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ABSTRACT

In this thesis we study an inverse problem arising in Magnetic Resonance
Elastography (MRE) which is a noninvasive method for quantifying soft tissue
stiffness. We develop a Bayesian formulation of this problem which involves
inferring (heterogeneous) elastic properties in the time-harmonic purely elastic
or viscoelastic wave equation. We apply modern Ensemble Kalman Inversion
(EKI) algorithms which are derivative-free and provide robust approximations
of the Bayesian posterior in a computationally tractable manner. Moreover, we
show how parametrisations of EKI can be used to design effective inversions of
properties with complex geometries relevant to the detection of diseased tissue
via MRE.

In in-silico experiments, we showcase under the viscoelastic and purely
elastic modelling assumptions that EKI can provide accurate estimates of
the unknown local tissue stiffness and we also discuss limitations of both
models. In particular we test EKI using the viscoelastic model in virtual
experiments with complex geometries and unknown elastic properties that
occur, for example, in brain MRE. We demonstrate how our algorithms are

able to successfully discover cancer tissue and provide confidence intervals for



the estimates and predictions of tissue stiffness, which can be diagnostically
valuable for physicians. Furthermore, we analyse the influence of the prior,
the amount of noise in the data and the ensemble size on posterior estimates

provided by EKI and discuss the design of informative priors for EKI.



NOMENCLATURE

Ky regularisation parameter in EKI, page 88

|-||[p Operator norm, page 77

B Covariance of the noise, page 76
C Set of complex numbers
n Noise in measurement data, page 63

F  Forward map from parameter space K to measurements, page 75

g Forward map from physical parameter space M to measurements,

page 62
H3/2(Q) Fractional Sobolev space of order 3/2 , page 36
J Ensemble size in EKI, page 92
K Space of parameters for the parametrisation of the unknown, page 75

kslj ) j-th particle of the ensemble after n iterations in the parameter space K

in EKI, page 92
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1st Lamé Parameter, page 53

Vector space of essentially bounded measurable functions

Set of admissible physical parameters, page 62

Number of measurement locations and dimension of the data v, page 62

Mean of the Gaussian approximation after » iterations in EKI, page 89

Shear modulus, page 53
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parametrisation map K — M, page 75

Parametrisation used in experiments using the purely elastic model,
page 104

Second level of the two-level parametrisation, page 107

Two-level parametrisation used in experiments using the viscoelastic

model, page 107

First level of the two-level parametrisation, page 107

Set of real numbers

Density of soft tissue in the domain of interest, page 53

Stress tensor for infinitesimal deformations in an isotropic linearly elastic

solid, page 51

Covariance of the Gaussian approximation after n iterations of EKI,

page 89

Noise level in data v , page 118

Measurement data, page 63

Time-harmonic wave field, page 53

Time-dependent wave field, page 54
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X Spatial Coordinate in Domain of Interest, page 54
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INTRODUCTION

Inverse problems arise when physical quantities are not directly accessible for
measurements, and other quantities are connected with the unknown quantities
by physical laws. Gaining indirect access to the unknown quantities by inverting
these laws is an inverse problem [35, 83] .

Modelling a radio channel in telecommunications that introduces many
modifications to the information signal is a direct problem that involves physi-
cal phenomena like reflection, interference, refraction, diffraction, absorption,
polarisation, and scattering [79]. Reconstructing the information signal from
the measurements made at the receiver is an inverse problem.

The physical laws that connect the unknown with the measurements are
often expressed by a system of differential equations [45], which is a formal
problem within the inverse problem setting. The unknowns are the boundary
conditions, the initial conditions or the parameters of the differential equations.

Even if the forward problem is well-posed and the solution of the differential

12



INTRODUCTION

equations exists and is unique and changes continuously with its parameters
or boundary conditions, the inversion is not necessarily well-posed [85].

The solution of an inversion can change drastically for small changes in the
measurements. For example, in the just mentioned radio channel in telecom-
munication due to the modifications like reflection, interference, refraction,
diffraction, absorption, polarisation, and scattering measurements can be sim-
ilar even though the information signal is very different. This makes inverse
problems ill-posed and difficult to solve, especially in the presence of noise in
the measurements [45, 86].

The inverse problem in this thesis has measurements v which are assumed
to be corrupted by additive noise # and the unknown y is the parameter of a
differential equation which is denoted as a forward operator G. We have an

equation of the form

v=G(u)+7

and the inversion problem is to find u from given v. In the inverse problem in
this thesis the solution depends sensitively on v and therefore the problem is
ill-posed.

This thesis approaches an inverse problem arising in magnetic resonance
elastography (MRE). MRE is a non-invasive technology that quantitatively

assesses the mechanical properties of soft tissue in vivo [69]. It can be regarded

13



INTRODUCTION

as "virtual palpation” [55], an imaging-based equivalent to manual palpation, a
technique used by physicians to determine location, shape, size and firmness of
diseased tissue which is in many cases stiffer than healthy tissue [26]. The anal-
ysis of soft tissue stiffness can provide valuable diagnostic information about
diseases that affect the tissue stiffness like cancer, fibrosis and inflammation,
even at an early stage of the disease [59].

In MRE, the idea is to perturb tissue using mechanical vibration applied
to the skin and infer mechanical properties from the displacements which
are measured using Magnetic Resonance Imaging (MRI) [14]. The measured
displacements are the consequence of the mechanical properties of the tissue,
so, inferring them from a certain measured displacement is an inverse problem.

In this thesis, we will develop a Bayesian formulation of the inverse problem
arising in MRE and approximate the Bayesian posterior on the elastic properties
by applying Ensemble Kalman Inversion (EKI) algorithms which trace back to
Ensemble Kalman Filters [36, 19, 1]. The Ensemble Kalman Filter is a derivative
free sampling based method that gives Gaussian approximations of the Bayesian
posterior in data assimilation [18, 44]. In recent years it has been applied to
the parameter estimation in inverse problems [37, 78, 40, 38]. An ensemble of
random samples is used in order to represent distributions and is updated by

Ensemble Kalman Filter rules which makes EKI computationally cheap and

14



INTRODUCTION

allows for high-dimensional unknowns. Furthermore, it allows for advanced
black box models because it is derivative free.

In MRE, we usually model biological soft tissue as heterogeneous, isotropic
and linearly viscoelastic [63, Chapter 3]. Many approaches simplify this model
further and assume that there is no time lag between deforming forces and
the induced deformation. In other words this simplification models soft tissue
as a Hookian material which is purely elastic and not viscoelasticity [14]. In
this thesis the Bayesian approach is applied to MRE for both purely elastic and
viscoelastic model, and we show that for this approach the viscoelastic model
is clearly preferred over the purely elastic model.

The development of a Bayesian formulation of the inverse problem arising
in MRE and the application of an approach from Bayesian inversion theory [83]
to time harmonic MRE in this thesis is a novelty.

The Bayesian approach not only takes the noise in the data into account but
also provides uncertainty of the provided estimates and allows for straightfor-
ward incorporation of prior knowledge.

In this thesis we provide confidence intervals for the estimates and introduce
a quantity called ”“probability of tumour” which is useful measure to quantify

uncertainty of estimates.

15



INTRODUCTION

Another novelty in this thesis is incorporation of MRI data into inversion
algorithms for MRE. In other approaches to the inverse problem for MRE, like
direct algebraic inversion or the least squares approach [14, 32], incorporation
of knowledge available prior to the inversion is difficult. One of the advantages
of Bayesian approaches is an easy implementation of the prior knowledge about
the unknown that is available before the inversion and that remains unused in
most of the other approaches to MRE [14], especially in connection with the
parametrisation used in this thesis.

We will show how the use of prior knowledge and parametrisation consid-
erably impacts the quality of inversion results.

The parametrisation can be freely designed due to the fact that Ensemble
Kalman Inversion allows for advanced black box models [12] and can therefore
be used to incorporate knowledge about the hydrogen density in the tissue
into the prior. Usually, in application of MRE, MRI data which estimates the
hydrogen density are available.

The parametrisation of the unknown used in this thesis, the two-level
parametrisation, is relatively new in application with EKI and has been used
in this context in [61] before. The first level of this parametrisation allows for
discontinuities in the unknown, the second level of parametrisation adds spatial

variability of the unknown. While in [61] the authors parametrise a real valued

16



INTRODUCTION

unknown, in MRE with a viscoelastic model we are required to parametrise a
complex valued unknown with a comparatively difficult geometry.

In Chapter 2, we recall some basic mathematical definitions and theorems
used throughout this thesis. After that, in Chapter 3, we introduce the notion of
elastography, the inverse problem arising in MRE, the models we use and give
an overview of recent approaches to the inverse problem for MRE. In Chapter
4 we describe EKI, the inversion method we apply to MRE. Chapter 5 and
Chapter 6 showcase EKI in various experimental setups using both the purely
elastic and viscoelastic model. Finally, in Chapter 7 we give a conclusion and

describe potential extensions to the work done in this thesis.

17



PRELIMINARY MATHEMATICAL CONCEPTS

In this chapter we introduce basic notions and theorems used throughout
this thesis. We will cover basic Calculus and Linear Algebra in Section 2.1,
Integration Theory in Section 2.3, Probability Theory in Section 2.4 and Partial
Differential Equations in Section 2.5. The variable names used in this Chapter
should only be understood in the context of this chapter and have no connection

to variable names in Chapter 3 and onward.

2.1 DIFFERENTIAL OPERATORS

In this Section we repeat basic definitions of differential operators used through-
out this thesis. Apart from the definition of the curl, all definitions are taken
from [3] and adapted to our less general setting.

It is worth noting at this point that in this thesis, functions v : R" —

C" m,n € N will be treated as functions R” — R?" and we then consider

18



2.1 DIFFERENTIAL OPERATORS

differentiability of v in the way we introduced it in this section only and never

complex-differentiability.

Definition 1. Let v : R" — R be a function, n € N, and xy € R". We write oy for

the derivatives in the direction of the standard basis vectors ey for k =1,...,n and call

the partial derivative with respect to x* of v at xo.
Let (2 C IR" be an open subset and v : (2 — R be (totally) differentiable [3] at

xp € (2. We define the gradient of v in xg to be
Vo(xo) = (019(xp), ..., 020(x0)) € R".

We generalise the notion of gradients to higher dimensions and also intro-

duce the divergence.

Definition 2. Let (2 C R" be an open subset and v : (2 — R" be (totally) differen-

tiable at xog € (2. We define the gradient (or Jacobian) of v in xq to be

0101(x9) -+ 0,01(x0)

Vo(xg) = : : € R™™,

alvn(XO) anvn(xO)

We define the divergence of v in xg to be

V -v(x0) = 9101(x0) + - - - + 0,04 (x0) € R".

19



2.1 DIFFERENTIAL OPERATORS

For v : (2 — R"*" we generalise the notion of divergence to matrix valued

functions in the following way:

01011(X0) + - - - + 9,01,(X0)

V -v(x) = : € R".

810n1(x0) + -+ anvnn(xo)

Finally, we introduce the definition of the curl function.

Definition 3. For v : QQ — IR? we define the curl to be

V x v(xg) = 9102(x0) — 9201 (x0) € R.

We generalise the curl to higher dimensions and matrix valued functions.

For the case v : 2 — R* we define

alvz(xo) — azv (XQ)
V xv(xp) = ' € R

837)4 (XO) — 8403 (x())

If v : Q — R?*2, we define

91012(x0) — 92011 (x0)
V xov(x) = ’ ' c R2

93022 (x0) — 94721 (x0)

20



2.2 NORMS AND SPACES 21

2.2 NORMS AND SPACES

We recall some definitions of norms and spaces in this section. We follow
mostly [2] in the first part of the section and [3] for the definition of (Fréchet)

differentiability. In this section, let K be alternatively R or C.

Definition 4. A metric space X is a set with a function d : X x X — R defined

on, satisfying
e d(x,y) =0, ifand only if x = y.
e d(x,y) =d(y,x), x,y € X (symmetry).
e d(x,y) <d(x,z)+d(z,y), x,y,z € X (triangle inequality).

A metric space X is called complete if every Cauchy sequence in X con-
verges. A sequence (x,) in X is Cauchy if, for each ¢ > 0, there is some N € N
such that d(x,, x,) < € for all m,n € N with m,n > N. A sequence (x,)
converges in X if each neighbourhood of some a4 € X contains almost all terms

of the sequence.

Definition 5. A vector space over K is a nonempty set V with an inner operation +

on V and an outer operation

KxV—>V, (Av)—A-g,



2.2 NORMS AND SPACES

satisfying
* V and the inner operation + is an Abelian group, i.e.:
- u+(v+w)=(u+ov)+wforuv,w e V (Associativity).
- u+v=v+uforu,v c V (Commutativity).
— There is 0 € V such that v+ 0 = v (Neutral Element).

— For every v € V there exists an —v € V such that v + (—v) = 0 (Additive

Inverse).

o The distributive law holds:

A(v+w)=A-v+A-w, (Ad+u)-v=Av+pu-v, AuckK, vwelV.

e A (uv) = (Ap)-vand1l-v=vfor A, uceK,veV.
At this point we add the definition of dual spaces.

Definition 6. Let V be a vector space over K. The dual space V* is defined as the

set of all linear maps ¢ : V — K.

Definition 7. Let V be a vector space over K and let ||-|| : V — R™ be a function
satisfying:

* |x]|=0«<=x=0.

o ||Ax|| = |A|||lx||, for x € V and A € K (positive homogeneity).

22



2.2 NORMS AND SPACES

o |lx+yll <|lx|| +|lyll, for x,y € V (triangle inequality).
Vector space V together with function ||-|| is called a normed vector space.

The function ||| : R” — R, n € N defined by

x o flalla = /o e g

defines a norm and is called Euclidean norm.
The norm ||-|| of a normed vector space (V, ||-||) induces a metric d : V x

V — Rxo by d(x,y) := |lx —y]|.

Definition 8. Let V be a vector space over K and let (-|-) : VxV = K, (x,y) —

(x|y) a function satisfying:

e (xly) = (y|x) for x,y € V, where Z denotes the complex conjugate of z € C.
o (Ax+uylz) = Ax|z) + uly|z), for x,y,z € V, A, u € K.
e (x|x) >0, x€ Vand (x|x) =0<= x=0.

Vector space V together with function (-|-) is an inner product space.

A complete inner product space is called a Hilbert space. A complete
normed vector space is called a Banach space.
Let A, B € C"™*" complex valued matrices, m,n € IN. The Frobenius inner

product A : B is defined as

A:B=Y A;B;=tr(ATB),
ij

23



2.3 INTEGRATION THEORY

where tr is the trace, i.e. tr(C) = Y/ ; ¢j; for a square matrix C € C"*".

We will need derivatives in a more general setting than introduced in Section

Definition 9. Let (E, ||-||) and (F, ||-||) be Banach spaces over C and X be an open
subset of E. The function v : X — F is called (Fréchet) differentiable in x, € X if

there is bounded linear operator Ay, : E — F such that

lim v(x) —v(xp) — Ax,(x — xp)

=0.
X% [l = xol|

Ay, : E — F is then called the (Fréchet) derivative and denoted by Dv(xy).
An operator A is bounded if bounded subsets of its domain are mapped to bounded

subsets of its image Im(A).

2.3 INTEGRATION THEORY

In this section we repeat the basic notions and definitions from integration
theory. All definitions are taken from [47] and adapted to our setting. The
central notion in this section is the integral of a function over a measure space.

We begin with the definition of a c-algebra.

Definition 10. Let X' be a set and let P(X') denote its power set. A subset ¥. C P(X)

is called o-algebra if

24



2.3 INTEGRATION THEORY

1. If S is an element of ¥ then so is its complement ¥\ S.
2. X is an element of %.
3. If S1, Sa, S3, ... are elements of X then so is their union |J7° S; € L.

Definition 11. A measure is a mapping y : £ — [0, 0] from a o-algebra ¥ to the

positive extended real number line such that
1. The empty set has measure zero u(Q®) = 0.

2. For a countable collection {S;}2; of pairwise disjoint sets, i.e. S;NS; = O for

i # j the measure y is countable additive, that is pu (U2 Si) = Y724 u(S;i)

A measure space is a triplet (X,%, u) consisting of set X called the sample space,

a o-algebra . containing sets S C X called events and the measure y.

Let f,g: X — RU {00} functions on a measure space (X, %, u). We write
f<gif f(x) < g(x) forx € X.

Let fX — R functions on a measure space (X, X, ). We call f measurable,
if f~1(S) is an element of ¥ for every open set S € R.

Let (X,Z, i) be a measure space and f : X — [0, o] be measurable, i.e. the
preimage of any open interval in [0, o0] is measurable. The integral of f with

respect to y is defined by

/fdu =sup{l(g): g€ ET,g < f}.

25



2.3 INTEGRATION THEORY

where E™ is the vector space of simple positive functions, i.e.

n
E* :={f: X - R|f =} a;jls, mutually disjoint S; € £, a; € R,a; > 0},
i=1

and I : ET — [0, 0] the map defined by

1) = iwsi).

More general, let f : X — R measurable and the integral [ |f|du < co. We

call f p-integrable and define the integral of f with respect to u to be

[ feuan) = [ fan:= [ rrdu— [ an, (231)

where f* and f~ are signed functions defined by

f(x) if f(x) >0 B f(x) if f(x) <0
frix) = ;)=

0 if otherwise 0 if otherwise

For S € ¥ we define

/Sfdﬂ 1= /(fﬂs)du-

Definition 12. Let y and v be measures on (X ,X), where X is a set and X is a

o-algebra on X. Let f : X — [0, 00) be a measurable function such that

v(S) :/f]lsdy forall S € L.

In this case f is called density of v with respect to y and we call f = g—}’j the Radon-

Nikodym derivative.

26



2.3 INTEGRATION THEORY 27

For example the normal distribution v = Np; has density f(x) = 5= exp(—x2/2)
with respect to Lebesgue measure = A on IR, which will be introduced in the

next section.
We also need the definition of a special type of measure, the Dirac measure

Ox. Let X be a set with a c—algebra X defined and x € X'. We define the Dirac

measure J, : X — [0,00] as

Definition 13. Let (2 C R" be measurable and p an integer with 1 < p < co. The

Lebesgue space L,((2) is defined as
1/p
LP(Q):{f:Q—H[] (/Qlf(x)|pdx) <oo}.
The mapping < -,- >: Lp(Q) x Lp(Q) — C with

<fig>= [ f)g( dx,

defines an inner product on Ly((2).

Furthermore, we define the space of locally integrable functions on an

open subset {2 C R" as

L110c(Q2) = {f : Q — C| f|k € L1(K) for every compact K C (2}.

Finally, we define the Lebesgue space

Lo = {f : Q — Cless sup,.|f(x)| < o0},



2.4 PROBABILITY

where ess sup,..,|f(x)| denotes infinum of all K € R such that |f(x)| < K for

almost every x € (), i.e. for all x € 2\ N where N C 2 is a set with y(N) = 0.

2.4 PROBABILITY

In this section we go through necessary definitions and theorems from the
probability theory. We follow the introduction from [47] for all the definitions

and [48] for Bayes Theorem.

Definition 14. Let (X, %, u) be a measure space. Measures that satisfy u(X) =
1 are called probability measures and in this case the triplet (X, X, ) is called

probability space.

Definition 15. Let (X, X, it) be a probability space. A real-valued random variable

V is a mapping

V:X = RY

that is measurable.

A real-valued random variable V generates a probability measure yy : B —

R through

28



2.4 PROBABILITY 29

and defines together with the sample space IR and the c-algebra B a probability
space. Here, B is the smallest o-algebra containing the open sets of R", called
the Borel c-algebra and A is the Lebesgue measure assigning to a set its
volume [47]. For a cube [4,b]", a < b the Lebesgue measure is given by
A([a,b]") = (b —a)". The measure uy is called the probability distribution of
V.

Let B € B. We use the common notation {V € B} := V"1(B), {V > 0} :=
V~1([0,00]) and {V < b} := V1([~c0,b]) and also u(V € B) := u(V-1(B),

#(V > 0) == p(V71([0,00]) and p(V < b) := p(V~([—e0,b]).

Definition 16. For a real-valued random variable V, the map Fy : R" — [0,1],

x — u(V < x) is called the distribution function of V.

For any distribution function F, there exists a real random variable V with
Fv = F [47]. Both distribution functions and - if existent - density functions are

important functions that describe a random variable.

Definition 17. Let m € R? and 2., be a positive definite symmetric d X d matrix. Let

V be an R%-valued random variable such that

u(v<x)= det(Zan)_l/z/ L exp (—1/2<k - m,Z;l(k - m))) A (dk),

(—o0,]
for x € RY where AY denotes the d-dimensional Lebesgue measure and (—oo,x]? =

T1% (—co, x] the d-dimensional interval. The distribution N (m,%,) := pv is called
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Gaussian normal distribution with mean m and Covariance Xy € R¥>4, The

density of V with respect to Lebesgue measure is
f(k) = det(2mrZ,) V% exp (—1/2(k —m, Z;l(k — m)>> :

Definition 18. Let (X, %, u) be a probability space and V and W be n- and m-

dimensional real random variables. We define
F:R"™ —1[0,1], (v,w)—u(V<vand W< w).

Fy is called the joint distribution function of V and W the probability measure
v w : B = Ron R"™ is called joint distribution of V and W. The two random

variables V and W are independent if
F](x) = Fv(x) Fw(x)

If Fj has a density 7t; with respect to Lebesgue measure we call this density the joint
density. If, in addition, V and W are independent and have densities my and mw

with respect to Lebesgue measure, then 7w; = 7wy - 7Tw.

Let (X, %, #) be a measure space. We denote for any p > 1

Ly(n) :={f : X = R|f measurable and (/ | f|P dy)l/p < oo},

which is the Lebesgue space L,((2) if 4 = A is the Lebesgue measure.
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Definition 19. Let (X, X, i) be a probability space and V € L1(u) be a real-valued

random variable. The mean or expected value of V is defined as

E(V) = / V(x) du.
X
IfE(V) =0, then V is called centred.

Definition 20. Let V € Ly(u), then V is called square integrable and
Var(V) := E(V?) —E(V)?,
is the variance of V. The quantity o := /Var(V) is called the standard deviation
of V.
Definition 21. Let V,W € Ly (), then we call
Cov(V, W) := E((V — E(V))(W — E(W))).
the covariance.

Let (X,Z, 1) be a probability space. Let U and V be a pair of jointly
distributed real-valued n— and m—dimensional random variables and assume
they have a density p(U, V) with respect to Lebesgue measure. Then Bayes
formula [48] describes the conditional density p(U|V =v) = p(U|V) : R" —

[0,00) of U given V = v in terms of the conditional density p(V|U = u) =
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p(V|U), an unconditioned density p(U) and a normalisation that only depends

on V, in the following way:

V)
PUIV) = T ViU p (W) A )

Definition 22. A stochastic process/random field f = {f(x),x € X'} is a collec-

tion of random variables indexed by elements of a parameter set X.

If the parameter space X" of a stochastic process is the Cartesian plane or a

higher-dimensional Euclidean space the term random field is commonly used.

Definition 23. A Gaussian random field is a random field f = {f(x),x € X'} with
the property that for each x1, . . ., x4 with some d € N, the vector (f(x1),..., f(x4))T ~

N;i(u, X) is Gaussian distributed with some mean y and covariance X.

If the distribution of a Gaussian random field f = {f(x),x € X'} is the
normal distribution and f(x1) and f(x;) are independent for x; # x, the

random field is called white Gaussian noise.

2.5 PARTIAL DIFFERENTIAL EQUATIONS

In this section we recall the relevant definitions and theorems from the partial

differential equations theory and cover the definitions of Sobolev spaces, Lips-
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chitz domains, weak and classical solutions and state the trace theorem. We
follow [6] in this section.
Let « = (aq,0,...,05) € IN“ be a multi-index. We define the following

differential operator
pr— (2" (2"
8x1 o axd ’
and define |a| = a1 +ap + ... ay.

Definition 24. Let (2 C R" be an open subset. We denote the space of smooth

functions with compact support by

CP(Q) = {f € C%Q) : D*f € C° for « € N and supp(f) is compact},

where C°(Q2) denotes the set of continuous functions on Q and supp(f) = {x € Q:

|f(x)| > 0} the support.

Definition 25. Let (2 C R" be a domain and m > 0 be an integer. The m-th order

Sobolev space in Ly(Q) is defined by
H"(Q) ={f € L,(Q) : D*f € Ly(Q) for all multi-indices « such that |a| < m}.

Definition 26. Let Q C R" and u,v € L1 1,.(Q) and a some multi-index. We say v

is the «'"-weak derivative of u if

/ uD*¢dx = (—1)”"/ vpdx, forall p € Cy°(Q2).
u u
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Definition 27. Let 2 C R" be a set. We call 9 = O \ int(Q) the boundary of the

set, where () denotes the closure and int(Q) the interior.

Definition 28. Let (2 C R" be a domain, i.e. a connected and open subset in R". For
R > 0 and xy € R" let us define Br(xp) := {x € R"|||x — xo|| < r}. We say Q
is a Lipschitz domain or has a Lipschitz boundary if there exists sets (2; C R",

j=1,...,Nwith N € NU{oo}, such that

. ﬁj C R", 002 C U; Qj, and only finitely many of the sets intersect Br(0) for

all R > 0.

* There are Lipschitz continuous functions ¢; : 2; — By1(0) that are one-to-one
and 4>]._1 is Lipschitz as well, i.e. there exists C > 0 such that Hcp]._l(x) —

¢ ()l < Cllx —yll forall x,y € Q.
* ¢;(Q2;NQ) = B1(0) NRY and ¢;(Q2;NIQ) = B1(0) "R’ N IR’

The intuition behind this definition is that a Lipschitz boundary is locally
the graph of a Lipschitz continuous function.
Let (2 C R" be some bounded Lipschitz domain. A second order elliptic

partial differential equation is an equation of the form
—V-(@Vo+bv)+co=f xe€() (2.5.1)

where v : (2 — C is an unknown function, a is a n X n uniformly positive

definite matrix-valued function, b is a n-vector-valued function, and c and f are
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functions with ¢ > 0. A matrix function a : Q — R" " is uniformly positive

definite if there is some a, > 0 such that for almost every x € (,
¢la(x)g > a.lg>, V¢ eR™

A description of a dynamic system requires the quantification of the external
interaction with the world through its boundary 902 in form of boundary

conditions. More specifically let 02 = (9Q2)p U (9Q2)n be a partition into

Dirichlet- and Neumann-boundary of the boundary with (0Q2)p N (0Q2)N = @.

