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Abstract

Electrical Impedance Tomography (EIT) is a relatively new medical imaging method which,
by injecting current and measuring voltage, estimates a volume conductivity map of the sub-
ject. It has the potential to become a portable noninvasive imaging technique of particular use
in imaging brain function. A good estimate of the modelling parameters is essential for abso-
lute image reconstruction. While biological tissue like bone and white matter is anisotropic,
clinical applications have assumed isotropic conductivity and adopted linear reconstruction of
time difference data, as this is less affected by systematic errors. In previous studies, measured
scalp impedance changes during evoked response on adults and on neonates were consistent,
yet data had a low signal-to-noise ratio and image localisation using truncated singular-value-
decomposition and a fixed truncation level was unsuccessful. There were four main goals in
this thesis. The first goal was to examine ways of optimising linear reconstruction. This was
attempted by comparison of standard methods for selecting the truncation level with modelling
of the covariance of the noise. When examined on data from simulation, a head-shaped saline
tank, and scalp neonatal evoked responses, there was no significant difference among selection
methods, yet modelling a general covariance of the noise led to a significant improvement for
simulated data. The second goal was to reduce the noise by applying Principal Component
Analysis (PCA), for the case of EIT images collected during cortical evoked responses in the
neonate. PCA significantly improved the SNR by 15dB on both tank and neonatal data. The
third goal was to study the possibility of the recovery of a piecewise linear anisotropic tensor
with known eigenvectors. It was possible to recover three smooth eigenvalues for simulated
conductivity distributions with eigenvectors generally orientated and for a conductivity tensor
estimated from diffusion weighted MRI. The fourth goal was to develop a method for incor-
porating anisotropy in a forward numerical model for EIT of the head and assess the resulting
improvement in image quality. Neglecting anisotropy of the scalp, skull, and brain, yielded a
50% error in the forward solution and 24mm localisation error for a linearised inverse solution.

This suggests that use of anisotropy is likely to improve EIT image quality.
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Chapter 1

Introduction

There have been great advances in medical imaging in the past two decades. It has now been
widely and routinely adopted as a diagnostic tool. For example, brain function is imaged in
normal and abnormal brain by measuring mechanism associated with neuronal activity like cell
swelling during epilepsy [109] and changes in blood flow, blood volume, and blood oxygenation
level during normal brain activity [68].

For imaging brain function, the techniques of Functional Magnetic Resonance Imaging
(F-MRI) [133] and Positron Emission Tomography (PET) [137] are able to supply most of
the demands and have made a huge improvement in patient management and cognitive neu-
roscience. The group in which | have been working at University College London has been
pioneering the use of Electrical Impedance Tomography (EIT) for imaging brain function. EIT
is a relatively new medical imaging method, which has the advantages that it is small, portable
safe and noninvasive. Set against this is a relatively poor spatial resolution. Nevertheless, there
are several applications in imaging brain function where it has the potential to yield images not
possible or practical with other methods. These include imaging in an emergency situation in
acute stroke, where the portability of EIT could confer an advantage in deciding whether clot-
busting treatments could be used. Acute stroke can be treated with clotbusting drugs if they are
administered within 3-6 hours of the stroke onset, but imaging is previously required to elimi-
nate the possibility of haemorrhage, as the clotbusting treatment would make this worse. Thus,
EIT could be used in the casualty department and in ambulances [115, 145]. Another possible
application is the use of EIT at low frequencies to image neuronal, depolarisation during normal
activity. It could also be used in cognitive neuroscience to provide a low cost portable system
for imaging blood flow changes related to functional activity.

My PhD work was funded by the Epilepsy Research Foundation and so | have had a
particular interest in the possible application of EIT to imaging in epilepsy. Many epilep-

tic patients can be treated with drugs, but some continue to have seizures and these may be



34 Chapter 1. Introduction

treated surgically. Before operation, they are intensively investigated on a ward, where Electro-
Encephalography (EEG) and video are collected over days while they have several seizures.
This is termed video-EEG telemetry. Although this has been effective, neither scalp EEG or
structural MRI used can give direct information about the local part of the brain where the
seizure starts. This can only be obtained with invasive depth electrodes, which is expensive and
hazardous procedure. In addition, surgery fails in fourth of cases, which may be caused by inac-
curate localisation or the existence of several foci [45]. Thus, EIT could be used in continuous

non-invasive monitoring for imaging conductivity changes related to epilepsy.

Inverse source modelling of the EEG has a unique inverse solution under ideal circum-
stances where the nature and number of sources are known and there are 6 independent mea-
surements for each reconstructed source. Unfortunately, in vivo recordings in the brain, these
requirements are not met and so the inverse solution is non-unique. In order to produce a unique
solution, the inverse is constrained, for example by imposing a criterion for smoothness [134] or
for the likelihood of activation of the different parts of the brain [171]. In practice, good results
are achieved for simple sources near the surface of the brain, such as cortical evoked responses,
but deeper responses may also be accurately modelled, especially if simple such as deep evoked

responses such as those coming from the brainstem in brain stem evoked potentials.

The main drawback of EIT is its low spatial resolution. This is mainly because the image
reconstruction problem is not well-posed, being more sensitive to modelling and experimental
errors than to body electrical properties, and data sampling is usually incomplete. In the last
two decades, a large number of papers have been published, which deal with non well-posed
problems. They have mainly addressed numerical methods and optimisation methods, but there
is a scarcity of testing with real clinical data. The objective of this thesis was to develop methods
which would build on existing work with linear reconstruction algorithms for EIT of the head,

and to try and develop improved methods for image reconstruction.

This introductory chapter is divided into four sections. The first section covers, first, imag-
ing terminology, applications, modalities, and the relation between imaging and inverse prob-
lems; and then focuses on medical imaging and imaging of brain function. The second section
is dedicated to EIT starting with its history, applications, characteristics, and EIT of brain func-
tion, and finalising with EIT algorithms. The last two sections set up the goals and outline of

this thesis.
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1.1 Overview of imaging

In this section, an introduction to brain functional imaging and its relation to other imaging ap-
plications is presented. First, imaging in general is introduced. This includes other related imag-
ing applications and terminology. One of the most important concepts in this thesis, namely
inverse problems, is introduced. Second, a historical introduction to medical imaging is pro-
vided, followed by a presentation of the modalities, divided into structural and functional, that,
today, are applied clinically as well as those still in research. Then, an introduction to imaging

of brain function is presented.

1.1.1 Imaging and inverse problems

Imaging, meaning ‘to form an image’, has been used to explore astral objects, to probe micro-
scopic tissue, to depict a picture of the inside of the body or deep underground, to forecast the
weather, to detect moving objects using radar, to track movement, to find patterns on the earth
surface or in a picture, among many others. They all aim to gather and to reveal information in
varied areas such as medical diagnosis, astronomy, finance, and so on.

Tomography, which comes from the Greek meaning ‘slice’, was born in radiology where
different modalities were employed in an attempt to image slices of the body. Following the
precedent set by Computerised Tomography (CT), many imaging techniques have since adopted
this term, e.g.: PET, Single Photon Emission Computerised Tomography (SPECT), Optical
Tomography (OT) [8], and EIT. Electromagnetic tomography techniques, as well as EIT, are
Electrical Capacitance Tomography (ECT), Magnetic Induction Tomography (MIT) and Mag-
netostatic Permeability Tomography (MPT) [159].

The concepts of Forward Problem (FP) and Inverse Problem (IP) appear in imaging, specif-
ically in tomography, when one attempts a mathematical explanation of the procedures. For
imaging, basically, one measures a type of data and aims to image a parameterised property
of an object. For this purpose, first, the FP, or mathematical model of how the data depends
on the model parameters, is obtained. Edbe the forward operator that maps the parameters
x € S;, whereS,. is the volume parameter space, into the boundary dlaaS,;, wheresS, is

the boundary data space, that is,

F:85 +— &8, (1.2)

Then the IP, which is the inverse of the FP, aims to estimate the object parameters from the ex-
perimental data. Thus, an inverse operator can be defined as the inverse of the forward operator
(1.1) as

F1:8+—S,. (1.2)
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In the case of tomography, for example, experimental data that has interacted with the object is
mapped by the IP into a two or three-dimensional distribution of a specific property of the ob-
ject. In the statistical framework, the deterministic concept of IP is called inference, estimation,

or regression; yet it seeks the same goal [43], [176, Chapter 4].

An example of a number of IP applications are presented below. In elastodynamics, one
may seek the elasticity parameter, cracks, or inclusions inside an object, by providing mechanic,
thermal, or electromagnetic excitations, which are modelled by Poisson’s equations with some
boundary conditions. Similar models appear for other inverse problems in electromagnetics or

acoustics [23].

The EIT problem, whose FP is modelled by the generalized Laplace’s equation, aims to
recover the conductivity inside an object by injecting current and measuring voltage on the

boundary [24].

The Resistor Network (RN) problem aims to detect a failure in a resistor by injecting
current and measuring voltages at the external nodes of the network. Its FP is modelled by the
generalized Laplace’s equation where a 2D EIT problem has a RN equivalent, but the opposite
is not always true. While the RN and the EIT forward problems are similar, the IP approach to
the RN problem is more unstable, and thus it is not considered in this thesis [100, 37]; besides;

uniqueness holds only for special planar rectangular design [35].

Other IP applications include financial markets [28], microwave imaging, and astronomical
imaging. The IP in quantum mechanics, for example, provides insight and understanding of the
change in energy corresponding to an specific perturbed potential [186]. In radar, which was
invented in the 30s, an attempt was made to solve the scattering IP for civil and military aviation

[25].

Two common characteristics among these IPs are the lack of existence and uniqueness of
a solution, and the non-linear relation between the data and the solution. These make the IP
ill-posed and very sensitive to noise in the data. Moreover, IPs have as common goal estimation
of the parameters that yield the model data that best fits the experimental data up to the noise
level. Besides, IPs share this goal with many areas of sciences where applied mathematics and
statistics are needed for minimising the discrepancy between the predicted and the experimen-
tal data. For example, computer vision, which extracts information from an image, is applied
to medical image analysis, image restoration, gesture analysis, surveillance, among others. In
medical image registration, one attempts to find a mapping between two images across modali-

ties or patients.
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1.1.2 Medical imaging

1.1.2.1 A brief history

A brief history of imaging as one of the most significant inventions of the century can be found
in [125]; a brief summary is as follows.

The discovery of X-rays was a pioneering development in medical imaging. In the late
1920s, imaging as a diagnostic tool was introduced for early diagnosis of breast cancer by
using X-rays. In the early 50s, different applications using x-ray technology were developed:
X-ray crystallography, which revealed DNA structure and yielded a Nobel Prize, in the early
60s, for solving the structure of proteins myoglobin and haemoglobin; and fluoroscopy that
reduced the exposure to the x-rays radiation.

In the 60s, new techniques were introduced for diagnosis: PET, for tumour detection; Ultra
Sound (US), for obstetrics and gynaecology; and Nuclear Medicine Imaging (NMR), which
used gamma rays, for tumour detection.

The last decades were dominated by the development of computers. In the 70s, Comput-
erised Axial Tomography (CAT) provided several slices and 3D images and was used for brain
and spinal disorders; SPECT, for tumour detection. Also, MRI appeared in the medical scene
with the development of computers and provided an improvement with respect to CAT although
it was not ready till the 80s. The 90s brought FMRI for imaging brain activity after thought and
motor stimulation.
1.1.2.2 Imaging modalities
Medical imaging can be divided into two type of modalities with respect to their purpose:
anatomical and functional. Anatomical imaging techniques that resolve tissue structure are
X-ray, CT, MRI, US, among others (Figure 1.1). Functional modalities, which image body
activity, are FMRI, SPECT, PET (Figure 1.2); still at research level: the source localisation
techniques EEG and Magneto-Encelography (MEG); EIT, OT, functional CT, Magnetic Reso-
nance Elastography (MRE) (Figure 1.3). Some imaging techniques are based on the previous
ones like Magnetic Resonance EIT (MR-EIT) [126].

