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Abstract:
dielectric spectroscopy electrodes for stratum corneum hydration monitoring. The multilayer skin

We present a novel computational model of the human skin designed to investigate

model allows for the swelling of the stratum corneum, as well as the variations of the dielectric
properties under several hydration levels. According to the results, the stratum corneum thickness
variations should not be neglected. For high hydration levels, swelling reduces the skin capacitance
in comparison to a fixed stratum corneum thickness model. In addition, different fringing-field
electrodes are evaluated in terms of sensitivity to the stratum corneum hydration level. As expected,
both conductance and capacitance types of electrodes are influenced by the electrode geometry and
dimension. However, the sensitivity of the conductance electrodes is more affected by dimension
changes than the capacitance electrode leading to potential design optimization.

Keywords: skin model; skin hydration; dielectric spectroscopy; stratum corneum

1. Introduction

Dielectric spectroscopy offers the potential of non-invasive monitoring of skin hydra-
tion. Commercially available and well-established instruments, such as the MoistureMe-
terD (Delphin Technology AG), the Corneometer® CM 825 (Courage + Khazaka electronic
GmbH), or the Nevisense 3.0 (SciBase AB), are used in dermatology, for analyzing var-
ious diseases, and for determining the effectiveness of medical therapies [1-3]. Much
work has been invested in optimizing electrodes and developing new technologies. Skin-
like or drawn-on electrodes have been presented for real-time monitoring and wireless
measurements [4—6].

A numerical model simulating the dielectric properties of human skin can help to
understand the effects of dielectric spectroscopy within the skin and to study the influence
of skin hydration. Various publications characterize biological tissues [7-9] and report the
measurement of dielectric properties of the human skin [10-13]. A semi-analytic solution
for a three-layer model of stratum corneum, viable skin, and adipose tissue is proposed [14].
In [15], a model is presented to calculate the effective dielectric properties for each skin layer
from numerical cellular structures parametrized by sub-cellular and cellular compounds.

The outermost layer of skin, the stratum corneum (SC), functions as a barrier to water
loss and as a barrier to exogenous chemical penetration. SC water content is known to reflect
skin health, and is related to changes in elasticity, flexibility, and surface morphology [16-18].
Li et al. presented a mass transport model to predict water transport through the SC with a
moving boundary for the swelling of the SC. The model of water transport through the SC
involves both diffusive and convective transport and can represent both transient hydration
and dehydration of the tissue [19,20].

The objective of this work consists of the development of a reliable, computationally
efficient numerical model for the hydration-dependent dielectric behavior of the human
skin. A multilayer skin model was set up, each layer characterized with its dispersive
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dielectric properties, in combination with a SC hydration model. Focusing on the SC
layer, the dispersive dielectric parameters were fitted to estimate the dielectric properties
under the influence of hydration. To further investigate hydration influences on dielectric
spectroscopy, the SC thickness was set up to be hydration-dependent as well.

With the SC hydration model, the range of water concentration was investigated by
exposing the skin surface to air at various relative humidities. Three different fringing-
field electrodes were employed on the skin model in order to investigate the influence
of the hydration-dependent SC thickness on the dielectric spectroscopy. Finally, a sensi-
tivity analysis was performed with the three different fringing-field electrode types with
various geometries.

2. Materials and Methods

Different physical models are combined to simulate the behavior of the human skin
under dielectric spectroscopy measurements. Various work investigated the SC’s hydration
influences. The hydration dependency of the dielectric properties is reported in [21],
and the SC hydration and swelling was investigated in [16], and a swelling model of
the SC is proposed in [20]. Therefore, in the final skin model, the SC layer employs
hydration dependency for the dielectric parameters and thickness. As previous work
showed, the deeper skin layers cannot be neglected [10,14,22].

2.1. Stratum Corneum Hydration Model

This section introduces the stratum corneum model, as proposed by [20]. The final
skin model consists of the SC model with no water concentration gradient, as described in
Section 2.1.2. The dynamic SC model was used to investigate the hydration and dehydra-
tion process and to reproduce measurement steps from previous work for data utilized in
this project.

2.1.1. Dynamics of Water Transport in SC

The hydration model of the stratum corneum describes, on one hand, the hydration
profile and the water gradient, and on the other hand, the change in the thickness (swelling
and shrinking) with varying hydration. The convection-diffusion PDE with a moving
boundary sufficiently describes the swelling model of the SC, that is,

9Cw  Cu . d /1 3Cy
S 5 (05 M
with a water flux aC
f: _DTZ"N_._UCW/ (2)

where C,, is the water concentration in g/cm?, v the convective velocity in g/ (cm?s),
and D is the diffusivity at depth in cm?/s.

The convective velocity is caused by the flux at the lower boundary. It can vary with
time, but is not depth-dependent because it is assumed that the water partial molar volume
in the SC is equal to the pure water molar volume. We have

fo
= —, 3
¢ Ow ®)

where fy = f(z = 0) is the flux at the lower boundary and py, = 1.0g/cm3 is the water
density. The diffusivity

D = (0.4331 — 0.3765 exp(—9.6215Cy;) + 0.00006428 exp(12.873Cy,)) x 1077 (4)

depends on Cy,, as proposed in [19].
The moving boundary describes the swelling and shrinking of the SC, where its
thickness ¢ changes with time. The rate of change is defined by the difference of the
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boundary fluxes, again with the assumption that the water partial molar volume in the SC
is equal to the pure water molar volume.

% fo—fs 5)
Pw
where fy = f(z = 0) is the flux at the lower boundary and f5 = f(z = ¢) is the flux at the
skin surface.
If the skin is in contact with air, the flux at the upper boundary is dependent on the
relative ambient humidity, and can be described by

_ . (aw — RH)pg,y MW
fo=kg =T , (6)

where kg = 0.318cm s~ ! is the mass transfer coefficient [23], ay the water activity at the
skin surface, RH the relative ambient humidity, pg,, = 4.76kPa is the water-saturated
vapor pressure at skin surface temperature T = (32 + 273.2)K, MW = 18 gmol ! is water

molecular weight, and R = 8.314 gffoal is the ideal gas constant.