The boundary conditions are given by
v = vp, on (00Q)p, (2.5.2)

(aVo+bv) -n=gyN on (0Q)n, (2.5.3)

where up and gy are functions and n is the outer unit normal vector on (2, i.e.

|n|| = 1 and for a tangent vector w at a point xg € 92 we have n - w = 0.
The problem of finding functions u that satisfy (2.5.1)-(2.5.3) is called a

boundary value problem (BVP). A classical solution to this BVP is a v that

satisfies (2.5.1)-(2.5.3) in every x € (2 which requires v to be twice differentiable.

Also, we require v to be continuous in (2, so classical solutions are v € C2(€2) N
C%(Q). This then requires f,c € C°(Q), a € (C}(Q))™", b € (C1(Q))" and
vp, §n € C°((002)p).

These requirements are too strong in many applications. Therefore, we

usually relax the requirements to v € H!(Q2) only which then require f, c, a, vp

35



2.5 PARTIAL DIFFERENTIAL EQUATIONS

and gy to be not continuous or continuously differentiable anymore. Also, we
will see in Chapter 3.3 that this enables us to find a variational problem called
the weak form that is equivalent to finding a solution v € H!(Q2) for the BVP
(2.5.1)-(2.5.3). We do not derive the weak form for general elliptic PDEs here
but we will derive it for the specific PDE we use in Section 3.3. The solution
v € H'(Q) is called a weak solution of (2.5.1).

Weak solutions v € H!(Q) by definition only represent an equivalence
class of functions. The boundary 9d(2 is a null set with respect to Lebesgue
measure and therefore values of weak solutions v can be arbitrary. So, it is not

apparent, in which way v € H'(Q) should satisfy v = vp on (0Q)p. We define

an operator Ao that defines values on the boundary for a weak solution v, i.e.

Aov = vp. The trace theorem states under which conditions this operator exists
and extends the classical trace, i.e. how this operator extends v € H!((Q) to the
boundary of the domain. In order to state this theorem we need the following

definition of fractional Sobolev spaces:

Definition 29. Let s € IR. We define
H(R") ={u eS8 : ANueL(R")},
where S'(R") is the dual space of S(IR™) which is defined to be

S(R") ={¢p € C*(R"): suﬂg 1x*DPg(x)| < oo for all multi-indices « and B}.
xelR"
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and N® is the Bessel potential of order s € R, i.e.
(A°)@ = (1+ [22)°/2a(),
where 1 is the Fourier transform of u, i.e.
(€)= (27) ™2 [ u(x) exp(—x- &) dx.

Theorem 1. Let Q C RY be a Lipschitz domain. The trace operator Ay : C°(Q) —

C%(90) defined by (Agu)(x) = u(x) for x € 902, extends to a bounded linear map
Ao H(Q) — H712(002),

for any s > 1, ie. for all u € H?(Q) N C%(Q) we have (Agu)(x) = u(x). Here,

H*~1/2 or H® can be fractional Sobolev spaces which was defined above.

We will need these definitions and theorems in the description of our model

in the following chapter.
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PROBLEM DESCRIPTION

In this chapter we describe the idea of elastography, we introduce the model
that is used and the inverse problem that arises in elastography. Central parts
of this Chapter is Section 3.2 where we mathematically describe the model we
use in MRE and Section 3.1 gives context and background information about
MRE. Finally, in Section 3.5 we give a brief overview of popular methods that

approximate solutions of the inverse problem arising in MRE.

3.1 ELASTOGRAPHY

In this section we introduce the concept of elastography. In Section 3.1.1 we
describe the basic idea and the context in which elastography is usually used.
Section 3.1.2 describes the fundamental idea of magnetic resonance elastography.
We will only give a short qualitative description of this imaging modality as we
will use MRI data only to provide a mask for one of our algorithms in Chapter

6. After that, we outline in Section 3.1.3 the acquisition of our displacement
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data using a standard MRI machine. These displacements will be the input
for our algorithms later. Finally, in Section 3.1.4 we deduce and explain the

equations of motion we deploy in our approach to elastography.

3.1.1 Introduction

The idea of Elastography ([51], [14]) is to perturb the tissue using mechanical
vibration and infer mechanical properties from the measured displacements. It
follows the same principles as manual palpation which is used in medicine to
determine location, size, shape and firmness of an object in the body (Figure
3.1.1). The difference is that MRE is using a pneumatic vibrator in order to
trigger displacements of the tissue and a doctor is pushing his fingers into
the tissue. Instead of measuring the displacements by using the sense of
touch, MRE is using Magnetic Resonance Imaging (MRI) as imaging modality
(Figure 3.1.1). In some applications of elastography, ultrasound is used as
imaging modality [52] which is cheaper and easier to implement. Ultrasound
imaging of some parts of the body, e.g. the brain, can be difficult whereas
MR imaging can be applied to the whole body. Also, MR elastograms are

operator independent whereas ultrasound elastography depends on the skill of
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the person operating the ultrasound device. These are the reasons why in brain
and liver elastography, MRE is preferred over ultrasound elastography [77].
The displacement data provided by MRI can be then used in order to infer
mechanical properties of the tissue by either using a continuum mechanical
model or a simplified model that relates deformations and mechanical proper-
ties.
The result of an MRE scan is an elastogram, i.e. a 2D or 3D map of

mechanical properties of the tissue.

Figure 3.1.1: Left: Magnetic Resonance Elastography Right: Palpation

The big advantage of MRE over palpation is that one can obtain quantitative
and objective measures with MRE as opposed to subjective and qualitative
assessment from palpation. Furthermore, MRE allows exploration of sites deep

inside the body which are impossible for palpation, such as the brain.
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MRE can provide high resolution stiffness images of soft tissue areas and
is therefore diagnostically useful in imaging of diseases that affect the tissues
stiffness like cancer, fibrosis and inflammation [78]. Elastic properties of tumour
change at an early state of the disease [9o] and therefore, MRE can be used to
detect and locate early cancer tissue.

MRE is a well-established technique or is being actively researched for
application to the liver [90, 14], brain [84], breast [64, 77], skeletal muscle [15],
heart [17], lung [27], kidney [75] cartilage [54] and prostate [46] tissue. In this

thesis we will focus mainly on brain, liver and kidney tissues.

3.1.2 Magnetic Resonance Imaging

Magnetic Resonance Imaging makes use of the nuclear magnetic resonance of
the hydrogen atom [63]. The nucleus of the hydrogen atom has an intrinsic
angular momentum called spin. Moreover, the nucleus of the hydrogen atom is
made up of one proton carrying a positive electric charge and the spin makes
it a rotating electric charge which induces a magnetic field with a magnetic
dipole moment. In the presence of an external magnetic field with magnetic
field strength B, the magnetic dipole moment of the nucleus can align with or

against the field and interacts like a bar magnet with the field.
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Radio waves (electromagnetic energy waves) of the appropriate frequency
induce the transition from being aligned with the field to being aligned against
the field. The radiowave frequency wy, that induces the transition is called

Larmor frequency and is proportional to the magnetic field strength, i.e.

wr, = %G - Bo, (3.1.1)

where 7 is a (hydrogen-specific) constant called gyromagnetic ratio.

After this transition of the proton of the nucleus to a higher energy state
where it is aligned against the magnetic field, it returns - after a few milliseconds
[21] - to the lower energy state where it is aligned with the field. During this
transition the nucleus emits electromagnetic radiation at the Larmor frequency
wr, of the current magnetic field. So, if the magnetic field By is not changed
after transition of the proton of the nucleus, Eq. (3.1.1) holds for the radio
waves emitted. If the magnetic field is changed after transition the radio waves

resonate at frequency wg given by

wr =76 B, (3.1.2)

where B is the magnetic field.
MRI uses this resonance effect in order to approximate the local hydrogen

density. More specifically, on top of the (spatially) constant magnetic field

By one applies additional magnetic fields that vary locally, called gradients.
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Usually, three gradients are applied: The slice selecting gradient, the phase
encoding gradient and the frequency encoding gradient. These gradients are
orthogonal to each other and the variation of field strength is linear. Further-
more, these gradients are applied in the following order from the time the
transition inducing radio waves are sent out by the MRI machine until the time
the receiver coils measure the incoming radiosignal emitted by the nuclei.

The slice selecting one is applied at the same time as the radio waves are
sent out by the MRI machine. As a consequence, only the hydrogen nuclei in
one slice of the object of interest resonate. While sampling the incoming radio
signal another gradient orthogonal to the slice selecting one is applied. This is
the frequency encoding gradient. Subsequently, due to (3.1.2) the frequency of
the already resonating nuclei in the selected slice is changed depending on their
location along the direction of the frequency encoding gradient. In other words,
due to the frequency encoding gradient, there are lines in the selected slice,
orthogonal to the frequency encoding gradient and nuclei along each of these
lines emit radio waves at the same frequency and after Fourier transform of the
incoming radio signal at a receiver coil, different frequencies can be assigned
to locations along these lines. The frequency encoding gradient introduces

equifrequent lines in the slice selected by the slice selecting gradient.
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The third gradient applied is the phase encoding gradient. This gradient
is turned on and off between the slice selecting and the frequency encoding
gradient. As this gradient is orthogonal to the other two gradients the emitted
radio waves from one equifrequent line have different phases when measured
in the receiver coil.

This sequence of sending out radio waves while applying a slice selecting
gradient, then turning on and off a phase-encoding gradient and measuring the

incoming radio signal while applying a frequency encoding gradient is repeated

several times with different slopes in the linear phase encoding gradients.

By comparing the phase offsets induced by different (linear) phase-encoding
gradients in a certain location, a nucleus can be located along the direction of
the phase-encoding gradient. Big differences in phase-offsets correspond to a
bigger distance to the isocentre of the phase-encoding gradient, i.e. the location
where the phase encoding gradient is zero. A small difference corresponds to a
small distance to the isocentre. The amplitude of the radio signal in a location
corresponds to the density of emitting radiation.

By application of this sequence of radiowave pulses and time-dependant
gradients, the density of hydrogen nuclei in a certain location in the object of
interest can be estimated. The sequence of gradients and radiowave pulses in

the description above only describes the basic idea of MRI. Recent MRI devices
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use more advanced sequences of radiowave pulses and gradients in order to
achieve images faster and with higher accuracy (Spin Echo Pulse, Gradient Echo
Pulse, Fast Gradient Echo Pulse, Fast Spin Echo Pulse [89]). The puls-sequence
diagram of a spin echo puls sequence is shown in Figure 3.1.2.

In order to create a map of hydrogen density, the incoming electromagnetic
radiation at receive coils is described using a model. More specifically, measur-
ing the incoming electromagnetic radiation y € R"”, n € IN, at the boundary of

the domain of interest leads to an inverse problem [21]:

U:Af+€N/

where en € R” is (usually Gaussian) noise and A is a known linear operator
comprising the forward model for MR signals, f € R", m € N, is the unknown
vector of magnetisation immediately after excitation at locations in the body.
The magnitude of this magnetisation is proportional to the product of local
strength of the magnetic field and the local density of Hydrogen atoms and
therefore, f can be used to obtain images of the hydrogen density distribution

in the body [21].
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Figure 3.1.2: MRE pulse sequence diagram. RF = radiofrequency, GPhase = phase-
encoding gradient, GRead = readout gradient or frequency-encoding gradient, Gslice =
slice selective gradient. In a spin echo sequence motion sensitizing gradients (MSGs)
are inserted before and after the second RF impulse. The phase offset between MSG
and mechanical excitation is in this picture « (in this thesis the phase shift is denoted
by B). (Reprinted with permission from U. Hamhaber, F. Grieshaber, J. Nagel, U.
Klose, “Comparison of quantitative shear wave MR-elastography with mechanical

compressiontests”, Magn Reson Med. 49 no. 1 (2003):71-7.)
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3.1.3 Displacement Data from MRI

In this subsection we give a description of the acquisition of displacement
data of the tissue in MRE using a standard MRI machine. On top of the three
gradients applied in standard MRI pulse sequences a slowly oscillating fourth
gradient is applied. We start this subsection with the quantitative description
of (general) gradients.

Let G(t) be a magnetic field gradient that only modifies the x1-component

of a magnetic field B, i.e.

0By, (t
Gry (1) 2l
G(t) = | Gyy(r) | = | Zut (3-1.3)
0By, (t
st(t) #3()

This magnetic field gradient is added to a constant magnetic field By which

results in a total magnetic field at position x(f) = (x1(t), x2(t), x3(t)) given by

B(x, t) = (Bo+ G(t)x(t)).

Let the position of the nucleus be x(t) = x¢ + v;(t) with x( being the position
at rest and v; the displacement. Due to (3.1.2), a resonating nucleus in magnetic

field B is emitting radio waves of frequency

wr(x,t) = v - (Bo+ G(t) - x(t)) = wo + 16 G(t)xo + vcG(t)ve (t),
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where wy is the frequency of radio waves emitted by the nucleus in magnetic

field By defined in (3.1.1). Let
w1 (t) = wo + 16G(t)xo,

the frequency emitted by the nucleus at the position at rest when the gradient
G is applied.

The amount of accumulated phase of the nucleus resonating at frequency
wgr(x, t) due to displacement v; relative to the frequency wi(t) at time ¢ is given
by [65]

t t
0(x,t) :/t (wr(x, ') —wi(t))dt = 'yc/ G(t)v(x, t')dt. (3.1.4)

0 to
Let us assume that a harmonic boundary excitation 9(x) cos(wt), w € R
generates a wave field in the object MRE is applied to and that the generated

wave field is in stationary state after time fy and can be described by v(x) =

v,(x) — joue(x) for functions v, v, : R? — R and complex quantity j := /—1.

We will later explain how these assumptions stem from the model we are using

for MRE. The time-dependant wave field after time ¢t is described by [14]

ve(x,t) = Re [v(x) exp(—jwt)]
= Re[(v,(x) — juc(x)) (cos(wt) + jsin(wt))]

= v;(x) cos(wt) + vc(x) sin(wt).
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In MRE, we apply a motion-sensitizing gradient in the chosen pulse se-

quence of MRI (see Figure 3.1.2), i.e. a gradient of the form

G(t) = Go cos(wt — B), (3.1.5)

where w is the angular frequency of the motion-sensitizing gradient which is
chosen to be the same as that of the harmonic oscillation in the tissue, B is a
phase shift between the motion-sensitizing gradient and the external excitation.
This gradient is included into the normal pulse sequence of the MRI machine
after the first radio frequency pulse. If two or more radio frequencies pulses
are used in a pulse sequence the motion sensitizing gradient is added after the
tirst and before the second radio frequency pulse [63].

Choosing the time t = ty + 271N /w and using trigonometric product-to-

sum identities result in a phase shift 64(x):

to+27Ng /w
05(x) = 76 /t G(t') - o(t') dt’ (3.1.6)
to+2mNg /w
= 7o /t Gocos(wt' — B) (vr(x) cos(wt') + ve(x) sin(wt')) A
(3.1.7)
= ﬂf\igj’)’c [(vy - Go) cos B+ (vc - Go) sin B . (3.1.8)

Here we denote by N, the number of gradient cycles. By using motion-

sensitizing gradients Go = (Gy,0,0), Go = (0,Gyp,0) or Go = (0,0,Gp), we
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(i)

can obtain the phase shifts 9/3 in each coordinate i = 1,2,3 in MRE measure-

ments given by

Ng76G |
%(%(75) cos p+ v, (x)sin B) = 0 (x) i=1,2,3.

Let p=0or B = /2, we have

_ W (i) _ w @
. =—0,/, , = —— =1,2,3.
O (x) ﬂNg’)/GGo 0 Y (x) 7'L'Ng’)’GGQ 971/2 ! 3

We assume our measurements later to be of the form v = v, 4 jo. at some

discrete measurement points and assume the measurements to be corrupted by

noise. We will give a more detailed description of this in Section 3.4.

3.1.4 Elasticity - Equations of Motion

In this section we briefly describe the physics leading to the equations of
motion of soft tissue under small harmonic deformation. In Section 3.2 we give
a mathematical description of these equations and their boundary conditions.

The momentum transport in a continuum that is not in motion and has a
constant density p, is described in the Lagrangian form by the following system

of partial differential equations

Ev c0q = f, (3.1.9)
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where 0 is the stress tensor and f is a vector containing all the accelerations
caused by body forces. These equations are a special case of the Cauchy
momentum equations [49] but in (3.1.9) we assume a vanishing flow velocity
[8].

Stress expresses the loading in terms of the force applied to a certain cross-
sectional area of an object which then causes the material to deform. Let us
denote by v; these displacements caused by stress. In the case of infinitesimal
deformations in an isotropic linearly elastic solid we can relate the stress with
the resulting deformations v; in the following way that only involves the two

mechanical parameters y and A [14]:

Ol = 1 (Vvt + Vv?) +A(V.-v) L (3.1.10)

Elasticity describes the reversibility of deformations caused by stress, i.e. if
stress components vanish, the displacement components drop to zero as well
[66]. Linearly elastic materials deform proportional to applied load. Isotropic
materials deform independent of direction.

We will later distinguish between purely elastic and viscoelastic material.
For purely elastic materials the relation between stress and displacements is
instantaneous, i.e. there is no time lag between a change in stress and the

deformations caused by the stress. The response of viscoelastic materials on the
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other hand is time dependent. Viscoelastic materials have a certain resistance
to deform and this damping introduces a time dependency in the material’s
response. We will have a closer look at viscoelasticity in Section 3.2.1. Also,
we will discuss in Section 3.5.1 how these underlying assumptions about soft
tissue can influence elastography results.

Using f = (0%v;/9t?) [14] results in

v. (P‘ <Vvt—|—VUtT>+/\(V'Ut)I> :P%'

and assuming that the displacements are time harmonic [14], i.e. there is a time

independent v(x) such that
vi(x,t) = Re [v(x) exp(—jwt)],
results in the equations of motion of soft tissue for harmonic displacements
V- (]/l (Vv + VUT) +A(V-0) I) = —pw?v.

In the following section we will introduce boundary conditions and describe
preconditions under which there exist unique weak solutions to the boundary

value problem.
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3.2 MODELLING ASSUMPTIONS

In this section we describe the model of harmonic mechanical deformations

in the soft tissue of a living body and its underlying modelling assumptions.

Let (2 be a non-empty bounded, open and connected set in R? with Lipschitz
continuous boundary 9. Let v(x) € C? be the displacement field describing
small mechanical deformations in the soft tissue. The displacement field
under harmonic deformation satisfies the following system of elliptic partial

differential equations (see [25], [41]):

V- [0a(v)] = —pww?o, for x € (), (3.2.1)
v=7, for x € d(2p, (3.2.2)
[0e1(0)] - n =0, for x € 9Oy, (3.2.3)

with Cauchy stress tensor [14]

Oel(V) = (VU + VUT) +A(V-0)l
(3.2.4)

= Ug (Vv—i—VvT) +A(V-v)I+jur (VU+V0T> ,
where j := v/—1, Vol = (Vo)T, u = us+jur € L®(Q, C) is the shear modulus,
I = diag(1,1) the identity matrix, pg is the storage modulus , y; € L*(2,R) is

the loss modulus, A € L*(0,R) is the first Lamé parameter, o)y € R, py > 0,

is the density, w € R, w > 0 the frequency of the sinusoidal excitation , x € (2
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spatial coordinate and n the outer unit normal vector on body (2. We denote by
0Qp and 0y the Dirichlet (0Q2)p and Neumann (9Q2)y part of the boundary
0. Furthermore, we assume d(2 = dQ2p U d2n and d2p NIy = &. We also

assume
us,ur > 0and A + pg > 0.

If the Dirichlet input 8(x) € H3/2(dQp) there exists a unique weak solution
v € H'(Q) to the problem (3.2.1)-(3.2.3) (see [41]). Here H3/2(dQp) denotes
the Sobolev space of fractional order 3/2 [56].

Note that the problem (3.2.1)-(3.2.3) corresponds to the time-harmonic case
where it is assumed that all waves propagating through the tissue are oscillating
with angular frequency w. The time-dependent wave field v; is related to the

time-harmonic v in the following way

vi(x,t) = Re [v(x) exp(—jwt)].

We call the set of points x € 9Q2p on the Dirichlet boundary with 9(x) # 0
loading edge boundary. This models the sinusoidal excitation of angular
frequency w and amplitude 9(x) applied by some external source. We call the
set of points x € dQ2p on the Dirichlet boundary with 9(x) = 0 fixed edge
boundary. This models fixed points like bones in the body where any incoming

waves bounce off.
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The set of points x € 02 with zero surface traction are called free edge
boundary. Traction is defined to be Ty = 0 - n. It can be shown that if no
external forces are applied at a point x € d(2y then the traction vanishes at this
point. So, it is natural to impose this traction Neumann boundary condition if
no external force is applied.

A free edge boundary assumes vacuum and a fixed edge boundary assumes
infinitely stiff enclosure. This is not physical, however the classical boundary
conditions used here are used as approximations of real world boundary
conditions.

The shear modulus y is a measure of the elastic shear stiffness. It describes
how the material deforms under stress. The SI unit is Pascal. In the human
body it varies on the order of 2000% under the presence of diseases like cancer
or fibrosis and is therefore diagnostically useful [92].

The density py varies only on the order of 8% [59] and is therefore consid-
ered as a constant in our model.

Common frequencies used in MRE lie in range between 25Hz and 250Hz
[43]. We will later also discuss low frequency MRE experiments with less
common frequency < 4Hz.

In Figure 3.2.1 we illustrate the model given by (3.2.1)-(3.2.3).
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Figure 3.2.1: Example for a distribution of parameter y across a square domain (2 of
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size 70mm by 70mm and corresponding wave field v € C? solving (3.2.1) - (3.2.3). The
sinusoidal excitation has amplitude Re[?;] = 0.001mm along the horizontal direction
inducing shear waves. Frequency for the sinusoidal excitation is 60Hz (w ~ 377 rad/s)
at the bottom edge. The top edge is a fixed edge. Left and right edge is a traction

free Neumann boundary. Furthermore, pyy = 1kg/L, v = 0.499. The amplitude of the

displacement field is given in mm. Top left: Plot of the storage modulus distribution.

The background value of yg is 3500Pa and the inclusion value is 5000Pa. Top middle:
Plot of the loss modulus distribution. The background value of yj is 2800Pa and
the inclusion value is 4000Pa. Top right: Horizontal displacement Re[v;]. Bottom
left: Horizontal displacement Im[v;]. Bottom middle: Vertical displacement Re[v,].

Bottom right: Vertical displacement Im[v;].
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3.2.1  Viscoelastic and Purely Elastic Model

Viscosity of a fluid is a measure of its resistance to deformation at a given rate.
In (3.2.1) - (3.2.3) the viscous contribution to the shear modulus y is quantified
by ur(x) € R. For a purely elastic material, i.e. a material without any viscosity,

the equations of motion are given by

V- s (Vo + VoT) +A(V-0) 1] = —pwe, for x € O,

for x € 9(2p

I
\Qb

0

(s (Vo + V0T ) +A(V - 0)1] 'n =0, for x € 90y

So, in this viscosity free case we assume y; = 0, the Cauchy stress tensor

becomes real-valued
0a(v) = s (Vo + Vo ) + A (V-0) I (32.5)

In the viscosity free case we have v(x) € R? and we assume the measurements
to be real-valued as well. We discuss assumptions on the measurements in
MRE in Section 3.4.

In purely elastic materials both stress 0 (v) and strain ug (Vo + Vol) +
A (V -0) I (see 3.2.5), are in phase.

In viscoelastic fluids stress and strain are out of phase [57], i.e. there is

a time lag between stress and displacements caused by the stress when the
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material is subjected to oscillatory displacements. Due to the time-harmonic
nature of stress and strain, this time lag can be described by a phase angle
between stress and strain. Conveniently, this can be expressed using complex
variables for strain and stress which then results in a complex shear modulus u
[57, Chapter 2].

The real part s is negatively correlated with the phase angle between stress
and strain and describes the elastic part, i.e. how much in-phase the stress and
strain component is and is a measure of the stored energy. The complex part
pur is correlated to the phase angle between stress and strain and describes the
viscous part, i.e. how much out-of-phase the stress and strain component is
and is a measure of the energy lost as heat. We have u; = wy; where y; is the
so called shear viscosity [42].

In Figure 3.2.2 we illustrate the purely elastic model.
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Figure 3.2.2: Example for a distribution of parameter u across a square domain (2 of
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size 70mm by 70mm and corresponding wave field v € R? solving (3.2.1) - (3.2.3) for the
purely elastic case, i.e. u; = 0. The sinusoidal excitation has amplitude 9; = 0.00lmm
along the horizontal direction inducing shear waves. Frequency for the sinusoidal
excitation is 60Hz (w ~ 377 rad/s) at the bottom edge. The top edge is a fixed edge.
Left and right edge is a traction free Neumann boundary. Furthermore, pyy = 1kg/1,
v = 0.499. The amplitude of the displacement field is given in mm. Left: Plot of the
storage modulus distribution. The background value of s is 3500Pa and the inclusion
value is 5000Pa. Middle: Horizontal displacement v;. Right: Vertical displacement

07.