Hard field modalities, like CT or MRI, are characterised by the value of the field at one
point being independent of any other point, which makes it easier to track the field path and
leads to high resolution images. In contrast, soft field modalities, like EIT or OT, are charac-
terised by the field at a point being a function of all points where it spreads, which leads to
very low spatial resolution and an image reconstruction problem that is not well-conditioned
[119, 139]. Thus, soft field modalities are mainly used for functional imaging, for which reso-

lution does not need to be as high as for hard field modalities.
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(&) MRI image (b) CT image

(c) DTMRI image (d) US image

Figure 1.1: Anatomical brain images by different modalities: a) MRI (Wipro GE Healthcare,
http://www.gehealthcare.com/inen/rad/mri/products/openspeeeia®6.html), b)

CT image (Casey Hospital CT Department, Southern Health Diagnostic Imaging,
http://www.southernhealth.org.au/ imagingéetseyequip.htm), ¢) DTMRI image where
colors specify diffusion directions (Beth Meyerand, Applied Neuro MRI Lab,
http://128.104.229.200/fmri/dti.html), d) US image of a normal brain in an infant in the NICU
(Ultrasound division, Children’s Hospital Boston,

http://mww.childrenshospital.org/clinicalservices/Site1867/mainpageS1867P0.html).
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(a) PET image (b) SPECT image

(c) FMRI image (d) PET image

Figure 1.2: Functional brain images by different modalities: a) PET image (WNEM TV5, Your
Health: Spotlight On Alzheimer’s Disease,

http://www.wnem.com/Global/story.asp? S=1935894&nav=mer&)97and for functional
imaging: b) SPECT image (PET imaging at the UCI Brain Imaging Center (BIC),
http://www.bic.uci.edu/PETmaging.htm), ¢c) FMRI image of visual cortex stimulation
(http://ww.imaging.robarts.ca/“jgati/Pages/ fMRI.html), d) PET image of a subject while
thinking (Crump Institute for molecular imaging, from Michael E. Phelps, Dept. of Molec-
ular and Medical Pharmacology, UCLA School of Medicine

http://www.crump.ucla.edu/software/lpp/clinpetneuro/function.html#Function).
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(b) EIT image

Figure 1.3: Functional brain images by different modalities: a) OT transverse, coronal, and
sagittal images of an infant (Biomedical Optics Research Laboratory, UCL,
http://www.medphys.ucl.ac.uk/research/borl/research/monstir/neonatal.htm, [67]), b) EIT im-

age during left motor stimulation (Med. Phys. Dep., UCL).
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CT was the first modality used clinically. It denotes those modalities that seeks the recov-
ery of a function by means of line integrals [119]. The leading technique is Transmission CT
where X-rays are sent from several sources and their intensity is measured after having inter-
acted with the object of study. By covering a plane with line integrals and assuming that there
is no scattering, a cross-section of the body is imaged by inverting the Radon transform, which
relates the line integral with surfaces; or volumes, in case of covering a volume. Other CT-type

modalities are SPECT and PET,

MRI discriminates different tissues with respect to their amount of water. Atoms of hy-
drogen in the molecules of water, which act as tiny magnetic dipoles, get aligned when a pulse
of radiofrequency is applied. Then they release energy when they return to the position of

equilibrium, which is collected and amplified by external coils [133].

For anisotropic materials, like muscle tissue or white matter, which present an aligned
microstructure providing a preferred direction on the diffusion of water molecules, DT-MRI
relates the microscopic with the macroscopic diffusion tensor [3, 172]. For this purpose, DT-
MRI is required to apply diffusion MRI, at least seven directions so as to characterise the six
components of the diffusion tensor and a constant. MR has been applied mainly to the brain;
other applications are breast, kidney, and liver; DT-MRI outside the brain has been applied to

the tongue and heart [19, 17].

In PET, radioisotopes emit a positron that interacts with an electron, and as a consequence
of their annihilation, two photons are emitted 180 degrees apart which are detected by the sys-
tem. It was developed in the 50s, but initial images were blurred. Image quality improved in
the 70s, due to improved hardware which allowed more photon counts per image, iterative al-
gorithms and, filtered back projection and Fourier based methods [137]. PET may be applied
to diagnosis of Alzheimer's disease, cardiovascular diseases, and cancer; it can image can-
cer lesions and discriminate benign and malignant lesions in cases where CT or MRI cannot.

Moreover, PET can be also applied for imaging brain activity.

Two areas of relevant interest for us are medical image registration and multimodal-
ity. Medical image registration is used to compare images, for example, for diagnosis before
epilepsy surgery where images correspond to different modalities; it also allows inter-subject
comparison [110]. The registration procedure requires several criteria where the most relevant
are the feature to be compared, whether based on segmentation or based on information content,
the transformation type mapping between images, and the optimisation procedure [103, 110].
Special care needs to be taken when applying transformations on tensors; tensors have different

transformation rules than vectors, which have been studied for DT-MRI [4, 34]. In contrast to
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the comparison of images from different modalities in medical image registration, multimodal-
ity imaging combines the advantages of two modalities by solving both problems simultane-
ously, e.g. PET and x-ray CT [137].

In EIT, low frequency electrical fields propagating throughout the subject can be modelled
by the generalized Laplace’s equation, which is equivalent to the propagation of heat in a room
where an external source may be a heating system. In this situation, the temperature at one
point of the room far from the source depends on the conductive properties at all points the heat
flow has travelled up to there. In a more complex medium, one may also consider anisotropic
properties of the medium, which favours special directions at each point.

Some biological tissue especially bone, muscle, and brain white matter - is highly
anisotropic. In principle it might seem desirable to model anisotropy for EIT, but there have
not been many attempts because the image reconstruction problem is more complicated and,
in the past, there has been a lack of anisotropic conductivity tensor estimates. The first stud-
ies contemplating numerical simulations of anisotropy in EIT are reviewed in the next section.
An estimate of the anisotropic conductivity tensor can be obtained from the diffusion tensor
by using the cross-property relation. This is a relationship between different transport tensors,
that, for the case of the diffusion and conductivity tensors, is given in terms of the intra- and
extracellular space, such that, both tensors share eigenvectors, and, for low frequencies, their
eigenvalues are linearly proportional [66][172, Chapter 5].

A combination of MRI and EIT, MR-EIT, in which one injects electrical current using EIT
and measures the magnetic flux density with MRI, has taken the first steps to provide numerical
anisotropic conductivity images based on the MR-EIT model, assuming symmetry in the z-

direction [156].

1.1.3 Imaging of brain function

How the brain works has been a mystery. A brief review of the history of brain function and
physiology is presented below [133].

In the mid of the 19th century, some studies related brain and mind by associating physi-
ological disorders, like aphasia or problems with speech, with damages in specific parts of the
left hemisphere of the brain. This allowed creation of a map for several functional regions of
the brain [148] (Figure 1.4). Quoting the neurologist Sacks regarding one of his patient who

suffered a massive tumour in the visual cortex:

Sometimes a student would present himself, and Dr. P. would not recognise him;

... The moment the student spoke, he would be recognised by his voice.
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Parts of the brain and what they do
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Figure 1.4: Map of functional regions of the brain (BBC News, Monday, 7 June, 1999, 18:39
GMT 19:39 UK,
http://news.bbc.co.uk/2/hi/health/medicaites/363368.stm)

Mapping of functional regions was developed through animal studies where provoking brain
lesions produced functional disorders. However, Freud soon realised that this identification was
rather simplistic and focused only on the most specialised regions [148]. Besides, lesions can

damage more than the provoked region, complicating the diagnosis.

In the late 1970s, imaging innovated clinical diagnosis by localising brain tumours using
x-ray CT. At present, FMRI and PET can be used to identify in vivo activated regions of the
brain while it carries out a specific activity - they teach us how the brain works. Also, EEG has
been widely used by neurophysiologists treating epilepsy.

What happens in the brain when it gets activated? Some excitation encoded as an electric
impulse reaches the axon of a neuron, which releases chemical transmitters when the impulse
exceeds a threshold, and then it is transferred onto the synapse and from there onto the dendrites
of other neurons. When this process continues, a region is activated. This activation that is ac-
companied by energy consumption demands an increase of oxygen, and so it yields an increase

of blood flow, which is known as the haemodynamic response.

Consequently, there are two types of physiological effects related to brain activity. Fast
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brain activity occurs over tens of milliseconds, and a transfer of ions during neuronal depolari-
sation yields a decrease of local electrical resistivity%fduring evoked responses [52]. Slow
brain activity, occurring over tens of milliseconds, is the consequence of the overlapping effect
of millions of neurons that yields a regional Cerebral Blood Flow (rCBF) or Volume (rCBV)

change of the order afo% during visual stimulation [168].

In addition to normal brain activity, brain function includes activity in the abnormal brain

due to epilepsy and stroke.

EEG and MEG can detect fast brain activity by using 64-128 channels and sampling rates
up to 8KHz. However, inverse source modelling, which attempts to image the sources of the
brain activity, is not uniquely determined. Finding a unique solution has been achieved by
constraining the solution to a small number of dipoles; another approach has considered all
possible source locations by using Tikhonov regularisation and assuming MRI-based priors

[138].

EIT measuring hundred times a second could be used for imaging fast neuronal activity, as
an alternative to EEG with similar temporal and spatial resolution, but in contrast with EEG, in
EIT the source is known; yet EIT data SNR on the present-day is very low for those tiny signals

[51, 52].

FMRI and PET have been used for imaging changes in rCBF. FMRI can measure changes
in blood flow and blood oxygenation level [68]; it obtains, first, an structural image and then
statistically maps a change of rCBF. FMRI measured changes%fin rCBF and blood oxy-
genation in the visual cortex und&H = flash stimulation [99]. These results are in agreement

with PET studies where increases of rCBF were seen during different brain stimulations [113].

The standard structural imaging techniques fMRI and PET have high spatial resolution, of
millimetre accuracy, but low temporal resolution, of a few seconds, limited by changes in blood
flow. In contrast, EEG/MEG source localisation techniques have a high temporal resolution,
of milliseconds, measuring fast neuronal activity, but they have a low spatial resolution, of ten
millimetres or so. EIT belongs with EEG/MEG to the group of functional imaging techniques

of low spatial resolution but high temporal resolution [75].

Although FMRI and PET are the leading techniques for imaging slow brain activity, new
modalities like EIT and OT are being developed and, may in time provide an alternative since

they are portable, non-invasive, and cheaper.
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1.2 Electrical impedance tomography

1.2.1 History and background

Different materials have dissimilar electrical conductivity; therefore, conductivity can be ex-
ploited for providing a volume map that differentiates materials of different electrical properties,
for example, for detecting water in the lung.

In 1980, Caldedn proposed the problem of determining under what conditions a unique
conductivity could be recovered from boundary voltage [81]. Unigueness for isotropic con-
ductivities has been proved [92, 93, 165]. Nevertheless, anisotropic conductivities cannot be
uniquely determined by boundary voltages [101], unless, some a-priori information is provided
[104]. Providing uniqueness for an inverse problem is analogous to assuming stability under
certain constraints [83], where stability can be studied by looking at the conditioning of a given
mapping. Stability for EIT algorithms has been reviewed in [24].

EIT refers the imaging technique that, by applying current and measuring voltage at the
boundary, or vice versa, provides a volume complex conductivity. In principle, under a perfect
knowledge of the boundary shape, this current-to-voltage map depends uniquely on the conduc-
tivity. In practice, one does not have a full knowledge of this map; in addition, the measured
voltage strongly depends on the electrode contact impedance, position of the electrodes, and
boundary shape.

This dependence has yielded three different modalities of EIT: static, dynamical, and mul-
tifrequency. Static imaging aims to reconstruct an absolute conductivity [31, 120], and is the
most difficult of the three because there is a strong dependency of the measured boundary
impedance on external parameters [97]. In dynamical imaging, a change of conductivity is
recovered from a small change of boundary impedance; it requires a reference, and enables a
reduction of the errors. EIT Spectroscopy (EITS), also called multifrequency EIT, takes advan-
tage of differences in conductivity between different tissues over a frequency range [57].

In the early years, EIT was limited to the 2D case where a cross-section of the body,
delimited by a ring of electrodes, was imaged. In the 1980s, a back projection reconstruction
algorithm for EIT was suggested by Barber and Brown [13] and explained numerically in [151].
This approach assumed a 2-D linear version of Poisson’s equation and that the initial conduc-
tivity was homogeneous. Although it was widely used, these assumptions were proved to be
crude. Nowadays, a 3D nonlinear model of the electrical fields is widely used [117, 120], with
modelling of the electrodes [31], and in real-time [22]. The Electrical Impedance and Diffuse
Optical Reconstruction Software (EIDORS), a MATLAB toolbox for the 3D EIT problem with

modelling of the electrodes, is freely available [140].
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Clinically, EIT could provide a non-invasive, safe, portable, and cheap imaging technique,
by measuring electrical impedance on electrodes placed on the skin of the subject; it permits
estimation a volume conductivity map of the body. History and general references can be found
in [75]. In the early 80s, clinical EIT was born at Sheffield with a system that was suitable for
humans, the Sheffield Mark I, which became commercially available. At this early stage, most
clinical studies were carried out with that system, which provided difference imaging only and
was successfully applied to gastric emptying and ventilation [74].

So far, the EIT community has been divided into groups dealing with algorithm develop-
ment, where diverse nonlinear reconstruction methods have been used; and groups that seek
success experimentally, for which linear reconstruction methods have been adopted. At the
moment, EIT is being developed and modelling and other specific issues must be addressed

[106].
1.2.2 Applications

Most of EIT applications are in Geophysics [132], medical imaging, and process tomography.
Process tomography has applied Electrical Resistivity Tomography (ERT) for imaging particle
transportation through pipes [178]. EIT for medical applications has been successfully applied
to imaging gastric emptying [111], gastric acid secretion, and lung ventilation [117, 65]. Other
possible applications which are under development are lung water detection; hyperthermia;
imaging breast cancer with EITS [128]; detecting intraperitoneal fluid [149]; imaging brain
functional activity: epilepsy, discerning between cerebral ischaemia and haemorrhage [73, 72],
detecting intraventricular haemorrhage in neonates, and normal brain functional activity [168].
A review can be found in [30, 74, 75].

As for other applications, for instance, EIT has been proposed for crack detection where

experiments have been done in 2D by using a resistor network approach [100].

1.2.3 EIT systems for medical applications

EIT systems for medical applications have been used, now, for nearly three decades. A review

of EIT systems and instrumentation can be found in [30].

