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ARTICLE
Multimodal epidermal devices for hydration monitoring

Siddharth Krishnan'*, Yunzhou Shi**, R. Chad Webb', Yinji Ma*®, Philippe Bastien®, Kaitlyn E. Crawford"?, Ao Wang®, Xue Feng®,
Megan Manco’, Jonas Kurniawan', Edward Tir', Yonggang Huang®, Guive Balooch?, Rafal M. Pielak® and John A. Rogers®

Precise, quantitative in vivo monitoring of hydration levels in the near surface regions of the skin can be useful in preventing skin-
based pathologies, and regulating external appearance. Here we introduce multimodal sensors with important capabilities in this
context, rendered in soft, ultrathin, ‘skin-like’ formats with numerous advantages over alternative technologies, including the ability
to establish intimate, conformal contact without applied pressure, and to provide spatiotemporally resolved data on both electrical
and thermal transport properties from sensitive regions of the skin. Systematic in vitro studies and computational models establish
the underlying measurement principles and associated approaches for determination of temperature, thermal conductivity,
thermal diffusivity, volumetric heat capacity, and electrical impedance using simple analysis algorithms. Clinical studies on 20

patients subjected to a variety of external stimuli validate the device operation and allow quantitative comparisons of
measurement capabilities to those of existing state-of-the-art tools.
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INTRODUCTION

Skin, the largest organ of the human body, is critical to many
physiological processes. The skin also serves as a diffusion barrier',
both to block penetration of undesired pathogens?, and to
prevent excessive transepidermal water loss®. The outermost part
of skin, the stratum corneum, and the immediate underlying
tissue, the epidermis, consist of layered collections of avascular,
keratinized cells, in an extracellular lipid matrix*”. Structurally,
unbound, ‘free’ water that easily diffuses through skin layers, and
molecularly ‘bound’ water that is largely confined to its bonding
sites® in the stratum corneum are essential to its barrier function.
Improper hydration can lead to eczema and accelerated aging of
the skin, and to adverse effects on appearance.

Traditional sensors of skin hydration rely on capacitive or
impedance-based methodologies in which mechanical force
establishes contact to rigid measurement electrodes®'®. The most
commonly used tool for making such measurements, the
corneometer (Courage+Khazaka electronic GmbH), relies on
capacitive sensing based on concentric ring electrodes (circular
inner electrode ~5 mm diameter, annular outer electrode ~9 mm
inner diameter, ~ 22 mm outer diameter'°), with typical operating
frequencies in the MHz range. The applied pressure that is
necessary to form the electrical interface with such an instrument
also compresses and deforms the skin, thereby altering its
hydration characteristics and capacitive properties. As a result,
reliable measurements demand the use of precisely calibrated
contact pressures. Even with such approaches, reproducibility can
be a challenge'®. Other important limitations include an inability

to evaluate sensitive parts of the body, such as the face, and to
allow continuous monitoring, either in a clinic or a home setting.
Here we describe recent advances in multimodal sensors of skin
hydration, via measurements of intrinsic thermal and electrical
properties, in which advanced materials, mechanics and concepts
render devices that have soft, ‘skin-like’, or ‘epidermal’,
formats''™2°. The thin geometries and compliant mechanics lead
to a mode of integration with the skin that does not require
application of pressure, and instead relies on van der Waals
adhesion forces alone. The device and measurement interface are
mechanically imperceptible to the user, and therefore compatible
for evaluation on any part of the body, in a manner that obviates
the need for pressure sensing and offers potential for use in
continuous, long-term recordings. The results outlined in the
following extend our previously reported platforms for this
purpose by (1) integrating both thermal and electrical character-
ization capabilities into a single measurement system, (2)
introducing simple algorithms for extracting a full complement
of intrinsic thermal and electrical properties from the measure-
ment data, with good quantitative correspondence to simple
models of the skin, and (3) applying the technology in a
comprehensive clinical trial, with 20 patients and a variety of skin
stimuli, for validation and comparison against clinical standard
tools, that is, corneometers. The findings establish the design
considerations, the analysis approaches and the capabilities of this
technology for use in scenarios ranging from bedside hospital
care, to clinical evaluation and study, to at-home diagnostics.
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The thermal®'?? and electrical properties®® of skin both depend
strongly on water content, but for different reasons. Consequently,
devices that offer, in a single platform, capabilities for measuring
both the thermal and the electrical characteristics of the skin
provide improved insights into the state of hydration. In general,
thermal transport techniques probe’>2* the flow of heat deep into
the epidermis. Here, the response changes with hydration simply
because the thermal properties of water are different than those
of the tissue itself. By contrast, measurements of electrical
impedance involve currents that can localize primarily to the
stratum corneum?®, where the high frequency dielectric char-
acteristics of free and bound water affect the results in a way that
correlates to overall hydration level. In both cases, various key
parameters such as device geometry, measurement power and
frequency, determine the characteristics of the measurement,
including the depth sensitivity.

The results presented here build on our previously reported
epidermal devices for thermal and electrical measurements of the
skin. The advances are in device configurations, approaches for
data analysis, effective medium models for hydrated skin, and
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parameter extraction and clinical validation. Thermal and electrical
modalities exist in a single platform, as in Figures 1a—d, where a
collection of individual sensing elements function as thermal
sensors/actuators and as impedance electrodes. Switching
between the two modalities occurs by simple multiplexed control
by the user for small arrays, or by a microcontroller for large arrays.
Operation involves external electronics and wired connections.
The geometries of the impedance electrodes, which we refer to
as epidermal impedance sensors (EIS), and their optimization for
hydration measurement appear elsewhere®®. The thermal sensors,
which we refer to here as epidermal transient plane source (ETPS)
sensors, with appropriate data analysis algorithms, can simulta-
neously determine thermal conductivity (k) and diffusivity (a), and,
through the ratio of these two quantities, the volumetric heat
capacity (oCp). Systematic in vitro studies, including comparisons
to results of differential scanning calorimetry (DSC) and separate
literature reports for a range of materials validate the measure-
ment capabilities and the analysis approach. Finite element
models establish measurement depths for both thermal and
electrical modalities, for a range of skin hydration levels. A trial
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Multimodal electronics for epidermal hydration mapping. (a) Exploded view schematic of device showing different layers (inset:

enlarged view of epidermal transient plane source (ETPS) sensor (top) and epidermal impedance sensor (EIS, bottom). (b) Optical image of
sensor with separate ETPS and EIS elements integrated onto the same device. (inset) Optical micrographs of EIS (top) and ETPS sensor
(bottom). (c) Exploded view schematic of device with combined ETPS and EIS elements (inset: enlarged view of combined sensing element).
(d) Optical image of device with combined EIS and ETPS elements (inset: optical micrograph of combined ETPS/EIS sensor). (e) Transient
thermal data recorded for three materials with different thermal properties, from combined sensor shown in ¢ and d. (f) Impedance spectra
shown for three materials with different electrical properties from combined sensor shown in ¢ and d.
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involving 20 patients provides statistically meaningful evidence
for the suitability of these device platforms for use in a hospital or
clinical settings, supported by comparisons to existing state-of-
the-art reference measurements.