3.3 WEAK FORMULATION OF THE VISCOELASTIC HELMHOLTZ EQUATION

In this section we derive a weak formulation for problem (3.2.1)-(3.2.3) which is
then used to describe how we can find approximations of the solutions using

the standard Galerkin finite element method. We homogenise the problem
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(3.2.1)-(3.2.3) (see for example [33]). We take ® € H' () such that &[5, =0

and seek 7 := v — ® such that

V- 0a(0) = —pww?d + V - 0 (D), for x € O, (3-3.1)
=0, for x € d(2p (3.3.2)
0e1(0) n = —0y(P) - n, for x € 0Qy. (3.3.3)

In order to get the weak form we multiply the residual by a test function

w € H}(Q) defined by
Hy(Q) := Jw e H'(Q);w|,, =0
0 . w , W 90 ,
and integrate over the domain (2
/Q w (V- 0a(5) + pwe?s — V - 0a(®)) d2 = 0. (3.3.4)
By applying integration by parts [50], i.e.
- /QwV L0q(8)dQ = — /m w0y (9) - nd(2Q) + /Q Vo : 04(3)dQ,

where A : B, the Frobenius inner product for matrices A and B defined in

Chapter 2. As the test function is zero on d(2p, we get

—/ WV - 0 (5) dQ = —/ w0y (3) -nd(aQN)+/ Vo : 04(3) d0,
o) 0N I

We note that [50]

/QVw:Uel(ﬁ)dQ:/QZy-s(ﬁ):s(w)dQ—i—/Q)x(Vﬁ)(V-w)dQ,
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can be written symmetrically, where we used the notation
e(5) = <Vz7 + WT)

=5 :

We define the Hermitian forms dyer, @her : Hcl) X H(l) — C with
Aper (W, D) /2;4 (v d(2+/ (V-9) (V- -w)dQ,
and
Oher (W, 0) := Aper(w, 0) —/ woww?5dQ).
Q
We also define the linear form Iy, : H& — C with
i (W) = / w - 0 (®) - nd(d02y).

EIONN,

We can rewrite (3.3.4) now in the following way
ﬁher(w/ 5) = dher(wl CT)) - 2l(w)' (3-3-5)

We call a function ¢ € H}(Q2) satisfying this variational problem (3.3.5) for all
w € H}(Q) a weak solution of the elasticity problem.

In order to find approximations of the weak solutions, we consider a sub-
space HY' of H} and try to find 6 € HJ'((2) satisfying this variational problem
(3.3.5) for all @ € Hy'(€2). We assume Hj' to be finite-dimensional with linear

tent [60] basis functions tv;, i = 1,...,N. We can write @ = Zfl-n w;to; and

S

= Zzﬂ 0;1; in (3.3.5) which then leads after some calculation (for example

found in [9]) to a linear system of equations that can be solved for w;.
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3.4 INVERSE PROBLEM

3.4 INVERSE PROBLEM

In this subsection we describe the inverse problem arising in MRE and the
modelling assumptions underlying this inversion. We go back to (3.2.1)-(3.2.3)
in order to describe the inverse problem. We usually replace A by an expression

containing the dimensionless constant Poisson’s ratio v defined as follows [14]

215V
A= .
1-2v

Then (3.2.1) can be written as

\E {y (Vv + VUT) + 12_% (V-0)I| = —pww?y, forx € Q. (3.4.1)
We assume Poisson’s ratio v = 0.499 to be constant which models the near
incompressibility of human tissue [62].

Let M := L®(Q2,C). The only remaining unknown variables in (3.2.1)-(3.2.3)
are y and v. Equation (3.4.1) defines a (nonlinear) parameter-to-output map
assigning each y € M the solution v of (3.4.1) with boundary conditions (3.2.2)

and (3.2.3). Let xq,..., x, € 2 be measurement locations and let us define the

map
G- M-=>C", u—Gp):=(v(x1),...,0(xm)), (3-4-2)

where v is the solution v of (3.4.1) with boundary conditions (3.2.2) and (3.2.3)

evaluated at the measurement points.
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Our modelling assumption is that our measurement v € C™ is a solution
v of (3.2.1)-(3.2.3) for an unknown parameter y evaluated at the measurement
points x1,...,x,; € . Furthermore, we assume that v is corrupted by noise
and that the noise is an m-dimensional mean zero Gaussian random variable.

In other words, when using the forward operator defined in (3.4.2), we assume

v=G(u)+n, (3-43)

where 7 denotes the measurement noise. The inverse problem consists of
finding 1 € M from measurements v.

This problem is ill-posed that means the solution # does not depend contin-
uously on the data v. Small changes in v lead to big changes in the solution u
for this inversion [92].

We also assume that the noise 7 € C" in MRE is the sum of many, mostly
independent sources of noise. The central limit theorem states that the nor-
malised sum of independent random variables with some overall mean and
finite variance tends to be Gaussian. So, the central limit theorem modifies our
assumption of additive Gaussian noise in the model. However, we only have a
finite number of sources of noise and therefore, the central limit theorem cannot
applied exactly. Sources of noise in MRE might be, among others, motion of the

body, respiration, movement of the table and signal noise in MRI, which goes
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back to radiofrequency noise from external sources and increased temperature

(thermal agitation) of the body and the electronics inside the MRI system [91].

3.5 COMMON APPROACHES TO INVERSION IN MRE

In this section we describe the two commonly applied approaches to the inverse
problem in MRE (4.1.1). Both approaches do not take into account the statistics
of the noise 7 unlike the approaches from the inversion theory discussed later
in Section 4.1.5. The first one solves for u after applying an operation of curl
to (3.2.1). In Section 3.5.1 we describe this approach which is called direct
inversion. The other approach will be described in Section 3.5.2 and tries
to minimise the difference between the measured wave field and those wave
tields computed by a finite element method. A common modification of this
computationally expensive approach is to split the minimisation problem into
smaller sub-problems. We describe this method in general in Section 3.5.3 and

how to combine it with the least-squares optimisation in Section 3.5.4.
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3.5.1 Direct Algebraic Inversion

A widely used approach for solving the MRE inverse problem is direct algebraic
inversion [23, 14]. In order to derive the algebraic inversion formula for soft
tissue stiffness from equation (3.2.1), we rewrite it using the fact that V -

A(V-v)I =V (AV -0v) which gives us
V-u (Vv + VUT) +V (AV - 1) = —pww?o. (3.5.1)
Now, an operation of curl performed on equation (3.5.1), which results in
VXxV-u (Vv + VUT> +V x VAV -u) = —pww?(V x v), (3-5.2)

and then using the fact that the curl of the gradient of any smooth f is always

zero [30], i.e. V x Vf =0, simplifies (3.5.2) to
VxV-u (Vv+ VUT> = —oww?(V x v).

In the next step of the algebraic direct inversion approach we assume that y is a

constant which is usually referred as the “local homogeneity assumption” [80].

It can be shown that V x V (Vo + VZJT) = V?(V x v), where V2 = V-V is

the Laplace operator. We can now write

uV3(V x v) = pww? - (V x 0). (3-5.3)
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We can interpret this as the wave equation for the propagating shear wave
[14] and u as a factor in the wave number. Rearranging 3.5.3 yields the direct

inversion formula which is

_ pw - w?(V x0)
B= VIV xo) (3-5-4)

In algebraic direct inversion approaches like [23, 14] the measurement data
v € C™ is then used to calculate the finite-dimensional approximation ji € C"

of the shear modulus by

pw - W (V x v)
V2(V x v)

il = (3-5-5)

where a discrete curl operator that uses finite differences is applied.

This approach is one of the computationally cheapest approaches to the
inverse problem in MRE and inversions for real world data sets only take a
few seconds [22]. However, there are several weaknesses of this approach: We
assume Vv is corrupted by noise and gets differentiated twice in (3.5.5). In the
presence of a high noise level the accuracy of direct inversion is poor. Usually,
smoothing is applied to the data v before the inversion or after the inversion to
fl.

Also, direct inversion is restricted to model (3.2.1) and suffers from the
modelling errors attached to this model. The differential equation (3.2.1) is a

reasonable choice for modelling soft human tissue. However, [42] discusses
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various viscoelastic models for the soft tissue in a living body and each of them
results in different equations of motion. In [70], [28] the authors show how the
application of a poroelastic model instead of the linear elastic model (3.2.1)-
(3.2.3) can improve inversion results in real world experimental setups with tofu.
The poroelastic model models fluids inside organs, such as blood and interstitial
fluid. The governing equations contain a term for pore water pressure and
direct inversion cannot be applied anymore. Also, if MRE is applied to other
materials direct inversion (3.5.5) might not be applied. In applications of MRE
to materials that are incompressible, the model (3.2.1)-(3.2.3) changes and we
have V - v = 0.

In the application of the discrete curl (3.5.5) the numerical derivatives contain
errors which make approximations i less accurate. In regions with significant
heterogeneity, the accuracy of direct inversion suffers [23]. We will see in the

experiments in Section 6.4 that this is the main weakness of this approach.

3.5.2 Least-Squares - General Introduction

Another commonly used approach to the inverse problem in MRE is to find the

optimiser of the least-squares function: [23]

min mT(p), (3.5.6)
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where

w(u) = (G (u) —v)|>

Algorithms that try to find solutions or approximations are usually iterative,
the most common one is Gauss-Newton [31]. We discuss several weaknesses of
least-squares approaches and the specific least-squares approach in [31] in the
context of inverse problems later in this Chapter and in Section 4.1.

Finding an optimiser of (3.5.6) ignores the distribution of noise and therefore,
the distribution of measurements v. If we have a very high noise level at only a
few measurement locations v; and low noise level otherwise, the euclidean norm
in (3.5.6) is dominated by these few locations and iterative methods tune updates
to these outliers only. Even though this is an extreme example illustrating the
weakness of this approach, it is realistic however, that displacement data in one
direction in MRE might be more corrupted by noise than in other ones.

In the statistical approach explained below the precision operator coming
from the distribution of the noise is used in the least square function which

takes into account the distribution of noise in the measurements.
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3.5.3 Subzones

In this subsection we describe the subzone inversion approach which was
introduced by van Houten in [32] and [31] in the context of least-squares min-
imisation described above. We give a description of this idea in this subsection
that enables us to use it later on in statistical inversion approaches. The key
idea is to circumvent high computational costs by dividing the field-of-view
into a series of overlapping subzones (2,.

More specifically, we define non-empty, open and connected subsets (2, C
(2 in the domain of interest (2 such that they cover the whole domain, i.e.

(2 = U(2;. In each subzone (2, we define a boundary value problem

V- 0q.(v) = —pwwzvz, for x € s, (3.5.7)
vy, = 0, for x € 0Q2p NI, (3.5.8)
v, = Vg, for x € 9Q2; \ (002N U9Qp), (3-5.9)
0o, (v) m=0, for x € 00N N A2, (3.5.10)

where 0, (0) := p (Vo, + Vol ) + A (V - v;) I and v is obtained from measure-

ments v by interpolation in (2,, e.g. bilinear interpolation. So, measurements
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are used to pose boundary conditions on the subzone. Similarly to (3.4.2) we

can define a subzone forward map

G L, R) - R™, puw (v(x1),...,02(xm,)), (3.5.11)

where G, (u) is the solution v, of the boundary value problem above for y and

X1,...,Xm, are measurement points inside subzone (2,. The inverse problem

(4.1.1) can now be approximated in a subzone 27 by using G, instead of G|, .

The noise in the data v and the fact that we use interpolation in order to get vc
introduce an error on the subzone boundary (3.5.9) which is carried further to
an error between the subzone solution v, using G, and the global solution v
when restricted to the subzone (27, in other words v|q, .

The quantification of this error as well as the development of methods to

minimise the error is an open problem.

3.5.4 Subzone-Least-Squares

In this subsection we describe further details of one of the most commonly
used approaches to the inverse problem in MRE next to direct inversion.

In the least squares approach in [31], [32] the authors consider the unknown
pin (4.1.1) and y; in (3.5.11) only on a discrete mesh in (2 even in the formula-

tion of the inverse problem. Let points {£;}7 ; € (2 correspond to the chosen
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computational mesh of the discretisation scheme used in the finite element

method described at the end of Section 3.3 and define

o= (u(x1),..., u(%s)). (3.5.12)

The least-squares function considered in [31] is

min 7(f), (3.5.13)
peM

where M := R" is the space of all 7-dimensional approximations of y and

() = 1(G(R) = v)II%. (3-5-14)

Here, we use G : R" — R that maps from the finite-dimensional approxima-
tion f1 of y to the the finite-dimensional approximation 9" of & described at the
end of Section 3.3, i.e. G(f1) is the finite element approximation of G(u) for
computational mesh {£;}? , € Q. The mapping 7 is mapping R” — R.

In [31] the authors then use the subzone idea described in Section 3.5.3
and define non-empty, open and connected subsets (2, C (2 in the domain of
interest (2 such that they cover the whole domain, i.e. {2 = U(2,. Subzones
might overlap. In Figure 3.5.1 we give an example on a domain division into
several overlapping subzones on an rectangular grid of discretisation. In each

subzone (2, we define an objective function

1) :ZﬁZ( ZHVZ gz (f1z) ||2/ (3.5.15)
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where v, := v|n, € R" is the measurement data and 1, € R" the shear
modulus in the corresponding subzone z. 7, denotes the least square functional
(3.5.14) in subzone (2,. We denote the mapping G, : R": — R maps the finite-
dimensional approximation fI of u given on the nodes £; € (2, of the chosen
computational mesh inside the subzone (2, to the displacements v, in points

xl,. . .,xmz.

Figure 3.5.1: After discretisation, subzones are defined on the mesh. Subzones might

overlap. In this picture subzones overlap by one point.

In [31] the authors use the assumption that the minimiser of the sum in
equation (3.5.15) is equivalent to the sum over the minimisers in each sub-zones
and we have :

argmin 7tz (fI) = arg min {Z 7t; (ﬁz)} = Zargmin 7tz (flz) = argmin 7(f1),
M pem 'z 2 peM peM
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for the minimiser. In [31] the authors then use the Levenberg-Marquardt

method to update the parameter in the following way

pr =+ Az,

where the update Ay, is the solution of the following matrix system:
[H + &l][Afiz] = —grad 7 (f'),

where approximations of the gradient grad, 7r(ji') and the Hessian H. which

involve the derivative % can be found by approximating a modified
%

version of (3.2.1)-(3.2.3) [32].
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In this section we describe the Bayesian inversion approach we use to solve
the inverse problem arising in MRE. In Section 4.1 we introduce the two main
approaches from inversion theory called Bayesian and deterministic inversion,
and explain the properties and advantages of each approach. In Section 4.2 we
explain the specific Bayesian approach that we have chosen which is EKI. The
key part in this Chapter is Algorithm 1 which is the version of EKI that we use
in this thesis. In Section 4.3 we show how we define the prior in our Bayesian
approach. Finally, in Section 4.4 and Section 4.5 we show how our approach
can be modified using a different parametrisations so that it can capture well

complex geometries in the unknown.

4.1 BASIC APPROACHES FOR INVERSE PROBLEMS

In this section we describe the two main approaches to inversion and why we

have chosen one over the other. In Section 4.1.3 we introduce deterministic
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inversion and in Section 4.1.4 and 4.1.5 we describe Bayesian inversion. In
Section 4.1.6 we explain why we follow a Bayesian approach. We start this
section with an overview over inversion approaches in Section 4.1.2. but before
we do that we give a more general formulation of the inverse problem (3.4.3)
that includes a parametrisation of the unknown. This general framework will

be useful later on when we use parametrisations in Sections 4.4 and4.5.

4.1.1  Formulation of the Inverse Problem that includes a parametrisation

Before we describe basic approaches from the inversion theory we give a more

general formulation of the inverse problem (3.4.3) by allowing for a class of

suitable parametrisations P : K — M for our estimate of the unknown y € M.

These parametrisations characterise the physical properties in M in terms of an
input k € K. The space of parameters K will be specified later depending on
the chosen parametrisation. For now, we assume K is a (infinite-dimensional)
Hilbert space. When using a parametrisation, inversion approaches try to
estimate the parameters k € K instead of the physical property y € M. We
define F := G o P and write down the general formulation of the inverse

problem (3.4.3) as finding k € K from measurements v with

v = F(k)+7. (4.1.1)
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Choosing P := id we have (3.4.3) as special case of (4.1.1).

4.1.2  Quverview

The inversion approaches described in Section 3.5 do not take into account
the distribution of noise. Due to the aforementioned ill-posedness of inverse
problems two outcomes of the same experiment can therefore lead to very
different inversion results in their approaches. We want to deploy and develop
methods that give similar inversion results if they are applied to the same
experiment. Also, approaches in Section 3.5 assume the real world could be
exactly represented by fairly simple models like (3.2.1) and do not allow for
modelling errors.

Methods in inversion theory try to incorporate the statistics of the noise or
modelling errors into their methods [45, 86]. More precisely, they consider the
measurements v in (4.1.1) as realisation of a (finite-dimensional) random vari-
able V. We assume the noise 7 ~ N (0, B) is centred Gaussian with covariance
operator B € C"*" and denote its probability density function with respect to
Lebesgue measure as p,. From (4.1.1) we conclude that the density p of v given

k is given by

Pv1E) = pu(v = F ) = om0~ FO)IR )



4.1 BASIC APPROACHES FOR INVERSE PROBLEMS

and therefore, the data likelihood Ly for k given observation V = v is

1

N

Ly (k) i= p(v]k) = (5le-FEDR), G2

where ||| := |[B~V2|.

If Ly (ky;v) > Ly(kp; v) then the observation v is more likely to occur under
ki than k; so that k; can be considered as more plausible than k;.
Approaches from inversion theory can be split into two groups: Determinis-

tic inversion and Bayesian inversion.

4.1.3 Deterministic Approach to Inversion

In the classical or deterministic approach to inversion k is a fixed unknown
constant which is inferred utilising the distribution p(v|k) (or more precisely
the covariance B of the noise) after V = v has been observed [45]. The centre of
interest is to construct good methods of inference and the unknown k is not
treated as a random variable. A familiar method of deterministic inversion is
to find the k* € M that is maximising the likelihood and is therefore the most
plausible estimate given the data v. In other words we are solving for given

observation v the optimisation problem of finding the optimiser

kipL := argmax Ly (k; v) = argmin||v — F(k)||3, (4-1.3)
kek ke
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which is in the case of Gaussian noise with covariance operator B a generalised
(nonlinear) least square problem.

In (finite-dimensional) parameter estimation theory of deterministic infer-
ence the quantity (4.1.3) is called the maximum likelihood estimator [45].

Solving or approximating (4.1.3) is a difficult optimisation task since the
functional that needs to be minimised is not a quadratic one with respect to
k because F is nonlinear. If the minimisation problem is ill-posed, iterative
numerical approaches may fail finding updates [72]. If maxima exist optimi-
sation methods may only converge to a local maximum rather than the global
maximum. Also, they might overfit the data v if the of the noise is not known
exactly, i.e. F(k{;p; ) is almost exactly v. In this case, we try to explain the noise
in the measurement which is not a goal of inversion. Therefore, it is common in
deterministic inversion to replace (4.1.3) by similar optimisation problems with
better properties, e.g. regularised optimisation problems before (Tikhonov) or
iteratively while solving the problem (Levenberg-Marquardt, see Section 4.2.6
and [45]).

The Tikhonov optimisation problem for problem (4.1.3) is finding the opti-

miser [45]

kry, := argmin||v — F(k)||3 + 6 - Gk (k), (4.1.4)
ke
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where é7y is a regularisation parameter and Gri : M — R some functional.
Depending on the problem, some choices of Gty and dti can enforce existence,
uniqueness and continuity with respect to the measurements of the solution of
this problem [45].

Deterministic statistical inversion requires the knowledge of the distribu-
tion or the covariance of the noise p, and many approaches like Tikhonov-
regularisation allow further incorporation of prior knowledge through the

choice of the regularisation parameter [11].

4.1.4 Motivation for Bayesian Inversion

The inversion approaches in Section 3.5 and deterministic inversion methods
return a single estimate for the unknown without information about how
certain these results are. Due to the presence of noise in the input of these
algorithms it is clear that their output is fraught with uncertainty as well even if
the distribution of the noise is taken into account like in deterministic inversion
methods. It is therefore desirable to rather use an approach that attempts to
attach a measure of uncertainty or a probability statement to the inversion

result which is what Bayesian (or statistical) inversion does. The central idea
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of statistical inversion is to consider data as partial information representing a

larger context and to make conclusions that try to involve this context.

4.1.5 Bayesian Inversion

Bayesian inversion enables us to code prior knowledge directly into our algo-
rithms. Not only measurements are treated as random variable but also k is
treated as random. The uncertainty about the parameter k prior to observing
V = v is represented by a prior distribution on k. This prior should incorporate
all the structural knowledge we have about the problem prior the acquisition
of the data. Let us assume the density of the prior with respect to Lebesgue
measure exists and let us denote it by 77p(k). Bayes’ theorem states that the
posterior distribution, that is, the conditional probability distribution 77*(v)

with respect to Lebesgue measure of k given V = v is given by [83]

ﬂk(v) p(V|k) 7T0(k)

= T p(vk)mo(k)dk (4.1.5)

In Bayesian inversion, the inference statement about the unknown k in form

of the posterior distribution condenses all that is known about k following the
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measurement of v. It is worth noting that for each choice of prior distribution

9 the mapping
v = T8 (v),

that assigns the posterior for measurement v defined by (4.1.5), is different.
We will see later in Chapter 5 in Figure 4.3.2 how different priors in the
same experiment with the same measurement v yield different posteriors in a
Bayesian inversion approach.

One of many challenges in Bayesian inversion is to specify a suitable prior
for the problem and calculate the posterior in (4.1.5) involving the usually
high-dimensional integral in the denominator which is both usually non-trivial.

Unlike the deterministic approach that assumes that the parameter k has
one true value, Bayesian methods believe k is fixed but has been drawn from

some probability distribution.

4.1.6  Choice Between Deterministic Approach and Bayesian Approach

The choice of school of inversion can be based on practical, theoretical, com-
putational and sometimes even philosophical aspects. In the inverse problem
arising in MRE we will apply algorithms that belong to Bayesian inversion.

One of the main downsides and critiques of Bayesian inversion is that the
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prior is subjective and different priors for the same experiment with the same
measurements may produce different posteriors. In the Bayesian approach
to MRE we have to specify a prior on the shear modulus y which describes
mechanical properties of the human tissue. The mechanics in human tissue
follow physical laws and there is plenty of empirical data on how the shear
modulus distributes across tissue. This enables us to give informative priors
and also specify the assumptions for them. For example, one of the parameters
k of the prior determines the range of values y. Due to the fact that we apply
MRE to human tissue, we are able to narrow down the possible values of u
in the prior to a relatively small range. So, it can be considered as a positive
aspect of the Bayesian approach that we can make use of this detailed prior
knowledge and that we can incorporate it into our algorithms in a such simple
and direct way that even non-mathematicians are able to adapt it to different
MRE-experiments.

Throughout this thesis we consider the inversion that we develop from a
Bayesian viewpoint. However, it is important to note that many approaches
from deterministic inversion can be interpreted from a Bayesian perspective and
vice versa [11]. The Bayes formula should be merely seen as a starting point
for the development of the algorithm in this thesis. Later, we will see how the

Bayesian approach used in this work can be related to the Levenberg-Marquardt
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approach and that iterative regularisation ideas from Levenberg-Marquardt are

used as well in this approach.

4.2 ENSEMBLE KALMAN INVERSION

In this section we explain the Bayesian approach we follow in the inversion
problem in MRE: Ensemble Kalman Inversion (EKI). In Section 4.2.2 and 4.2.3
we explain how the Ensemble Kalman update in Section 4.2.4 can be deduced
from the Bayes formula (4.1.5). After that in Section 4.2.5 we introduce a
loss function that is used in Section 4.2.6 to explain the connection between
Levenberg-Marquardt method and EKI and in Section 4.2.7 to define the adap-
tive regularisation of EKI. We start with Section 4.2.1 which describes the idea

of EKI.

4.2.1  Quverview

We go back to the assumption that the noise in (4.1.1) is Gaussian 77 ~ N (0, B)

and so the Likelihood for k given the observation V = v is given by (4.1.2).
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Furthermore, let 7o(k) denote the prior density with respect to Lebesgue

measure again. From Bayes formula (4.1.5) we have

ﬂk(v) p(V—_.F(k))TL’O(k) OCP(TJ _ J_"(k))ﬂ'o(k),

= T p(v = F (k) mo(k)dk

and using the bespoken Gaussianity of Likelihood yields

7(v) = 5 exp (—%Hv—]—"(k)\\%) oK), (4.2.1

with normalising factor Z given by

Z = /,Cexp (—%HV — f(k)||23) - 7to (k) dk. (4.2.2)

In (4.2.1) the posterior is known up to the constant Z which involves inte-
gration over K. Considering the high dimensionality of the parameter space -
in three-dimensional MRE the dimension of K can be of order 10® and greater -
common quadrature methods are computationally intractable.

The Bayesian approach used in this work is EKI which is a derivative-
free iterative regularisation algorithm that produces a sequence of Gaussian
distributions approximating the posterior in (4.2.1) [40].

Being regularised iteratively means that regularisation is chosen while
inverting which is different from approaches where regularisation is chosen
before inverting, for example Tikhonov regularisation in deterministic inversion.

Iterative regularisation is powerful because convergence speed is often coupled
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with regularisation. Iterative regularisation algorithms can be efficient and
accurate at the same time.

Many iterative deterministic inversion approaches (Levenberg-Marquardt,
Newton) require Fréchet-derivatives and their associate adjoint of the (nonlin-
ear) function F [40]. EKI, the iterative Bayesian approach used in this thesis, is
derivative free and it is not necessary to numerically approximate derivatives
or adjoints which demonstrates another advantage of some Bayesian inversion
over deterministic inversion. Being derivative free can be handy when work-
ing with commercial software where only the forward solution F (k) but no
derivatives are provided.

An underlying key idea [83] in the development of EKI is to avoid dis-
cretisation of K until the last possible moment. This results in a discretisation
invariant model, i.e. the way how we determine the posterior is the same for

all discretisations and is not changing under grid-refinement.

4.2.2  Tempering Approach

Rather than approximating the posterior in (4.2.1) in one big leap EKI follows

the idea of tempering approaches [10] and defines a sequence of intermedi-
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ate posterior distributions 7'(’6, 7'(’1‘, e, nll‘\] 41 that evolve from the prior to the

posterior as

1
M1 (V) = 7 &P (—%HV - F(’QH%) -mo(k),  n=0,1,...N,
n
(4.2.3)
with
Zusi = [Loxp (05 v = F 13 ) - ma(bd (424)
and tempering parameter {¢, }N"! satisfying

Po:=0< P <P <--- < PN <1=:¢N+1.

