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Abstract

In this paper, we present a simplified electrical model for tissue culture. We derive
a mathematical structure for overall electrical properties of the culture and study their
dependence on the frequency of the current. We introduce a method for recovering the
microscopic properties of the cell culture from the spectral measurements of the effec-
tive conductivity. Numerical examples are provided to illustrate the performance of our
approach.
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1 Introduction

Cell culture production processes, such as those from stem cell therapy, must be monitored
and controlled to meet strict functional requirements. For example, a cell culture of cartilage,
designed to replace that in the knee, must be organized in a specific way.

Hyaline cartilage is located on the joint surface and play an important role in body move-
ment. In normal articular cartilage, there is a depth-dependent stratified structure known
as zonal organization. As a simplified model, cartilage comprises three different layers [10]:
a superficial zone in outer 10%, a middle zone that is 50% of the height, and a deep zone
consisting in the inner 40% . At the microscopic level, cartilage tissue is composed of cells,
collagen fibers, and glycosaminoglycans (GAGs). The concentration and organization of each
microstructure differs among the three layers. In the superficial zone, cells are anisotropic and
horizontally aligned, collagen orientation is also horizontal and GAGs have a lower concentra-
tion than in the other layers. In the middle zone, there are fewer cells and they are isotropic,
collagen is randomly oriented and there is a medium concentration of GAGs. In the deep
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zone, cells are isotropic, cell density is higher than in the middle zone, collagen is vertically
aligned and there is a high GAG density. As these parameters all contribute to the function
of collagen in the knee, and must be replicated in the cell culture.

It is important that the method for monitoring cell cultures is non-destructive. Destructive
methods require hundreds of samples to be cultured for a single functional tissue, and for the
samples to be monitored multiple times during maturation. Here, we propose a microscopic
electrical impedance tomography (micro-EIT) method for monitoring cell cultures that ex-
ploits the distinctive dielectric properties of cells and other microstructures. In this method,
electrodes inject a current into the medium at different frequencies and the corresponding
dielectric potentials are recorded, thus enabling reconstruction of the microscopic parameters
of the medium. The parameters of interest are cell density, collagen orientation, and GAG
density, as well as the orientation and shape of cells.

EIT uses a low-frequency current (below 500 kHz) to visualize the internal impedance
distribution of a conducting domain such as a tissue sample or the human body. Recent
studies measured electrical conductivity values and anisotropy ratios of engineered cartilage
to distinguish extracellular matrix samples containing differing amounts of collagen and GAGs.
During chondrogenesis over a six-week period, these measurements could distinguish the stages
of the process and provide information regarding the internal depth-dependent structure.

In this work, we provide a mathematical framework for determining the microscopic proper-
ties of the cell culture from spectral measurements of the effective conductivity. For simplicity,
we consider a microstructure comprising two components in a background medium. One of
the components has a frequency dependent on the material parameters arising from the cell
membrane structure, while the other has constant conductivity and permittivity over the fre-
quency range. First, we derive the overall electrical properties of the culture and study their
dependence on the operating frequency. Second, we show that the spectral measurements of
the overall electrical properties of the culture can be used to determine the volume fraction of
each component and the anisotropy ratio of the first component.

This paper is organized as follows. In Section 2, we present a simplified model of the
tissue culture. In Section 3, we derive an equivalent effective conductivity for the solution at
the macroscopic scale. In Section 4, we present a method based on spectral measurements,
in which microscopic properties are measured from the effective conductivity. This process is
known as inverse homogenization or dehomogenization. Finally, we provide some numerical
examples to illustrate our main findings.

2 The direct problem

In this section, we propose a simple electrical model for the tissue and derive an effective
conductivity using periodic homogenization.