MATERIALS AND METHODS

Fabrication of integrated sensors

Figure 1a shows an exploded view schematic illustration of the
device. The thermal sensors consist of resistive elements that
serve as thermal actuators, via Joule heating, and simultaneously
as temperature sensors, via the coefficient of resistance (TCR) of
the metal. The EIS elements consist of concentric ring electrodes
capable of injecting alternating current into the skin, through the
physical contact interface. Thin layers of polyimide insulate all of
the metal structures in the ETPS components, and the inter-
connect wiring for the EIS elements. Photolithography defines
the geometries with submicron precision. Open mesh layouts,
combined with thin elastomer substrates (50 um silicone; Ecoflex,
Smooth-On Inc, Macungie, PA, USA) yield soft, ‘epidermal’
mechanics, based on design principles well established by the
stretchable electronics community'®2’732, Connections to external
data acquisition and powering electronics use thin ribbon wiring
based on anisotropically conducting film (ACF; Elform, Reno,
Nevada, USA), thermally bonded to exposed pads located at the
periphery of the device.

Fabrication and design details appear in the Sl. Briefly, the
processing involves first spin-casting and curing a sacrificial layer
of (poly)methyl-methacrylate (PMMA, 500 nm thick) (Microchem,
Westborough, MA, USA) onto a clean 300 mm silicon wafer. A film
of polyimide (Pl 2545, Parlin, NJ, USA, 1.2 um thick) spin-cast and
cured on top of this layer forms the bottom side of the
encapsulating film. The ETPS and EIS, respectively, layers consist
of thin-film, metallic elements. Both sets of sensing elements use a
bilayer of Cr (10 nm)/Au (100 nm) deposited by electron beam
evaporation and patterned by photolithography. A multilayer of
Ti (20 nm)/Cu (550 nm)/Ti (20 nm)/Au (25 nm), deposited and
patterned in a similar manner, defines the interconnect layer in an
open mesh serpentine layout that provides stretchable mechanics
when mounted on an elastomer substrate. A second layer of Pl
layer forms the top encapsulating film. Immersing the wafer in
warm acetone dissolves the PMMA, thereby releasing the devices.
Retrieval using a Polyvinyl Alcohol (PVA)-based water soluble
tape (3 M, Minneapolis, MN) followed by deposition of a thin layer
of SiO, facilitates adhesive bonding to a thin (50 um) silicone-
based substrate (Ecoflex, Smooth-On Inc.,, Macungie, PA, USA).
Removing the PVA by immersion in warm water completes the
fabrication.

In vitro studies of hydration

Studies involved porcine skin from the stomach region, acquired
in frozen form. Thawing the tissue at room temperature for ~12 h
and paring away the underlying fat layers using a scraping knife
prepared samples (25 x 25 x5 mm) for testing. Soaking in a bath
of phosphate-buffered saline (pH=7.4) led to gradual uptake of
water. The epidermal sensors and an analytical balance allowed
measurements of thermal characteristics and the mass, respec-
tively, of samples removed from the bath at several time points.
Each evaluation involved three measurements from three separate
sensors, for a total of nine measurements. The error bars in
Figures 2c—f represent the full range of these data. The process of
fitting the data to determine the thermal conductivity and
diffusivity involved a custom algorithm (MATLAB, Mathworks,
Natick, Massachusetts, USA) based on the solution to the heat
diffusion equation for a transient plane source.
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Simulation of thermal and electrical fields

Finite element analysis. Computational studies of the thermal and
electrical responses relied on commercial software from ABAQUS®
and COMSOL'®, respectively. For the former, the encapsulation
layer (Ecoflex), skin, and heater used axisymmetric heat transfer
elements (DCAXA4). For the latter, the encapsulation layer (Ecoflex),
skin, and capacitor used axisymmetric electrical current elements.

Clinical protocol

The cohort of patients consisted of 20 healthy, female volunteers
recruited by Stephens & Associates (Dallas, Texas, USA). Approval
by Stephens & Associates, IRB: Protocol No. C15-D088 (ACR-
THERM-1515), with skin photo type Il-IV according to the
Fitzpatrick scale and intact, healthy skin in the forearm region.
Two groups involved individuals with ages of 18-30 and 50-60
years. Four demarcated locations, each 25x25mm on the
volar forearm, labeled A, B, C, D served as the focus of the
measurements. Location A involved an occlusive patch applied for
30 min, to prevent transdermal water loss. Locations B, C, and D,
involved 20 mg of moisturizing lotions with glycerine concentra-
tions of 0, 15, and 30%, respectively, applied in a randomized
manner. The treatments followed a double-blind procedure. Data
consisted of recordings before, immediately after, and at 30, 60,
and 270 min after application of the compound. A final measure-
ment (300 min after initial application) on these same regions
followed immediately after thorough cleaning and drying with an
absorbent pad. At each measurement time, the epidermal devices
yielded thermal and impedance data. A corneometer probe
(Cutometer MPA 580; Courage+Khazaka GmbH, Koéln, Germany)
yielded hydration levels, captured in three sequential measure-
ments. Additional standard sensors (Tewameter TM 300; Courage
+Khazaka GmbH) provided data on transepidermal water loss.
Thermal transport data included transient temperature responses
from 14 individual thermal actuator/sensor elements, each
sequentially activated with input power of 7mW mm™ for 2s
using custom data acquisition electronics. Descriptions of curve
fitting procedures appear in Supplementary Note S2. Impedance
data corresponded to measurements with an AC voltage applied
to the concentric ring electrodes (2 V, peak-to-peak) at frequencies
between 10 kHz to 1.2 MHz, using a microcontroller (AD 5988 EBZ,
Analog Instruments).

Differential scanning calorimetry for specific heat capacity

Under a constant heating rate, B, in a DSC instrument, the
deviation of the temperature of the sample relative to a reference
h, defines the specific heat capacity, C,, according to C,=h/(Bf)
(Ref. 33), where B is a calibration factor determined from analysis
of an established test material. The materials measured in
Figures 2d and e were inserted into hermetically sealed 25 mg
Aluminum pans in a DSC instrument (TA Instruments, Q100), and
heated at a rate of 5°C min~' from room temperature to 150 °C.
Measurements on sapphire determined the value of B. Represen-
tative DSC scans appear in Supplementary Figure S1.

Statistical analysis

Scatterplot matrices of the descriptors as a function of time reveal
pairwise relationships (Supplementary Figure S2). Box plot
representations (Supplementary Figure S3) illustrate, for the
different descriptors, raw responses and changes associated with
treatments using creams with various glycerin content. Values
corresponding to areas under the curves (AUC; Supplementary
Figure S4) summarize individual profiles, and appear for different
glycerin content using density plots. All statistical analyses used
SAS software release 9.3, SAS Institute Inc., Cary, NC, USA, and JMP
statistical software release 10.0 (JMP is a trademark of SAS
Institute).
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Figure 2 ETPS sensors of epidermal hydration and volumetric heat capacity. (a) Infrared (IR) image of epidermal 1 mm epidermal transient
plane source (ETPS) element on hydrated pig skin (90% saline by weight) before heating, 1 and 2 s after heating starts, respectively. (b) IR
images of same sensor, at same time points, on dehydrated pig skin (45% saline by weight). (c) Thermal conductivity (red) and maximum
temperature attained at 2 s (blue) as measured by 1 mm ETPS sensor on pig skin at different hydration levels. (d) Thermal diffusivity measured
by ETPS on pig skin sample at different hydration levels. (e) Volumetric heat capacity derived from ETPS sensor (blue) and specific heat
capacity measured by differential scanning calorimetry (DSC, red), on pig skin samples at different hydration levels. (f) Volumetric heat
capacity (blue) measured by ETPS sensor, plotted against specific heat capacity measured by DSC for a range of test materials with properties
similar to those of skin. In c¢—f, error bars represent standard deviation across four elements, each measured three times.

