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Abstract

The vestibular system is extremely sensitive to electric fields (E-Fields). Indeed, vestibular
hair cells are graded potential cells and this property makes them very susceptible to small
membrane potential modulations. Studies show that extremely low-frequency magnetic fields
(ELF-MF) induced E-Fields impact postural control in which the vestibular system plays an
important role. However, the knowledge of whether this is indeed a vestibular specific effect

is still pending.

Considering its crucial role and the specific neurophysiological characteristics of its hair cells,

the vestibular system emerges as an ELF-MF likely target

The three studies presented in this thesis aimed to further address whether ELF-MF modulate

vestibular-driven outcomes.

Studies 1 and 2 aimed to investigate postural responses while more specifically targeting the
vestibular system. However, we did not find any modulation in either study. Nonetheless,
based on both studies, study 3 aimed to determine whether the orientation and frequency of
our stimulations were more likely to target the otoliths. Therefore, the third study looked at the

subjective visual vertical. Here, we found a potential ELF-MF utricular modulation.

This thesis is the first steppingstone in a new field of research. Further investigations regarding
the interaction between the ELF-MF and the vestibular system will have to look at more
reflexives vestibular outcomes. Nonetheless, this thesis provides valuable information that will
need to be taken into consideration when writing future international guidelines and standards
related to ELF-MF.
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Summary for Lay Audience

Without noticing it, because of electricity generation and use, electromagnetic fields surround
us in our daily lives. When sufficiently strong, these fields generate electrical currents inside
the body. Such currents can modulate the physiologic electric information transiting in the
form of electrical signals propagating inside the nerves. This impact raises health and safety
concerns regarding the interactions between these fields and human neurophysiology. The
most constant and sensitive response to electromagnetic fields resulting from power generation
and transport is the perception of flickering lights appearing in the peripheral visual field. It
underlines an interaction with cells in the retina. This phenomenon is used as the model for the
interaction between the so-called extremely low frequency electromagnetic fields (ELF-MF)
and the brain and is adopted as the basis for international guidelines and standards, setting the
exposure limits to avoid adverse human effects. However, there are still several gaps in our
overall knowledge of the threshold effects and our understanding of the precise interaction
mechanisms and looking at the impact on other sensory systems could provide potential

anNSWEers.

The vestibular system is a little sensory organ nestled within the inner ear. It is known as the
balance system. This tiny sensory system has sensors extremely sensitive to electrical
stimulations, which are also very close neurophysiologically to the sensors found within the
retina. Therefore, the vestibular system seems to be a good alternate model to study the impact

of low frequency electromagnetic fields on human neurophysiology.

This thesis explores the impact of electric and magnetic signals applied to the vestibular system
by looking at balance in the first two studies and space perception in the third study. We did
not find balance differences in outcomes when we stimulated the participants. However, the
study on space perception showed that the ELF-MF could have modulated a subsystem within

the vestibular system.

Altogether this thesis stresses useful information for the safety of both the public and the
workers subjected to ELF-MF. Finally, this thesis is the first steppingstone in this relatively
new research avenue and further research related to the vestibular system will need to be

investigated in the future.
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)  General introduction

When asked about sensory experiences, people will easily define sight, touch, hearing,
taste, and smell. Indeed, inputs from distinct sensory organs, emerge as conscious
perceptions after being integrated within the brain. Yet, we often forget about another
sensory organ: the vestibular system. Indeed, this system is so humble that it was only
considered as a specific sensory organ just a little bit more than a century ago (1), although
it is the first sensory system to develop in the womb and is fully operational before birth.
Surely, the constant presence of gravity on earth could be a reason for this (2). We might
argue that its late discovery would reflect the minor role it plays in our daily lives, but this

assumption is far from the truth (3).

Although normally “quiet”, the slightest dysfunction of this minuscule sensory organ
produces compelling difficulties spanning from lack of balance to gaze instability (4).

We take for granted living on our feet and moving around without falling, knowing where
we are in space. Certainly, most people do not pay attention to the small part of the inner

ear, called the vestibular system, responsible for so many proper bodily functions.

Another thing people do not pay attention to is the electromagnetic environments in which
they live. Indeed, Extremely Low-Frequency Magnetic Fields (ELF-MFs < 300 Hz) at
powerline frequencies (i.e. 60 Hz in North America) are ubiquitous in modern societies
due to the generation, distribution, and use of alternating currents (AC). ELF-MF induce
electric fields (E-Fields) and currents in exposed conductors and are thus prone to penetrate

the human body. Yet, most people are unaware of such Fields.

This thesis stands at the crossroads where the vestibular system and the ELF-MF meet.
Within a framework encompassing health risks and safety concerns, this work focuses on
identifying whether ELF-MF exposure modulates vestibular function. This is done through
the analysis of behavioral outcomes sought after to set and write international standards
and guidelines. In this perspective, this thesis is a modest attempt to contribute to our

current understanding of how ELF-MF exposure impact human neurophysiology.



1.1 The vestibular system: an overview

The vestibular system lies within the inner ear (one on each side of the head). When
working perfectly, the vestibular system is silent and there is no conscious experience of
its function. This is why Avristotle [384-322 B.C] did not list it amongst our five other
senses, as researchers and clinicians only discovered it’s function a little bit more than a
century ago (1). Its main structure consists of a labyrinth of membranous tubules filled with
endolymph fluid, which is continuous with the auditory component of the inner ear (i.e.
cochlea) (FIG. I-1) (5-7). Two distinct subsystems constitute the vestibular system: the
semicircular canals and the otolith organs. The formers detect angular accelerations of the
head. The latter, found within the utricle and saccule, detect horizontal and vertical linear
accelerations of the head, respectively. This is done by transducing mechanical information
(i.e. head movement) into electrical information integrated at the Central Nervous System
(CNS) level. The sensing elements of the vestibular system, found in both subsystems, are
called hair cells. Head movements produce a deflection of the hair cells towards or away
from the so-called kinocilium, ultimately triggering a train of action potentials transmitted
to the CNS (5,7).
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Figure 1-1 Overview of the vestibular system: A. Anatomical structures constituting
the two vestibular subsystems. B. The semicircular ducts end in the ampulla
containing the hair cell receptors. A rotational acceleration of the head creates an

endolymphatic flux displacing the cupula. bending the cilia in the opposite direction



of the rotation. C. A linear acceleration or a static head tilt can displace the otolithic

membrane creating shear forces bending the otolithic hair cells. Adapted from (8) .

The vestibular system works as a push-pull mechanism. This means that, as the firing rate
of one part of the system increases, the firing rate of another part decreases accordingly.
The brain compares the difference between the firing rates on both sides and interprets it

as head movements.

Once the peripheral vestibular afferent information reaches the vestibular nuclei within the
brainstem, it passes through different ascending and descending neurological pathways.
There are four main distinctive pathways (FIG. 1-2): 1) the vestibulo-ocular, 2) the
vestibulospinal, 3) the vestibulo-thalamo-cortical and 4) the vestibulo-autonomous

pathways.
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Figure 1-2 Vestibular inputs integrated within the vestibular nuclei (red dot) and
distributed through the four vestibular pathways. Adapted from (4), (9), and (10)

Therefore, the vestibular system contributes to multiple bodily functions. Indeed, the
vestibular system plays an important role in balance (11-14), gait (15,16), control of arm

movements (17-20) as well as in gaze stability and eye movements (21-23).

It also handles high cortical tasks (3) such as self-motion estimation (4,24), spatial memory
(25), external space representation and space navigation (26,27). Vestibulo-cognitive
implications also show the importance of the vestibular system in daily living functions
such as decision-making, arithmetic abilities, reading, concentration, and restriction of
mobility (28). The vestibular system also plays a role in regulating emotions, affective

processes and disorders (3,29) such as anxiety (30), mood (31,32), pain modulation (33—



36) as well as being decisively implicated in embodiment mechanisms linked to body

schema construction (37-43).

The otolithic system also regulates circadian rhythms, homeostasis, and body composition
possibly due to vestibulo-hypothalamic connections (44). Finally, the vestibular system is
linked with autonomic system functions (10,29,45) impacting autonomic reflexes such as
the vestibulo-sympathetic reflex (46) modulating blood pressure, heart rate, and cerebral
blood flow (10,47-49). The vestibular system is thus much more complex than previously
thought (3) and we can discern why it is critical to investigate whether the electromagnetic

fields surrounding us daily impact its function.

1.2 Magnetic Fields: an overview

Natural and man-made sources of Magnetic Fields (MF) are omnipresent in our
environment (50-52). Although we measure the intensity (H) of MF in Ampere per meter
(A/m), we most often report them in terms of their magnetic flux density (B) measured in
Tesla (T). The relation between H and B follows equation [1] where p is a permeability

constant equal to 1.256*10¢ Henries per meter (H/m).
B =uH

MF are either steady (i.e. static) or fluctuating over time (i.e. time-varying).

1.2.1 Static Magnetic Fields

Sources of Static Magnetic Fields (SMF) can either be natural or industrial. The earth’s
surface static geomagnetic field values range between 30 and 70 microTesla (uT) (53) and
represents the main natural SMF source. Indeed, we rarely think about the earth’s SMF.
Yet, looking at our children amazed by a compass needle or astonished when flocks of
Canadian geese fly south when winter settles, always remind us that the earth indeed

behaves like a magnet.



Artificial or man-made SMF are more diverse. One source of such industrial SMF comes
from high voltage direct current used in transporting electric energy over long distances
which generate 20 pT (54). Using superconductors’ diamagnetic properties, another source
of SMF is found in rail transportation for magnetic levitation trains where SMF values can
range from 10 to 100 mT close to the trains’ engines (54). However, the most common
environment in which humans encounter important SMF is in the vicinity of Magnetic
Resonance Imaging (MRI) scanners. In this specific environment, the SMF values range
between the classical 1.5 T MRI scanner used for clinical imagery reasons and the 14 T

super-conducting magnets operated for research purposes (55,56).

1.2.2 Time-Varying Magnetic Fields

Depending on the frequency bandwidth, there are different types of time-varying magnetic
fields. In this thesis will we only focus on Extremely Low Frequency Magnetic Fields
(ELF-MF < 300 Hz).

Since Michael Faraday’s work, in the ELF-MF range, we know that changes in magnetic
flux generate electric fields (E-Fields) and currents in conductors. The human body is a
conductor. Therefore, any change in the MF flux density over time (dB/dt measured in T/s)
induces E-Fields and currents within it. The higher the dB/dt, the higher the E-Fields. This
is given by equation [2] where E is the E- field expressed in volts per meter (V/m) and r is
the radius of the Faraday’s loop (structure of concern) in meters (m) within a homogeneous

alternating flux density B of frequency f expressed in hertz (Hz).

r OB
E_E E_ T[T'fB[Z]

Also, the MF strength value (B) follows equation [3] where (u) represents once again the
permeability constant described for equation [1], (1) is the current intensity and (r) the

distance from the source.



Thus, (B) proportionally decreases with increased distance from the source.

ELF-MF can be confronted in two distinct environments. On the one hand, ELF-MF are
ubiquitous wherever electricity is produced, transported, or used. Since they result from
moving electric charges, time-varying electric currents at powerline frequency (i.e.
domestic electricity at 50 or 60 Hz), generate ELF-MF at the same frequencies. On the
other hand, in an MRI setting, outside the bore, given equation [3], the strength of the
magnetic field decays with distance. This creates an inhomogeneous SMF gradient.
Moving through this gradient results in movement-induced ELF-MF which according to

equation [2], not only depend on the SMF strength but also on the speed of movement.

Therefore, given the laws of induction, depending on the distance from the source, ELF-
MF induce more or less important E-Fields and currents inside the human body. Depending
on their strength, they can possibly interfere with the body own physiological electric

activity.

1.2.3  ELF-MF and electrostimulation: Health and safety
concerns

From a health and safety perspective, electrostimulation through electromagnetic induction
is a concern in the ELF range. Thus, it is essential to establish if the exposure levels, to
which one is exposed for short or longer periods, potentially provoke biological and/or
adverse health effects. In this regard, international agencies such as the International
Commission for Non-lonizing Radiation Protection (ICNIRP) and the International
Committee on Electromagnetic Safety of Electrical and Electronics Engineers (IEEE-
ICES) carefully review scientific data to publish standards, guidelines, and

recommendations (57-60).

The average levels of such public ELF-MF exposures are usually found between 0.1 pT
and 0.3 puT (53). However, they can reach higher levels up to 2 mT for commonly used
electrical household appliances (51,61,62). Furthermore, for those working close to high

current conductors, such as live-line electric utility workers, exposure levels reach up to 10



mT (53). These values can exceed the ELF-MF restrictions found in both international
guidelines (59) and standards (63) (Table I-1). Moreover, the movement-induced ELF-MF
within the MRI setting can also generate E-Field values exceeding the basic restrictions
highlighted in the guidelines (64).

Being exposed to ELF-MF above guidelines’ restrictions means that the generated E-Fields
could exceed the 0.075 V/m peak threshold reported to trigger synaptic modulations,
potentially leading to sensory experiences as well as adverse effects in the human brain
(57).

Table I-1 ICNIRP and IEEE-ICES ICES reference levels for ELF-MF head

exposures

ICNIRP (MmT, ) IEEE (MT,1s)
20 Hz 50 Hz 60 Hz 20-759 Hz
General Public Guidelines 0.25 0.2 0.2 0.9
Occn{patlonal/Cm‘ltro.lled 1.95 1 1 271
Environment Guidelines

1.2.4 ELF-MF: Magnetophosphenes and neurophysiological
functions

When exposed to sufficiently strong ELF-MF (65) or alternating electrical stimulations

(66-68), participants describe an acute neurophysiological response known as phosphenes.

Phosphenes are flickering lights appearing in the peripheral visual field. Electrophosphenes

and magnetophosphenes share common mechanisms (69) and evidence shows that they are

directly linked to the retinal membrane electrical potential modulation (68,70-72).

Magnetophosphenes are generated by movement-induced ELF-MF in MRI environments
(56,73-75), as well as in exclusive ELF-MF settings (65,76,77), and represent to date, the

most established and sensitive ELF-MF acute biological responses.

The retina is a part of the central nervous system (CNS) and shares most of the architectural
and biological mechanisms found in the brain (70). Both computational models (78-80) as

well as human data (81-84), are in favor of an induction impact of ELF-MF on the CNS.



Yet, contrary to the magnetophosphenes studies, the ELF-MF modulation results of CNS
structures are miscellaneous (85). Therefore, given the consistency of the retinal responses
and the close similarities between the retina and the brain, phosphenes are used as the main
model to study the impact of ELF-MF on the CNS to produce the guidelines (57-59).

However, there are still gaps regarding the interaction mechanisms between the ELF-MF
and human neurophysiology (86) which questions whether generalizing the retinal
outcomes to the entire CNS is appropriate or whether ELF-MF only impact specific sensory

cells.

1.2.5 The vestibular system: a new model to study the ELF-MF
impact on neurophysiology?

Besides the brain, the retinal cells also share important similarities and common

neurophysiological properties with the vestibular hair cells. Indeed, both types of cells use

graded potential for signal processing (87) both releasing glutamate gradually from ribbon

synapses (88-92), regulated in both systems by the same specialized components known

as Usher, RIBEYE and SNARE protein complexes (93-95).

Also, remarkably, when d'Arsonval first reported magnetophosphenes, his participants
additionally described having vertigo (65). It is noteworthy to read that electrostimulation
from the same ELF-MF stimulations produced two distinct outcomes potentially coming
from two distinct sensory system. Furthermore, like the retinal photoreceptors (96), the

vestibular system is also sensitive to E-Fields (97).

Therefore, given i) the striking neurophysiological and structural similarities between both
the retinal cells and the vestibular hair cells, ii) the known retinal and vestibular sensitivity
to E-Fields and iii) the presumed vestibular effects triggered by the ELF-MF in

d'Arsonval’s study, the question raises whether ELF-MF impact the vestibular system.

Thus, investigations relative to induction on the vestibular system needs to be pushed

further.
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1.3 Magnetic Fields and the vestibular system: interaction
mechanisms

In a seminal paper published in 2007, Glover et al. (98), described three physical
mechanisms that could trigger vestibular responses: i) the Diamagnetic Susceptibility (DS),
ii) the Magneto-HydroDynamic (MHD) forces and iii) the induced Galvanic Vestibular

Stimulation.

1.3.1 The Diamagnetic Susceptibility (DS)

Unlike the vestibular cupula in which there are no crystalline structures, the otoconia
located in the utricle and saccule end organs are calcium carbonate bio-crystals. This gives
the otolithic subsystem diamagnetic properties. Thus, when subjected to a MF, an induced
repulsive force could repel the otolithic membrane in the opposite direction creating a shear
force triggering the hair cells (FIG. I-1). However, this mechanism necessitates two

conditions: i) high field strength in the order of 7 T (98) and ii) an inhomogeneous MF.

To our knowledge, these conditions can only be met within the magnetic stray fields from
MRI scanners. Yet, even in this specific environment, the DS hypothesis has been

consistently dismissed as negligible, both in theoretical and experimental works (98-100).

1.3.2 The Magneto-HydroDynamic (MHD) forces

There are two kinds of MHD forces: i) motion induced MHD forces and ii) Static MHD

forces also known as Lorentz forces.

1.3.2.1 Motion induced MHD forces

Motion induced MHD forces require a moving conducting fluids (i.e. blood flow or ionic
currents) within a high MF environments (101). Therefore, applying this mechanism to the

vestibular system necessitates both high-velocity endolymphatic flux (i.e. vigorous head
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movements) within a strong MF environment. Taking a flux density of 7 T and an angular
velocity of 10 rad/s in their model, Glover et al. (98) found a pressure of 5.5 microPascals
(uPa) which is under the threshold necessary to start pushing on the cupula (102).
Therefore, this hypothesis was considered irrelevant to the vestibular system.

1.3.2.2 Lorentz Forces (Static MHD)

The generation of Lorentz forces requires a conductive fluid and a high MF strength. In
this case, contrary to the Motion induced MHD forces, no movement is required. The
vestibular endolymph is an ion-rich fluid and potassium as well as calcium currents
constantly flow through the hair cells. The utricle plays an important role in this mechanism
for two reasons: i) the higher ionic currents found at its level and ii) its location close to
both the anterior and the lateral canals. Indeed, there is approximately 33,000 hair cells at
the utricle level. This is 4.5 times more than the number of hair cells found within a
canalithic ampullae. Therefore. this is where the highest current density is to be found.
When interacting with a high strength SMF, these ionic currents at the utricle level produce
a Lorentz force generating a strong enough pressure (99) sensed by the cupulas of the
lateral and anterior semicircular canals (103,104) (FIG. I-3). Due to the SMF orientation,
the direction of the Lorentz force excites one vestibular system while inhibiting the other
(104). The asymmetry between the two vestibular systems simulates a constant head
acceleration (105-107), generating clear nystagmus (involuntary reflexives eyes
movements) (103-105,108,109). Ina 7 T MRI bore, the horizontal component of recorded
nystagmus can peak up to 40 deg/sec before generally plateauing around a mean of 10
deg/sec (105). Furthermore that response can last up to 90 min during the entire exposure,

while participants lay still in the MRI bore (105).

Up to date, backed up by mathematical modeling (99) and both animal (55,110-115) and
human (100,103,104,108) experimental data, the Lorentz force is the more thoroughly
understood mechanism explaining the impact of high SMF above 1.5 T (116) on the
vestibular system.



12

#
mmmmp> \1HD fluid forces

Figure 1-3 The Lorentz force mechanism (Adapted from (104)): When interacting
with a strong magnetic field (l—f - yellow arrow), the utricular ionic current (7 - green

arrow) results in a Lorentz force (Tf - red arrow) inducing a sufficiently strong
endolymph flows (orange arrows) able to act on both the horizontal and superior
canal cupulas. The right-hand rule shows the relationship between each vector. Axis
represents the Right, Anterior, Superior (RAS) radiological coordinate system

[+X/right, +Y/anterior, +Z/superior].

1.3.3 Induced Galvanic Vestibular Stimulation (iGVS)

As seen above, following equation [2], ELF-MF induce E-Field and currents that can
impact human neurophysiology. Transcranial electrical stimulation is also a well-known
means in which E-Field change cortical excitability. This is done by applying electrodes to
the skull to excite the underlying neural structures (117). Such electric stimulations can

either use direct or alternating currents. Depending on the types of currents used, the
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stimulation is either termed transcranial direct current stimulation (tDCS) or transcranial

alternating current stimulation (tACS).

As for the retina, the vestibular system is extremely sensitive to low intensity electric
currents (97), often reported in the literature as galvanic vestibular stimulations (GVS) (for

review see (14)).

GVS is just a variant of transcranial electrical stimulation where electrodes application is
at the mastoid processes on the temporal bones. Such an electrode application triggers
specific vestibular outcomes (for reviews see (14,118)). Like tDCS and tACS, GVS can

also use direct or alternating currents.

With electric stimulations, the intensity is more often reported in milliamperes (mA).
Knowing the intensity, we can easily get the current density (J) in mA per meter squared
(mA/m?). Interestingly J relates to the E-Field strength following equation [4] where (s) is

the local tissue conductivity expressed in Siemens per meter (S/m).
E =].s

As seen above with equation [2], E-Fields are also proportional to the dB/dt values

expressing the change in the MF flux density over time.

Since GVS as well as ELF-MF both produce E-Fields, induction was thus hypothesized
to trigger vestibular outcomes. Yet, compared to GVS, an ELF-MF vestibular effect still

lacks evidence and data is needed.

1.4 Electric fields, currents and the vestibular systems

In the guidelines and standards, within the ELF-MF range, the main concern relates to the
electrostimulation of the neural structures. Therefore, electromagnetic induction will be the
focus herein. We will first consider whether the ELF-MF induced currents can easily reach
the vestibular system, before considering the mechanisms through which these currents

could interact with its neurophysiology.
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1.4.1 High conductivity

To influence the function of a sensory system, the induced currents first need to be drawn
to it. At the vestibular system level, the perilymph possesses a high conductivity value
close to the one attributed to the cerebrospinal fluid (CSF), which is found at 1.79 S/m
(119). The highest current densities occur for such high conductivity fluids (61,68,120)
which procure a low-resistance current path to the vestibular system. The vestibular
cupulas, as well as the endolymph, have the same high conductive value of 1 S/m (99). In
comparison, the eye’s vitreous humor is around 1.5 S/m and the retina’s value is 0.7 S/m
(121). The eye, easily impacted by ELF-MF induced currents, has, therefore, conductivity
values lower than the ones found at the vestibular system level. This should, all the more,
make the vestibular system a great candidate for “attracting” the ELF-MF induced currents
to itself and revealing their potential impact.

Figure I1-4 Left panel shows a classical monaural GVS montages where one electrode
is applied to one mastoid process while the second electrode is placed at the C7 spinous
process. Right panel shows the location of the vestibular system within a human head
where 60 % of the stimulation is still found. Adapted from (68).



15

Laakso et al. (68) analyzed different tACS montages inducing electrophosphenes. Looking
at the T3-Oz montage is of particular interest since this montage is fairly close to a
monaural GVS montage where the electrodes are set at the mastoid process and the base
of the neck (122,123) (FIG. 1-4 - Left panel). Laakso et al. (68) found that current density
hotspots are mostly found at the CSF level when we apply the current to the skull.
Consequently, because perilymph and CSF have close conductivity values, current density
hotspots should be found at the perilymph level within the vestibular system. While the
low conductivities of skin (0.10 S/m), fat (0.04 S/m) and bone (0.02 S/m) of the head
obstruct the currents applied to the skull, we can still find 60 % of the stimulation in the
head within 5 cm from the center of the stimulating electrode (68) (FIG. 1-4 - right panel).
However, no such obstruction occurs with ELF-MF, as the fields go through the anatomical
structures without any hindrance, making it ideal for electrostimulation of the vestibular

system bathed in high conductivity fluids.

1.4.2 Transduction mechanism

Now that we have seen that electric currents can easily be drawn to the eye and even more
so to the vestibular system, we need to consider how these currents could modulate their

function.

Amongst several theories explaining how the E-Fields impact human neurophysiology, the
transduction hypothesis has been pushed forward as the most reliable (for review see
(124)). Transduction is defined as translating one signal into another. Sensory transduction,
therefore, relates to how a sensory system translate a stimulus into the electric signal
transmitted by the axons to be processed in the brain. This is classically done through a
modulation of the cell membranes’ potential enabling neurotransmitter release in the

synaptic cleft. Both the visual and the vestibular system use transduction mechanisms.

Studying phototransduction in the retina is useful for two reasons. First, because retinal
photoreceptors are the best understood cells amongst all the sensory cells, they provide a
great model for understanding sensory transduction in general (125). Second, as stated

before, the retina is not a peripheral system but an integrative part of the CNS with which
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it shares a comparable synaptic organization (125). Therefore it is considered as a good

neural processing model for the brain (70).

Vestibular hair cells also use transduction mechanisms in which mechanical head
movements inputs are transduced in electrical signals sent to the CNS. Physiologically
when the stereocilia are deflected towards the kinocilium (FIG. 1-5.1), the mechano-electric
transducer (MET) channels open and potassium (K*) enters the hair cells (FIG. 1-5.2)
depolarizing it (FIG. 1-5.3). This results in the activation of voltage-gated calcium channels
(VGCCs) (FIG. 1-5.4). The more the hair cells are depolarized the more VGCCs open, the
more calcium (Ca2+) enters the hair cells (FIG. 1-5.4), helping the quantal release of
neurotransmitters (mainly glutamate) within the synaptic cleft (FIG. 1-5.5). Glutamate,
through quantal transmission at the vestibular hair cell ribbon synapse, mostly binds on
post-synaptic AMPA and NMDA receptors. This triggers the opening of ionic channels
which depolarize the membrane in the postsynaptic neuron. This finally results in
triggering spikes in the afferent nerve fiber (7,89) (FIG. 1-5.6). Indeed, from the
postsynaptic end, the transmission of information to the brain requires that postsynaptic
voltages be converted to spike trains transmitted to the CNS (5,7). This means that the

spiking activity sent to the central nervous system rigorously reflects hair cell activity.
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Figure I-5. Illustration of the six hair cell’s transduction stages. Adapted from (92).
1) Mechanic force deflecting the stereocilia. 2) Potassium entering hair cell. 3) Hair
cell basolateral current depolarizing the hair cell. 4) Inward calcium currents. 5)

Glutamate release in cleft. 6) Spike encoder.

At the cortical level, electric currents (126-128) as well as ELF-MF (129) both create an
induced voltage able to change the transmembrane neuronal potential modulating
glutamate concentrations (130,131). This is also true for the retinal photoreceptors as
evidence shows that electrophosphenes and magnetophosphenes are due to a modulation
of the retinal cell’s membrane electrical potential by the E-Fields (68,70,132).

However, for transduction to be a valid hypothesis for the vestibular system, it must be

implied that the induced E-Fields and currents modulate the hair cells” membrane potential.

Yet, traditionally the currents are thought to bypass the hair cells to directly impact the
spike trigger zone of the primary afferents (14,97,133). Indeed, direct electrical stimulation
of the afferents triggers vestibular responses (134,135), even when the vestibular apparatus

is completely removed (136).
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Therefore, although it is thought that what is true for the visual system also applies to other
sensory systems (124), further proof is needed to validate the transduction hypothesis for

the vestibular system.