2.1 Problem setting

We consider the domain of interest - the cell culture - to be described by a domain Q C R3.
We assume that 2 = D x (0,1) where D denotes a floor of the culture medium. Following
[11], we describe the conductivity of the medium by a scalar field

Owe (z) =0y (:L‘, f) ,

€
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Figure 1: Organization of cells in the cartilage tissue.

where w denotes the angular frequency of the injected current, and € > 0 is a small parameter
representing the microscopic scale of the medium; ¢ is 1—periodic in every direction in the
second variable. Let us consider the following unit domain:

1 1\
v=(-33)

For a fixed z, o (x, %) describes the conductivity in a single cartilage tissue with cell size € at
a location x € 2. To have a complete model of the tissue, ¢ must describe the conductivity of
both cells and of the other inclusions, i.e., collagen and GAGs. The biological fluid conductivity
is noted kg and is assumed to be frequency independent. The cells are made of biological fluid
enclosed in a very thin and very resistive membrane [2| of thickness € for some small parameter
0 > 0. The conductivity of the membrane is frequency dependent and is noted k,, (w). The
cell shape varies slowly with the parameter = €  compared to the microscale e. The other
inclusions are described by some frequency independent conductivity function k; (:C, f) Let

Y: QxRS R

be a C* (Q X ]Rd) function, 1-periodic in every direction with respect to the second variable.
We assume that the function 1 is the level set function for the membrane boundary given by
QF ={z:¢(z,%) > 6} (resp. Q7 ={z: ¢ (z,%) < —6}). We also assume that the support
of ki (x,y) is strictly included in {(z,y) : ¢ (z,y) > d}. We can now describe the conductivity
0., which is schematically represented at a fixed x in Figure 2:

0w (2,y) = ko if ¢ (z,y) < =0, (1)
km (w) else.

Now that we have an expression for the conductivity in the medium, as commonly accepted
in EIT, we use the quasistatic approximation for the electrical potential. For an input current
g(x)sin (wt) on the boundary Y, with [y, g = 0, the real part of the corresponding time-
harmonic potential, denoted by w, ., satisfies the following problem approximately:

(2)

V-o,Vuge=0 in Q,
Ow,eVUye- V=g on 0f.
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Figure 2: Typical values of o, on V.

Here, we impose the normalization fQ Uy, = 0.
€

Remark 1. Let us briefly explain how the expression of o, in (1) is derived. We should note
that the frequency dependent behaviors of o ¢ in (2) are attributed to thin cell membranes.
Imagine that we inject an oscillating current at the angular frequency w into the cube ).
Then, the resulting time-harmonic potential w = u + iv in ) is governed by

V- ((0'(y) +iwe"(y))Vw(y) =0 for ye,

where ¢’ denotes the conductivity distribution and ¢” is the permittivity distribution in ). In
[18], it was shown that, under some conditions on the membrane, the real part u approximately

satisfies o ”|2
o +iwo .
V- (TVU) =0 in Y. (3)

Since ¢’ < ¢” outside the membrane, we have
’0./ + Zwo.//lQ
!

/ .
~o outside the membrane.

o
Hence, it is reasonable to assume that the conductivity outside the membrane, as a coefficient
of the elliptic PDE (3), does not change with frequency. On the other hand, since ¢’ on the
membrane is very small, the effect of o is not negligible. Hence, the conductivity, k,,, on the
membrane changes with frequency as follows:
o’ + iwa”|2 , w2
— =0 +

; on the membrane.

/

g (o



2.2 Homogenization of the tissue

We are now interested in getting rid of the microscale oscillations of o ¢, since boundary
measurements will only allow us to image macroscale variations of the conductivity. To this
end, we proceed to the homogenization of equation (2). Assume that ko + k; is bounded from
below and from above:

oc<ky+k <o.

From [2], we have two-scale convergence [1, 11, 13] of u,  to u,, which is a solution to

V-oiVu,=0 1in Q,

oxVu, -v=g on 0, (4)
Jouw =0,
for an input current g(z)sin(wt) on the boundary 0Q2.  Here, o}, is called the effective

conductivity which can be represented by 2]

o (e eq = /y 0 (09) Y (g + 0p(W)) - qlyy Vpya € {1, d)

ov
= k 574—/ pydsy), 5
0<pq ayalfq () ()

where v, p =1, ...,d is the solution to the following equation on Y:

V(0w (z,y) V(vp(y) +yp)) =0 foryel,
Up 1-periodic, (6)

fy(vp(y) + yp)dy = 0.

As § — 0, v, can be approximated [9] by the solution of the following equation, where

B(w) = km&(w):

V(0w (z,y) V(vp(y) +yp)) =0 for y € Y\OC,
ko (vl () + yp) = ko (v, (y) +yp)  for y € AC,
vt (y) — vy (y) = B (W) ko (v (y) +yp) for y € 9C, (7)

Up 1-periodic,
Ly vp(y) +ydy = 0.