RESULTS AND DISCUSSION

Epidermal thermal transport properties and their relationship
with hydration

The transient, spatially averaged change in temperature across an
ETPS element with circular geometry on a semi-infinite medium,
when effects of convection and the detailed multilayer construc-
tion of the device are ignored, can be written®* as:

M

where Py is the total applied power, a is the radius of the element,
k is the thermal conductivity of the semi-infinite medium and D(7)
is given by

"do (! ! —(u? +v?) uv
D(t)= | — d d Iol=—
(1) /0 02/0 u u/0 vdv x exp( 402 )0(202>

AT(1) = Py (rr%ak> B D()

2)
where T is a dimensionless measure of time according to
T =/ta/a? (3)

where a is the thermal diffusivity of the semi-infinite medium, t is
time and Iy is the second order Bessel function. In this way, both
the thermal conductivity and the diffusivity influence the transient
thermal response of each ETPS element. The characteristic
diffusion length is**:

A =Tat (4)
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where 1 is a dimensionless factor on the order of unity. For a
typical measurement time of 2s, and a thermal diffusivity of
0.1mm?s~", A is ~450 um. Because the total thickness of the
device is 50 um, these results suggests that the individual layers in
the overall construction can be treated as a single, effective
thermal medium. Calibration using materials with known values of
k (water, ethylene glycol) determines an effective measurement
radius, a, that accounts for simplifications associated with
assumptions used in this model. The radius determined in this
manner is ~ 254 um, approximately half of the true radius of the
sensor (500 um), is consistent with previous versions of related
sensors®®. D(1), computed for a relevant range of 7, and a
representative experimental data set with its corresponding fit
appear in Supplementary Figure S5.

For ease of processing large quantities of data such as those
obtained in clinical trials described subsequently, a simplified
analytical expression'> can be useful,

Po erfc(AZ\/a)
271A2k

where A; and A, are constants selected to account for the layered
device geometry, the effect of device edges, convective heat
transport, and the distribution of temperature across the area of
the element. The values correspond to those that yield the best
match between experimental measurements on materials with
known thermal properties similar to skin (water, ethylene glycol)
and simulations based on Ref. 4. The approximately linear
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dependence of k on water content®> makes this quantity useful in
determining hydration levels, as examined in detail below.

As an illustration of the thermal physics, infrared (IR) thermo-
graphy results in Figures 2a and b reveal the distributions of
temperature associated with operation of an isolated thermal
actuator on hydrated (90% saline solution by weight) and dried
(30% saline solution by weight) porcine skin, respectively. The
hydration level clearly has a strong effect on the thermal
behaviors. Water in the outer layers of the epidermis can broadly
be divided into tightly bound ‘primary’ water, less tightly bound
‘secondary’ water, and completely unbound ‘free’ water®. Sec-
ondary water, as the main source of water in the epidermis
(typically around 35mg/100 mg of dry skin), most strongly
influences its thermal properties, as well as its electrical
conductivity and dielectric permittivity. An increase in secondary
water content increases k, and thereby reduces the temperature
throughout the duration of the measurement, and decreases the
temperature gradients across and beyond the boundaries of the
device. We note that although we did not observe any significant
dependence of the adhesion strength on skin hydration state,
specialized substrates can be useful to maintain adhesion during
vigorous sweating'".

Values of k obtained by fitting data collected from a porcine
skin sample using Equation (1), across a range of relative
hydration levels, are in Figure 2c (red). Here 100% corresponds
to the fully wet state, defined as the point at which further soaking
does not change the weight of the sample. The error bars
correspond to the full range of variations observed across
four different sensors at different locations of a single sample,
and also across three measurements performed with each of these
sensors. Location-to-location variations are much larger than
those associated with repeated measurements at a single
location with a single sensor. Overall, increases in k correlate to
decreases in the temperature rise, as expected intuitively. The
temperatures recorded at each element 2 s after thermal actuation
appear in Figure 2c (blue), with error bars computed the same way
as above.

Figure 2d shows the thermal diffusivity, a, extracted in a similar
manner. The error bars are larger, in a fractional sense, for a than
for k, as a result of the relatively low sensitivity of the thermal
response to the former. Thermal diffusivity does not vary in a
linear manner with hydration because of its dual-dependence on k
and pC,,. For hydration levels across a range that corresponds to
healthy, living tissue, a varies by only a modest amount. Extreme
decreases in hydration can, however, cause large decreases in this
parameter.

Values for pC, determined from k/a for three distinct hydration
regimes, are in Figure 2e. Comparisons against values obtained by
DSC indicate good agreement. The relatively low variation of pC,
with hydration level (typically ~20%, between ~900 kg m ™3 for
dry skin and 1100 kg m 3 for hydrated skin) allows variations in
pC,, to be equated with those in C,. Further studies involving a
range of test materials, as shown in Figure 2f, suggest the utility of
the ETPS sensor as a type of skin-integrated DSC for in vivo
measurements. Transient temperature rise curves corresponding
to the ETPS data shown in Figure 2f appear in Supplementary
Figure S1c.

The volume of skin under experimental investigation includes
the hardened, keratinized stratum corneum and underlying layers
of squamified epithelial cells that make up the majority of the
epidermis. These different types of cells have different densities,
heat capacities, and thermal conductivities, with gradual transi-
tions between layers. To gain some insight into some of the trends
in pCp, k, and a with hydration, this complex structure can be
approximated using simple effective medium models>® in which
the epidermis with secondary water corresponds to a periodic
array of square cells of side length d, each of which consists of a
matrix of dry skin with a certain volume fraction of water, X
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(0 < Xcen < 1, where 0 is entirely dry skin, 1 is pure water). Two
standard structures (Figures 3a and b), well established by
previous reports>®, can be considered. The first structure models
water as a cylinder inside a square matrix of dry skin (Figure 3a),
with a maximum geometrically allowed fill factor of 78%. The
translational symmetry of this system in the direction parallel to
the cylinder allows for a simple 2D approximation. The second
structure models water as a spherical droplet inside a square
matrix of dry skin (Figure 3b), with a maximum geometrically
allowed fill factor of 50%, and requires a full 3D treatment. This
range encompasses that of secondary water that naturally occurs
in the outer epidermis (approximately 35-50% of the outer
epidermis by weight), as reported elsewhere®. For computations,
d=1mm, and periodic repetition of this unit cell approximates the
bulk, effective material. For heat, Q. introduced into this cell,
with adiabatic boundaries, (0Cp)cenn can be written:

chll (6)
ATcell Vcell

where Vo is the volume of the cell and AT is the steady-state
change in temperature. Finite element analysis (FEA) can capture
values of AT as a function of xq, in both the 2D and 3D cases
outlined above. These results, along with Equation (6), define the
dependence of pC, on x, which agrees with a simple rule of
mixtures, (0 and C, are computed using the rule of mixtures
appear in Figure 3c), in both the 2D and 3D cases for each
quantity, as shown in Figure 3d. Here, the values of C, for water
and the dry skin matrix are 4200 and 1500 J kg ™' K™, respectively,
and the corresponding densities are 1000 and 900 kg m 3. As
expected, pC,, for the 2D and 3D models are the same.