1.4.3 Hair cells and E-Fields

In healthy humans, the vestibulo-ocular response to GVS, known as eVOR, is phasic when
a direct electrical vestibular stimulation is switched on or off, but remains tonic as long as
the same stimulation is maintained (137). However, patients injected with Gentamicin have
impaired phasic and tonic eVOR responses (138). Gentamicin is an aminoglycoside
antibiotic drug that can infiltrate through the transduction channels. It is known for its
ototoxic effect that can damage and/or kill the hair cells. Due to the known refractory
periods after the generation of action potentials, Aw et al. (138) suggested that the impaired
eVOR responses are due to a decreased neurotransmitter release within the synaptic cleft,
therefore underlining the impact of the E-Fields on the hair cells in humans. Yet,
Gentamicin also induces secondary loss of vestibular afferents which may plausibly reduce

their excitability to electric stimulations.

However, Zenner et al. (139) showed that alternating E-Fields electrically evoked hair cell
motility (changes in hair cell length). These changes were more prominent in type | hair
cells and abolished with damaged cell membranes. Also, the precise protocols put together
by Norris et al. (140) and more recently by Gensberger et al. (141) looking at the precise
site of action of the E-Fields on the vestibular system demonstrated that both DC (140) and

AC currents (141) also impact the hair cells.

1.4.4  Voltage gated calcium channels and E-Fields

Going against the more traditional thought relating the impact of E-Field on the spike
trigger zone of the primary afferents, some evidence states that electric currents modulate
the hair cells (118,138-141), pushing the transduction hypothesis further. Therefore,
considering this point as true, we now need to understand which step of the transduction

mechanism could be impacted by the E-Fields.
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Voltage Gated Calcium Channels and more specifically the L-type (L-VGCCs), seem to
be the cornerstone when it comes to electromagnetic fields stimulations as they are
extremely sensitive to ELF-MF (129,142). Indeed, Pall writes in his review of the literature
(142) that “most if not all electromagnetic fields-mediated responses may be produced
through VGCC stimulation” and VGCCs are “essential to the responses produced by
extremely low frequency (including 50/60 Hz) electromagnetic fields”. Indeed,
when Verapamil, an L-type VGCCs blocker is used, most of the effects of Electromagnetic

field stimulation are impaired or blocked (142).

L-VGCCs are the most common type found at the hair cell level (143). They are activated
at the hair cells' resting potential. This resting firing rate is sustained by a continuous
depolarizing current through the not entirely closed MET channels at rest. This enables
biphasic potentials of the hair cells allowing for the preservation of the temporal
information found in the stimuli. That means that sinusoidal stimuli induce an identical

sinusoidal modulation of the membrane potential.

VGCCs have particularly fast activation/deactivation Kinetics, in the order of microseconds
(144), enabling them to respond to stimuli with frequency much higher than the powerline
frequencies found at 50/60 Hz. VGCCs localization is of particular interest. Indeed, they
are near the ribbon synapses where the neurotransmitter quantal release is done
continuously. This is both true at the retinal (145,146) and the vestibular hair cell (143)
levels. The great amount of releasable pool of vesicles within ribbon synapses enable
smooth graded changes in post-synaptic membrane potentials (147) which enable both the
retinal photoreceptors and the vestibular hair cells to transmit small signals very reliably
(87,144). Thus, VGCCs are perfectly appropriate for quickly, precisely and continuously

modulating neurotransmitter release under high-frequency conditions.

Furthermore, trying to find the exact E-Field site of action, Norris et al. (140) looked at the
effect of GVS when normal perilymph was replaced with a low calcium/high magnesium
perilymph. Interestingly, all afferent responses in this case were abolished pointing to the
paramount role played by Ca?* and the L-VGCCs when GVS is applied. By depolarizing
the hair cell membrane, the E-Field would activate the L-VGCCs letting the Ca?* in the
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cells. In cascade this triggers glutamate release within the synaptic cleft which is linearly
proportional to the number of opened VGCCs. Therefore, through glutamate release within
the synaptic cleft, postsynaptic activity is linearly linked to the presynaptic Ca®* current
(144) and thus to the membrane polarization (92). Interestingly, at the retinal level, the
same linear relationship between the presynaptic amount of Ca?*, the neurotransmitter
(also glutamate) release in the synaptic cleft and the encoding of small changes in light
intensity, has been shown at the rod photoreceptor ribbon synapse (148), presumably
responsible for phosphene generation (70). Indeed, Attwell (70) emphasized the role of

VGCCs and the graded potential cells on magnetophosphenes production.

In summary, the ELF-MF stimulations could dynamically modulate the hair cells’
membrane potential. Through L-VGCC activation and glutamate release, smooth graded
firing rate perturbations could be induced. Interestingly, biophysical models show that
ELF-MFs at 60 Hz can cause a time-varying membrane potential modulation effect which

can advance or delay spike timing (80,149).

1.5 Stimulation thresholds

E-Fields and currents impact the vestibular system (for review see (14)) and growing
evidence points that hair cells are implicated (118,138-141,150).

In their introduction, Fitzpatrick and Day (14), described how, in 1790, Alessandro Volta
felt a spinning sensation before collapsing when he applied electric currents directly to his
ears. Interestingly, this description matches d’Arsonval’s ELF-MF experiment (65).
Indeed, d’Arsonval reported that some participants similarly felt rotating sensations and
some also collapsed. While d’ Arsonval’s work is mostly known for phosphene generation,
the fact that participants also felt vertigo could underline similar neurophysiological
mechanisms between the emergence of phosphenes and vestibular outcomes. We saw that
graded potential cells with VGCCs are a potential link. However, one can experience
phosphenes without experiencing vestibular outcomes (98). Both systems could therefore

be triggered at different thresholds.
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Figure 1-6 D’arsonval’ s electromagnetic human stimulations. Source

(http://www.cing.ulaval.ca/TMS)

Unfortunately, to the best of our knowledge, unlike what has been done for phosphenes
(64), no specific dosimetry study has accurately modeled the E-Fields needed to trigger
vestibular outcomes. It is therefore problematic to estimate E-Field values and currents
reaching precisely the vestibular system. Indeed, there is an obvious knowledge gap in the
literature and accurate modeling and dosimetry studies specific to the vestibular system are
needed. However, if we want to be able to compare the vestibular outcomes triggered by
currents used with GV'S with the potential outcomes due to the ELF-MF induced E-Fields
and currents, we need to have an interpretative framework to help us. Therefore, based on

existing literature one can try to establish some gross estimations.

Because of the vast GVS body of knowledge, we will start by investigating current intensity
thresholds. GVS is a specific form of tDCS and/or tACS (117). Therefore, given the tDCS
and tACS literature and the related growing dosimetry interest, we will look at conversions
between the current intensities applied to the skull and the generated E-Fields within the
head. Knowing the specific GVS effects for given current intensities, we will be able to
grasp the estimated E-Field values (in VV/m) needed for such effects. Finally, based on
recent literature, we will try to estimate the dB/dt values needed to generate the E-Field

needed to trigger vestibular outcomes.
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1.5.1 Current intensity thresholds

To our knowledge, the lowest GVS intensity value triggering very small vestibular
outcomes in humans is 0.1 mA (151) when applied to the mastoid processes. Such current
intensity generates ocular torsion movements close to 1 deg/sec but no horizontal nor any
vertical nystagmus (151). Moreover, the lowest threshold found to induce acute
vestibulospinal outcomes is 0.2 mA for healthy controls and 0.1 mA for airplane pilots
with the mean lowest GVS postural threshold found at 0.32 mA (152). The perceptual
threshold varies greatly. For instance, Ertl et al. (153) found the lowest perception threshold
at 1.76 mA without any differences between seated and supine healthy participants.
However, they recommend 2 mA to generally induce reliable vestibular perceptions (153).
Nonetheless, Lenggenhager et al. (154) found a perceptual threshold at 1 mA with seated
participants and 1.5 mA is found for participant lying down (155,156). To our knowledge,
there is no estimated specific threshold for autonomous responses. The intensity usually
used to trigger such responses is 2 mA (157-162). However, Lenggenhager et al. (154)
triggered autonomous responses with a 1 mA current which will be considered herein as
the lowest threshold for autonomous responses. Therefore, we can consider different
current intensity thresholds depending on the vestibular pathways. Note also that only a
few microamperes, applied directly within the inner ear are sufficient to modulate
vestibular outcomes (140,141,163). Therefore, at the vestibular level, very little E-Field

(V/m) is expected to induce modulations.

1.5.2 E-Field thresholds

Up to date, with the use of tDCS/tACS stimulations, no dosimetry consensus seems to have
been reached. Indeed, E-Field values depend on different parameters such as population,
age, electrode size, and montages, but also the choice of conductivities taken for the
different anatomical structures used within a given model. Therefore, E-Field values
generated by 1 mA at the skull level can be estimated between 0.14 V/m and 1.57 V/m in
the head (164,165,174-176,166-173). Even the use of the same model can procure great
inter-subject variability in the E-Fields generated at the cortex level (166). Indeed, Laakso
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etal. (166) found thata 1 mA tDCS generates maximum E-Fields values ranging from 0.62
V/mto 1.43 V/m at the cortex level. Indeed the currents applied to the skull with tDCS are
dampened by the low conductivity of the skull (68) but also by individual anatomical
features such as the thickness of the CSF and/or of the skull bone itself (166).

Direct E-Field measures seem, therefore, more reliable than dosimetry models. In
implanted epileptic participants, 2 mA tDCS stimulations generate 0.4 VV/m both at the
cortical level and more deeper structures such as the peri-ventricular white matter (167).
Given that i) the vestibular system lies between the cortex and the peri-ventricular white
matter and that ii) CSF and vestibular conductivity values match (see section 1.4.1), we
will grossly estimate that Huang et al. results (167) also applies to the vestibular system.
We have seen that 0.1 mA is the lowest current intensity capable of triggering vestibular
outcomes. Therefore, 0.02 V/m could be sufficient to trigger vestibular outcomes.
Interestingly, this value fits within Attwell’s magnetophosphene threshold range (0.01-0.06
V/m) (70). Therefore, if our threshold estimates are true, the vestibular hair cells could be

as sensitive as the retinal photoreceptors.

Nonetheless, as mentioned previously, one can see phosphenes without experiencing
vestibular outcomes. Thus, other parameters than E-Fields strength, such as sensory

specificity or integration could explain such issues.

1.5.3 DB/dt thresholds

We could estimate the dB/dt threshold following equation [2]. To date, E-Field estimations
have been mostly done at cortical and/or head levels (64,98). Based on Allen et al. (177),
the radius of the human cortex can be estimated at 0.06 meters. Therefore, at the cortical
level, a dB/dt of 0.66 T/s could be sufficient to start triggering the vestibular system.
However, for equation [2] to be used, the field (B) needs to be homogeneous and this is
rarely the case when moving in MRI vicinity or in the case of live-line electric utility

workers.
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Therefore, here again, more realistic estimates should be preferred. To our knowledge, the
best estimation to date has been proposed by Laakso et al. (64). Based on real human
movement recordings and different head models, obtained through MRI imaging, peak E-
Field at the cortex level generated with 1T/s was estimated between 0.09 V/m and 0.23

V/m (64). To remain conservative, only 0.09 VV/m will be used herein.

Once again, given cortical and vestibular anatomical contiguities, the nearness of the CSF
and perilymph conductivity values and the fact that dB/dt and E-Fields values are linearly
proportional, 0.22 T/s could represent a first dB/dt threshold estimation. However, using
full head 2 T/s stimulations, Glover et al. (98) did not show any postural modulation despite
being much higher than the vestibulospinal threshold estimate here (Table 1-2). Other
parameters than strict dB/dt values could, therefore, be also of interest to stimulate the
vestibular system. Indeed, field orientation for instance could play a major role since the
magnetophosphenes thresholds can vary 2.5 fold depending on whether the magnetic fields

are applied top-down or front-back (72).

Table I-2 Summary of the vestibular thresholds in mA, V/m and T/s depending on the

vestibular pathways.

Current intensities Estimated E-fields Esttlr:na;e(lj dBI/dtLthrEShOItd
Vestibular pathway Authors threshold threshold at head level (Laakso e
al., 2013)
(mA) (VIm)
(T/s)
. Severac Cauquil et al.,
Vestibulo-ocular 2003 01 0.02 022
Vestibulo-Spinal Yang etal., 2015 0.32 0.06 0.66
Fitzpatrick et al., 15 0.3 333
2002
Vestlbulo-r:ortlcal Lenggenhager et al., 1 0.2 299
(Perception) 2008
Ertl etal 176 0.35 3.8
.2018
Vestibulo- autonomous | Lenggenhager et al., 2008 1 0.2 2.22
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1.6 ELF-MF and Galvanic vestibular stimulations: same
effects?

Workers and patients moving within the vicinity of MRI scanners report transient sensory
sensations such as illusions of rotating movements, vertigo, dizziness and nausea (178-

180), suggesting that ELF-MF could interact with the vestibular system (98).

Following this rationale, in the vicinity of an MRI scanner, ELF-MF induced E-Fields
could generate comparable GVS outcomes. For that matter, Laasko et al. (64), modeled
that slow movements in a 3 T MRI environment produce current intensities in the same

order of magnitude as the ones currently used in GVS studies.

To contrast outcomes, ELF-MF should be compared to AC-GVS as both stimulations are
not constant in time. However, AC-GVS stimuli activate the vestibular system by the same
means as their continuous counterparts (14). Thus, we will include both AC-GVS and DC-
GVS studies herein. Because the vestibular system is complex, we will consider analyzing

the vestibular pathways separately.

1.6.1 Vestibulo-thalamo-cortical pathway: sensory perception and
cognitive functions

1.6.1.1  Subjective perception
1.6.1.1.1 Dizziness and vertigo

Patients and/or participants pushed in and out of an MRI bore tend to describe acute
perceptions, which can be related to vestibular outcomes. Indeed, they often report
illusions of movement as well as disorientation, vertigo, dizziness, and fatigue
(74,98,186,178-185). Of all the aforementioned responses, vertigo and dizziness are the
major reported ones (98,178-180,185,187). Moreover, these perceptions are more reported
during movement inside the bore and less, if not, while lying still at the center of the bore or
standing still besides it (178,180,183,188). Furthermore, going slower and making frequent
stops, when entering and exiting the bore significantly reduces the triggering as well as the
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intensity of dizziness (186,189). On the contrary, the faster one moves around the MRI
scanner and/or the higher the static field strength, the higher the induced dB/dt and the
greater the vestibular perceptions (74,179,182,185,190-192). This is why employees
working in such an environment try to limit their speed purposefully (60,190,191).

Normal movements around a 1.5 T MRI scanners generate dB/dt values ranging from 7 to
50 T/s peak at head level (73,193). This is estimated herein up to 4.5 V/m peak which
should already trigger all vestibular pathways. Therefore, the dB/dt and the E-Field levels

withina 3 T or even 7 T MRI environment should be even greater.

Interestingly, the same outcomes with lower E-field values are obtained when alternating
currents are applied to the vestibular system with GVS (159,161,194-196). Thus, ELF-MF
could potentially be an increasing factor for dizziness, vertigo, and disorientation.
However, outside of an MRI environment, Glover et al. (98) failed to trigger any feeling
of movement nor any vertigo with 40 ms full-head 5 T/s ELF-MF stimuli representing 0.45
V/m. Other parameters such as field orientation (72) could be taken into consideration.
Furthermore, longer stimulation periods could also be needed to trigger more noticeable

outcomes.

1.6.1.2 Feeling of curving or leaning and feelings of unreality or

strangeness

Very few studies report feelings of curving or leaning (98,186). Nonetheless, this sensation
is the most reported subjective sensation in Uwano et al. (186), in which about 10 % of the
participants felt it, especially when the bed was moving inside the MRI bore. Sensations
of unreality, studied with questionnaires, are also, though rarely, be reported in the same
conditions (178,186,188,197).

Patients with vestibular dysfunctions and diseases often report feelings of unreality or
strangeness, which can also be induced in healthy subjects with vestibular stimulations
including GVS (40,198,199). Although, Heilmaier et al. (178) did not find any statistical
differences between the ELF-MF and SMF conditions, both Uwano et al. (186) and
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Theysohn et al. (188) found that these reports were more acknowledged when movement
occurred in the SMF. However, considering the few data available, definitely attributing
these effects to induction would be a hasty conclusion. Nonetheless, the fact that such
sensation is more important with movement is interesting and future research should

further investigate the induction hypothesis for such outcomes.

1.6.1.3 A vestibular link to metallic taste perception (dysgeusia)

When people are in MRI vicinity, they often report metallic taste alongside vertigo
(74,178,185,187,188,200-203). As found in Patel et al. (74), this sensation can be ranked
third amongst the commonly reported sensations. Fast movers within the MRI’s SMF
gradient experience these effects more than the people moving at a slower pace (185)
matching other findings attributing this sensation to induction (188). Heilmaier et al. (178),
on the other hand, did not find any significant differences between the moving sequence in
the MRI’s SMF gradient and staying still at the isocenter of the bore. Cavin et al. (203)
found people reporting metallic taste at 1.3 T/s and sensations increases with faster nodding
head movements within the SMF, inducing higher dB/dt values ranging up to 4.1 T/s.
Therefore, E-Fields between 0.11 and 0.36 VV/m could be needed to start inducing a metallic
taste. Moreover, as seen before, these values can largely and easily be exceeded in a normal
MRI setting (73,193).

Several mechanisms could explain metallic taste in an MRI setting. Weintraub et al. (187)
explain it could come from an electrolysis phenomenon due to an induced battery effect
between two types of dental metal feelings. However, this hypothesis does not stand given
Cavin et al. (203) results showing that participants, without dental feelings, experience it.
A second hypothesis is a direct cranial nerve stimulation by the induced currents.
Indeed, the facial nerve (CN VII), the glossopharyngeal nerve (CN IX), the vagal nerve
(CN X), as well as the trigeminal nerve (CN V), all carry taste information to the CNS
(204). However, this is very unlikely since the threshold for nerve activation is estimated

at 6.2 VV/m (205) which is rarely reached in such conditions.



28

Direct electrical tongue stimulation is a very probable hypothesis, as electrogustometry

using currents intensities below 10 pA trigger such response (206).

However, interestingly, the metallic taste can also be linked to vestibular dysfunctions.
Indeed, it is found in vestibular pathologies such as schwannomas (207) and could be used
as an early diagnostic symptom in such pathologies (208). Furthermore, GVS also induces
metallic taste (156,159,209-214). To our knowledge, no study has formalized an intensity
threshold. However, looking at the existing literature a minimum of 0.2 VV/m seems to be
needed. Therefore, one cannot neglect the hypothesis that ELF-MF induced currents
triggering the vestibular system could induce dysgeusia, granted the fact that metallic taste

can be induced by a vestibular electrical stimulation as specific as GVS.

1.6.1.4  Spatial attention

The vestibular system is highly implicated in spatial orientation (215) as it plays an
important role in space perception (26,27,216,217) and distance evaluation (218). GVS
impacts cognitive functions since the vestibular system is implicated in such processes
(28,39,154,215,219-222).

The line bisection task is a widely used test to evaluate spatial cognition. During this test,
participants draw a vertical line, aligned with their perceived trunk midline, pointing at the
middle of a horizontal segment. Thus, the role of the task is to divide the segment into two

halves.

The line bisection test is a spatial attention task closely linked to right parietal dominance
in right-handed individuals (117,223-225). Indeed, with this test, clinicians assess right
hemisphere stroke patients presenting spatial neglect syndromes (217,226). Interestingly,
spatial neglect shares common brain areas also involved in vestibular cortical integration
(227,228). Indeed, the vestibulo-thalamocortical pathways are asymmetric (9,216,228,229)
and right parietal areas, including the right parieto-temporal junction, largely integrate
vestibular inputs (9,224,227,229-231). Right cathodal GVS, mainly integrated within the
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right hemisphere (225), improves the performance of the bisection test in neglect patients
(232) and the test is biased in healthy participants depending on GVS polarity (225,228).

Through the line bisection task, studies investigated spatial attention in participants when
submitted to ELF-MF in MRI environments (179.185,233,234). However, the results of
the line bisection tasks in ELF-MF conditions within MRI environments are inconclusive.
Heinrich et al. (179) found no spatial accuracy changes in the ELF-MF condition, while
Van Nierop et al. (233) found a nonsignificant spatial bias to the left. On the other hand,
De Vocht et al. (234) found the time to complete the test was greater after participants
moved their heads in the SMF. However, GVS biases the test spatially and, to our
knowledge, no reference mentions a GVS-impact on time during this test. Yet, the
generated E-Fields, in the ELF-MF studies, are estimated at 0.21 VV/m which is just at our
estimated perceptual threshold. This could therefore explain the lack of results and greater
E-Fields could be needed.

1.6.2 Vestibulo-ocular pathway: Visual acuity and Visual tracking

Visual acuity refers to vision clarity. Clear vision necessitates a stabilized image on the
central foveal region of the retina. Image instability on the retina procures blurry vision as
well as oscillopsia described as a movement of the visual scene. On the other hand, visual
tracking necessitates being able to shift the fovea toward a target and stabilize gaze. Thus,
this process needs to coordinate both saccadic and smooth pursuit eye movements to

maintain a clear image on the retina during the task (235).

Visual tracking and visual acuity can both be related to the vestibular system, as it is
responsible for controlling gaze and stabilizing the image on the retina (21-23,92,236-
238). Indeed, visuo-ocular control tests (6,239) and dynamic visual acuity tests (240-245)
are clinically used to assess vestibular dysfunction and provide excellent outcomes for
VOR impairment. Undeniably, visual acuity declines with vestibular gain abnormality due
to impaired VOR.
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Visual tracking and visual acuity were both studied within MRI environments
(73,179,185,246). Magnetic fields affect the visual sensory domain (233,247) and people
working in the vicinity of 9.4 T MRI scanners develop smooth pursuit and spontaneous
nystagmus abnormalities (74). The dB/dt values reported by Heinrich et al. (179,185) and
by Van Nierop et al. (233) range from 0.8 T/s to 2.4T/s generating E-Fields between 0.07
V/m and 0.21 V/m. The level of the generated E-Fields could, therefore, impact the
vestibulo-ocular pathways and thus the visual sensory domain. Indeed, they are strong
enough to start inducing ocular outcomes (151). GVS impacts eye motor control (151,248—
252) and participants report blurry vision with GVS when 0.2 V/m is applied (154).
Although GVS-induced nystagmus can be suppressed when vision is present (253) due to

fixation based inhibitory mechanisms, GVS still impacts vision (254).

1.6.3 Vestibulo-autonomous pathway

The vestibular system is closely linked to the autonomous system (10,45). Connections
between the viscera and the vestibular nuclei exist (255) with a clear vestibular pathway
for nausea and vomiting (256). Motion sickness symptoms such as nausea, pallor, and
sweating are often related to the vestibular system via vestibulo-sympathetic reflexes
(10,159,161).

When workers, participants or patients are in ELF-MF conditions within an MRI
environment, nausea is one of the most reported effects (75,98,178,181,188,190,197). Yet,
such perceptions can either be statistically different (188) or not (178) between stationary

versus moving conditions.

Although scarcely mentioned, sweat attacks, tachycardia and vomiting can also occur while
in MRI settings (178,184,188,197). However, whether such sensations are related to
induction is hard to establish since it’s either not related to movement (178) or the

information relative to movement is simply not provided (184,188,197).

In an MRI environment, these sensations have been investigated while patients or

participants are lying down on the MRI bed. In such conditions the average dB/dt value is
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estimated at 0.8 T/s (98,100,257), estimated herein at 0.07 VV/m. | found 0.2 VV/m to be the
lower E-Field value inducing such sensations (Table 1-2). Yet, to the best of our knowledge,
there is no study formally investigating the threshold at which such sensations start being
perceived. Therefore, our threshold estimation could be overestimated.

AC-GVS triggers nausea (157-161) sweating (10,154,162,196) tachycardia (154,158) and
vomiting sensations (154,161,209,258). Nonetheless, although GVS triggers the vestibulo-
autonomous pathways, very little consistent information is found to date enabling to link

the reported sensations with induction and future investigations are thus needed.

1.6.4  Vestibulo-spinal pathway: postural control

Van Nierop et al. (259), analyzed postural control after the participants moved their heads
with their eyes closed in a 7 T MRI environment. They recorded postural sway using an
accelerometer worn around the waist. Depending on the distance between the participants
and the bore, the head movements generated dB/dt values estimated between 1.20 and 2.40
T/s at the head level. This represents 0.1 V/m and 0.21 VV/m E-Fields, already sufficient for
postural perturbations (Table 1-2). All sway variables increased in ELF-MF conditions.
Yet, interestingly, with the same level of induction, Glover et al. (98) did not show any

postural modulations when applying exclusive 2 T/s ELF-MF full-head stimulations.

1.6.5 Summary and caveat

Most of the studies we have covered occur in MRI settings. This is problematic since the
Lorentz Force and the movement induced ELF-MF physically coexist. Furthermore, the
Lorentz Force as proved to greatly and specifically impact the vestibulo-ocular reflex
which is a direct assessment of vestibular function. In opposition, although the outcomes
reviewed here can theoretically be triggered by both the ELF-MF and GVS stimulations,
the evidence is weaker. Therefore, although some authors argue that induced E-Fields
impact the vestibular system in MRI settings (64,182,259,260), considering the Lorentz

Force effects, doubts remain concerning the induction hypothesis.
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However, given Antunes et al. computational model, the Lorentz force is thought to start

being strong enough to act on the cupula at 0.43 T (99).

Yet, Van Nierop et al. (259) measured 0.37 T and 0.24 T respectively at 90 cm and 130
cm from a 7 T MRI bore. Indeed, following equation [3] we know that the strength of the
flux density (B) proportionally decreases with increased distance from the source. This
obviously means lower flux density measures in the vicinity of 1.5 and 3 T MRI scanners.
Considering such flux density values, we can only presume that, in these cases, the Lorentz

Force would not be strong enough to trigger vestibular outcomes.

Nevertheless, movements outside the bore are swifter and more complex than those inside
the bore when lying on the bed. According to Fuentes et al. (193), the intensity and the
spatial distribution of the induced currents within the head rely on workers' occupation.
Indeed, the E-Fields depend on i) the direction of head movements, ii) the head position
and distance relative to the bore, and iii) the speed at which the head travels through space.
This explains why moving outside the bore generates stronger dB/dt values than the ones
obtained within the bore (191,193,261). Indeed, in a 1.5 T MRI scanner environment,
where the flux density values were measured under 0.7 T, De Vocht et al. (73) obtained
dB/dt levels up to 50 T/s at head level (4.5 VV/m). Therefore, in such conditions where the
Lorentz force impact is low or even non-existent, the vestibular outcomes could be

attributed to induction.

1.7 Electromagnetic induction and the vestibular system: a
need for new research

1.7.1 Going beyond MRIs

As we have seen so far, most of the research looking at the impact of ELF-MFs on the
vestibular system occurs in MRI environments. Although still debated, ELF-MF in this
context could have an impact on the vestibular system (64,98,182). However, remarkably,
exposure to such magnitude of static magnetic fields gradient is mostly confined to medical

and/or research contexts while ELF-MF stimulations are ubiquitous wherever electricity is
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produced, transported, and used. This makes ELF-MF from domestic electricity as well as
commonly used electrical household appliances much more prevalent in our daily lives.
However, to date, data is scarce and inconclusive, revealing a research gap and a need for
more specific vestibular ELF-MF stimulations studies which is the core of this thesis.

