GZ Groningen, The Netherlands; j.m.hijmans@umcg.nl

* Correspondence: lennion@uwc.ac.za

Abstract: Sensory peripheral neuropathy is a common complication of diabetes mellitus and the
biggest risk factor for diabetic foot ulcers. There is currently no available treatment that can reverse
sensory loss in the diabetic population. The application of mechanical noise has been shown to
improve vibration perception threshold or plantar sensation (through stochastic resonance) in the
short term, but the therapeutic use, and longer-term effects have not been explored. In this study,
vibrating insoles were therapeutically used by 22 participants, for 30 min per day, on a daily basis,
for a month by persons with diabetic sensory peripheral neuropathy. The therapeutic application
of vibrating insoles in this cohort significantly improved VPT by an average of 8.5 V (p = 0.001)
post-intervention and 8.2 V (p < 0.001) post-washout. This statistically and clinically relevant im-
provement can play a role in protection against diabetic foot ulcers and the delay of subsequent
lower-extremity amputation.

Keywords: sensory peripheral neuropathy; therapeutic; vibration

1. Introduction

In 2021, 537 million adults globally were diagnosed with diabetes mellitus (DM) and
6.7 million people died as a result of the complications of DM [1]. Another 541 million
people have Impaired Glucose Tolerance (IGT), placing them at high risk for developing
type II DM in the near future [1]. Three out of every four people diagnosed with DM live
in middle- and lower-income countries such as South Africa [1]. Of these, 66.8% of cases
are currently undiagnosed [1], and approximately 60% of all patients diagnosed with DM
will develop diabetic peripheral neuropathy (DPN) [2].

One of the most common symptoms of peripheral neuropathy is loss of cutaneous
sensation in the feet [2]. Having sensory loss is the biggest risk factor for developing a
diabetic foot ulcer. The lifetime risk for developing a foot ulcer is 15–20% in the diabetic
population, and once patients with diabetes develop a foot ulcer, 34% will suffer a lower
limb amputation within the subsequent year [1,3,4]. Currently, there is no medication or
therapy that has been proven to improve or reverse sensory loss in persons with diabetic
sensory peripheral neuropathy over the long term.

Vibration perception threshold (VPT) is a measure of the severity of neuropathy. The
application of mechanical noise has proven to be effective in improving VPT in the short
term through a mechanism called stochastic resonance [5]. In this study, conducted in
the Netherlands, mechanical noise was mainly used to improve plantar sensation during
the actual use of vibrating insoles [5]. In other, similar studies, the improvement in VPT
remained after the prolonged use (up to 60 min) of vibrating insoles, suggesting that no
adaptations of the mechanoreceptors took place [6,7]. The lack of adaptation identified in
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these studies (67) suggested the potential of applying mechanical noise repeatedly over
a longer period of time. Long-term application might provide the CNS with more tactile
input, which might result in longer-lasting effects. To date, the effect of repeated application
over a longer period and the longer-term retention of the effects have not been explored,
other than in a single case study [8]. The current study aimed to determine if the repetitive
therapeutic application of mechanical noise applied to the plantar surface of persons with
Type II DM could improve VPT and if the improvement was maintained over time in a
bigger sample.

2. Methods

A prospective, longitudinal, quasi-experimental design was utilised to collect data for
the study. The research was conducted in the Cape Town metropolitan area of Western Cape
province, South Africa. Ethics approval was obtained from the University of the Western
Cape’s Biomedical Research Ethics Committee (BM16/3/23). Permission to conduct the
study was obtained from the Western Cape Provincial Department of Health and the
respective facilities.

Participants were recruited from public community health centres (CHC) in Cape
Town, two private diabetic clinics, and through snowball sampling, where participants
referred other potential participants. The relevant medical history of the referred patients
was obtained and potential participants were evaluated against the inclusion criteria.