To calculate k.., we consider opposite edges of the cell fixed at
Ty=0K and T,=1K. For a heat flux of Qe (where Q = %92
t=time) across this cell, k.o can be stated by rearranging Fourier’s
law to yield:

(pcp)cell =

chlldcell

kcell (Tz — T1 ) (7)
FEA results yield values of Qcen for each value of xcen thereby
allowing calculation of the dependence of ke on X via Equation
(7). The results, which appear in Figure 3e for the 2D (black curve)
and 3D cases (red curve), indicate a slightly non-linear depen-
dence of k with x for the full range of x, but which can be treated
with a linear approximation for narrower ranges of x. (for
example, 0 < X <50%), relevant to physiological conditions.
Analytical variations of ke with X Using a rule of mixtures, for
different geometries, appear in Supplementary Figure S6. Two
extreme cases, modeled by the rule of mixtures and inverse rule of
mixtures, bound these numerical results, as an independent
validation.

The ratio of k to pC, defines the thermal diffusivity, a. The
functional dependence of a on x, determined in this manner,
appears in Figure 3f, for both the 2D and 3D cases. The slope,
da/dx, results from contributions from the functional dependence
of the product of two factors, k and 1/(oC,), as:

k(x)
a(x) = 8
%)= 26 ®
Using the rule of mixtures approximation, p(x) can be written as
p(x) = 900 + 100x (9)

where 900 kg m ™3 is the density of dry skin and 1000 kgm ™3 is
the density of water. Similarly, to a very good approximation®’,
Colx) can be written as

Cp(x) = 1500 + 2700x (10)

where 1500 kg ™' K™ is C, for dry skin and 4200 Jkg ' K™ "is C,,
for water. Graphical representations of these functional forms
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Figure 3 Effective medium model to predict trends in thermal properties with hydration. (a) Schematic illustrating single, two-dimensional
(2D) cell used for finite element analysis (FEA) analysis for simulating changes in thermal properties with skin hydration. (b) Schematic
illustration of single three-dimensional (3D) cell for simulating changes in thermal properties with skin hydration. (c) Density (red line)
and specific heat capacity (blue line) computed as a function of water content using the rule of mixtures. (d) Simulated changes in volumetric
heat capacity with hydration using 2D FEA (blue points), 3D FEA (pink points), the rule of mixtures (black line), and the rule of mixtures
assuming a constant density (red line). (e) Simulated changes in thermal conductivity with water content computed via 2D FEA (black curve)
and 3D FEA (red curve). (f) Simulated changes in thermal diffusivity with water content computed via 2D FEA (black curve) and 3D FEA (red

curve).

appear in Figure 3c. Taking the derivative of the combined
quantity, pC,,, with respect to x yields:

dpC,
pr = 100(1500 + 2700x) -+ 2700(900 + 100x) (11)
where the first and second terms on the right represent contri-

butions from changes in p (%z 100), and G, (%:2700),

respectively. In the limit where x=0,

dpC
% = 100(1500) + 2700(900)

= (1.5x10%) + (2.43x 10°) (12)
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Similarly, in the limit x=1,

dpC
% = 100(4200) + 2700(1000)

= (4.2x10°) + (2.7x 10%) (13)
In both of these extremes, changes in pCp are dominated
by changes in C, by two and one order of magnitude in
Equations (12) and (13), respectively. A reasonable approximately,
then, is that dg)f" m;_)ddcx”, where p is a constant, averaged value.
A representative case, in which p is constant at 950 kgm ™3
appears in Figure 3d (red curve), closely follows the FEA-computed
curves (blue and pink points) and the rule-of-mixtures curve

doi:10.1038/micronano.2017.14
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Dehydrated skin C

10°V m™

. 3 i
. ovm™

Hydrated skin

Figure 4 Finite element simulations of heat flow and electrical field distribution in multimodal sensor. (a) Time evolution of heat generated by
1-mm diameter circular ETPS element on dehydrated skin (k=0.18 Wm ™' K", a=0.95x10"" m?s~"). (b) Time evolution of heat from sensor
with same geometry as above, on hydrated skin (k=06W m-K™', a=1.36x10""m?s~"). (c) Electric field distribution between concentric
impedance sensing elements (200 pm ID, 350 pum OD) supplied with 2V peak-to-peak voltage, on dehydrated skin (e=1133.6,
0=2.04x10"*Sm™"). (d) Electric field simulation of same impedance element as above, on hydrated skin (=29 010,0=2.93x10"3Sm™").

ID, inner diameter; OD, outer diameter.

(black curve) in Figure 3d. Taking the derivative of Equation (8)
yields:

da(x) _ PGy ()%~ k(0" 5"
dx [pCo ()]

This expression indicates that, unlike k, a does not necessarily vary
in a monotonic fashion with hydration. Specifically, for the case
considered here, for x < 50%, k5%>f)cp%, and therefore
%<0. For x>50%, however, the non-linear trends in k lead to
kﬁ%<ﬁc‘% and 99> 0. As described subsequently, our clinical
data suggest that §2<0 throughout the range of hydration levels
and patients examined.

The values of p, C,, and k used above are from literature sources
and, in some cases, from independent measurements. The
densities of dried porcine skin samples (n=4, dried in a desiccator
for 1 week until no weight change was observed) determined
using a graded cylinder of water and an analytical balance are
900+30 kg m ™3, For skin hydration across a physiological range
(approximately 35-50% of secondary water in the outer
epidermis®), the density increases monotonically with hydration
from 900 kg m ™2 for dry skin to approximately 1020-1150 kg m ™3
(depending on body location)**3°. Measurements by DSC on dried
porcine skin yield a dry skin value of C, of 1500 Jkg ~' K™ ". The
corresponding value for pure water is 4184 Jkg ~'K™', and
typically reported values for skin are ~3500Jkg ~' K™ (Ref. 40),
with a monotonic, linear increase with increased hydration levels.
Literature reports suggest that the thermal conductivity, k, of dried
skin is ~02Wm ~'K™" (Ref. 35). The thermal conductivity of
water is 0.6 Wm ~'K™" (Ref. 41) and typical values for healthy
skin are ~0.3-05Wm ~'K™" (Refs. 15,21). These results also
suggest a monotonic increase in k with x. The non-linear rate of
increase illustrated in the computations of Figure 3d is consistent
with previous experimental findings'>?"?%*>2 but a linear
approximation is frequently invoked for the range of clinically
relevant hydration levels. For example, in the linear fit shown in
Figure 2c (red line), RZ=0.97 and the measured values of k are
within 3% of linearly fitted values. The values of k, p, and C, for dry
skin and water listed above define the limits where x=0 (perfectly
dry skin) and x=1 (pure water) in the simulations shown in
Figure 3 and Supplementary Figure S6.