2.1.2. SC Equilibrium Water Concentration

In the absence of a water activity gradient, the equilibrium water sorption volume V (g
water/g dry tissue) can be determined by the Guggenheim-Anderson-deBoer (GAB) isotherm

1 - ckay,
Vi (1 —kaw)(1 — kay + ckay)’

@)

with ay as the water activity, ¢ = 4.39, k = 1/1.01, and V;;, = 0.0386 (g water/g dry
tissue) [24]. The associated water concentration C,, is related to V according to Equation (8)

_ PwPmem V

’ 8
ow + PmemV ( )

with py, = 1.0g/cm? as the water density and pmem = 1.3g/cm? as the dry tissue den-
sity [24]. With the assumption of constant partial molar volume for water, the equilibrium
thickness of the SC ¢ can then be determined as

5dry
1 G
1- G

©)

where d4,y is the dry tissue thickness in pm, which was determined in [20] from the fully
hydrated SC thickness of 43.4 pym [25].

2.2. Dielectric Properties of Skin

Biological tissue is a very heterogeneous material, and various components influence
the dielectric properties, such as concentration of free water, bound water, and molecular
compositions. The dielectric dispersion characteristics (or Debye-type dispersion) of bio-
logical tissues are commonly approximated by a Cole-Cole model [7,21,22,26]. The human
skin is employed as a multilayer model due to separable dispersive dielectric behavior.
In this model, the focus was on three layers; the outermost layer, the stratum corneum,
the viable skin, which combines living epidermis and dermis, and the hypodermis as sub-
cutaneous fat. Each skin layer is represented by a complex relative permittivity e, = ¢’ — je’”
characterized by the Cole—Cole model:

oDC
r — €0 . 7 1
e +21+ (wT,) (1 ) +]weo (10)
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where j is the imaginary unit, e« is the optical permittivity, n is the number of dispersions,
Agy, is the nth permittivity increment, 7, is the nth relaxation time, «;, is the nth broadening
parameter, w is the angular frequency, opc is the static conductivity, and ¢ is the dielectric
permittivity of the vacuum.
The frequency-dependent relationship between the conductivity and relative permit-
tivity is
0 = jweger, (11)

where the conductivity ¢ and the relative permittivity e, are complex quantities [26].

2.2.1. SC Dielectric Hydration Dependency

In [21], it was found that bound water has a negligible influence on the dielectric
properties of the SC, and recommends simplifying the model to

Agfree A'gslow
1 +ijfree 1 +jWTslow,

& = €oo (12)
where the free parameters are caused by the free water in SC and the slow parameters are
assumed to be caused by protein polarization.The optical permittivity directly depends on
the permittivity increment of free water

€oo = 3.3+ %Aeﬁee. (13)
The value 3.3 in (13) represents the relative permittivity of dry SC, which is a typical
value for the dry protein [27], and the value 73.2 is the relative permittivity of free water [21].
As stated in [21], the dielectric properties of the SC vary with the hydration of the
skin. Further, a linear dependency between the free water content of the SC and the
permittivity increment of the free water Aeg. was found. With the assumption that all
dielectric parameters from (12) undergo the same linear dependency, the hydration relation
can be fitted with linear regression for each parameter. To relate the dielectric parameter
directly to the water activity, the water concentration C,, is formulated in dependency of
the water activity aw using the Equations (7) and (8).
We obtain

VkaPmemaw
1+ (Vmckp‘;% —2k+ ck) ay + (k2 — ck?)a?,

Cw(aw) = , (14)

where C,y is the resulting water concentration in the SC by the given water activity a,y.
Applying the linear regression to the dielectric parameters, the equation becomes:

= Bo+ B1Cw, (15)

with  as the sample vector representing the dielectric parameters, Cy is the vector of

water concentrations at measurement of the dielectric parameters, and B¢ and p; are the

parameters to be estimated. The linear regression fit resulted in a scaling of Cyy (with Sy

set to 0) because the provided measurements only represent the hydrated state of the SC,

and no samples for dry tissue are given. The samples and fit parameters are listed in

Table 1. For a complete derivation of the fit, see Section S2 in the Supplementary Materials.
The interpolation equations take the form

Alfree = :BAsﬁeeCW(aW)/ (16)
ffree = ﬁTfree CW (aw), (17)
Agiow = Baegy, Cw (aw), (18)

Tolow = ﬁTS]ow Cw (Clw), (19)
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where each dielectric parameter has its own scaling parameter 5. The quantities Ay,
Ttrees Aéslow, and Tyow stand for the interpolated dielectric parameters.
The final estimated relative permittivity for the SC is formulated as

Aéfree AE slow
1+ ] wffree 1+ jw'fslow

(20)

o>

& =

o T

Table 1. Cole-Cole parameters from [21] at three hydration levels were used to approximate the
SC hydration dependency. B lists the calculated scaling value resulting from the linear regression.
€0 =33+ 73%A£free can be calculated from Aggee.

Parameter RH = 40% RH = 60% RH = 80% B

Afree 31.5 332 35.9 0.0557

7 [ps] 8 10 10 1.551 x 10~ 14
Aegiow 156 250 370 0.432

T [ns] 6 9 17 1.785 x 10~ 11

2.3. Electrode Model

For dielectric spectroscopy, sensors with different electrode geometries and differ-
ent electrode setups are available (e.g., multiple electrode pairs, one sensing multiple
driving, interdigitated fingers). These sensors can be categorized according to their mea-
surement principle as a conductance sensor and capacitance sensor. For the conductance
measurement, the electrodes are in direct contact with the skin, whereas for the capaci-
tance measurements, the sensors have an insulating layer between the electrodes and the
skin [28].