1.2.3.1 Systems for medical applications

The first system used clinically was the Sheffield Mark I, which, developed in 1987, injected
current at 5mA at 50KHz, had 104 independent adjacent measurements, and took a measure-
ment every 40ms. An improved system, the Sheffield MK3.5, measured both the real and imag-
inary part of the impedance, injecting a current, at 30 frequencies in the2&fe-1.6 M H z,

using an adjacent drive and 8 electrodes [180].
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A modified version of the Sheffield system, at UCL, the UCLH Mark-II/Sheffield MK3.5
system, was designed for multifrequency with a frequency rafige 500 K H =z [116].

An adaptive current system, the ACT3 system, injected a sinusoidal current pattern which
was proved to optimise the current injection pattern. It injected 0.5mA peak of sinusoidal
current a9 K H z, using 32 electrodes and taking an imagédfams [53, 33].

Below 100k H z, the resistive component of biological tissue is predominant over the ca-
pacitive one. Almost all clinical applications have worked at arayind H = and have neglected
the imaginary part of the complex impedance. However, for pathologies like stroke, for which
a reference is not available, one may use multifrequency EIT, compensating for the lack of a
time reference by using a large range of frequencies [116].

EIT systems for medical applications as any other electrical equipment must follow safety
regulations that limit the maximum power dissipated in the body. It is common to limit the
total current than can be injected into the patient and the leakage currents [50]. The maximum
current that can be used depends on the frequency used. The IEC 610-1 regulations for current
applied to the skin permit00uA at1 K H z which scales linearly with applied currentiiH =
up to a maximum obm A at50K H z and above. A limit in the leakage currents that flow from
the patient to the ground protects the patient in case of malfunctioning. This limit corresponds
to about10% of the threshold at which sensation occurs. EIT systems apply less than this - a
typical figure would bé&ém A at50K H 2.
1.2.3.2 Resolution
A high temporal resolution is one of the advantages of EIT. For example, a measurement is
acquired everyOms with the Sheffield Mark 1.

Spatial resolution is the main disadvantage. It depends on the number of electrodes, type
of current pattern, which electrode combinations are selected from among all possible ones -
this is termed the electrode protocol, and noise. Early studies, summarised in [74], showed
spatial resolution of2 — 20% of the diameter of a ring of electrodes, where spatial resolution
is defined as the smallest distance to separate two objects. The smallest values were obtained
near the edge, for radially moved perturbations; the largest values were near the centre, for
tangentially moved perturbations.
1.2.3.3 Current injection protocol
The type of current pattern and electrode combinations used for injecting the current determine
the information content in the data, which can be quantified by the number of independent
measurements. While an optimum sinusoidal current pattern can be applied using all electrodes

[31, 53], less computationally and instrumentationally demanding current patterns have been
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preferred: an adjacent injection has been applied to cylindrical objects, and a diametric injection
has been used for providing deeper sensitivity.

For an adjacent protocol, gives electrodes, there al¥ adjacent pairs for the injection
and N — 1 pairs for the measurement; therefore, the number of independent measurements is
given by N (N —1)/2[12]. Thus, the number of independent measurements is 120 with 16 elec-
trodes, acquired i8.5s, and 8128 with 128 electrodes, acquirediis where measurements
were taken in serial, and acquisition time could be improved by measuring in parallel [12]. If
one excludes the drive electrodes used for measuring, then theNg Are- 3) /2 independent
measurements for the adjacent protocol.

The adjacent protocol has been used for rings of electrodes placed on cylindrical bodies.
However, for some applications, like EIT of the brain, since electrodes are not equally spaced
throughout the head surface, one may consider other electrode combinations. In practice, it is
impractical to use all possible combinations where the total number of combinations is given
by Cn2Cn_22 = N(N —1)(N — 2)(N — 3)/4, which is over two hundred thousand for 32
electrodes. Since an adjacent injection provides more sensitivity near the boundary, diamet-
ric injection has been used for EIT of brain function, as this provides deeper sensitivity [15].
However, this required the selection of a set of electrode combinations.

Thus, use of an arbitrary protocol requires selection of a small number of measurements
among all possible ones. A complete search across all possibilities is computationally impossi-
ble [107]; for example, for 32 electrodes, even fixing the length of a protocol to 200 measure-
ments and constraining the searching space to 1000 possible combinations, the selection yields
C1o00.200 =~ 10%°® comparisons. Thus, the problem of obtaining an optimum protocol for a
general combination of electrodes, for which one must constrain the searching space, remains

open.
1.2.3.4 Electrodes

The number, location, and contact impedance of electrodes influences the image resolution.
How many electrodes should be used? In principle, adding more electrodes will improve the
spatial resolution up to some limit since it augments the number of independent measurements.
Nevertheless, it has been pointed out that as one increases the number of electrodes, noise
appears more significant because the potential gradient is proportioNat3¢12]. Thus, it

was reported that going from 32 to 128 electrodes, using adjacent measurements at 1mA on a
human arm, led the smallest measured potential to go &@mV to 54V . As a measure of

the electrode noise, it was reported that Johnson noise, for an electrode impedbaki¢ arfid

electrode surface afmm?, at 50KHz wad).9uV.
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numbering for marklb

Figure 1.5: 31-electrode positions designed for the human head at UCL based on the 10-20

EEG electrode localisation protocol.

An optimum position for electrodes for general 3D objects is not clear. The UCL group
has used, for EIT of brain function, 31 electrode positions (Figure 1.5) based on the 10-20 EEG

electrode location protocol [20].

It is essential to model the contact impedance of the skin-electrode interface because there
is a potential drop, explained by Ohm'’s law$, when a currenf passes through the contact
impedanceZ [82, 135]. For medical applications; could be described in parallel as the
resistive part of the gel, skin, and electrode added in serial and the impedance part corresponding

to the phase [74, Chapter 8][114].

1.2.3.5 Noise and experimental sources of error

Source of errors have been classified into random noise, systematic changes, and physiolog-
ical noise [74, Chapter 1]. Discrepancies between the model and the subject include bound-
ary shape, conductivity values, and anisotropy. Instrumentation issues are electrode contact

impedance, phase changing across electrodes, and stray capacitance in the electronic and leads.
Although calibration in saline tanks account for some sources of error, like discrepancies
between the model and the tank and some instrumentational errors, validations in vivo test

for electrode location and movement, isotropy and homogeneity assumption, and physiological
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noise. It was concluded that correction for those errors was difficult unless they were clearly
identified or random noise that could be averaged out. As a general figure, noise could be
decreased below%. For example, for animal experiments, slow drifts in the cerebral cortex
were 0f0.5% [73]; for neonates scalp measurements, physiological and movement errors were
of 0.1 — 1%, and baseline drift in the upper abdomen was8%f as summarised in [74, Chapter

1].
1.2.4 EIT of brain function

EIT may be applied to imaging brain function, where changes of cortical impedance measured
on the scalp are related to changes in local brain impedance. EIT of brain function has two
major applications: imaging fast brain activity, which occurs over milliseconds, due to action
potentials [51]; and imaging the slow brain activity, which occurs over seconds or minutes, in
epilepsy, ischaemia and haemorrhage, and normal brain activity. In this work, the focus is the
slow brain activity.

During epileptic activity there is a dominant local impedance increase due to cell swelling
and reduction of the extracellular space [109]. In cat and rabbits, using intracortical electrodes,
a predominant increase in impedance was explained as the effect of the electrolyte transport
into the cellular elements; yet a smaller decrease in impedance was explained by an increase of
metabolism and local vasodilatation [64]. Similar studies, in cats, found impedance increases
of 3.5 — 5% dominant to impedance decreases; and, for the long and strongest seizures, found
impedance increases of up1d — 12% [42]. Other studies found an increasesis{s of cases,

a decrease 8%, and mixed in the rest [157]. An increasel®f— 12% was found in most acti-

vated regions [41]; specifically, they found an increase in the resistive part and a decrease in the
capacitive part of the impedance. Using the Sheffield Mark 1 EIT system, impedance increases
of 5 — 12% were imaged with a spatial resolution erroriof 12% of the imaging field [143].

An attempt for imaging epilepsy with scalp electrodes and an accurate head model has been
done where changes were excessively large compared to the reported animal experiments and
the model prediction; a more controlled baseline and less movement were reported as essential
for future studies [45].

During normal brain activity, a decrease of cortical impedance is related to an increase of
rCBV in the stimulated cortical area [49]. Using the Sheffield Mark 1 EIT system, impedance
decreases af.5% have been imaged, in rabbits using cortical electrodes, during sensory evoked
responses [76]. A similar study found impedance decreasgs-af% [143].

One may expect a decrease of one or two orders of magnitude on scalp electrodes, due

to the fact that the skull, which is hundreds times more resistive than the brain, diverts applied
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current. During visual stimulation, an impedance decrease of the ordeb%fwas found

in scalp electrodes [168]. Although scalp impedance changes were consistent, localisation of
conductivity changes in the reconstructed images was unsuccessful. In neonates, an impedance
decrease of %, larger than on adults, was explained on the basis that neonates have a smaller
volume response to the stimulation, yet present a smaller attenuation by the skull, which is not
calcified and mainly formed by cartilaginous tissue [166]. However, those impedance changes
meant a decrease of one order of magnitude with respect to local changes, contradicting new
model predictions that forecasted a decreasg&of 100 times because of the shunting effect

of the skull [78].

For discerning haemorrhage from ischaemia in acute stroke, a feasibility study has been
undertaken which compared modelled scalp impedance changes with several modelling errors.
It concluded that EIT multifrequency could be an alternative to absolute imaging if electrode
positions were measured with millimetre accuracy and better estimates of tissue conductivity
were provided [78]. Simulated local resistivity changes ufgi% due to ischemic tissue and

—750% due to haemorrhage tissue ledt® and—7% changes on the scalp [78].

In the last five years, some efforts have been made to produce an accurate model of the
head for EIT of brain function: the influence of the skull on localisation [167]; the influence
of a shell model versus a sphere model and numerical finite element method (FEM) versus
analytical formulation [108]; an accurate model of the head in which layers representing scalp,
CSF, skull, and brain obtained from MRI scan were incorporated [16, 11, 170].

The variability of tissue conductivity values published in the literature, many taken under
different conditions, and anisotropy makes accurate simulation in the forward problem difficult.
A extensive review of both pathological and healthy tissue of the head has been recently done
[79]. White matter in the brain and the skull are highly anisotropic. The skull is comprised of
different layers with diverse conductivity, making local inhomogeneity relevant and hardening
the estimation of a generic conductivity for the skull. For example, the resistivity of the tibia
was found to bel.55KQem ™! in the axial direction,15.79KQcm ™! in the circumferential
direction, and®21.5K Qem ™! in the radial direction [150]. For the white matter, the anisotropic
conductivity tensor can be estimated from DT-MRI since the diffusion and conductivity tensors
share eigenvectors and eigenvalues are linearly proportional at low frequencies [172].

Influence of anisotropy of both white matter and skull and skull thickness have been stud-
ied for the EEG and EMG forward problem and inverse source localisation [127, 66, 182, 181].
It was found that the effect of anisotropy was most relevant for white matter when the source

was close to the cortex. Anisotropy of the skull gained importance for a deeper source in the
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brain; neglecting anisotropy yieldd®% error on the forward solution. There does not appear

to have been any equivalent work for EIT.

1.2.5 EIT algorithms

The theory used in this thesis for the forward and inverse problems is given in the next three
chapters, but main issues from a general point of view are reviewed below. A review on EIT

algorithms can be found in [106, 24].

1.2.5.1 Forward problem

Reconstructing the conductivity requires, first, solution of the forward problem, that is, ob-
taining the electrical potential in the whole domain for an estimate of the conductivity. There
are several methods for solving the forward problem, which are introduced in the next chap-
ter. Here, main difficulties and modelling issues that make the forward mapping influence the

inverse problem are presented.

The estimated boundary potential is a nonlinear function of the conductivity estimate,
external geometry, and modelling of the electrodes. As a result of the nonlinearity, accurate
exterior shape and electrode position are essential for the forward model to fit the boundary
measurements. In fact, there is not a unique isotropic conductivity that satisfies the boundary

voltages without a perfect knowledge of those quantities [105].

When an accurate value for those figures is not available, there are ways around it. For
instance, it has been proved that one can reconstruct both the boundary shape and conductivity
from impedance boundary measurements [104]; a study checked its feasibility in a numerical
example [160]. The idea behind the last point is to include into the inverse problem those
parameters that cannot be accurately measured. Although this makes the reconstruction harder,
the converted problem has a higher chance of being solved. For example, one may recover
simultaneously the electrode contact impedance and interior conductivity [175], which has been
successful in tank experiments [69]. While, for EIT of brain function, contact impedance of the
skin-electrode interface has been pointed out as an important source of error [78] which varies
across subjects and time, it is not usually measured [74].

Introducing all uncertainties into the reconstruction is appealing; nevertheless, real appli-
cations must prove, first, the feasibility of their problem by providing the true values of the
electrode position, external geometry, and electrode contact impedance. A simulation study for
EIT of the head concluded errors in electrode position had more effect than electrode contact
impedance and conductivity estimate. Moreover, electrode positions can be accurately obtained

with a precision of a millimetre using photogrammetry [147]. An irregular and complicated ge-
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ometry, such as that of the human head, must be modelled accurately to achieve a good forward
solution - model. This has been done for a generic subject in EIT of brain function [11] where
an accurate model of the head was obtained from a structural imaging technique, like MRI or
CT [16, 170].

Another option is to compensate for the geometric mismodelling with anisotropy, which

has been accomplished in both OT and EIT [70, 96].