(14)

Depth of measurement

Magnetic resonance imaging studies suggest that changes in
epidermal hydration profiles typically associated with topical
application of compounds occur to a depth of ~300 um*. FEA
shows that the penetration depth of the thermal signal from an

doi:10.1038/micronano.2017.14

individual ETPS element for dehydrated and hydrated skin
(Figures 4a and b) is comparable to this value. In these models,
the device consists of a heater with radius 0.5 mm (100 nm Au, as
in the inset of Figure 1b), encapsulated by two layers of Ecoflex
(50 um at top and 10pum at bottom, thermal conductivity
0.15Wm~™'K™', and thermal diffusivity 0.091 mm?s™" (Ref. 1),
air convection coefficient of 10W m ™ 2K ™', total heating power of
3.7 mW), mounted on skin (k=008 WmK~™', a=0.045 mm?s~’,
and 0.6 Wm K™ " and 0.136 mm? s~ ' for dehydrated and hydrated
skin, respectively®*). The majority of the thermal response occurs
in a region between 0 and 400 um below the surface of the skin,
spatially coincident with changes expected from application of
lotions. Simply soaking the skin in water results in a different
hydration profile®?, with the majority of the change concentrated
in the most superficial layers of skin (< 50 um below skin surface).
FEA of an individual EIS element (thickness =100 nm) for dehy-
drated (permittivity 1133.6, and conductivity 2.04x10"*Sm™"
(Ref. 8)) and hydrated (permittivity 29010 and conductivity
293x1073Sm™" (Ref. 8) skin, with a backing layer of Ecoflex
(50 um, permittivity 2.5 (Ref. 6 and conductivity 1x10-13 S m~!
(Ref. 7)), 10 kHz frequency and 2V potential difference between
the concentric electrode elements®® appear in Figures 4c and d.
Here the electric field concentrates in a region between
0 and 50 um below the surface of the skin. These findings
support the utility of multimodal characterization capabilities. In
addition, the measurement depth of both types of sensors
changes with their overall dimensions. For an ETPS sensor,
increasing the size reduces edge effects and in-plane heat
dissipation, thereby facilitating measurements into the depth of
the skin. For an EIS element, the measurement depth is equal
to roughly half of the spacing between the concentric
electrodes®>**>,

Uncertainty and precision of fitting models

In general, the fitting process yields uncertainties in k that are
significantly lower than those in a®*. Calculation results in Figure 5
reveal the sensitivity of computed results on these two
parameters, corresponding to the case of representative data
from porcine skin. The study involves systematically increasing/
decreasing the best-fit value of a (0.10 mm? s~ ") by + 5%, +10%,
and + 15%, fixing this value and refitting the data while allowing
only k to change. Increasing a by 5% results in a 1% increase
in k, with similarly small increases in k for 10% (1.7% rise in k) and
15% (3.2% rise in k) increments in a. Decreasing a by 5%, (1.3%
decrease in k), 10% (3% decrease in k), and 15% (3.9% decrease
in k) yields similar results. In addition, the quality of the fit does
not change significantly for values of a in this range, as in
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Figure 5 Errors and uncertainties with associated with analytical fitting models. (a) Variability in fit induced by changing thermal diffusivity by
fixed amounts (£5% + 10%, + 15%) and recalculating thermal conductivity to its new best-fit value. (b) Variability in fit induced by changing
thermal conductivity by fixed amounts (+5%, + 10%, + 15%) and recalculating diffusivity to its new best-fit value. (c) and (d) are calculated
using the same procedure as a and b, respectively, but without fitting the first 5% (0.1 s) of the transient rise curve. (e) Error surface computed
for the two parameter fits of the entire curve for the data set shown in a-d. (f) Error surface projected onto two-dimensional (2D) map. All
experimental data, shown with gray lines in (a-d) are for porcine skin at 90% saline content (by weight).

Figure 5a. By comparison, the results depend strongly on k.
Figure 5b shows outcomes from a sensitivity study similar to that
described above, but in which k varies systematically, and the
refitting involves changes only in a. Increases of 5, 10, 15% in k
yield increases of 16, 45 and 87% in q, respectively. Similar results
are obtained for decreases in k. This increased sensitivity to k is
also apparent from visual inspection of Figure 5b. These func-
tional dependencies can be summarized in the error maps and
surfaces in Figures 5e and f. Here the error corresponds to the
sum of the squares of the differences between the computed
and experimental temperature values for measurements from a
representative porcine skin sample. A large number (nearly
1000) of combinations of values of k and a encompass a range
of +15% from the best-fit values for each parameter. The strongly
elliptical shape of the error map with major axes largely aligned
with the a axis, is consistent with the fitting results described
above.

Consistent with the effective medium model, k displays a linear
relationship with hydration. This dependence, together with the
strong sensitivity of the thermal response to k, makes it a good
choice for determining hydration. Small variations in the transient
thermal response, such as those within the range captured in
Supplementary Figure S7, result in similar variations in thermal
conductivity. Comparison to characteristic features of the transient
thermal response curve, such as the temperature at a fixed time
interval (in this case, 2 s) after the beginning of the actuation, as
shown in Figure 2¢, shows variations that are comparable those
observed in k, suggesting minimum variability introduced by the
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fitting procedure. By contrast, a varies in a non-linear manner with
hydration, and small variations in the transient thermal response
curve result in much larger variations in computed values of a. In
this sense, a has greater utility in capturing, with k, pC, than it
does in determining hydration.

Overall, in determining hydration, the thermal and hydration
measurement modalities are complementary. Thermal measure-
ments (1) are less susceptible to contact resistances due to the
increased penetration depth of the thermal signal (as seen in the
FEA shown in Figure 4; (2) do not require direct contact, allowing
for a soft elastomeric layer to provide further insulation from
leakage currents into the skin (in addition to the stiff, Pl layer)'>, in
addition to imparting robustness to the device, unlike impedance-
based sensors where the electrodes need be in direct contact
with skin'®; and (3) offer advanced capabilities in temperature'®
and blood flow mapping'” using similar resistive elements.
Impedance-based measurements (1) build on an extensive library
of knowledge on skin-based electrical measurements®>*%; (2)
provide versatility in probing volumes derived from the ability to
use a wide range of applied frequencies*®; (3) yield physical
information about skin through both the capacitive reactance
(permittivity) and the resistance (conductivity)*> embedded in the
measured impedance; and (4) enable comparisons with existing
commercial measurements, almost all of which rely on electrical
sensing®. Both measurements offer comparably short speeds, with
a complete impedance spectral sweep requiring roughly the same
amount of time as a time-multiplexed measurement of 16
individual ETPS elements (both ~105s).