It is clear from the definition (4.2.3) that the first iterate is the prior and that
the last iterate 715, = 7t* is the posterior. The bridging parameter ¢, reduces
the “peakiness” of the Likelihood and makes it flatter with larger variance in
the first iterates. This can be seen in the definition (4.2.3). So, the tempering
approach gradually includes more certainty about the data into the intermediate
posterior distributions. Figure 4.2.1 illustrates the idea of tempering in a simple
one-dimensional example and it can be seen how the intermediate posterior

distributions evolve from the prior to the posterior.
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2 : i 2
—Prior 7y —Prior
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Figure 4.2.1: lllustration of tempering in a one-dimensional case. Left: Prior 71p(k) and

intermediate likelihoods Lif ) exp (—% |lv — F(k) H%) for some bridging parameter

¢n have larger variance and are “flatter” than likelihood Ly o« exp (—%||v — F(k)[|3).

(n+1)

kK oLy - mo(k) evolve from the

Right: The intermediate posterior distributions 7,

prior to the posterior. In this illustration of tempering the six bridging parameters
@0, - - ., @5 split the interval between 0 and 1 into equi-distant intervals. This choice
is only used in this example. The choice of tempering parameters for EKI is later

discussed in Section 4.2.7.
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The tempering distributions (4.2.3) can be transformed into an iteration:

) = 5 exp (<25 v = F ()1 ) - malh

Zn+1
_ 2 1 Put =P P\ o )
= e (PR 0 e F IR o)
_ Zn Pnt1 — ‘Pn‘ N 2
— e (P - T
1
o (% v = FRIR ) - malb
Z]’l n
= e (PP e FRR ) b (v)
n+1
Zn ol
= exp (<M v = F O ) b (o)
n+1
_ Zn 1 2 k
= exp (<5 V- F W ) i),
(4.2.5)
where we have defined
= 1 — ¢ (4.2.6)

4.2.3 Gaussianisation and Linearisation

A central idea of EKI is to approximate each distribution in the iterative scheme
(1.2.5) by a Gaussian distribution with density ¢¥ [39]. This idea can be imple-
mented by choosing a Gaussian prior and by linearising  in the Likelihood.

So far, F is non-linear and therefore, the Likelihood in (4.2.5) is non-Gaussian.
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Let us assume the density with respect to Lebesgue measure of the Gaussian

approximation ¢X has mean m, and covariance X, , i.e. ¢¥ is the density of

some random variable k, ~ A'(m,,X,) and we have ¢ « exp <— |k — my, ||2n>.

By ¢@o we denote the density of the chosen Gaussian approximation of the prior
7tp(k) which we assume has mean my and covariance operator X.

These quantitative approximations are useful as Gaussian densities are fully
characterised by only the mean and the covariance. Later in Section 4.3, we will
see that they are easy to construct and versatile, which will allow us to code
our prior knowledge into the algorithm.

We linearise F in each iteration around the mean of (p',g, so [39]
F(k) = F(my) + DF (my,)(k —my,) = Fp + DFy(k —my), (4.2.7)

where DF (my,) : £ — R™ denotes the Frechet derivative of F evaluated at the
mean m,. We use the notation 7, := F(m,) and DF,, := DF(m,).

Starting the iteration with a Gaussian approximation ¢ of the prior, we can
express the update (4.2.5) as product of two Gaussian density functions for k if

we use linearisation (4.2.7). The resulting sequence of Gaussian approximations
of (4.2.5) given by [39]
Z

1
4”;2+1(V) =% " exp <—§ v = F — D]—"n(k—mn)\ﬁan,B)) ok (v), (4.2.8)
n+1
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where

Zl’l = /]CeXp (—%HV — fn - Dfn(k—mn)H%anB)) : GUOdk

In (4.2.8) using ¢¥ o exp (— |k —my, ||%n> enables us to calculate the mean and
the covariance of the product of these two Gaussian densities by adding the two
inner products in the exponent. This calculation called completing the square
can be found, for example, in [83]. The product ¥ L1 X exp ( — [k —my41 ||%n +1)

has mean and covariance given by

Myi1 = My 4+ LuDFS (DFEDFF +a,B) ' (v — Fp),
(4.2.9)
Spi1 = S + ZyDF; (DFpZuDF; + ayB) ' DF, L.
We used DF,; which denotes the adjoint of DF}, in m,,.

From (4.2.7) we conclude that the expected value is approximated by [39]
]En [F(kn)] ~ IEn [fn] + D.Fn(]En [kn - mn])
= -/_"n/
where E,; denotes the expected value with respect to the Gaussian measure

N (my,, %,). Using this approximation and (4.2.7) again we also conclude [39]

F(kn) —Ey [F(kn)] = F(kn) — Fn
(4.2.11)
~ DF, (kn —my).
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These two approximations can be used to replace derivatives in (4.2.9). From

the definition of the covariance we know that [39]
n = En[(kn — En(kn)) @ (kn — En(kn))] = En [(kn — mp) @ (ky —my)],

where ® denotes the outer product. We can now conclude using (4.2.11)
and the linearity of the expectation [E;, that a cross-covariance can be used to
approximate [36]
= Ey [(kn — mn) @ (DFyu(kn — my))]
~ Ep [(kn —mu) @ (F(kn) — En [F(kn)])] =: Covulkn, F(kn)),
(4.2.12)
and a covariance to approximate [36]

= Ey [(DFu(kn —mp)) @ (DFp(kn — my))]

~ By [(F(kn) — En [F(kn)]) @ (F(kn) — En [F(kn)])] =: Covi(F (kn)).

(4.2.13)
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Thus, by substituting (4.2.13) for DF,,2,DF,; and (4.2.12) for X,DF,; in (4.2.9),
we can approximate the updates of the mean and covariance free of derivatives

in the following way [36]
Myy1 = My + Covy(kn, F(kn)) (Covu(F(kn)) + anB) " (v — By [F(kn)]),
Spi1 = T 4 Covy (kn, F(kn)) (Coviy (F(kn)) + anB) ™" Covy(kn, F(kn)).

(4.2.14)

4.2.4 Particle Approximation

Although, (4.2.14) is derivative free both (4.2.12) and (4.2.13) cannot be calcu-

lated analytically. We use particle approximations, i.e. each k, is approximated

by [39]
2 §k<]'), k,g]) ~ N(mn; Zn)/

where we used the Dirac delta measure 6. The idea of using this particle
approximation now is to update particles {k,(j ) }i=1,.,; » ] € N in such way
that {kfj}rl }i=1,..; is distributed according to N (m,11,X,1). Because of the
Gaussianisation and the linearisation that we have already introduced this is

straightforward. We update particles in the following way
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. . 1 .
KDy =k e (6FF +wB)  (v— vt - F(D)),  (4215)

where &, ~ N (0, B) and we use the sample covariance and cross-covariance

defined by
] : :
cFF =y (Fa) - F) o (Fu - F, (4.2.16)
() 7)o ()7
1J N - _
Ck]: i k(]) _kn F k(]) —F,.), 2.
n ]];(n >®< (ki”) ) (4.2.17)

which uses the two definition of

o 1 . e 1 .
k==Y KD, Fu=2 Y F(Y). (4.2.18)
= =
We define the ensemble covariance
1J N N
k= 7]-_21 (k,(j) - kn> ® (k,@ - kn> . (4.2.19)

It can be shown (informally or rigorously in finite dimensions in [58]) that
the mean and covariance of the ensemble updated in (4.2.15) is converging
to k41 — myy1 and C,];k — X4 for | — oo [39]. Hence the particle update

introduced in (4.2.15) is actually approximating (4.2.14) which updates mean

k

and covariance of the Gaussian approximation of the sequence 7.
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4.2.5 Loss Function

We deploy the negative log-likelihood (4.1.2) as loss function £ : K x R" — R,

so [40]
Lk, v) = —log Ly (k;v) = %||v _FRIR (4.2.20)

This function is used in application to monitor the progress of the ensemble
mean k,, in EKI. From the fact that this is the negative log-likelihood we conclude
that small values correspond to a high likelihood. Furthermore, the loss function
is used in order to update regularisation parameter «, which will be explained
below. Also, it can be considered as objective function when putting EKI in
the context of deterministic inversion with the Levenberg-Marquardt approach

which is explained in the following section [39].

4.2.6  Connection to Levenberg-Marquardt

Although, we consider EKI from the Bayesian viewpoint in this thesis relating
it to classic inversion can provide interesting insights. It can be shown [39] that

m, 11 in (4.2.9) is the minimiser of

m, 1 = argmin||v — F — DFy, (k — my)||3 + au |2, 22 (k —my) |3, (4.2.21)
ke
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If the infinite-dimensional space of the parameters K is finite-dimensional
and if ¥, is the identity operator and B a diagonal matrix, then (4.2.21) is
the regularised optimisation task that iteratively replaces the least-squares
functional (4.2.20) in the Levenberg-Marquardt approach [29]. The resulting
iterative scheme is (4.2.9). Due to the fact that the ensemble mean is converging

to k,41 — my,4q the update for the ensemble mean which is given by

b = + O (€7 +aiB) (v vils — F(kn)),  (4222)

can be interpreted as derivative free approximation of the Levenberg-Marquardt
scheme and can be therefore also be interpreted as derivative-free minimiser for
the linear least-square functional (4.1.3). Convergence of Levenberg-Marquardt
is well understood [94], convergence of EKI is an open problem. Therefore, the
viewpoint of deterministic inversion is useful to explain convergence of EKI. In
this context &, can be interpreted as Tikhonov regularisation parameter and

(4.2.21) can be interpreted as Tikhonov regularisation applied to the linearisation

of F [38].
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4.2.7 Regularisation

In this work, we continue considering EKI from a Bayesian viewpoint and a;, is
not motivated by Levenberg-Marquardt regularisation but by some statistical

discrepancy principle. We define ;, to be

2

Ky = max {E : E({k(()j)}jzll,w],v), 1} , (4.2.23)

and

—1
2 _ . n—1 3
a, = max o a({k,({)}jzll__q],v), [1 — Z o; 1] , n>0, (4.2.24)
j=1

where the definition of the average data misfit Z : X/ x R” — R™ is used

which is defined by

LKD), v).

. J
E({k(])}jzl,...,jrv) =
=1

~| =

J

This adaptive choice of regularisation is introduced in [39] and does not need
any additional tuning parameters. Also in [39] the authors show that this
parameter makes EKI efficient and accurate and it comes with a natural stopping

rule. EKI is stopped after N iterations if

Y =1 (4.2.25)

We can see that this definition is consistent with (4.2.6).
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This choice of regularisation is motivated in [39] by requiring the ”dif-
ference” between two consecutive distributions updates of the intermediate
distributions 7'[’5, 7'(’1‘, eee, nlf\, 41 tobe bounded above which ensure a certain level
of smoothness of the transition. In order to define an appropriate upper limit
for change of the distribution from one iterate to the next in [39] the authors
apply Morozov’s discrepancy principle [13].

It is worth noting that there are other ways to adaptively choose the temper-

ing parameter in EKI [38].
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We summarise the EKI method with adaptive regularisation in Algorithm 1.

Algorithm 1: Regularising Ensemble Kalman Algorithm

Require: K Hilbert Space, model F : £ — R"
Input: Initial ensemble {k } j—1 error covariance I’ data v € R™.
Output: Posterior Ensemble {kn] Y i1

1 Set Xg = 0

2 repeat

1. Prediction Step. Define F,= ]2]] 1 where

FP=rud), je{n...t

2. Update Regularisation Parameter «,, 1. Set

Uy = ——ZHB V2 v = F(R)%

if ' 1xi—1 + oc,’;:l > 1. thenwa,, 1 =1/ (1 -y oci_1> elsen,;, | =«

3. Analysis Step. Compute empirical covariance and cross-covariances

J _ _

crr %Jg (F) = Fu) @ (Fe!) = Fa)
J . —

CkF %]; <k1(1]) _ kn> 2 (]—"(k(])) _ ]_—n> ,

Update the ensemble:
Ky =k + 7 (e + anB) (v 4 Vagd) - F(k))).
with &) ~ A7(0, B).

n+1—n

: -1
suntil 3o 0 =1
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4.3 PRIOR

The linear Gaussian update (4.2.15) together with regularisation &, transforms
a set of | particles into a new one until the stopping rule applies and a Gaussian
approximation of the posterior is found. The user has to choose an informative
prior to draw the initial set of particles from. This is an essential step in
Ensemble Kalman and Bayesian inversion in general. Adequate priors improve
accuracy of the estimate provided by EKI and improve convergence in EKI.
We draw this initial ensemble from some prior N (mg, Xy) with some mean
mg and covariance ¥y which comprises prior knowledge of the unknown. We
can use the mean my to inform our algorithms about prior knowledge about the
values of the mechanical parameters and X to incorporate knowledge about
the regularity and the structural distribution of the mechanical parameters
across the domain of interest. As Gaussian distributions are characterised by
the mean and the covariance only, it is essential to define them in a way that

allows the incorporation of prior knowledge.
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4.3.1  Definition of Prior Covariance and Mean

For this purpose we use an Whittle-Matérn autocorrelation function defined by

([73], [82])

ACF(x) = ﬁ;; <|’l‘—|)rl<r (‘%') (4.3.1)

for x € R?, where T is the gamma function, / is the characteristic length scale
and K, is the modified Bessel function of the second kind of order r.

It can be shown that [82]

Cov(xy,x2) := o2 ACF(x1 —x2), x1,x2 € R?, (4.3.2)

defines a covariance operator. Here ¢

is an amplitude scale.

The Whittle-Matérn autocorrelation function gives us the opportunity to
design a wide range of Gaussian priors. We use this covariance operator to
define our prior N (mg,Zg). More specifically let ¥ : R?> x R? — R be the
covariance operator defined by Z(x1,x2) = Cov(xy, x3) for x1,x, € R>.

In order to draw samples from the prior we use Karhunen-Loéve expansion
([87], [67]).In Section 4.5 we discuss another way of drawing samples from
Gaussian distributions with Whittle-Matérn covariances. Using the compu-

tationally more expensive Karhunen-Loeve expansion allows for non-integer

orders r.
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Let (A, ¥(;)) be the corresponding eigenpair of X. that is

oY) = A, Y- (4-3:3)

(/)

Using the Karhunen-Loéve expansion ( [87], [67]), samples kj’ can be drawn

from N (mg, %) by using the following formula
k(()]) =mo+ Y /\%{j’ﬁ(i)f(j), (4-3.4)
i=1

with #0) ~ N(0,1).

In the experiments in Chapter 5 we use the Karhunen-Loéve expansion in
order to define our prior sample. More precisely we choose points {£;}7_; € 2
corresponding to the chosen computational mesh of the discretisation scheme.
After choosing a mean mg and hyperparameters I, r and o2 of the autocorrela-
tion function (4.3.1) we can define a covariance matrix using (4.3.2) and produce

prior samples from (4.3.4).

4.3.2 Parameters of Prior

The parameters of the autocorrelation function (4.3.1) and the mean mg can now
be used to form informative priors. Firstly, it is worth noting that the covariance
operator (4.3.2) is a function of the distance |x; — x|. Therefore, a value of

a sample drawn from N (mg, %) is related to nearby values. The statistical
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relationship of values decreases with increasing distance. The definition of
‘nearby’ in this context is determined by the length scale I. This length scale
should be chosen such that areas of similar values in a sample drawn from
N (myg, Xo) form structures of similar size to the size of the structures we expect
to explore in the tissue (cancer, fibrosis). In Figure 4.3.1 it can be seen how !

affects the samples.

4000

3500

4000 "' - 4000
3000 ._ = 3000 r 3000
2500 J [ ' 2500
2000 2000 2000
. 4 |
| 1500 = 1500
1000

1000 - 1000

Figure 4.3.1: Samples drawn from N (0, %) with Xy being a covariance operator that

arises from the auto-correlation function (4.3.1) with r = 2 and different length scales /.

Left: | =1/2. Mid: [ =1/4. Right: [ =1/8

The parameter r in (4.3.1) controls the smoothness of the samples and can
be used to further tune the occurring shapes and structures in the samples
drawn from the prior such that they are similar to the expected unknown in
size and smoothness. The amplitude scale ¢2 in (4.3.1) should be chosen such
that samples drawn from N (1, Xy) cover the range of values the unknown k

has.
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Furthermore, the mean in (4.3.4) can be also used to inform the algorithm
about expected values of the unknown. Using the result of other inversion
approaches like direct inversion as (non-homogeneous) mean in the prior is a
way to easily combine EKI with other approaches. Also, a function describing
the elastic parameter of a healthy organ can be used as mean to form an
informative prior for detection of diseased tissue within the organ.

There are other correlation functions that can be used to define useful
covariances. The correlation function ACF(x) = exp(—|x|?/I?) tends to be too

smooth for the experiments run in Chapter 5.

In Figure 4.3.2 it can be seen how different priors affect the result of EKI.

The size of the structures in Figure 4.3.1 match the size of the structures in the

ground truth in Figure 3.2.2 for length scale [ = 1/4. Indeed, the results of EKI
is the best for this length scale in the prior.

8000 8000 8000
7000 7000 7000
—_ — - —_
6000 & 6000 & 6000 &
@ @ @
5000 % 5000 % 5000 é
o o =}
4000 = 4000 = 4000 =
* *
3000 2 3000 2 £
5 5 3000 &
2000 2000 2000
1000 1000 1000

Figure 4.3.2: Inversions results for parameter k in Figure 3.2.2 of EKI using priors with

different length scales I in Figure 4.3.1. The detailed problem description can be found

in Section 5.2 and 5.4. Left: ] =1/8. Mid: | =1/4. Right: [ =1/2
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4.4 LEVEL-SET PARAMETRISATION

In this section we consider a class of level-set-based parametrisations P that we
have already considered in the formulation of the inverse problem in Section
3.4. We call this parametrisation P; : K — M and will introduce in Section
4.5 another class of parametrisation. Particles drawn from a Gaussian prior
are continuous. EKI updates kﬁ{ ) s kgil in (4.2.15) retain the continuity of
the particles over the domain (2 after an ensemble update and pass on the
regularity to the next iterate. Also, the fact that we are often reporting the
sample mean k, as the result of the inversion implies a high level of regularity
in the outcome of our algorithm.

The level-set parametrisation [37] introduced in this section allows charac-
terising discontinuous properties. This can be considered as a further way to
incorporate prior knowledge into the Bayesian approach because the knowledge
about discontinuities in the parameter is usually available prior to the inversion.
For example, it is known that diseases like cancer and cirrhosis have relatively
sharp interfaces between the stiffness of diseased and healthy tissue [59]. So, if

the presence of these diseases is investigated, this prior knowledge about the

nature of these diseases can be coded into the inversion using parametrisation

Pr.
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4.4 LEVEL-SET PARAMETRISATION

We will only use this parametrisation in the context with the purely elastic
model described in Section 3.2.1, so y; = 0 and y = pgs and introduce this
parametrisation only for this case and do not parametrise the loss modulus. In
order to define P; we assume we have prior knowledge about the geometric
structure of the data and incorporate that knowledge into a function y € L*((2)

of the form

[ .
p(x) = Y kG 0 (%), (44.1)

Here, {kg) 1[21 is a set of known constants in R, 1p is the indicator function in

Q and {DV) !_, is a partition of (2 defined by
DY = {x € QY < k(x) < ¢V},

where c() € R are constant thresholds with —co = ¢(0) < (1) <« ... < () = 0

for some k € C(2,R). We define the level set map P; : K — M which maps

(Pr(k))(x) = p(x). (4.4.2)

Note that the level set map (4.4.2) is discontinuous because (4.4.1) is and
therefore also G is discontinuous.

Now, in (4.1.1) we consider

F:K—->R", kw— Fk):=(GoP1)k),
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as forward map and solve the inverse problem of approximating k € K for

measurement v € R” given by
v=F(k)+1. (4-4-3)

2

k —
1
y . :
-1 -1 -1
3

2 2 2

1 1 1
0.8 0.8 0.8
0.6 0.6 0.6
0.4 0.4 0.4
0.2 0.2 0.2

0 0

Figure 4.4.1: Illustration of level set map L. Top: Centred Gaussian random fields k.

o
o

Bottom: Indicator function 1p of level set map P, (k) with constants ¢cp = —o0, ¢ =0

and ¢; = oo defining D.

Figure 4.4.1 illustrates how the level set map P; enforces discontinuities
using Gaussian random fields.

In Section 5.6 we give a detailed explanation how we use the level set
parametrisation in MRE in order to parametrise the unknown geometry of

shear modulus p.
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4.5 TWO-LEVEL-PARAMETRISATION

In this section we introduce a two-level parametrisation P(?) and improve
the level-set parametrisation of the unknown introduced in Section 4.4. Level
732(2) of the two-level parametrisation is a modified version of the level-set
parametrisation introduced in Section 4.4. Also, we will be using a mask
carrying information about different regions in the organ. This mask can be
provided by MRI prior to inversion. From the definition of this parametrisation
in Section 4.4 and also in Figure 4.4.1 it is clear that the shear modulus has no
spatial variability inside the regions D/,

We therefore add the other and first level 732(1) of parametrisation which
parametrises a Gaussian random field.

The two-level approach makes us less dependant on the choice of the

parameters for the prior compared to the approach described in Section 4.3.
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50

0
0 50 100

Figure 4.5.1: Mask provided by MRI that is used for the two-level parametrisation. The
dark blue region D; of background matter surrounds the brain tissues cerebrospinal
fluid (CSF) matter Dy in light blue, grey matter D; in yellow and white matter D3 in

dark brown.

We use this parametrisation in context with the viscoelastic model and
therefore, we also parametrise the loss modulus yry.

The second level of parametrisation is a map 772(2) that parametrises the
partly unknown geometry of the discontinuous distribution of the unknown
shear modulus y € M. Parts of the geometry is assumed to be known, which

will be described below. It is a mapping
@ A
P, :T]C(Q,R) = M. (4.5.1)
i=1

The eleven level set functions which are parameters for P, are smooth fields

with variability introduced by the first level of parametrisation explained below.
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4.5 TWO-LEVEL-PARAMETRISATION

Five of the eleven smooth fields k, s, « € {1,...,5} are used as parameters
for the storage modulus ps. Then, we have another five smooth fields k, |,
a € {1,...,5} that are parameters for the loss modulus ;.

The last field k¢ is used as a parameter for the unknown geometry of the

cancer. Similar to Section 4.4, let ¢ € R be a parameter and define
Dy. = {x € Qlkc(x) >c}, and O\ Dy..
Also, we define the indicator function

1 ifx € Dy,
Ip, (x) = (4-5.2)
0 if x ¢ Dy

We assume to have prior knowledge about regions D; C 2,i =1,2,3,4, in our
domain of materials with different mechanical properties. So (2 = Ule D; with
and D; N D; = @ for i # j is a (known) partition of (2. In Figure 4.5.1 we give
plots that show the partition we are using for the brain.

We assume that the storage and loss modulus s and y; have a region D,
(dark blue in Figure 4.5.1) where the storage and loss modulus have values
exp(kj s(x)) and exp(ki r(x)). Outside this region, that is in (2 \ D;, storage

(1) (1)

and loss modulus have distribution p¢” and p; . In other words, we assume

is(x) = exp(lky s (x))1p, (%) + u$ (x) 1\ p, (%), (4.5.3)

n(x) = exp (ke (x)) I, (x) + u ()11, (), (4.5.4)
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Furthermore, we assume that storage and loss modulus in 2 \ D; have distri-
bution exp (ks s(x)) and exp (ks (x)) in an unknown area Dy within Q2 \ D;.

Outside Dy, we assume the storage and loss modulus to be distributed yéz)

and V(Lz)' Note that Dy is the region of the brain, i.e. Dy, D3 and Dy and the

unknown location of the tumour inside the brain Di.. In other words, we

assume

1s (x) = explles s (x)) Loy, + 1§ ()10 (p,0p,, )

i (x) = exp(ks 1 ()1, + 1y (4)10\ (Db,

Finally, we assume the region (2 \ (D; U Dy.) of healthy brain tissue is split
into the three domains D,, D3 and D, with the following distributions for loss

and storage modulus

#e (%) = exp(lka,s (x)) L, (¥) + exp ks, s (x)) 1, (x) + exp(kas(x)) 1, (x),

Hi) (x) = exp (k. (%)) 1, (%) + exp(Ika £ (%)) 1, (x) + exp(Ka 1 (x)) 1, ().

Note, that D, U D3 U Dy is the region of brain tissue which is made up of grey
matter, white matter and CSF matter, so the yellow, dark brown and the light
blue regions in the mask in Figure 4.5.1.

So, (4.5.3)-(4.5.4) maps kr := ({kys}toeqr,...5) {kaLtacqr,.. 51, Kc) to a shear

modulus distribution y = pg +j - . Mapping (4.5.1) is

kr — 772(2)(11@) = . (4.5.5)
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For the first level of parametrisation, let w be stochastic process, for example
Gaussian white noise, and let us assume r € IN. The function k is defined to be

the solution of the fractional stochastic PDE [34]

(r+1)/2

[-V. \% (k(x) —logm) = |4y/lhlho

(4.5.6)
where [ is the identity and I is the gamma function, k’s smoothness is controlled
by parameter r and it’s amplitude by parameter ¢2. Furthermore, I1,l, > 0 is
the intrinsic length scale along the horizontal and vertical direction.