1.2.5.2 Inverse problem

Once there is a mathematical forward problem that predicts boundary voltages for given model
parameters, the inverse problem estimates some of those parameters, usually the conductivity,
from measured boundary voltages. In the following chapters | present the theory employed in
this thesis; below | introduce the nonlinearity of the problem and a few of the most popular
reconstruction algorithms, regularisation approaches, and uniqueness.

The recovery of interior conductivity from boundary measurements is a nonlinear problem
where boundary measurements are much more sensitive to external shape, electrode position,
and skin-electrode impedance than to internal conductivity. The nonlinearity has been explained
as a consequence of the fact that large changes in conductivity may provide small changes in
voltage since potential redistributions tend to be minimised; therefore, small perturbations in
voltage can lead to large errors in the reconstructed conductivity [74, Chapter 3].

Nonlinearity has influenced EIT to be divided into three approaches: static imaging, for
which one attempts to obtain the real conductivity values; difference imaging, for which a
change in conductivity is estimated from a change in boundary voltages; and multifrequency
imaging, for which one seeks conductivity changes across frequency instead of across time.

Difference imaging, using linear reconstruction algorithms has been preferred in most clin-
ical applications because it is less sensitive to errors than static imaging. The linear back-
projection algorithm, proposed by Barber and Brown as a linear version of the EIT problem and
explained with the Radon transform in [151], was proved to be unstable [18]. As a result, most
of the clinical applications have hitherto adopted a direct linear reconstruction of difference
data, for example, Truncated SVD, which can get rid of some of the consistent errors [13, 11],
and single-step reconstruction methods like Newton’s One Step Error Reconstructor (NOSER)
[80, 31] and the three-dimensional linearised reconstruction (ToDLeR) [22] were implemented
in the early years. Normalised data has been suggested for reduction of the influence of shape
and electrode position errors [74].

Static imaging aims to recover absolute conductivity and appears to be feasible if the

boundary voltages can be predicted with an errob.o% [161], however, an accurate model
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of the electrodes and the boundary shape is also required [97]. In the last two decades, a large
number of reconstruction algorithms have been proposed; a review can be found in [8, 24, 106].
Solving an ill-posed problem can be done by regularising the solution by penalising high
frequency components; common approaches are Tikhonov and Total Variation (TV) regulari-
sation. The Tikhonov type is associatedtpnorms and is characterised by smoothing edges
on the image. The TV type corresponddtpnorms and penalises variations while preserving
sharp profiles [38, 26, 176].
Theoretically, while the problem of recovering isotropic conductivity from boundary volt-
ages has an unique solution [92, 93, 165], recovering anisotropic conductivity is not unique
[93, 101]. Nevertheless, uniqueness for the anisotropic case can be recovered by providing a

priori information, which could be taken from another modality [104].

1.3 Thesis goals

In last two decades or so, the EIT algorithm community has developed a large number of meth-
ods to deal with the ill-posedness of the problem by using optimisation, priors, and statistical
methods; EIT applications have been successful because simplified approaches to the recon-
struction problem have been used and efforts have been made to focus on the forward modelling
and instrumentational issues.

This thesis is an attempt to incorporate those novel approaches into improving image re-
construction in EIT of brain function: implementation of optimisation algorithms, statistical
methods, improvement of the head model, and use of priors that could be a first stage towards
multimodality.

There were four main goals: to optimise linear reconstruction, improving SNR of raw data,
the recovery of a piecewise linear anisotropic conductivity tensor with known eigenvectors, and
to include anisotropy in a realistic forward model of the head. The objective of optimisation of
the linear inverse problem was to develop a method that could cope with the requirements of our
problem: handling large scale problems; model a realistic distribution of the data where diverse
variances and correlations could be modelled; and optimisation of regularisation up to the noise
level for each data set. Improvement of the SNR in the raw data prior to reconstruction was a
major goal since the skull shunts applied current and this reduces the signal that is measured
on the scalp just to the limit of being detectable. The last two goals, which modelled a con-
ductivity tensor in anisotropic media, were to verify numerically the feasibility of the recovery
of a piecewise linear anisotropic conductivity tensor with known eigenvectors; and to study the

influence of anisotropic tissue, such as the skull and white matter, on the boundary voltages and
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the reconstructed conductivity.

1.4 Thesis outline

General theory for the forward and inverse problem is covered in chapters 2 and 3. In chapter 4,
the goal was to summarise the most important methods for solving the linear inverse problem
with the intention of determining which one satisfies the requirements for linear EIT of brain
function to be used during the rest of the thesis. These include methods that deal with ill-
posedness for linear inverse problems, modelling the covariance of the noise, and computational
issues for large scale problems.

Chapters 5 and 6 are the results chapters for the method developed for optimising linear
EIT of brain function. These were tested in saline filled tanks and human neonatal data acquired
during visual stimulation. In chapter 5, the goal was to develop a methodology for selecting an
optimum regularisation parameter and modelling the covariance of the noise. In chapter 6, the
goal was to improve the SNR of the data and the reconstructed images by applying Principal
Component Analysis.

Chapter 7, 8, and 9 form the final major project of the thesis with the aim of analysing the
influence of anisotropy for EIT of the head. In chapter 7, a FEM forward solution for anisotropic
media was validated with an analytical solution for a cubical domain with a Dirichlet boundary
condition. In Chapter 8, the aim was to verify uniqueness for the recovery of a piecewise linear
conductivity tensor with known eigenvectors from the complete NtoD data, that is, all possible
boundary data, using a numerical approach; which is an important usable constraint for EIT of
medical applications. Chapter 9 is a feasibility study of anisotropy for EIT of the head. The
purpose of this was to study the influence on the forward and inverse problems of inclusion of
an anisotropic conductivity estimate in the model.

Chapter 10 presents conclusions of the thesis, a summary of findings, and suggestions for

further research.



Chapter 2

Forward problem theory

Reconstruction of the conductivity distribution inside an object requires, first, solution of the
forward problem. This means solution of the voltage in the whole domain, given a physical
model for the applied current injection and conductivity estimate, and then obtaining the bound-
ary voltages. Thus, the forward operatoras defined in (1.1) maps the volume conductivity

x into the boundary voltages(section 1.1.1). The physical system is modelled by combining
Maxwell's equations of electromagnetism, which for the quasi-static approximation leads to
the generalised Laplace’s equation, with a choice of some boundary conditions. The system
of equations can be solved analytically for simple geometries or numerically for geometrically

complicated objects where FEM formulation is the most widespread.

2.1 Physical model

In EIT, an electrical current is injected, generally, through a pair of boundary electrodes, and
the voltage is measured at a different pair. Thus, one requires both a good electrical model for
estimating the current flow in the object, which is solved by Maxwell’s equations, and a realistic

model of the electrodes, which can be approximated by the Complete Electrode Model (CEM).

2.1.1 Maxwell's and the generalized Laplace’s equations

James Clerk Maxwell, a Scottish lord from the Victorian times, who was greatly amazed by the
revelation of the equivalence between light and electromagnetic waves, stated a set of equations

that solves all classical electromagnetic problems [46, 169]. Those are

V-E=1 (2.1a)
€0
OB
V x E = mn (2.1b)
V-B= (2.1¢)
AV x B = I + a—ECQ, (2.1d)
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whereF is the electrical fieldB the magnetic field, both twice differentiable in the dom@in
J is the current density is the charge density; anrdg is the electrical permittivity in vacuum.

For pursuing the mathematical model for EIT, we take the divergence upon equation (2.1d),
that is, Faraday’s theorem with the displacement cursght introduced by Maxwell, which
relates the magnetic field with its sources: electrical current and fluctuating electrical fields.
Since the divergence of the rotational is zero, tha¥is,(V x B) = 0, then (2.1d) leads by
using (2.1a) to the well known conservation charge law

dp

(2.2)

The previous equation states that the flux across a closed surface is justified by a loss of
charge in the volume enclosed by the surface. Since there are not any electrical sources in the
interior and giving the total interior charge and the charge densigyrelated byp = fQ Q,

then (2.2) becomes

V.J=0. (2.3)

The presence of an electrical fieldin a medium provides excitation and reorganisation
of charges that is quantified by the conductivitgand permittivitye, which can be coupled by a
general admittivityy asy = o + iwe. Thus, the admittivity is function of the frequency as well
as the position, that is, = ~(x, w). This induces a current densifithat, under the assumption
that the medium has a linear response, is gived by v E. If the medium is anisotropic, then,
in general,y is a 2-rank tensor form, which is represented in some coordinates by a 3-by-3

positive definite matrix (Section A.1.10)

Y11 Y12 Y13
T= 2 722 Y23 | (2.4)
Y13 Y23 Y33

such that the electrical field and current density may not be parallel in general since in presence

of an electrical fieldyy induces a current density vector with ith-coordindigiven by
3
Ji=>_ %ijEj. (2.5)
i=1

Hence,y maps electrical field€, onto current density vector$, and since it is symmetric,
the transformation can be explained by the eigenvalue decomposition as a map of the unit
sphere onto an ellipsoid, whose semiaxes direction and length are giveriggnvectors and

eigenvalues, respectively (A.2.1). In an isotropic meditiroan be treated as a scalar vatue
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that is, a scalar multiplying the unit matrix

100
y=al 01 0 |, (2.6)
00 1

where in this cas& and.J are always parallel.

EIT applications usually operate at low frequency assuming the quasi-static approxima-
tion, in which the imaginary part of the admittivity is neglected, that is, the response of the
material is instant and frequency independent, which yiéldso F/, where the conductivity is
in general the 2-rank tensor

011 012 013

0= o012 022 023 |- (2.7)

013 023 033
It has been shown that, for harmonic electromagnetic fields at a fixed frequency, the previous
approximation is valid whewpoz? is negligible, whergu is the magnetic permeability and
x is the length of the object [31]. Providing some numbers, for exanapla,the ranged.1
t0 0.01Q~'m, w in the ranged.1 to 0.01K Hz, andz = 0.2m, the previous figure is around
5 - 108, which shows the tiny contribution of the complex part of the admittivity at low fre-
quencies.

Substituting/ in (2.3) and using the relatiol = —Vu, whereu is the electrical potential

in 2, the mathematical model for EIT is given by the generalised Laplace’s equation
V- (oVu) =0, (2.8)

where the conductivity is generally a 2-rank tensor.

2.1.2 Boundary conditions: the Complete Electrode Model

Several boundary conditions have been proposed to enhance the modelling of the electrodes

based on the continuum Neumann condition [31] that reads as

M _;  on o0 (2.9)

0'5 =
wherev is the outward normal to the surface. This was modified by the Gap Model that con-
sidered the current density to be zero where there are not electrodes and to be constant at the
electrodes. Because the known quantity is the current injected at each electrode rather than the
current density, the Gap Shunt proposed the total current to be constant at the Ith-elggtrode
that is

ou

oc—ds = 1. (2.10)
E; 8V
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Due to the high conductivity of the electrodes, a constraint was added to force the potential to
be constant on each electrode, thatis: V;, wherew is the potential solved by the forward
problem.

The Complete Electrode Model [135], used in this thesis, models the effect between the
electrode and the skin by adding the contact impedance. The CEM is given by the generalized

Laplace’s equation (2.8) together with

u+ zla@ =V onofl, (2.11)
ov

o= conservation of charge (2.12)

> V=0 ground selection (2.13)

where (2.11) accounts for the contact impedance of the skin-electrode intgrféz&2) forces
the total current, in and out, for each injection to sum zero; (2.13) provides unigueness to the FP
by selecting a ground point (electrode). The CEM has been proved to have an unique solution

and to fit the experimental settings with less tai?% error [161].

2.2 Methods for solving the forward problem

Solving the Forward Problem (FP) implies finding a solutiefto the boundary value problem
given by the generalised Laplace’s equation with some boundary conditions. A straight forward
solution to this problem in the continuous case, called a classical solution, is required to be
sufficiently smooth: for the generalized Laplace’s equation (2.8), the solution must be twice
differentiable, that isy € C?. Also, the boundary must be Lipschitz continuous (A.2) for the
solution to exist and to be unique.

The previous conditions are too strong, being only valid for very simple geometries, for
which analytical solutions may be available; for general geometries, the classical problem can
be converted onto a less restrictive weak formulation.

To solve numerically the weak formulation the domain is discretised. Among all numerical
methods the most commonly used are Finite Differences (FD), for simple geometries; FEM, for
general geometries and non-homogeneous medium; and Boundary Element Method (BEM), for
homogeneous medium, being computationally less expensive than FEM though more difficult
to implement.

In the next section | look, first, at the possibility of converting the problem to a less re-
strictive one, by applying the weak formulation. Then the weak formulation is discretised by
partitioning the domain, which leads to a discrete linear system of equations. Some computa-

tional aspects regarding the implementation are crucial in practice and are seen here: generating
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the partition and solving the linear system for a large number of unknowns.

2.2.1 FEM formulation

For solving the problem numerically, the domain must be discretised in a finite number of sub-

domains, called finite elements. Then, the system of equations can be built up independently

for each finite element and then all pieces gathered together in a large sparse system matrix.
Before the discretisation, the strong smoothness condition that is required by the classical

problem must be loosened. Thus, a weak formulation to the generalized Laplace’s equation

relaxes the continuity requirements leading to a more general weak solution, which complies

also with non-smooth domains.