Of the 90 participants screened, 31 met the inclusion criteria and were enrolled in
the study. The inclusion criteria were as follows: age 18–80 years; type II diabetes and
diabetic SPN; no neurological disease unrelated to DM, no diagnosis of tuberculosis or
human immunodeficiency virus (HIV), and a mean vibration perception threshold (VPT)
measurement of 20 V–50 V on at least one foot, measured with the Bio-thesiometer (Bio-
thesiometer USA, Serial nr. 6694 LP) at seven points recommended in the Bio-thesiometer
manual (tip of first toe, base of first toe, tip of second to fifth toes, and middle of the arch).
Nine participants did not return for follow-up assessments and were excluded from the
study. The final study sample consisted of 22 participants.

The Bio-thesiometer measurements at the seven previously mentioned locations were
repeated three times. The mean score for each point was calculated and then averaged
across the seven points. The reported VPT score for the participant was the mean value of
both feet. Baseline measurements of VPT were taken by an independent research assistant
prior to the intervention (VPT 1), following the intervention (VPT 2), and after a one-month
washout period (VPT 3).

The intervention was provided by a vibrating insole (SureStep™, Phoenix Medical
Technologies, Providence, RI, USA) and applied for 30 min daily by the participants for one
calendar month. The participant was in a seated position with feet placed on the insoles.
The insoles transmitted a non-invasive, mechanical vibration to the plantar aspect of the feet.
The stimulus waveform consisted of a white noise bandpass filtered to 50–500 Hz [9]. The
vibration was generated by three piezoelectric actuators located at the medial and lateral
metatarsal phalangeal joints and heel. The amplitude of the vibration was determined by
adjusting the volume level (output voltage) of an MP3 player connected to the insoles. The
initial amplitude of the vibratory stimulus for each patient was set at a supra-threshold level.
Participants were instructed to maintain the vibration amplitude at the supra-threshold
and to keep a daily log to document compliance and changes in the amplitude of the
MP3 player’s volume setting. The insoles were well-tolerated and no adverse effects were
reported during the study. Figure 1 shows an overview of the intervention.

A data analysis was performed using SPSS (version 27). Descriptive statistics of the
participants were recorded. To determine the effectiveness of the intervention, a repeated
measures ANOVA was performed. When a main effect of time was found, paired t-tests
with Bonferroni correction (alfa = 0.05/3) were performed to determine the differences
between the three time points.
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Figure 1. Overview of the intervention.

3. Results

The mean age of the participants was 58 years (range 39–78; SD ± 9 years and
11 months). Fourteen females and eight males participated in the study. A main ef-
fect of time on VPT was shown (F(1, 1.738) = F 248.004, p < 0.001)). The reduced VPT
effect was present post-intervention (VPT2) in 86% (N = 19) and in 91% of participants
(N = 20) post-washout (VPT3) (Table 1). Pairwise comparisons show significant changes
between pre-intervention and post-intervention and between pre-intervention and post-
washout. No difference was found between post-intervention and post-washout (Table 1
and Figure 2), indicating that the therapeutic effect was retained over time.

Table 1. Vibration perception thresholds and pairwise comparisons.

VPT (Volts) Pairs Mean Difference
between
Measurements (Volt)

Standard Error p-Value Effect Size
(Cohen’s d)

VPT 1
Baseline

34 (SD ± 8.2) VPT 1–VPT 2 8.5 1.81 * 0.001 1.0

VPT2
Post-intervention

25.5 (SD ± 7.4) VPT 2–VPT 3 0.3 1.72 1.00 0.1

VPT 3
Post-washout

25.8 (SD ± 8.2) VPT 1–VPT 3 8.2 1.8 * <0.001 1.1

* Statistically significant.

According to their self-reported treatment logs, all 22 participants who were included
in the final sample were compliant with the daily use of the device for 30 min.
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4. Discussion

There are no known non-pharmacological interventions that lead to a retention of
the short-term efficacy in reducing VPT in people with diabetes [10]. Following a single
case-study (with these insoles) [8], this is the first intervention shown to improve VPT in
the diabetic population and retain this effect after a washout period of one month.