The dimensions of the electrodes and the skin are much smaller than the smallest
wavelength of the applied signal. Therefore, a quasi-static approximation of Maxwell’s
equations can be applied with V X E = 0. The capacitance C of the skin can be calculated
by solving the current conservation equations

V-[=Q (21)
f: oF +jwf5 + ];, (22)
E=_vV. (23)

Here, ] is the current density, Q the charge density, E the electric field, D = e,¢oE the
electric displacement field with e, and ¢g as the relative permittivity and the permittivity
in vacuum, J the external current density, V the applied electric potential, ¢ the electric
conductivity of the material, and w = 27tf is the angular velocity.

2.4. Numerical Analysis

For the numerical computation of the above-listed models, the finite-element method
(FEM)-based simulation software COMSOL Multiphysics® version 5.6 (COMSOL Multi-
physics GmbH, Zurich, Switzerland) was used.

As explained in Section 2.2.1, the dielectric parameters for the SC layer are interpolated
with Equation (16). In [22], the epidermis/dermis layer was approximated by blood and
the hypodermis by infiltrated fat. The dielectric parameters for these two layers were taken
from [7], as listed in Table 2.

For the evaluation of the water concentration in the SC and the reproduction of the
measurements in [21], the dynamics of water transport in the SC model was used (1)—(6).
The SC was initialized as fully hydrated and exposed to a relative humidity of 30% until
equilibrium was reached. The 30% of relative humidity was chosen to simulate a realistic
dry environment. The reached equilibrium then served as initial SC hydration for the
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simulation of the hydration boundaries and other hydration levels, as investigated in
Section 3.1. Table 3 summarizes the initial conditions and boundary conditions.

Table 2. Cole-Cole parameters for epidermis/dermis (E/D) and the hypodermis (HYP) layer in the
skin model. The values refer to blood for E/D and infiltrated fat for HYP from [7].

Parameter E/D HYP
opc [Sm™1] 0.7 0.035
£oo 4 25
Agq 56 9

71 [ps] 8.38 79.9
o 0.1 0.2
Aey 5200 35

T [ps] 132.6 15.92
ay 0.1 0.1
Aes - 33,000
73 [ps] - 159
a3 - 0.05
Aey - 107
14 [ps] - 159
oy - 0.01

Table 3. Initial conditions (IC) and boundary conditions (BC) used to evaluate the water concen-
tration in the SC. The inner boundary is connected to the epidermis and is assumed to always be
fully hydrated Cy, = 0.781g/cm?. The initial conditions for the hydration steps are the resulting
equilibrium of the first step to simulate normally hydrated skin. During all steps, the skin is exposed
to air. Therefore, the flux f; is dependent on the ambient relative humidity according to (6).

Step IC BCatz=0 BCatz=/
(1) Dehydration Cw = 0.781 g/cm3 Cw = 0.781 g/cm3 RH =0.3, f;
(2) Dehydration result of step (1) Cw = 0.781g/cm? RH =0, fs

(3) Hydration result of step (1) Cw=0781g/ cm? RH =04, f5
(4) Hydration result of step (1) Cw =0.781g/ cm? RH =046, f;
(5) Hydration result of step (1) Cw =0.781g/ cm? RH =038, f;
(6) Hydration result of step (1) Cw =0.781g/ cm? RH =1, fs

3. Results and Discussion

Under the assumption that the model resembles realistic dispersive dielectric skin
behavior, various influences on the electrodes’ measurements were investigated. The skin
model was dimensioned (width, height) so that the boundaries of electric insulation il =0
did not influence more than 1%, where 7 is the normal vector of the boundary.

As mentioned in Section 2.3, different types of fringing-field electrodes are available.
In this project, three different electrodes were used: the circular conductance electrode,
interdigitated conductance electrode, and interdigitated capacitance electrode. The layered
model and the electrode geometries are illustrated in Figure 1.
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€)] interdigitated fingers electrodes circular conductance
8.75 mm conductor
P . 124 (rs +d)?
E conductor
3 .
[N
i - insulator ’ d
w d 6 mm °
)
b insulator 0= dré
(b) " capacitance conductance 1 —
b 4 relative : | 7 . )
humidi =
26 _fo-fi 2
ot Ow £ / 5
5 |stratum )
SR 0.025 mm
fo
[S=Y
Cw = 0.781 g/cm3 8;/' (f) §
_ |epidermis / dermis oE
I
N
TE B
Er 5
hypodermis
30mm

Figure 1. Pictorial description of the numerical model, with dimensions and boundary conditions,
developed in this work to investigate the electrode-based stratum corneum hydration measurement.
(a) Interdigitated fingers electrode (left) and circular conductance electrode (right) with the outer
driving and inner sensing electrodes and their respective dimensions. In this study, w, d and r; were
varied to investigate the effect of the electrode dimensions on the electrode sensitivity. (b) Skin model.
The skin is modelled as a multilayer material (stratum corneum, epidermis/dermis and hypodermis).
The thickness, as well as the dielectric properties of the stratum corneum varies with hydration,
whereas properties of other layers are taken constant. We assume discontinuity of the electric field
between the different layers due to different dielectric properties. The skin is insulated at its outer
borders (7i] = 0). The conductance electrode (in electrical contact with the skin) and capacitance
electrode (insulation layer between the electrode and the skin) are both investigated in this work.
The electric field results from a potential difference between the two electrodes.