2.2.1.1 Weak formulation

If the domain(2 is non-smooth, then a smooth solution to the problem may not exist. Thus, the

problem must be converted onto a less restrictive one, so that the solution, hopefully, lies is a

more general subspace. Multiplying the generalized Laplace’s equation (2.8) by a set of test

functions,v, and integrating over the whole domdin
/ vV - (oVu) = 0. (2.14)
Q

Then, applying the Divergence theorem

—/vv-(avu) :/Vv-(aVu)—/ o0 2Y), (2.15)

Q 9) a0 ov

wherev is the outer unit normal to the surface, the problem (2.14) becomes
/V’U'(O‘V’u) :/ va@, (2.16)
Q oo Ov

which is the weak formulation that corresponds to the generalized Laplace’s equation.

Now, by looking into the type of subspace of the weak solution and test function in (2.16),
one infers that the test functianand its first derivative®v must be integrable, which defines
a Sobolev spacé/! (sections A.1.5 and A.1.6); the same refers to the solutjdhat is,u €
H(Q).

It is easy to prove that the weak formulation (2.16) with Dirichlet boundary condition has
a unique solution and with Neumann boundary condition (2.9) has a unique solution up to a
constant, which in practice is solved by defining a ground point (2.13).

For the complete electrode model, the RHS of the weak equation (2.16) representing Neu-

mann boundary condition, is given in terms of the CEM (2.11) as

L
3 11 /E o(Vi — ), (2.17)
=1 l
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where E; symbolises the contribution of each electrode, being zero away from the electrodes.
Existence and uniqueness of the complete electrode model has been proved in [161], with pre-
dicted voltage errors df.1%, which was less than with the previous models.

The total current (2.10) at the Ith-electroflgis obtained by substituting the CEM bound-
ary condition (2.11)

1 :[El;(Vz—un. (2.18)

2.2.1.2 Galerkin FEM
In FEM, the domain is partitioned in what is called a mesh: elements cover the whole domain
and do not intersect, and neighbouring vertices coincide [29]. For the discretisation, nodes are

labelled, and a set of basis functionss defined for each node such that the i-th veetpr

follows

1 onthe node,
¢i = (2.19)

0 onthe rest
Given N nodes, one can introduce a N-dimensional discrete subsjhes belongs to the
Sobolev spacéf!, which is called conforming FE, such that the potential can be interpolated

as

u=>u;g;, (2.20)
J

whereu; is a vector of scalar coefficients.
In the Galerkin FEM formulation)V equations are obtained by replacing the test function
v by all basis function®;, wherei = 1,..., N. Then, by substituting the test function and the

solution in terms of the basis functions, the LHS of the weak equation (2.16) becomes

N
> [ VorVioo) (2.21)
=1

Combining the RHS and LHS, and reordering their terms, the weak equation becomes

N L ) L ,
;uj</ﬂv¢i-v(a¢j)+;m/]ﬂlqbiqu) +;W<_Z1/El¢i> =0, (222
——

(Anr)ij (Az)ij (Aw)a

where the first termd,;, N x N symmetric matrix, is the main part of the system matrix; the
second termAz, N x N matrix, corresponds to the Neumann boundary condition; and the
third term, Ay, N x L matrix, constrains the electrode voltagé{o

An advantage of FE is that one can write the conductivity distribution as an interpolation

of basis functionsy, that is

K
k=1
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which allows the system matrix to be computed for each element and then assembled together
at the end. Generally, the conductivity is chosen to be constant in each element, by making
one in the kth-element and zero elsewhere. This permits the conductivity to be taken outside

the integral of the main part of the system matriy,, as

K
(An)ij = de A Vi -Voj, (2.24)
k=1 2

where the integral can be computed off-site.

Substitutingu (2.20) onto the total current througdt) (2.18) becomes

LIS
(AD)ll (Aw)l]

where the first termAp, L x L diagonal matrix, explains the CEM boundary condition, and
|| is the area of).
Combining the weak equation (2.22) with the current equation (2.25), the forward problem

is given by the linear system [75, Chapter 1]

Ay+A; A u 0
MTRs AW - , (2.26)

Al Ap Vv I
whereu is the solution vectory = (uy,...,uy)’; V is the electrodes potential vectdf, =
(Va,...,Vp)T; andI is the electrodes electrical current vectbe= (Iy,...,I1)". The linear

system (2.26), which can be written 48 = I, is only for one current injection; several current
injections are solved simultaneously by adding as many columasiai as the total number

of current injections, that is,
Al ... ag) = [L,...,1g], (2.27)

whered is the total number of current injections, and all colurirend sum zero as given in

(2.12) (2.13).

2.2.2 Implementation and computation

Several decisions must be taken when implementing the numerical forward problem: the type
and size of the mesh, the method for solving the linear system, and the software used for gen-
erating the mesh and building up the system matrix.

2.2.2.1 Partition and mesh generator

Three possible choices that influence the accuracy of the approximated FE solution are the kind

of partition, the degree of the polynomial, and the density of the mesh.
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Regarding the type of partition, in 3D, tetrahedral finite elements are usually adopted since
it can fill the domain better for irregular boundaries; cubic is more regular; other polyhedrons
are also possible. Also, a combination of them is feasible, for example, cubes in the interior of
the domain and tetrahedra at the boundary.

The degree of the polynomials for the potential determines the order of the approximation.
In this work, linear tetrahedrd®; approximation, were adopted for simplifying the computa-
tion. Cubes are described by bilinear basis functidhsapproximation, which approximate
better the potential than linear functions since they can model non-zero curvature by a cross
product term. Higher order polynomials, for example, the quadPatepproximation, provide
better accuracy though they are more difficult to integrate and computationally more expensive.

Another way to improve the accuracy of the forward solution is to increase the mesh den-
Sity.

Considering the mesh generator, some free-software is available like Netgen [154], for
simple geometries, while more complicated geometries and non-homogenous domains require a
more advanced software. The meshes generated for this work were done by using the Integrated
Design Engineering Analysis Software (IDEAS) [170]. A realistic neonatal head shaped FEM
mesh was produced by segmenting the outer surface of a neonatal MRI scan and by meshing
using IDEAS. First, a Delaunay triangulation algorithm was applied on the surface and then
grown inwards with linear tetrahedral elements. Keeping elements to a similar size achieved a
high quality mesh [170].
2.2.2.2 Constructing the system matrix
The system matri¥d in (2.26) was here computed by using the Three-Dimensional Electrical
Impedance and Diffuse Optical Reconstruction Software (EIDORS-3D), a toolkit that builds up
the system matrix for the CEM on linear tetrahedra with isotropic piecewise constant conduc-
tivity [140, 139]. A modified version of 3D-EIDORS for modelling anisotropic media has been
implemented by modification of the system matrix [1].
2.2.2.3 Solving the linear system
There are several methods to solve the linear symmetric positive definite system (2.26). Medical
applications give rise to thousands of unknowns, making linear solvers like Gaussian elimina-
tion impractical; therefore, iterative solvers are preferred [29]. Two flourishing methods have
been popular in the last decade: Preconditioned Conjugate Gradient (PCG) and multigrid, which
converge in less than steps, where: is the number of unknowns. They also permit parallel
computation where parallel multigrid has been applied for EEG of the human head [182]. In

this thesis both PCG and multigrid are applied.
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Conductance o, cor ¢, + 0o, cot o,

Figure 2.1: A resistor network in 2D were resistors are places at the finite element edges is
equivalent to the discrete finite element mesh for piecewise linear voltage and constant conduc-
tivity, such that the contribution from the element conductivity to the resistor conductance is
given byo cot o whereo is the element conductivity andis the opposite angle. Both formu-
lations lead to the same system matrix. (Image taken from [75], thanks to Bill Lionheart at the

University of Manchester and David Holder at UCL).

The accuracy of the linear solution depends on the condition number of the system matrix,
which, for the CEM, can be ill-conditioned for tiny electrical impedance; if this is the case the
shunt model should be used instead. An advantage of iterative methods is that the solution can
be obtained more efficiently, in less number of steps, by reducing its accuracy to that of the

measurements.

2.2.3 Resistor network

The aim of the Resistor Network (RN) problem, [37, 35, 100], is to detect a failure in a resistor
by injecting current and measuring voltages at the external nodes of the network. Its FP is also
modelled by the generalized Laplace’s equation such that the finite element 2D EIT problem
with piecewise constant conductivity has a RN equivalent, but the opposite is not always true
[106]. Thus, placing resistors at the edges of the finite element mesh and defining the resistor
conductance in terms of the element conductivity, such that the contribution of an element
conductivityo to the resistor conductance is givendyot(«) wherea is the angle opposite to

the edge (Figure 2.1), leads to the same system matrix. It can be generalised for the 3D case.
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2.3 Summary

Solving the forward problem implies modelling the physical system and obtaining the predicted
boundary voltages for a conductivity estimate. From Maxwell's equations, at low frequency,
the quasi-static approximation yields the generalized Laplace’s equation, which models the
electrical voltage in the given domain. Boundary conditions, for the injected current and the
measured voltage, must account for the voltage drop because of the contact impedance of the
skin-electrode interface, which is modelled by the CEM with an error of lessHaf. Al-
though some simple geometries have analytical solutions, for general irregular geometries one
must solve the forward problem numerically by using a discrete formulation. The FEM formu-
lation is well established within the EIT community and is easy to implement. It can be used for
general geometries, and can model anisotropic conductivities. The RN problem is equivalent
to the EIT problem for a finite element formulation with piecewise linear voltage and constant
conductivity.

In this thesis, MATLAB toolkit 3D-EIDORS was used to built up the system matrix for
the CEM for linear basis functions and piece-wise constant conductivity, for isotropic media
(Chapters 5 and 6); a modified version of 3D-EIDORS was used for anisotropic media (Chapters
7, 8, and 9). A realistic homogeneous neonatal head-shaped FEM mesh used was created by

using IDEAS. The linear system was solved by using both PCG and multigrid.



Chapter 3

Inverse problem theory

This chapter is an introduction to definitions, theoretical results, and methods that are needed
for analysing and solving inverse problems. Section 3.1 is dedicated to the conductivity inverse
problem, defining the inverse conductivity problem, the Dirichlet-to-Neumann (DtN) map,
most relevant uniqueness and stability results, specifically an explanation of non-uniqueness
for anisotropic conductivity and theoretical results of the recovery of uniqueness by redefining
the problem, and the Jacobian as the operator that contains the information of how sensitive the
voltages are with respect to the conductivity. Section 3.2 is dedicated to a review of the theory
for solving inverse problems: ill-posedness as given by Hadamard’s definition; regularisation as
a strategy for recovering numerical uniqueness by providing extra information; prior informa-
tion is justified by revealing the statistical approach equivalent to deterministic regularisation;
and optimisation as a numerical methodology for solving inverse problems that provides recipes

for both unconstrained and constrained optimisation.

3.1 The inverse conductivity problem

The aim of the inverse conductivity problem is to estimate the conductivity inside an object
from the current-to-voltage map (section 3.1.1). In practice, as it has been previously introduced
(section 1.1.1), the inverse conductivity problem can be described as a mappir{d.2) from
boundary voltagesd into volume conductivity:, and is obtained as an approximated inverse

to the forward mapping” (1.2) that provides boundary voltages after solving the voltages in
all the domain for a given conductivity (2.26). Theoretical and numerical results for EIT can be

found in [24].

YWhile in chapter 2 the boundary voltage was indicated with the syiiband the conductivity withr, in this
chapter and in parts of the thesis dealing with inverse problem definitions, the boundary voltage (data) was indicated

with the symbold and the conductivity (solution) witla.
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3.1.1 The Dirichlet-to-Neumann map

In practice, one injects electrical current (Neumann data) and measures voltage (Dirichlet data)
at the boundary; therefore, all the information one possesses about the conductivity is given by
the current-to-voltage map, or its opposite, the voltage-to-current map known as the Dirichlet-
to-Neumann (DtN) map.

In 1980, Caldewn [81] proposed the inverse problem of determining under what condi-

tions the conductivityr could be uniguely reconstructed from the DtN miapdefined as
Ay :ur— oVu - v, u € 012, (3.2)

such that all the information for recoverinag by applying a voltage and measuring current, is
contained in the mappind,,, which depends in the conductivity.

Let A,ulsq be the flux, an inner product involving the DtN map explains the generalised
Laplace’s weak formulation (2.16) by the bilinear functigin[118]

So(u,v) =< v|sq, Asulsq >= / v|sooVu-v = / oVu - V. (3.2)
5Q Q

Now, by assuming = u, the inner product (3.2) is zero if and onlWifu = 0; hence, the kernel
of the DtN map/C(A,) (section A.1.9), is constant voltages [24]. In real applications, one uses
the Neumann-to-Dirichlet (NtD) magA,)~! : H-%/2 — H'/2? (section A.1.5), because it is
easier and more accurate to measure a voltaié2) than a currentff —/2). It satisfies the

variational form

<I,(A,) T >= /Q %uﬁ, (3.3)
where the kernel ofA,, ) ! is given by constant currents, that is, measured voltages are nonzero
when the applied curredtis not a constant function.

3.1.2 Uniqueness

A review of uniqueness and stability results for the recovery of coefficients of partial differen-
tial equations can be found in [83]; uniqueness results for EIT can be found in [24]. A brief
summary is given as follows.

3.1.2.1 Two dimensional domains

For the 2D case, which is a special case, global uniqueness has been proved for conductivities
in W72 (A.1.5), forp > 1, in a Lipschitz bounded domain [118].