1.7.2 Investigating higher frequencies

Nowadays, 50 Hz or 60 Hz ELF-MF are ubiquitous in modern societies. Exposure levels
with household appliances, such as hair dryers or electric hair clippers, reach up to 2 mT
(61,62). In this case, at 50 and/or 60 Hz, the dB/dt values reach respectively 0.8 T/s and
1T/s, equivalent to 0.07 VV/m and 0.09 VV/m. This is theoretically enough to produce small
vestibulo-ocular and vestibulospinal responses. Furthermore, higher ELF-MF exposures
occur during very specific tasks. For instance, “live cable” workers are subjected to high
fields up to 10 mT (53), generating 4.44 T/s at 50 Hz and 5.33 T/s at 60 Hz. With respective
E-Field values of 0.39 V/m and 0.47 V/m, this is theoretically enough to trigger all
vestibular pathways.

Given that vestibular hair cells phase lock with frequencies up to thousands of hertz
(262,263) the ubiquitous ELF-MF fluctuating either at 50 or 60 Hz could potentially impact
the vestibular system and it is, therefore, paramount to acquire such knowledge for security

and safety purposes.

1.7.3 Power-line frequency exclusive ELF-MF postural
modulations

Interestingly, non-MRI exclusive ELF-MF studies at 60 Hz have shown postural control
modulations (264-266). In these studies, the authors used full-body ELF-MF stimuli
centered at head level with a dB/dt value of 0.7 T/s (0.06 V/m). Postural modulation was
investigated using center of pressure (COP) analysis with force plates. Prato et al. (264)
and Thomas et al. (265) showed less motion in the anteroposterior plane, interpreted as
improved stability, when they applied the ELF-MF stimuli. They reproduced the same

protocol with healthy participants compared to rheumatoid arthritis or fibromyalgia
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patients (266), and reported similar improved stability results in all three groups. Legros et
al. (267), also using 60 Hz ELF-MF stimuli only, similarly measured postural control using
COP analysis on a force platform. The E-Fields generated in this case were 0.08 V/m. As
in Prato et al. (264) and Thomas et al. (266,268), they showed a reduction in sway
oscillations in the anteroposterior plane. In this case, sway velocity was the impacted
variable. These low E-Field values are close to the vestibulospinal threshold (Table 1-2).
Given that postural control is multisensory in nature, with vestibular, visual, and
proprioceptive inputs integrated to manage balance (20), it was suggested that exclusive
ELF-MF could impact the vestibular system. However, the results should be interpreted
with caution. Indeed, in all of the three reported studies, the fields were applied to the entire
body. Therefore, other mechanisms, besides a vestibular impact, could also explain the

results.

To our knowledge, our study is the only one targeting the vestibular system with exclusive
ELF-MF stimulations (269). Yet, with dB/dt values ranging up to 142 T/s, we did not
record postural control modulations. However, we pointed out important methodological
limitations including the use of a stimulation device providing the participants with

positional cues which could have biased the postural outcomes.

1.8 Thesis direction and aims — Electric and magnetically
induced vestibular-driven effects

The data reviewed here have important implications. The fact that both the eye and the
vestibular system share : 1) high conductivity 2) transduction mechanism 3) important
neurophysiological similarities with L-VGCC, ribbon synapsis and glutamate found in
both systems 4) sensitivity to E-Fields and 5) some ELF-MF studies show postural control
modulations is not trifling and makes the vestibular system a great candidate to be impacted
by the ELF-MFs. Thus, the induction hypothesis needs to be investigated further. However,
although theory seems in favor of such a mechanism, data confirming it, is clearly lacking.

This opens new research avenues in which more specific ELF-MF vestibular stimulations

should be considered. This is of great interest for the safety of workers and for everyone
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subjected to such fields which are encountered daily in our modern societies. Also, such
research would also be beneficial for better understanding the vestibular system and deepen

our understanding of its function.

This is the background in which this thesis falls, and this work is a modest attempt to push

such investigations further.
The aims of this thesis are threefold:

1) the main goal is to investigate whether the vestibular system is sensitive to ELF-
MF exposures at powerline frequencies. If so, this would push forward the rational
stating that different neurological and/or neurosensory systems, sharing

neurophysiological similarities, could equivalently be impacted by ELF-MF.

2) a second goal is also to try to deepen the knowledge related to the interaction
mechanisms between the ELF-MF and human neurophysiology helping to fill the

actual knowledge gap (86).

3) finally, more broadly, our work also aims at providing more data needed within
the international guideline’s scope (86), to help set acute ELF-MF thresholds and,
thus, try to better protect the public as well as the workers worldwide.

Given i) that the research topic of this thesis is fairly new ii) that postural modulations have
been reported at power-line frequencies iii) that the dB/dt levels in those studies match the
vestibulospinal threshold and iv) an explicit role of the vestibular system has not been
clearly established, our first experimental study (chapter 3) follows on from this postural
lineage. Furthermore, postural control is an important behavioral outcome reflecting real-
life concerns within high ELF-MF work environments. Indeed, impaired balance while

live-line working could be greatly detrimental to the workers.

Consecutive to the seminal work done by Glover et al. (98), we will show postural control
analysis of healthy participants while exposed to full head ELF-MF stimulations above
Glover’s vestibular threshold (98). The conclusions of this first study will give rise to the

importance of more specific asymmetrical vestibular stimulations and field orientation
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relative to the vestibular system which we implemented in the second postural experiment
(chapter 3). This study will further underline two distinct important points. The first is a
potentially greater implication of our ELF-MF stimulations on specific vestibular
structures that secondly pushes forward the fact that new vestibular outcomes need to be
investigated. Therefore, in the third experiment (chapter 4), we will consider inspecting the
subjective visual vertical while healthy participants are once again subjected to

asymmetrical vestibular specific ELF-MF stimulations.

Finally, a general discussion gathering the main findings of the studies within a broader

context will enable us to provide future perspectives and conclude (chapter 5).
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2  Human Postural Control Under High Levels of Extremely
Low Frequency Magnetic Fields

(Published in IEEE-Access)

2.1 Introduction

Extremely Low-Frequency Magnetic Field (ELF-MF < 300 Hz) at powerline frequencies
(i.e 60 Hz in North America) are ubiquitous in modern societies due to the generation,
distribution and use of alternating current (AC). From a health and safety perspective,
agencies such as the International Commission for Non-lonizing Radiation Protection
(ICNIRP) and the International Committee on Electromagnetic Safety from the Institute of
Electrical and Electronics Engineers (IEEE-ICES) depend on reliable scientific data to set
guidelines and recommendations (1,2), to protect workers and the general public against

electrostimulation induced adverse health effects.

In this regard, the latest IEEE-ICES standards state the necessity to investigate established
acute mechanisms capable of synaptic activity alterations (2). The most reliable effect
of synaptic polarization is the acute perception of magnetophosphenes.
Magnetophosphenes are flickering visual manifestations perceived when exposed to a
sufficiently strong ELF-MF (3). Therefore, the ICNIRP and the IEEE-ICES report synaptic
activity alterations thresholds based on Saunders and Jefferys (4) and Loévsund et al. (5)

magnetophosphenes studies.

Magnetophosphenes are reported to result from the modulation of the retinal cells (4-6).
Since the retina is recognized as an integrative part of the Central Nervous System (CNS),
magnetophosphenes are considered as a good conservative model to be generalized to the
entire CNS (6).

In the vestibular system, the mechanical information of head movements is transduced into

an electric signal via sensory cells called hair cells. Compellingly, both the vestibular
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system and the retina use graded potential sensory cells (7) known for their high sensitivity
mainly due to the continuous release of glutamate through ribbon synapses (8-11).
Moreover, as retinal cells (6,12), vestibular hair cells are known to be easily impacted by
weak electrical currents (13-17). Therefore, vestibular hair cells also appear as perfect

targets for interaction with ELF-MF induced currents.

Consequently, from the perspective of the guidelines, the investigation of ELF-MF on the
vestibular system is legitimate, as it would broaden the understanding of the underlining
mechanisms enabling to better understand how phosphenes could be generalized to the
entire CNS. Individuals around Magnetic Resonance Imaging (MRI) scanners often report
illusions of rotating, vertigo, dizziness, and nausea, suggesting an interaction between MF
and the vestibular system (18-20). In 2007, Glover et al. (21), published a seminal study
on the interactions between static and time-varying MF and the vestibular system. They
identified three different mechanisms possibly responsible for vestibular responses to MF
exposure: i) the Diamagnetic Susceptibility (DS), ii) the Magneto-HydroDynamic (MHD)
forces and iii) the Electromagnetic Induction (referred as induction herein). The DS
hypothesis has been consistently dismissed as negligible, in both theoretical and
experimental works (21-24). Conversely, MHD forces have been reported to modulate the
vestibular system in a strong static magnetic field (SMF) environment. Indeed, a strong
oriented SMF generates a Lorentz force that triggers nystagmus through activation of the
Vestibulo-Ocular Reflex (22-25). However, MHD does not apply in an SMF-free
environment. The third hypothesis of interaction is the induction mechanism based on
Faraday’s law of induction, stating that changing magnetic flux density over time (dB/dt
in T/s) induces Electric Fields (E-Fields) and currents within conductors such as the human
body. Indeed, besides magnetophosphenes, effects resulting from magnetic induction in
humans have been reported on the central nervous system (4,26-31), the autonomous

nervous system (32—-34), and the peripheral nervous system (35).

In their “static subject changing field” experiment, Glover et al. (21) proposed a formal
attempt to test if ELF-MF induction modulates vestibular performance. They showed no
effect of a 2 T/s ELF-MF on human postural control, but they still hypothesized that

stimulation over 4 T/s should be able to trigger a vestibular response (21).
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Consequently, our work furthers the investigation of postural responses using full head
homogeneous ELF-MF stimulations with high dB/dt, up to 40 T/s with the main objective
to study vestibular outcomes at power frequency (60 Hz). Since the magnitude of vestibular
outcomes increases linearly with current intensity (36-38), we expected to observe an

increase in postural modulations with higher dB/dt values.

2.2 Methods

2.2.1 Participants

Twenty healthy participants (6 females - 14 males, 23.5 + 3.68 years old) were tested. We
excluded volunteers with a history of any vestibular-related dysfunction, chronic illnesses,
neurological diseases, and participants having permanent metal devices above the neck.
Participants had to refrain from exercise and alcohol, caffeine or nicotine intake 24 hours

before the study.

222 Experimental devices

ELF-MF stimulations were delivered to the subjects’ head via a customized head coil
exposure system (FIG. 2.-1 left panel) consisting of a pair of 99-turn coils (11 layers of 9
turns each, 35.6 cm inner diameter and 50.1 cm outer diameter) made of hollow square
copper wire cooled by circulating water. The two coils were assembled into a Helmholtz-
like configuration, spaced 20.6 cm from center to center. The system was controlled and
data was collected using a custom LabVIEW™ script (LabVIEW 2014 version 14.0.1 (32
bit)) through a 16-bit National Instruments A/D Card output channel (National Instruments,
Austin, TX), driving two MRI gradient amplifiers capable of delivering up to 200 A at +
345V (MTS Automation Model No. 0105870, Horsham, PA, USA). A Biot-Savart model
of our custom coil system was computed using a customized Matlab program (MatLab
version 9.3 — The MathWorks Inc., USA) considering two systems of 11 solenoids of 9
turns stacked on each other following the geometrical characteristics presented above. This
model presented in FIG. 2-2 shows the homogeneity of the magnetic field at the location

of the participant’s head. MF flux densities measurements were recorded every centimeter
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from the center of the coil in both the Antero-Posterior (AP) and Medio-Lateral (ML) axes
(FIG. 2-2 right panel) with a single axis MF Hall transducer probe (£ 200 mT range with
0.1% accuracy, Senis AG Model No. 0YAO5F-C.2T2K5J, Baar, Switzerland). These
measurements showed great agreement with our model (FIG. 2-2 right panel). During the
experiment, the probe was located 16 cm from the center of the coils, and data were
recorded and used to synchronize all measurements with MF expositions. A force plate
(OR6-7-1000, AMTI, USA) was used to collect participant’s body sway at 1 kHz according
to 6 degrees of freedom: forces and moments data each in the 3 dimensions. The Center of
Pressure (COP) trajectory was calculated post-recording using a calibration matrix
provided by the manufacturer. No hardware filtering was applied. A motorized non-
magnetic lift enabled vertical movement of the coil system, such that it could raise and
lower, centering the participants’ ears between the coils (FIG. 2-1 left panel). A Direct
Current (DC) stimulation was delivered using a transcranial current stimulation device
(StarStim, Neuroelectrics, Spain), controlled with the NIC software (Neuroelectrics
Instrument Controller, version 1.4.1 Rev.2014-12-01) via Bluetooth.
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Figure 2-1 Stimulation apparatus. Volunteers stood in complete darkness, feet
together, arms by their side and eye closed on a 1.5 cm foam pad covering the force
plate. Their head was fully stimulated by Helmholtz-like coils centered on their ears,
with ELF-MF stimulations at 8.89 T/s, 26.66 T/s and 39.98 T/s (left panel). The
binaural bipolar DC montage stimulating both vestibular systems at 2 mA. The
cathode is behind the right mastoid process and the anode is behind the left mastoid

process (right panel).
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Figure 2-2 Two-dimentional spatial illustration of the MF level distribution around
the exposure system computed according to the Bio-Savart law (Left panel). The thick
black rectangles represent the outer boundaries of both coils. Small black arrows
represent the magnetic vector field. Red and blue lines represent respectively the
boundaries of a 1% and 5% flux density variation limit area from the center. Dashed
lines represent the lower boundary while solid lines represent the upper boundary.
Participants’ vestibular systems, illustrated by the yellow structures in the head, lie
within a 50 mT (x 0.5 %) vertically- oriented homogeneous field . Flux density values
for full head homogeneous ELF-MF stimulations targeted at 50 mT (right panel). The
blue line represents the expected flux density values given by the model along the
mediolateral axis. Red and black dots are actual flux density measurements along the

mediolateral and anteroposterior axes respectfully

223 Protocol

After giving written informed consent, participants were equipped with the Starstim device.
A DC stimulation was used as a positive control condition to validate the choice of our
dependent variables. Positive control is defined herein as a condition in which specific
known effects are expected (39). Indeed, based on the scientific literature, DC is known to
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increase the postural sway, specifically oriented towards the anodal side of the stimulation
(for review see (40)). In this regard, a classical binaural bipolar montage was used (FIG. 2-
1 right panel). Both mastoid processes were previously rubbed with alcohol wipes
(Mooremedical, USA) to improve impedance. Circular 25 cm? Ag/AgCl electrodes
(StarStim, Neuroelectrics, Spain) were saturated with 8 mL of saline solution to provide
proper conduction. Electrodes were secured using the StarStim neoprene cap and tape. To
ensure appropriate stimulations, electrode impedances were maintained below 10 kQ
throughout the experiment as recommended by the manufacturer. The cathode was placed
behind the right ear. Before starting the testing, the participants were exposed to a 5 seconds
2 mA DC exposure as a familiarization sample and to make sure they all swayed towards
the anodal side (40). Participants were then asked to stand still, in complete darkness,
during 20 seconds on a 1.5 cm thick foam surface arranged over the force plate with their
eyes closed, arms along the sides and feet together to sensitize the vestibular system (40).
Participants heads’ stayed within the ELF-MF stimulation system at all times during the
trials (FIG. 2-1 Left panel). A second investigator, blinded to the type of stimulation, was

present to prevent potential loss of balance.

Following a repeated measure plan, we presented four type of stimulations in a random
order to all our participants. One DC (2 mA) and three MF (50 mT) exposures were all
delivered for 5 seconds. To reach high levels of dB/dt, we chose to modulate the exposure
frequencies instead of exposure flux density. In the ELF range, the highest synaptic
sensitivity occurs at 20 Hz (2), a frequency also known to induce vestibular modulations
(41). Moreover, since vestibular electrical stimulations up to 100 Hz have shown to impact
the vestibulospinal pathways (42), we decided to stay within these boundaries and
investigated 90 Hz. Therefore, 20, 60, and, 90 Hz respectively produced 8.89 T/s, 26.66
T/s, and 39.98 T/s, two to tenfold higher than the 4 T/s threshold. Two control trials (CTRL)
without stimulation were also done for each participant. All trials were randomly
distributed. Thirty-second rest periods were taken between each trial. A timeline of our
experiment is presented in FIG. 2-3. To prevent postural outcomes bias due to
cerebrovascular alterations participants could not sit during rest (43). To conceal the noise

generated by the coils, subjects wore earplugs throughout the experiment. This protocol
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was approved by the Health Sciences Research Ethics Board (#106122) at Western

University.
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Figure 2-3 Schematic representation of the postural control protocol

2.2.4 Data analysis

The COP time-series were filtered with a low pass bidirectional 4" order Butterworth zero-
phase digital filter with a cutoff frequency of 5 Hz. Cutoff frequency was determined after
a residual analysis using a customized Matlab program. Sway characteristics were also
computed using a customized MatLab program. Classically sway variables are analyzed
on orthogonal AP and ML axes independently. However, our participants were put in
unconventional conditions to sensitize vestibular function and AP-ML analyzes are known
to be biased by biomechanical factors (36-38). Secondly, AP and ML data are not
independent as balance is controlled by coordinating the body in space in both dimensions
simultaneously (46). Finally, anatomical (47) and/or physiological (48) asymmetries
between the two vestibular systems could induce subtle angular deviations not purely found
along the classical AP-ML axis. Therefore planar sway analyzes were favored over one-

dimensional analyses.

Among classical sway variables, the pathlength (the total length of COP excursion) has
proved to be the more sensitive and reliable outcome (41-42). Pathlength was computed
as the total sum of the distances between each point in the AP-ML plane. However, because
pathlength varies with recording data time it is often hard to compare results from one

study to another. Therefore, mean velocity (pathlength over time) was retained.



73

A Principal Component Analysis (PCA) was conducted on COP datasets to find the main
direction of sway (51) (FIG. 2-3). The main direction of sway is described by the first
principal component (PC1) which accounts for the largest part of the COP time-series’
variance. 0, the angle between the ML axis and the PC1 axis was computed to describe the
main direction of sway (FIG. 2-4A). 8 was always presented within 0° and 180°, regardless
of the direction of the movement towards the right or the left: 0° being aligned with the ML
axis toward the right side of the participant. The second principal component (PC2)
represents the axis orthogonal to PC1. PC1 and PC2 can be used to compute the 95%
confidence interval ellipse of the sway for each trial (51) (FIG. 2-4B and 2-4C). Each PC
expresses a certain percentage of the total variance of the data. The percentage of variance
explained (VE) by PC1 was used to analyze how the sway was dispersed in space. Indeed,
as VE of PC1 approaches 100 %, the ellipse merges closer to PC1 itself, thus expressing
less spatial dispersion (FIG. 2-4C). Likewise, VE closer to 50 % would indicate that the
total variance is gradually equally shared by PC1 and PC2 indicating a dispersed sway
bounded by a circle (FIG. 2-4 B).

To investigate the acute effects of DC and MF, the sway responses were all analyzed during
the first 2 seconds after stimulation onset within which the peak postural response for DC

was found and reported in previous work (52).

A 120° 60° B 120° 60° C 120° 60°
4cm 4cm 6cm
150 30 150° 30 150 30
2cm 2cm 4cm
0
180° 0° 180° 0° 180° % 0°
VE=5279 VE =98 %
210° 330° 210° 330° 210° 330°
240° 300° 240° 300° 240° 300°

270° 270° 270°

Figure 2-4 Graphical representation of dependent variables found with Principal
Component Analysis. In all panels, the movement of COP is represented by the black
line. In A, the red line represents the main direction of sway at an angle 8 symbolized

by the grey shaded area. A direction of sway at 90 degrees angle would indicate a pure
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AP sway. In B and C red ellipses are examples of dispersion of the orientation of sway
in space. In B, 52 % of the variance explained is expressed along the first PC whereas,

in C, 98 % of the variance explained is expressed along the first PC.

2.2.5 Statistical analysis

All statistical analyses were performed using R version 3.3.2 (53). A level of significance
of a = 0.05 was adopted throughout data analysis. Percentages were not normally

distributed, therefore, a logarithmic transform was used for VE.

One set of control data was randomly chosen and used to compare the effect of DC while
the other set was used in contrast to MF stimulations. To investigate the effect of DC
stimulations (DC vs CTRL), paired t-tests were used to analyze mean velocity as well as
VE. To explore the effect of frequency on mean velocity as well as on VE, the data were
analyzed by one-way repeated-measures ANOVAs with frequency (CTRL + the 3
frequencies modalities) as the within-subject variable.

For @ analyses, circular statistics were used using the circular library in R. Using
Rayleigh’s test for uniformity of the distributions, we first ensured that @ data samples
were not distributed uniformly. Mean 8 and Angular Deviation (+x AD) were used to
describe the main direction of sway. A Watson-Williams two-sample test was used to
investigate the effect of DC on the direction of the sway. A Watson-Williams multi-sample

test was used to investigate the effect of frequency on the direction of the sway (54).

2.3 Results

2.3.1 DC Stimulations.

The effect was unambiguous and reflected previous findings. Systematic loss of balance
towards the anodal side was observed. Table 2-1 shows that both velocities (t (19) =5.1398,
p < 0.001, r>=0.58) and VE (t (19) = 2.91, p < 0.05, r?=0.30) were significantly greater
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during DC than without. However, 0 did not change with DC (F (1,38) = 0.48, p = 0.49)
and stayed generally aligned along ML.

Table 2-1 Descriptive statistics for the DC results (CTRL vs DC). Mean and standard
errors (£ SE) values for Velocities and Variance Explained as well as mean angles and

angular deviations (x AD) for Theta.

| L DC
Velocity (cm/s) *** 2.5+0.3 5.3+0.6
Variance Explained (%) * | 82.3+2.6 91.6+2.1
Theta () -87+395 -03%312

CTRL : Control Condition ; DC: Direct Current condition
*p<0.05 forpaired t-test comparing CTRL and DC
*** p<0.001 forpaired t-test comparing CTRLand DC

2.3.2 ELF-MF stimulations

No significant differences between frequency of MF stimulation were found on Velocity
(F (3,57) = 1.26, p = 0.29, FIG. 2-5A) nor on VE (F (3,57) =0.42, p = 0.73, FIG. 2-5B).
Similarly, no significant differences were found for @ (F (3,76) = 1.52, p = 0.21) between
the frequency conditions. The FIG. 2-6 shows participants majorly swayed along the ML

axis with a circular mean of - 0.77° for all conditions.
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Figure 2-5 Mean velocities (A) and Variance explained (B) for CTRL vs all MF
experimental conditions. Error bars represent 95% confidence intervals
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Figure 2-6 Average sway orientation for CTRL vs all MF experimental conditions.
The black lines represent the main direction of sway (PC1) at the angle 8. The length
of each black line is proportional to the mean quantity of movement expressed by the
participants. Ellipses are a representation of the mean area of COP displacement.
Shaded areas from light green (CTRL) to dark green (90 Hz) represent the angular

deviation as frequency increases
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2.3.3 Phosphene perceptions

Out of the 20 participants, 13 (65 %) declared seeing phosphenes at least once during the

entire experiment.

2.4 Discussion

Given the very important neurophysiological similarities between the retinal and the
vestibular sensory cells and the fact that electromagnetic induction produces
magnetophosphenes, this study aimed to investigate the impact of full head 50 mT
homogeneous ELF-MF stimulations at 20 Hz, 60 Hz and 90 Hz on human postural control

in which the vestibular system plays a major role.

We replicated the “Static Subject Changing Field” experiment from Glover et al. (21) with
a greater number of participants, more sensitive postural outcomes measures at higher
dB/dt values than their 4 T/s vestibular threshold.

First, the use of a DC stimulation enabled us to validate the postural variables chosen in
this work. As predicted, DC increased the quantity of movement. Indeed, greater velocity
values characterized the loss of balance experienced by all participants. Similarly,
increased sway alignment shown by greater VE values and the direction angles along the
mediolateral axis portrayed the well-known DC-induced movements directed towards the

anodal side in the frontal plane (for review see (40)).

Contrary to our hypothesis, our findings showed no postural response to ELF-MF
stimulations despite being up to tenfold above Glover’s 4 T/s threshold. Indeed, in our
study, peak dB/dt levels reached 8.89 T/s, 26.66 T/s, and 39.98 T/s at 20 Hz, 60 Hz, and
90 Hz respectively.

For their international guidelines and standards, ICNIRP and IEEE-ICES need in-situ E-
Field threshold assessments to which uncertainty and safety factors are applied to fully
protect the public as well as the workers (1,2). These publications estimate in-situ E-Fields

using Maxwell equations applied to an ellipsoid model (55), but have acknowledged later
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that anatomical models could also be used (2). Nonetheless, it is acknowledged that good
estimations of in-situ E-Fields are also obtained with analytical spherical models (56).
Therefore, we estimated the in situ induced E-Field generated by our stimulations, with the

following equation derived from Maxwell’s third law:

where E represents the induced E-Field and r the radius of the Faraday’s loop within a
homogeneous alternating flux density B of frequency f. Given a 5 cm radius loop
encompassing both vestibular systems (FIG. 2-7), the 4 T/s threshold presented by Glover
etal. (21) would produce 0.1 VV/m tangentially to that loop. Following the same reckoning,
our stimulation would produce peak E-Field at 0.225 V/m, 0.65 V/m, and 1 VV/m for our
respective frequencies at the level of the vestibular systems. Despite having E-Field values
twice to ten times higher than the theoretical threshold estimated by Glover et al. (21), no
differences in the quantity of movement, spatial dispersion nor on the direction of sway

were observed.
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Figure 2-7 Bottom view of field orientation within a head representation. Both yellow
structures are the vestibular systems. The green crosses represent the homogeneous
MF increasing towards the top of the head. The light blue circle symbolizes a 5 cm
radius Faraday’s loop encompassing both vestibular systems. The dark blue arrows

represent the tangential induced E-Fields generated at selected points of the loop.

In this light, several key points should be addressed to understand the absence of postural
response: i) the role of the frequencies of stimulation used to reach high dB/dt values, ii)
the role of the orientation of the MF, and finally iii) the anatomy and physiology of the

vestibular structures impacted.

First, stimulation frequencies of 20 Hz, 60 Hz, and 90 Hz were chosen to generate dB/dt

levels theoretically capable of triggering vestibular responses.

Importantly, in the case of electrical stimulation of the vestibular system, it is considered
that postural outcomes are mostly due to semicircular canal activation (for review see (57)).

Moreover, with alternating signals, as stimulation frequency increases, the weight of the
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otolithic input increases while the weight of the canalithic input decreases (58). As a
consequence, the high frequencies used in our study may have mainly impacted the

otoliths, potentially yielding to weaker postural modulations.