The mechanism of this improvement is poorly understood. One of the potential
working mechanisms which could explain the immediate effects of mechanical noise stimu-
lation of the plantar side of the foot is stochastic resonance. Through stochastic resonance,
previously unfelt subthreshold stimuli become suprathreshold stimuli and produce in-
creased action potentials which would not occur without the noise signal [5]. This could
explain why subthreshold mechanical noise stimulation can improve standing balance [11],
gait [12], and tactile sensation [13] in the short term. However, all these effects are immedi-
ate, short-term effects while the noise stimulation is being applied. In the current study, we
showed long-lasting effects (improved VPT) in the absence of active noise stimulation. Po-
tentially, neuroplasticity of the brain could play a role, where increased tactile information
(due to more action potentials) during the therapy may cause reorganisation in the brain,
improving the perception of tactile stimulation. However, other non-stochastic stimuli, like
electrical stimulation, have also proven to be effective in improving tactile sensation [14].
Therefore, it is questionable whether stochastic resonance or neuronal reorganisation is the
only working mechanism to explain the improved sensation.

Even though other working mechanisms may explain the long-term effects of me-
chanical noise stimulation, the use of random noise as a stimulus instead of a vibratory
stimulus with a fixed frequency could have other positive effects on the results. It is
known that adaptation takes place in mechanoreceptors when they are stimulated with a
consistent-frequency vibration [15]. This adaptation would negatively impact sensation
by increasing the threshold for tactile sensation and therefore decreasing the sensitivity.
Seemingly, the mechanoreceptors do not adapt to the application of random noise, so
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the potential negative effects of a consistent vibratory stimulus on tactile sensation are
eliminated, potentially resulting in improved sensation.

The current study showed that the daily (therapeutic) use of vibrating insoles for
30 consecutive days, 30 min/day, reduced the vibration perception threshold by 8.5 V in a
cohort of diabetic patients with sensory peripheral neuropathy. The intervention was well
tolerated with a self-reported compliance rate of 100%. In many cases, participants were
reluctant to return the device because they enjoyed the sensation and noticed a marked
improvement in their pedal sensation. Previous studies have shown that there is a strong
relation between VPT and ulceration rates [16]. The Vibration Perception Threshold can
predict those patients with diabetes who are at increased risk of foot ulceration and a
VPT > 25 V carries a sevenfold higher risk of foot ulceration [16]. Further, a multicentre
study found that in patients with a VPT > 25 V, for each 1 V increase in VPT, the risk of foot
ulceration increased by 5.6% [17].

Significantly, an 8.5 V reduction in VPT was observed following the intervention,
which persisted (V reduction) after a washout period of one month. Therefore, the 8.5 V
reduction in VPT demonstrated in the current study implies that if the inverse relationship
between VPT and risk of ulceration is also valid, the vibrating insoles could lower the risk
of foot ulceration amongst high-risk diabetics by as much as 47%. This suggests that the
vibrating insoles may be used therapeutically in patients with diabetic SPN, potentially
resulting in a protective effect against foot ulceration.

If the onset of a first ulcer can be avoided or delayed, there would be considerable
medical cost savings and the risk for subsequent lower-extremity amputation would be
significantly lower [18,19]. It is commonly known that sensory loss is progressive in the
diabetic population. Therefore, it is unlikely that the observed improvement in VPT could
be attributable to causes other than the intervention.

The continuous improvement in VPT one month after the intervention was stopped
was not explored in this study and cannot currently be explained clearly. However, the
fact the VPT was still improved after one month of no intervention when compared to the
baseline, and in some cases was even better than post-intervention results, could allude
to a systemic change. This hypothesis could potentially be supported by the findings of
studies utilising full-body vibration [20,21]. In both these studies, whole-body vibration
resulted in improved tissue oxygenation and skin blood flow [20,21]. Similarly, this effect
(improved skin blood flow) was also noted and retained for a period of time in a more
recent study where 35 Hz vibration was applied locally to the plantar aspect of the feet
of patients with diabetes mellitus [22]. Improved tissue oxygenation and skin blood flow
could lead to improved peripheral nerve health and subsequently improve sensation, as
observed in the cohort of the current study utilising vibrating insoles.