doi:10.1038/micronano.2017.14


http://dx.doi.org/10.1038/micronano.2017.14

Effects of compounds on patients

Representative changes in measured skin properties, demarcated
by age and treatment-type appear in Figure 6. The application of
the humectant-based cream (15% glycerin, by weight) results in a
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Figure 6 Effect of treatments on epidermal hydration. (a) Measured
impedance spectra at different time points after application of 15%
glycerine compound on volar forearm. (b) Measured temperature
response at different time points before and after application of 15%
glycerine compound on volar forearm. (c) Representative thermal
diffusivity, conductivity, impedance, and corneometer measure-
ments at different time points for four different treatments on volar
forearm of patient. (d) Optical image of left index finger before (left)
and after (right) placing in warm water for 45 min to induce
wrinkling. (e) Thermal conductivity and diffusivity measured by ETPS
element on finger tip before (red) and after (black) wrinkling.
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strong reduction in AC impedance, consistent with the presence
of free and bound water, thereby reducing both the permittivity
and the resistivity, as shown in Figure 6a. This trend continues
until 30 min after the initial compound application, at which time
it reaches steady-state. Figure 6b shows the effect of the same
compound on the thermal conductivity of skin. The lowered slope
of the transient temperature rise curve suggests a lower thermal
conductivity 30 min after the application of the compound.

Figure 6¢c shows the time series evolution of epidermal
properties on a representative patient. Application of the
compounds and the covering the skin with an occlusive patch
for 15 min lead to decreases in AC impedance and increases in
thermal conductivity, both consistent with increased hydration
level. The corneometer indicates a large initial change in moisture
content, followed by a return to a lower value, and then finally to
the baseline, pre-treatment level after the removal of the
compound. The effects of the occlusive patch occur on
comparatively short time scales, with a return to baseline values
within 30 min after the initial measurement, due to rapid
evaporation of the accumulated transepidermal water.

Thermal transport properties, after registering an initial
decrease in thermal conductivity, and decrease in thermal
diffusivity remain largely stable for the remainder of the
measurement period. These opposing trends in thermal con-
ductivity and diffusivity are consistent with simulations such as
those in Figure 3f. The presence of thin, residual films of topically
applied compounds can, in certain cases, directly influence the
measurement. Such affects are more significant for electrical
impedance than for thermal due to the shorter penetration depth
of the former compared to the latter.

As another example of measurement utility, Figures 6d and e
illustrate the effects of water-induced wrinkling of human skin on
thermal transport properties. A healthy patient (female, 31 years old)
gently immersed right index finger in warm water for 90 min, with
thermal measurements performed before and after. The measured
thermal conductivity and diffusivity decrease appreciably, from 0.32 to
028 Wm ~"K™" and from 0.14 to 0.12 mm?s~, respectively. These
data are consistent with recent studies that suggest wetness-induced
wrinkling is a neurological response that causes vasoconstriction®®
Independent measurements of volume change of the finger showed
no appreciable change before and after wrinkles were induced.

Clinical evaluation

Clinical studies demonstrate both the utility of the devices in
scaled, rapid measurements across a large cohort and the ability
to quantify time-dependent changes in hydration. Topical
application of three different compounds with varying glycerin
concentrations (0, 15, and 30% respectively) on distinct locations
of the volar forearm served as a chemical stimulus to induce these
changes. An occlusive patch mounted for 15 min on the skin
formed a physical barrier to transepidermal water loss, thereby
providing a complementary, physical mechanism. Scatterplot
matrices showing individual correlations between the various
measured quantities—impedance, thermal conductivity, thermal
diffusivity, volumetric heat capacity, and commercially measured
hydration and transepidermal water loss (TEWL) appear in
Supplementary Figure S2.

Time series changes of each measured quantity, organized by
age and treatment-type appear in Figure 7. Here the time that
defines the baseline, pre-treatment state is set at 15 min prior to
application of compounds or occlusive patches (0 min). Error bars
represent the standard deviation observed across all 20 patients.

Figure 7a summarizes the results of measurements with a
corneometer. For both age groups, the first measurement taken
immediately following the removal of the occlusive patch shows an
increase in hydration over the baseline, pre-patch value, but with
significant variability from patient to patient. The values quickly

Microsystems & Nanoengineering


http://dx.doi.org/10.1038/micronano.2017.14

Multimodal epidermal devices
S Krishnan et al

10

a . 18-30 age group . 50-60 age group N =20

Occlusive patch 0% glycerine 15 % glycerine 30 % glycerine

=)
< 40 4
Q
+ 30 -
2 o] Y i | [H—
@ I —
€ 104 l*’i; ; L
8 O = i ] 1= -
K|
§ 40 4
g 30 4 E
‘g 20 ‘E\ E\i\i —
5 0] hi—s %
g O«= ] [ ]
8 L e M o e e e e e M e ma
< 0 100 200 300 O 100 200 300 O 100 200 300 O 100 200 300
Time (min)
(o] Occlusive patch 0% glycerine 15 % glycerine 30 % glycerine
" 0.000 % } . = B
g i / l I’
e 0.008 o } X I_______. e + __—_l
<4
0.016 l l

= e

0 100 200 300 O 100 200 300 O 100 200 300 O 100 200 300

Time (min)

b
Occlusive patch 0% glycerine 15 % glycerine 30 % glycerine
T 0.08
: iy ]| f—
I L ——
€ 0.04 4 \ \
E : __—__% \ Y l
é 0.00 o = = = [
<> 0.08 =
X
3
£ 0.04 4 . 4 }
~‘<<1 0.00 + { o L] L]
(.) 1(.)0 2(;0 30.0 E) 1(.)0 2(;0 300 :) 1(.)0 2(.)0 3(.)0 (.) 1(;0 2(.)0 3C.)0
Time (min)

d Occlusive patch 0% glycerine 15 % glycerine 30 % glycerine

200
: o t— [y
= — Y
: | ' |
3 —200 + J J

—400
§ 0 ‘}{\ /{ " {o{ .'i
= i —
E 200 4 ‘{{.——-"“- H: R
3 -

—400 T T T T T T T T T T T T T

0 100 200 300 O 100 200 300 O

Time (min)

100 200 300 O 100 200 30

Figure 7 Time series averages of change in baseline due to epidermal treatment, of entire clinical data set (n=20), of (a) corneometer,
(b) thermal conductivity, (c) thermal diffusivity, and (d) AC impedance. The treatments are applied at the time point t=0 min. Error bars

represent standard deviations.

return to their baseline levels, between 30 and 60 min after the
removal of the patch, for both age groups. The application of
glycerine-based compounds induces a strong effect on both age
groups, starting with an initial increase immediately after application
followed by a decrease to a steady-state value, where it remains for
4.5 h (time point 270 min). After the removal of the compound (time
point 300 min) the hydration returns approximately to the baseline,
pre-treatment values. These observations suggest an important role
for a thin, residual layer of the compounds. The measurements do
not show a strong dependence on the compound formulation, in
contrast to other studies that suggest a clear variation with
concentration of glycerine-based compounds®’.