3.1. Range of Hydration Measurement

For a better insight of the stratum corneum water concentration range under con-
ditions without special influences (i.e., no sweating, no skin disease, no wounds), the
boundaries were evaluated by exposing the SC surface to air with a humidity level of
0% and 100% by means of the dynamics of water transport in SC (1)—(6). The simulation
resulted in a water concentration of C,, = 0.585g/cm? at dry air with 0% relative humidity
and Cy = 0.781g/cm? at humid air with 100% relative humidity, as shown in Figure 2.
A linear relation between dielectric relaxation strength and free water content for water
concentration above 0.45 g/cm? is proposed in [21]. The measurement range according
to the simulation is clearly above 0.45 g/cm? and within the linear relation. This justifies
the linear approximation of the dielectric parameters in Section 2.2. Additionally for this
reason, the following investigations were performed in the high water concentration range.
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Figure 2. Water concentration and water activity relationship. (a) Blue line is the water concentration Cyy in relation to the
water activity a.. The red dashed line on the left marks the water activity at ambient relative humidity of 0% at a,, = 0.9745
according to Equations (7) and (8). The red dashed line on the right marks the water activity at ambient relative humidity of
100% at ayw = 0.996, which is equal to fully hydrated SC. (b) Zoom of the water concentration Cyy in relation to the water
activity aw into the marked range. The three green marks on the blue line indicate the resulting water concentration of the
SC exposed to ambient relative humidity of 40%, 60%, and 80% for 30 min, see Supplementary S2.

3.2. Influence of Varying Stratum Corneum Thickness on Measurement

With the changing dielectric SC properties depending on the water content, the ques-
tion arises as to what influence the SC thickness, also depending on the water content, has
on the measurement. The influence of the varying thickness has been investigated per
electrode type at a measurement frequency of 1 MHz and compared to the results with
constant thickness. In Figure 3, the simulated capacitance of the three different electrode
types is displayed in relation to the water activity a,y.

Figure 3 indicates that for all electrode types with varying thicknesses, the capacitance
first increases with increasing water activity and drops again at water activity a,, > 0.95.
Further, with constant thickness, the capacitance increases with increasing water activity.

The following points must be considered when interpreting the simulated effects of
the comparison of skin with SC swelling with skin with constant thickness. The major
component of simulated capacitance is due to the electric field that penetrates into the epi-
dermis/dermis layer because it has higher relative permittivity than SC, see Tables 1 and 2.
If the SC is swelling due to hydration, the electric field penetrates less deep into the
epidermis/dermis, and hence there is less capacitance.

The increase of the capacitance for water activity a,, < 0.95 and a decrease for
avw > 0.95 can be hypothesized due to the non-linear swelling of the SC, as seen in Figure 4.
For water activity a,, < 0.95, the SC thickness varies less than 5pum. The SC relative
permittivity increases with the water activity, as explained in Section 2.2.1. Therefore,
for water activity a,, < 0.95, the increase of the capacitance due to increasing relative
permittivity is bigger than the reduction of the capacitance due to increasing SC thickness.
Due to the non-linearity of the SC swelling, the SC thickness increases about 30 pm in water
activity a,, > 0.95. In that high water activity range, the reduction of the capacitance due
to SC thickness is stronger than the increase from the SC relative permittivity. Therefore,
a decrease in capacitance is observed compared to lower water activities.
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Figure 3. Comparison of electrode capacitance for constant thickness (in red) and humidity-dependent stratum corneum

thickness (in blue). The dimensions of the skin are for epidermis/dermis 1 mm and for hypodermis 2 mm. The dry SC

thickness in (9), as well as the constant thickness is set to 9.55 pm. (a) Comparison for the circular conductance electrode: The

influence of the varying thickness is especially visible in the higher water activity range, where the capacitance reduces with

varying thickness but increases with constant thickness. (b) Comparison for the interdigitated conductance electrode: The

influence of the varying thickness is visible over the complete water activity range. With constant thickness, the capacitance

grows exponentially over the full range, whereas with varying thickness, the capacitance increases linearly at lower water

activity and decreases at high water activity. (c) Comparison for the interdigitated capacitive electrode: the influence of

the varying thickness is visible over the complete water activity range. With constant thickness, the capacitance grows

linearly over the full range, whereas with varying thickness, the capacitance first increases at lower water activity and then

decreases at high water activity.
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Figure 4. SC thickness and water activity relationship. (a) The blue line indicates the SC thickness in relation to the water

activity according to Equations (7)—(9). The red dashed line on the left marks the water activity at ambient relative humidity
of 0% at ay, = 0.9745. The red dashed line on the right marks the water activity at ambient relative humidity of 100% at
aw = 0.996, which is equal to fully hydrated SC. The dry SC thickness is 9.55 pm. The non-linearity is clearly visible. In the
low water activity range a,, < 0.95, the SC thickness only grows approximately 5 pm. However, in the higher water activity

range aw < 0.95, the SC thickness grows by approximately 30 pm. (b) Zoom of the SC thickness J in relation to the water

activity aw into the marked range. The three green marks on the blue line indicate the resulted thickness of the SC exposed

to ambient relative humidity of 40%, 60%, and 80% for 30 min, see Supplementary S2.

The magnitude difference between the variable and constant thickness is again due to
the influence of the epidermis/dermis layer. At constant thickness (here at dry thickness
9.55 um), the electric field propagates deeper into the epidermis/dermis than with variable
thickness, and therefore results in higher capacitance.

According to this model, varying the thickness depending on the hydration level has a
significant impact on the calculated capacitance that cannot be neglected. The penetration
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0.1 MHz
1MHz

10 MHz
100 MHz
1000 MHz

depth of the electric field could also be investigated by increasing the SC thickness until
the capacitance converges and the influence of the epidermis becomes negligible.

Influence of Varying Stratum Corneum at Various Frequencies

Figure 5 shows the influence of the varying thickness at logarithmically spaced fre-
quencies from 10 kHz to 1 GHz. It is visible that with increasing frequency, the magnitude
of the simulated capacitance decreases. The trend of the capacitance with varying water
activity due to SC swelling has an effect throughout all frequencies with a turning point at
aw ~ 0.95.