The solution k(x) of the stochastic PDE 4.5.6 is a Gaussian random field
with mean log m and a covariance operator given by an Whittle-Matérn auto-
correlation function that was already defined in Section 4.3.1 [61]. Instead of
having only one lengthscale like in Section 4.3.1, we allow for more flexibility
in the incorporation of prior knowledge by considering different length scales

along vertical and horizontal directions, so

][ g
ACF(x) = ZVTI}(;)KV (||x|

ll,lz) 4

where K, is the modified Bessel function of the second kind of order r, and

2 2
nn

1x(1,,1, = :
=\ E TR

111



4.5 TWO-LEVEL-PARAMETRISATION

Equation (4.5.6) can be considered as mapping
(m,o,r,l1l, w) — k,

We use this mapping as parametrisation of smooth fields k, s, k, ; and k¢ in

(4.5.5) with parameters (m, o, , 111y, w). More specifically, we define

kzx,S = (moc,S/ Ux,S:70,S/ luc,S,ll(x,S,Z/ wtx,S) o= 1/ sy 5/
ke := (Mu,L, 0L Ta L laLilar2 Waer) «=1,...,5

kC = (mCr oc,rcy lc,llC,ZI wC)'

Letkp := ({kus}acqi, .51 {kaLtacqi,. 51, kc). We define the first level of parametri-

sation 772(1) to be the mapping that maps the hyperparameters kr to the Gaussian

random fields kg, so
kp — Pz(l)(kp) = kr.

We concatenate 732(1) and 73'2(2) to define the following operator P, mapping
input kr to loss and storage modulus (yr, #s). This two-level parametrisation

of the shear modulus is defined a
ke > Pa(ke) = P (PYY (ke)) =
F > Palke) := Py (Py (k) = p. (4.5.7)

We use this two-level parametrisation in the context of the experiments done
in Chapter 6. More precisely we choose points {£;}"_; € (2 corresponding to

the chosen computational mesh of the discretisation scheme. In order to define
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a prior we choose for each sample of the prior ensemble the hyperparameters
kg of the three Gaussian random fields in kr and draw white Gaussian noise
samples wy s, w1, we ~ N (0, Lsxn) , where 155 is the 7 by 7 unit matrix.
When using the two-level parametrisation P, in each update of EKI we
need to calculate the Gaussian random fields kr for hyperparameters kr. In-
stead of using the Whittle-Matérn autocorrelation function in order to define
a covariance matrix and the Karhunen-Loéve expansion to define Gaussian
random fields as described in Section 4.3.1, in Chapter 6 we use the solution
of 4.5.6 which is a Gaussian random field. In practice, we do that by applying
the finite difference method approximation of this differential equations which
is described in [74] and [34]. This is computationally much cheaper than the
approach with the Karhunen-Loeve expansion in Section 4.3.1. However, the
approach using the stochastic PDE 4.5.6 only allows for integer smoothness

parameters r of the Gaussian random field.

4.6 SUMMARY

In this Chapter we have described EKI, the Bayesian inversion approach we
apply to the inverse problem arising in MRE. We have discussed the properties

and advantages of EKI and showed how we define the prior. Finally, we showed
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the different parametrisation we use. In the remaining part of this thesis we
will describe and analyse the application of EKI to MRE introduced in this

Chapter.



NUMERICAL TESTING - PURELY ELASTIC MODEL

Algorithm 1 is implemented in MATLAB. For most of this Chapter we will be
using the forward map F = G oid, i.e. we are using no parametrisation and
K =M andid: K — M is the identity on M. In Section 5.6 we will then use
P1 introduced in Section 4.4, where the details of the parametrisation will be
explained.

Throughout this whole Chapter we work with the purely elastic model.
That is, we assume y; = 0 and we work with the stress tensor (3.2.5) when
considering G or F.

In this Chapter we use the Karhunen-Loéve expansion to define the prior
sample described in Section 4.3.1. We discussed the advantages and disadvan-

tages of Karhunen-Loéve expansion in Section 4.3.1.
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5.1 IMPLEMENTATION

The forward solution G(u) which requires the solution of boundary value
problem (3.2.1)-(3.2.3) is approximated using a finite element method provided
by ABAQUS FEA using plane strain, bilinear, hybrid elements with 4 nodes
and constant pressure and we use a direct solver. On a mesh with 490000
elements, synthetic data are generated in the square shaped domain of size
70mm by 70mm enclosing the domain (2. This very dense mesh avoids any
pollution which will be discussed in Section 5.7.1. For inversion, a mesh of
4900 elements is used. The inversion has high enough resolution and EKI has
low computational costs. The measurements v € R™ are given in 70? = 4900

nodes, so m = 9800 in (3.4.2).

5.2 BASIC SETUP AND SYNTHETIC DATA

We choose a distribution of the parameter i across the domain with two values,
a background value and inclusion value as shown in Figure 5.2.1 (left). The
background value of the shear modulus p to be 1000Pa and the inclusion value
to be 4000Pa. The measured shear modulus in MRE depends on the frequency

of the sinusoidal excitation [76]. The chosen background and inclusion values
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could model the difference between healthy tissue and tissue that is affected by

cancer for frequency 1Hz.

70 8000 6000
7000 =

6000 g P__.sooo-
@ g

T 5000 2 S 4000
35 b=l =]
E 4000 = 2

. E 3000 |
3000 % b
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2000 |
2000 ®

0 1000 1000 :
0 35 70 20 40 60
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Figure 5.2.1: Left: Distribution of the parameter y across the domain (2. The red line
indicates the location that is used for cross-sectional plots. Right: Distribution of the

parameter u in the cross-section and a mean of a posterior ensemble as an example.

The experiments were all run with a frequency of 1Hz (w ~ 6.28rad/s)
in (3.2.1)-(3.2.3) which is also used in other studies ([95],[81]). Due to high
pollution in standard Galerkin finite element method approximations in high
frequency MRE which will be discussed in Section 5.7.1 we can only run
inversion up to a frequency of 10Hz.

The top edge of the domain is the Dirichlet boundary with 9y, = 0. Har-
monic deformation of frequency 1Hz and amplitude },,¢ = 0.001mm is applied

to the bottom edge. Left and right edge are traction free boundaries.



5.2 BASIC SETUP AND SYNTHETIC DATA

In all experiments Poisson’s ratio is set to 0.499 and density py = 1kg/I1
which is discussed in Section 3.

In (3.4.2) we defined G (i) to be the quantity that is obtained by evaluating
the solution v of the boundary value problem (3.2.1)-(3.2.3) for some y € M
at 4900 measurement points. This density of measurements is one that can be
found in many real-world applications [14]. We construct data by evaluating
the finite element method approximation v' of F(u) at the measurement points
and define measurements to be v = v +#. The noise 7 is drawn from a centred

Gaussian distribution 7 ~ N (0, B), where we choose B = diag(by, ..., by) with

b, = <0’N : 10_2|v:-r|)2 + (10_3lmax{v;r " —min{o} }”_1|>2, i=1,...,m.
(5.2.1)
The first term on the right hand side of this definition tunes the noise at each
pointi =1,...,m to the amplitude of the displacement [39]. Considering (4.3.3)
and (4.3.4) it can be seen that the first term in (5.2.1) corresponds to adding on %
Gaussian noise at each point. The second term ensures that small variances
are avoided which could result in numerical instabilities when using noise
covariance B in EKI.
We sometimes refer to o as the noise level and say the data has on% noise
level if the noise added to the data is drawn from centred Gaussian distribution

with Covariance described in (5.2.1).
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5.3 CONVERGENCE OF ENSEMBLE FOR SAMPLE SIZE | = 150

In the first series of experiments we apply EKI to the synthetic data described
in Section 5.2. In the autocorrelation function (4.3.1) that is used to define the
prior we choose the length scale to be I = 1/4 and smoothness » = 1. The
autocorrelation function is evaluated on a 70 by 70 mesh on a unit square
in order to obtain the prior covariance . The prior mean is set to constant
mo = 2500Pa which is the average of the inclusion and background value of the

ground truth p. The prior ensemble has ensemble size | = 150.

8000 8000 8000 8000
7000 7000 7000 7000
6000 & 6000 & 6000 & 6000 &
g H 3 H
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@ @ @ @
2000 2000 2000 2000
1000 1000 1000 1000

Figure 5.3.1: The evolution of the ensemble mean from the prior to the posterior. Left:

Initial Ensemble mean. Centre left: Ensemble mean after one iteration. Centre right:

Ensemble mean after three iterations. Right: Posterior ensemble mean.

In Figure 5.3.1 we show the ensemble mean for the prior, the ensemble after

one iteration, after three iterations and for the posterior ensemble. In the left

column of Figure 5.3.2 we show plots for five members of the initial ensemble.

In the second and third column we show plots for these members after iteration
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one and three. The right column shows plots for these members in the posterior
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Figure 5.3.2: The evolution from the prior to the posterior of five exemplary samples in

the ensemble. First Column: Initial Ensemble. Second Column: Ensemble after one

iteration. Third Column: Ensemble after three iterations. Fourth Column: Posterior

Ensemble.



5.3 CONVERGENCE OF ENSEMBLE FOR SAMPLE SIZE | = 150

The stopping criterion (4.2.25) is met after 11 iterations. On a standard office
computer with a four core 3.4GHz CPU this takes around 2 hours. This is

the case if B in the EKI ensemble update (4.2.15) is defined by (5.2.1) in the

synthetic data. The exact knowledge of the noise and therefore B is unrealistic.

Increasing the noise level - e.g. by multiplying B with a constant > 1 in (4.2.15)

has the consequence that stopping criterion (4.2.25) is met after fewer iterations.

However, the approximation of the ground truth by the posterior ensemble and
the posterior ensemble mean is less accurate. Decreasing the noise level in EKI
updates increases the amount of iterations until the stopping criterion is met.

Results can be compared to the ground truth in Figure 5.2.1 which has the
same scaling.

The cross-sectional plots shown in Figure 5.3.3 reveal how the ensemble
approaches the posterior over the iterates. The approximation of the ground
truth by the mean of the ensemble gets better in every iteration. Also, it can
be seen that the variance of the ensemble at each point is decreasing over the

iterates.
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Figure 5.3.3: Cross-sectional plot in the location indicated in Figure 5.2.1 of 50 members
of the ensemble after various iterations. The thick line indicates the sample mean. Top
left: Prior ensemble. Top right: Ensemble after one iteration. Bottom left: Ensemble

after three iterations. Bottom right: Posterior ensemble.

5.4 INVERSIONS USING DIFFERENT PRIORS

In this experiment we draw the prior ensemble from priors with different length

scales and try to understand how this influences the posterior ensemble. An
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ensemble of size | = 150 is drawn from a prior with smoothness » = 2 and
length scale /| =1/8,] =1/4 and I = 1/2 in autocorrelation function (4.3.1). In
Figure 4.3.1 we show a plot for one member of the initial ensemble for each
lenght scale.

In Figure 4.3.2 the corresponding plots of the posterior ensemble mean
are shown. It can be seen that for length scale I = 1/4 in the prior the
posterior ensemble mean captures well the overall shape of the inclusion in the
distribution of y across the domain. However, values of the posterior inside
the area of inclusion are very high. The mean of the posterior ensemble for
I = 1/8 in Figure 4.3.2 (left) is capturing the shape of the inclusion worse
than for I = 1/4. However, values of the posterior are closer to the ground

truth. The euclidean distance between the posterior ensemble mean and the

ground truth is lower for the posterior obtained from length scale | = 1/8.

However the distribution of the parameter y across the domain in posterior is
very heterogeneous and there are some peaks in the inclusion. These peaks
might be misinterpreted as diseased tissue and therefore, the posterior for

length scale I = 1/4 might be diagnostically more useful in an application.
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Figure 5.4.1: Cross-sectional plot in the location indicated in Figure 5.2.1 of 50 members

of the posterior ensemble for different length scales I in the prior. Samples of the

corresponding priors can be found in Figure 4.3.1. Left: | = 1/8. Mid: [ = 1/4. Right:

I=1/2

In the cross-sectional plot of this experiment shown in Figure 5.4.1 it can

be seen in the left plot that the spread in the posterior ensemble is very high.

The spread of the posterior ensemble is high in locations where the ensemble is
further away from the ground truth. All plots show that the posterior ensemble
is close to the ground truth between 10mm and 15mm in the cross-section
(shown on the x-axis). The spread of all posterior ensembles is low there. The
spread of all ensembles is high in the left peak of the plot where the ensemble
is further away from the ground truth. This expresses the uncertainty about the

inversion in this location.
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5.5 INVERSIONS USING VARIOUS ENSEMBLE SIZES

We run the Algorithm 1 in the basic setup described in Section 5.2 for different
choices of ensemble sizes J: 50, 150 and 250. For the prior described in Section 5.2
stopping criterion is usually met after 10 iterations for sample size | = 50, after
11 iterations for | = 150 and after 13 iterations for | = 250. The computational

time grows approximately linearly with sample size J. In Figure 5.5.1 we show
plots of the posterior ensemble mean.
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Figure 5.5.1: Posterior ensemble mean for different ensemble sizes J. Left: ] = 50.

Centre: | = 150. Right: ] = 250

Also in the cross-sectional plots in Figure 5.5.2 it can be seen how the sample
mean seems to give the best approximation for the ground truth distribution of

u for | = 250.
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Figure 5.5.2: Cross-sectional plot in the location indicated in Figure 5.2.1 of the posterior

ensemble for different ensemble sizes J. Left: | = 50. Centre: | = 150. Right: | = 250

56 INVERSIONS USING LEVEL SET PARAMETRISATION AND DIFFERENT

PRIORS

In this series of experiments we apply EKI with level-set parametrisation to
synthetic data coming from a ground truth distribution of u across the domain

shown in Figure 5.6.1.
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Figure 5.6.1: Ground Truth distribution of y across the domain. The domain is of size

70mm by 70mm.

We wish to estimate the interface between the region D(!) with background
value of u and the region D with inclusion value of y. The distribution
of shear modulus p across the domain can be described by a discontinuous
function p(x) = kf;)]l pm + kg)ﬂ p@- The level set map P; is now used in
order to parametrise the unknown geometry D(!), D(2) and the discontinuous
function u. EKI applied to (4.4.3) provides an approximation k of the posterior
in the space K of the level set function. The field P; (k) is giving us a quantity

that could be called the “level-set posterior” approximating the discontinuous

tield u and therefore the unknown geometry.
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Figure 5.6.2: Samples drawn from N (0, %) (dimensionless) with ¥ being a covariance

operator that arises from the autocorrelation function (4.3.1) with r = 2, amplitude
scale 0> = 1 and different length scales I. Left: [ = 1/10. Mid: [ = 1/5. Right:

I=1/2

We define priors with different lengthscales in the space K of the parameter
functions. In Figure 5.6.2 we show a plot for one member of the initial ensemble
for lengthscale | = 1/10, ] = 1/5and I = 1/2 and smoothness r = 2 in the
autocorrelation function (4.3.1) of the prior. We assume to have prior knowledge
about k(si) and set kgl) = 1000 and kgz) = 4000 in the level set map P;. Also, we
set c(9) = —c0, c()) = 0 and ¢(?) = co. In this case the primary unknown is the
geometry D(1) and D) and we are interested in IPNCIE

In Figure 5.6.3 we can see plots of both the field k in the space of the level-set
function and 1,(;) of the level-set posterior for priors with different lengthscales.
A lengthscale of | = 1/5 in the prior seems to be the best choice for this ground

truth. The inversion is good for lengthscale I = 1/5 in the prior in this case.
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In Figure 5.6.4 we provide plots for 1) of the level-set posterior in the case

of different distributions of parameter y in the domain. All of them use a prior

with length scale | = 1/5.
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Figure 5.6.3: Inversions results for parameter y in Figure 3.2.2 of EKI with level-set

5000

4000

3000

Shear Modulus [Pa]

2000

1000

129



56 INVERSIONS USING LEVEL SET PARAMETRISATION AND DIFFERENT PRIORS 130

4000 70 4000 5000

3500 3500
4000

3000 3000
2500 35 2500 3000
2000 2000
1500 1500 0
1000 0 1000 1000

0 35 70 0 35 70 20 40 60

[mm] [mm] [mm]

1 1 1
0.8 0.8 0.8
0.6 0.6 0.6
0.4 0.4 0.4
0.2 0.2 0.2
0 0 0

Figure 5.6.4: Inversions results using EKI with level-set parametrisation for various

[mm]
[mm]
S 8

Shear Modulus [Pa]
[mm]

Shear Modulus [Pa]

Shear Modulus [Pa]

N
=]
S
=)

distributions of parameter y across the domain. Top: Ground Truth distribution of .
Bottom: Indicator function 1) (dimensionless) of level set map of the corresponding

posterior ensemble mean after applying EKI with level set parametrisation.



5.7 CONCLUSION: LIMITATIONS AND PROBLEMS WITH A PURELY ELASTIC MODEL 131

5.7 CONCLUSION: LIMITATIONS AND PROBLEMS WITH A PURELY ELASTIC

MODEL

In this section we want to draw interim conclusions from the experiments
conducted in Section 5.1 to 5.6 and further discuss and analyse the limitations
and problems of using the purely elastic model that became apparent by the
experiments in this chapter.

The experiments used Algorithm 1 without any parametrisation or the
parametrisation P; introduced in Section 4.4. We could see how the choice
of the prior has a crucial influence on the accuracy of the posterior. Also, we
analysed the influence of ensemble size on convergence speed and accuracy
of the posterior ensemble. Overall, without parametrisation, EKI estimates
were too smooth and could not capture sharp interfaces. We therefore used the
parametrisation P; introduced in Section 4.4 which delivered highly accurate
estimates. However, when using parametrisation P in EKI, prior knowledge
about kg) and kgz) is necessary, which cannot be assumed in application usually.
Also, in all experiments, regardless of the parametrisation used, there is a
high dependency of the posterior on the prior. We could demonstrate this
dependency specifically for the length scale I. There is no straight-forward way

for how to choose these parameters prior to inversion. In the experiments in



5.7 CONCLUSION: LIMITATIONS AND PROBLEMS WITH A PURELY ELASTIC MODEL 132

Chapter 6 we therefore use the two-level parametrisation introduced in Section
4.5.7. When using this parametrisation, the length scale and mean become part
of the unknown in the inversion and we only need to choose an interval of
values for the prior, not one value. If we are not sure about the length scales
when choosing the prior, the interval can be chosen to be big.

High frequency MRE using a purely elastic model turned out to be more
difficult than low frequency MRE. The numerical approximation of the forward
map (3.4.2) using standard Galerkin finite element method is affected by pollu-
tion which is described in Section 5.7.1. A potential solution to this problem is
described in Section 5.7.2.

Furthermore, the direct application of Algorithm 1 without a modification
turned out to be unsuccessful because of resonating wave fields. This problem
is described on the basis of a simple 1-D version of EKI and a solution to this is
described in Section 5.7.3.

It will become obvious however that using a viscoelastic model is solving
both the problem of pollution and resonating wave fields. Extended high

frequency experiments using this model will be then shown in Chapter 6.
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5.7.1  Pollution

100 300 =
0.06 0.06 0.06
80 0.04 3 20 ' 0.04 3 0.04 3
04 E - 04 E 04 E
® 60 0.02 > » 200 . - 0.02 > 0.02 3’
3 5 3 .- 5 5
3 o 2 3 150 o ¢ o g
Z a0 3 2 - 3 3
0.02 -0.02 0.02
0.04 5 0.04 5 0.04 5
20 a 50| Wy - a a
0.06 - - 0.06 0.06

0 50 100 0 100 200 300
Nodes Nodes

Figure 5.7.1: Plot for the finite element method approximation of the first component
of the solution to boundary value problem (3.2.1)-(3.2.3) using various mesh sizes and
high frequency of 60Hz. The setup described in Section 5.2 is used. The domain size is
70mm by 70mm and p is distributed across the domain like shown in Figure 5.6.4 (top

left). Left: 100 by 100 nodes. Middle: 300 by 300 nodes. Right: 600 by 600 nodes.

The simulation of the purely elastic Helmholtz equation (3.2.1), i.e. y;, = 0, at

high frequencies suffers from the pollution effect [24] and it is proven that for

standard Galerkin finite element method it cannot be removed completely [7].

In the finite element space, for low frequencies, the Galerkin approximation and
the best approximation only differs by a constant factor. For increasing w or
wave number however, the ratio of the error of the Galerkin approximation and
the error of the best approximation tends to infinity [7]. This lack of robustness

is called the pollution effect.
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In Figure 5.7.1 we show plots obtained using the standard Galerkin finite
element method approximations implemented in ABAQUS for high frequency
of 60Hz, various mesh sizes and a ground truth distribution of parameter u
across the domain is shown in Figure 5.6.4 (top left). A very small mesh size
is necessary until the error between the Galerkin approximation and the best
approximation has converged. This is the case in the right plot.

It is worth noting at this point that the pollution occurs for any set up of
(3.2.1) that results in a high wave number. High densities py, small parameters
u and A or solving (3.2.1) on a large domain result in the pollution effect. In

fact, both
V- [(we?) (Vo+ Vo) + (2/@?) (V-0 1| = —pwo,  forxeQ,
and
V- (Vo Vol ) + A (V- 0) 1] = —pwo, for x € w- Q,

result in the same wave field as (3.2.1) and therefore, contain the same wave
number and the same amount of pollution. The solutions of the PDEs above
have the same number of waves inside the domain. Here, we use w - (2 =
{w-x|x € O}.

In practice, the pollution effect requires the usage of very small mesh sizes

for Galerkin approximations to be accurate for high frequencies [88]. In the
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context of EKI this exceeds the computational capacity of today’s computer. For
EKI with sample size ] = 200 and convergence after 11 updates, the solution of
boundary value problem (3.2.1)-(3.2.3) needs to be approximated at least 2200
times.

A possible solution to this problem when using the purely elastic model is
therefore, to split both the numerical forward solution method and the inversion
into subzones, described in the following section.

However, pollution is very small for the viscoelastic model. In Figure 5.7.2
we show plots of the finite element method approximation for various mesh
sizes at a high frequency and use a constant loss modulus of y; = 400Pa in
the ground truth distribution. It can be seen in Figure 5.7.2 that finite element

method approximations are very accurate for coarse grids already.



5.7 CONCLUSION: LIMITATIONS AND PROBLEMS WITH A PURELY ELASTIC MODEL

%10 %10 <1073

===50x50 nodes
===100x100 nodes
200%200 nodes

0.5 —— 400400 nodes

Nodes

-0.5

Displacement vy [mm]
o

(] 100 200 0 35 70
Nodes Cross Section [mm]

Figure 5.7.2: Plot for the finite element method approximation of the real part of the
first component of the solution to boundary value problem (3.2.1)-(3.2.3) using various
mesh sizes and a high frequency of 60Hz. The setup is similar to the basic setup
described in Section 5.2, however, the shear modulus is complex and we assume to

have a constant loss modulus of y; = 400Pa across the domain. The domain size is

70mm by 70mm and y is distributed across the domain like shown in Figure 5.6.4. Left:

100 by 100 nodes. Middle: 200 by 200 nodes. Right: Cross-sectional Plot.

5.7.2  Subzone Inversion

One way of avoiding the problem of pollution introduced in Section 5.7.1 is
to split both the numerical forward solution method and the inversion into
smaller sub-problems with very high resolution and thereby adapt the subzone
approach discussed in Section 3.5.3 to EKIL.

The application of EKI to inverse problem (4.1.1) on a subzone using (3.5.11)

as a forward map turns out to be successful and robust regarding noise on
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the boundary coming from measurements. In Figure 5.7.3 we show plots of
subzone ensemble Kalman algorithm, i.e. EKI applied in four subzones using G,
instead of G in each subzone. In this experiment we used P = id, so we are not
using any parametrisation. The plot at the top shows the inversion result that
is obtained by applying EKI without subzones in this basic one-dimensional
set up with a sinusoidal excitation of 1Hz, a noise level of 5% in the data and
a mesh size of 1 mm. The bottom plot shows the result using four subzones

which is about as accurate as the result obtained from EKI without subzones.
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Figure 5.7.3: Top: EKI. Bottom: Subzone EKI.



5.7 CONCLUSION: LIMITATIONS AND PROBLEMS WITH A PURELY ELASTIC MODEL 139

5.7.3 Resonance

Another challenge that arises when applying EKI to high frequency MRE
using the purely elastic model is described in this section. For y; = 0 the
model (3.2.1) does not take into account viscosity which describes the resistance
of solid to deformation. Therefore, we model wave propagation without
damping. As a consequence, we can show in experiments that the forward
map G turns out to be not continuous with respect to parameter y, which is
required [83]. Some members of the ensemble (/) produce wave fields that
have very big amplitudes, even though they are very similar to other members

in the ensemble.

5000 =~—Ground Truth 0.001
—_ ———Resonance p .E.
[ Inverted Phase
2., 4000 = £ 0.0005
@ >
S
S S
Y : MM
o
& 5
2 2000 2 .0.0005 = Forward of Ground Truth
3] o ———Forward of Resonance p
Forward of Phase .
1000 -0.001
0 23 46 70 23 46 70
[mm] [mm]

Figure 5.7.4: Left: Different distributions of y across the domain. Right: Correspond-

ing solutions of the boundary value problem (3.2.1)-(3.2.3) in the same colour.
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In one dimension (3.2.1) is solved for constant y on 2 = [xg, x;] with

Dirichlet boundary v(xg) = vg and v(xj) = v} by

vJ — U - COS (\/{%-;Fl-(x]—xo)> . (\/? )
v(x) = : - sin —(x —x9)
sin (\/{%-,u—l-(x]—xo)> H

+7 - cos <\/§(x — xo)) ,
(1-2v)-pwew?

where t := ~—~>%—. For high frequencies, even a small change in i can

increase or decrease the amplitude of the wave field a lot. The same applies to
non-constant y, see Figure 5.7.4.

The same observation is made in the two-dimensional setup for MRE de-
scribed in Section 5.2. For a high frequency of 60Hz, a cross-sectional plot in

the location indicated in Figure 5.2.1 of the wave fields G (yéj )) of some prior

J

j—1 can be seen in Figure 5.7.5. The left plot is showing the

ensemble { yéj )}
wave fields for an ensemble of size | = 100 drawn from a prior with variance
02 = 10 and the right with variance ¢ = 0.5. It can be seen that the amount of
members in the ensemble that produce resonating wave fields increases with
variance.