Time series changes in thermal conductivity appear in Figure 7b.
As in the case of the corneometer, the occlusive patch has little
effect on measured conductivity. Application of the compounds, by
contrast, induces a large and measurable effect on the thermal
conductivity. In addition, a strong, qualitative dependence on
formulation of the compounds is also apparent. The 0% glycerine
induces an initial increase followed by a steady, linear decay.
Removal results in a small further decrease, to close to pre-
treatment values. For non-zero glycerine concentrations (15 and
30%), however, removal fails to return thermal conductivities to
their baseline values, despite a small decrease. The finding suggests
an induced physiological change in the skin. The increased thermal
conductivity of the skin at 15% concentration is consistent with the
present understanding of glycerine as predominantly a humectant
at lower concentrations and predominantly an emollient at higher
concentrations®”. Changes in thermal diffusivity with time appear in
Figure 7c. The reduction in diffusivity after the treatments can be
explained by high specific heat capacity of water, which is trapped
in the stratum corneum. As with thermal conductivity, removal of
the compound does not result in a return to baseline values,
suggesting changes associated with sub-surface layers of skin. The
stronger effect on older skin is consistent with the increased
diffusivity of older skin due to its diminished diffusion barrier.
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Figure 7d presents changes in measured AC impedance with
time. As is the case with the other measurement modalities
presented here, the effects of the occlusive patch are negligible.
The application of the compounds results in a decrease in AC
impedance, associated with both a reduced resistance and
reactive capacitance due to the presence of free and bound
water molecules. The large error bars, the relative invariance of the
changes with the composition of the compound and the return to
baseline values on removal of the compounds suggest measure-
ments of much more superficial skin layers, largely confined to the
stratum corneum, as verified by the FEA shown in Figure 4.

CONCLUSIONS

The multimodal sensors presented here build on existing concepts
in epidermal electronics to provide options in real-time, in vivo
hydration assessment of human skin. Different measurement
modalities offer pathways to understanding the distinct physics
associated with epidermal thermal and electrical transport,
respectively. These concepts are easily extended to sensors with
individual elements capable of probing both electrical and thermal
properties, depending on the type and duration of power supply.
Extensive in vitro and in vivo tests establish working principles, and
viability in a clinical setting. Results on 20 patients and with a
variety of stimuli suggest strong agreement with existing state-of-
the art tools, paving the way for future embodiments of such
devices to be widely used in both clinical and at-home monitoring.

ACKNOWLEDGEMENTS

YM and XF acknowledge the support from the National Basic Research Program of
China (Grant No. 2015CB351900) and National Natural Science Foundation of
China (Grant Nos. 11402135, 11320101001). YH acknowledges the support from NSF
(Grant Nos. DMR1121262, CMMI1300846, CMMI1400169, and CMMI1534120), and the
NIH (Grant No. RO1EB019337). RCW acknowledges support from the National Science

doi:10.1038/micronano.2017.14


http://dx.doi.org/10.1038/micronano.2017.14

Foundation under grant no. DGE-1144245. Research was supported by L'Oréal
Research & Innovation, the Materials Research Laboratory and Center for
Microanalysis of Materials at the University of Illinois at Urbana-Champaign. We
thank William A. Wheeler for discussions related to ETPS data processing algorithms.

COMPETING INTERESTS

YS,

PB, MM, GB, and RMP are all employees of L'Oreal Inc.

REFERENCES

1

N

w

w

(<)}

~

[o2)

e}

1
12

20

2

iy

22

Schafer P, Bewick-Sonntag C, Capri MG et al. Physiological changes in skin barrier
function in relation to occlusion level, exposure time and climatic conditions. Skin
Pharmacology and Applied Skin Physiology. 2002; 15: 7-19.

Tang H, Blankschtein D, Langer R. Prediction of steady-state skin permeabilities of
polar and nonpolar permeants across excised pig skin based on measurements of
transient diffusion: Characterization of hydration effects on the skin porous
pathway. Journal of Pharmaceutical Sciences 2002; 91: 1891-1907.

Blank IH, Moloney J, Emslie AG et al. The diffusion of water across the stratum-
corneum as a function of its water-content. Journal of Investigative Dermatology
1984; 82: 188-194.

Blank IH. Factors which influence the water content of the stratum corneum.
Journal of Investigative Dermatology 1952; 18: 433-440.

Imhof RE, De Jesus MEP, Xiao P et al. Closed-chamber transepidermal water loss
measurement: Microclimate, calibration and performance. International Journal of
Cosmetic Science 2009; 31: 97-118.

Friberg SE, Kayali I. Water evaporation rates from a model of stratum-
corneum lipids. Journal of Pharmaceutical Sciences 1989; 78: 639-643.

Potts RO, Francoeur ML. The influence of stratum-corneum morhopology on
water permeability. Journal of Investigative Dermatology 1991; 96: 495-499.
Takenouchi M, Suzuki H, Tagami H. Hydration characteristics of pathologic stra-
tum corneum-—evaluation of bound water. Journal of Investigative Dermatology
1986; 87: 574-576.

Clarys P, Clijsen R, Taeymans J et al. 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 Research
and Technology 2012; 18: 316-323.

Alanen E, Nuutinen J, Nicklén K et al. Measurement of hydration in the stratum
corneum with the MoistureMeter and comparison with the corneometer. Skin
Research and Technology 2004; 10: 32-37.

Kim DH, Lu NS, Ma R et al. Epidermal electronics. Science 2011; 333: 838-843.
Wang SD, Li M, Wu J et al. Mechanics of epidermal electronics. Journal of Applied
Mechanics 2012; 79: 031022-031022-6.

Zhang Y, Chad Webb R, Luo H et al. Theoretical and experimental studies of
epidermal heat flux sensors for measurements of core body temperature.
Advanced Healthcare Materials 2016; 5: 119-127.

Bian ZG, Song JZ, Chad Webb R et al. Thermal analysis of ultrathin, compliant
sensors for characterization of the human skin. RSC Advances 2014; 4: 5694-5697.
Chad Webb R, Pielak RM, Bastien P et al. Thermal transport characteristics of
human skin measured in vivo using ultrathin conformal arrays of thermal sensors
and actuators. PLoS ONE 2015; 10: e0118131.

Chad Webb R, Bonifas AP, Behnaz A et al. Ultrathin conformal devices for precise
and continuous thermal characterization of human skin. Nature Materials 2013;
12: 938-944.

Chad Webb R, Ma Y, Krishnan S et al. Epidermal devices for noninvasive, precise,
and continuous mapping of macrovascular and microvascular blood flow. Science
Advances 2015; 1: e1500701.

Gao L, Zhang Y, Malyarchuk V et al. Epidermal photonic devices for quantitative
imaging of temperature and thermal transport characteristics of the skin. Nature
Communications 2014; 5: 4938.

Huang X, Yeo W-H, Liu Y et al. Epidermal differential impedance sensor for
conformal skin hydration monitoring. Biointerphases 2012; 7: 52.

Huang X, Cheng H, Chen K et al. Epidermal impedance sensing sheets for pre-
cision hydration assessment and spatial mapping. IEEE Transactions on Biomedical
Engineering 2013; 60: 2848-2857.

Dittmar A, Martini M, Planchette L et al. eds. In vivo and in vitro measurement of
the skin water content by thermal conductivity. 5th International Symposium on
Bioengineering and the Skin Besangon; France; 1983.