3.1.2.2 Isotropic mediums

In the isotropic case, for dimensions larger or equal to three, uniqueness has been proved for

piecewise analytical conductivities froo) € C*° [92, 93]. Global uniqueness has been
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proved for continuously differentiable conductivitiestiathat is,c € C°°(2), where() is the
domain including the boundary [165].
3.1.3 Anisotropic mediums

In an anisotropic medium),, determines uniquely up to a diffeomorphisnfr : Q — Q (D.1)

that fixes the boundaryly = I on 912, that is,

x = ¥(z) in Q

z = T on 9.

Thus, the anisotropic inverse conductivity problem is not unique, which can be explained by
the non-injectivity of the DtoN map [101]. However, it is possible to recover uniqueness by
constraining the solution [104].

3.1.3.1 Non-injectivity

Non-unigueness can be explained by showing the non-injectivity,othat is, there are two
different conductivity tensors related Bythat satisfy the same boundary data[174]. Given

the potentials.(x) andv(z) and the conductivity® () 2 in the domairt2, the bilinear function

S5 (3.2) in terms of the partial derivatives

_ v ij @ 17,233
Se(u,v) = /Q <85L‘1) o' (x) <8:L‘j> dx* dx*dz”, (3.4)

and rewriting the partial derivatives after applying the diffeomorphisnm terms of the old

ones as (D.22)

o 0¥ 9 ;0
ort 8mi@_3i oI’ (3:5)

whereB = (¥/)~! is the Jacobian inverse &f, S, becomes
IV i ol
l % k =151 752 3~3
/{) (BZ» &%l) o' (x) <Bj 6:%’“) |B™|dz " dz*dz’ = (3.6)

95y . Oa
P

dztdz?dz® = S5 (u, ), (3.7)

where|B~!| measures the change in volume (D.16) (i) and? = #(%) are the potentials

evaluated irf2, ands(x) is given by

o) = (222 v, 3.9)

which can be explained by the transformation rule for two rank tensors and a change of the

element volume3~—! (D.28). Hence,

Se(u(x),v(x)) = Sz (u(Z),v(x)). (3.9)

20nly in this section and in the appendix D.1 a distinction between upper and lower indices is made to define

transformations of coordinates for two-rank tensors.
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Now, substituting the DtoN mafy,, in the bilinear functionS,, (3.2),

Se(u(x),v(x)) = /{m v -oVu = /89 vAsu, (3.10)

then

/ vAyu = /~ vAsU, (3.11)
o0 o0

and sincel = I ondf, anda(z) = u(z) ando(z) = v(z), then
As = A, (3.12)

As a consequence, the two conductivitteands yield the same DtoN map, that is, the same
boundary conditions. In fact, there are an infinite number fifr an infinite number of diffeo-
morphism¥ that satisfy the same boundary conditions.

The non-injectivity can be verified numerically by comparing the boundary latain
Q with the boundary datasa in 2, whereg (3.8) is given in terms of the Jacobian of the

diffeomorphism¥’, which can be computed elementwise [1].

3.1.3.2 Recovery of uniqueness

A physical interpretation of the non-uniqueness (Appendix D.2) explains the uniqueness up
to a diffeomorphism as a theoretical choice such that the measured boundary voltages do not
depend on the selected reference system. An analogy of the conductivity with the metric in
Riemmanian manifolds explains the conductivity inverse problem as the problem of recovering
the metric in a manifold, which can be done in two steps, the first one provides the manifold
structure, and the second, which is non unique selects the coordinate system (Appendix D.2).
However, it is indicated that providing extra information that selects the diffeomorphism yields

a unique solution. Uniqueness holds under few constraints: recovery of one eigenvalue [92, 93],
where eigenvectors and two of the three eigenvalues are known; a multiple scalar to the tensor
[104], extended to a function [2, 48], where eigenvalue ratios and eigenvectors are known. Ac-
cordingly, providing uniqueness for an inverse problem can be understood as assuming stability

under certain constraints [83].

3.1.4 Incomplete data

Unigueness results suppose that there is complete boundary data [81]. However, in practice
there is incomplete data, for which uniqueness is still open [83]. A possibility is to constrain
the problem so that the solution can be uniquely determined by incomplete data; for example,

to assume there are two mediums of known conductivity [81].
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3.1.5 Sensitivity matrix

The Sensitivity matrix, known as the Jacobian, is the sensitivity of the boundary voltages with
respect to the conductivity, that is, first derivatives or Jacobian of the forward operator (1.1).
At a first order approximation, it can be computed for each conductivity element as the integral
over the volume element of the product of the driven and the measurements fields

5
Vam _ _ Vu(I%) - Vu(I™), (3.13)
50’k Qp

whereu(1¢) is the voltage corresponding to the driven current, afid") is the voltage for the
fictional measurement current [140]. Redefinings a vector for all current injections and all
measurements, such tHtis the voltage for the ith-measurement accounting for both indices

d andm, the Jacobian (3.13) can be represented as the sensitivity of the ith-measurement to the

kth-element conductivity as
_ oV
Qo

which can be also computed by finite differences by calculating the voltage difference for a

Tk (3.14)

perturbation in the conductivity (A.25).

Since the Jacobian corresponds to the first derivatives of the forward mapping, it contains
information about the ill-posedness of the problem. It is also used mainly in optimisation al-
gorithms for solving the inverse problem, since it appears in computation of the gradient of
the functional to be optimised. In conclusion, it is one of the most important tools because it
represents how sensitive the current-to-voltage map is to a change of conductivity, which is the

aim.

3.2 Solving the inverse problem

Given the forward operatdr (1.1), solving the inverse conductivity problem implies finding a

solution to the nonlinear system of equations
F(zx)—d=0, (3.15)

whered € R™*! is a vector of measured boundary voltages;foboundary voltagesy'(z) €
R™*! is a vector of predicted boundary voltages by the model, and R"*! is a vector
of element conductivities, for finite elements. In practisen is few hundreds and is few
thousands.

A characteristic of the inverse problem is the lack of a well defined invErseand high
sensitivity to measurement errors and modelling errors; therefore, an approximation to the in-

verse is needed.
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3.2.1 lll-posedness

Given two Hilbert vector spaces (section A.1.8), andH,, wherex € H; andd € H,, and an

operatorF' : H; — Hj, such thatF'(z) = d, Hadamard defined’ to be well posed if [176]:
i) Foralld, there isz, such thatt'(x) = d. Thatis,Hs is in the range of'.
i) The solutionz is unique for eacld.
iii) The solution is stable with respect to perturbations on the data.

Thus, well-posedness implies that there is a well-defined invErse : Hy — Hi;

otherwise, if any of the three conditions does not hélds ill-posed.

3.2.2 Regularisation

Inverse problems are usually ill-posed; therefore, there is a necessity to transform the problem
to a well-posed one, which can be done by regularisation. Since there is not an exact solution to

the nonlinear system (3.15), one seeks an approximated solution by minimising some functional
I1F(x) — dl%, (3.16)

in a givenA-norm (A.9), up to the noise levéll)||%, wheren represents the noise. A possible
way to control the level of minimisation in (3.16) is by adding a regularisation tefm) to the

previous functional, so that the new problem has unique solution; it becomes
1
min o {[|F(z) = d|| + aW(x)}, (3.17)

whereq is the regularisation term that controls the amount of regularisation, such thatwhen
increases, the optimisation routine would concentrate in minimigifag. The idea is that the

new problem becomes well-posed, having unique solution, when
K (¥(2)) N K (| F(x) —dl%) =0, (3.18)

wherekC represents the kernel (section A.1.9) dritie empty set.
The type of regularisation is selected in relation with some knowledge of the solution. The

standard is Tikhonov regularisation, which correspondsA4e-aorm, that is,
U(z) = ¥(|lz]?), (3.19)

penalising solutions with large norm and yielding smooth solutions. Other common penalisa-

tion term is TV, which corresponds to -norm, that is,

U(z) = U(|Va)), (3.20)
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penalising high frequency components but allowing sharp profiles of the image [38, 26, 176].
The difficulty with TV in the deterministic approach is the non-differentiability of (3.20); nev-
ertheless, non-differentiable complex prior densities can be applied in the statistical framework

[85].
3.2.3 Statistical framework

The statistical approach where inverse problems are considered as statistical inference explains
the Least Squares (LS) solution as a Maximum Likelihood Estimate (MLE), regularisation as
prior information, and Tikhonov regularisation as the Maximum A Posteriori (MAP) estimate.

A statistical approach to EIT considers the boundary d&bebe a function of the unknown

guantities conductivity: and noise; as

d= F(x,n), (3.21)

and defines a joint probabilit®(d, =, n) (B.2) [85].

Assuming additive noise andandy being independent, the model becomes

d=F(z)+n. (3.22)

A Bayesian approach computes the posterior probalility|d) (B.10) as

P(z|d) = P(z), (3.23)

explaining the forward problem as the likelihood densityl|2:) and regularisation as the prior
densityP(zx).

An estimate of the conductivity can be then obtained by the MAP, that is, by maximising
(3.23), which implies an optimisation problem. Other possibility is to compute the conditional
expectation of (3.23), that igy[x|d], which is an integration problem that can be solved by
Monte Carlo methods [85].

A linear approximation to the nonlinear problem (3.22) can be considered by ass#iming
to be the Jacobian df andx andd to be small changes in the solution and boundary voltages
respectively as described in (4.5).

Statistical inference can be easily determined by assuming the data to be a random variable
that follows a Gaussian distributiod,~ N (Jz, C,), read asi follows a Gaussian distribution

of meanJx and covarianc€’,, (Appendix B.1.3). In this case, the likelihood is proportional to

exp <—;(d — IO (d ~ Ja:)) . (3.24)
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Taking then the conductivity as parameters, the MLE maximises (3.24)[176, Chapter 4], which

is equivalent to the minimisation of

min {®mLe} = min {;(d — Jx)TC’n_l(d - Jx)} , (3.25)
whose solution is given by

zyre = Jid, (3.26)
whereJ' is the pseudo-inverse (section A.2.4). In fact, the problem (3.25) is equivalent to the
Generalised LS (GLS) problem (4.8).
Since (4.8) is unstable for ill-posed problems, the solution must be also considered a ran-

dom variable as: ~ N(0,C,). Therefore, a linear model in which the variableandd are

jointly distributed, the posterior probabilit§(x|d) (3.23) is proportional to

1 1
exp (—2|J9: — d||20n1> exp (—2Hx||2011> : (3.27)

The MAP estimate [176, Chapter 4] that maximises (3.27) is given by
epap = (JTC T+ CNTITC  d = CodT(JCIT + Cy) 7N, (3.28)

which agrees with Tikhonov regularisation, where the first version of (3.28) is ideal for underde-
termined systems since it inverta.& n matrix, and the second one is better for overdetermined

systems since it invertsra x m matrix withn > m.
3.2.4 Optimisation

Optimisation allows one to find the value of some unknown property of the system under study
that minimises (maximises) some objective functional. It is referred to as constrained optimisa-
tion when variables are restricted to certain values, and otherwise as unconstrained optimisation.
There are a large number of methods available ranked in terms of robustness, efficiency, and
accuracy.
Let f : R" — R be the objective that is a function of the unknown variabtenstrained
to a domairf?, the optimisation problem is
i . 3.29
If fand() are convex (A.1), then (3.29) converges to a global minimiser [122] defined as
f(z®) < f(x) forall . (3.30)
Since convexity is hardly satisfied, methods converge to a local minimiser defined as

f(z*) < f(x) for =z inneighbourhood of z*. (3.31)

Here, the focus is on unconstrained optimisation where optimality conditions impose re-

quirements to the local minimiser and objective function.
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3.2.4.1 Unconstrained optimality conditions

Optimality conditions are divided into necessary conditions, imposed to the local minimiser,

and sufficient conditions, imposed to the objective function; they can be found in [122].
First-order necessary conditions provide information about the first derivatives at the min-

imiser. If z* is a local minimiser (3.29) anflis continuously differentiable in a neighbourhood

of z*, then

V(@) =0. (3.32)

Second-order necessary conditions provide information about the second derivatives. If

is a local minimiser an®2z is locally continuous, then
Vfi(z*)=0 and V?f(z*) is positive semidefinite (3.33)

Second-order sufficient conditions guarantee a local minimis&F? ff(z*) is continuous
in a neighbourhood of*, Vf(z*) = 0, andV?f(z*) is positive definite, then* is a local
minimiser of f.

In fact, a continuous and twice differentiable function is convex in a convex do-
main if and only if its Hessian is positive semidefinite on the interior of the domain

(http://en.wikipedia.org/wiki/Convekunction).