-10
710 7.2

0.01 MHz
0.1 MHz
1MHz
10 MHz
100 MHz
1000 MHz

()

0.85

(b)

0.95

CI[F]

6.8

6.6

6.4r

0.01 MHz
0.1 MHz
1MHz
10 MHz
100 MHz
1000 MHz

6.2

0.8

0.85

(©)

0.95

Figure 5. Simulated capacitance of the three electrode types at logarithmically spaced frequencies from 10 kHz to 1 GHz.

The dimensions of the skin are for the epidermis/dermis 1 mm and the hypodermis 2 mm. The dry SC thickness in (9) is set

to 9.55 um. The dispersive dielectric behavior is visible with the capacitance reducing with increasing frequency. (a) Circular

conductance electrode. (b) Interdigitated conductance electrode. (c) Interdigitated capacitance electrode.

This effect is as expected. The drop in the magnitude of the capacitance with increasing
frequency can be explained with the SC dielectric spectrum, see Supplementary S1. In the
frequencies of 1 MHz and lower, the SC relative permittivity is dominated by bound water
and protein polarization. At frequencies above 1 MHz, the 3-dispersion occurs and the
relative permittivity is increasingly more dominated by free water.

3.3. Electrode Dimension Sensitivity

The sensitivity analysis was performed at different SC hydration levels within a
water activity range of a,, = 0.8 to 0.996 at 1 MHz on the three fringing-field electrode
types, that is, the circular conductance electrode, interdigitated conductance electrode,
and interdigitated capacitance electrode.

For the analysis, we define the relative capacitive electrode sensitivity as

Cay — Co.996

r =
Co.996

(24)
where C,,, is the simulated capacitance in F at specified water activity 4, and Cp 994 is the
simulated capacitance in F at water activity a, = 0.996. For each electrode, the relative
capacitive sensitivity was calculated with Equation (24) in relation to the simulated capaci-
tance at the fully hydrated level of a,, = 0.996. The influence of the electrode dimensions
was investigated by varying the size of the electrodes and the gap between the electrodes.
The areas of the driving and sensing electrode were always kept equal.

In Figure 6, it is visible that when reducing both the electrode gap and the electrode size
of the circular conductance electrode, the sensitivity increases. In Figure 7a, the sensitivity
of the interdigitated conductance electrode reaches an optimum at an electrode gap close
to 0.12mm. In Figure 7b, however, it is visible that the sensitivity increases with increasing
electrode width. As can be seen in Figure 8, the interdigitated capacitance electrode shows
two different sensitivity ranges with the border at a,, ~ 0.95. For both electrode types,
the sesitivity increases with increasing electrode gap and width at high water activity of
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aw > 0.95. At low water activity a,, < 0.95, however, the electrodes with wider gaps are
more sensitive. In contrary, in the same low water activity range, the smaller the electrode
width, the more sensitive.

0.351 060
giols =25

0.3f =0. | ~ ~
d=0.3 05 |———r=2 /

025 d=0.1

0.2

= 0.15

0.1
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@ (b)
Figure 6. Relative sensitivity analysis of the circular conductance electrode at 1 MHz. (a) Relative sensitivity r with varying
electrode gap: Parameter 4 is the electrode gap in mm. The radius of the sensing electrode was kept at 2.5 mm. The radius of
the driving electrode was adjusted to keep the area equal to the sensing electrode area. Reducing the electrode gap increases
the sensitivity. (b) Relative sensitivity » with varying electrode radius: Parameter 7 is the radius of the sensing electrode in
mm. The electrode gap was kept at 1 mm. The radius of the driving electrode was adjusted to keep the area equal to the
sensing electrode area. Reducing the electrode area increases the sensitivity.
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Figure 7. Relative sensitivity analysis of the interdigitated conductance electrode at 1 MHz. (a) Relative sensitivity r with
varying electrode gap: Parameter d is the electrode gap between the electrode fingers in mm. The electrode width was
kept at 0.1 mm. An optimum in sensitivity is reached with an electrode gap at d ~ 0.12mm. (b) Relative sensitivity r with
varying electrode size: Parameter w is the electrode width of the electrode fingers in mm. The electrode gap was kept at
0.1 mm. Increasing the electrode width increases the sensitivity.

Comparing the values of three electrodes’ relative sensitivity, in the hydration range
aw < 0.95, the sensitivity values of the conductance electrodes are 10 times higher than
the sensitivity values of the capacitance electrode. In the higher hydration range with
aw > 0.95, the sensitivity of the conductance electrodes is even up to a multiple of 100 times
higher. Thus, the sensitivity of the conductance electrodes is more strongly affected by a
geometry change than the capacitance electrode.
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Figure 8. Relative sensitivity analysis of the interdigitated capacitive electrode at 1 MHz. (a) Relative sensitivity r with
varying electrode gap: Parameter d is the electrode gap between the electrode fingers in mm. The electrode width was
kept at 0.1 mm. Increasing the electrode gap increases the sensitivity. (b) Relative sensitivity r with varying electrode size:
Parameter w is the electrode width of the electrode fingers in mm. The electrode gap was kept at 0.1 mm. In a higher water
activity range a,, > 0.95, the wider the electrode, the better the sensitivity. In a lower water activity range a,, < 0.95,
the smaller the electrode width, the better the sensitivity.