Agache PG, Agache P, Humbert P. Measuring the Skin. Springer Science &
Business Media. 2004.

Multimodal epidermal devices
S Krishnan et al

23

24

25

26

27

28

29

30

3

32

33

34

35

36

37

38

39

40

4

42

43

44

45

46

47

Yamamoto T, Yamamoto Y. Electrical properties of the epidermal stratum cor-
neum. Medical and Biological Engineering 1976; 14: 151-158.

Gustafsson SE. Transient plane source techniques for thermal conductivity and
thermal diffusivity measurements of solid materials. Review of Scientific Instru-
ments 1991; 62: 797-804.

Martinsen OG, Grimnes S. Bioimpedance and Bioelectricity Basics. Academic Press. 2011.
Cheng H, Zhang Y, Huang X et al. Analysis of a concentric coplanar capacitor
for epidermal hydration sensing. Sensors and Actuators A: Physical 2013; 203:
149-153.

Rogers JA, Someya T, Huang Y. Materials and mechanics for stretchable electro-
nics. Science 2010; 327: 1603-1607.

Zhang Y, Huang Y, Rogers JA. Mechanics of stretchable batteries and super-
capacitors. Current Opinion in Solid State and Materials Science 2015; 19: 190-199.
Zhang Y, Fu H, Su Y et al. Mechanics of ultra-stretchable self-similar serpentine
interconnects. Acta Materialia 2013; 61: 7816-7827.

Zhang YH, Wang SD, Li XT et al. Experimental and theoretical studies of
serpentine microstructures bonded to prestrained elastomers for stretchable
electronics. Advanced Functional Materials 2014; 24: 2028-2037.

Guo CF, Liu Q, Wang G et al. Fatigue-free, superstretchable, transparent, and
biocompatible metal electrodes. Proceedings of the National Academy of Sciences
of the United State of America 2015; 112: 12332-12337.

Kim DH, Ahn JH, Won MC et al. Stretchable and foldable silicon integrated circuits.
Science 2008; 320: 507-511.

Wilburn F. Introduction to Thermal Analysis, Techniques and Applications.
Brown ME, Chapman and Hall: London. 1988.

Huang L, Liu L-S. Simultaneous determination of thermal conductivity and
thermal diffusivity of food and agricultural materials using a transient plane-
source method. Journal of Food Engineering 2009; 95: 179-185.

Cohen ML. Measurement of the thermal properties of human skin. A review.
Journal of Investigative Dermatology 1977; 69: 333—-338.

Progelhof R, Throne J, Ruetsch R. Methods for predicting the thermal conductivity
of composite systems: A review. Polymer Engineering & Science 1976; 16: 615-625.
Teja AS. Simple method for the calculation of heat capacities of liquid mixtures.
Journal of Chemical and Engineering Data 1983; 28: 83-85.

Liang X, Boppart SA. Biomechanical properties of in vivo human skin from
dynamic optical coherence elastography. IEEE Transactions on Biomedical Engi-
neering 2010; 57: 953-959.

International commission on radiological protection, Adult reference computa-
tional phantoms, 2009.

ETHZ Tissue Properties Database: IT'IS Foundation; 2010. Available at http://www.
itis.ethz.ch/virtual-population/tissue-properties/database/heat-capacity/.

Sengers J, Watson JTR. Improved International Formulations for the Viscosity and
Thermal Conductivity of Water Substance. American Chemical Society and the
American Institute of Physics for the National Bureau of Standards. 1986.

Lipkin M, Hardy JD. Measurement of some thermal properties of human tissues.
Journal of Applied Physiology 1954; 7: 212-217.

Querleux B, Richard S, Bittoun J et al. In vivo hydration profile in skin layers by
high-resolution magnetic resonance imaging. Skin Pharmacology and Physiology
1994; 7: 210-216.

Martinsen @G, Grimnes S, Karlsen J. Electrical methods for skin moisture assess-
ment. Skin Pharmacology and Physiology 1995; 8: 237-245.

Martinsen @G, Grimnes S, Haug E. Measuring depth depends on frequency in
electrical skin impedance measurements. Skin Research and Technology 1999; 5:
179-181.

Wilder-Smith EP, Chow A. Water-immersion wrinkling is due to vasoconstriction.
Muscle & Nerve 2003; 27: 307-311.

Lee A-RC, Moon HK. Gravimetric analysis and differential scanning calorimetric studies
on glycerin-induced skin hydration. Archives of Pharmacal Research 2007; 30:
1489-1495.

This work is licensed under a Creative Commons Attribution 4.0
International License. The images or other third party material in this

article are included in the article’s Creative Commons license, unless indicated
otherwise in the credit line; if the material is not included under the Creative Commons
license, users will need to obtain permission from the license holder to reproduce the
material. To view a copy of this license, visit http://creativecommons.org/licenses/
by/4.0/

© The Author(s) 2017

Supplementary Information for this article can be found on the Microsystems & Nanoengineering website (http://www.nature.com/
micronano)

doi:10.1038/micronano.2017.14

Microsystems & Nanoengineering

11


http://www.itis.ethz.ch/virtual-population/tissue-properties/database/heat-capacity/
http://www.itis.ethz.ch/virtual-population/tissue-properties/database/heat-capacity/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://dx.doi.org/10.1038/micronano.2017.14

	Multimodal epidermal devices for hydration monitoring
	INTRODUCTION
	Figure 1 Multimodal electronics for epidermal hydration mapping.
	MATERIALS AND METHODS
	Fabrication of integrated sensors
	In vitro studies of hydration
	Simulation of thermal and electrical fields
	Finite element analysis

	Clinical protocol
	Differential scanning calorimetry for specific heat capacity
	Statistical analysis

	RESULTS AND DISCUSSION
	Epidermal thermal transport properties and their relationship with hydration

	Figure 2 ETPS sensors of epidermal hydration and volumetric heat capacity.
	Figure 3 Effective medium model to predict trends in thermal properties with hydration.
	Depth of measurement
	Uncertainty and precision of fitting models

	Figure 4 Finite element simulations of heat flow and electrical field distribution in multimodal sensor.
	Figure 5 Errors and uncertainties with associated with analytical fitting models.
	Effects of compounds on patients
	Clinical evaluation

	Figure 6 Effect of treatments on epidermal hydration.
	CONCLUSIONS
	YM and XF acknowledge the support from the National Basic Research Program of China (Grant No. 2015CB351900) and National Natural Science Foundation of China (Grant Nos. 11402135, 11320101001). YH acknowledges the support from NSF (Grant Nos. DMR1121262, 
	ACKNOWLEDGEMENTS
	Figure 7 Time series averages of change in baseline due to epidermal treatment, of entire clinical data set (n�=�20), of (a) corneometer, (b) thermal conductivity, (c) thermal diffusivity, and (d) AC impedance.
	Schafer P, Bewick-Sonntag C, Capri MG  Physiological changes in skin barrier function in relation to occlusion level, exposure time and climatic conditions. Skin Pharmacology and Applied Skin Physiology. 2002; 15: 7&#x02013;19.Tang H, Blankschtein D, Lang
	REFERENCES