Second, since the otoliths were the most likely impacted targets of our magnetic
stimulations, their relative orientation to the induced fields must be considered. The
otolithic subsystem is composed of the utricle and the saccule, which are responsible for
detecting head horizontal and vertical linear accelerations respectively. The utricle is
mostly planar, lying in the horizontal plane, whereas the saccule is mostly planar, lying
orthogonally in the vertical plane. Given the orientation of both utricles and saccules in
space, their respective vestibular hair cells would predominately be crossed
perpendicularly by the induced E-Fields. Considering that only E-Fields colinear to the
body of the neuronal cells have a maximum impact (59), only a fraction of the induced E-
Fields could have influenced the otolithic hair cells. Therefore, considering that the induced
E-Field threshold to modulate vestibular function was indeed met, its alignment relative to

sensitive target cells (hair cells) may not have been optimal to allow a functional response.

Finally, anatomically both saccules’ and utricles’ maculae are divided by a striola. On each
side of the striola, the vestibular hair cells are oppositely disposed, such that for any
imposed head acceleration, one side will be excited while the other side will be inhibited
(40,60). Considering such cross-striolar inhibition mechanisms (61), any impact of induced
E-Fields and currents on oppositely oriented hair cells would be reduced within each
otolithic sub-systems, on each side of the head (40). Consequently, little net vestibular

signals would only be generated and integrated.

In summary, i) the use of high frequencies limited the postural responses by favorizing the
otolithic over the canalithic system ii), only a fraction of induced E-Field influenced the
otolithic hair cells, and iii), this remaining fraction of induced E-Field was subjected to the
cross-striolar inhibition mechanism in both utricular and saccular maculae which further

limited the effect on postural control.

Interestingly, studies using 0.7 T/s 60 Hz ELF-MF stimulations orthogonal to ours, have

observed an impact on human postural control (62—-65). However, these results should be
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interpreted with caution. First, the dB/dt value was far below the theoretical 4T/s threshold.
Second, the whole body was exposed and, therefore, the effects could have resulted from
other sensory and/or motor modulations. Nonetheless, the suggestion of the crucial effect
of the orientation of the field can also be found in the magnetophosphene literature. Indeed,
magnetophosphenes thresholds can vary 2.5 fold depending on field orientation (56).
Considering Lovsund et al. (66,67), in which the fields exposed the participants’ head
laterally, the 2019 IEEE ICES standards (2) report a magnetophosphenes threshold at 20
Hz to be at 0.075 V/m peak. Yet considering Hirata et al. (56), this threshold could be
lowered to 0.04 VV/m peak when the field is orientated vertically. While vertical magnetic
fields are well suited to impact retinal cells, lowering the magnetophosphenes thresholds
(56), the same field orientation is, as seen in our results, ineffective on the vestibular hair

cells

Furthermore, the vestibular systems, being more deeply nestled within the skull than the
eyes, the Faraday’s loop encompassing both vestibular apparatuses, is smaller than the loop
enclosing both eyes. Therefore, the E-Fields at the vestibular system level are smaller than
at the retinal level. However, with our MF at 20 Hz, an E-Field of 0.225 VV/m is induced at
the vestibular system level, which is more than 5 times stronger than the 0.04 V/m peak
phosphene threshold calculated by Hirata et al. (56) with the same field orientation. It is
also 3 times stronger than the 0.075 V/m peak estimated head exposures threshold of the
guidelines (2). This indicates that with the dB/dt values reaching 40 T/s in the current study,
the induced E-Fields for the retina and/or the CNS were above the threshold values used
as bases in the guidelines and recommendations. Despite induced E-Fields exceeding the
electrostimulation threshold values from the guidelines, no sensorimotor effects, besides
phosphenes, were found in our study. Therefore, given the close neurophysiological
similarities between vestibular hair cells and retinal cells, the absence of postural
modulation showed by our results could challenge the idea of generalizing the threshold
from retinal effects to the entire CNS. Indeed, our results suggest that the generalization
based on neurophysiological similarities may not be appropriate. It is important to keep in
mind that field orientation and structure localization in the CNS are also important

parameters playing a role in the ability of an external MF to induce effective
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neurostimulation. Yet, such considerations would greatly benefit from specific dosimetry

work concerning the vestibular system, which is still lacking to date.

It is also important to keep in mind that the main objective of this work was to study the
potential effect of a whole head exposure to a power-frequency MF on postural outcomes.
In these specific conditions, it was hard to control for magnetophosphenes’ perception,
which has to be acknowledged as a possible confounding factor. This is however unlikely
since body sway recordings during flickering light perceptions with frequencies above 16
Hz do not significantly differ from recordings with uniform room illumination (68),
suggesting that magnetophosphenes perception would not have modulated postural
outcomes. Yet full adaptation to darkness could reduce phosphene perception and help to

better control such factors (69).

2.5 Conclusion

Our study suggests that before a formal investigation of the level for an acute postural
response to ELF-MF, further research should address the difficulty of specifically targeting
the vestibular system. Furthermore, more parameters such as MF orientation and frequency
as well as vestibular anatomical and neurophysiological specificities need to be taken into
consideration. Complementarily, more specific and potentially more responsive vestibular
outcomes such as vestibular related eye movements or neck muscle activation should be
thoroughly studied (42,70-72) to conclude on the significance and importance to study the

impact of induction on the vestibular system within the frame of the guidelines.

Nonetheless, given the favored anatomical location of the retina, the fact that there is no
inhibition mechanism at its level compared with the vestibular system, and the sensitivity
of the retinal receptors, phosphenes remain to date the most sensitive response to ELF-MF
stimulations. Therefore, to protect against potential adverse reactions associated with
induced electrostimulation and to stay conservative, phosphenes should remain the basis

of the international guideline.
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3  Human Postural Responses to High Vestibular Specific
Extremely Low-Frequency Magnetic Stimulations

(Published in IEEE-Access)

3.1 Introduction

The generation, distribution, and use of alternating current (AC) are ubiquitous in modern
societies, exposing the public to 50/60 Hz Extremely Low-Frequency Magnetic Fields
(ELF-MF < 300 Hz). According to Faraday’s law of induction, changing magnetic flux
density over time (dB/dt, measured in T/s) induces Electric Fields (E-Fields) and currents
within conductors such as the human body. In this context, answering health and safety
concerns to protect workers and the public is crucial. In that regard, international agencies
such as the International Commission for Non-lonizing Radiation Protection (ICNIRP) and
the International Committee on Electromagnetic Safety from the Institute of Electrical and
Electronics Engineers (IEEE-ICES) review scientific data to establish guidelines and

standards enacted at national levels (1-3).

The main experimental paradigm to investigate the acute consequences of
electrostimulation emerging from induction in humans is the perception of
magnetophosphenes. Magnetophosphenes are flickering visual manifestations perceived
when exposed to sufficiently strong time-varying MF (4). The main hypothesis regarding
magnetophosphenes is that they result from membrane potential modulations of graded
potential retinal cells, impacting in cascade the continuous release of neurotransmitters
through their ribbon synapses (5). Interestingly, the retinal cells share common
neurophysiological properties with the vestibular hair cells. Indeed, both types of cells use
graded potential for signal processing (6) both releasing glutamate gradually from ribbon

synapses (7-11).

Vestibular hair cells are found in both canals and otoliths (composed of the utricle and the

saccule), responsible for detecting head rotational and linear accelerations respectively.
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Vestibular hair cells transduce mechanical information (i.e. head movements) into an
electric signal treated by the central nervous system (CNS) (12). Compellingly, as for the
retinal cells (13), small intensity currents stimulations easily trigger the vestibular hair cells
(14-18) making them likely susceptible to ELF-MF induced currents.

Since vestibular, visual, and proprioceptive inputs (19), are integrated to manage balance
through postural control (20) it was suggested that ELF-MF could impact postural sway.
However, our previous investigations of vestibular ELF-MF stimulations did not show
acute postural outcomes (21,22), questioning the assumption that similar
neurophysiological systems should respond equivalently to ELF-MF stimulations. We
previously argued that the top-down orientation of our fields in regards to hair cells’
orientation was not optimal for their modulation and that lateral field orientation could be
better (22). The impact of field orientation had also been demonstrated to be crucial in the
case of magnetophosphene perception (23) which prompted further investigation of
postural outcomes under lateral stimulation of the vestibular system. We previously
attempted to address this question (21), however, clear methodological biases had to be

answered to reach relevant conclusions.

Therefore, the main objective of the current work is to further investigate a potential acute
vestibular impact of lateral ELF-MF stimulations at powerline frequencies (i.e 60 Hz in

North America). To do so, we improved our previous study (21).

Given the close neurophysiological similarities between the retinal cells and the vestibular
hair cells and the fact that both are triggered by electrical stimulations, we hypothesize that
ELF-MF impact the vestibular hair cells modulating postural sway. Since greater currents
cause greater vestibular outcomes (24,25), and induced currents’ strength proportionally
increase with dB/dt (26), we hypothesized that higher dB/dt values yield larger postural

modulations.

Lovsund et al. (27), illustrated the effect of dB/dt on magnetophosphenes’ perception by
comparing electro- and magneto-stimulations. Indeed, in the case of an electric stimulation
the current intensity delivered is not changed by an increase of the stimulation frequency,

whereas the increase in frequency for an ELF-MF stimulation proportionally increases the
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induced current intensity. Following the same paradigm, we compared vestibular specific
ELF-MF and AC stimulations over increasing frequencies expecting to find different

frequency effects in the postural responses.

3.2 Methods
3.2.1 Participants

Thirty height healthy participants (16 females-22 males, 24.3 + 3.51 years old) were
recruited for the study and tested in the Human Threshold Research Facility at St. Joseph’s
Hospital in London, Ontario, Canada. Were excluded volunteers with a history of any
vestibular-related pathology or dysfunction, chronic illnesses, neurological diseases that
affect normal body movement, and participants having permanent metal devices above the
neck. Participants had to refrain from exercise and alcohol, caffeine, or nicotine intake 24

hours before the study.

322 Experimental devices

We delivered the MF vestibular specific stimulations to the subjects’ right vestibular
system via a customized headset coil exposure system (6.70 kg). It consisted of two 570
turn-coils of 5.9 cm of mean diameter, with a 2.5-cm diameter core of Permendur-49 (The
Goodfellow Group, Coraopolis, PA, USA- see FIG. 3-1 left panel) inserted within each
coil. As in our previous work (21), we used a Permendur-49 core to increase the flux
density developed by the coil to reach 100 mTrms (141.42 mT peak) at 3 cm from the coils
where the vestibular system approximately lies (28). The inductance of the coil was 26
mH. The two coils were bound together to a custom adjustable headset to better fit
participants’ heads (FIG. 3-1 right panel). Although we only stimulated the right vestibular
system in this study, we kept both coils not to introduce any postural bias due to
asymmetrical load. The whole headset was suspended by a rod system, designed to support
up to 10.5 kg, tied to a vest worn around participants’ chests (Atlas Camera Support, Los
Angeles, Ca, USA), to unload the weight of the coils as they were maintained on the

participants’ head (see FIG. 3-1right panel).
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We controlled the system and collected data using a custom LabVIEW™ script (LabVIEW
2014 version 14.0.1 (32 bit)) through a 16-bit National Instruments A/D Card output
channel (National Instruments, Austin, TX), driving an MTS™ Magnetic Resonance
Imaging gradient amplifier capable of delivering up to 200 Ams at £ 345 V (MTS
Automation, Horsham, PA, USA). We delivered Direct Current (DC) and AC stimulations
using a transcranial current stimulation device (StarStim, Neuroelectrics, Spain) driven by
the NIC software (Neuroelectrics Instrument Controller, version 1.4.1 Rev.2014-12-01) via
Bluetooth. We used a force plate (OR6-7-1000, AMTI, USA) to collect participant’s body
sway at 1 kHz according to 6 degrees of freedom: forces and moments data each in the 3
dimensions. Data was saved in a single measurement file, along with the MTS™
amplifier’s current time series, used to synchronize all measurements with MF expositions,
for later analysis. The Center of Pressure (COP) trajectory was calculated post-recording
using a calibration matrix provided by the manufacturer. No hardware filtering was

applied.

323 Protocol

We fully equipped the participants after they gave their written informed consent. We used
the same monaural montage for both DC and AC stimulations (FIG. 3-1 left panel). DC
was only used as a positive control condition to validate the choice of our dependent
variables. For DC stimulation, we placed the cathode behind the right mastoid process and
the return electrode at the C7 spinal process (see FIG. 3-1 left panel). To improve
impedance, we rubbed the right mastoid and C7 spinal processes with alcohol wipes
(Mooremedical, USA). To provide proper conduction between the electrodes and the skin,
we saturated the circular 25 cm? Ag/AgCl electrodes (StarStim, Neuroelectrics, Spain) with
8 mL of saline solution. We then secured the electrodes using the StarStim exposure cap
and tape. To ensure appropriate stimulations, we maintained electrodes’ impedances below
10 kQ throughout the experiment, as recommended by the manufacturer. Before starting
the testing, we exposed the participants to 5 seconds DC (2 mA) and AC (peak £ 2 mA at
20 Hz) trials as stimulation samples. The MF headset exposure system was then set over

the StarStim exposure cap. To ensure careful headset placement, we centered the coils at
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the mastoid processes level. For consistency, we kept both the StarStim cap and the MF
exposure device on the head during all testing conditions.

2548

Figure 3-1 Representation of experimental exposition apparatus. The left panel shows
a diagram of the custom coils system centered over the mastoid process. The
electrodes (yellow circles) delivering the DC and AC currents, were placed in a
monaural configuration behind the right mastoid and the C7 spinous process. The
right panel shows a volunteer standing on the foam pad, wearing the vest self-

sustaining the MF headset device unloading the weight of the coils.

We tested participants in periods of 20 seconds. We asked them to stand on a 6-cm thick
foam pad (Airex AG, Switzerland) placed on the force plate, with the eyes closed, arms
resting at their side, and feet together to maximize vestibular contribution (29). A second
investigator, blinded to the type of stimulation applied to the participants, was present to
prevent potential falls and for safety purposes. Exposure conditions consisted of five
seconds of MF (100 mTms), DC (2mA), AC (peak = 2 mA), or no stimulation (CTRL). As
in Villard et al. (21), we delivered MF and AC stimulations at five different frequencies
(20 Hz, 60 Hz, 90 Hz, 120 Hz, and 160 Hz). All trials were randomly distributed. In a post-
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experiment analysis, we randomly assigned the CTRL trials to an experimental condition
and we respectively tagged them as “CTRL DC”, “CTRL AC” and “CTRL MF” for DC,
AC and MF conditions. To avoid participant fatigue, dissipate the stimulation effects and
allow the vestibular system to reach its normal resting firing rate between blocks, we gave
30 s of rest between trials (30). Also, to avoid cerebrovascular alterations that could bias
postural outcomes after standing back up, participants could relax but could not sit during

the resting periods (31).

To analyze the effects of the ELF-MF stimulation device, we recorded the participant’s
postural control with and without the coils system. To keep the device and the electrodes
consistently aligned with the mastoid processes throughout the experiment, these two final

conditions were not randomized and were recorded at the end of the trials.

Subjects wore earplugs throughout the experiment to conceal the noise generated by the
coils. The Health Sciences Research Ethics Board at Western University approved this

protocol (#106122) performed following the Declaration of Helsinki.

3.24 Data analysis

The COP time series were filtered with a low pass bidirectional 4" order Butterworth zero-
phase digital filter with a cutoff frequency of 5 Hz. The use of a residual analysis with a
customized Matlab program (MatLab version 9.3 — The MathWorks Inc., USA) determined
the cutoff frequency. We computed sway characteristics using a customized Matlab
program. Classically, sway variables are analyzed on anteroposterior (AP) and
mediolateral (ML) axes separately, but here we favored planar analyzes over one-
dimensional analyses for mainly two reasons listed thereafter. First, balance is best
controlled by coordinating the body in space in both dimensions simultaneously (32).
Second, biomechanical factors bias AP-ML analyzes (33,34), which may be particularly
impacted in a protocol sensitizing the vestibular function and involving a heavy customized
headset coil exposure system. Finally, monaural electrical stimulations were used

(different from the binaural bipolar montage in (21)), which induce oblique deviations in
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the AP and ML plane (35). Therefore, we favored planar analyzes over one-dimensional

analyses.

Electrical stimulations of the vestibular system impact both the quality (sway spatial
orientation) and the quantity of movement (sway size) (29). Both were therefore
considered. To investigate the acute stimulation effects, we measured the sway differences
between the 5 seconds period before stimulation onset (PRE-STIM) and the 5-second

stimulation period (STIM) for all our analyzes.
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Figure 3-2 Graphical representation of postural sway for one participant. Left panels
show the Center of Pressure (COP) before (black) and during the stimulation (blue
in control condition, CTRL, and red in direct current condition, DC). These COP
movements can be summarized on the right panels by their 95% confidence ellipses.
The displacement from the ellipses’ barycenter from pre-stimulation to during-

stimulation provides distance p and the angle @ of the displacement. Finally, the size
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of the dot characterizes the difference of sway movement (calculated as COP average

velocity) between pre- and during stimulation.

Spatial orientation was estimated by first conducting a Principal Component Analyses
(PCA) on COP datasets to compute PRE-STIM and STIM 95% confidence interval ellipses
(36) for each trial (FIG. 3-2 right panels). Then the barycenter was found at the intersection
of the major and minor axes of each ellipse. To facilitate the analysis, the mean of the PRE-
STIM COP dataset was subtracted from both the PRE-STIM and STIM datasets, centering
all the PRE-STIM barycenters on zero. To estimate the spatial direction of sway we found
the angle theta (0) between 0 degrees and STIM barycenters (FIG. 3-2 right panels).

Two analyses were done for sway size. First, we calculated the distance rho (p) between
PRE-STIM and STIM barycenters (FIG. 3-2 right panels). Then, among classical sway
variables, the pathlength (the total length of COP excursion) has proved to be the more
sensitive as well as the more reliable (37,38). Therefore, we computed both PRE-STIM
and STIM pathlengths as the total sum of the distances between each point in the AP-ML
plane (FIG. 3-2 Left panels). However, because pathlength varies with recording time it is
often hard to compare results from one study to another. For this reason, we retained mean
velocity (Pathlength over time). With transcranial electrical stimulations, great E-Field
variability exists between participants (39), leading to great postural outcomes variability.
Therefore, we calculated the difference between the STIM and PRE-STIM mean velocities

(A speed) for each trial in order to individualize the analysis of the stimulations’ impact.

3.2.5 Statistical analysis

We performed all linear statistical analyses using R version 3.3.2 (40) and all circular
statistics using the CircStat toolbox in Matlab (41). A level of significance of o = 0.05 was

adopted throughout data analysis.

Differences in all three CTRL conditions were analyzed with a one-way repeated measure
analysis of variance (ANOVA). To investigate the effect of wearing the stimulation device

(ON vs OFF) as well as the effect of our positive control (DC vs CTRL), we implemented
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paired t-tests to analyze p and A speed. Two-way ANOVAs (2 stimulation modalities (AC
/ MF) x 6 conditions (CTRL plus five frequencies)) for repeated measures were used to
test the effect of frequency of the time-varying exposure types on p and A speed. Rao’s
spacing test for circular uniformity was used to determine whether 8 was distributed
uniformly. If not, the mean 0 and angular deviation (= AD), as well as the mean resultant
vector length (||r||), were implemented to describe the main direction of sways from PRE-
STIM to STIM barycenters. ||7]| is a measure of angular dispersion around the mean ranging
from 0 to 1. The closer ||f||, gets to 1, the more the angles are concentrated around the

angular mean thus describing one specific direction (41)

3.3 Results

3.3.1 Differences in CTRL conditions

As seen in FIG. 3-3 and F FIG. 3-4, all CTRL conditions (blue dots) were equivalent.
Indeed, no differences were found for p (F (2,74) = 1.58, p = 0.21) and for A speed (F
(2,74) = 0.53, p = 0.5907)). Also, no specific sway directions were found in the different
CTRL groups (p > 0.05).

33.2 Effect of Stimulation device

Postural sway size was not affected by wearing the headset as no significant effect was
found on p (t (37) = -0.77, p = 0.44) nor on A speed (t (37) = 1.19, p = 0.24). Also, the
headset did not organize sway spatially since Rao’s tests in both conditions showed that 0

values were uniformly distributed (p > 0.05).

3.3.3 Effects of positive control

A speed (t (37) =7.81, p<0.0001, R>=0.62 - see FIG. 3-3) and p (t(37) =6.15, p<0.001,
R2 = 0.5 - see FIG. 3-3) were significantly greater with DC than CTRL signing more
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important sway size due to DC. Also DC clearly organised sway spatially. Indeed, as
confirmed by the second experimenter, DC induced an important obvious left forward
oblique postural sway (Mean @ = 157.4° + 13°, ||f]] = 0.82, p = 0.001), whereas no
significant mean sway was found for CTRL (p > 0.05), see FIG. 3-3).
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Figure 3-3 Postural shift of COP barycenters from pre- to during exposure. Pre-
exposure barycenters are centered at the origin. Each dot location represents the
displacement due to exposure. The dot size shows the absolute difference in A speed
(amplitude only) while transparency shows actual A speed (amplitude and sign: most

transparent express higher speed in pre-exposure).

334 Effects of AC and MF stimulations

FIG. 4-4 depicts 0, p and A speed data for both stimulation types (MF and AC) at 60 Hz.
Indeed, results at 60 Hz are representative of all frequency conditions (see Table 3-1). Two-
way ANOVAs (2 stimulation modalities (AC/MF) x 6 conditions (CTRL plus 5
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frequencies)) for repeated measures indicated no significant main effects of stimulation
condition for p (F (1,37) = 2.8, p =0.1) nor on A speed (F(1,37)=0.80, p = 0.37).

Table 3-1 Descriptive statistics for both stimulation groups (MF and AC) across all
frequencies (20, 60, 90,120 and 160 Hz). Mean and standard deviation values for A

speed and p. No information about 0 is reported since no mean angle could be

computed.
CTRL 20 Hz 60 Hz 90 Hz 120 Hz 160 Hz
AC -0.30+2.20 035+ 1.81 -0.31+1.69 0.42+1.67 -0.13+1.71 0.17+1.45
A speed (cm/s)
MF 0.19+1.72 045+191 0.17+1.85 -0.43+1.59 -0.66=+1.32 0.07 + 1.80
o (cm) AC 0.94+0.59 0.99+0.55 0.95+0.60 1.13+£0.47 1.13+£0.47 1.06+ 0.64
MF 0.96+0.56 1.03+0.70 0.83+0.44 0.88+0.50 0.93+0.58 0.99 + 0.60

Equally, no significant main effects of frequency were found for p : (F (5,185) = 0.70, p =
0.62) and for A speed (F (5,185) = 1.83, p = 0.1). Also, no interaction effects were found
for p : (F (5, 185) = 0.88, p = 0.49) and for A speed: (F (5,185) = 1.64, p=0.15). Rao’s test
results concerning 0 for all MF and AC experimental conditions as well as for CTRL
groups, consistently showed that all angles in each condition were uniformly distributed (p
> 0.05) underlining that neither MF nor AC stimulations oriented postural control in any

given specific direction.
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Figure 3-4 Postural modulations for AC (left) and MF (right) at 60 Hz compared to
control conditions (blue dots). Results at 60 Hz are representative of all experimental
conditions. Pre-exposure barycenters are centered at the origin. Each dot location

represents the displacement due to exposure. The dot size shows the absolute
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difference in A speed (amplitude only) while transparency shows actual A speed

(amplitude and sign: most transparent express higher speed in pre-exposure).

3.4 Discussion

This work was a follow up of a previous study from our group (21), from which the
methodology and analysis have been improved to account for now known biases and planar
modification of the COP.

The aim here was to study the potential acute effect of vestibular exposure to a power-
frequency MF on postural outcomes. We hypothesized that MF-induced E-Fields would
trigger vestibular hair cells and modulate the postural sway in the same way they trigger
magnetophosphene perception when applied to retinal cells. AC stimulation is known to
impact postural control in humans (29,42), and was thus used in comparison with the ELF-
MF outcomes. However, since induction laws make an E-Field’s strength proportional to
ELF-MF frequency but not with AC, we did not expect similar frequency modulations in

the outcomes.

The use of a DC stimulation as a positive control validated the postural variables chosen in
this work. The mean lowest DC threshold reported in the literature to induce postural
responses in healthy controls is 0.32 mA (43). Therefore, as expected, our 2 mA DC
stimulation resulted in an instantaneous effect on human balance. With higher A speed and
greater p, we observed a greater postural sway in DC than in the CTRL condition. As
predicted, participants swayed towards the opposite side of the stimulated ear with a mean
direction angle of 157.4° £ 13°, describing a left-oriented oblique forward sway expected
for a right monaural cathodal DC stimulation (29). However, we did not observe

differences in sway size and spatial orientation neither with ELF-MF nor AC stimulations.

Since our 2 mA AC stimulation was over 6-fold higher than the reported postural threshold,
and since our DC stimulation at the same intensity triggered a postural response, the
absence of AC results must, therefore, lay in the time-varying characteristics of that

stimulation.
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However, for the ELF-MF, we still need to consider the intensity. Indeed, the in-situ
induced E-Field strength is intimately tethered to the stimulation's frequency. ICNIRP and
IEEE-ICES suggest estimating the intensity of ELF-MF with the in-situ E-Field based on
an ellipsoid model implementing Maxwell equations (44). Nonetheless, it is acknowledged
that good estimates of in-situ E-Fields can be computed with analytical spherical models
(23). Therefore, as previously done in our own work (21,22), we estimated the in-situ E-

Field using the following equation derived from Maxwell’s third law

where E represents the induced E-Field and r the radius of the Faraday's loop within a
homogeneous alternating flux density B of frequency f. For a constant value of B at a given
value of r, E will depend on the frequency f of stimulation. Following this strategy, with a
flux density measured at 141.42 mT peak at the vestibular system, and frequencies ranging
from 20 to 160 Hz, we obtain peak dB/dt between 18 T/s and 142 T/s. Considering a radius
of 6 mm encompassing the entire vestibular system (45) (FIG. 3-5), peak E-Fields could
be estimated between 0.054 V/m and 0.426 VV/m. The entire E-Fields values for the

respective frequencies can be found in Table 3-2.

To date, we did not find specific dosimetry work concerning the vestibular system
published in the literature. However, in implanted epileptic participants, Huang et al. (46)
found that 2 mA sinusoidal transcranial electrical stimulation generates 0.4 V/m at the
cortical level. More interestingly, they also found such E-Fields values at deep brain
structures like the anterior cingulate and the periventricular white matter (46), underlining
that 2 mA at the skull, could translate to 0.4 VV/m globally to the CNS. Furthermore, given
the high conductivity values of the perilymph (47), the endolymph and the vestibular
structures (48), the currents are easily drawn to the vestibular system. Hence, it is
reasonable to estimate that our DC and AC 2 mA stimulations can also generate 0.4 VV/m

at the vestibular level (Table 2-2).
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Table 3-2 ELF-MF and AC stimulations estimated peak E-Field values across all

frequencies.

20 Hz 60 Hz 90 Hz 120 Hz 160 Hz
Estimated E-Field (V/m) MF 0.054 0.159 0.24 0.321 0.426
AC 0.4 0.4 0.4 0.4 0.4

Considering the linear relationship between the applied current's intensity and the E-Field
presented in Huang et al. (46), 0.32 mA translates to 0.064 VV/m at the vestibular system,
suggesting that the ELF-MF level at 20 Hz was the only condition below the postural
threshold.