3.2.4.2 Unconstrained optimisation strategies
Unconstrained optimisation methods iteratively minimise the objective fungtidallowing
one of the two strategies line search or trust region. Here, | focus only on the line search where
Newton’s step is the most important [122].
At each stepk, line search selects a directign along which the solutiorr; moves,

minimising the objective (21 ) for the updated solution
Tk41 = Tk + QP (3.34)
whereq is the step length. Ongg, is determinedg is obtained by solving the problem
min f (g + apr). (3.35)

Newton'’s step is obtained by approximatifigs + px) using second-order Taylor series,

that is,
Pl pe) = fa) + pEV F ) + 5ol Vi) (3.36)

Imposing condition (3.32) onto (3.36) yields Newton'’s step

pe ==V f(zr) 'V far), (3.37)
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which is accurate when the difference between the model and the quadratic approximation
(3.36) is small.
Finding an optimunmu is needed since an extremely large step may go far from the mini-

mum. This can be done by using Armijo’s condition

Flak + apg) < f(zg) + caV i, (3.38)

for which suficient decrease is considered by decreasing the objective function more than a
linear function. The constaate (0, 1) was chosen as= 1074,

In practice, the Hessian or second derivative is not available or it is computationally very
expensive; therefore, Quasi Newton’s methods approximate the Hessian using only first deriva-
tives. The Quasi-Newton method BFGS, applied in this thesis, has superlinear convergence,

robustness, and a cost@fn?). It was implemented as given in [122]

Hy=1I a=1
while||V fi|| > €
pr=—H, 'V f
Tp+1 = Tk + appr  Using Armijo’s condition (3.39)
Sk = Th+1 — Tky Yk = Vkt1 — Ve, pr= ykT%k
Hp1 = (1= prspyl ) He (I — peskyf) + prsksy
end

where the Hessian was initialiseddg = ygsk/(y;{yk)]l after computing the descent direction.
3.2.4.3 Reconstruction methods

Optimisation deals with the conditions and methods for minimising an objective function, how-
ever, it is common to divide the type of methods in linear and nonlinear and direct and iterative
[24, 106].

Linear inversion methods are divided into direct methods like TSVD and Tikhonov [176]
and iterative ones like Conjugate Gradients [71].

Nonlinear direct methods, such as the layer stripping algorithm, recovered the conductivity
in two steps: first, it estimated the conductivity in the boundary by assuming most of the current
did not penetrate deeply in the domain; second, it approximated nonlinearly the conductivity
in a thin layer near the domain. Then, it proceeded layer by layer. Although it was attractive
compared to computationally expensive iterative methods, it may become very unstable when
the inhomogeneity is near the boundary [162].

An overview of nonlinear iterative methods for inverse problems can be found in [8].

Because Newton-type methods compute second derivatives or Hessian (3.37), which is com-
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putationally expensive for large scale problems, Krylov-space methods avoid the necessity of
forming and inverting the Hessian [141, 155]: CG has been analysed in [9]; recently a Newton-
Krylov method has been applied to OT [155].

A shape reconstruction approach assumes regions of constant material properties and seeks
to recover regional boundaries from boundary data. Assuming the material coefficients are
known, recovering shape, size, and location of boundaries for several regions been done for
general elliptic partial differential equations [95]. The proposed method presented convergence
and stability problems when initial estimates were far from the target boundary, and a previous
recovery of the location and size of the different region was suggested. Recovery of region
boundaries using level set functions has been done in a two step-reconstruction: first, by ap-
proximating shape and location of boundaries, and second, by recovering the shape represented

by level set functions [40].

3.3 Summary

The aim of the inverse conductivity problem is to determine conductivity inside an object from
the DtN map. A uniqueness result has been proved for isotropic conductivity while anisotropic
conductivity cannot be uniquely recovered unless prior information is provided. Furthermore,
uniqueness from uncompleted data is still open. Information about the sensitivity of boundary
voltages with respect to the conductivity is given by the Jacobian, which can be computed as
the product of the driven and measurements fields for each element.

Solving inverse problems, which are usually ill-posed as given by Hadamard’s conditions,
implies applying some type of regularisation. Regularisation can be explained from the sta-
tistical framework where a common choice is to assume that the solution follows a Gaussian
distribution, which corresponds to Tikhonov regularisation. An inverse problem can be solved
by minimising the difference between the experimental and the predicted data where optimisa-
tion provides different recipes for both unconstrained and constrained solution. Reconstruction
methods can be divided into linear and nonlinear and direct and iterative. Linear direct methods
like TSVD and Tikhonov and nonlinear iterative methods like Newton'’s type are related to this

thesis.
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The linear inverse problem

The linear inverse conductivity problem is ill-posed; therefore, regularisation is needed to con-
vert the problem to a better-posed one. There is a large variety of regularisation methods that
differ from each other in the assumptions about the type of distributions of the solution and the
data, and the numerical scheme used to find an approximate solution.

The usual statistical assumption is to consider the data and the solution to follow a Gaus-
sian distribution, whose inverse solution is given by the MAP estimator for which prior knowl-
edge can be easily included. Other types of regularisation adopt a different distribution. Reg-
ularisation methods can be computed using different schemes where some of them cannot be
implemented because they are computationally very expensive.

Truncated SVD has been previously used for linear EIT of brain function [11]. How-
ever, Tikhonov regularisation is more widely used in the inverse problem community since it is
equivalent to the MAP estimator and allows the inclusion of data and solution priors explicitly.

The goal of this chapter is to summarise the most important methods for solving the lin-
ear inverse problem and to decide which best satisfies the requirements of linear EIT of brain
function.

To achieve this goal, the first assumption is a linear model in which Gaussian additive
noise is assumed. An approximate solution to this model is given by the generalised least
square solution in the case of over-determined and well-posed problems; however, linear EIT
is ill-posed as given by Hadamard’s conditions. As a result, linear regularisation, which can
be explained as a linear filter, is required. Assuming EIT has white noise, TSVD and Phillips-
Tikhonov are discussed as linear filters. With the intention of modelling the covariance matrix
of the noise, generalised Tikhonov is adopted as the general formulation for the EIT problem.
Finally, one of the possible schemes to compute Generalised-Tikhonov regularisation that is not
computationally very expensive for solving large scale problems and modelling the covariance

matrix is selected. This scheme will be used for the following chapters.
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4.1 Review of Methods

4.1.1 Linear model
For small changes of conductivity, the relation between changes in conductivity and changes in
boundary voltages can be approximated by a linear mapping given by the Jacobian (3.14) of the
nonlinear forward mapping. The inverse of this mapping would then map a change in boundary
voltages onto a conductivity change, for which a measured reference voltage and estimated
conductivity reference are required.

Let F(z) be the model predicted voltages, or forward solution, for a given conductivity
distributionz; and F'(xref) be the predicted reference voltage, for a reference conductiyity
For a small conductivity changéx = = — x( aroundx, the predicted voltagé'(z) can be

approximated around the predicted reference volfage)) using Taylor's expansion as
F(z) ~ F(z9) + J(z0)Ax, (4.1)

where changes of ordéAz)? are neglected, andl(x) is the Jacobian of the forward mapping
F atxy.

Now, by defining difference data as
d = F(x) — F(x), (4.2)

the linear problem becomes
d= JAx. (4.3)

For simplicity on the notation, from here onwards, unless mentioned explicitgpresents a
conductivity change, that is,
x — Az, (4.4)

For the additive noise in the nonlinear problem (3.22), the linear additive noise problem can
be similarly derived. Thus, let € R™ be a vector of the voltage changes ahd R""*" be the
Jacobian of the mapping of conductivity changes R"™ into d. A linear relation of impedance
and conductivity, assuming Gaussian additive ngisdth mean zero and covariancg,, that

is,n ~ N(0,Cy) (B.1.3), is given by the linear system
d=Jx+n, (4.5)

whereC;, allows variables); to have different variance and to be correlated. The noise vector
n can be understood as the transformation of a veeter N'(0,I) by the Cholesky factor
B € R™*" of rankr, that is,

n = Be, (4.6)
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where the Cholesky factor is related to the covariance as
C, = BB'. (4.7)

A simplified experimental paradigm for difference imaging comprises periods with and
without stimulation. Lef/(¢) be the absolute voltage acquired in tim@&nd Ve be the refer-
ence voltage, averaged across the period without stimulation, the difference data is defined as
d(t) = V(t) — Vier. Thus, the data comprises two different periods, the stimulation period,
which represents a voltage change, and the period without stimulation, also called baseline,
which is the fluctuations around the reference, that is, the moise

4.1.2 Generalised least squares solution for well-posed problems

A solution to (4.5) cannot be found exactly since, in general, the data does not belong to the
range of the Jacobian, which will be explained in more detail in section 4.1.3. Thus, one must

look for an approximate solution that can be achieved by considering the problem
. o 1 a2 o 1 T -1 .
min {®g s} = min< —||Jz —d||5-1 p = min< = (Jx —d)" C, (Jr —d) ¢, (4.8)
x x 2 Cy x 2 n

whose minimiser is the Generalised Least Squares solution, existing for over-determined and
full-rank systems, that isp > n and rank.JJ) = n. It can be found by making zero the first

derivative of the functional (4.8) with respectitothat is
T ~—1
J'Cy (Jr —d) =0, (4.9)
thus the GLS solution is given by
zaLs = (JTC ) TH TG, (4.10)

which exists only when/ —! andC’,;1 are well defined.
The GLS solution (4.10) can be also expressed in terms of the pseudo-inverse (section

A.2.4) if one multiplies/ by the Cholesky factoB (4.7) as
J=DB'J, (4.11)
whereB is assumed to be nonsingular atigwell-posed. Then the GLS solution is given by
rars = Jd. (4.12)

4.1.3 lll-posedness for linear problems

In general bothy andC;, can be rank-deficient and even ill-conditioned. In addition, the system

(4.5) is usually under-determined as the discretisation of the solutioecomes very large;
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therefore, an approximated solution to (4.5) cannot be found by the GLS method (4.8). Be-
fore looking for an alternative solution to the linear system, Hadamard’s considerations of ill-
posedness are highlighted (section 3.2.1):

a) There is not an exact solution to the linear system= d sinced may not belong
to R(J). In this case, the GLS problem (4.8) provides an approximate solution (4.10) for
overdetermined well-conditioneflas long asl € R(J)*.

b) In practice, the system of equations is highly under-determined,> m, and nu-
merically rank-deficient; = rank(.J) < m. Then, considering the pseudo-inverge =

Vdiag(sgl)UT (A.21) to solve the LS problem, implies inverting aJ/lwhere
s;~0 for all r<i<m. (4.13)

Thus, the inversion of (4.13) must be somehow penalised.

¢) The ill-conditioning ofJ makes small perturbations in the data provide very large errors
in the solution. In real applications where the data is noisy, the smallest singular values are
highly sensitive to noise and their inversion will amplify the errors.

These three conditions make the inverse problem ill-posed. To account for the three con-
ditions one must a) seek an approximate solution; b) convert the problem to a well-posed one,

that is, full-rank; and c) better conditioning.

4.1.4 Regularisation
Regularisation is needed to make the problem well-posed (section 3.2.2) by providing prior
information about the solution that constrains the previous set of possible solutions and leads to
a unigue one (section 3.2.3).

Often regularising implies adding a penalisation to the GLS objective function where

Tikhonov regularisation (3.19) yields
1 2 2
mzlng{HJx—dHOn,l +aHx—m0HC;1}, (4.14)

whereq is the regularisation term controlling the penalisation term.

4.1.4.1 Regularisation by filtering
Regularisation methods for a linear inverse problem can be always described as a linear filter
[61]. For example, the Truncated SVD solution, which can be derived from the SVD (section
A.2.2), is expressed as a filter as
TTSVD = Z i(uZ»Tal)vi, (4.15)
S

7
sfga
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whereu; andv; are the left and right singular vectors 6f respectively. It can be also given as
z1svp = VArsypU'd, (4.16)
whereU andV are defined in section A.2.4 ad-gy p corresponds to the low pass filter
Arsyp = diag(s; !, .. ., s,%,0,...,0), (4.17)

for a truncation levelv such thatv < r, wherer = rank(.J).

Phillips-Tikhonov regularisation seeks a minimiser to
. 1
min {Ppni-mih = min o {[|J2 — d||3 + all2[[3} (4.18)

which penalises large solution norms. A solution to (4.18) can be obtained by differentiating
Dppi-Tik With respect tar and making it equal to zero [94], that is,

OPphi-Tik

— O JT gz — JTd+ ax = 0. (4.19)
ox

Thus, a minimiser to (4.18) is given by
zphitk = (JTJ 4+ al) ' JTd. (4.20)

The same result can be obtained from the nonlinear iterative Newton’s method, by converting
the updated solutiom; 1 = zx + pi to a direct approach by = 0, zp = 0 andx; = po,
wherep, is Newton’s step (3.37) and the Hessian is givertby= JJT + «, and the gradient
by G = JT(Jxg — d") + axg. This yields the same solution (4.20).

By substitutingJ by its SVD, (4.20) is given in filter form as

m s; T
Tphi-Tik = E 57— (u; d)vi, (4.21)
S ta
or in compact form as
wphi-Tik = V ApniiU” d, (4.22)

where Phillips-Tikhonov's filteA ppi-Tik is given by

54

Aphi-Tik = dia
Phi-Tik g(sf—i—a

). (4.23)

While the TSVD filter (4.15) corresponds to a low-pass filter providing a jump function,
Phillips-Tikhonov's filter (4.23) is smooth. Examples of other filters can be found in [62].

Anisotropic-smoothness filters have been studied in [27] .
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4.1.4.2 Generalised-Tikhonov regularisation
TSVD and Phillips-Tikhonov assume the covariance of the noise and solution to be the unit
matrix, yet the matched filtering theorem says that the smoothing should match the signal to
maximise the SNR [183]. Thus, spatial smoothing for neighbouring elements improves the
SNR when the smoothing of the filter matches the dimensions of the object to be detected [183].
Modelling the covariance matrix of the noise is essential if data variables have different variance
and are correlated, and it has been proved to decrease image error for EIT of experimental tank
data [69].