Here, 0C denotes the membrane of the cell C.

3 Imaging the microstructure from effective conductivity mea-
surements

In this section, we do not care about the space dependence of ¢}, and will therefore drop it. We
will thus assume that ¢ is constant equal to some matrix in My (C) := {m € C™*? : m;; =
m;; for i, =1,2,---,d}. We will show what kind of information on the microstructure we
can recover from the knowledge of ¢ in a range of frequencies w € (wy,ws). First, in section



3.1, we will obtain a simple representation of the effective conductivity in the dilute case,
where the volume fraction of both cells and other inclusions is small compared to the volume
of biological fluid. Then, in the following sections we will use this representation and will show
how to recover information about the microstructure using the spectral measure.

3.1 Effective conductivity in the dilute case

Here, we consider some reference cell Cy and some reference inclusion By with there C?
boundaries 0Cy and 0By. We assume that C = xz¢ 4+ pcCp and S (w) = pcfo (w) for some
reference By (w) and let B = xp+pp By, where z¢ and =g respectively indicate the locations of
the cell and inclusion and pc and pp their characteristic sizes. We assume that the conductivity
k; of the inclusion is given by

ki (y) = (ko — k1) xB (y) ,

where yp denotes the characteristic function of B.
The effective conductivity is therefore expressed as

O_:Jep "€q = /ya (y) \Y (yp + vp(y)) ' eqdy7 Vp,q € {17 e 7d}7
where, for p € {1,--- ,d},

0 in Y\ (BUOC),
V- (kiV(vp(y) +yp)) =0 in B,
ko (v (y) + yp) = Koy (v, (y) +yp) on C,

(

vf — v, = B (w)kog, (vl (v) +yp) on 9C, (®)
vf —v, =0 on 0B,

kogy (v (y) +4p) = k155 (v, (y) +yp) on 8B,

Up periodic,

From now on, Z denotes the inclusion map HY/2(dC) — H~1/2(dC), where H'/? and H~1/?
are the Sobolev spaces of order 1/2 and —1/2 on dC. We will now proceed to prove the
following result.

Theorem 2. Let f, = p¢, k € {B,C} and f = max(fp, fc). Then we have the following
expansion:

O-:J:k() [I+fBMBo+fCMCO (w)]+0(f)7 (9)
where
1 —1
Mc,(w)ep - eq = /ac ve(y) <ﬁo(w)koz+ ﬁ#,c()) [vp](y)ds(y),
and
Mpyep - eq = /8 : (AT = K p,) ol ()yq ds (y)
with . ke 4 ko
-~ 2(ky — ko)’



We begin be reviewing properties of periodic layer potentials. Let us define the periodic

Green’s function '
6227rn~x

Gu(x) = — Z W

nezd\ {0}
Thanks to Poisson’s summation formula, in the sense of distribution, G satisfies

AGy(z)= > bx—n)—1. (10)

ncZzd

We write G4 (z,y) := G4 (x —y). Let us introduce the periodic single layer potential, for a
Lipschitz domain D C Y:

Syp:HV2@D) — Hl, (RN\0D)
o = x| Gul(z,y)e(y)ds(y),

oD

the periodic double layer potential

Dyp:HY?(0D) - H, (Rd\ap)
9G4

=T
4 op Ov(y)

(z,y) p(y)ds(y),

and the periodic Neumann-Poincaré operator
Kup:HY?@D) — HY*D)
0G4

o = T
oD Ov(y)

(@,y) p(y)ds(y),
and its adjoint given by

Kyp:HY*@D) — H YD)
9G4
op Ov(z)

= T (z,y) p(y)ds(y).

We review the jump properties of the layer potentials [3].

Lemma 3. We have the following jump relations along the boundary 0D:

SyolAl@)l. = Syole@)l_,
;VS#,D[cp](x) - (i;HK;;,D) (),
Dpold@ls = (F51+Knn) lolo)
9 9
a0 D, p 1) L o D, p A1)

where the subscript £ means fp(z)|+ = lim;_ o+ fp(z £tv(x)) for x € OD.