The current density of the circular conductance electrode in Figure 9a indicates that
the charge exchange mainly occurs at the edge between the electrodes. Therefore, it is
assumed that by reducing the electrode dimensions, the charge density increases, and with
it, the sensitivity. However, this hypothesis is contradictory to what is observed in the sen-
sitivity analysis of the interdigitated conductance electrode, where the sensitivity increases
by increasing the dimensions.
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Figure 9. Illustration of the current density propagation. The X and Y axes are the size measures of the simulation in m.
The color gradient shows the current density in A m~2. (a) Current density propagation through the skin and inside the
circular conductance electrode: The charges penetrate vertically through the SC and move mainly in the epidermis/dermis
due to higher conductivity. It is also visible that the charge exchange occurs in the edge between the electrodes and
almost no charge leaves the outer surface. (b) Current density propagation through the skin and inside the interdigitated
conductance electrode: The charges penetrate vertically through the SC and move mainly in the epidermis/dermis due to
higher conductivity. (c) Current density propagation through the skin and inside the interdigitated capacitance electrode: A
significant amount of the charges move inside the electrode due to the insulator layer between electrode and skin. The
charges that penetrate into the skin again move vertically through the SC and connect in the epidermis/dermis due to
higher conductivity.
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An optimum of the electrode becomes visible in Figure 7a. However, for the other
geometry sweeps, neither an optimum nor a convergence in the sensitivity is found. The
optimum might be out of the examined geometry range or only exists at zero or infinity.
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This work will enable better electrode designs and will be beneficial to several appli-
cations. In the fields of cosmetics and drug delivery, it will allow to improve upon current
methods used to investigate and characterize SC hydration [29,30]. For example, it has been
experimentally reported that some types of electrodes exhibit better performances when
measuring either very hydrated or very dry skin, without providing theoretical explana-
tions for such results [31,32]. In the field of lymphatic diseases, diagnostic, electrode-based
sensors are used to measure the excess amount of water in the dermis that correlates with
an impaired lymphatic function [2,5]. Thanks to this study, new electrodes specifically
designed to monitor water content in the deeper skin layers could be developed. Sensitivity
analysis with respect to electrode dimensions can be applied to optimize the stability of
stretchable electrodes for wearable hydration sensors [4-6]. Another application area is
diagnosing malignant skin tumors [3]. Finally, such a computer model will be useful for
the design of reliable EEG electrodes, especially semi-dry, where skin hydration impacts
the measurements [33-35].

4. Conclusions

In this work, we reported a computational model simulating the human skin for
dielectric spectroscopy applications. The skin is modelled as a multilayer system, each
layer exhibiting different dielectric dispersive parameters. In addition, the outer skin layer,
i.e., the stratum corneum, implements a swelling model with hydration-dependent thick-
ness.

The exposition of the skin surface to dry air with ambient relative humidity of 0% and
humid air with ambient relative humidity of 100% allowed to retrieve the physiological
ranges of water concentration and water activity. With a water concentration between
0.585g/cm® and 0.781 g/cm?, or expressed in term of water activity between 0.9745 and
0.996, the stratum corneum is always fully hydrated.

The more the electric field penetrates into the epidermis/dermis layers, the higher
the resulting capacitance due to the high dispersive dielectric parameters of those layers
in comparison to the stratum corneum. Varying the stratum corneum thickness with
hydration impacts the penetration depth into the lower skin layers. At high water activity,
a thicker stratum corneum reduces the penetration depth of the electric field into the
epidermis/dermis layer and as a result, the capacitance decreases.

In addition, we examined the sensitivity of three different fringing-field electrode types.
The analysis demonstrated that, as expected, the sensitivity is geometry and dimension
dependent. Nonetheless, as conductance electrodes exhibit two orders of magnitude higher
sensitivity, they are more affected by a change in dimension than capacitance electrodes.

The presented model opens many potential applications in terms of electrode design
optimization or to provide a deeper understanding of the variations observed experimen-
tally when using different skin hydration sensors.

Supplementary Materials: The following are available at https:/ /www.mdpi.com/1424-8220/21/1
2/3986/s1, Figures S1 and S2: Real and imaginary parts of the dispersive dielectric spectra used for
the modeling of the three skin layers, Figure S3: Estimated SC dielectric spectrum, Figure S4: Non-
linear fit of &0, Figures S5-522: Exploration of frequency-dependent and dimensional sensitivity for
circular and interdigitated electrodes.

Author Contributions: Conceptualization, D.F. and M.B.; investigation, C.M.; writing—original
draft preparation, C.M.; writing—review and editing, D.F., E.S. and M.B.; supervision, D.F. and M.B.;
project administration, M.B.; funding acquisition, M.B. All authors have read and agreed to the
published version of the manuscript.

Funding: This research received no external funding.
Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.


https://www.mdpi.com/1424-8220/21/12/3986/s1
https://www.mdpi.com/1424-8220/21/12/3986/s1

Sensors 2021, 21, 3986 14 of 15

Acknowledgments: The authors would like to thank Gerald Kasting for fruitful discussion about
hydration skin model. This work has been financially supported by the Zurich University of Applied
Sciences School of Engineering. M.B. is a DIZH Fellow and acknowledges support from ZHAW digital.

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

References

1.

10.

11.

12.

13.
14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.
25.

26.

27.

Maggioni, D.; Cimicata, A.; Pratico, A.; Villa, R.; Bianchi, F; Badiale, S.; Angelinetta, C. A Preliminary Clinical Evaluation of
a Topical Product for Reducing Slight Rosacea Imperfections. Clin. Cosmet. Investig. Dermatol. 2020, 13, 299-308. [CrossRef]
[PubMed]

Mayrovitz, H.; Weingrad, D.; Lopez, L. Assessing Localized Skin-to-Fat Water in Arms of Women with Breast Cancer via Tissue
Dielectric Constant Measurements in Pre- and Post-surgery Patients. Ann. Surg. Oncol. 2014, 22. [CrossRef] [PubMed]

Sarag, E.; Meiwes, A.; Eigentler, T.; Forchhammer, S.; Kofler, L.; Hafner, H.M.; Garbe, C. Diagnostic Accuracy of Electrical
Impedance Spectroscopy in Non-melanoma Skin Cancer. Acta Derm. Venereol. 2020, 100, adv00328. [CrossRef] [PubMed]
Ershad, F.; Thukral, A.; Yue, J.; Comeaux, P.; Lu, Y.; Shim, H.; Sim, K.; Kim, N.L.; Rao, Z.; Guevara, R.; et al. Ultra-conformal
drawn-on-skin electronics for multifunctional motion artifact-free sensing and point-of-care treatment. Nat. Commun. 2020,
11, 3823. [CrossRef]