One way to tackle the problem of resonating wave fields: At every iteration
n after the forward solution G( y,gj )) of the ensemble is approximated (this is

step 3 in Algorithm 1), every member of the ensemble that is producing a

wave field with more than twice the amplitude of the measured wave field v
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is removed from the ensemble. In Figure 5.7.6 we show a plot of wave fields
g (y(()j )) after all members ‘u(()j ) that produced resonating wave fields in Figure
5.7.5 (left) have been removed.

However, because we are removing members of the ensemble in each itera-
tion, this approach requires a prior ensemble of large size, especially if the prior
has big variance. Therefore, the model (3.2.1)-(3.2.3) incorporating viscosity, i.e.

ur # 0 is used in Chapter 6, which does not produce resonating wave fields as

described in the beginning of this subsection.
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Figure 5.7.5: Cross-sectional plot in the location indicated in Figure 5.2.1 of the wave

fields Q(y(()j )) of some prior ensemble ‘u(()j ) with various variances. Left: Variance

0? = 10. Right: Variance ¢ = 0.1
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Figure 5.7.6: Wave fields G(u))) after all members () that produced resonating wave

fields in Figure 5.7.5 (left) have been removed.

5.7.4  Viscoelastic Model

Due to the limitations and problems discussed in Section 5.7 so far, we use a
viscoelastic model for MRE in the following chapter. Viscoelasticity takes into
account the resistance of the solid soft tissue to deformation and wave fields in
this model are damped. A viscoelastic model is capturing more accurately the
behaviour of real world soft tissue than the purely elastic model [57].

In Fig. 5.7.2 we show the real part of the displacement field in horizontal
direction deploying the viscoelastic model and we can clearly see the damping

in the wave field. As a result we do not have highly oscillating wave fields
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described in Section 5.7 and also we do not observe pollution in the numerical
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Figure 5.7.7: Setup for this experiment described in Section 5.1 at a frequency of 60Hz.
This experiment however, was run with the viscoelastic model (3.2.1) - (3.2.3) with
constant y;, = 200Pa throughout the domain. Left: Ground Truth Storage Modulus

Right: Posterior ensemble mean.

The experiments described in Chapter 5 could be run at 60Hz when deploy-
ing this new model. In Figure 5.7.7 we show plots for the experiment described
in Chapter 5 but we use the viscoelastic model with a constant loss modulus
ur = 200Pa throughout the domain and a frequency of 60Hz. In Figure 5.7.8
we show cross-sectional plots of the prior and the posterior ensemble. It can
be seen that the values of the ground truth are within the values of the prior
across the whole cross section. Also, it can be seen how the posterior ensemble

gives a smooth approximation of the ground truth.
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Figure 5.7.8: Cross-Sectional Plot of Prior Ensemble (left)) and Posterior Ensemble

(right; after 3 iterations) for the experiment in Figure 5.7.7.



NUMERICAL TESTING - VISCOELASTIC MODEL

The application of a purely elastic model uses a real valued Cauchy stress
tensor (3.2.5) and is therefore a relatively simple model. However, this is not
a very accurate model of the real world where soft tissue exhibits viscoealstic
behaviour [80]. Furthermore, in experiments in Section 5.7.1, we could show
that in comparison with the purely elastic model the Galerkin method applied
to a viscoelastic model is less polluted and does not allow for highly resonating
wave fields. We show in this Chapter that the application of a viscoelastic
model enables us to apply EKI to high frequency MRE.

Viscosity of a solid is a measure of its resistance to deformation at a given
rate [57]. In the experiments in Chapter 5 we assume a viscosity free solid
which simplifies the Cauchy stress tensor.

In this section we test the performance of EKI Algorithm 1. Throughout this
Chapter we use the viscoelastic model, i.e. y; # 0 in (3.2.1) - (3.2.3). Also, we

use the two-level-parametrisation P, introduced in Section 4.5. Furthermore,
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in this Chapter we run experiments at common MRE frequencies [23] between
50Hz and 60Hz.

In Section 6.1 we discuss implementation aspects and how we measure
performance of EKI. In Section 6.2 we discuss numerical results and analyse the
performance of EKI for various ensemble sizes |, the influence of different noise
levels oy in the data and influence of various priors. Section 6.3 looks at that
posterior ensemble that we receive from the application of EKI and calculates
sample variances, confidence intervals and probabilities of tumour. Section
6.4 compares the performance of EKI with direct Inversion. In Section 6.5 we
show some ideas how to further improve the prior for EKI applied to MRE by
combining it with direct inversion.

Throughout this chapter we use the two-level parametrisation introduced in
Section 4.5 and we calculate Gaussian random fields using the stochastic PDE

(4.5.6) and not Karhunen-Loéeve expansions.

6.1 IMPLEMENTATION

Algorithm 1 was implemented in MATLAB using the two-level-parametrisation
P as defined in (4.5.7). So F = G o P, is the formal problem used in Algorithm

1. The forward problem F (k) requires approximations of solutions of the
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boundary value problem (3.2.1)-(3.2.3). These approximations are calculated
by using MATLAB's inbuilt Partial Differential Equation Toolbox which is an
implementation of the finite element method. The main reason for preferring
this toolbox over ABAQUS FEA is that the toolbox is much faster than ABAQUS
FEA in our application.

We use the function generateMesh to create a mesh with triangular elements
with maximum edge length of 0.2cm and linear shape functions. The domain
size is 18.5cm by 15.7cm for the brain experiment and 18cm by 18cm for the
kidney experiment. generateMesh creates in this setup a mesh with 10502 nodes
and 20622 elements for the brain and 5266 nodes and 10262 elements for the
kidney.

The function solvepde returns the finite element approximation at the nodes
and we interpolate this result onto a regular 100 by 100 rectangular grid in
the domain (2. Also, the centred Gaussian noise w, in the ensemble {k,(j )}
inversion from Algorithm 1 is considered on the 100 by 100 rectangular mesh
and interpolated onto the mesh generated by generateMesh for the forward
solution. As shown in Section 5.7.1 we only observe little pollution for the
viscoelastic model (3.2.1)-(3.2.3) for these resolutions. Measurements v € R"

are given on the same mesh of 10000 nodes, so m = 40000 in (3.4.2).
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EKI Algorithm 1 gives us a sequence of ensembles {k,(j )} where n = 0
corresponds to the prior ensemble and n = ng is defined to be the posterior
ensemble, i.e. the ensemble that we get after the last iteration before the
stopping criteria is met.

We are interested in approximating the shear modulus p. We estimate this

quantity by the physical ensemble mean or level set posterior mean given by

T 1y (/)
PN = P2 | 5 Z kn' ) -
] &
We often use the level set posterior mean 7iyg in plots.

We measure the accuracy of our estimate by comparing it to the ground

truth shear modulus u' given by
' ="Pa(kh),

where k' is the ground truth that will describe in the next section. More

precisely, we monitor the relative error with respect to the truth which is

INs = # )

&y = (6.1.1)
! 11 |0

Also, we consider the average data misfit

ADM = %HB“Z(V — GNP,

which indicates poor inversion results if the average data misfit is high above 1

after the stopping criterion of Algorithm 1 is met.
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6.1.1  Basic Setup and Synthetic Data (Brain)

In the brain experiment we assume we have five types of tissue: Grey matter
D,, white matter D3, background tissue D, cerebrospinal fluid matter (CSF)
D, and tumour tissue Ds. We partition the domain into the four non-tumour
tissues and add two tumours in random locations within grey, white and CSF
matter. We use the two-level parametrisation introduced in Section 4.5 and the

parameters as in Table 6.1.1

Table 6.1.1: Parameters of the ground truth for the brain experiment.

a8 TaL | Oa,s OuL | Mas | Mol | last, lar | lus2 laL2
Grey Matter 1 0.05 1865 | 723 0.035 0.035
White Matter 1 0.035 2688 | 1333 0.3 0.075
Background 1 0.025 3000 | 2992 0.1 0.1
CSF 1 0.05 212.2 | 2200 0.15 0.15
Tumour Tissue 1 0.05 2360 | 2553 0.05 0.05

For all types of tissue & € {1,...,5}, we choose w,s, w, ~ N (0,1). Note
that smoothness r,, amplitude scale ¢,, and length scale /,; and [, are the

same for both loss and storage modulus parametrisation and the parameters
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only differ for the means m, g, m, | of the fields. In Figure 6.1.1 (b) we show a
plot of a resulting ground truth distribution of the loss modulus and in Figure
6.1.1 (a) of the distribution of the storage modulus.

It is worth noting at this point that our ground truth distributions of storage
and loss moduli is only an approximation to real-world MRE. The human
brain is usually encased in the skull which is surrounded by air. In brain MRE
mechanical waves are delivered by vibrating the skull. Our setup models an ex
vivo (i.e. outside an organism) brain that has been set into a gel (background

tissue Dj). In this case the CSF D4 would drain away, however.
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(a) Ground truth storage modulus (b) Ground truth loss modulus

Figure 6.1.1: Ground Truth Distribution of Shear Modulus

The examples in this chapter were all run with a frequency of 50Hz (w ~

314rad/s). Due to the absence of high pollution levels for the viscoelastic
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model discussed in Section 5.7.1, we are able to run experiments now at high
frequencies, even higher than 50Hz.

The top edge of the domain (2 is a loading edge. Harmonic deformation
of frequency 50Hz and amplitude 0o, = 0.001lmm is applied. The other three
edges are traction free boundaries.

The domain is 157mm wide and 185mm high. Measurements v = v + 7
are created by using the finite element method approximation o' of G (kL) for
ground truth k¥ as defined above. The noise 7 is drawn again from a Gaussian

distribution 7 ~ N'(0, B) as defined in (5.2.1).

6.1.2 Prior (Brain)

In the first series of experiments we apply EKI to synthetic data described in
Section 6.1.1. We leave 0, 5, 041, 74,5 and 7, 1, fixed to the values of the ground
truth, i.e. both in the prior and in each update we use 0, s = 0, =1l and 7, g
and r, 1, as in the table for the ground truth in Section 6.1.1. For each of the five
types of tissue the unknown consists of the two length scales I, ; and I, », the
mean m, and the function w, that we discretise on a 100 x 100 grid. Each of
these parameters exists twice, once for the parametrisation of the loss modulus

and once for the parametrisation of the storage modulus.
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Also, we have the level set functions ke as unknown which is used to
parametrise the location of the cancer. For k¢ only Ic 1, Ic» and the function
wc that we discretise on a 100 x 100 grid are unknown. The mean is chosen to
be mc = 0 for this random field.

The total dimension of the unknown is dim(XC) = 2-5- 10003 + 10000 + 2 =
110032.

We select an initial ensemble by drawing for each tissue typea =1,...,4
the parameters for loss and storage modulus k((){i,s = (Mys, 1y 51,152, Was)

7 .
and kOJ,zx,L = (mIX,L/ lapas Lo, le,L) from

ké],t)k,s ~ U, s s U)0.035,03) @ Ujo.35,03) @ N (0, 1),

(6.1.2)

k(()],.,l,L ~ Uy, 1 1)U10.035,0.3) @ Ujo.035,0.3) ®N(0,1),
where we used the uniform distribution ¢, ;) on the interval [a, b]. Note that
for loss and storage modulus for every tissue type « the length scale in x and
y direction is drawn from the same uniform distribution. For the mean we

choose the values from Table 6.1.2 depending on the tissue type and loss or

storage modulus parametrisation
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Table 6.1.2: Parameters of the prior for Brain MRE experiments

Grey Matter 500 900 1500 2000

White Matter 1000 1800 2300 3000

Background Matter | 2600 3300 2500 4000

CSF Matter 2000 2800 180 300

Tumour Tissue 2200 2700 2300 3000

Also, a part of the initial ensemble is ké{ )C ~ Ujposs,03 @ N (0,1) for the
parametrisation of the location of the cancer. The mean for this random field is
set to zero. We use ¢/ = 1.5 in this parametrisation throughout the inversion. Let
us denote the prior ensemble as kg]} = ({k((){gc,s}ae{l,...,S}' {k((){zé,L}ae{l,...,S}rk((){)c)-

In Table 6.1.3 we show plots of loss and storage moduli that correspond to
five members of the resulting prior ensemble, i.e. we plot y(()j ) = P(k(j )F) for

O/

jed{l,...,5}
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Table 6.1.3: Five members from the prior ensemble { y(()j ) }]].:1 described in this section.

Top row: storage modulus. Bottom row: loss modulus.

Ground
Sample 1 Sample 2 Sample 3 Sample 4 Sample 5

Truth

3000

2000

1000

Storage Modulus [Pa]

3000

2000

oss Modulus [Pa]

1000
4

6.1.3 Basic Setup and Synthetic Data (Kidney)

In the kidney experiment we assume we have four types of tissue: Cortex
tissue Dy, medulla tissue D3, background tissue D; and tumour tissue Ds.
We partition the domain into the three non-tumour tissues and include one
tumour at a random location within cortex or medulla tissue. We use the
two-level parametrisation introduced in Section 4.5, assume Dy = @ and use

the parameters from Table 6.1.4
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Table 6.1.4: Parameters of the ground truth for the brain experiment.

Ya,S Yo, L|00,S, Ou,L|Mas| ML |lus1, la,|la,s2, laL2
Cortex Tissue 1 0.05 |3000| 3000 0.15 0.15
Medulla Tissue| 1 0.025 [1600| 1800 | 0.035 0.1
Background 1 0.01 [4500/2200.4| 0.1 0.1
Tumour Tissue 1 0.035 |212|2292.5 0.1 0.05

For all types of tissue « € {1,...,4}, we choose w, g, w, ~ N (0,1). Like
in the ground truth for the brain, we note that smoothness r,, amplitude scale
0a, length scales I, 1 and [, > are the same for both loss and storage modulus
parametrisation and the parameters only differ for the means m, s, m,  of the
tields. In Figure 6.1.2 (b) we show a plot of a resulting ground truth distribution

of the loss modulus and in Figure 6.1.2 (a) of the distribution of the storage

modulus.
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Figure 6.1.2: Ground Truth Distribution of Shear Modulus

The examples for the kidney were all run with a frequency of 60Hz (w ~
372rad/s). Due to the absence of high pollution levels for the viscoelastic
model discussed in Section 5.7.1, we are able to run experiments now at high
frequencies, even higher than 60Hz.

The top edge of the domain (2 is a loading edge. Harmonic deformation
of frequency 60Hz and amplitude 0top = 0.00lmm is applied. The other free
edges are traction free boundaries.

The domain is 120mm wide and 120mm high. Measurements v = v’ + 7 are
created by using the finite element approximation v* of G (k%) for ground truths
kE as defined above. The noise 7 is drawn again from a Gaussian distribution

1 ~ N (0, B) as defined in (5.2.1).
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6.1.4 Prior (Kidney)

In the second series of experiments we apply EKI to synthetic data described in
Section 6.1.3. Although, EKI can be used to estimate smoothness parameter r,
[38] and amplitude scale oy, for simplicity we leave o, 5, 051 and r, s, 74,1 fixed
to the values of the ground truth, i.e. both in the prior and in each update we
use 0, 5,0, = 1 and r, g, 7, 5 as in Table 6.1.4 for the ground truth in Section
6.1.3. This is due to simplicity. In Chapter 7 we discuss that experiments might
be interesting that show that spatial variability can be captured by w, alone
and analyse and quantify how various fixed choices of 0, and r, in the prior
affect the posterior.

For each of the four types of tissue the unknown consists of the two length
scales I, 1 and I, », the mean m, and the function w, that we discretise on a 100 x
100 grid. We need each of these parameters twice, once for the parametrisation
of the loss modulus and once for the parametrisation of the storage modulus.

Also, we have the level set functions ke as unknown which is used to
parametrise the location of the cancer. For k¢ only I¢ 1, Ic, and the function
wc that we discretise on a 100 x 100 grid are unknown. The mean is chosen to

be m¢ = 0 for this random field.

157



6.1 IMPLEMENTATION

The total dimension of the unknown is dim(XC) = 2 -4 - 10003 + 10000 + 2 =
90032.

In the experiments run with kidney MRE data, we select an initial en-

-

semble by drawing for each tissue type &« = 1,...,4 the parameters kj, 5 :=

(M5, 1051, 1n,52 Wy s) and ké{z‘,L = (M1, 111,102 War) for loss and storage

modulus from

ké],,l,s ~ Uy, 5 U10.035,0.3) @ Ulo035,03) @ N (0, 1), (6.1.3)
ké],i,L ~ Ui, i1 U10.035,0.3) @ Upo.oss03) @ N (0,1), (6.1.4)

where we used the uniform distribution ¢, ;) on the interval [a, b]. Note that
for loss and storage modulus for every tissue type a the length scale in x and
y direction is drawn from the same uniform distribution. For the mean we
choose the values from Table 6.1.5 depending on the tissue type and loss or

storage modulus parametrisation
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Table 6.1.5: Parameters of the prior for the Kidney MRE experiments

My, My, [ My s Ny g

Cortex Tissue |2500 3500 2500 3500

Medulla Tissue |1000 1800 1500 2200

Background Matter|4000 6200 2000 4000

Tumour Tissue |2000 2700 100 300

Also, a part of the initial ensemble is ké{ )C ~ Ujp 035,03 @ N (0,1) for the
parametrisation of the location of the cancer. The mean for this random field is
set to zero. We use ¢/ = 1.5 in this parametrisation throughout the inversion. Let
us denote the prior ensemble as kéf} = ({ké{i,s}ae{l,...,zl}f {k((){zc,L}ae{l,...A}'ko,

In Table 6.1.6 we show plots of loss and storage moduli that correspond to

five members of the resulting prior ensemble, i.e. we plot y(()j ) = P(ké{ 3?) for

jed{l,...,5}

(/) ).
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Table 6.1.6: Five members from the prior ensemble { y(()j ) }]].:1 described in this section.

Top row: storage modulus. Bottom row: loss modulus.

Ground
Sample 1 Sample 2 Sample 3  Sample 4 Sample 5
Truth

2000

Storage Modulus [Pa]

1000

L
3000 'y
E
g
2000 2
g

1000

6.2 INFLUENCE OF PRIOR, NOISE AND ENSEMBLE SIZE ON THE POSTERIOR

In this section we conduct experiments that analyse the affect of the prior, the
noise and the ensemble size on the posterior ensemble mean in the brain MRE
experimental setup described in Section 6.1.1. In Section 6.2.1 we run EKI for
various ensemble sizes |. In Section 6.2.2 we determine the effect of the noise
level 0, in the data on the posterior ensemble mean. In Section 6.2.3 we examine
performance of EKI for a range of m, s and m, 1 in the prior which entails a
range of physical ensemble means. In Section 6.3 we will then also consider

quantities like the sample variance and confidence intervals of the posterior.
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6.2.1 Ensemble Size

We run Algorithm 1 in the setup described in Section 6.1.1 with prior described
in Section 6.1.2 for different choices of ensemble sizes | : 50, 100, 200, 400, 600,
800, 1000. For each choice of ], we run 20 experiments with different random
selections of the initial ensemble.

In Table 6.2.1 we show plots of the physical posterior ensemble mean py,
and the ground truth u' for one of these experiments for the brain. A noise
level of 5% is used in this series. In most experiments, stopping criterion is met
after Ng = 6 iterations for sample size | = 50 and after Ng = 4 iterations for

the other sample sizes.
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Table 6.2.1: Physical ground truth shear modulus u' and physical posterior ensemble
means Jiy, for various ensemble sizes and a noise level oy = 0.05. Top row: Storage

Modulus. Bottom row: Loss modulus.

Ground
J =50 J=100 J=200 [J=400 J=1000
Truth

3000

2000

1000

Storage Modulus [Pa]

3000

2000

oss Modulus [Pa]

1000

-

It can be seen that for ensemble size | = 50 the second (smaller) tumour
is not captured by the inversion. For | = 200 the small tumour is located at
a wrong location. This accuracy of the EKI estimate for this ensemble size is
clearly too poor. Also, the error in the EKI-reconstruction seems to be significant
in areas of white matter and tumour. For | = 100 and | = 200, there seems to be
a significant error in the shape of the big tumour. From these plots an ensemble

size of at least | = 400 is necessary to capture all the details accurately.



6.2 INFLUENCE OF PRIOR, NOISE AND ENSEMBLE SIZE ON THE POSTERIOR

3l 0.12 .
|
05! _ I 01F 1
5 :
0 w 0.08¢
= 2 E )
S =
© ® 0.06
D —
15+ -0
EI T o L I;l
0.04 +
1 = & 2 é
‘ ‘ ‘ ‘ ‘ ‘ 0.02: ‘ ‘
100 200 400 600 800 1000 100 200 400 600 800 1000
Ensemble Size J Ensemble Size J

(a) Brain: Average Data Misfit over Ensemble(b) Brain: relative error of storage modulus w.r.t

Size ground truth over Ensemble size

T
1
0.15¢

O.1J.é7. |
LQ?%_

Relative Error

—g

100 200 400 600 800 1000
Ensemble Size J

0.057

(c) Brain: relative error of loss modulus w.r.t

ground truth over Ensemble size

Figure 6.2.1: Brain MRE. Noise level is 0.05. Boxplots for relative errors in 20 experi-

ments.

In Figure 6.2.1 we show box plots of the data misfit and the relative error

of the storage and loss modulus over the various ensemble sizes for the brain.
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These plots confirm a large rate of error in the case of ensemble size | = 100
and | = 200. We can conclude that an ensemble size of | = 600 is a good
trade-off between computational costs and accuracy. Also, the relative error
with respect to (w.r.t) the truth for | = 600 barely improves as we increase J.
We run the same series of experiments with the same ensemble sizes | : 50,
100, 200, 400, 600, 800, 1000 and and noise levels 5% for the kidney. The setup
is described Section 6.1.3 and we use the prior described in Section 6.1.4. We

run 20 experiments with random selections of the prior ensemble.
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Figure 6.2.2: Kidney MRE. Noise level is 0.05. Box-plots for relative errors and data

misfits in 20 experiments.

In Figure 6.2.2 we show box plots of the data misfit and the relative error of

the storage and loss modulus over the various ensemble sizes for the kidney.
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The results are similar to the results in the brain experiments: These plots show
large errors for ensemble size | = 100 and | = 200. Although, the accuracy
for | = 400 is higher than for the brain experiment we can conclude that an
ensemble size of | = 600 is a good trade-of between computational costs and
accuracy. Also, the relative error with respect to the truth for | = 600 barely

improves as we increase J.

6.2.2  Results from Inversion Using Various Noise Levels (Brain)

In this series of 20 experiments we run Algorithm 1 with data coming from
the basic setup described in Section 6.1.1 for various levels of noise ¢, : 0.01,
0.05, 0.1, 1, 32 corresponding to a noise level of 1%, 5%, 10%, 100%, 3200%. A
constant ensemble size of | = 600 is used throughout this series of experiments.
We use an initial ensemble defined in Section 6.1.2 which is the same for all
noise levels but is chosen randomly for each of the 20 experiments.

In Table 6.2.2 we show plots of the physical posterior ensemble mean 7y,
and the ground truth u' for one of these experiments for the brain. Up to
a noise level of 100% we can see a high accuracy in the reconstruction. For

0y = 32 the shape of the big tumour is inaccurate and the small tumour cannot
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be seen. We conclude that Algorithm 1 cannot cope with this noise level in this
application.

In most experiments, stopping criterion is met after N5 = 6 iterations for
noise level o, = 0.01, after Ng = 3 iterations for 0,, = 32 and after Ng = 4
iterations for the other noise levels.

Table 6.2.2: Physical ground truth shear modulus u' and physical posterior ensemble

means iy, for various noise levels and constant ensemble size | = 600. Top row:

Storage Modulus. Bottom row: Loss modulus.

Ground
0, =001 0,=0.05 o0,=0.1 o, =1 o, = 32
Truth

3000 ©

2000

1000

Storage Modulus [Pa]

3000

2000

oss Modulus [Pa]

1000
i

In Figure 6.2.3 we show box plots of the data misfit and the relative error of
the storage and loss modulus with respect to the ground truth over the various
noise levels for the brain. These plots confirm a large rate of error for noise

level 0, = 32 and a small rate of error for noise levels oy = 0.01, 0.05, 0.1 in
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the data. We can conclude that for a noise level below ¢, = 1 that is 100% or

SNR =1, EKI delivers accurate estimates.
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ground truth over Noise level ground truth over Noise level

Figure 6.2.3: Brain MRE. Ensemble Size is 600. Box-plots for relative errors in 20

experiments.

6.2.3 Results from Inversion using Various Priors

In this series of 20 experiments we run Algorithm 1 with data coming from the
basic setup described in Section 6.1.1 for various priors. A constant ensemble
size of | = 600 noise level 0;, = 0.05 in the data is used throughout this series

of experiments.
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For each of the 20 experiments we draw an initial ensemble as defined in
(6.1.2) and in this series we do not use the fixed uniform distributions on the
intervals defined in Table 6.1.2. Instead, we vary the size of the interval and
define this interval with the ground truth value defined in Table 6.1.1 as the

midpoint of the interval. More specifically in (6.1.2) we set

P1 S P1
My, [, = My, — m “My,L, My, = My [, + ﬁ cMy, L,

P1 S P1
Mys = Mygs — 100 cMys, My s = Mys+ 100 cMys.

In Figure 6.2.4 we show box plots of the data misfit and the relative error of
the storage and loss modulus with respect to the ground truth over the various
priors used. We can record only a very slight loss in accuracy for big intervals of
the uniform distribution. In Figure 6.2.4 (d) an increase in number of iterations
until the stopping criterion is met can be analysed for increasing sizes of the

interval [m, 1, T, 1] and [m, g, 7, g).
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Figure 6.2.4: Performance of EKI applied to brain MRE for various priors defined in
this chapter with p; = 10, 20, 30, 40, 50, 60, 70, 80. Noise level is 0.05, ensemble size is

600. Box-plots for relative errors and data misfits in 20 experiments.

We run this series of experiment also with other priors. For each of the 20

experiments, we draw an initial ensemble as defined in (6.1.2) and in this series
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we do not use the fixed uniform distributions on the intervals defined in Table

6.1.2. Instead, we vary the midpoint of a fixed sized interval. More specifically

in (6.1.2) we set

20 p2 - 10

My = My — 100 My, + 100
20 p2 - 10

My, = My, L + m cMy L + 100 :
-10

Mys = Mys — m “My s+ piOO :
Myg =m +2 m +_]92-10

o5 = TS o0 S T 100

mtX,L/

ma,L.