We denote by L4 p the hypersingular operator B%D#’D[@] (). We write v, = v - e, on
0B and 0C. Using these jump relations, we have the following representation theorem for vy,

p€Al,..,d}.
Theorem 4. We have the following representation for vy:

vp = Cp + S5 [p1,] — Do lp2,], (11)

where Cy, is a constant and (1, p2) satisfies the following system.:

M — IC;{,B) [o1.p] + %’D#yc[QOQJ,] =1 on OB,

(12)
TEOI"‘ E#,C) [p2,p] — %S#,B[‘Pl,p] =vp ondC.

Lemma 5. For any (F,G) € HY/?(0B) x H~'/2(dC), the system

A — IC;&’B) (1] + %D#’C[g@] =F on 0B,
T+ Lyc)lp2) = £Spnlp] =G ondC,

admits a unique solution (o1, ps) € H™1/2 (0B) x HY? (9C).

Proof. As shown in Appendix A, %I + Ly c and A — IC;;’ p are invertible. Moreover, since

%D#C . HY? (0C) — H™/? (0B)

and

({fys#, p:HY2(0B) = H™'/2(80)

are compact, the operator
HY2(00) x HY/?(09) — H 2 (0Q) x H /2 (09)

e = (0= K)ol - 5 Paclonl (5

is a Fredholm operator. It is therefore sufficient to show that it is injective. Let (¢1,p2) be
such that

T+ ﬁ#,c) [p2] — aaVS#,B[%Oﬂ)

N =K p) 1] + &Dpcls] =0 on 9B,
ﬁI%— E#,(;) [pa2] — %3#73[801] =0 ondC.

Let v =S4 B [p1] — Dy c [p2]. Then v is 1-periodic in every direction, and v is a solution by
construction to the following problem:

V- (koV(vp(y) +y)) =0 for y € Y\ (BUOO),

V- (k1V(vp(y) +9)) =0 for y € B,

ko (vl () +y) = ko (v, (y) +y)  for y € DC, 13
v (y) — v, (y) = B(w) ko (v (y) +y) fory € dC,

,U;_(y)_vp_(y) =0 for y € 0B,

ko2 (v () +y) = k1 (v, (y) +y) for y € OB.



By the uniqueness of the solution to (13) up to a constant, v(z) = ¢, Va € Y. Then, we

have ¢1 = 0 on C and ps = 0 on 9B because they are equal to the jumps of v (resp. g:j)
across 0B (resp. 0C). This concludes the proof. O

We can now proceed to prove Theorem 4.
Proof. Let (¢1,¢2) be a solution of (12), and let

vp = Sy Bp1] — Dy.c 2] -

Then using the jump relations of the layer potentials, we have that v, is a solution of (8),
except that we have not necessarily |, oy Vp = 0. We just have to adjust C}, accordingly. O

We now proceed to compute the representation of the effective conductivity.

Theorem 6. We have the following representation for o,:
or=ko(I+M"),

where M* = (M;q)pq

(M*)pq = / JJPSOl,qu_/ Vp@Q,qu7 VPa q S {]-a ceey d} .
0B oC

1 is defined by

Proof. We recall the expression of o7 in (5):

" ov
ogep - eq = ko <5p,q + /ay J(y)deS(yO .

Using representation (11), we obtain

%(y)yqu(y) = / M(y)yqu(m_ / M(y)yquw)
oy

oAY ov ov oy ov
and
0S4,8 (1] / 0S4.,8 (1] / 0S4,8 (1]
: : ds = : : ds(y) — : : ds
I R M R W e RO

= / yq@l,p(y)ds(y)'
0B
The same reasoning applies to the second part of the equation:

/ay%#gykom(y)yqu(y) = | Duclenll rist) - [ Daclenll s

= / 2,0 (Y)Vq(y)ds(y).
oC

Therefore,

ey =t (s | G2@ds)) =k (B0t | weerntis)= [ camn)ist).

O



We turn to the proof of Theorem 2. We first review asymptotic properties of the periodic
Green’s function G. The following result from [3| holds.

Lemma 7. We have the following expansion for Gu:
Gy(x) = G(x) + Ra(x),

where G is the Green function and Ry is a smooth function on R? and its Taylor expansion at
0 is given by

1
Ra(w) = Ra(0) = 55 |2 + O <|3:|4> . (14)
Using this expansion, we obtain the following expansion, uniformly in z € 9By,
(M = Kp,) WBpl(2) = vpep(2)+o(1)

1
(mﬂcco) Wepl(z) = vep(z) +olL),

where K is the standard Neumann-Poincaré operator and L, is the hypersingular operator
%DCO associated with the standard double layer potential D¢, :

Kinlole) = [ oo @a)ot)dsty).
0 oG

Loy[dl(z) = 0 Jo 3V(y)(x,y)¢(y)d8(y)-

Therefore, we arrive at the result stated in Theorem 2.