Huang, X,; Liu, Y.; Cheng, H.; Shin, W.].; Fan, J.A; Liu, Z.; Lu, C.J.; Kong, G.W.; Chen, K,; Patnaik, D.; et al. Materials and Designs
for Wireless Epidermal Sensors of Hydration and Strain. Adv. Funct. Mater. 2014, 24, 3846-3854. [CrossRef]

Krishnan, S.; Shi, Y.; Webb, R.C.; Ma, Y.; Bastien, P.; Crawford, K.E.; Wang, A.; Feng, X.; Manco, M.; Kurniawan, J.; et al.
Multimodal epidermal devices for hydration monitoring. Microsyst. Nanoeng. 2017, 3, 1-11. [CrossRef]

Gabriel, S.; Lau, R.W.; Gabriel, C. The dielectric properties of biological tissues: IIl. Parametric models for the dielectric spectrum
of tissues. Phys Med Biol. 1996, 41, 2271-2293. [CrossRef]

Pethig, R. Dielectric properties of body tissues. Clin. Phys. Physiol. Meas. 1987, 8, 5. [CrossRef]

Raicu, V.; Kitagawa, N.; Irimajiri, A. A quantitative approach to the dielectric properties of the skin. Phys. Med. Biol. 1999,
45, L1-1L4. [CrossRef]

Birgersson, U.; Birgersson, E.; Ollmar, S. Estimating electrical properties and the thickness of skin with electrical impedance
spectroscopy: Mathematical analysis and measurements. J. Electr. Bioimpedance 2012, 3. [CrossRef]

Martinsen, @.G.; Grimnes, S.; Sveen, O. Dielectric properties of some keratinised tissues. Part 1:Stratum corneum and nailin situ.
Med Biol. Eng. Comput. 2006, 35, 172-176. [CrossRef]

Naito, S.; Hoshi, M.; Yagihara, S. Microwave dielectric analysis of human stratum corneum in vivo. Biochim. Biophys. Acta
(BBA)-Gen. Subj. 1998, 1381, 293-304. [CrossRef]

Yamamoto, T.; Yamamoto, Y. Electrical properties of the epidermal stratum corneum. Med Biol. Eng. 1976, 14, 151-158. [CrossRef]
Tsai, B.; Birgersson, E.; Birgersson, U. Mechanistic multilayer model for non-invasive bioimpedance of intact skin. ]. Electr.
Bioimpedance 2018, 9, 31-38. [CrossRef]

Huclova, S.; Erni, D.; Frohlich, . Modelling and validation of dielectric properties of human skin in the MHz region focusing on
skin layer morphology and material composition. J. Phys. D Appl. Phys. 2012, 45, 025301. [CrossRef]

Dabrowska, A.K.; Adlhart, C.; Spano, F.; Rotaru, G.M.; Derler, S.; Zhai, L.; Spencer, N.D.; Rossi, RM. In vivo confirmation of
hydration-induced changes in human-skin thickness, roughness and interaction with the environment. Biointerphases 2016, 11.
[CrossRef]

Gerhardt, L.C; Lenz, A.; Spencer, N.D.; Miinzer, T; Derler, S. Skin—textile friction and skin elasticity in young and aged persons.
Skin Res. Technol. 2009, 15, 288-298. [CrossRef]

Tomita, Y.; Akiyama, M.; Shimizu, H. Stratum corneum hydration and flexibility are useful parameters to indicate clinical severity
of congenital ichthyosis. Exp. Dermatol. 2005, 14, 619-624. [CrossRef]

Li, X.; Johnson, R.; Kasting, G.B. On the Variation of Water Diffusion Coefficient in Stratum Corneum With Water Content. |.
Pharm. Sci. 2016, 105, 1141-1147. [CrossRef]

Li, X.; Johnson, R.; Weinstein, B.; Wilder, E.; Smith, E.; Kasting, G.B. Dynamics of water transport and swelling in human stratum
corneum. Chem. Eng. Sci. 2015, 138, 164-172. [CrossRef]

Naito, S.; Hoshi, M.; Mashimo, S. In Vivo Dielectric Analysis of Free Water Content of Biomaterials by Time Domain Reflectometry.
Anal. Biochem. 1997, 251, 163-172. [CrossRef] [PubMed]

Huclova, S.; Baumann, D.; Talary, M.; Frohlich, J. Sensitivity and specificity analysis of fringing-field dielectric spectroscopy
applied to a multi-layer system modelling the human skin. Phys. Med. Biol. 2011, 56, 7777-7793. [CrossRef]

Frasch, H.; Bunge, A. The Transient Dermal Exposure II: Post-Exposure Absorption and Evaporation of Volatile Compounds. .
Pharm. Sci. 2015, 104, 1499-1507. [CrossRef]

Kasting, G.B.; Barai, N.D. Equilibrium water sorption in human stratum corneum. J. Pharm. Sci. 2003, 92, 1624-1631. [CrossRef]
Wang, T.F,; Kasting, G.B.; Nitsche, ].M. A Multiphase Microscopic Diffusion Model for Stratum Corneum permeability. I.
Formulation, Solution, and Illustrative Results for Representative Compounds. J. Pharm. Sci. 2006, 95, 620-648. [CrossRef]
Sverre, G.; Orjan, GM. Bioimpedance and Bioelectricity Basics, 3rd ed.; Academic Press: Cambridge, MA, USA, 2015;
doi:10.1016/C2012-0-06951-7. [CrossRef]