(6.2.1)

mD(,S/

mals.

So, in this series we choose the fixed uniform distribution on an interval

with p; = 20 and move the midpoint of the interval it further away from the

ground truth value in order to get different priors. It can clearly be seen in

Figure 6.2.5 how bad priors, i.e. priors that are far away from the ground truth,

result in low accuracy in the posterior ensemble.
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Figure 6.2.5: Performance of EKI applied to brain MRE for various priors defined in

this chapter with p, = -5, —4,

-3,-2,-1,0,1, 2, 3,4, 5. Noise level is 0.05, ensemble

size is 600. Box-plots for relative errors and data misfits in 20 experiments.

The two series of experiments with results shown in Figure 6.2.4 and Figure

6.2.5 demonstrate that a prior with a big interval of the mean hyperprior should
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be preferred over a prior with an interval of the mean hyperprior that does
not contain the ground truth. The plots in Figure 6.2.4 show that estimates
coming from EKI with a prior with a big interval of the mean hyperprior have
similar relative errors as estimates that go back to a prior with small interval
of the mean hyperprior. Plots in Figure 6.2.5 illustrate that the relative error
drastically increases if the interval of the mean hyperprior does not the contain

the unknown which is the case for p; < —2 or p2 > 2 in (6.2.1).

6.2.4 Conclusion

EKI in application to MRE with in silico model data as input can provide
robust approximations of shear moduli for high noise levels in the data. Prior
ensembles with a mean far off the ground truth lead to high relative error
between the unknown and the posterior mean. The two worst cases in our
experiments in this chapter is if the interval of the mean hyperprior does not
contain the unknown and small ensemble size. In these case the relative errors
and data misfit have high values. In these cases estimates can not accurately

recover the unknown and are not useful for the detection of cancer.
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63 POSTERIOR VARIANCE AND CONFIDENCE INTERVALS

In this section we will have a closer look at the posterior distribution provided

by EKI in the experimental set up for brain MRE described in Section 6.1.1.

More precisely, we use the physical ensemble at the n-th iteration
) =P (1),
and the physical ensemble mean

szz,un 7

=

in order to calculate the following sample variance

1 ] . 2

2 _ () _ 5~

51’[ - ]’_1];1 (,l’ln ,l/li’l> 7

and in order to approximate the following 95% sample confidence intervals

__ 196s, __ 196s,
CI95,n N |Wn — T, Un + T

Furthermore, we define a probability of cancer which is similarly defined as
the “probability to find a defect” in [61]. This quantity reflects the confidence
for whether we have cancer tissue in a certain point x € (2 or not. For a fixed
x € ), the probability of kc(x) in (4.5.2) to be above the user defined threshold

c that defines the region of the cancer is

Pe(x) = P(ke(x) > c).
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We consider kc(x) as a random variable with density 7. and can therefore

rewrite

Pex) = [ ey = [ o) dy,

C
. . Y : .
Using the posterior ensemble (kn ) _, We can now consider the ensemble with
]:

ensemble members defined by

i J
The ensemble (]kg ) (x)) - is a sample distribution of kc(x) and can be used
=

to approximate the probability of cancer by using (4.5.2) again
0 1J 1J
Pc(X) = /oo 1y>c7-[]kc (y) d]/ ~ 7]:21 ]lkg>(x)>c = 7]:21 ]lD]k(Cj) (X)

We calculate all these quantities for posterior ensembles (k,(f )>j_1 stemming
from the application of EKI to synthetic data described in Section 6.1.1. We
consider these quantities for different noise levels in the data and a number of
different relatively good and bad priors.

In Figure 6.3.1 we give plots of the ground truth. In these plots we also
indicate two locations with two lines in which we plot 95% sample confidence

intervals. One line covers a location with tumour the other line not.
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Figure 6.3.1: Ground Truth Distribution of Shear Modulus. The two lines indicate the

location of the cross-sectional plots.

As before, we leave 0, 5, 04 1, 7o,5 and 7, 1, fixed to the values of the ground
truth, i.e. both in the prior and in each update we use 0, s = 0,1 =1l and r, g
and 7, 1 as in the table for the ground truth in Section 6.1.1. The unknown
consists for each of the five types of tissue of the two length scales I, 1 and I, ,
the mean m, and the function w, that we discretise on a 100 x 100 grid. Each
of these parameters exist twice, one for the parametrisation of the loss modulus
and one for the parametrisation of the storage modulus.

Again, we have the level set functions k¢ as unknown which is used to
parametrise the location of the cancer. For k¢ only Ic 4, Ic» and the function
wc that we discretise on a 100 x 100 grid are unknown. The mean is chosen to

be mc = 0 for this random field.
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The total dimension of the unknown is, as before, dim(K) =2 -5 - 10003 +

10000 + 2 = 110032.

6.3.1  Good Prior, Large Ensemble and Low Noise Level

In this experiment we select an initial ensemble by drawing for each tissue
type « = 1,...,4 the parameters k(()][)xs = (Mys,lus1,las2 W s) and ké],l L=

(My 1, a1, 1012 Wy 1) for loss and storage modulus from

ké],t)k,s ~ Upp, s i) U)0.035,03) @ Ujo.35,03) @ N (0, 1),

. (6.3.1)
k(()],,l,L ~ Ui, a1 U10.085,0.3) @ Upo.oss03) @ N (0,1),

where we used the uniform distribution ¢, ;) on the interval [a, b]. Note that
for loss and storage modulus for every tissue type « the length scale in x and
y direction is drawn from the same uniform distribution. For the mean we

choose the values from Table 6.3.1 depending on the tissue type and loss or

storage modulus parametrisation
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Table 6.3.1: Parameters of the prior for Brain MRE experiments

My, My, [ My s Ny g

Grey Matter 508 945 1304 2423

White Matter 933 17322300 3000

Background Matter|2600 3300 2500 4000

CSF Matter 2000 2800 180 300

Tumour Tissue |2200 2700 2300 3000

Also, a part of the initial ensemble is ké{ )C ~ Ujposs,03 @ N (0,1) for the
parametrisation of the location of the cancer. The mean for this random field is
set to zero. We use ¢/ = 1.5 in this parametrisation throughout the inversion. Let
us denote the prior ensemble as kg]} = ({k((){gc,s}ae{l,...,S}' {k((){zé,L}ae{l,...,S}rk((){)c)-

We run Algorithm 1 in the setup described in Section 6.1.1 with prior

described above with an ensemble sizes | = 600. A noise level of 5% is used in

this series.
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Figure 6.3.2: Prior ensemble y(()j ) in cross-sections indicated in Fig. 6.3.1. The yellow line
indicates the ground truth u'. Top left: Prior ensemble for storage modulus in vertical
cross-section. Top right: Prior ensemble for loss modulus in vertical cross-section.
Bottom left: Prior ensemble for storage modulus in horizontal cross-section. Bottom
right: Prior ensemble for loss modulus in horizontal cross-section.

In Figure 6.3.2 we can see the physical prior ensemble pt(()j ) in the cross-

sections indicated in the plots in Figure 6.3.1. In Figure 6.3.3 we show the 95%

sample confidence intervals Clgs o calculated from the physical prior ensemble
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y(()j ). We will compare these confidence intervals with the confidence intervals

in other experiments later.
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Figure 6.3.3: 95% Confidence Intervals Clgs in cross-sections indicated in Fig. 6.3.1 for

the prior ensemble y(j ) We plot the lower and the upper bound of the 95% confidence

0

interval as well as the ensemble mean 7y and the ground truth u*. Top left: Storage

modulus in vertical cross-section. Top right: Loss modulus in vertical cross-section.

Bottom left: Storage modulus in horizontal cross-section. Bottom right: Loss

modulus in horizontal cross-section.
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In Figure 6.3.4 we show plots of the physical posterior ensemble mean 7y,
for the storage and loss modulus. It can be seen that the posterior ensemble
mean shows cancer tissue in the locations of the cancer tissue in the ground
truth. Also, the probability of cancer P- shown in the plot in Figure 6.3.5 is
close to 1 and the variance 5%\15 shown in plots also in Figure 6.3.5 is relatively

low. Only around the interface between cancer tissue and no cancer tissue we
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Figure 6.3.4: Physical Posterior Ensemble Mean Jiy,. Left: Storage modulus. Right:

2

see a high sample variance sy .
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This high sample variance in the posterior ensemble around the interface
between cancer and healthy tissue can also be seen in plots in Figure 6.3.6 in
form of a higher variability of loss and storage modulus values in posterior
ensemble around the interface in the two cross-sections. In Figure 6.3.7 we give

plots of the 95% sample confidence interval Clgs n, of the posterior ensemble
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in the two cross-sections which can barely be seen because it is so small. Only
around the interface of tumour tissue and healthy tissue the confidence interval
is a bit larger. It can clearly be seen that the 95% sample confidence intervals of

() (7)

the posterior ensemble j_. is smaller than the one of the prior .

0
14
10
12
8
10
6
4
2
2

Figure 6.3.5: Top: Probability of Cancer Pc. Bottom Left: Sample variance s, for

Probability of Cancer

o ©o

IS

Variance Storage Modulus
Variance Loss Modulus

()

posterior ensemble i ; storage modulus. Bottom Right: Sample variance s, for

posterior ensemble Vg\]fl ; loss modulus.
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Figure 6.3.6: Posterior ensemble yg\]]i in cross-sections indicated in Fig. 6.3.1. The yellow
line indicates the ground truth u*. Top left: Posterior ensemble for storage modulus
in vertical cross-section. Top right: Posterior ensemble for loss modulus in vertical
cross-section. Bottom left: Posterior ensemble for storage modulus in horizontal

cross-section. Bottom right: Posterior ensemble for loss modulus in horizontal

cross-section.
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Figure 6.3.7: 95% Confidence Intervals Clos y, in cross-sections indicated in Fig. 6.3.1
for the posterior ensemble yg\]& We plot the lower and the upper bound of the 95%

confidence interval as well as the ensemble mean 7y, and the ground truth u'. Top

left: Storage modulus in vertical cross-section. Top right: Loss modulus in vertical

cross-section. Bottom left: Storage modulus in horizontal cross-section. Bottom right:

Loss modulus in horizontal cross-section.
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6.3.2 Good Prior, Large Ensemble and High Noise Level

In this section we run Algorithm 1 in the setup described in Section 6.1.1 with
the prior described in Section 6.3.1 and ensemble size | = 600. However, this
time we use a noise level of 40% which slightly exceeds the noise level of most

real-world applications [14].
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Figure 6.3.8: Physical Posterior Ensemble Mean jiy,. Left: Storage modulus. Right:

Loss Modulus

In Figure 6.3.8 we show plots of the physical posterior ensemble mean 7y,
for the storage and loss modulus. It can be seen that despite the higher noise
level the posterior ensemble mean shows cancer tissue in the locations of the
cancer tissue in the ground truth. Also, the probability of cancer Pc shown
in the plot in Figure 6.3.9 is close to 1 in the location of cancer in the ground

truth and the variance 5%\]5 also shown in Figure 6.3.9 is higher than the sample
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variance of the posterior ensemble in Section 6.3.1 where the data was only

corrupted by noise with noise level of 5%. Around the interface between cancer

2

tissue and no cancer tissue we see a high sample variance sy .
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Figure 6.3.9: Top: Probability of Cancer Pc. Bottom Left: Sample variance s, for

Probability of Cancer

Variance Storage Modulus
Variance Loss Modulus

posterior ensemble yg\]]i ; storage modulus. Bottom Right: Sample variance s, for

posterior ensemble y%l; loss modulus.
This high sample variance in the posterior ensemble around the interface

between cancer and healthy tissue can also be seen in plots in Figure 6.3.10 in

the form of a higher variability of loss and storage modulus values in posterior
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ensemble around the interface in the two cross-sections. In Figure 6.3.11 we give
plots of the 95% sample confidence interval Clos n, of the posterior ensemble in
the two cross-sections. The confidence intervals of the posterior ensemble are
larger than the confidence intervals of the posterior ensemble in Section 6.3.1

where the data was corrupted by noise with a noise level of 5%.
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Figure 6.3.10: Posterior ensemble y%i in cross-sections indicated in Fig. 6.3.1. The
yellow line indicates the ground truth uf. Top left: Posterior ensemble for storage
modulus in vertical cross-section. Top right: Posterior ensemble for loss modulus
in vertical cross-section. Bottom left: Posterior ensemble for storage modulus in

horizontal cross-section. Bottom right: Posterior ensemble for loss modulus in

horizontal cross-section.
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Figure 6.3.11: 95% Confidence Intervals Clgs n, in cross-sections indicated in Fig. 6.3.1
for the posterior ensemble yg\]& We plot the lower and the upper bound of the 95%

confidence interval as well as the ensemble mean 7y, and the ground truth u'. Top

left: Storage modulus in vertical cross-section. Top right: Loss modulus in vertical

cross-section. Bottom left: Storage modulus in horizontal cross-section. Bottom right:

Loss modulus in horizontal cross-section.
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6.3.3 Good Prior, Small Ensemble and Low Noise Level

In this section we run Algorithm 1 in the setup described in Section 6.1.1 with
prior described in Section 6.3.1 with an ensemble sizes | = 50. A noise level of

5% is used in this series.
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Figure 6.3.12: Physical Posterior Ensemble Mean jiy,. Left: Storage modulus. Right:

Loss Modulus

In Figure 6.3.12 we show plots of the physical posterior ensemble mean 7y,
for the storage and loss modulus. It can be seen that the posterior ensemble
mean does not show cancer tissue at the smaller cancer location. The posterior
ensemble mean shows cancer tissue at the bigger cancer location but the shape,
size and location does not resemble the ground truth. Also, the probability of
cancer Pc shown in the plot in Figure 6.3.13 is 1 in areas where we do not have

cancer tissue in the ground truth. The variance 5%\,5 shown in Figure 6.3.13 is
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very low compared to the sample variance of the posterior ensemble in Section

6.3.1 where the ensemble size was | = 600. Even around the interface between

cancer tissue and no cancer tissue we see a low sample variance 512\]5.
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Figure 6.3.13: Top: Probability of Cancer Pc. Bottom Left: Sample variance s, for

posterior ensemble yg\]& ; storage modulus. Bottom Right: Sample variance s, for

posterior ensemble y%l ; loss modulus.
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Figure 6.3.14: Posterior ensemble ;4%2 in cross-sections indicated in Fig. 6.3.1. The
yellow line indicates the ground truth uf. Top left: Posterior ensemble for storage
modulus in vertical cross-section. Top right: Posterior ensemble for loss modulus
in vertical cross-section. Bottom left: Posterior ensemble for storage modulus in
horizontal cross-section. Bottom right: Posterior ensemble for loss modulus in

horizontal cross-section.

The low sample variance in the posterior ensemble around the interface
between cancer and healthy tissue can also be seen in Figure 6.3.14 in the form

of a no variability of loss and storage modulus values in posterior ensemble
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around the interface in the two cross-sections. In Figure 6.3.15 we give plots of
the 95% sample confidence interval Clgs y, of the posterior ensemble in the two
cross-sections. The confidence intervals of the posterior ensemble are smaller
than the confidence intervals of the posterior ensemble in Section 6.3.1 where
the ensemble size was | = 600. In all the cross-sectional plots it can be seen
that the posterior ensemble has values far off the ground truth. We will discuss

and interpret these results in Section 6.3.8.
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Figure 6.3.15: 95% Confidence Intervals Clgs n, in cross-sections indicated in Fig. 6.3.1
for the posterior ensemble yg\]& We plot the lower and the upper bound of the 95%

confidence interval as well as the ensemble mean 7y, and the ground truth u'. Top

left: Storage modulus in vertical cross-section. Top right: Loss modulus in vertical

cross-section. Bottom left: Storage modulus in horizontal cross-section. Bottom right:

Loss modulus in horizontal cross-section.
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6.3.4 Good Prior, Small Ensemble and High Noise Level

In this section we run Algorithm 1 in the setup described in Section 6.1.1 with
prior described in Section 6.3.1 with an ensemble sizes | = 50. However, this

time we use a noise level of 40%.
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Figure 6.3.16: Physical Posterior Ensemble Mean jiy,. Left: Storage modulus. Right:

Loss Modulus

In Figure 6.3.16 we show plots of the physical posterior ensemble mean 7y,
for the storage and loss modulus. In the posterior ensemble we cannot see any
cancer tissue. Also, the probability of cancer Pc shown in Figure 6.3.17 is close
to 0 everywhere. The variance 5%,5 shown in Figure 6.3.17 is very low compared
to the sample variance of the posterior ensemble in Section 6.3.1 where the
ensemble size was | = 600 and Section 6.3.3 where we used the same ensemble

size | = 50 as in this section but used a smaller noise level of 5% in the data.
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Figure 6.3.17: Top: Probability of Cancer Pc. Bottom Left: Sample variance s, for

posterior ensemble yg\]]z ; storage modulus. Bottom Right: Sample variance s, for

posterior ensemble yg\]]i ; loss modulus.
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Figure 6.3.18: Posterior ensemble ;4%2 in cross-sections indicated in Fig. 6.3.1. The
yellow line indicates the ground truth uf. Top left: Posterior ensemble for storage
modulus in vertical cross-section. Top right: Posterior ensemble for loss modulus
in vertical cross-section. Bottom left: Posterior ensemble for storage modulus in
horizontal cross-section. Bottom right: Posterior ensemble for loss modulus in

horizontal cross-section.

The low sample variance in the posterior ensemble around the interface
between cancer and healthy tissue can also be seen in plots in Figure 6.3.18

in form of a no variability of loss and storage modulus values in posterior
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ensemble around the interface in the two cross-sections. In Figure 6.3.19
we give plots of the 95% sample confidence interval Clgs n, of the posterior
ensemble in the two cross-sections. The confidence intervals of the posterior
ensemble are smaller than the confidence intervals of the posterior ensemble
in Section 6.3.1 where the ensemble size was | = 600. In all the cross-sectional
plots it can be seen that the posterior ensemble has values far off the ground

truth.
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Figure 6.3.19: 95% Confidence Intervals Clgs n, in cross-sections indicated in Fig. 6.3.1
for the posterior ensemble yg\]& We plot the lower and the upper bound of the 95%

confidence interval as well as the ensemble mean 7y, and the ground truth u'. Top

left: Storage modulus in vertical cross-section. Top right: Loss modulus in vertical

cross-section. Bottom left: Storage modulus in horizontal cross-section. Bottom right:

Loss modulus in horizontal cross-section.
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6.3.5 Bad Prior, Large Ensemble Size and Low Noise Level

Table 6.3.2: Parameters of the prior for Brain MRE experiments

My, 1 My,[, My 5 My S

Grey Matter 218 654 560 1677

White Matter | 400 1200 806 2419

Background Matter| 897 2692 900 2700

CSF Matter 660 1960 63 190

Tumour Tissue |765 2297 708 2124

In this experiment we select an initial ensemble by drawing for each tissue
type « = 1,...,4 the parameters ké{l)xls = (Mys,lus1,las2 Wy s) and ké{z‘,L =
(My 1,111, 10,12, Wy 1) for loss and storage modulus from the same uniform and
normal distributions as defined in (6.3.1). However, for the uniform distribution
for mean m, s and m, 1, this time we use the values from Table 6.3.2 depending
on the tissue type and loss or storage modulus parametrisation. This choice

allows us to track the performance of Ensemble Kalman Inversion applied to

MRE for “bad” priors.
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Figure 6.3.20: Prior ensemble y((]j ) in cross-sections indicated in Fig. 6.3.1. The yellow
line indicates the ground truth u*. Top left: Prior ensemble for storage modulus in
vertical cross-section. Top right: Prior ensemble for loss modulus in vertical cross-
section. Bottom left: Prior ensemble for storage modulus in horizontal cross-section.

Bottom right: Prior ensemble for loss modulus in horizontal cross-section.

Again, a part of the initial ensemble is koj, )C ~ Uy .035,03 @ N'(0,1) for the
parametrisation of the location of the cancer. The mean for this random field is

set to zero. We use ¢’ = 1.5 in this parametrisation throughout the inversion. Let

us denote the prior ensemble as ké{)F = ({k((){gc,s}ae{l,...,S}f {ké{f)»c,L}ae{l,...,S}fk((){)c)'
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We run Algorithm 1 in the setup described in Section 6.1.1 with prior

described in this section above with an ensemble sizes | = 600. A noise level of

5% is used in this series.
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Figure 6.3.21: 95% Confidence Intervals Clgs in cross-sections indicated in Fig. 6.3.1

for the prior ensemble y(j ). We plot the lower and the upper bound of the 95%

0

confidence interval as well as the ensemble mean 7i; and the ground truth u. Top
left: Storage modulus in vertical cross-section. Top right: Loss modulus in vertical
cross-section. Bottom left: Storage modulus in horizontal cross-section. Bottom right:

Loss modulus in horizontal cross-section.
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In Figure 6.3.20 we can see the physical prior ensemble y(()j ) in the cross-

sections indicated in the plots in Figure 6.3.1. In Figure 6.3.21 we show the 95%
sample confidence intervals Clgs ¢ calculated from the physical prior ensemble
-
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Figure 6.3.22: Physical Posterior Ensemble Mean jiy,. Left: Storage modulus. Right:

Loss Modulus

In Figure 6.3.22 we show plots of the physical posterior ensemble mean 7y,
for the storage and loss modulus. It can be seen that despite the mean of the
prior physical ensemble being far off the ground truth, the posterior ensemble
mean has cancer tissue in the locations of the cancer tissue in the ground truth.
Also, the probability of cancer P- shown in Figure 6.3.23 is almost 1. However,
around the location of the smaller cancer tissue the cancer probability is almost
1 even in some adjacent regions which have no cancer tissue. The variance

5%\75 shown in Figure 6.3.23 is high only around the interface between cancer
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tissue and healthy tissue. There the sample variance is similar in amplitude to
the sample variance in this location of the posterior ensemble in Section 6.3.1,
where we used the same noise level and the same ensemble size but the mean

of the prior physical ensemble was close to the ground truth.
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Figure 6.3.23: Top: Probability of Cancer Pc. Bottom Left: Sample variance s, for
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).

posterior ensemble i ; storage modulus. Bottom Right: Sample variance s, for

()

posterior ensemble yiy’; loss modulus.

The low sample variance in the posterior ensemble around the interface

between cancer and healthy tissue can also be seen in Figure 6.3.24 in form
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of a no variability of loss and storage modulus values in posterior ensemble
around the interface in the two cross-sections. In Figure 6.3.25 we give plots of
the 95% sample confidence interval Clgs y, of the posterior ensemble in the two
cross-sections. The confidence intervals of the posterior ensemble are about the

same size as the confidence intervals of the posterior ensemble in Section 6.3.1

where the mean of the physical prior ensemble was close to the ground truth.

In all the cross-sectional plots it can be seen that the posterior ensemble has

values close to the ground truth.
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Figure 6.3.24: Posterior ensemble yg\],z in cross-sections indicated in Fig. 6.3.1. The

yellow line indicates the ground truth uf. Top left: Posterior ensemble for storage

modulus in vertical cross-section. Top right: Posterior ensemble for loss modulus

in vertical cross-section. Bottom left:

horizontal cross-section. Bottom right:

horizontal cross-section.
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Figure 6.3.25: 95% Confidence Intervals Clgs n, in cross-sections indicated in Fig. 6.3.1
for the posterior ensemble yg\]& We plot the lower and the upper bound of the 95%

confidence interval as well as the ensemble mean 7y, and the ground truth u'. Top

left: Storage modulus in vertical cross-section. Top right: Loss modulus in vertical

cross-section. Bottom left: Storage modulus in horizontal cross-section. Bottom right:

Loss modulus in horizontal cross-section.

207



63 POSTERIOR VARIANCE AND CONFIDENCE INTERVALS 208

6.3.6 Bad Prior, Large Ensemble and High Noise Level

In this section we run Algorithm 1 in the setup described in Section 6.1.1 with
prior described in Section 6.3.5 with an ensemble sizes ] = 600. However, this

time we use a noise level of 40%.
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Figure 6.3.26: Physical Posterior Ensemble Mean jiy,. Left: Storage modulus. Right:

Loss Modulus

In Figure 6.3.26 we show plots of the physical posterior ensemble mean 7y,
for the storage and loss modulus. It can be seen that despite the higher noise
level in the data the posterior ensemble mean has cancer tissue in the bigger
location of cancer tissue. However, the physical posterior ensemble mean does
not have cancer tissue in the small cancer location. The probability of cancer
Pc shown in the plot in Figure 6.3.27 is almost 1 in the large cancer location

but also in many other regions without cancer. The sample variance 5%\,5 of the
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posterior ensemble shown in Figure 6.3.27 is higher than the sample variance
of the posterior ensemble in Section 6.3.5, where the data were corrupted by
noise with noise level of 5%. Around the interface between the cancer tissue
and non cancer tissue we see a high sample variance 5%\,5. The variance is low
around the small cancer location where the posterior ensemble mean does not

show cancer tissue.
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Figure 6.3.27: Top: Probability of Cancer Pc. Bottom Left: Sample variance s, for

posterior ensemble yg\]]i ; storage modulus. Bottom Right: Sample variance s, for

posterior ensemble y%i ; loss modulus.
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Figure 6.3.28: Posterior ensemble yg\],z in cross-sections indicated in Fig. 6.3.1. The

yellow line indicates the ground truth uf. Top left: Posterior ensemble for storage
modulus in vertical cross-section. Top right: Posterior ensemble for loss modulus
in vertical cross-section. Bottom left: Posterior ensemble for storage modulus in
horizontal cross-section. Bottom right: Posterior ensemble for loss modulus in

horizontal cross-section.

The slightly higher sample variance of the posterior ensemble compared
to the sample variance in Section 6.3.5 around the interface between cancer

and healthy tissue can also be seen in Figure 6.3.28 in the form of a higher
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variability of loss and storage modulus values in posterior ensemble around
the interface in the two cross-sections. In Figure 6.3.29 we give plots of the
95% sample confidence interval Clgs . of the posterior ensemble in the two
cross-sections. The confidence intervals of the posterior ensemble are larger
than the confidence intervals of the posterior ensemble in Section 6.3.5, where
the data was corrupted by noise with a noise level of 5%.