3.2 Spectral measure of the tissue

Expansion (9) yields
* d d d
ot = ko [I + pb M, + pL M, (w)] i) <p )

with
1

-1
Ve(y) (ﬁo(w)koIJr ECo) [pl(y) ds(y).

In order to use the spectral theorem in a Hilbert space, we have to modify the expression of
Mc,. Let Ea; be the inverse of L¢y : HS/Q (0Cy) — Ho_l/2 (0Cp). Then we write

Mc,(w)ep - eq = /

0Co

1 -1 1 » _1 B
(/W)I+ ECO) [vp] = (&)(OJ)]{;OECD oL+ IH1/2> ECO [Vp).

The following result holds.

Lemma 8. Ea; oI can be extended to a self-adjoint operator LT : L% (0Cy) — L?(9Cy),
whose image is a subset of H'/? (0Cy).

10



Proof. Let Jy : L? (0Cy) — H~'/2(9Cy) and Jo : H'/? (0Cy) — L*(0Cy). Let LT = Jp 0
EE; o J1. Then obviously £T extends Ea& o7 and its image is a subset of H'/2 (9Cj). Let us
show that it is self-adjoint. Let (¢,v) € L*(9Co) x L?(9Co). Let (, )r2 and (, )z/2 g-1/2

respectively denote the L?-scalar product and the duality pairing between H 1/ 2(0Cy) and
H=2(0Cy). We have

(c'elw) , = (Lalelv) :<£—;[¢],¢>H1/2’H71/2
= (LQWLE) g = (LailOLP), = (LWL ) ,.

since L¢, is self-adjoint from H'/2(8Cy) onto H~/2(0Cy). O

From this result, we can now proceed. From the spectral theorem, there exists a spectral
measure F such that for any z € C\ A (£T) and for any (¢,1) € (L (800))2,

N 1
<(2+I) [¢1,¢>L2 = [y TR ), (19

where A(L") denotes the spectrum of £F. Let

1 -1

Fpq(2) = 0pq+ PdBMBoep “eqt Pdc/ [Vp] (%) - vg(x)dE ().

ety $+17
where 0,4, = 1 if p = ¢ and 6, 4 = 0 if p # ¢. Therefore, we have
ohep  €q 22 ko [Fpq (Bo (w) ko)] -

Since
lim F(z) = I+ p4Mp,,

z—0

there is no singularity of £ in 0. Since 0 ¢ A (L), (15) is valid on a neighborhood of 0.

Proposition 9. We have the following expansion of F' in a neighborhood of 0:

[oe)
k
Fpq(2) = Z Ak,p,q? > (16)
k=0
where
ao,pq =1+ PdBMBoep " €q,
and

_ d
Al,p,q = PCVp " Vq-

Proof. Identity (16) holds using the analyticity of F' in a neighborhood of 0. We also have

_ 1 _ d
a0,p,q = lg% Fpq(2) = 0pq+ ppMpep - €.

11



In order to obtain the next coefficients, we begin by establishing the following limit:
-1
lim ([,T + ZI) [vpl = Leylvp), p=1,2.
z—0

Indeed, let ¢ (2) = (LT + zI)fl [vp]. Then

o) =7 (v~ Lig).

Since the range of LT is a subset of H/2 (9Cy), ¢ (z) € H'/? (3Cy). Therefore,
p(2) = L, [VP] — 2Ly [90](2) sz L, [Vp]‘

This yields
1
lim — (Fpq4(2) — Fpq(0)) = p%z/p - Vg.

z—0 2

In the following, we write

F(z) = (an(z))p,qe{L,,,,d} 2 € C\A(Ley)

and
A = (ak,p,q)p,qe{l,...,d} ok eN.

Since F), 4 is analytic on C\A (L¢,), the values of aj can be recovered from the values of F, 4
on a subset of C with a limiting point. Therefore, we can reconstruct the values ay,;, 4 from the
measurements of the effective conductivity o7, in a band of frequencies w € (w1, ws). Further
details on this will be provided in the following section.