Yet, we must also consider the MF orientation and more especially the relevant E-Field
fraction relative to the vestibular sensors, as it would lower the impact on the structures.
Indeed, phosphene literature provides evidence that fields’ orientation is of paramount
importance. Hirata et al. (23) found close to a 2.5-fold difference in magnetophosphene
threshold values depending on whether fields were oriented top-down or front-back relative
to the retina. It has been shown that only E-Fields colinear to the body of the neuronal cells
have a maximum impact (49). Therefore, we need to consider field orientation relative to

the anatomical structures.
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Canalithic level

Hair cells

Otolithic level

FIG. 3-5 Representation of a lateral view of E-Fields impacting the right vestibular
system (3D grey structures). The upper panels consider a canalithic level while the
lower panels represent an otolithic level. The light blue crosses represent the
homogeneous MF increasing from the right to the left side of the head. The red circles

symbolize the Faraday’s loops encapsulating the entire human vestibular system. The

red E arrows represent the tangential induced E-Fields generated either at the

anterior canal ampulla (upper right panel) or at the utricle (lower right panel). The

dark blue Ecol arrows represent the fractional component of E aligned with the hair
cells showing little impact at the canalithic level and greater impact at the utricular

level.

ELF-MF go through the anatomical structures without any hindrance and the induced E-
Fields are orthogonal to the MF, constraining the currents in specific directions. Using
high-resolution X-ray microtomography imaging techniques, Chacko et al. (50) showed
important inter-variability in the orientation of the canalithic membranous labyrinths. Thus,
it is hard to consider how the canalithic hair cells were oriented relative to the induced E-

Fields. However, utricle and saccule are reported to be mostly planar and lying in the
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horizontal and vertical plane respectively (51). It seems reasonable to consider that only a
small component of the E-Field orientation was colinear with canalithic hair cells (FIG. 3-
5, top panels), whereas most of the E-Field would be aligned with the utricular hair cells
(FIG. 3-5, bottom panels). The saccule being mostly considered orthogonal to the utricle,

the fraction of the E-Field colinear to the hair cells would be almost null.

The orientation of the ELF-MF presented in this work was intended to target the right
vestibular system, which by design limited the canalithic impact and favored utricular
stimulation. It is also important to emphasize that only a fraction of the peak ELF-MF
generated E-Fields was delivered at the vestibular sensor level, reinforcing the fact that the
stimulation’s strength at 20 Hz was below the postural threshold. While it is difficult to
precisely assess the in-situ E-Fields levels generated at the other frequencies for both AC
and ELF-MF, the important fact is that there is no record of postural modulations for both
stimulation modalities. Once again, this steers to the time-varying characteristics of these

stimulations.

The vestibular information involved in postural control is integrated into the vestibular
nuclei within specific vestibular-only neurons projecting to the spinal cord, the vestibulo-
cerebellum, the thalamus, and the cortex (52). This is through this integrative process that

a potential stimulation frequency effect should be considered.

Although a given E-Field strength indifferently impacts canals and otoliths (29,53,54) the
information coming from both subsystems does not seem to be equally integrated within
these specific vestibular-only neurons. Indeed, as stimulation frequency increases, the
weight of the otolithic input raises, whereas the weight of canalithic input decreases (55).
Hence, our high stimulation frequencies would increase otolithic weight and decrease
canalithic contribution. Since postural behavioral responses due to vestibular electrical
stimulations are thought to mainly result from canalithic activations (for review see (56)),
this integrative weighting mechanism could be a reason for the absence of postural

modulations with both our ELF-MF and AC stimulations.

As mentioned earlier, for our ELF-MF stimulations, the utricle was potentially the most

modulated structure due to E-Field orientation. Interestingly, the utricle is divided mostly
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in half by a striola, on each side of which the vestibular hair cells are symmetrically
polarized such that electrical stimulations excite one half while inhibiting the other (29,57).
Consequently, for a homogenous E-Field stimulation over the entire utricle, little net
vestibular signals would be generated and integrated, possibly leading to lower utricular
effects (58).

Finally, it is hypothesized that for the biomechanical system to work efficiently, only
frequencies required to control task-specific muscle physiology are used (59). Data show
that leg muscles only respond to frequencies below 20 Hz, indicating that vestibular inputs
above this frequency could be biomechanically low passed filtered at the muscle level (59—
61). In the context of our study, this would imply that the biomechanical low pass filtering

could have lowered the impact of vestibular stimulations on postural sway.

In summary within the postural control context, the use of high frequencies in both ELF-
MF and AC stimulations limited sway responses by i) promoting otolithic activation over
the canalithic system, dampening if not inhibiting the emergence of a net oriented head
acceleration signal due to cross-striolar inhibition mechanisms and ii) being low pass

filtered by the neuromuscular system.

The absence of postural response would therefore not reflect an absence of effect on the
vestibular system but rather an absence of functional translation to postural control

outcomes.

In that regard, we are proposing to discuss the sensitivity of the vestibular system through
a look at pathways mediating quick three neurons arc reflexes such as the vestibulo-ocular
and vestibulospinal reflexes (20). In this perspective, mean DC stimulations as low as 0.1
mA have been reported to trigger reflexive eye movement in healthy participants (25).
Once again, considering the linear relationship between the current's intensity and the E-
Field (46), 0.1 mA translates to 0.02 VV/m at the vestibular system.

In this case, all ELF-MF generated E-Fields (Table 3-2) are now all above the reflexive
vestibular threshold. Furthermore, Forbes et al. (62), recording human neck motoneuron

activity, showed that 300 Hz AC stimulations modulate canalithic activity. This not only
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highlights their sensitivity to such high frequencies but also that their activation translates
into myogenic reflexive activity through less integrated vestibulospinal pathways (62).
Moreover, otolithic hair cells phase lock with frequencies above 2000 Hz (63). Therefore,
from a vestibulo-reflexive pathway standpoint, our stimulations’ intensities were high
enough to modulate vestibular activity and our stimulations’ frequencies were not a

limiting parameter.

Altogether, our stimulations’ frequencies stand out as the main limiting postural factor in
our study. Taken together with our previous studies (21,22), this work suggests that
powerline-frequency vestibular specific ELF-MF stimulations cannot have functional
effects on postural outcomes. Yet, vestibular reflexes are sensitives to both higher
stimulation frequencies and lower stimulation intensities. Consequently, further protocols
should implement eye-tracking methods (64,65) to study the ELF-MF impact on the
vestibulo-ocular reflex. Furthermore, given the field orientation, and the implication of the
otolithic activity at higher frequencies, the focus of further investigations could also point
to specific otolithic tests such as ocular and cervical vestibular evoked myogenic potentials,
both sensitive to E-Fields (66,67).

3.5 Conclusion

We did not find postural modulations with our lateral vestibular ELF-MF stimulations,
which is consistent with the finding from our strong entire head top-down ELF-MF
stimulation study (22). Based on Lovsund et al. (11), the synaptic threshold is 0.075 V/m
peak in the ELF-MF range (3). This threshold is reported to trigger synaptic modulations,
potentially leading to adverse effects in the brain (3). However, using in-situ E-Fields up
t0 0.426 VV/m at the vestibular level, this study also subjected the CNS structures under the
coils to fields well above this synaptic threshold and no sensorimotor effects were found
(in line with our previous results (22)). Therefore, these results challenge the idea assuming
that neurophysiological similarities between sensory systems would trigger equivalent
responses and the possibility to generalize local effects to other parts of the CNS. It also
raises the questions of the functional scale at which the E-Fields are to be estimated as well

as fields' orientations relative to the structure of concern. Finally, our study highlights the
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importance of understanding the mechanisms of neuronal integration. These are critical

questions to be addressed to fill the actual knowledge gaps (68) which will surely be useful
in the future writing of both ICNIRP guidelines and IEEE-ICES standards.
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4  Vestibular Extremely low frequency magnetic and
electric stimulation effects on human subjective visual
vertical perception

(Under review in Brain Stimulation)

4.1 Introduction

Electric fields (E-Fields) applied to the human vestibular systems modulate their hair cell
activity (1-4). The most well-known and reported means for such vestibular specific E-
Fields modulation involves applying direct (DC) or alternating (AC) electric currents to
the mastoid processes (for review, see (5)).

Since Michael Faraday’s work, we know that variations in magnetic flux density over time
(dB/dt measured in T/s) also generate E-Fields and currents in conductors, such as the
human body, via magnetic induction. Interestingly, some evidence points that induced E-
Fields from time-varying magnetic fields (MF) can modulate the vestibular system activity
(6-8).

This high sensitivity of the human vestibular system to small electrical signals is critical
from a general public health perspective. Indeed, international recommendations and
standards regarding the general public and workers’ exposure to so called extremely low-
frequency magnetic fields (ELF-MF; < 300 Hz) are based on the smallest exposure levels
triggering a reliable systematic neurophysiological response documented to date, which
refers to magnetophosphene perception (9,10). Magnetophosphenes are defined as the
perception of flickering lights in the peripheral visual field as a consequence of an ELF-
MF stimulation (11).

Magnetophosphene perception is reported to result from the ability of the retinal graded
potential cells to detect small in-situ E-Fields variations produced by both AC and time-
varying MF and transduce them into a visual perception (12). Interestingly, graded
potential cells are also found in other sensory systems such as the vestibular system (13).
Indeed, the vestibular hair cells are the graded potential cells transducing the mechanical
head acceleration outcomes into electric signals carried by the vestibular nerves. Vestibular

hair cells are found in the semi-circular canals as well as in the otoliths (composed of
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saccule and utricle), respectively sensing linear and angular head accelerations. The
extreme sensitivity of the hair cells makes the vestibular system another likely target of the
ELF-MF induced E-Fields.

Previous work from our group (14,15) suggested that both application and orientation of
ELF-MF might preferentially target the otolithic subsystems. Particularly, a monaural
lateral ELF-MF stimulation at the mastoid level would preferentially expose the utricle
(14). Furthermore, with higher frequencies the weight of the otolithic input increases while
the weight of the canalithic input decreases (16). Therefore, at powerline frequencies,
otolithic information is more likely to be much more predominantly integrated than
canalithic inputs. Moreover, a specific utricle assessment, known as ocular vestibular
evoked myogenic potentials (0VEMPS) (17,18), shows that utricles are best tuned at 100
Hz as eye muscle responses progressively decrease above and under this frequency (19—
21). Interestingly, oVEMPS are still high at 50 Hz (20), indicating that E-Fields at

powerline frequency could modulate otolithic function.

As shown in orbital flight research, the otoliths sense the linear-pull of gravity and,
therefore, greatly contribute to the assessment of verticality (22). One of the most
commonly used spatial orientation tasks is the subjective visual vertical (SVV). The SVV
is the measure of the angle between the perceived vertical and the “true” (gravitational)
vertical (23). The SVV is multimodal, relying on visual, proprioceptive, and cortical
afferences but it is known as primarily linked to the vestibular function (24,25). In fact, the
capability of perceiving verticality has been more specifically related to the vestibular
otolithic function (26) and utricular activation in particular when the head is held upright
(27).

The SVV s sensitive to a variety of vestibular stimulations including DC (28-31). The
literature showing SVV modulations with transcranial electric stimulation applied at the
mastoid processes is particularly interesting when studying ELF-MF upon the vestibular
system because it suggests that induced E-Fields targeting the vestibular organs might

indeed generate changes on a vestibular task.
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For DC, the effect is well documented as a misperception of SVV toward the anodal
electrode (28-31). A metanalysis of Zink et al. (32) presented the relationship between
SVV and ocular rotation (24). It showed that while SVV misperception increases linearly
with the stimulation current, the ocular torsion, on the other hand, increases following a
negative exponential curve (24). From the model provided in Dalmaijer’s work, we can
assess that with a2 mA DC stimulation, about 70% of SVV measurement can be interpreted
as originating from ocular torsion. It is therefore likely that an alternating ocular rotation,

due to the changing polarity of the time-varying E-Fields, would modulate SVV results.

However, there could be differences in the SVV outcomes between AC and MF
stimulations as electrophosphenes and magnetophosphenes differences have been
acknowledged for decades (33). Indeed, the head’s anatomical structures such as bone,
cerebrospinal fluid, and skin could dampen the E-Fields generated by AC (34,35).
However, we do not expect such a mechanism with ELF-MF penetrating all structures
without impediment. Furthermore, electrical vestibular stimulations globally impact the
entire system (5,36,37) whereas a monaural lateral ELF-MF could be more utricular
specific (14). Therefore, we suggest that compared to AC, lateral monaural ELF-MF
stimulations will more specifically affect the utricular system. Thus, we focused on the
perception of verticality as a biomarker of the utricular performance and we compared the
effects of both AC and ELF-MF vestibular stimulations, expecting to find greater

modulation of verticality perception with the latter.

4.2 Methods

421 Participants

Thirty-three (33) participants (10 males, 24.6 * 4 years) took part in the experiment. We
excluded participants with any history of vestibular-related pathology, chronic illnesses,
neurological diseases affecting normal body movements, and prone to seizures. We also
ruled out people self-reporting permanent metal devices above the neck or using
recreational drugs. Finally, we asked our participants to abstain from alcohol and caffeine

intake for 24 hours before the experiment. This protocol was approved by Western
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University’s Ethics Board for Health Science Research Involving Human Subjects

(protocol #109161).

422 Stimulations

We delivered ELF-MF exposures via a custom exposure system consisting of a 176-turn
coil (11 turns of 16 layers over a length of 6.2 cm, 6 cm inner diameter, and 22 cm outer
diameter) made of 5 mm wide hollow square copper wire cooled by circulating water and
powered by an MTS™ Magnetic Resonance Imaging (MRI) gradient amplifier array
capable of delivering up to 200 Arms at + 345V (MTS Automation, Horsham, PA, USA).
ELF-MF exposure was delivered using a single-coil centered at the level of the left mastoid

process (FIG. 4-1 upper panel).

We produced DC and AC with a transcranial current stimulation device (StarStim,
Neuroelectrics, Spain) and the NIC software (Neuroelectrics Instrument Controller,
version 1.4.1 Rev.2014-12-01) was used to drive the StarStim device via Bluetooth. In both
electrical stimulations, a binaural bipolar montage (Anode-Left, Cathode-Right for DC)

delivered electric stimulations at the mastoid processes.

Participants were exposed to i) a control condition (CTRL) with no stimulation, ii) a Direct
Current stimulation (DC) at 2 mA used as a positive control, iii) Alternating Current
stimulations (sinusoidal, peak £ 2 mA) given at 4 frequencies (20 Hz, 60 Hz, 120 Hz, and

160 Hz), and iv) alternating sinusoidal ELF-MF stimulations at the same frequencies.

As described by the following equation derived from Maxwell’s third law:

E = %‘;—[: =nrfB

where E represents the induced E-Fields, r the radius of the Faraday’s loop encompassing
a homogeneous alternating MF of flux density B, and frequency f, the intensity of the
stimulation is linearly proportional to the frequency of stimulation. To compare similar
intensity AC stimulations to ELF-MF stimulations, we decreased the flux density
proportionally to the stimulation frequency to keep a constant dB/dt level (chosen to be
12.3 T.sY) across frequencies. Table 4-1 summarizes the intensity levels reached at 3 cm

from the casing of the coil where the vestibular system should be located (38).
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Figure 4-1 Magnetic flux density distribution around the exposure device for a 20Hz
stimulation. On the left panel, the black lines show the outer boundaries casing, and
the grey lines show the outer boundaries of the solenoid. The vestibular system
(represented as the two yellow structures into the skull) lays approximately 3 cm from
the casing of the coil. The right panel shows the dB/dt values along the Mediolateral
axis at the level of the vestibular level. The dashed line represents the position of the

coil casing (black) and the vestibular system (red) along the mediolateral axis.

For both ELF-MF and AC stimulations, we chose the frequencies following the subsequent
rational. As stated in the introduction, otoliths are best-tuned at 100 Hz, and responses
progressively decline under and above this value (19-21). Therefore, we opted to
investigate two frequencies above and two frequencies below 100 Hz. The main goal of
this study is to study responses at 60 Hz (i.e. the powerline frequency in North America).
Also, we chose 20 Hz since AC stimulations up to such frequency generate ocular torsions
(39). Finally, we kept both 120 and 160 Hz since otolithic responses drop dramatically at
200 Hz (20).

Table 4-1 Alternating magnetic field intensity (in rms) expressed in mT and T.s* at 3
cm from the casing of the coil for the four frequency conditions. We intentionally

decreased the level of flux density to keep a stable dB/dt across frequency conditions.
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20Hz 60Hz 120 Hz 160 Hz

Intensity
dB/dt (T.s™) 123 123 123 123
Flux denstity B (mT) 98.0 328 164 123

423 Procedure

After giving written informed consent, we equipped the participants with the electric
stimulation device. We saturated the circular 25 cm2 Ag/AgCl electrodes (StarStim,
Neuroelectrics, Spain) with 8 mL of saline solution to provide proper conduction between
the electrodes and the skin. We then secured the electrodes using the StarStim exposure
cap and tape. To ensure appropriate stimulations, we maintained electrodes' impedances
strictly below 10 kQ throughout the experiment following the manufacturer's
recommendations. Before starting the testing, we exposed the participants to 5 seconds DC
(2 mA) and AC (peak + 2 mA at 20 Hz) exposures while standing feet together, arms by
their side, and eyes closed. This was done i) as familiarization samples and ii) to make sure

that DC made participants sway towards the anodal side (for review (5)).

We asked the participants to sit on a sturdy stool during the time of the experiment. To
avoid any environmental visual bias, we asked the participants to look through an open
cone to a monitor displaying a dotted white line over a black background oriented towards
the left with a random angle bounded between -25° and -20°. Participants' eyes were 43 cm
away from the screen displaying a 15 cm long dotted line, representing a visual angle of
23°. We asked the participants to use the wheel of a mouse to control the angle of this white
line and align it with what they perceived to be the gravitational vertical. We instructed the
participants to press the left button of the mouse to validate the measurement and record
the final angle of the line when they reached the final alignment. They performed two
consecutive measurements during one 30-s stimulation and repeated each stimulation twice
for a total of 20 stimulations. One-minute rest periods were given between trials to avoid
participant fatigue and dissipate the stimulation effects in between blocks. A second
investigator, blinded to the type of stimulation, was present at all times, to position the
participants correctly at the beginning of each trial and to make sure they maintained the
proper positioning throughout the trials. To conceal the noise generated by the coil, subjects

wore earplugs throughout the experiment. We presented all conditions in a pseudo-
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randomized order, where higher flux density conditions (i.e. four 20Hz) were distributed
at an equal time interval from each other to allow the proper cooling time of the coil. We

fully randomized all other stimulations.

424 Data collection and analysis

We collected the final angle of the line after adjustment (SVV), the initial angle of the line
before the adjustment, and the adjustment time from the moment the line appeared on the
screen to the button-click marking the final adjustment with a custom HTML/javascript

program.

To account for the interindividual variability of SVV measurements and the known bias of
the initial angle of presentation (40), we averaged the four measurements for each condition
and subtracted the averaged SVV of each experimental condition from the CTRL averaged
SVV. Thus, we obtained a difference to the CTRL value of the SVV angle that we will
describe in the rest of this work as dSVVmean. We calculated the same difference for the
standard deviations of the SVV over the four repetitions (dSVVstd). This dSVVstd
represents how variable an adjustment was compared to the CTRL condition.

Finally, knowing that the initial angle was randomly chosen, to compare the adjustment
time for every condition and every participant, we computed an adjustment velocity as the
angular distance between the initial angle and the final angle over the adjustment time. This

variable was also averaged and presented as a difference to CTRL and called dVel.

The data analysis was performed with python (v.3.7.6) and R (v.3.6.0). A level of
significance of a = 0.05 was adopted throughout data analysis. dSVV variables were
computed by subtracting the averaged SVV from the CTRL averaged SVV. Therefore, the
dSVV for CTRL is equal to zero (dSVV CTRL = CTRL minus CTRL). Since the
theoretical true vertical would correspond to a normal Gaussian distribution centered on
zero, we implemented this distribution to the TRUE vertical condition. As a consequence,
the effect of DC stimulations can be tested as DC vs TRUE. A one-tailed one-sample t-test
was conducted, with the expectation that dSVVmean for the DC condition to be below 0

(bias towards the anode expected).
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We compared 2 stimulation types (AC and MF) and 4 stimulation frequencies (20 Hz, 60
Hz, 120 Hz, and 160 Hz) with 2-ways repeated measure ANOVAs on dSVVmean,
dSVVstd, and dVel. We presented the generalized eta squared (n3) as a measure of the

effect size as it is recommended for repeated measures ANOVAS (41).

4.3 Results

The analysis of SVV angles shows that 3 participants demonstrated SVV angle > 2.5° in
the CTRL conditions. Healthy participants are normally able to align the perceived vertical
within £ 2 degrees of the true gravitational vertical [29]. Therefore, we decided to classify

these 3 participants as outliers and to remove them from the statistical analysis

0 Hz 20 Hz 60 Hz 120 Hz 160 Hz

CTRL DC AC MF AC MF AC MF AC MF

Figure 4-2 Swarm plot representation of SVV angle assessment for all participants
overall experimental stimulations (CTRL: Control, DC: Direct Current, AC:
Alternating Current, MF: Magnetic Field) by frequency conditions (from CTRL and
DC on the left panel to 160 Hz for AC and MF on the right panel). The solid dots
represent the data collected for the 3 participants exhibiting SVV angles > 2.5° in the
CTRL condition. The shaded dots represent the measurements of SVV kept in the

statistical analysis.

The results first consisted of comparing the effect of the DC stimulation on the perception

of verticality. FIG. 4-2 shows the large variability among the participants in terms of SVV
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angle perception. This variability is smaller when considering dSVV, which represents the
difference in degrees between measurements in the CTRL condition and measurements in
the experimental condition (i.e. DC, AC, or MF). By comparing these dSVV in the DC vs
TRUE conditions, we are testing if the DC condition was significantly lower than a
condition with no stimulation. As expected, [45,46], the t-test showed that dSVV for the
DC condition was significantly lower than 0 (t29 = -2.0104, p = 0.027, r2 = 12%) which
describes a misperception towards the anodal stimulation on the left side. The mean dSVV
for DC was -0.32° + 0.8°.

FIG. 4-3 presents the dSVVmean, dSVVsd, and dVel results for both AC and MF
stimulations. Two-way ANOVAs (2 stimulation modalities x 4 frequencies) for repeated
measures indicated no significant main effects of frequency conditions for dSVV mean (F3,s7
=1.97, p=0.12), dSVVstd (F387 = 0.31, p = 0. 82), and dVel (Fss7 = 1.70, p = 0.18).

Similarly, no significant stimulation main effect was found for dSVVmean (F1,20 = 0.6, p =
0.45). However, dSV Vs (F1, 20 = 7.86 p = 0.009, n2= 2%) showed that while the variability
of SVV is lower than CTRL for AC exposure, it is however greater than CTRL in the
instance of MF stimulation (FIG. 4-3). Similarly, dVel (F1,20 = 9.04, p = 0.005, n2 = 2%)
showed that velocities to adjust the SVV measurement were greater in AC conditions than
in the MF conditions. Finally, no interaction effects were found for dSVVmean (F3,87= 1.87,
p = 0.14), dSVVsuw: (Fss7=0.76, p = 0. 52) and for dVel: (F 387 = 0.27, p = 0.84).
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Figure 4-3 Boxplots representation of dSVVmean, dSVVstd, and dVel distributions
comparing AC and MF stimulations. Individual measurements are presented as
swarm plot over each boxplot. Only dSVVstd and dVel yielded significant differences
between AC and MF.

4.4 Discussion

The current international standards and guidelines consider the impact of ELF-MF on
neural networks through the paradigm of phosphene perception (42,43). The actual
hypothesis regarding phosphenes is that they result from membrane potential modulations
of graded potential retinal cells, impacting in cascade the continuous release of
neurotransmitters through their ribbon synapses (12). Yet, the International Commission
on Non-lonizing Radiation Protection (ICNIRP) acknowledges uncertainties regarding
how electrostimulation impacts human neurophysiology in the ELF-MF frequency range
(44). In this perspective, this work was intended to shed light on some knowledge gap, by

investigating other graded potential cells located in the vestibular system.

Considering previous work from our group (14,15), we argued that ELF-MF stimulations
applied laterally would more specifically trigger the vestibular hair cells within the
utricular subsystem. Hence, the first aim here was to study the potential acute effect of

vestibular exposure to a power-frequency MF by investigating the SVV in which the utricle
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plays a significant role (27). Furthermore, given potential differences between AC and MF,

the second aim of this work was to compare the results from both stimulations.

We hypothesized more important modulations in SVV outcomes with MF than with AC
given that i) the intensity related to AC is potentially dampened by the head’s anatomical
structures but not with MF and ii) the ELF-MF stimulations would more preferentially
affect the utricular system then AC. Finally, given that the utricles are best-tuned at 100
Hz and eye muscle responses progressively decrease above and under such frequency (19—

21), we also expected a frequency effect with our stimulations.

It is well known that DC impacts the SVV towards the anodal side of the stimulation
(45,46). This was also the case in our study. Also, given that both the SVV dotted line
appearance and the anodal side were oriented towards the left, DC shortened the time to
set the SVV score.

Considering previously reported results, with the intensity used in this work, our DC result
was likely due to ocular torsion (24,30,31,47—49), Thus, this validated DC as a positive

control.

With AC, the current’s polarity switches with frequency, and torsional eye movements
should therefore be modulated accordingly. The same rational applies to our ELF-MF
stimulations given their sinusoidal nature. Therefore, we didn’t expect a tonic response
with a stable ocular torsion generating a constant SVV error towards the anodal side, but

rather an increased variability in the SVV results.

Even though no effect was found on dSVVmean, results show that ELF-MF performance
was more variable compared to performance under AC, and it took more time for the
participants to achieve verticality adjustments with the former than with the latter. This
means that in order to get equivalent results, the adjustment performance was less optimal
with ELF-MF than with AC. Therefore, we need to reflect on whether the E-Fields intensity
was indeed higher in ELF-MF than with AC at the utricular level.

Depending on the frequency, the information coming from both vestibular subsystems does

not seem to be equally integrated within the vestibular nuclei. Indeed, Carriot et al. (16)
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showed that, as stimulation frequencies increases, more otolithic inputs than canalithic
inputs are integrated. Given that our frequency range started at 20 Hz, which is considered
as the upper physiological frequency limit for the vestibular system (50,51), the otolithic

information was likely more integrated than the canalithic ones.

The electrical AC stimulations applied in this study used a classical binaural bipolar
montage. Thomas et al. (52) showed that such a montage with a 1 mA stimulation intensity
generates a maximum of 0.08 VV/m at the vestibular system. However, such maximum E-
Fields value is generated at the canalithic level whereas, due to the more resistive otolithic
structures, less signal is spawned at the otolithic subsystem (52). Based on Thomas et al.’s
results, our 2 mA AC stimulations would have produced a maximum of 0.04 V/m peak at
the otoliths (52).

The ELF-MF stimulations used here were scaled to target a constant dB/dt value in the
order of 12.3 T.s"lms. As in previous work from our group (14,15), the in-situ E-Fields at
the vestibular level were estimated using the equation described in the methods.
Considering a radius of 6 mm encompassing the entire vestibular system (53), the utricular
E-Fields values can be estimated at 0.053 VV/m peak (14).

Since E-Field values as low as 0.008 VV/m are reported to be sufficient to start triggering
ocular torsions (49), it confirms that both our AC and MF stimulations were sufficiently

strong to trigger vestibular-related rotational eye responses.