This theory could potentially explain the retention of the effect over time, but further
study on this topic is warranted.

Another hypothesis to try and explain the retention of improved vibration perception
threshold over time is that the effect could be attributed to the increased presence of
nitric oxide (NO). It is commonly known that NO production is impaired in patients with
diabetes [23]. Nitric oxide release is stimulated by insulin [24]. As insulin production is
reduced or impaired in patients with diabetes mellitus, there is a marked reduction in the
presence of NO in this population [24]. Nitric oxide plays an important role in regulating
the vascular system [24].

Impaired NO production and its presence in the vascular system can result in hyperten-
sion, cardiovascular disease, angiogenesis-associated disorders and atherosclerosis [25–27].
Nitric oxide is also responsible for the secretion of vascular endothelial growth factor
(VEGF), which, in turn, stimulates angiogenesis [28].

Therefore, inversely, the presence or increased production of NO can be considered
protective against these vascular complications, commonly identified in patients with
type II DM.
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In music studies, low-frequency vibrations (similar to what the insoles produce)
have also been proven to stimulate the release of NO [29]. The oscillating low-frequency
vibrations produced by the insoles could possibly have led to the increased production
of NO, which, in turn, would lead to vasodilation and improved skin blood flow and
tissue oxygenation, as well as angiogenesis, all of which could improve nerve health and
regeneration. The increase in NO production specifically upon lower-frequency vibrations
might explain the longer-term improvement in vibration perception threshold in this cohort,
but further investigation is necessary to prove this hypothesis.

There are some limitations to this study. No control group was used in this study.
Future studies adopting a control group receiving a sham intervention should be performed
to verify the results of this study. A second limitation was that compliance was not recorded
objectively. Although the results are very promising, actual use of the insoles should be
objectively recorded in future studies in order to see whether there is a relation between
the actual therapy time and the level of VPT improvement. As this was the first pilot study
on the therapeutic use of vibrating insoles in a group of patients, the optimal dosage of the
intervention was not determined. This could also be of value in future research.

5. Conclusions

This is the first study demonstrating that the beneficial effects on the vibration percep-
tion threshold of vibratory stimulation can be retained for at least a period of one month
after the cessation of the intervention. No other non-pharmacological treatment for the
loss of pedal sensation in patients with Type II DM has shown similar longer-term results.
The retention of the effect over time cannot currently be explained, but future research on
the reasons for the retention and potential of vibratory stimulation for ulcer prevention
is warranted.

Author Contributions: Conceptualization, L.E. and J.M.H.; methodology, L.E. and J.M.H.; validation
and formal analysis, L.E. and J.M.H.; investigation, L.E.; writing—original draft preparation, L.E.;
writing—review and editing, L.E. and J.M.H.; project administration, L.E.; funding acquisition, L.E.
All authors have read and agreed to the published version of the manuscript.

Funding: Medical Research Council of South Africa (Self-Initiated Research (SIR) grant), and Phoenix
medical technologies (USA).

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki, and approved by the Biomedical Research Ethics Committee of the University of the
Western Cape, (BM16/3/23, 6 November 2019).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: Data are contained within the article.

Acknowledgments: We would like to acknowledge Phoenix Medical Technologies for providing the
vibrating insoles and funding for this study.

Conflicts of Interest: The authors declare no conflict of interest.

Abbreviations
(SPN) sensory peripheral neuropathy; (DM) diabetes mellitus; (VPT) vibration perception

threshold; (V) volts; (CHC) community health centre; (HIV) immunodeficiency virus.