4 Inverse homogenization

4.1 Imaging of the anisotropy ratio

The anisotropy ratio (the ratio between the largest and the lowest eigenvalue of the effective
conductivity tensor) depends on the frequency [2]. In the general case, it does not hold that
the anisotropy orientation (the direction of the effective conductivity tensor eigenvectors) is
frequency independent. However, it is true in the special case where we have an axis of
symmetry of a single inclusion or a cell.

We denote by Og(R) := {R € R¥4 | det(R) = 1} the set of rotational matrices. For
convenience, we write R(z) := Rx for x € Y and R(D) := {Rx : x € D}. We will need the
following covariance result :

Lemma 10. Let R € O4(R) and f € L? (0Cy). Then

Ley[foR]oR=Lg,lf]

12



Proof. We have, for any = € 9Cy,
Loy [f o B (B (2)) = lim VDq, [f o R} (R(z) + hv (R(2))) - v (R(z)) -

Moreover,

Dcy [f o BRI (R(z)) = - VG (R(z) —y)-v(y) [ (R(y))ds (y)

- /. VG (R(z) — R(y)) - v(R(y)) f(y)ds (y) .

Since G is isotropically symmetric,VG (R (z —y)) = R (VG (z — y)), therefore for any z,y €
8007

VG (R(z) = R(y))-v(R(y) = R(VG(z—y)) - R(v(y) = VG (z —y) - v (y)

so that
Dc, [f o R] (R(z)) = Dg, [f] (x), Va € 0Co.

This in turn implies that

Ley [f o BRI (R (x))

lim VDg, [f o B] (R(z) + hv (B(2))) - v (R())

= lim VD¢, [f] (v +v (@) - v (2) = Lo, [f] (@),

The following corollary holds immediately.

Corollary 11. Let R € Oq4(R). Then,
Mp(cy) = RMc,R".

Let us begin with the two-dimensional case.

Proposition 12. Let d = 2, and (eq, e2) be an orthonormal basis of R%. Let € be the orthogonal
symmetry of azis e1. If € (Co) = Cy, then

F(2)e1-ea =0, VzeC\ALD.
Proof.

<£T + [> - v -el] (z) v(z) - e ds(x)

z

F(2)ey-eg = pdc/
- ot (fﬂ)l v 1] (€)) W(E())  e2 ds(a)

S /&CO (5; +I>1 el (@) v(z) - e ds(z)

because v({(x)) - e1 = v(z) - e and v(&(x)) - e = —v(x) - e3. Therefore,

F(2)ep-e3 =0, VzeC\ALD.

13



Figure 3: A domain presenting a symmetry. In this case, the anisotropy direction is frequency
independent.

We have a similar result in three dimensions. The following proposition holds.

Proposition 13. Let d = 3, and (ey, ea,e3) be an orthonormal basis of R%. Let sy (resp. s3)
be the orthogonal symmetry of axis e1 (resp. ez). If s1(Co) = s2(Cy) = Cy, then

F(z)ej-e, =0, VzeC, Vk#je{l,23}.
Proof. The proof is exactly the same as in the d = 2 case and is therefore omitted. O

Remark 14. It is also true that the symmetry axes of By correspond to the eigenvectors of
the polarization tensor Mp,. Therefore, the anisotropy direction of the frequency-independent
background can also be recovered as the principal directions of Mp,.

Remark 15. Even if each inclusion and cell has an axis of symmetry, the direction of eigenvec-
tors of the effective conductivity tensor can be frequency dependent. The following numerical
test is conducted to show an example of frequency dependency. There are an ellipsoidal in-
clusion with major axis e; and minor axis es and an ellipsoidal cell with major axis es and
minor axis e; in the unit square as shown in Figure 4 (a). We use (5) to compute the effective
conductivity tensor. For the numerical computation, we take advantage of using u; satisfying
V- (0Vu;) = 0 in Q with boundary condition u;(y)|s5q = ¥jlgq for ¥y = (y1,y2). Then, v; can
be replaced with v; = u; — y;. Hence, the eigenvectors of the effective conductivity can be
computed and the main direction of anisotropy changes in terms of the frequency as shown in
Figure 4 (b).