Interestingly, the estimated E-Field level for ELF-MF was a little higher than the AC values
at the utricle level (0.053 VV/m peak vs 0.04 VV/m peak) and could serve as a reason for the

discrepancies found in our results.

However, only the E-Fields colinear to the neuronal cell body have a maximum
neurophysiological impact (54). Therefore, depending on the orientation of the E-Fields
relative to the hair cells, only a fraction of the absolute induced E-Fields values could have
modulated them. Thus, the maximum peak values cannot by themselves explain our results
and we need information relative to the E-Fields’ orientation for both stimulation

modalities.
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Electric stimulation modalities are applied to the skin at the skull level (55). Given volume
conduction as well as the anisotropic and non-homogeneous properties of the head’s
anatomical structures (56), the currents diffuse following the path of least resistance (35).
Depending on how the local electric vector fields align with the utricular hair cells, the
relevant E-Fields strength could have been much lower than the 0.04 VV/m peak reported
above. On the contrary, the ELF-MF goes through the anatomical structures without any
hindrance, and the induced E-Fields are always orthogonal to the magnetic fields,
constraining the currents in specific directions. In that regard, we have previously argued
that lateral MF stimulations relative to the vestibular system induce E-Fields aligned with
the utricular hair cells (14). Therefore, with MF, the utricle could have received all or close
to 0.053 V/m peak E-Fields strength.

Furthermore, the vestibular montages used between the two stimulation modalities (AC
and MF) differed and should also be considered. A binaural bipolar montage was used with
AC. This implies that the vestibular systems on both sides of the head are modulated in
antiphase, meaning that while one system is excited, the other is inhibited. This induces a
greater firing rate difference between the two systems which the brain interprets as a greater
acceleration of the head in one direction. On the contrary, a left monaural lateral stimulation
was used with the ELF-MF stimulations. Therefore, in this case, the firing rate in the right
ear remained constant throughout the trials. For a given stimulation intensity, the binaural
montages usually induce larger vestibular outcomes. Hence, in order for the SVV results
to be more variable with ELF-MF would mean that the monaural lateral MF stimulation,
in this case, induced a greater difference between the two vestibular systems than the
binaural bipolar montage used with AC. This could only be the case if the E-Fields strength
at the utricular level was much higher with ELF-MF than with AC since higher stimulation

intensity inflates vestibular outcome modulations (57).

In summary, stronger and more utricular-specific ELF-MF stimulations could explain the
dSVVstd difference with the AC stimulation modalities

However, caution is still needed. Indeed, if ELF-MF more specifically targeted the utricles
with higher E-Field levels, greater effect size would have been expected, which is only in

the order of 2 % of the total variance here. Furthermore, since the utricular-specific Ovemps
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responses are frequency-dependent (19-21), an effect resulting from a more important
utricular modulation with ELF-MF should also lead to a frequency impact, which was not

seen.

According to Dalmaijer et al. (24), with E-Fields levels tested in the current study,
modulation of SVV perception should mostly result from eye torsion. However, torsional
eye movement amplitudes decrease as stimulation frequencies increases (less than 0.2° at
20 Hz) (39). Therefore, a 20 Hz stimulation may result in too small ocular torsions to be
able to modulate SVV. Moreover, it is also suggested that, with E-Fields, torsional eye
movements are mostly related to canalithic activity (39,52,58), and that higher frequencies
such as 20 Hz are known to promote otolithic instead of canalithic activation (16). All these
aspects are justifying the possible contribution of an alternative explanation supporting our

results.

The modulation of cortical regions activated by the ELF-MF signal cannot be excluded.
Indeed, the position of the coil system is compatible with a potential direct effect on the
temporoparietal cortices (FIG. 4-1 upper panel). According to the model (FIG. 4-1 lower

panel), the dB/dt levels at these cortical regions are estimated at 20 T.srms or higher.

Interestingly these cortical areas are implicated in spatial cognition, including the
perception of spatial orientation (59). Otero-Millan et al. (60) found SVV perception
alterations with transcranial magnetic stimulations, showing SVV bias shift uncorrelated
with torsional eye movements. Moreover, patients with temporoparietal lesions also
present SVV biases (61). Therefore, the ELF-MF stimulations could have impacted the
higher levels of multisensory processing of vestibular, somatosensory, and visual

information within those brain areas (50,62) leading to modulations of SVV outcomes.

Furthermore, temporoparietal brain areas are also involved in subjective mental time
perception (63), especially during tasks implicating the vestibular system (64). This is
consistent with the longer SVV adjustment time we found with MF than with AC. The fact
that the MF-induced E-Fields were not aligned with the cortical neuronal structures limits
the potential impact on the temporoparietal cortices, which may explain the small effect

sizes accounting only for 2% of the total variance for both dSVVstd, and dVel.
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In summary, SVV performance was less optimal with MF than with AC. This result could
be due to a greater utricular activation with ELF-MF than with AC. However, given the
lack of frequency effect expected for such stimulations, the position of our MF stimulation
coil, and considering the dB/dt values generated at these sites, we cannot exclude

temporoparietal cortices modulations with ELF-MF.

Further ELF-MF investigations should focus on vestibular biomarkers more specifically
sensitive to E-Fields, like otolithic-specific assessments such as ocular (65-67) and
cervical (68—70) vestibular evoked myogenic potentials. Lower stimulation frequencies
should also be considered and the implementation of new eye-tracking techniques (39,71)
could help confirm and better understand the possible eye impact reported here. Finally,
targeting the temporoparietal cortices with ELF-MF stimulations would also help

dissociate and disentangle the origins of the effects found herein.

4.5 Conclusion

Our results further shed light on the differential impacts between similar non-invasive AC
and MF vestibular stimulations applied at the mastoid process. Variations in E-Fields
orientation in space relative to neuronal anatomical structures modulate the E-Fields
strength and thus the impact on such structures. These bricks of new knowledge are of
paramount importance to expand the scientific bases at the foundation of international

guidelines and standards, to broaden the protection of workers and the general public alike.
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5 General discussion and conclusion

5.1 General discussion

Extremely Low-Frequency Magnetic Fields (ELF-MF) are ubiquitous in modern societies
and raise health and safety concerns for both workers and the general public (1-5). More
than four decades of research have amassed a large body of evidence on the impact of ELF-
MF on retinal photoreceptors. This research has identified that the well-known
phenomenon of magnetophosphenes is thought to result from modulation of the rods’
membrane potential (6). Being the most sensitive response to ELF-MF,
magnetophosphenes form the basis for the 0.075 V/m peak synaptic threshold (4). This
threshold is generalized for the entire ELF frequency range to all of the neurological
structures within the central nervous system. Yet, such threshold relies upon a subjective
report of a visual perception and accordingly is limited. Guidelines would gain in precision
from setting their threshold on more objective measures of ELF-MF’s impact on human

neurophysiology. However, such objective outcomes are yet to be defined and proven.

The fact that the retinal photoreceptors are graded potential cells is hypothesized as the
mechanism for producing phosphenes (6). Interestingly, the vestibular hair cells are also
graded potential cells (7,8) and are sensitive to E-Fields (9-11). In addition, when
triggered, the vestibular system provides precise motor outputs that can be easily recorded
and observed (12,13). Thus, the vestibular system could potentially be an alternative model
for setting safe thresholds. This thesis was, therefore, an attempt to investigate whether the

vestibular system was indeed a good candidate for such an alternative model.

International guidelines and standards base their ELF-MF threshold on the most sensitive
responses to such fields, which currently are phosphenes (1-5). This enables them to set
the lowest possible threshold (0.075 V/m peak) to keep both the workers and the public
safe from potential adverse effects (1-5). The first step was therefore to figure whether a
lower threshold than the currently established synaptic threshold (1-4) could be found with

the vestibular system.
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In Chapter 1, | attempted to estimate the lowest E-Field threshold triggering a vestibular
modulation. Given that we looked at postural control in our two first studies (Chapter 2
and 3), | needed to find a theoretical postural threshold first. This estimation was mainly
based on two published papers. In 2015, Yang et al (14), provided evidence showing that
only 0.32 mA at the mastoid processes starts producing vestibulospinal outcomes.
Additionally, Huang et al.(15) showed that 1 mA at the skull could generate 0.2 VV/m at
both the cortex level and deeper structures within the brain. Given the information provided
in Huang et al.(15), this was thought to be generalizable to the entire brain and, therefore,
to the vestibular system as well. Given the linear relationship between the intensity of the
current in mA and the induced E-Fields, I estimated a 0.06 VV/m vestibulospinal threshold.
Interestingly this threshold is already lower than the 0.075 V/m peak synaptic phosphene
perception threshold (4). However, the results from Huang et al.(15), may not be directly
relevant to the vestibular system. According to the first dosimetry vestibular specific
estimation (16), 1 mA at the mastoid processes could, in fact, generate 0.08 VV/m at the
vestibular system level. Furthermore, given that Severac-Cauquil et al. (13) showed that
0.1 mA applied at the mastoid process triggered vestibulo-ocular outcomes, a more
sensitive and precise vestibulomotor threshold could potentially be found as low as 0.008
V/m. Of course, further dosimetry studies will need to be conducted to confirm whether
this is actually the case. Nonetheless, the E-Fields sensitivity of the vestibular system was
indeed worth studying within the context of the guidelines since, theoretically, vestibular

outcomes could be triggered at lower E-Fields levels than the actual phosphene threshold.

However, altogether, the results presented in this thesis provide converging evidence that the
vestibular outcomes cannot dethrone the phosphenes so easily. Although, as estimated in
Chapter 1, the hair cells could trigger vestibular responses with E-Fields levels under the
threshold found within the guidelines (1-5), the translation from a hair cell’s potential

membrane modulation to an overt measurable vestibular outcome is not straight forward.

For instance, in the context of our behavioural postural control studies (Chapters 2 and 3) no
modulations were observed. Yet, in both cases the highest in-situ E-Fields at the vestibular
system was found at 0.432 V/m in Chapter 3 and at 1 V/m in Chapter 2. Although, being
respectively more than fivefold (Chapter 3) and tenfold (Chapters 2) above the guideline’s
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0.075 V/m peak synaptic threshold (1-5), no objectively measured outcomes were observed
in both postural control experiments. On the other hand, we detected a small effect on the
perception of verticality with in-situ E-Fields estimated at 0.053 VV/m peak at the vestibular
system (Chapter 4), approximately 30% below the guidelines’ 0.075 V/m peak synaptic
threshold. This could advocate in favor of SVV as an alternative approach to phosphenes.
However, phosphenes are quite a consistent response to ELF-MF stimulations and given
the very small effect size found in our last study (Chapter 4), caution is therefore needed

before switching from phosphenes to vestibular responses to substantiate guidelines.

Nonetheless, our results question the main basis on which the guidelines are actually set.
Indeed, for the full ELF-MF frequency range, the guidelines and standard threshold are set and
expressed in terms of a single in-situ E-Field strength at the synaptic level (2,4), Yet, we have
demonstrated, with a very sensitive sensory system, having close neurophysiological properties
to both the retina and the brain (6,17), that stimuli above the guideline threshold could lead to

no observable sensorimotor response (Chapters 2 and 3).

Secondly, orientation of the fields is not considered at the guidelines and recommendations
level and should be taken into account in the future. We have argued that depending on
top-down or mediolateral orientation of the fields, the hair cells within the vestibular
system could be either impacted (Chapters 3) or not (Chapters 2), potentially being
observed with the right orientation depending on the type of outcomes analyzed (Chapter 4
vs Chapter 2). Thus, as shown for the retina (18) and other brain neural structures (19,20), ELF-
MF field orientation is of paramount importance. Nonetheless, with the same mediolateral field
orientation, SVV effects could also be observed with 0.053 VV/m (Chapter 4), whereas postural
modulations were not with 0.423 V/m (Chapter 3). Therefore, it appears that the E-Field

values must be considered together with the orientation (Chapter 4).

Frequency specificity is also overlooked in the guidelines. Although the guidelines
acknowledge that the threshold could be frequency dependent, they mainly consider a
single in-situ E-Field value of 0.075 V/m peak for the entire ELF frequency range (1,4).
Yet, as shown by Carriot et al (21), for the vestibular system, the integration of the
afferents’ inputs vary depending on the stimulation frequency Indeed, as stimulation

frequency increases, the weight of otolithic information being integrated is more important
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while the opposite occurs with the canalithic inputs (21). Frequency specificity is also
important at the retinal photoreceptors level, as phosphenes threshold responses also rely
on different frequency levels (22—25). Furthermore, frequency dependency varies between
tasks. Studies have shown evidence that in a postural control context, frequencies could be
low-pass filtered (26-29) resulting in an absence of outcome modulation, while the hair
cells themselves could be efficiently triggered at the same or higher frequencies (9,30).
This was further demonstrated in this thesis, as for the same frequency range, small effects
were observed with SVV (Chapter 4) but not with the postural tasks (Chapters 2 and 3).
Therefore, a single threshold for the entire ELF frequency range applied indiscriminately
to all neural structures does not seem appropriate for guidelines trying to protect the

workers and the public alike.

5.2 General limitations

The first limitation was the use of high stimulation frequencies throughout this thesis.
Physiologically, it has been hypothesized that for the biomechanical system to work
efficiently, only frequencies required to control task-specific muscle physiology are used
(27). Evidence suggests that depending on the task and the needs, high frequency currents
could be low-pass filtered at several stages (26). First neurologically when being integrated
and transferred through different vestibulospinal pathways (31), then at the muscle level
(26,27,29), and then finally be further biomechanically low-pass filtered by the inertia of
the body (32). Indeed, non-invasive electric vestibular stimulation up to 300 Hz trigger
myogenic responses in the neck (31), whereas leg muscles only respond below 20 Hz (33),
while 95% of the spectral power of COP time-series is located below 5 Hz (34,35).
Therefore, in both of the postural studies (Chapter 2 and 3), but more so in Chapter 3 where
it was hypothesized that an impact could have been generated at the utricle level, these
low-pass filtering effects could have further dampened the small net acceleration signal
from the utricle. Altogether, our stimulations could have produced responses that were too
small to observe through postural sway analysis. In our third study (Chapter 4), given that
SVV is hypothesized as a torsional eye movement due to the E-Fields, the filtering
mechanisms were less likely to impact the outcome (26). Nonetheless, the high frequencies

could have also limited the effect obtained and yielded variable results. Indeed, as
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frequencies of the stimulations increase, the amplitude of the torsional eye response
decreases accordingly, and at 20 Hz, eye torsion is already smaller than 0.2° (36).
Therefore, considering lower frequencies could have provided a greater impact and such

frequency reduction will need to be considered in futures studies.

A second limitation for the first two studies (Chapters 2 and 3) was the choice of postural
sway as the sole outcome measure and different parameters could have sensitized the
analysis. Modulating head orientations could have been an interesting parameter to change
during our postural control experiments. Because the vestibular system is fixed to the head,
the information it provides to the CNS lies within a craniocentric reference frame (37).
However, for the brain to compute accurate motor control and balance, the information
provided by the vestibular system must be translated into a body reference frame (37). For
the brain to make this reference frame transformation accurately, it needs to rely on other
sensory inputs as well as motor-related information (37,38). Neck proprioception seems to
play a crucial role in the transformation process. In 1983, Lund & Broberg (39) showed
that by modulating head orientation in space relative to the feet, the electric vestibular
stimulation outcome was expressed in a different plane. As the head faced forward, even
if the trunk is rotated, the outcome will be expressed in the frontal plane. However, if the
participants had their heads tilted toward one side, about the yaw axis, the outcome was
expressed in the sagittal plane (39). By giving information concerning where the head lies
in reference to the body, proprioception, therefore, helps the brain coordinate
vestibulospinal reflexes accordingly to stabilize our body in space if needed. Therefore,
head orientation modifications around the yaw axis, directly impact the orientation of
postural outcome and therefore axial muscle activity. Tilting the head could have sensitized
information concerning the directions of sway analyzed in both postural studies (Chapters
2 and 3). Also, by emphasizing axial muscle activity, turning the head along the yaw axis,
could have been evaluated through the use of electromyographic (EMG) analysis which is
a more sensitive outcome measure than postural sway during a balance task (26-29,31,40—
42).

Another limitation in this thesis was the population investigated. Most of our participants
were active university students in their early twenties. The fact that regular sports practice

can reduce the effects of E-Fields on postural control (43) might have been an issue in the
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two first postural studies of this thesis (Chapters 2 and 3). Also, given that our population
samples consisted mostly of young adults, the results reported in this thesis cannot be
generalized to other age groups, since age-related changes have been observed when E-
Fields specifically impact the vestibular system (44-46).

Finally, both postural control (Chapters 2 and 3) and SVV (Chapter 4) are highly integrated
outcomes. In that regard, vestibular perception, for instance, could have also been a
limitation of this work. Although the vestibular system is very quick to stabilize the eye in
the orbit (7 ms for the vestibulo-ocular pathways) and the head on the torso (~8-10 ms for
the vestibulo-collic pathways ) (26), for multisensory integration purposes (47), it seems
to be slow when it comes to perception (48). Even though the natural frequency bandwidth
of the vestibular system ranges up to 30 Hz (49), no human vestibular perception is
recorded above 5 Hz (38). On average vestibular perception starts 438 ms after GVS onset
(47). The greatest vestibular perceptions are felt under 2 Hz (50) corresponding to a 500
ms period. Moreover, as the frequency of stimulation increases the percentage of
participants perceiving a sensation of self-motion decreases (50). Therefore, with the direct
current stimulations, the time delays needed for perceived head movement could have been
enough to induce both the postural (Chapters 2 and 3) as well as the SVV (Chapter 4)
changes seen with our positive control results. Yet, with a sinusoidal stimulation at 20 Hz,
the current period is 50 ms while at 160 Hz it drops to 6 ms. While this is enough to induce
reflexive myogenic responses (31), it may not be enough to be perceived. This may explain
why no specific vestibular perceptions were observed in all of the studies included in this
thesis (Chapters 2, 3, and 4). Given the high cognitive processes occurring in all of the
tasks used in this thesis, this might explain why our stimulations between 20 Hz and 160

Hz, appeared ineffective in strongly modulating vestibular outputs.

The vestibular perception argument could indeed be paramount and have safety
consequences. Indeed, both workers and the public can be exposed to ELF-MF levels
exceeding the guidelines’ synaptic threshold. Vestibular perception is, therefore, an
important point to consider in the health and safety contexts. Using a synaptosome model,
Masoudian et al., (51) found that considering the time of exposure, the strength of the flux

density, and the exposition frequency, ELF-MF stimulations could modulate glutamate
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concentrations within the synaptic cleft. Depending on how these three parameters are
combined, an increase in glutamate concentration occurs (51). These results are important
given that glutamate is the main neurotransmitter of the vestibular system. Furthermore,
when in excess in the synaptic cleft, glutamate leads to neuronal death through the
excitotoxicity phenomenon (52,53). This is extremely important since power lines ELF-
MFs oscillating at 50 Hz or at 60 Hz worldwide are ubiquitous in our daily lives, but no
vestibular perception is felt; accordingly people could be unaware of potential adverse
effects. Considering the important issue of protection of the public and workers in ELF-
MF environments, this knowledge gap needs to be addressed in future studies, to contribute

to the literature supporting MF safety exposure guidelines for workers and the public.

5.3 Future studies

The current thesis was the first steppingstone in investigating specific ELF-MF interactions
on the vestibular system and provides the foundation for many important directions for
future research. Future studies on powerline frequency vestibular specific ELF-MF
stimulations should first avoid any perception vestibular tasks as in our thesis and fully
concentrate on less integrated outcome measures. Vestibular reflexes should, therefore, be

a priority.

5.3.1 Eye movement analysis

Electrical vestibular stimulations modulate eye movement (13,54-59). With such
stimulations, small amplitude ocular torsions could be recorded with E-Fields potentially
as low as 0.008 VV/m (see above). The vestibulo-ocular reflex could respond to frequencies
up to 70 Hz and probably higher (26) and could therefore be impacted by ELF-MF power
line stimulations. Nystagmus amplitudes are proportional to current intensity (60) meaning
that outcomes should increase with E-Field strength. However, they decrease with
increasing frequencies (36). Therefore, the angular resolution of the analysis will need to
be taken into consideration in a future study. Otero-Millan et al. (61) have described a new

3D eye-tracking analysis technique which they claim to be better than the scleral search
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coil, considered as the actual gold standard. Therefore, this technique could be

implemented in future protocols investigating ELF-MF VOR responses.

5.3.2  Myogenic responses

Vestibular-evoked myogenic potentials (VEMPS) seem also to be an interesting
investigation choice. First, VEMPs are recognized as specific otolithic tests (62) and have
been researched thoroughly both on healthy participants (63) and patients (64-68). They
can be used to investigate both vestibulospinal (cVEMPs) (27,41,69-71) and vestibulo-
ocular (0VEMPs) (72—75) pathways. CVEMPs mostly rely on ipsilateral saccular irregular
afferents while oVEMPs test the utricular macula of the contralateral ear (76,77).

Second, otoliths can phase-lock with high-frequency stimuli up to 2000 Hz (30) and
important VEMPS responses can be recorded at power line frequencies (78-80). VEMPS
can be obtained using electric vestibular stimulations (62,69,70,73,81). Furthermore, these
galvanic induced VEMPs are as reliable as the more classical ones evoked by sounds or
vibrations (69,70,72,73). Our SVV results suggest that monaural lateral ELF-MF
stimulations could be utricular specific when the head is upright. Therefore, with the head
upright, powerline frequency ELF-MF could induce oVVemps responses. Furthermore, with
the neck completely flexed, the ELF-MF stimulations could become more saccular specific
and induce cVEMP responses. Thus, depending on field orientations and head position, the
specificity of those tests could help better understand whether ELF MF stimulations

precisely trigger a specific vestibular region.

5.3.3  Cortical activity

Brain imaging studies show activation and deactivation of specific cortical areas when the
vestibular system is stimulated (50,82—-84). Most of the studies related to that subject reveal
vestibular responses in the insular, temporoparietal, somatosensory, cingulate, and frontal

cortices as well as in the cerebellum and the hippocampus (50,85-88).

In that context, EEG seems an interesting technique to consider. EEG recordings have been
obtained with different types of vestibular stimulations such as natural types of movements

(89-92), caloric stimulation (93), auditory stimuli made by clicks and short-tone bursts
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(94) and electric vestibular stimulations (95-97). Comparisons and matching activations at
cortical level with vestibular specific ELF-MF stimulations would therefore be
informative. Indeed, if the induced currents activate the vestibular system in a similar way,
the same type of activation should be recorded. Functional Near-Infrared Spectroscopy
(FNIRS) could also be an alternative as specific vestibulo cortical recordings have also been
done with this technique (98-101). Yet, fNIRS as a lower temporal resolution and EEG

could therefore be favored for power line frequency stimulations.

5.3.4  Autonomous responses

The vestibular system is systematically triggered when one is in movement or must regulate
his posture. Research findings have shown a link between the vestibular system and the
autonomous system. While adjusting posture or when moving through space, the vestibular
system regulates both respiratory and cardiovascular systems accordingly (102). The
superior canal via a neurological connection with the abdominal muscles could play a
major role in the breathing processes (103). The vestibular system is equally engaged in
adjusting cardiovascular responses (104). The vestibular system senses both the linear and
the angular accelerations of the head through the otolithic and canalithic system
respectfully. Participants subjected to head accelerations see an increase in their blood
pressure as well as a modulation of their electrocardiogram output (105). Heart rate
variability can also be modulated by vestibular electrical stimulations (106). Acute
vestibular symptoms include nausea, tachycardia, sweatiness, palpitations, and vomiting
which can be also induced when stimulated by specific electrical currents applied to the
vestibular system (102).

Pupillometry could also be of interest. Asymmetry in pupil size known as anisocoria occurs
in vestibular pathologies (107). In the introduction of their paper, Chin Tang and Gernandt
(108) acknowledge pupil reactions to vestibular stimulations. Indeed pupillary reactions to
vestibular stimulations have been recorded using different types of vestibular stimulation
such as rotational or caloric stimulations (109). Also, specific utricular stimulations can

trigger rhythmic dilatations and constrictions of the pupils (110).
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53.5 Animal models and C-Fos

C-Fos is a good neuroanatomical biomarker indicating increased activity within the
investigated area and is commonly used to provide evidence of vestibular end-organs
stimulation (111-113). Interestingly, both ELF-MF (114) and sinusoidal vestibular
stimulations (115) produce the same C-Fos-labeled neurons in the vestibular nuclei,
indicating that both stimulations activate the vestibular end-organs. Although these results
relate to animal models with very different vestibular sensitivity than in humans, these
results are nonetheless promising in providing evidence of exclusive ELF-MF stimulations

modulating the vestibular end-organs and could be considered in future studies.

5.4 General conclusion

Altogether this thesis underlines that generalizing the retinal outcomes to the entire SNC
is inappropriate. Indeed, other sensory systems and the brain neurological structures may
ultimately not behave similarly as the photoreceptors. Sensory and structural specificities

as well as how the afferences are integrated should also be considered.

As far as powerline frequencies are concerned, vestibulomotor outcomes could start being
triggered at 0.008 VV/m peak and may not be consciously perceived. Therefore, the notion
of 0.075 V/m peak as a one size fits all synaptic threshold for the entire ELF range is likely
not appropriate. Paramount parameters such as frequency specificities and E-Fields

orientation will need to be more emphasized in future guidelines and standards.

55 References

1. ICNIRP. Guidelines for limiting exposure to time-varying electric and magnetic
fields (1 Hz to 100 kHz). Health Phys [Internet]. 2010;99(6):818-36.

2. ICNIRP. Gaps in Knowledge Relevant to the “Guidelines for Limiting Exposure to
Time-Varying Electric and Magnetic Fields (1 Hz-100 kHz).” Health Phys.
2020;118(5):533-42.

3. IEEE. IEEE Standard for Safety Levels with Respect to Human Exposure to



10.

11.

12.

151

Electromagnetic Fields, 0-3 kHz. Technology. 2002.

IEEE. IEEE Standard for Safety Levels With Respect to Human Exposure to

Electric, Magnetic, and Electromagnetic Fields, 0 Hz to 300 GHz. Vol. 2005, IEEE

Std C95.1-2005 (Revision of IEEE Std C95.1-1991). 2019. 0_1-238.

WHO. Extremely Low Frequency Fields Environmental Health Criteria
Monograph No.238. [Internet]. WHO,. Geneva; 2007.

Attwell D. Interaction of low frequency electric fields with the nervous system: the

retina as a model system. Radiat Prot Dosimetry [Internet]. 2003;106(4):341-8.

Eatock RA, Songer JE. Vestibular Hair Cells and Afferents: Two Channels for
Head Motion Signals [Internet]. VVol. 34, Annual Review of Neuroscience. 2011.
501-534 p.

Sadeghi SG, Pyott SJ, Yu Z, Glowatzki E. Glutamatergic Signaling at the
Vestibular Hair Cell Calyx Synapse. 2014;34(44):14536-50.

Zenner HP, Reuter G, Hong S, Zimmermann U, Gitter AH. Electrically evoked
motile responses of mammalian type | vestibular hair cells. J Vestib Res.
1992;2(3):181-91.