References
1. International Diabetes Federation. IDF Diabetes Atlas, 10th ed. 2021. Available online: https://diabetesatlas.org/atlas/tenth-

edition/ (accessed on 10 March 2022).
2. Battula, P.; Afreen, S.; Meena, E.; Reddy, S.S.R.; Sujatha, G. Prevalence of sensory peripheral neuropathy in diabetic patients at

diabetes care centre: A cross sectional study. Int. J. Res. Med. Sci. 2017, 5, 4066. [CrossRef]

https://diabetesatlas.org/atlas/tenth-edition/
https://diabetesatlas.org/atlas/tenth-edition/
https://doi.org/10.18203/2320-6012.ijrms20173984


Sensors 2024, 24, 3131 7 of 8

3. Johannesson, A.; Larsson, G.; Ramstrand, N.; Turkiewicz, A.; Wirehn, A.; Atroshi, I. Incidence of lower-limb amputation in the
diabetic and non-diabetic general population. Diabetes Care 2009, 32, 275–280. [CrossRef]

4. Kärvestedt, L.; Mårtensson, E.; Grilla, V.; Elofsson, S.; von Wendt, G.; Hamsten, A.; Brismar, K. The prevalence of peripheral
neuropathy in a population-based study of patients with type 2 diabetes in Sweden. J. Diabetes Complicat. 2011, 25, 97–106.
[CrossRef]

5. Zwaferink, J.B.J.; Hijmans, J.M.; Schrijver, C.M.; Schrijver, L.K.; Postema, K.; van Netten, J.J. Mechanical Noise Improves the
Vibration Perception Threshold of the Foot in People with Diabetic Neuropathy. J. Diabetes Sci. Technol. 2020, 14, 16–21. [CrossRef]
[PubMed] [PubMed Central]

6. Cloutier, R.; Horr, S.; Niemi, J.B.; D’Andrea, S.; Lima, C.; Harry, J.D.; Veves, A. Prolonged mechanical noise restores tactile sense
in diabetic neuropathic patients. Int. J. Low. Extrem. Wounds 2009, 8, 6–10. [CrossRef]

7. Cham, B.M.; Mohseni-Bandpei, M.A.; Bahramizadeh, M.; Kalbasi, S.; Biglarian, A. The effects of Vibro-medical insole on
vibrotactile sensation in diabetic patients with mild-to-moderate peripheral neuropathy. Neurol. Sci. 2018, 39, 1079–1084.
[CrossRef]

8. Ennion, L.; Hijmans, J. Improving vibration perception in a patient with type 2 diabetes and sensory peripheral neuropathy. S.
Afr. J. Physiother. 2019, 75, 602. [CrossRef]

9. Hijmans, J.M.; Geertzen, J.H.B.; Schokker, B.; Postema, K. Development of vibrating insoles. Int. J. Rehabil. Res. 2007, 30, 343–345.
[CrossRef]

10. Jeffcoate, W.J.; Vileikyte, L.; Boyko, E.J.; Armstrong, D.J.; Boulton, A.J.M. Current Challenges and Opportunities in the Prevention
and Management of Diabetic Foot Ulcers. Diabetes Care 2018, 41, 645–652. [CrossRef]

11. Hijmans, J.M.; Geertzen, J.; Zijlstra, W.; Hof, A.L.; Postema, K. Effects of vibrating insoles on standing balance in diabetic
neuropathy. J. Rehabil. Res. Dev. 2008, 45, 1441–1449. [CrossRef]

12. Stephen, D.G.; Wilcox, B.J.; Niemi, J.B.; Franz, J.R.; Kerrigan, D.; D’Andrea, S.E. Baseline-dependent effect of noise-enhanced
insoles on gait variability in healthy elderly walkers. Gait Posture 2012, 36, 537–540. [CrossRef]

13. Collins, J.J.; Priplata, A.A.; Gravelle, D.C.; Niemi, J.; Harry, J.; Lipsitz, L.A. Noise-enhanced human sensorimotor function. Eng.
Med. Biol. Mag. 2003, 22, 76–83. [CrossRef]