4.2 Implementation of the inverse homogenization

Following [2], we use the following values:
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w/2m 1 GHz

current

z-direction

=
y-direction

blue arrows for eigenvectors at frequency 1 KHz
red arrows for eigenvectors at frequency 1 GHz

Y

FN

(b)

Figure 4: (a) shows voltage map with current flows for each z-direction current at 10* Hz,
y-direction current at 103 Hz, z-direction current at 10° Hz, and y-direction current at 10°
Hz. (b) shows eigenvectors of effective conductivity . Blue arrows representing eigenvectors
at frequency w/27 = 10% Hz while red arrows are representing eigenvectors at frequency
w/2m = 10° Hz.

The size of cells: 50um;

Ratio between membrane thickness and size of a cell: 0.7 x 1073;

Medium conductivity: oo = 0.5 S/m;

Membrane conductivity: o = 1078 S/m;

Background inclusion conductivity: oo = 1077 S/m;
e Membrane permittivity: e; = 3.5 x 8.85 x 10712 F/m;
e Frequency band: w € [104; 109] Hz.

In this case, we have values of B(w) for w € [10% 10%] in Figure 5. We consider a sample
medium as follows: the cells are elliptic in shape, with axes lengths pcac and pcbe, with
acbom = 1. The background is composed of elliptic inclusions, with axes lengths ppap and
pebp, with agbpm = 1. Their orientation is given by the angles 8- and 0p respectively.

To compute the true effective conductivity at every frequency, we use a finite element
computation using FreeFem++ [8]. Comparison between the true effective conductivity and
the expansion from Theorem 9 can be seen in Figures 6 and 7, in the case p = 0 and ¢ = 0,
and pp = pc = 0.1.

To recover the moments from the effective conductivity, we approximate as a rational func-
tion,
_pot+pzt .ty
T gt qzt ... gV

Fq(2)
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Figure 5: Values of S(w) for w € [10%;10°].
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Figure 6: Real part of the effective conductivity.
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Figure 7: Imaginary part of the effective conductivity.
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for some N € N. Such an approximation of F' is called a Padé approximation of F'. Then we
approximate the moments by the following values:

~ _ Dbo
A0,pq = qio’
~ _ b1 @1po
a17p7q - Q() qg °

Numerically, this is done as a simple least square inversion: the coefficients of the polyno-
mials P(2) = po+p1z+...+pyz" and Q(z) = qo+q12+ ... +qnz" are computed to minimize
the quantity

K 2

> |Foale0) - o

P p.q Q( Zk) )
where 21, ..., 2z are the frequency values where F' is measured.

We now consider a toy example where C' is an ellipse in R?. In this case, if A\; and )y are
the eigenvalues of Aj, the ratio r := A2/ is independent of the volume fraction and is given
by

2m 2 cos?(t) 2 cos® (t) dt
- fO \/b2 cos2 )+a? sin?(t) dt _a f(] \/(3052 (t)+ ‘;% sin? () (17)
o f27r a? sin?(t) dt B b f sin?(t) dt ’
0 /b2 cos?(t)+a2 sin?(t) \/ z cos?(t)+sin2(t)

Since the right-hand side of (17) can be regarded as a function of a/b, the anisotropy ratio a/b

can be easily obtained by solving (17) with the known value r. In Figure 8 (resp. in Figure 9),
we illustrate the reconstruction of the ratio r using the Padé approximation of F' as a function
of the anisotropy ratio a/b compared to its theoretical value given by the preceding formula
in the case where there is no inclusion B (resp. with an inclusion B with pp = 0.1). As we
can see, the reconstruction is almost perfect in the case where there is no inclusion, and there
is a slight bias induced by the inclusion B.

After recovering the anisotropy ratio a/b, we can recover the volume fraction po from the
product of A1, Ay of the eigenvalues of A;. Indeed, we have

sin?(t)

2w 2
M2 = phab / cos” dt /
\/cos2 2 sin> \/ cos2(t) + sin?(t)

2 cos?(t 2 sin?()
/ — dt/ N e e

cos?(t
Table 1 presents numerical reconstruction of the volume fraction po using the preceding for-
mula, with an anisotropy ratio equal to 2.

dt

cos?(t

To reconstruct the angle of the inclusions, we simply use the orientation of the eigenvalues
of the moments of Ay for B and A; for C. This is illustrated by results in Figure 10 when
both B and C' are ellipses of anisotropy ratio 2 and with pp = pc = 0.1.
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Theoritical value
O Reconstructed value

Ratio between eigenvalues of first moment

0 1 1 1 1
1 1.5 2 25 3 3.5

Value of anisotropy

Figure 8: Reconstruction of  when there is no inclusion B.