In general, however, the variance in the posterior ensemble is lower com-
pared to variance in the posterior ensemble in Section 6.3.2 where the increase
of the noise level in the data lead to considerable increase in variance compared
to variance in the posterior ensemble in Section 6.3.1. In other words, the fact
that the physical prior ensemble has a mean that is far off the ground truth
entailed a smaller sample variance in the posterior ensemble for high noise

levels.
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Figure 6.3.29: 95% Confidence Intervals Clgs n, in cross-sections indicated in Fig. 6.3.1
for the posterior ensemble yg\]& We plot the lower and the upper bound of the 95%

confidence interval as well as the ensemble mean 7y, and the ground truth u'. Top

left: Storage modulus in vertical cross-section. Top right: Loss modulus in vertical

cross-section. Bottom left: Storage modulus in horizontal cross-section. Bottom right:

Loss modulus in horizontal cross-section.
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6.3.7 Prior with Large Variance, Large Ensemble Size and High Noise Level

Table 6.3.3: Parameters of the prior for Brain MRE experiments

My, 1 My,[, My 5 My S

Grey Matter 1 867 1 2236

White Matter 1 1600 1 3255

Background Matter| 1 3590 1 3600

CSF Matter 1 2640 1 254

Tumour Tissue 1 3062 1 2832

In this experiment we select an initial ensemble by drawing for each tissue
type « = 1,...,4 the parameters ké{l)xls = (Mys,lus1,las2 Wy s) and ké{z‘,L =
(My 1,111, 10,12, Wy 1) for loss and storage modulus from the same uniform and
normal distributions as defined in (6.3.1). However, for the uniform distribution
for mean m, s and m, 1, this time we use the values from Table 6.3.3 depending
on the tissue type and loss or storage modulus parametrisation. This choice

allows us to track the performance of EKI applied to MRE for priors with high

sample variance.
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Again, a part of the initial ensemble is kéj 2: ~ Up.035,03] @ N(0,1) for the
parametrisation of the location of the cancer. The mean for this random field is
set to zero. We use ¢/ = 1.5 in this parametrisation throughout the inversion. Let

us denote the prior ensemble as kg]} = ({ké{i,s}ae{l,...,s}r {kg{i,L}ae{l,...,S}rkc(){zz)-
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Figure 6.3.30: Prior ensemble y((]j ) in cross-sections indicated in Fig. 6.3.1. The yellow
line indicates the ground truth u*. Top left: Prior ensemble for storage modulus in
vertical cross-section. Top right: Prior ensemble for loss modulus in vertical cross-
section. Bottom left: Prior ensemble for storage modulus in horizontal cross-section.

Bottom right: Prior ensemble for loss modulus in horizontal cross-section.
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We run Algorithm 1 in the setup described in Section 6.1.1 with prior
described in this section above with an ensemble sizes | = 600. A noise level of

40% is used in this series.
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Figure 6.3.31: 95% Confidence Intervals Clgs o in cross-sections indicated in Fig. 6.3.1
for the prior ensemble y(()j ). We plot the lower and the upper bound of the 95%
confidence interval as well as the ensemble mean 7i; and the ground truth u. Top
left: Storage modulus in vertical cross-section. Top right: Loss modulus in vertical

cross-section. Bottom left: Storage modulus in horizontal cross-section. Bottom right:

Loss modulus in horizontal cross-section.
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In Figure 6.3.30 we can see the physical prior ensemble y(()j ) in the cross-

sections indicated in the plots in Figure 6.3.1. In Figure 6.3.31 we show the 95%

sample confidence intervals Clgs ¢ calculated from the physical prior ensemble
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Figure 6.3.32: Physical Posterior Ensemble Mean jiy,. Left: Storage modulus. Right:

)
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It can clearly be seen that the variance in the prior ensemble y(()j ) in the
sample is much larger than the variance in the prior ensemble in Section 6.3.5
and Section 6.3.1. Also, the 95% sample confidence intervals Clgs is larger

than in Section 6.3.5 and Section 6.3.1. The prior physical ensemble mean is

similar to the physical ensemble mean in Section 6.3.5.
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Figure 6.3.33: Top: Probability of Cancer Pc. Bottom Left: Sample variance s, for
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posterior ensemble yg\]]i ; storage modulus. Bottom Right: Sample variance s, for

posterior ensemble yg\]]i ; loss modulus.

In Figure 6.3.32 we show plots of the physical posterior ensemble mean 7y,
for the storage and loss modulus. It can be seen that despite the mean of the
prior physical ensemble being far off the ground truth, the posterior ensemble
mean has both cancer tissue in the locations of the cancer tissue in the ground
truth. Also, the probability of cancer Pc shown in the plot in Figure 6.3.33 is

almost 1 in the two cancer regions. The variance 512\,5 shown in Figure 6.3.33 is
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high around the interface between cancer tissue and healthy tissue but also has
higher values in other areas. The sample variance 5%\]5 in the posterior ensemble
is in many regions higher than the sample variance in the posterior in Section
6.3.5 where we used the same noise level in the noise, the same ensemble size
and a similar prior ensemble with a higher variance in the physical ensemble,

however.
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Figure 6.3.34: Posterior ensemble yg\],z in cross-sections indicated in Fig. 6.3.1. The
yellow line indicates the ground truth uf. Top left: Posterior ensemble for storage
modulus in vertical cross-section. Top right: Posterior ensemble for loss modulus
in vertical cross-section. Bottom left: Posterior ensemble for storage modulus in

horizontal cross-section. Bottom right: Posterior ensemble for loss modulus in

horizontal cross-section.

The variance in the posterior ensemble around the interface between cancer
and healthy tissue can also be seen in plots in Figure 6.3.34 in form of variability

of loss and storage modulus values in posterior ensemble around the interface
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in the two cross-sections. In Figure 6.3.35 we give plots of the 95% sample

confidence interval Clos y; of the posterior ensemble in the two cross-sections.

The confidence intervals of the posterior ensemble are larger than the confidence

intervals of the posterior ensemble in Section 6.3.5 and Section 6.3.1, where the

sample variance in the physical prior ensemble was smaller than in this section.

In all the cross-sectional plots it can be seen that the posterior ensemble has

values close to the ground truth.
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Figure 6.3.35: 95% Confidence Intervals Clgs n, in cross-sections indicated in Fig. 6.3.1
for the posterior ensemble ;4;\2 We plot the lower and the upper bound of the 95%
confidence interval as well as the ensemble mean 7y, and the ground truth u'. Top
left: Storage modulus in vertical cross-section. Top right: Loss modulus in vertical
cross-section. Bottom left: Storage modulus in horizontal cross-section. Bottom right:

Loss modulus in horizontal cross-section.

In general the prior in this section leads to a posterior ensemble that is closer
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6.3.8 Conclusion Posterior Variance and Confidence Intervals

The series of experiments with the focus on confidence intervals and variance
conducted in Section 6.3.1-6.3.7 first of all confirmed some results seen in

Section 6.2: EKI in application to MRE with in silico model data as input can

provide robust approximations of shear moduli for high noise levels in the data.

Prior ensembles with a physical ensemble mean far off the ground truth lead
to posteriors that do not detect the cancer or its location. In every experiment
a smaller ensemble sizes significantly increase the difference between the
posterior ensemble mean and the ground truth and therefore, produce results
that are not useful for the detection of cancer.

Additional to these findings that confirm results in Section 6.2, we can
observe that the sample variance in the physical posterior ensemble increases
when the noise level in the noisy data is increased. Furthermore, we can notice
a dependency of the sample variance in the physical posterior ensemble and
the ensemble size. We find a smaller sample variance in the physical posterior
ensemble for smaller ensemble sizes. Moreover, we noticed that a higher sample
variance in the physical prior ensemble leads to a higher variance in the physical

posterior ensemble.
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However, we cannot see a link between the variance and the quality of
the posterior ensemble as approximation of the unknown. In cases where the
posterior ensemble and the posterior ensemble mean is far off the unknown,
the variance in the posterior ensemble is low and the probability of cancer is
low even in areas with cancer tissue. We can see that the sample variance in
the posterior ensemble is even lower if the posterior ensemble is far off. We
show in Section 6.2 that when making a statement on the level of certainty of
an approximation using the EKI we should also take the average data misfit
into account.

The definition of the probability of cancer seems to be a useful summary of
the results.

Finally, we have shown that a prior with a large sample variance leads to
posterior ensembles that give accurate approximations of the unknown even if
the mean of the physical prior ensemble is far off the unknown. This can be
used in situations where we are uncertain about what shear modulus can be

expected before the inversion in an experiment.
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6.4 DIRECT INVERSION

In this section we look at strength and weaknesses of direct inversion, a widely
used approach to the inverse problem arising in MRE [14] which we described
in Section 3.5. Furthermore, we compare the performance of direct inversion
with EKI in different experimental setups.

Direct inversion is computationally the cheapest common inversion ap-
proach to MRE [14] and gives good approximations of storage and loss modulus
distributions if the ground truth distribution of these quantities have areas of
constant values. In Figure 6.4.1 we show plots of direct inversion applied to in
silico model data coming from various ground truths in an experimental setup
already described in Section 5.1. In Figure 6.4.1 (b) and (c) we can see that the
shear modulus approximation provided by direct inversion is accurate in areas
with constant ground truth distribution.

Direct inversion performs poorly if the ground truth distribution of shear
modulus contains heterogeneity, i.e. these quantities vary in a local neigh-
bourhood. This is due to the fact that the “local heterogeneity assumption”
discussed in Section 3.5.1 does not hold. Adding to this, the derivatives used

in this approach contain errors when calculated using finite differences on a

relatively coarse computational grid. The ground truth distribution of the shear
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modulus of the experiment shown in the plot in Figure 6.4.1 (d) varies smoothly.
The direct inversion estimates of the shear modulus shown in Figure 6.4.1 (e)
and (f) contain significant inaccuracies.

In the presence of discontinuities in the ground truth distribution of shear
modulus we observe a considerable error in the inversion estimate provided
by direct inversion. In Figure 6.4.1 (a) the ground truth distribution of the
shear modulus has a discontinuous jump from a background value of 3500Pa
to 5000Pa. The direct inversion estimate around this jump is as low as 800Pa.
Also, we can see in Figure 6.4.1 (h) and (i) that around points of steep changes
in the gradient of the ground truth distribution of the shear modulus lead
to high errors in the estimate provided by direct inversion there. We can see
considerable spikes in the direct inversion reconstruction around the beginning
and the end of the slope between the background and the inclusion value of

the shear modulus.
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Figure 6.4.1: Direct Inversion of displacement fields without noise coming from dif-

ferent ground truth distributions of the shear modulus across the domain. The basic

setup of this experiment is described in Section 5.1. Apart from the different ground

truth distribution and the absence of noise, the domain size is changed to 6omm by 60

mm and displacements are given on an 8o by 8o grid. The frequency of the sinusoidal

excitation is 60Hz. The cross-section of the cross-sectional plot is a horizontal line right

in the middle of the domain
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Plain algebraic inversion as described in Section 3.5 without modifications
does not cope with the presence of noise in the data. In Figure 6.4.2 (b) and
(c) we show plots of direct inversion approximations of the shear modulus for

data corrupted by noise with a noise level of 5% which we defined in (5.2.1).
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Figure 6.4.2: Direct Inversion applied to displacement fields corrupted by noise with a
noise level of 5% defined in (5.2.1). Basic setup is the same as in Figure 6.4.1 and is

described there. The data is given on a 120 by 120 grid.

228



6.4 DIRECT INVERSION

Direct inversion is often used in combination with filtering methods [68]. In
Figure 6.4.2 (d)-(g) we show plots of direct inversion results where common
filtering methods are combined with direct inversion. Both the filter using a
Gaussian smoothing kernel with standard deviation 5 (Figure 6.4.2 (d); matlab

inbuilt function Imgaussfilt [53]) and the mean filter (Figure 6.4.2 (f); [20]) are

applied in a 10 by 10 nodes neighbourhood and successfully remove the noise.

However, they introduce new errors due to filtering, especially around the
boundary of the domain. The use of Gaussian smoothing kernels with other
standard deviations does not change the result.

In Figure 6.4.3 we show plots of the posterior mean of the EKI that we get
in experiments described in Chapter 6. We compare them to direct inversion
results we get for these experimental setups. It is clear that even in the best
case scenario for direct inversion, that is, without any noise in the data, EKI
estimates outperform the accuracy of direct inversion. The main reason apart
from the weaknesses of direct inversion described in this Section already is, that
there is no straight forward way to code in prior knowledge into this approach

unlike in EKI.
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65 FURTHER IMPROVEMENTS FOR THE PRIOR

In this section we describe two ideas to design informative priors for EKI
by using direct inversion results. They both turned out to be less successful
than expected. Nonetheless, we give a short description of them because it is

interesting to see why they fail.
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6.5.1 Preconditioning on Direct Inversion

In order to find good priors for EKI gpstuff was used in order to find maximum
a posteriori estimates of the parameters of a Whittle-Matérn Gaussian random
field approximating data coming from direct inversion. In Appendix A we
describe how gpstuff finds a posteriori estimates of the parameters. The a
posteriori estimates of the parameters are then used as parameters described
in Section 4.3.2 in the Whittle-Matérn autocorrelation function defining the
Covariance of the prior and the direct inversion result as the non-homogeneous
mean of the prior.

In middle plot of Fig. 6.5.1 we can see a cross-sectional plot of the prior
ensemble obtained by applying this hyperparameter estimation. In many
cases the maximum a posteriori estimates of the parameters were similar to
the hyperparameters we have chosen before. In almost every application of
this way of finding good priors the direct inversion result was too poor. The
prior conditioned on this result did not reduce the amount of iterations in EKI
or increased the accuracy of the EKI-estimates. In the right plot in Fig. 6.5.1
we can see the EKI estimate using a prior from a Gaussian random field with

hyperparameter estimation.
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Figure 6.5.1: Set up of this experiment is the same as the one for Figure 5.7.7. Left:
Ground truth storage modulus distribution Mid: Initial Ensemble, Direct Inversion
(Orange) and Ground Truth(Yellow) in a vertical cross-section (drawn from GRF with

hyperparameter estimation). Right: Posterior Ensemble Mean

The main problem with this approach of defining good priors is, that direct
inversion results are not good enough for priors to be conditioned on. Even the
direct inversion result for a relatively simple ground truth seen in Figure 6.5.1
has large errors around the interface and therefore, priors conditioned on that

tend to be not useful.

6.5.2 EKI applied to the Identity

Due to the high sensitivity to noise of direct inversion, we apply Algorithm 1
to data v but we use the identity map G :=id : C"" — C™ as forward operator.
The idea is to use EKI in order to remove noise in the data and to get a prior

ensemble for the application of EKI for estimating the shear modulus.
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In the first application of EKI a prior for the displacement data is chosen
using a Whittle-Matérn auto-correlation function described in Section 4.3. Then
Algorithm 1 is run with this prior, data v and forward operator G = id. The
posterior ensemble (which is estimating the displacement data) is then inverted
by using direct inversion (3.5.5). The inverted posterior ensemble then becomes
the prior ensemble for the second application of EKI that uses (3.4.2) as the
forward map as before.

In fact, EKI is successfully removing noise from displacement data for
various priors and noise levels. In Figure 6.5.2 we provide plots of an pos-
terior ensemble mean that gives a good approximation of the ground truth

displacement data.

%10 %107

80 5 80 5
60 E 60 E
>N >N
- : = g
£ - £ -
E 40 ‘ 0 ¢ E 40 ‘ 0 £
& &
8 H
20 = 20 =
1] 7]
[a] [=]

0 5 0 5

0 20 40 60 80 0 20 40 60 80
[mm] [mm]

Figure 6.5.2: Left: Real part of the second component of the ground truth displacement

data Right: Posterior Ensemble Mean of EKI applied to data with 5% noise level.
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However, the posterior ensemble has a very small variance. In Figure 6.5.3
we provide a cross-sectional plot of the posterior and can see the small variance.
There are ways to artificially add variance to the ensemble before inverting
it using direct inversion, e.g. by stopping EKI early. However - as discussed
in Section 6.4 - direct inversion does not only cope well with noise but also
with heterogeneity. Noise could be removed from the data but direct inversion
remains inaccurate for discontinuous or heterogeneous distributions of the
shear modulus. Therefore, this method does not provide informative priors.
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Figure 6.5.3: Left: Cross-sectional plot prior ensemble, ground truth (blue) and mean

of the prior ensemble (red). Right: Cross-sectional plot posterior ensemble.
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6.6 SUMMARY AND CONCLUSION

EKI was successfully applied to in silico model examples of Brain and Kidney
MRE. The influence of ensemble size and noise in the data on accuracy of the
estimate was quantified. It was shown that EKI is robust and computational
cheap in this application. It outperformed direct inversion in accuracy of
the estimates for most priors chosen, especially in the presence of noise and
heterogeneity in the ground truth. This is not only due to the fact that EKI copes
better with noisy data but also because EKI with two-level-parametrisation can
capture sharp discontinuities and high levels of heterogeneity in the spatial
distribution of the physical parameters. A key contribution to the high accuracy
of EKI estimates is the fact that prior knowledge about the unknown can be
incorporated into the inversion approach in a simple fashion. Non-Bayesian
inversion approaches usually do not have the feature to incorporate detailed
prior knowledge.

The idea to use direct inversion in order to provide informative priors for
EKI and by that combine these two inversion approaches turned out to be
unsuccessful, mainly because of the inaccuracy of direct inversion estimates in

many scenarios.
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CONCLUSION AND FUTURE WORK

In this Chapter’s first section we summarise the main findings of this thesis

and have a look at potential extensions and future work in the second section.

7.1 CONCLUSION

We showed in in silico model examples that EKI applied to the inverse problem
arising in MRE can provide accurate estimates of the unknown local soft tissue
stiffness when the viscoelastic model is used. For the viscoelastic model, EKI
together with the two-level parametrisation is capable of giving estimates of
unknowns with complex geometries found in, for example, brain MRE, and it
can deliver confidence intervals for these estimates. In the virtual experiments
with brain geometries in the unknown EKI could successfully discover cancer
tissue with good accuracy.

Some other main findings in this thesis are:
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* We showcased the advantages of various parametrisations of the unknown
and the design of informative priors. The parametrisations enable us to

fully utilise the MRI data that is available prior to inversion in EKIL

¢ The viscoelastic model should be preferred over the purely elastic model

when EKI is applied to time-harmonic MRE at common frequencies.

* A sufficiently large ensemble size is essential. Then EKI with the two-
level parametrisation can provide accurate estimates of unknowns with
complex geometries even for high amounts of noise and priors relatively

far off the ground truth.

* Direct inversion is unsuitable to design informative priors. This is due
to the fact that direct inversions are too inaccurate if the unknown soft

tissue has spatial variability.

The main reason why the viscoelastic model should be preferred over the
purely elastic model is, that soft tissue exhibits viscoelastic behaviour and,
in order to minimise modelling errors, it should therefore be modelled as
such despite the purely elastic model being mathematically simpler. Besides,
the efficient numerical approximation of solutions of the purely elastic wave
equation for a high wave number is still an open problem and makes the

application of EKI difficult because an accurate approximation of the forward
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operator is needed. On top of this, we could show that when using the purely
elastic wave equations in the ensemble of wave fields corresponding to the
ensemble of elastic parameters there can be resonating wave fields with high
amplitudes which lead to outliers in the ensemble of wave fields that make the
whole ensemble diverge.

The level set parametrisation used in experiments in Chapter 5 enables EKI
to approximate sharp interfaces between different tissue types for example
diseased tissue and healthy tissue. However, this parametrisation does not allow
for heterogeneous approximations within a tissue type and in the version used
in this thesis it requires the prior knowledge of mechanical parameters of certain
tissue types, i.e. EKI with this level set parametrisation only approximates the
location and shape of certain tissue types, not the mechanical parameters of the
tissue.

The two-level parametrisation used in Chapter 6 which extends the level
set parametrisation by a second level, allows for heterogeneity within different
tissue types. Also, EKI with the two-level parametrisation approximates the
mechanical parameters of different tissue types and does not require exact prior
knowledge of them. We use this parametrisation in EKI in order to approximate
the unknown shape and location of the heterogeneous mechanical parameters

of cancer tissue which has a sharp interface with healthy tissue.
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7.2 FUTURE WORK

A natural extension to this work would be the analysis of noisy boundary
conditions. In real-world applications we would define our domain of interest (2
to be a certain organ or part of the body, meaning that the boundary conditions
would be Dirichlet boundaries given by the measurements along the boundary
of (2. These measurements are corrupted by noise which carries through to
the approximated wave field for each sample in the ensemble which then
affects the ensemble updates. The authors in [16] analyse EKI for another
elliptic inverse problem with uncertain boundary conditions but not the inverse
problem arising in MRE.

Another direction would be to further exploit the fact that EKI is computa-
tional cheap and extend the experiments to three-dimensions. The code could
then be applied to real-world data as well.

A further extension to the experiments shown in Chapter 6 would be to run
these experiments with unknown smoothness and amplitude hyperparameters.
We have fixed them to the values of these hyperparameters in the ground
truth because we believe that the lengthscale and mean hyperparameter is
sufficient to capture spatial variability. However, this needs to be confirmed in

experiments.
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An interesting theoretical problem connected to this thesis is to study
forward map F defined in (4.1.1) for continuity. More precisely, [83] reviews
conditions under which the solution of Bayesian inversions is well posed. They
show that the Bayesian posterior is well-posed if a certain continuity assumption
on the forward map F holds, i.e. the forward map changes continuously with
respect to parameter k. In experiments, we could observe that F in the purely
elastic case behaves like a discontinuous map due to resonating wave fields. For
the viscoelastic case we did not make this observation. So the natural question
that arises is if these properties of the viscoelastic and purely elastic forward
map can be rigorously proven.

Finally, a modification of EKI, the stochastic ensemble Kalman inversion
could be considered instead. We could show in Chapter 6 that the posterior
ensemble can lie far off the ground truth in cases with small ensemble size and
large noise level and the posterior ensemble variance is very low. In fact, it is a
known problem of Ensemble Kalman Inversion and Ensemble Kalman filters in
general that in the case of a small ensemble size and a large amount of noise in
the data the ensemble collapses, the ensemble variance becomes very small and
iterates can end up in a deadlock [4, 5]. [93] shows how a variance inflation

approach can reduce this problem.
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GPSTUFF

In this Chapter of the appendix we want to give a short description of the
matlab software gpstuff used in Section 6.5.1 in order estimate hyperparameters.
We follow [71] in this Chapter.

In all our applications of EKI we need to somehow give an estimate of the
hyperparameters lengthscale I, amplitude scale 0> and smoothness parameters
r in the autocorrelation function (4.3.1) that is used to define the prior, either in
form of a single estimate like in Chapter 5 or in form of an interval of a uniform
distribution like in Chapter 6 for the lengthscale. In Section 6.5.1 we try to
give estimates for these hyperparamters by using gpstuff with direct inversion
results as inputs.

More precisely, let ;4%1}

be the result from direct inversion given in points
x; € QCR?i=1,..., 7 Here, us, is the storage modulus because we assume

in Section 6.5.1 the loss modulus to be a known constant.
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In GP regression observation pairs ® = {(x;, pis.), i = 1,...,7} are assumed

to be modelled by an unknown function g in the following way

udl = g(x;) + i, (A.0.1)

with noise assumed to be 7; ~ N(0,b) independent identically Gaussian
distributed.

The idea of GP-regression is to make also the assumption that g : QO — R”
is a Gaussian process GP(mp, %) with some mean mgp € R” and covari-
ance Ygp € R" x R”, that is, for each x1,...,x; we have (g(x1), - g(x3)) ~
N (mg&p, XEp) - In addition, we follow an Bayesian approach, so we seek a
posterior distribution of g given data ©. The likelihood based on © in this
scenario is Lgp(g,b) = [T, N (g(x;),b). We choose a Gaussian process as prior
of g with mean function mgp and covariance function Xgp. This makes the
posterior a Gaussian process as well as mentioned before. The posterior mean

in x € (2 is given by
. L1-1
mgp(x) = Zgp(x,x) [ZGP(XIX) + bl] Hs,,
and the covariance in (x,y) by

s*(x,y) = s(x,y) — ZGP(X,X) [ZGP(XI X) + I;I] - ZGP(X, x),
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where Xgp(x,x) = (s(x,x1),...,5(x,x3))", I is the f-dimensional identity ma-
trix and Xgp(x, x) is the covariance matrix based on evaluations of k at pairs
(xl-,xj), i,j=1,...,7.

The covariance X;p of a Gaussian process depends on parameters. In the
case of Section 6.5.1 they are the parameters @gp := (I,02,7) of the Whittle-
Matérn autocorrelation function.

Instead of finding the mean m, and covariance X7, of the posterior Gaus-
sian process GP(mp, X% ) we now try to estimate the parameter ©F, of the co-
variance X% . The posterior distribution of @, given data (x, us) = {(x;, ts.),

i=1,...,7n} is given by

_ L(g,0¢p)o(Ocp)
p(Ocplx, s) = Jo L(Q,GI;GP)P(GI;GP)’

where L(g, ©gp) is the likelihood function depending on Ogp and p(Ogp) =
p1(1)p2(0?)p3(r) is the prior. In section 6.5.1 we used uniform distributions
01, P2, 3 on various intervals. We maximise p(®gp|x, ps) with respect to Ogp
in order to obtain a maximum a posteriori estimate. It can be shown [71] that

maximising p(@¢p|x, us) with respect to Ogp is equivalent to maximise
1 4 1 n
—5H Ogpit — 5108 |Ocp| — 5 log 27 +log p(Ocp)

for @¢p for chosen prior p(@¢p) where Lg_, is the Whittle-Matérn covariance
using parameters Xg_,. Maximisation is carried out by gpstuff by gradient-

based algorithms.
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