14. Najafi, B.; Talal, T.K.; Grewal, G.S.; Menzies, R.; Armstrong, D.G.; Lavery, L.A. Using Plantar Electrical Stimulation to Improve
Postural Balance and Plantar Sensation Among Patients with Diabetic Peripheral Neuropathy: A Randomized Double Blinded
Study. J. Diabetes Sci. Technol. 2017, 11, 693–701. [CrossRef] [PubMed] [PubMed Central]

15. Strzalkowski, N.D.; Mildren, R.L.; Bent, L.R. Thresholds of cutaneous afferents related to perceptual threshold across the human
foot sole. J. Neurophysiol. 2015, 114, 2144–2151. [CrossRef] [PubMed] [PubMed Central]

16. Van Netten, J.J.; Price, P.E.; Lavery, L.A.; Monteiro-Soares, M.; Rasmussen, A.; Jubiz, Y.; Bus, S.A.; International Working Group on
the Diabetic Foot [IWGDF]. Prevention of foot ulcers in the at-risk patient with diabetes: A systematic review. Diabetes/Metab. Res.
Rev. 2016, 32, 84–98. [CrossRef]

17. Young, M.J.; Breddy, J.L.; Veves, A.; Boulton, A.J.M. The prediction of diabetic neuropathic foot ulceration using vibration
perception thresholds: A prospective study. Diabetes Care 1994, 17, 557–560. [CrossRef]

18. Abbott, C.A.; Vlleikyte, L.; Williamson, S.; Carrington, A.L.; Boulton, A.J.M. Multicenter study of the incidence of and predictive
risk factors for Diabetic Neuropathic foot ulceration. Diabetes Care 1998, 21, 1071–1075. [CrossRef] [PubMed]

19. Morbach, S.; Furchert, H.; Gröblinghoff, U.; Hoffmeier, H.; Kersten, K.; Klauke, G.T.; Klemp, U.; Roden, T.; Haastert, B.; Rümenapf,
G.; et al. Long-term prognosis of diabetic foot patients and their limbs: Amputation and death over the course of a decade.
Diabetes Care 2012, 35, 2021–2027. [CrossRef] [PubMed]

20. Rittweger, J.; Moss, A.D.; Colier, W.; Stewart, C.; Degens, H. Muscle tissue oxygenation and VEGF in VO-matched vibration and
squatting exercise. Clin. Physiol. Funct. Imaging 2010, 30, 269–278. [CrossRef] [PubMed]

21. Johnson, P.K.; Feland, J.B.; Johnson, A.W.; Mack, G.W.; Mitchell, U.H. Effect of whole body vibration on skin blood flow and nitric
oxide production. J. Diabetes Sci. Technol. 2014, 8, 889–894. [CrossRef] [PubMed] [PubMed Central]

22. Zhu, T.; Wang, Y.; Wang, X.; Liao, F.; Liu, Y.; Jan, Y.K. Effect of Local Vibrations on Plantar Skin Blood Flow Responses During
Weight-bearing Standing in Healthy Volunteers. Wound Manag. Prev. 2020, 66, 7–14. [CrossRef] [PubMed]

23. Tessari, P.; Cecchet, D.; Cosma, A.; Vettore, M.; Coracina, A.; Millioni, R.; Iori, E.; Puricelli, L.; Avogaro, A.; Vedovato, M. Nitric
oxide synthesis is reduced in subjects with type 2 diabetes and nephropathy. Diabetes 2010, 59, 2152–2159. [CrossRef] [PubMed]
[PubMed Central]

24. Chen, K.; Pittman, R.N.; Popel, A.S. Nitric oxide in the vasculature: Where does it come from and where does it go? A quantitative
perspective. Antioxid. Redox. Signal. 2008, 10, 1185–1198. [CrossRef] [PubMed] [PubMed Central]