Theoritical value
O Reconstructed value

Ratio between eigenvalues of first moment

0 1 1 1 1
1 1.5 2 25 3 3.5

Value of anisotropy

Figure 9: Reconstruction of » when there is an inclusion B with pg = 0.1.

Values of pc | 001 | 002 | 003 | 005 | 01 | 02 | 03

Reconstructed value || 0.0098 | 0.0196 | 0.0294 | 0.0491 | 0.0981 | 0.1963 | 0.2945

Table 1: Reconstructed values of pc with anisotropy ratio of 2.
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Figure 10: Reconstruction of the orientation of the inclusions B and C.

A Spectrum of some periodic integral operators

Let C C R? be a Lipschitz domain for some a > 0. It is known that the non periodic operator
A — K is invertible on H=Y/2 for A ¢ (—3,1] [4, 6]. The positivity of L& [12, 3.3] also
implies that M + Lo : HY?2 — H=Y2 is invertible for A > 0. We extend these results to the

case of periodic Green’s function.
Theorem 16. For any \ > 0, the operator NI+ Ly ¢ : H'/? (9C) — H=Y/2(dC) is invertible.

Proof. We first show that the operator L4 ¢ is a Fredholm operator. Note that, L4 ¢ = Lo+R
where R is an integral operator with a smooth kernel and is therefore compact. Moreover,
since L¢ has a dimension 1 kernel and image, it is a Fredholm operator. Therefore, L4 ¢ is
Fredholm. Now we show that L4 ¢ is positive semi-definite, and the result will follow from
the Fredholm alternative. Since

(Lyclel, V) 2 = — (Sg.cleurlgcy], curlpct)

for any ¢, € HY/2(9C), we just have to show that Sy ¢ is negative semi-definite. From the
expression (10) for G, we compute, for any ¢ € L? (80),

Spclebel = - 3 /@C /8 Y o (2) o (y) ds (x) dS (y)

nezd\{0} ¢ A2 |n’
62i7rn-y eQiﬂ"n-{L‘
- - > ([ Sirewasw) ([ Girewas)
nezd\fop OO AT oc £min
Z / 62i7rn~y 2
= - ¢(y)ds(y)| <0.
nezd\{oy 7 9¢ 27 |n|
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Therefore, Su ¢ is negative semi-definite, which concludes the proof. O
Theorem 17. For A ¢ (—3, 3], the operator A\ — K ¢ is invertible on H~1/2(00).

Proof. Since A\I — K¢, is invertible, ]C;,&C — K¢ is a compact operator (3], AI — IC;#C is a
Fredholm operator and it is enough to show that it is one-to-one. The proof goes exactly as in
4]. Let us assume that AI — K%,  is not one-to-one. Then there exists some f € H ~1/2(aC)
such that

(M —Kc)f]=0.

Let us write

(=)= (A= 5) £+ (5 ke ) 1)

Since <<%I - IC;';&’C) [, 1>L2 =0, we have (f,1);. = 0. Let u = Sy o[f] € H' (Y\0O). Let

A :/ \Vu(z)|* dz and B :/ \Vu(z)|? de.
C Y\C

Then A # 0 or B # 0 since f is not identically zero. Then by Green’s formula together with
the jump formulas, we have

A— <(_;[+;c;;70) [f]78#7c[f]>L2 and B = <<;I+ IC;;,C> [f],S#,c[f]>

L2

Since ()\I - ’C;,c) [f] =0, we have § = %g—;‘i. We have therefore a contradiction : we have

18] < % since A, B > 0. Therefore, g = —% which implies that B = 0. Therefore, u is constant
in R\ U,,cza {C +n}. Since u is continuous across dC, u is harmonic on C and is constant
on JC, and by uniqueness of the Dirichlet problem on C, w is constant on C'. Therefore,

0 0

f= @5#,C[f] - &/5#’0[f]‘_ =0,

+

which is a contradiction.
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