Norris CH, Miller AJ, Perin P, Holt JC, Guth PS. Mechanisms and effects of
transepithelial polarization in the isolated semicircular canal. Hear Res.
1998;123(1-2):31-40.

Gensberger KD, Kaufmann A-K, Dietrich H, Branoner F, Banchi R, Chagnaud
BP, et al. Galvanic Vestibular Stimulation: Cellular Substrates and Response
Patterns of Neurons in the Vestibulo-Ocular Network. J Neurosci [Internet].
2016;36(35):9097-110.

Fitzpatrick RC, Day BL. Probing the human vestibular system with galvanic
stimulation. J Appl Physiol [Internet]. 2004;96(6):2301-16.



13.

14.

15.

16.

17.

18.

19.

20.

21.

152

Severac Cauquil A, Faldon M, Popov K, Day BL, Bronstein AM. Short-latency
eye movements evoked by near-threshold galvanic vestibular stimulation. Exp
Brain Res. 2003;148:414-8.

Yang Y,PuF, Lv X, LiS, LiJ, Li D, etal. Comparison of postural responses to
galvanic vestibular stimulation between pilots and the general populace. Biomed
Res Int. 2015;2015.

Huang Y, Liu AA, Lafon B, Friedman D, Dayan M, Wang X, et al. Measurements
and models of electric fields in the in vivo human brain during transcranial electric
stimulation. Elife. 2017;6:1-27.

Thomas C, Truong D, Clark TK, Datta A. Understanding current flow in Galvanic
Vestibular Stimulation: A Computational Study*. In: 2020 42nd Annual
International Conference of the IEEE Engineering in Medicine & Biology Society
(EMBC) [Internet]. Montreal, QC, Canada,: IEEE; 2020. p. 2442-6.

Juusola M, French AS, Uusitalo RO, Weckstrom and M. Information processing
by graded-potential transmission through tonically active synapses. Trends
Neurosci. 1996;(19,):292-297.

Hirata A, Takano Y, Fujiwara O, Dovan T, Kavet R. An electric field induced in
the retina and brain at threshold magnetic flux density causing
magnetophosphenes. Phys Med Biol. 2011;

Liu A, Voroslakos M, Kronberg G, Henin S, Krause MR, Huang Y, et al.
Immediate neurophysiological effects of transcranial electrical stimulation. Nat
Commun [Internet]. 2018;9(1).

Radman T, Ramos RL, Brumberg JC, Bikson M. Role of cortical cell type and
morphology in subthreshold and suprathreshold uniform electric field stimulation
in vitro. Brain Stimul [Internet]. 2009;2(4):215-228.€3.

Carriot J, Jamali M, Brooks JX, Cullen KE. Integration of Canal and Otolith Inputs

by Central Vestibular Neurons Is Subadditive for Both Active and Passive Self-



22.

23.

24,

25.

26.

27.

28.

29.

30.

153

Motion: Implication for Perception. J Neurosci [Internet]. 2015;35(8):3555-65.

Evans ID, Palmisano S, Loughran SP, Legros A, Croft RJ. Frequency-dependent
and montage-based differences in phosphene perception thresholds via transcranial
alternating current stimulation. Bioelectromagnetics. 2019;40(6):365-74.

Lévsund P, Oberg PA, Nilsson SEG, Reuter T. Magnetophosphenes: a quantitative
analysis of thresholds. Med Biol Eng Comput. 1980;18(3):326-34.

Lovsund P, Oberg PA, Nilsson SEG. Magneto- and electrophosphenes : a
comparative study. Med Biol Eng Comput. 1980;758-64.

Lévsund P, Oberg P, Nilsson SEG. Quantitative determination of thresholds of
magnetophosphenes. Radio Sci. 1979;14(6 S):199-200.

Forbes PA, Siegmund GP, Schouten AC, Blouin J-S. Task, muscle and frequency
dependent vestibular control of posture. Front Integr Neurosci [Internet].
2014;8(January):94.

Forbes P a, Dakin CJ, Vardy AN, Happee R, Siegmund GP, Schouten AC, et al.
Frequency response of vestibular reflexes in neck, back, and lower limb muscles. J
Neurophysiol [Internet]. 2013;110(July 2013):1869-81.

Dakin CJ, Son GML, Inglis JT, Blouin J-S. Frequency response of human
vestibular reflexes characterized by stochastic stimuli. J Physiol [Internet].
2007;583(Pt 3):1117-27.

Dakin CJ, Luu BL, van den Doel K, Inglis JT, Blouin J-S. Frequency-specific
modulation of vestibular-evoked sway responses in humans. J Neurophysiol
[Internet]. 2010;103(2):1048-56.

Curthoys IS. The new vestibular stimuli: sound and vibration—anatomical,
physiological and clinical evidence. Exp Brain Res [Internet]. 2017;235(4):957—
972.



31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Forbes PA, Kwan A, Rasman XBG, Mitchell DE, Cullen XKE, Blouin JS. Neural
mechanisms underlying high-frequency vestibulocollic reflexes in humans and
monkeys. J Neurosci. 2020;40(9):1874-87.

Fitzpatrick R, Burke D, Gandevia SC. Loop gain of reflexes controlling human
standing measured with the use of postural and vestibular disturbances. J
Neurophysiol [Internet]. 1996;76(6):3994—-4008.

Dakin CJ, Son GML, Inglis JT, Blouin J-S. Frequency response of human
vestibular reflexes characterized by stochastic stimuli. J Physiol [Internet].
2007;583(Pt 3):1117-27.

Dozza M, Chiari L, Horak FB. Audio-biofeedback improves balance in patients
with bilateral vestibular loss. Arch Phys Med Rehabil. 2005;86(7):1401-3.

Chiari L, Rocchi L, Cappello A. Stabilometric parameters are affected by
anthropometry and foot placement. Clin Biomech. 2002;17(9-10):666—77.

Mackenzie SW, Reynolds RF. Ocular torsion responses to sinusoidal electrical
vestibular stimulation. J Neurosci Methods. 2018;294:116-21.

Angelaki DE, Cullen KE. Vestibular System: The Many Facets of a Multimodal
Sense. Annu Rev Neurosci [Internet]. 2008;31(1):125-50.

Cullen KE. Vestibular processing during natural self-motion: implications for

perception and action. Nat Rev Neurosci [Internet]. 2019;

Lund S, Broberg C. Effects of different head positions on postural sway in man
induced by a reproducible vestibular error signal. Acta Physiol Scand.
1983;117(2):307-9.

Kwan A, Forbes PA, Mitchell DE, Blouin J-S, Cullen KE. Neural substrates,
dynamics and thresholds of galvanic vestibular stimulation in the behaving
primate. Nat Commun [Internet]. 2019;10(1):1904.



41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

155

Forbes PA, Luu BL, Van der Loos HFM, Croft EA, Inglis JT, Blouin J-S.
Transformation of vestibular signals for the control of standing in humans. J
Neurosci. 2016;36(45):11510-20.

Forbes PA, Fice JB, Siegmund GP, Blouin J-S. Electrical Vestibular Stimuli
Evoke Robust Muscle Activity in Deep and Superficial Neck Muscles in Humans.
Front Neurol [Internet]. 2018;9(July):1-8.

Maitre J, Paillard T. Postural effects of vestibular manipulation depend on the
physical activity status. PLoS One [Internet]. 2016;11(9):1-13.

Chang CM, Cheng PW, Young YH. Aging effect on galvanic vestibular-evoked
myogenic potentials. Otolaryngol - Head Neck Surg [Internet]. 2010;143(3):418—
21.

Chang C-M, Young Y-H, Cheng P-W. Age-related changes in ocular vestibular-
evoked myogenic potentials via galvanic vestibular stimulation and bone-
conducted vibration modes. Acta Otolaryngol [Internet]. 2012;132(12):1295-300.

Jahn K, Naessl A, Schneider E, Strupp M, Brandt T, Dieterich M. Inverse U-
shaped curve for age dependency of torsional eye movement responses to galvanic
vestibular stimulation. Brain [Internet]. 2003;126(Pt 7):1579-89.

Barnett-cowan M, Harris LR. Perceived timing of vestibular stimulation relative to
touch , light and sound. Exp Brain Res. 2009;198:221-31.

Barnett-cowan M. Vestibular Perception is Slow : A Review. Multisens Res.
2013;26:387-403.

Carriot J, Jamali M, Chacron MJ, Cullen KE. Statistics of the Vestibular Input
Experienced during Natural Self-Motion : Implications for Neural Processing. J
Neurosci. 2014:34(24):8347-57.

Stephan T, Deutschlander A, Nolte A, Schneider E, Wiesmann M, Brandt T, et al.

Functional MRI of galvanic vestibular stimulation with alternating currents at



51.

52.

53.

54,

55.

56.

S7.

58.

59.

156

different frequencies. Neuroimage. 2005;26(3):721-32.

Masoudian N, Riazi GH, Afrasiabi A, Modaresi SMS, Dadras A, Rafiei S, et al.
Variations of Glutamate Concentration Within Synaptic Cleft in the Presence of
Electromagnetic Fields: An Artificial Neural Networks Study. Neurochem Res.
2015;40(4):629-42.

Smith PF. Are vestibular hair cells excited to death by aminoglycoside antibiotics?
J Vestib Res. 2000;10:1-5.

Sedd-Cabezon L, Boadas-Vaello P, Soler-Martin C, Llorens J. Vestibular damage

in chronic ototoxicity: A mini-review. Neurotoxicology. 2014;43:21-7.

Schneider E, Glasauer S, Dieterich M. Central processing of human ocular torsion
analyzed by galvanic vestibular stimulation. Neuroreport [Internet].
2000;11(7):1559-63.

Schlosser HG, Unterberg A, Clarke A. Using video-oculography for galvanic
evoked vestibulo-ocular monitoring in comatose patients. J Neurosci Methods.
2005;145(1-2):127-31.

Schneider E, Glasauer S, Dieterich M. Comparison of Human Ocular Torsion
Patterns During Natural and Galvanic Vestibular Stimulation. J Neurophysiol.
2002;87:2064-73.

Kleine JF, Guldin WO, Clarke AH. Variable otolith contribution to the
galvanically induced vestibulo-ocular reflex. Neuroreport. 1999;10(5):1143-8.

MacDougall HG, Brizuela AE, Burgess AM, Curthoys IS. Between-subject
variability and within-subject reliability of the human eye-movement response to
bilateral galvanic (DC) vestibular stimulation. Exp Brain Res. 2002;144(1):69-78.

Mackenzie SW, Irving R, Monksfield P, Kumar R, Dezso A, Reynolds RF. Ocular
torsion responses to electrical vestibular stimulation in vestibular schwannoma. J
Neurosci Methods [Internet]. 2018;129:2350—-60.



60.

61.

62.

63.

64.

65.

66.

67.

157

Aw ST, Todd MJ, Halmagyi GM. Latency and initiation of the human
vestibuloocular reflex to pulsed galvanic stimulation. J Neurophysiol [Internet].
2006;96(2):925-30.

Otero-Millan J, Roberts DC, Lasker A, Zee DS, Kheradmand A. Knowing what
the brain is seeing in three dimensions: A novel, noninvasive, sensitive, accurate,

and low-noise technique for measuring ocular torsion. J Vis [Internet].
2015;15(14):1-15.

Curthoys IS. A critical review of the neurophysiological evidence underlying
clinical vestibular testing using sound, vibration and galvanic stimuli. Clin
Neurophysiol [Internet]. 2010;121(2):132—44.

Cunha LCM, Labanca L, Tavares MC, Goncalves DU. Vestibular evoked
myogenic potential (VEMP) with galvanic stimulation in normal subjects. Braz J
Otorhinolaryngol [Internet]. 2014;80(1):48-53.

Caporali JF de M, Utsch Gongalves D, Labanca L, Dornas de Oliveira L, Vaz de
Melo Trindade G, de Almeida Pereira T, et al. Vestibular Evoked Myogenic
Potential (VEMP) Triggered by Galvanic Vestibular Stimulation (GVS): A
Promising Tool to Assess Spinal Cord Function in Schistosomal
Myeloradiculopathy. PLoS Negl Trop Dis. 2016;10(4):1-11.

Fujimoto C, Iwasaki S, Matsuzaki M, Murofushi T. Lesion site in idiopathic
bilateral vestibulopathy: a galvanic vestibular-evoked myogenic potential study.
Acta Otolaryngol [Internet]. 2005;125(4):430-2.

Iwasaki S, Takai Y, Ozeki H, Ito K, Karino S, Murofushi T. Extent of Lesions in
Idiopathic Sudden Hearing Loss With Vertigo. Acta Otolaryngol Head Neck Surg.
2005;131:857-62.

Monobe H, Murofushi T. Vestibular testing by electrical stimulation in patients
with unilateral vestibular deafferentation: Galvanic evoked myogenic responses
testing versus galvanic body sway testing. Clin Neurophysiol. 2004;115(4):807—



68.

69.

70.

71.

72.

73.

74.

75.

158

11.

Ozeki H, Iwasaki S, Ushio M, Takeuchi N, Murofushi T. The lesion site of
vestibular dysfunction in Ramsay Hunt syndrome: a study by click and galvanic
VEMP. J Vestib Res. 2006;16(4-5):217-22.

Watson SRD, Fagan P, Colebatch JG. Galvanic stimulation evokes short-latency
EMG responses in sternocleidomastoid which are abolished by selective vestibular
nerve section. Electroencephalogr Clin Neurophysiol - Electromyogr Mot Control.
1998;109(6):471-4.

Watson S, Colebatch J. Vestibulocollic reflexes evoked by short-duration galvanic
stimulation in man. J Physiol. 1998;513 ( Pt 2(1998):587-97.

Murofushi T, Monobe H, Ochiai A, Ozeki H, T. M, H. M, et al. The site of lesion
in “vestibular neuritis”: study by galvanic VEMP. Neurology [Internet].
2003;61(3):417-8.

Rosengren SM, Jombik P, Halmagyi GM, Colebatch JG. Galvanic ocular
vestibular evoked myogenic potentials provide new insight into vestibulo-ocular
reflexes and unilateral vestibular loss. Clin Neurophysiol [Internet].
2009;120(3):569-80.

Rosengren SM, Welgampola MS, Colebatch JG. Vestibular evoked myogenic
potentials: Past, present and future. Clin Neurophysiol [Internet].
2010;121(5):636-51.

Todd NPM, Rosengren SM, Aw ST, Colebatch JG. Ocular vestibular evoked
myogenic potentials (OVEMPS) produced by air- and bone-conducted sound. Clin
Neurophysiol. 2007;118(2):381-90.

Cheng PW, Chen CC, Wang SJ, Young YH. Acoustic, mechanical and galvanic
stimulation modes elicit ocular vestibular-evoked myogenic potentials. Clin
Neurophysiol [Internet]. 2009;120(10):1841-4.



76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

159

Rosengren SM, Colebatch JG, Borire A, Straumann D, Weber KP. cVEMP
morphology changes with recording electrode position, but single motor unit
activity remains constant. J Appl Physiol. 2016;120(8):833-42.

Curthoys IS. The interpretation of clinical tests of peripheral vestibular function.
Laryngoscope. 2012;122(6):1342-52.

Todd NPM, Rosengren SM, Colebatch JG. A utricular origin of frequency tuning
to low-frequency vibration in the human vestibular system? Neurosci Lett.
2009;451(3):175-80.

Todd NPM, Rosengren SM, Colebatch JG. Tuning and sensitivity of the human
vestibular system to low-frequency vibration. Neurosci Lett. 2008;444(1):36-41.

Zhang AS, Govender S, Colebatch JG. Tuning of the ocular vestibular evoked
myogenic potential to bone-conducted sound stimulation. J Appl Physiol
[Internet]. 2012;112(8):1279-90.

Lue JH, Day AS, Cheng PW, Young YH. Vestibular evoked myogenic potentials
are heavily dependent on type I hair cell activity of the saccular macula in guinea
pigs. Audiol Neurotol. 2008;14(1):59-66.

Lopez C, Blanke O, Mast FW. The human vestibular cortex revealed by
coordinate-based activation likelihood estimation meta-analysis. Neuroscience
[Internet]. 2012;212:159-79.

Bense S, Stephan T, Yousry TA, Brandt T, Dieterich M. Multisensory cortical
signal increases and decreases during vestibular galvanic stimulation (fMRI). J
Neurophysiol [Internet]. 2001;85(2):886—99.

Bucher SF, Dieterich M, Wiesmann M, Weiss A, Zink R, Yousry TA, et al.
Cerebral functional magnetic resonance imaging of vestibular, auditory, and

nociceptive areas during galvanic stimulation. Ann Neurol. 1998;44(1):120-5.

Bottini G, Sterzi R, Paulesu E, Vallar G, Cappa SF, Erminio F, et al. Identification



86.

87.

88.

89.

90.

91.

92.

93.

94.

160

of the central vestibular projections in man: a positron emission tomography
activation study. Exp Brain Res. 1994;99(1):164-9.

Lobel E, Kleine JF, Bihan DL, Leroy-Willig a, Berthoz a. Functional MRI of
galvanic vestibular stimulation. J Neurophysiol. 1998;80(5):2699—709.

Vitte E, Derosier C, Caritu Y, Berthoz A, Hasboun D, Soulié D. Activation of the
hippocampal formation by vestibular stimulation: a functional magnetic resonance
imaging study. Exp Brain Res [Internet]. 1996;112(3):523-6.

Lopez C, Blanke O. The thalamocortical vestibular system in animals and humans.
Brain Res Rev [Internet]. 2011;67(1-2):119-46.

Ehinger B V, Fischer P, Gert AL, Kaufhold L, Weber F, Pipa G, et al. Kinesthetic
and vestibular information modulate alpha activity during spatial navigation: a
mobile EEG study. Front Hum Neurosci [Internet]. 2014;8(February):71.

Hood J., Kayan A. OBSERVATIONS UPON THE EVOKED RESPONSES TO
NATURAL VESTIBULAR STIMULATION. Electroencephalogr Clin
Neurophysiol. 1985;62:266—76.

Nolan H, Whelan R, Reilly RB, Bilthoff HH, Butler JS. Acquisition of human
EEG data during linear self-motion on a Stewart platform. 2009 4th Int
IEEE/EMBS Conf Neural Eng NER ’09. 2009;585-8.

Gale S, Prsa M, Schurger A, Gay A, Paillard A, Herbelin B, et al. Oscillatory
neural responses evoked by natural vestibular stimuli in humans. J Neurophysiol
[Internet]. 2016;115(3):1228-42.

Brkic F, Gortan D, Kapidzic A, Sinanovic O, Brkic S. The effects of caloric
vestibular stimulation on EEGs in patients with central vertigo. Eur Arch
Otorhinolaryngol [Internet]. 2002;259(6):334-8.

McNerney KM, Lockwood AH, Coad M Lou, Wack DS, Burkard RF. Use of 64-

channel electroencephalography to study neural otolith-evoked responses. J Am



95.

96.

97.

98.

99.

100.

101.

102.

103.

161

Acad Audiol [Internet]. 2011;22(3):143-55.

Kim DJ, Yogendrakumar V, Chiang J, Ty E, Wang ZJ, McKeown MJ. Noisy
Galvanic Vestibular Stimulation Modulates the Amplitude of EEG Synchrony
Patterns. PLoS One. 2013;8(7).

Wilkinson D, Ferguson HJ, Worley A. Galvanic vestibular stimulation modulates
the electrophysiological response during face processing. Vis Neurosci [Internet].
2012;29(4-5):255-62.

Lee J-W, Lee G-E, An J-H, Yoon S-W, Heo M, Kim H-Y. Effects of galvanic
vestibular stimulation on visual memory recall and EEG. J Phys Ther Sci
[Internet]. 2014;26(9):1333-6.

Karim H, Fuhrman SI, Sparto P, Furman J, Huppert T. Functional Brain Imaging
of Multi-sensory Vestibular Processing during Computerized Dynamic
Posturography using NearInfrared Spectroscopy. Neuroimage. 2013;74(1):318-25.

Karim HT, Fuhrman SI, Furman JM, Huppert TJ. Neuroimaging to detect cortical
projection of vestibular response to caloric stimulation in young and older adults
using functional near-infrared spectroscopy (fNIRS). Neuroimage [Internet].
2013;76(July 2014):1-10.

Kobayashi A, Cheung B. Detection of cerebral oxyhaemoglobin changes during
vestibular Coriolis cross-coupling stimulation using near infrared spectroscopy.
Neurosci Lett. 2006;394(2):83—7.

lida M, Haida M, lgarashi M. Vertigo and cerebral hemoglobin changes during
unilateral caloric stimulation: A near-infrared spectroscopy study. Ann N 'Y Acad
Sci. 2009;1164:386-9.

Yates BJ, Bolton PS, Macefield VG. Vestibulo-Sympathetic Responses. Compr
Physiol. 2015;4(2):851-87.

Jauregui-Renaud K, Gresty MA, Reynolds R, Bronstein AM. Respiratory



104.

105.

106.

107.

108.

109.

110.

111.

112.

162

responses of normal and vestibular defective human subjects to rotation in the yaw
and pitch planes. Neurosci Lett. 2001;298:17-20.

Watenpaugh DE, Cothron A V, L WS, Wasmund WL, Carter R, Muenter N, et al.
Do vestibular otolith organs participate in human orthostatic blood pressure
control ? Auton Neurosci. 2002;100:77-83.

Yates BJ, Bronstein AM. The effects of vestibular system lesions on autonomic
regulation: Observations, mechanisms, and clinical implications. J Vestib Res.
2005;15:119-29.

Yamamoto Y, Struzik ZR, Soma R, Ohashi K, Kwak S. Noisy vestibular
stimulation improves autonomic and motor responsiveness in central
neurodegenerative disorders. Ann Neurol. 2005;58(2):175-81.

Wanabe I, Nishida H. Anisocoria in Meniere’s Disease. Equilibrium. 1971;(2):71—
8.

Chin Tang P, Gernandt BE. Autonomic Responses to Vestibular Stimulation. Exp
Neurol. 1969;24:558-78.

Spiegel EA. EFFECT OF LABYRINTHINE REFLEXES ON THE
VEGETATIVE NERVOUS SYSTEM : A Review. Arch Otolaryngol Head Neck
Surg. 1939;12:61-72.

De Santis M, Gernandt BE. Effect of on Vestibular Stimulation on Pupillary Size.
Exp Neurol. 1971;30:66-77.

Cason AM, Kwon B, Smith JC, Houpt TA. Labyrinthectomy abolishes the
behavioral and neural response of rats to a high-strength static magnetic field.
Physiol Behav [Internet]. 2009;97(1):36-43.

Houpt TA, Kwon B, Houpt CE, Neth B, Smith JC. Orientation within a high
magnetic field determines swimming direction and laterality of c-Fos induction in
mice. Am J Physiol Regul Integr Comp Physiol [Internet]. 2013;305(7):R793-803.



113.

114.

115.

163

Keary N, Bischof HJ. Activation changes in zebra finch (Taeniopygia guttata)
brain areas evoked by alterations of the earth magnetic field. PLoS One. 2012;7(6).

Nimpf S, Nordmann GC, Kagerbauer D, Colombini M, Mason MJ, Nimpf S, et al.
Report A Putative Mechanism for Magnetoreception by Electromagnetic Induction
in the Pigeon Inner Ear. Curr Biol [Internet]. 2019;1-8.

Holstein GR, Friedrich VL, Martinelli GP, Ogorodnikov D, Yakushin SB, Cohen
B. Fos expression in neurons of the rat vestibulo-autonomic pathway activated by
sinusoidal galvanic vestibular stimulation. Front Neurol. 2012;FEB(February):1-
15.



164

Appendices

V‘“@ \N'E‘_Ste]‘n Research Ethics
¥ Research

Western University Health Scicnee Rescarch Ethics Board
HSREB Full Board Initial Approval Notice

Prancipal Investigator: Dy, Alexandre Legros
Depariment & Institution: Schulich Sehool of Medieine and OentistryiMedical Deopliysxs, Lawsca Health Research Institute

HSRED File Number: 106122
Study Title: lnpoct of extremel v low-Treguency (<300Hz) magnetic Delds (up 1o 100 mT) on posiveal control i hunans

Spensar

HISREB Initial Approval Date: March 02, 2015
HSREB Expivy Date: Marcdi 02, 2016

Documents Approved and/or Received for Information:

Document Name Comments 7 | Version Date
Other Appendix 1 Phone Questionnaire | 201412002
Western Univessity Protocol 20150101
Advertisecment Appendix 2 - Advertisement 201500101
Letter of Information & Consent Appendix 3 - Letter of Information and Consent Form: 2015/01 01
Instruments endix 4 - Field Status Questionaire 20150101

The Western University Health Science Rescarch Ethics Board (HSREB) has reviewed and approved the
above named study, as of the HSREB Initial Approval Date noted above.

HSREB approval for this study remains valid until the HSREB Expiry Date noted above, conditional 1o timely
submission and acceptance of HSREB Continuing Ethics Review, If an Updated Approval Notice is required
prior 1o the HSREB Expiry Date, the Principal Investigator is responsible for completing and submitting an
HSREB Updated Approval Form in a timely fashion.

The Western University HSREB operates in compliance with the Tri-Council Policy Statement Ethical
Conduct for Research Involving Humans (TCPS2), the Intemational Conference on Harmonization of
Technical Requirements for Registration of Pharmaccuticals for Human Use Guideline for Good Clinical
Practice (ICH E6 R1), the Ontario Personal Health Information Protection Act (PHIPA, 2004), Par: 4 of the
Natural Health Product Regulations, Health Canada Medical Device Regulations and Pant C, Division 5, of the
Food and Drug Regulations of Health Canada.

Members of the HSREB who are named as Investigators in research studies do not participate in discussions
related to, nor vote on such studies when they are presented to the REB.

The HSREB is registered with the U.S. Department of Health & Human Services under the IRB registration
number IRB 00000940,

Ethics Officer to Contact for Further Informalion

|

This is an official docuwenr Vieawe celatn tie avigiaal i your jiles

Westarn Unwvarsity, Researen, Suppart Servaces Bidg.. #m 5150
London, ON. Caneda NGA KT t.519.661.3036 [ 519850.2466 wweuwora/rescarchiervices/othcs

Appendices 1. Ethics Approval # 106122 for postural studies (Chapters 2 & 3)


Nicolas Bouisset

Nicolas Bouisset


165

Western
Research

Date: 24 April 2018

To: Dr. Alexandre Legros

Project ID: 109161

Study Title: Acute effect of extremely low frequency magnetic fields on the vestibular system: perception of verticality
Application Type: HSREB Amendment Form

Review Type: Delegated

Meeting Date / Full Board Reporting Date: 01/May/2018

Date Approval Issued: 24/Apr/2018

REB Approval Expiry Date: 09/May/2019

Dear Dr. Alexandre Legros ,

The Western University Health Sciences Research Ethics Board (HSREB) has reviewed and approved the WREM application form for the amendment, as of the date
noted above.

Documents Approved:

Document Name Document Type Document Date Document Version
109161.v0418_Resp Protocol 17/Apr/2018 v0418_Resp
109161LOICS.v0418 Consent Form 16/Apr/2018 v0418

REB members involved in the research project do not participate in the review, discussion or decision.