25. Moncada, S.; Higgs, E.A. Nitric oxide and the vascular endothelium. Handb. Exp. Pharmacol. 2006, 176 Pt 1, 213–254.
26. Ongini, E.; Impagnatiello, F.; Bonazzi, A.; Guzzetta, M.; Govoni, M.; Monopoli, A.; Del Soldato, P.; Ignarro, L.J. Nitric oxide

(NO)-releasing statin derivatives, a class of drugs showing enhanced antiproliferative and antiinflammatory properties. Proc.
Natl. Acad. Sci. USA 2004, 101, 8497–8502. [CrossRef]

27. Pacher, P.; Beckman, J.S.; Liaudet, L. Nitric oxide and peroxynitrite in health and disease. Physiol. Rev. 2007, 87, 315–424.
[CrossRef]

https://doi.org/10.2337/dc08-1639
https://doi.org/10.1016/j.jdiacomp.2010.04.001
https://doi.org/10.1177/1932296818804552
https://www.ncbi.nlm.nih.gov/pubmed/30328708
https://www.ncbi.nlm.nih.gov/pmc/PMC7189161
https://doi.org/10.1177/1534734608330522
https://doi.org/10.1007/s10072-018-3318-1
https://doi.org/10.4102/sajp.v75i1.602
https://doi.org/10.1097/MRR.0b013e3282f14469
https://doi.org/10.2337/dc17-1836
https://doi.org/10.1682/JRRD.2008.02.0023
https://doi.org/10.1016/j.gaitpost.2012.05.014
https://doi.org/10.1109/MEMB.2003.1195700
https://doi.org/10.1177/1932296817695338
https://www.ncbi.nlm.nih.gov/pubmed/28627217
https://www.ncbi.nlm.nih.gov/pmc/PMC5588835
https://doi.org/10.1152/jn.00524.2015
https://www.ncbi.nlm.nih.gov/pubmed/26289466
https://www.ncbi.nlm.nih.gov/pmc/PMC4595609
https://doi.org/10.1002/dmrr.2701
https://doi.org/10.2337/diacare.17.6.557
https://doi.org/10.2337/diacare.21.7.1071
https://www.ncbi.nlm.nih.gov/pubmed/9653597
https://doi.org/10.2337/dc12-0200
https://www.ncbi.nlm.nih.gov/pubmed/22815299
https://doi.org/10.1111/j.1475-097X.2010.00937.x
https://www.ncbi.nlm.nih.gov/pubmed/20497445
https://doi.org/10.1177/1932296814536289
https://www.ncbi.nlm.nih.gov/pubmed/24876449
https://www.ncbi.nlm.nih.gov/pmc/PMC4764225
https://doi.org/10.25270/wmp.2020.8.0714
https://www.ncbi.nlm.nih.gov/pubmed/32732438
https://doi.org/10.2337/db09-1772
https://www.ncbi.nlm.nih.gov/pubmed/20484137
https://www.ncbi.nlm.nih.gov/pmc/PMC2927936
https://doi.org/10.1089/ars.2007.1959
https://www.ncbi.nlm.nih.gov/pubmed/18331202
https://www.ncbi.nlm.nih.gov/pmc/PMC2932548
https://doi.org/10.1073/pnas.0401996101
https://doi.org/10.1152/physrev.00029.2006


Sensors 2024, 24, 3131 8 of 8

28. Yamamoto, N.; Oyaizu, T.; Enomoto, M.; Horie, M.; Yuasa, M.; Okawa, A.; Yagishita, K. VEGF and bFGF induction by nitric oxide
is associated with hyperbaric oxygen-induced angiogenesis and muscle regeneration. Sci. Rep. 2020, 10, 2744. [CrossRef]

29. Bartel, L.; Mosabbir, A. Possible Mechanisms for the Effects of Sound Vibration on Human Health. Healthcare 2021, 9, 597.
[CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1038/s41598-020-59615-x
https://doi.org/10.3390/healthcare9050597

	Introduction 
	Methods 
	Results 
	Discussion 
	Conclusions 
	References