Amin, M.; Kiipper, J. Variations in Proteins Dielectric Constants. arXiv 2020. arXiv:2001.07053.


http://doi.org/10.2147/CCID.S240784
http://www.ncbi.nlm.nih.gov/pubmed/32368125
http://dx.doi.org/10.1245/s10434-014-4185-5
http://www.ncbi.nlm.nih.gov/pubmed/25388057
http://dx.doi.org/10.2340/00015555-3689
http://www.ncbi.nlm.nih.gov/pubmed/33170302
http://dx.doi.org/10.1038/s41467-020-17619-1
http://dx.doi.org/10.1002/adfm.201303886
http://dx.doi.org/10.1038/micronano.2017.14
http://dx.doi.org/10.1088/0031-9155/41/11/003
http://dx.doi.org/10.1088/0143-0815/8/4A/002
http://dx.doi.org/10.1088/0031-9155/45/2/101
http://dx.doi.org/10.5617/jeb.400
http://dx.doi.org/10.1007/BF02530033
http://dx.doi.org/10.1016/S0304-4165(98)00041-5
http://dx.doi.org/10.1007/BF02478741
http://dx.doi.org/10.2478/joeb-2018-0006
http://dx.doi.org/10.1088/0022-3727/45/2/025301
http://dx.doi.org/10.1116/1.4962547
http://dx.doi.org/10.1111/j.1600-0846.2009.00363.x
http://dx.doi.org/10.1111/j.0906-6705.2005.00341.x
http://dx.doi.org/10.1016/S0022-3549(15)00173-2
http://dx.doi.org/10.1016/j.ces.2015.08.009
http://dx.doi.org/10.1006/abio.1997.2256
http://www.ncbi.nlm.nih.gov/pubmed/9299012
http://dx.doi.org/10.1088/0031-9155/56/24/007
http://dx.doi.org/10.1002/jps.24334
http://dx.doi.org/10.1002/jps.10420
http://dx.doi.org/10.1002/jps.20509
http://dx.doi.org/10.1016/C2012-0-06951-7

Sensors 2021, 21, 3986 15 of 15

28.

29.

30.

31.

32.

33.

34.

35.

Mazlan, N.S.; Ramli, M.M.; Abdullah, M.M.A.B.; Halin, D.5.C.; Isa, 5S.5.M.; Talip, L.EA.; Danial, N.S.; Murad, S.A.Z. Interdigitated
electrodes as impedance and capacitance biosensors: A review. In Proceedings of the 3rd Electronic and Green Materials
International Conference 2017 (EGM 2017), Krabi, Thailand, 29-30 April 2017.

Tagami, H. Location-related differences in structure and function of the stratum corneum with special emphasis on those of the
facial skin. Int. J. Cosmet. Sci. 2008, 30, 413—434. [CrossRef] [PubMed]

Morin, M.; Ruzgas, T.; Svedenhag, P.; Anderson, C.D.; Ollmar, S.; Engblom, J.; Bjérklund, S. Skin hydration dynamics investigated
by electrical impedance techniques in vivo and in vitro. Sci. Rep. 2020, 10, 17218. [CrossRef]

Clarys, P.; Barel, A.O.; Gabard, B. Non-invasive electrical measurements for the evaluation of the hydration state of the skin:
Comparison between three conventional instruments—The Comeometer®, the Skicon® and the Nova DPM®. Skin Res. Technol.
1999, 5, 14-20. [CrossRef]

Clarys, P.; Clijsen, R.; Taeymans, J.; Barel, A.O. Hydration measurements of the stratum corneum: Comparison between the
capacitance method (digital version of the Corneometer CM 825®) and the impedance method (Skicon-200EX®). Skin Res. Technol.
2012, 18, 316-323. [CrossRef]

Li, GL; Wu, ].T.; Xia, YH.; Wu, Y.Y,; Tian, Y.L,; Liu, J.; Chen, D.C.; He, Q.G. Towards emerging EEG applications: A novel
printable flexible Ag/AgCl dry electrode array for robust recording of EEG signals at forehead sites. J. Neural Eng. 2020, 17.
[CrossRef] [PubMed]

Li, GL; Wu, J.T; Xia, YH.; He, Q.G,; Jin, H.G. Review of semi-dry electrodes for EEG recording. ]. Neural Eng. 2020, 17.
[CrossRef] [PubMed]

Li, G.L.; Wang, S.Z.; Li, M.Z.; Duan, Y.W.Y. Towards real-life EEG applications: Novel superporous hydrogel-based semi-dry EEG
electrodes enabling automatically ‘charge-discharge’ electrolyte. J. Neural Eng. 2021, 18. [CrossRef] [PubMed]


http://dx.doi.org/10.1111/j.1468-2494.2008.00459.x
http://www.ncbi.nlm.nih.gov/pubmed/19099543
http://dx.doi.org/10.1038/s41598-020-73684-y
http://dx.doi.org/10.1111/j.1600-0846.1999.tb00198.x
http://dx.doi.org/10.1111/j.1600-0846.2011.00573.x
http://dx.doi.org/10.1088/1741-2552/ab71ea
http://www.ncbi.nlm.nih.gov/pubmed/32000145
http://dx.doi.org/10.1088/1741-2552/abbd50
http://www.ncbi.nlm.nih.gov/pubmed/33002886
http://dx.doi.org/10.1088/1741-2552/abeeab
http://www.ncbi.nlm.nih.gov/pubmed/33721854

	Introduction
	Materials and Methods
	Stratum Corneum Hydration Model
	Dynamics of Water Transport in SC
	SC Equilibrium Water Concentration

	Dielectric Properties of Skin
	SC Dielectric Hydration Dependency

	Electrode Model
	Numerical Analysis

	Results and Discussion
	Range of Hydration Measurement
	Influence of Varying Stratum Corneum Thickness on Measurement
	Electrode Dimension Sensitivity

	Conclusions
	References