The Western University HSREB operates in compliance with, and is constituted in accordance with, the requirements of the TriCouncil Policy Statement: Ethical
Conduct for Research Involving Humans (TCPS 2); the International Conference on Harmonisation Good Clinical Practice Consolidated Guideline (ICH GCP); Part C,
Division 5 of the Food and Drug Regulations; Part 4 of the Natural Health Products Regulations; Part 3 of the Medical Devices Regulations and the provisions of the
Ontario Personal Health Information Protection Act (PHIPA 2004) and its applicable regulations. The HSREB is registered with the U.S. Department of Health &
Human Services under the IRB registration number IRB 00000940.

Please do not hesitate to contact us if you have any questions.
Sincerely,

Note: This correspondence includes an electronic signature (validation and approval via an online system that is liant with all regulations)

‘P

Page 1 of 1

Appendices 2. Ethics Approval # 109161 for perception of verticality (Chapters 4)


Nicolas Bouisset


Creative Commons Attribution License (CCBY)

Human Postural Control Under High Levels of Exi ly Low Freq y Magnetic Flelds
Boulsset, Nicolas; Vlllard, Sebastien; Legros, Al
IEEE Access

By clicking the checkbox at the bottom of this page you, as the author or representative of the author, confirm that your work is
licensed to IEEE under the Creative Commons Attribution 4.0(CC BY 4.0). As explained by the Creative Commons web site, this
license states that IEEE is free to share, copy, distribute and transmit your work under the following conditions:

* Attribution - Users must attribute the work in the manner specified by the author or licensor (but not in any way that
suggests that they endorse the users or their use of the work).

* Noncommercial - Users may not use this work for commercial purposes.

* No Derivative Works - Users may not alter, transform, or build upon this work.

With the understanding that:
* Waiver - Any of the above conditions can be waived if users get permission from the copyright holder.
* Public Domain - Where the work or any of its slements is in the public domain under applicable law, that status is in no
way affected by the licensse.

* Other Rights - In no way are any of the following rights affected by the license:
o A user's fair dealing or fair use rights, or other applicable copyright exceptions and limitations;
o The author's moral rights;
o Rights other persons may have seither in the work itself or in how the work is used, such as publicity or privacy

rights.

For any reuse or distribution, users must make clear to others the license terms of this work.

Upon clicking on the checkbox below, you will not only confirm that your submission is under the CCBY license but you will also
be taken to IEEE's Terms of Use, which will require your signature.

[X] |confirm the submitted work is licensed to IEEE under the Creative Commons Attribution 4.0 United States (CC BY 4.0)

TERMS AND CONDITIONS OF AN AUTHOR'S USE OF THE CREATIVE COMMONS
ATTRIBUTION LICENSE (CCBY)

1. Creative Commong Licenzing

To grow the commons of free knowledge and free culture, all users are required to grant broad permissions to the general public
to re-distribute and re-use their contributions freely. Thersfore, for any text, figures, or other work in any medium you hold the
copyright to, by submitting it, you agree to license it under the Creative Commons Attribution 4.0 Unported License.

2. Attribution

As an author, you agree to be attributed in any of the following fashions: a) through a hyperlink (where possible) or URL to the
article or articles you contributed to, b) through a hyperlink (where possible) or URL to an alternative, stable online copy which is

fresly accessible, which conforms with the license, and which provides credit to the authors in a manner equivalent to the credit
given on this website, or ¢) through a list of all authors.

3. Terms of Publication

166



167

A. By submitting your work to |IEEE, you agree to comply with the IEEE Publication Services and Products Board Operations
Manual (the "Operations Manual”), including, but not limited to, the specific provisions referenced hersin(except to the extent
any provision of the Operations Manual requires assignment of copyright in your work to IEEE).

B. Submission to this IEEE journal doses not guarantes publication. By submitting your work to this journal you, as author,
recognize that your work may be rejected for any reason. All submissions shall be reviewed by the Editor in accordance with
section 8.2.2 of the Operations Manual.

C. Should your paper be rejected IEEE will not exercise any of the rights granted to it under the Creative Commons Attribution
4.0 Unported License.

D. IEEE takes intellsctual property protection seriously and is opposed to plagiarism in any fashion. Accordingly, you consent to
having your work submitted to a plagiarism detection tool and to be bound by IEEE policies conceming plagiarism and
author misconduct.

E. IEEE distributes its technical publications throughout the world and wants to ensure that the material submitted to its
publications is properly available to the readership of those publications. You must ensure that your work meets the
requirements as stated in section 8.2.1 of the Operations Manual, including provisions covering originality, authorship, author
responsibilities and author misconduct. More information on IEEE's publishing policies may be found at
https /fwww.ieee.org/publications/rights/author-rights-responsibilities_html.

F. You warrant that your work, including and any accompanying materials, is original and that you are the author of the work.
To the extent your work incorporates text passages, figures, data or other material from the works of others, you represent
and warrant that you have obtained all third party permissions and consents to grant the rights hersin and have provided
copies of such permissions and consents to IEEE. As stated in section 8.2.1B12 of the Operations Manual: "It is the
responsibility of the authors, not the IEEE, to determine whether disclosure of their material requires the prior consent of
other parties and, if so, to obtain it."

G. You are advised of Operations Manual section 8.1.1B: "Statements and opinions given in work published by the IEEE are
the expression of the authors."

H. You agree that publication of a notice of violation as a corrective action for a confirmed case of plagiarism, as described in
Section 8.2 4 of the IEEE PSPB Publications Operations Manual, does not violate any of your moral rights.

I. You agree to indemnify and hold IEEE and its parents, subsidiaries, affiliates, officers, employses, agents, partners and
licensors harmless from any claim or demand, including reasonable attorneys' fees, due to or arising out of: (1) content you
submit, post, transmit or otherwise make available through IEEE's publishing program; (2) your use of this IEEE joumnal; (3)
your violation of these Terms of Use; or (4) your violation of any rights of another party.

BY TYPING IN YOUR FULL NAME BELOW AND CLICKING THE SUBMIT BUTTON, YOU CERTIFY THAT SUCH ACTION
CONSTITUTES YOUR ELECTRONIC SIGNATURE TO THIS FORM IN ACCORDANCE WITH UNITED STATES LAW, WHICH
AUTHORIZES ELECTRONIC SIGNATURE BY AUTHENTICATED REQUEST FROM A USER OVER THE INTERNET AS A
VALID SUBSTITUTE FOR A WRITTEN SIGNATURE.

. 22.05 2020

Signaturc ate|
Qi ionz about the submiszion of the form or manuscript must be sent to the publication’s editor. Please direct all

questions about IEEE copyright policy to:
IEEE Intellectual Property Rights Office, copyrights @ieee.org, +1-732-562-3966

Appendices 3. Copyright release from IEEE-Access (Chapter 2)


Nicolas Bouisset


168

Creative Commons Attribution License (CCBY)

Human Postural Responses to High Vestlbular Specliic Extremely Low-Frequency Magnetic Stimulations
Boulsset, Nicolas; Vlllard, Sebastien; Legros, Al
IEEE Access

By clicking the checkbox at the bottom of this page you, as the author or representative of the author, confirm that your work is
licensed to IEEE under the Creative Commons Attribution 4.0{CCBY 4.0). As explained by the Creative Commons web site, this
license states that IEEE is free to share, copy, distribute and transmit your work under the following conditions:

* Attribution - Users must attribute the work in the manner specified by the author or licensor (but not in any way that
suggests that they endorse the users or their use of the work).

* Noncommercial - Users may not use this work for commercial purposes.

* No Derivative Works - Users may not alter, transform, or build upon this work.

With the understanding that:
* Waiver - Any of the above conditions can be waived if users get permission from the copyright holder.
* Public Domain - Where the work or any of its slements is in the public domain under applicable law, that status is in no
way affected by the licensse.

* Other Rights - In no way are any of the following rights affected by the license:
o A user's fair dealing or fair use rights, or other applicable copyright exceptions and limitations;
o The author's moral rights;
o Rights other persons may have seither in the work itself or in how the work is used, such as publicity or privacy

rights.

For any reuse or distribution, users must make clear to others the license terms of this work.

Upon clicking on the checkbox below, you will not only confirm that your submission is under the CCBY license but you will also
be taken to IEEE's Terms of Use, which will require your signature.

[X] |confirm the submitted work is licensed to IEEE under the Creative Commons Attribution 4.0 United States (CCBY 4.0)

TERMS AND CONDITIONS OF AN AUTHOR'S USE OF THE CREATIVE COMMONS
ATTRIBUTION LICENSE (CCBY)

1. Creative Commong Licenzing

To grow the commons of free knowledge and free culture, all users are required to grant broad permissions to the general public
to re-distribute and re-use their contributions freely. Thersfore, for any text, figures, or other work in any medium you hold the
copyright to, by submitting it, you agree to license it under the Creative Commons Attribution 4.0 Unported License.

2. Attribution

As an author, you agree to be attributed in any of the following fashions: a) through a hyperlink (where possible) or URL to the
article or articles you contributed to, b) through a hyperlink (where possible) or URL to an alternative, stable online copy which is

fresly accessible, which conforms with the license, and which provides credit to the authors in a manner equivalent to the credit
given on this website, or ¢) through a list of all authors.

3. Terms of Publication



169

A. By submitting your work to |IEEE, you agree to comply with the IEEE Publication Services and Products Board Operations
Marual (the "Operations Manual”), including, but not limited to, the specific provisions referenced hersin(except to the extent
any provision of the Operations Manual requires assignment of copyright in your work to IEEE).

B. Submission to this IEEE journal doses not guarantes publication. By submitting your work to this journal you, as author,
recognize that your work may be rejected for any reason. All submissions shall be reviewed by the Editor in accordance with
section 8.2.2 of the Operations Manual.

C. Should your paper be rejected IEEE will not exercise any of the rights granted to it under the Creative Commons Attribution
4.0 Unported License.

D. IEEE takes intellsctual property protection seriously and is opposed to plagiarism in any fashion. Accordingly, you consent to
having your work submitted to a plagiarism detection tool and to be bound by IEEE policies conceming plagiarism and
author misconduct.

E. IEEE distributes its technical publications throughout the world and wants to ensure that the material submitted to its
publications is properly available to the readership of those publications. You must ensure that your work meets the
requirements as stated in section 8.2.1 of the Operations Manual, including provisions covering originality, authorship, author
responsibilities and author misconduct. More information on IEEE's publishing policies may be found at
https /fwww.ieee.org/publications/rights/author-rights-responsibilities_html.

F. You warrant that your work, including and any accompanying materials, is original and that you are the author of the work.
To the extent your work incorporates text passages, figures, data or other material from the works of others, you represent
and warrant that you have obtained all third party permissions and consents to grant the rights hersin and have provided
copies of such permissions and consents to IEEE. As stated in section 8.2.1B12 of the Operations Manual: "It is the
responsibility of the authors, not the IEEE, to determine whether disclosure of their material requires the prior consent of
other parties and, if so, to obtain it."

G. You are advised of Operations Manual section 8.1.1B: "Statements and opinions given in work published by the IEEE are
the expression of the authors."

H. You agree that publication of a notice of violation as a corrective action for a confirmed case of plagiarism, as described in
Section 8.2 4 of the IEEE PSPB Publications Operations Manual, does not violate any of your moral rights.

I. You agree to indemnify and hold IEEE and its parents, subsidiaries, affiliates, officers, employses, agents, partners and
licensors harmless from any claim or demand, including reasonable attorneys' fees, due to or arising out of: (1) content you
submit, post, transmit or otherwise make available through IEEE's publishing program; (2) your use of this IEEE joumnal; (3)

your violation of these Terms of Use; or (4) your violation of any rights of another party.

BY TYPING IN YOUR FULL NAME BELOW AND CLICKING THE SUBMIT BUTTON, YOU CERTIFY THAT SUCH ACTION
CONSTITUTES YOUR ELECTRONIC SIGNATURE TO THIS FORM IN ACCORDANCE WITH UNITED STATES LAW, WHICH
AUTHORIZES ELECTRONIC SIGNATURE BY AUTHENTICATED REQUEST FROM A USER OVER THE INTERNET AS A
VALID SUBSTITUTE FOR A WRITTEN SIGNATURE.

I 02.09.2020

Signaturc ate
Qi ionz about the submiszion of the form or manuscript must be sent to the publication’s editor. Please direct all

questions about |[EEE copyright policy to:
IEEE Intellectual Property Rights Office, copyrights @ieee.org, +1-732-562-3966

Appendices 4. Copyright releases from IEEE-Access (Chapter 3)


Nicolas Bouisset


170

Curriculum Vitae

BOUISSET Nicolas

Born March 24", 1976 in Montpellier (FRANCE)
ORCID 0000-0001-9068-8643

Web of Science ResearcherID AAJ-9520-2020

Professional Experience

2016-2020:

- PhD student under Dr Villard’s supervision (Western University, London, Ontario
Canada)

2011 — now:

- Consultant and translator for KPTEN (physiotherapy seminars company)

2003 — 2016:

- Physiotherapist in Private practice

21/06/2007 — 27/06/2007:

- Physiotherapist for the Crédit Agricole professional cycling team

18/06/2004 — 22/06/2004:

- Physiotherapist for the Crédit Agricole professional cycling team

02/05/04 —17/05/04:
- Humanitarian Physiotherapy mission in Senegal for HANDISABLE

07/03/2004 — 14/03/2004:

- Physiotherapist for the Crédit Agricole professional cycling team

03/03/2003 — 02/05/2003:
- Humanitarian Physiotherapy mission in Vietham for HANDICAP INTERNATIONAL


https://orcid.org/0000-0001-9068-8643
https://publons.com/researcher/AAJ-9520-2020/

171

Qualifications

2016-2020:
- PhD in kinesiology (Western Ontario University — Canada)

2012-2015:

- Master’s degree by research in Human movement science with honours (Université de
Montpellier- France)

2011:
- Post graduate Diploma in postural control mechanism (Université Joseph Fourier —
Grenoblel - France)
2010:
- Post graduate Diploma in vestibular rehabilitation (Université Paris VI - France)
2009:
- Post graduate Diploma in Maxillo facial rehabilitation (Université de Montpellier -
France)
2003:
- Bachelor’s degree in physiotherapy (Université Catholique de Louvain la Neuve in
Belgium)
2000:
- Saint CYR Coétquidan Military Academy for French reserve officers (first Lieutenant)
1999:

- Bachelor’s degree in sport science (Université de la Réunion - France)

Continuing professional development.

2016:
- Ultrasound course for physiotherapist (Julie Hides)
- Level 1 clinical integration Diploma from the Orthopaedic Division of the Canadian
Physiotherapy Association
2012:

- Clinical assesment and manual therapy of the knee (international academy of
orthopaedic Medecine United States)


http://www.orthodiv.org/
http://www.orthodiv.org/

172

- Clinical assesment and manual therapy of the shoulder (international academy of
orthopaedic Medecine United States)

- Clinical assesment and manual therapy of the elbow (international academy of
orthopaedic Medecine United States)

- Clinical assesment and manual therapy of the wrist and the hand (international
academy of orthopaedic Medecine United States)

- Understanding and analyzing the randomized control trials (Rob Herbert)

- Introductory lower limb biomechanics certificate

- Medical Screening and triage (William Boissonnault)

- Hemodynamics for physiotherapists (Alan Taylor and Roger Kerry)
- Breathing Evaluation & Management certificate (Laurie Mclaughlin)

- Therapeutic exercice for cervical Spine disorders certificate (Deborah Falla)

- Neurodynamic solution instructor course (Michael Shacklock)

- Mc Kenzie level A

- Mc Kenzie Level B

- Neurodynamic for the lower quarter (Michael Shacklock)

- Neurodynamic for the upper quarter (Michael Shacklock)

- Sports physiotherapy Certificate (Université de Bourgogne)

2004-2005:
- Sports physiotherapy Certificate
- Myo-facial physiotherapy Certificate
- Breathing rehabilitation Certificate

Scholarships, Fellowships and Grants

2016-2020: PhD

- Mitacs Accelerate Fellowship: $ 110,170.29
- WGRS - KINESIOLOGY: $61,171.18
- Graduate Student Travel Grant: $ 2400



173

Prizes and awards

2018:
- Second best student poster presentation: BioEm2018, Slovenia

2017:
- Second best student platform presentation: BioEm2017, China

Equipment and software experience

Electrophysiological Stimulation:

- Galvanic Vestibular Stimulation
- Extremely low frequency magnetic fields
- tDCS & tACS ((StarStim, Neuroelectrics, Spain)

Electrophysiologic Recording:

- Electroencephalography

- Pupillometry

- Eye tracking

- Vestibular testing: VHIT: otometrics. (Danemark). Videonystagmography (Framiral,
Amplifon. Subjective Visual Vertical. Optokinetics Stimulatios.

Force Platforms:

- AMTI (USA)
- Intech (France)

Software and Computer Programming:

- Matlab

- Python

- OpenCV
- Labview

- R

- Inkscape

- Blender



174

Professional Communications

Publications

Bouisset N, Villard S, Legros A.2020 Vestibular Extremely low frequency magnetic
and electric stimulation effects on human subjective visual vertical perception. Journal
of Neural Engineering. (Under review: Brain Stimulation)

Bouisset N, Villard S, Legros A.2020, Human Postural Control Under High Levels of
Extremely Low Frequency Magnetic Fields. IEEE ACCESS

Bouisset N, Villard S, Legros A.2020, Human Postural Responses to High Vestibular
Specific Extremely Low Frequency Magnetic Stimulations. IEEE ACCESS

Lagarde J, Bouisset, N. 2020. When is now in a distributed system? Animated motion
(could) set the present in brain networks. (Submitted)

Villard S, Allen A, Bouisset N, Corbacio M, Thomas A, Guerraz M, Legros A. 2018.
Impact of extremely low-frequency magnetic fields on human postural control. Exp.
Brain Res

Platform Presentations at Scientific Meetings- National

Bouisset N., (2012) The neurodynamic approach in manual therapy. First French
Orthopaefic ~ manual  therapy  congress.  Paris, France 10 2012

Bouisset, N., Villard, S., Goulet D., Plante M., Sougques M., Deschamps F., Ostiguy
G., Lambrozo J., Legros A. Champs magnétiques d’extrémement basses fréquences
appliqués au systeme vestibulaire et controle de la posture. EBF. Annual meeting of the
Société Francaise de Radioprotection (SFRP), Montpellier, France. October 2nd, 2018

Villard, S., Bouisset, N., Goulet D., Plante M., Souques M., Deschamps F., Ostiguy
G., Lambrozo J., Legros A. Effets de stimulations électriques magnétiques d’extrémes
basses fréquences sur la performance vestibulaire chez I’Homme. EBF. Annual meeting
of the Société Francaise de Radioprotection (SFRP), Montpellier, France. October
2nd, 2018

Platform Presentations at Scientific Meetings- International

Bouisset N, Villard S, Goulet D, Plante D, Souques M, Deschamps F, Ostiguy G,
Lambrozo J & Legros A (2017). Human Vestibular System Exposed to Extremely

Low Frequency Magnetic Fields up to 100 mT: a body sway investigation Annual Joint
Meeting of the Bioelectromagnetics Society and the European BioElectromagnetics Association

— BioEm2017, Hangzhou, China. 6/2017.



175

Villard S, Bouisset N, Goulet D, Plante D, Souques M, Deschamps F, Ostiguy G,

Lambrozo J & Legros A Acute effect of low frequency magnetic fields on the vestibular system:
perception of verticality. Annual Joint Meeting of the Bioelectromagnetics Society and the

European BioElectromagnetics Association - BioEm2017, Hangzhou, China. 6/2017.

Villard S, Bouisset N, Goulet D, Plante D, Souques M, Deschamps F, Ostiguy G,
Lambrozo J & Legros A. Extremely low frequency electric and magnetic stimulations

on the vestibular performance in humans. Annual Joint Meeting of the Bioelectromagnetics
Society and the European BioElectromagnetics Association — BioEm2018, Piran, Portoroz,
Slovenia, June 25th — 29th, 2018

Bouisset N, Villard S & Legros A. Postural Control Under Vestibular Extremely Low
Frequency Magnetic Fields Stimulations. Cognitive and Motor Functions of the Vestibular
System. Aix-Marseille University. Marseille, France. July 51"-6™.2018

Bouisset N, Villard S, Goulet D, Plante D, Souques M, Deschamps F, Ostiguy G,
Lambrozo J & Legros A (2019). Orientation and Disorientation Effects of a 50 mT
Extremely Low Frequency Magnetic Fields on Human Postural Control. Annual Joint
Meeting of the Bioelectromagnetics Society and the European BioElectromagnetics
Association — BioEm2019, Montpellier, France, June 23— 28th, 2019

Bouisset N, Villard S, Goulet D, Plante D, Souques M, Deschamps F, Ostiguy G,
Lambrozo J & Legros A (2019). Probing Human Vestibulo-Autonomic System with
Extremely Low Frequency Magnetic Fields: a pilot study. Annual Joint Meeting of the
Bioelectromagnetics  Society and the European BioElectromagnetics Association
— BioEm2020, Oxford, United Kingdom, June 21— 26th, 2020 (Cancelled due to Covid-
19)

Posters

Bouisset. N., Villard, S., Corbacio, M., Goulet, D., Plante, M., Souques,
M., Deschamps, F., Ostiguy, G., Lambrozo, J., Guerraz, M., & Legros, A (2017). Can
time varying magnetic fields impact the vestibular system? A body sway investigation.
London Research day conference, London, Ontario, Canada

Bouisset. N., Villard, S., M., Goulet, D., Plante, M., Souques, M., Deschamps,
F., Ostiguy, G., Lambrozo, J. & Legros, A (2018). Vestibular specific Time varying
magnetic fields stimulation impact on human body sway. London Research day
conference, London, Ontario, Canada

Bouisset N., Villard S. Corbacio, M. Goulet, D. Plante, M. Souques, M. Deschamps,
F. Ostiguy G., Lambrozo J., Guerraz M., Legros A. Do Extremely Low Frequency
Magnetic Field stimulations of the vestibular system modulate postural control in
humans? Annual Joint Meeting of the Bioelectromagnetics Society and the
European BioElectromagnetics  Association — BioEm2018, Piran, Portoroz,
Slovenia, June 25th — 29th, 2018



176

Workshops

- The neurodynamic approach in manual therapy: application to the upper quarter. First
French Orthopaedic manual therapy congress. Paris, France 10 2012

Service

PROFESSIONAL AFFILIATIONS

- Sociétée Francaise de Physiothérapie (SFP)

- Sociétée Francaise de kinésithéapie Vestibulaire (SFKV)
- OMT-France (Orthopaedic Manual Therapy France)

- Bioelectromagnetic Society (BEMS)

- European Bioelectromagnetics Association (EBEA)

JOURNAL REVIEWER

- |EEE-Access

- Bioelectromagnetics

- Journal of manual and manipulative therapy

- EMC « Kinésithérapie-Médecine physique-Réadaptation »



	Impact of Extremely Low-Frequency Magnetic and Electric Stimuli on Vestibular-Driven Outcomes
	Recommended Citation

	Abstract
	Summary for Lay Audience
	Co-Authorship Statement
	Acknowledgments
	Table of Contents
	List of Tables
	List of Figures
	List of Appendices
	I) General introduction
	1.1 The vestibular system: an overview
	1.2 Magnetic Fields: an overview
	1.2.1 Static Magnetic Fields
	1.2.2 Time-Varying Magnetic Fields
	1.2.3 ELF-MF and electrostimulation: Health and safety concerns
	1.2.4 ELF-MF: Magnetophosphenes and neurophysiological functions
	1.2.5 The vestibular system: a new model to study the ELF-MF impact on neurophysiology?

	1.3 Magnetic Fields and the vestibular system: interaction mechanisms
	1.3.1 The Diamagnetic Susceptibility (DS)
	1.3.2 The Magneto-HydroDynamic (MHD) forces
	1.3.2.1 Motion induced MHD forces
	1.3.2.2 Lorentz Forces (Static MHD)

	1.3.3 Induced Galvanic Vestibular Stimulation (iGVS)

	1.4 Electric fields, currents and the vestibular systems
	1.4.1 High conductivity
	1.4.2 Transduction mechanism
	1.4.3 Hair cells and E-Fields
	1.4.4 Voltage gated calcium channels and E-Fields

	1.5 Stimulation thresholds
	1.5.1 Current intensity thresholds
	1.5.2 E-Field thresholds
	1.5.3 DB/dt thresholds

	1.6 ELF-MF and Galvanic vestibular stimulations: same effects?
	1.6.1 Vestibulo-thalamo-cortical pathway: sensory perception and cognitive functions
	1.6.1.1 Subjective perception
	1.6.1.1.1 Dizziness and vertigo

	1.6.1.2 Feeling of curving or leaning and feelings of unreality or strangeness
	1.6.1.3 A vestibular link to metallic taste perception (﻿dysgeusia)
	1.6.1.4 Spatial attention

	1.6.2 Vestibulo-ocular pathway: Visual acuity and Visual tracking
	1.6.3 Vestibulo-autonomous pathway
	1.6.4 Vestibulo-spinal pathway: postural control
	1.6.5 Summary and caveat

	1.7 Electromagnetic induction and the vestibular system: a need for new research
	1.7.1 Going beyond MRIs
	1.7.2 Investigating higher frequencies
	1.7.3 Power-line frequency exclusive ELF-MF postural modulations

	1.8 Thesis direction and aims – Electric and magnetically induced vestibular-driven effects
	The data reviewed here have important implications. The fact that both the eye and the vestibular system share : 1) high conductivity 2) transduction mechanism 3) important neurophysiological similarities with L-VGCC, ribbon synapsis and glutamate fou...
	This opens new research avenues in which more specific ELF-MF vestibular stimulations should be considered. This is of great interest for the safety of workers and for everyone subjected to such fields which are encountered daily in our modern societi...

	1.9 References

	2 Human Postural Control Under High Levels of Extremely Low Frequency Magnetic Fields
	2.1 Introduction
	2.2 Methods
	2.2.1 Participants
	2.2.2 Experimental devices
	2.2.3 Protocol
	2.2.4 Data analysis
	2.2.5 Statistical analysis

	2.3 Results
	2.3.1 DC Stimulations.

	2.4  Discussion
	2.5 Conclusion
	2.6 References

	3 Human Postural Responses to High Vestibular Specific Extremely Low-Frequency Magnetic Stimulations
	3.1 Introduction
	3.2 Methods
	3.2.1 Participants
	3.2.2 Experimental devices
	3.2.3 Protocol
	3.2.4 Data analysis
	3.2.5 Statistical analysis

	3.3 Results
	3.3.1 Differences in CTRL conditions
	3.3.2 Effect of Stimulation device
	3.3.3 Effects of positive control
	3.3.4 Effects of AC and MF stimulations

	3.4 Discussion
	3.5 Conclusion
	3.6 References

	4 Vestibular Extremely low frequency magnetic and electric stimulation effects on human subjective visual vertical perception
	4.1  Introduction
	4.2  Methods
	4.2.1 Participants
	4.2.2 Stimulations
	4.2.3 Procedure
	4.2.4 Data collection and analysis

	4.3 Results
	4.4 Discussion
	4.5 Conclusion
	4.6 References

	5 General discussion and conclusion
	5.1 General discussion
	5.2 General limitations
	5.3 Future studies
	5.3.1 Eye movement analysis
	5.3.2 Myogenic responses
	5.3.3 Cortical activity
	5.3.4 Autonomous responses
	5.3.5 Animal models and C-Fos

	5.4 General conclusion
	5.5 References

	Appendices