A more general model of the problem is Generalised-Tikhonov regularisation, which is
equivalent to the MAP estimator. Statistically, it assumes the solution and the data random
vectors are normally distributed, that is,~ N (xo,C;) andn ~ N(0,C,) [176]. Its seeks a

minimiser of
. 1
min {Pgen-Tik} = min — {HJ:E —d|% 1 +allx - x0||é_1} , (4.24)
T z 2 n x

whose solution can be obtained as in (4.19) by differentiating as (4.24)

(I) T
9Pcen-Tik _ (4.25)
ox
Thus, the solution to (4.24) is given by
zgenTik=[JTC; T +aC T ITC N, (4.26)

which is more suitable for overdetermined systeris.[ is a n-by-n matrix wherd is a m-by-n

matrix) than the equivalent form for large scale problems
zyrap = CpJT(JCLJT + aCy) 1, (4.27)

which is more suitable for underdetermined systeshg(is a m-by-m matrix).
A deterministic approach, as in [139, 26], defines a differential operatauch that

LTL = C~'. Then, the problem (4.24) becomes
min {®Pcen-Tikt = min o {|Ln(Jz = d)[13 + || La(z — 20)|3} (4.28)

which can be solved by doing a Generalised SVD (GSVD) [56] or by minimising the equivalent

augmented system

1 H L,J L,d Hz (4.29)

min —
v 2 VaL, NI
= min  {|lJo — d[*} (4.30)
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where now.J has a well defined inverse as long/aéL,J) N KC(L,) = 0. If this is the case,
then the augmented system (4.29) has now full rank and can be solved using the pseudo-inverse

as

r=Jd. (4.31)

4.1.5 Modelling a general covariance matrix

So far, the reviewed methods assumed the covariance matrix of theGipisehave a well-
defined inverse. While most approaches have considéjed- I, modelling data errors as
white noise, this is not the case for EIT data where data variables may have different variance
and be correlated [106, 69].

A first approximation to the data covariance is to allow the variance to differ for different
channels while neglecting correlations among channels, that is, assuming the covariance of the
noise to be a diagonal matrix

C, = diagoi, ..., 02), (4.32)

m

whereo? is the variance of the ith-channel. The main advantage isdhatis well-defined
making the Generalised-Tikhonov solution (4.26) stable. Then, by substituting the Cholesky
factor B defined in (4.7) into (4.24), the problem can be computed as

1
min 2 {|| B (72— d)[[5 + a|e = aol|f.-1 } (4.33)

whereBt = diag(o—l‘l, ...,o1). This is also known as whitening, with which the data space
becomes an equal variance domain, and it is a good approximation as long as the correlations
are small enough.

A more general covariance matrix would model error correlations in the data and would
allow its decorrelation; unfortunately, its implementation is non trivial siigecan be rank
deficient and even ill-conditioned. A generalised LS can be solved by applying the Gauss-
Markov linear model introduced by Paige [129], which can be computed as indicated in [130] or
by using GSVD [131]. Bjork [21] dealt with the case whé@and(C), are rank deficient. Hansen,
in [187], assumed to be ill-conditioned and’;, well-conditioned, and he suggested a better
understanding was needed whép s ill-conditioned. They adopted Tikhonov regularisation

on the constrained LS problem on the form
mm{Hqu%—aHwaH;} subjectto  Jx + Bu=d, (4.34)

where B € R™*? has rankp, such thatC,, = BB’. Moreover, the case wheR is ill-

conditioned seemed to be unstable and not completely solved.
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The ill-posedness of’, usually comes from the number of observatigniseing much
smaller than the number of unknowns to estimate, which for a full covariance matrix is given
by [98]

%m(m _ ). (4.35)
In practice, if the number of measuremeniss two hundred, then the number of unknowns
(4.35) required to produce a covariance estimate is twenty thousand; which would require over
eighty minutes of baseline if measurements are taken four times a second. In the case where
the number of observations is much smaller than the number of unknowns (@,35),ill-
conditioned.

An alternative to increase the baseline time can be to constrain the covariance matrix.
The easiest constraint is a diagonal matrix that neglects correlations between measurements.
However, it may be unrealistic when measurements are taking in parallel or acquisition time
is twice faster than possible correlations. An appealing method to constrain the covariance
is to use the concept of conditional independence from multivariate normal distributions [98].
This procedure assigns conditional independence for indirectly connected vatiablesd ;
by makingW;; = 0, whereW = C~! is known as the concentration matrix. Unfortunately,
defining conditional independence does not seem straightforward for EIT of the head, where
data variables correspond to measurements on pairs of electrodes far apart from each other.

Different approaches to tackle this issue can be found in [98, 32].

4.1.6 Regularisation parameter selection

Regularising is important, so errors in the model and the data are not amplified by the inversion;
however, excessive regularisation yields larger spatial regularisation than the target dimensions
losing vital information in the data. A collection of methods that guarantee convergence for
selecting an optimum regularisation parameter regularisation parameter is presented in [176,

Chapter 7]. The aim is to find a minimiserto the solution error norm
|Za — Tuuel |3, (4.36)

where obviously the solutiomge is only known in simulations. Instead of minimising (5.8)
some of those methods are based on minimising an approximation to the mean squared norm
of the predictive error
1
—||J e — Jzal|?. (4.37)
m
Some of the selection methods require prior knowledge of the noise as the Discrepancy

Principle (DP) due to Morozov, which seeks a minimiser of the functional

Pop = |[Jza — dll2 — |[nll2, (4.38)
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assuming white noisy ar¢h||2 < ||d||2. Its solution appears right at the L-curve "corner” [60],

where for white noisez, can be estimated from a plot of the functiodal

720 — d|I3

" tracdl — JRy)’ (4.39)

whereos? can be estimated as the plateau wiieis plotted against—!. It can be estimated
also from experimental data.
The Unbiased Predictive Risk Estimator (UPRE) is based on minimising (4.37). Assuming

white noisy a minimiser to (4.37) is proved to be close to the minimiser of the UPRE functional
1 5 202 5
Pupre = le‘a — Cl”2 + —trace(JRa) -0, (440)
m m
whereR,, is the regularisation operator defined as
x = R,d. (4.41)

The Generalised Cross Validation (GCV) [177] does not need a priori knowledge of the
noise but it assumes white noise and the existence of a smooth solution. It aims to minimise

e — dlf3
[Ltracel — JR,)]?

Pgev = (4.42)

The L-curve is based on a plot of the squared seminorm of the sollfioRp||2 versus the
residual norm|Jz, — d||2. The idea is that a trade off between fitting the data and regularising
the solution provides a L-curve shaped graph where the "corner” corresponds to the optimum
regularisation parameter. It was first suggested by Lawson and Hanson, in 1974, regarding LS
problems. Hansen proposed, after fitting a 2D-cubic spline, the point of maximum curvature for
selecting the point in the corner [63]; refer to [176, p. 107] for the computation of the L-curve
curvature.

Although, Hanke proved nonconvergence for the L-curve [58], Hansen [61] suggested
three conditions for a better distinguisiability of the "corner”: i) Picard condition so that regu-
larised solution exists; ii) the noise follows a distributidif0, 21), otherwise he suggested to
implement the general Gauss-Markov linear model for general covariance matrices, as in [187]
whereC' is assumed to be a well conditioned general covariance matrixjij) < ||d||, that
is, an optimum SNR.

Another method is the quasi-optimality criterion [61] which looks at changes of the regu-
larised solution. For TSVD, recent method based on the mean squared error (MSE) claimed to
provide better estimator in terms of the MSE and biases than the L-curve, which over-stabilised

the solution [184]. There are iterative methods that simultaneously converges to an optimum
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regularisation parameter and regularised solution, in few steps, avoiding these selection meth-
ods; for instance, a method proposed in image restoration converged to a unique solution as-
suming white noise [86], it is yet to be shown that it can be used in our area.

The existence of correlated errors in the data was showed to make the GCV fail [60], where
the GCV did not have a minimum or was too flat to be estimated while the L-curve gave good
results. It was explained that while the GCV is based on the residual norm, the L-curve does
take on account both the fitting of the data and the solution norm, and it identified correlated
errors which do not satisfy the discrete Picard condition.

4.1.7 Computing regularisation schemes for EIT of brain function

Optimising linear EIT of brain function requires a decision for a regularisation scheme that is
computationally cheap, for large scale problems, and stable enough, to model the general co-
variance matrix. Different methods to compute TSVD and Generalised Tikhonov regularisation
are compared below to achieve these goals.

A Generalised-Tikhonov approach (4.24), equivalent to the MAP estimator, implies mod-
elling the data covarianc€,, spatial covarianc€’,, initial estimatex,, and, considering the
dimensions of the Jacobian, which are given by the number of measurements by the number
of conductivity elements. Regarding the size of the Jacobian, for example, a typical paradigm
comprises aroundr = 200 channels and. ~ 4 - 10* conductivity unknowns. For evoked
potentials, the estimate of the conductivity change has been taken -as0 since no better
knowledge of the solution is available. For spatial regularisation, the covariance of the solution
has been assumed to be the unit maifix,= I, that is, the solution variables have the same
variance and are uncorrelated.

For the size of the problem, the conventional Generalised-Tikhonov method as given in
(4.26) or (4.29) are computationally too expensive since they imply inventirg: and(m +
n) X n matrices, respectively.

41.71 TSVD
TSVD has been previously applied to EIT of brain function avoiding the computation of the
SVD of J, which is too expensive. Sinck= USVT, thenU is a matrix of eigenvectors of the

operator.JJT with a matrix of eigenvalue$?, and
(JJNU =US?, (4.43)

such that the Jacobian inverse can be obtained by inveftidgof dimensionsn x m instead

of J of dimensionsn x n, that is.

Jh=Jr(gJh) (4.44)
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Then, the idea is to compute the SVD.bIT, JJT = USVT, and then to calculate its truncated

inverse as

TrSvpD = JTVA[de, (4.45)

whereA = diag(gfl, ...,855,0,...,0) is the truncated filter of truncation level singular
values. The idea is feasible because the ranges of the opejasms.J.J” are both equal to
U,.

However, computing the SVD of J7 implies an inevitable loss of information in the
cross product. One can see that for a givethe conditioning of/.J increases, cord J?) >
condJ); consequently, then the eigenvalues/df’’ decay much faster than those.bf

A more direct method of computing TSVD avoiding the cross produkt is to compute
the reduced SVD of J] = USVT, whereU = [U, U], U € R™",V = [V, V],V € R™7,

S = diag(s;',...,s; 1), andr = rank(.J). Then the TSVD solution can be obtained as

z=VAU"d, (4.46)

whereA = S, such that,si‘1 = 0 for ¢ > w. Thus, the previous equation is equivalent to the

low pass filter as defined in (4.15).

4.1.7.2 Generalised Tikhonov

The Generalised Tikhonov for under-determined and over-determined systems is given by the
MAP estimate (3.28) where the regularisation parameteefined previously in (4.26) can be
absorbed by the covariance matrices.

Two realistic assumptions can be takep:= 0, where the conductivity change has mean
zero; andC, = I, where elements in: are uncorrelated. Spatial regularisation consider-
ing neighbouring finite elements has been proved to increase the image SNR as given by the
matched filter theorem; however, in this work the aim is to model the effect,ofFrom here

onwards, the terminology’ = (), is adopted. Thus, the problem (4.26) becomes
1
m%in{cb}:n%mi{||J;1c—d||iH +allz]|3} - (4.47)

The solution to (4.47) can be derived by

00

— = 4.48
o =0, (4.48)

that is,

JIC Y Jz —d) 4+ az =0, (4.49)



88 Chapter 4. The linear inverse problem

Table 4.1: Linear inverse problem approaches comparison in terms of modelling the covariance
of the solution (., and the covariance of the noigg,, invertingC;,, and feasibility for Large

Scale Problems (LSP).

approach eq.# | C, | C, | avoidC;! | LSP comments
GLS (4.10,4.12)| | | 1 l | no for IP
TSVD 4.16) | | || - l -
’ (4.45) Ll - T -
) (446) | | | | - 1 avoidsJJ”
Phi-Tik 4200 | || | - ! -
) (4.22) L ! ! -
Gauss-Markov| (4.34) T 1 1 — | constrained method
Gen-Tik || (4.26,4.29) 1 | 1 l l MAP
’ (4.27) T 1 T T )
’ (4.51) LT T T )

then by re-ordering
JEC Je —JTC d 4 ax =

Jr—d+CJ Tax =

(4.50)
(J+aCJ Dz —d=
(JIJT +aC)J Tz —d=0,
then a solution (4.47) is given by
r=JN(JJ' +aC) d. (4.51)

Among all linear inversion approaches (Table 4.1) the solution (4.51), which is suitable for
large scale problems, models the covariance, and avoid the inversion of the covariance, will be

used, in this thesis, for linear EIT of brain function.

4.2 Summary

The aim of this chapter is to select a linear inversion method that can handle large scale problems
and can model the covariance of the data. Linear EIT is ill-posed; therefore, it needs regularisa-

tion. Linear regularisation can be explained as a linear filter where the most common ones are
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TSVD and Phillips-Tikhonov. While they assume the solution and the data to be standard nor-
mally distributed variables, in practice variables have different variance and are correlated. The
Generalised-Tikhonov problem models general normally distributed variables and agrees with
the MAP estimator. The most generally used version of Tikhonov for overdetermined systems
inverts the covariance of the data, which can be unstable when the number of observations is
not larger than (4.35), where is the number of measurements. From the different flavours of
the Generalised-Tikhonov solution, the one selected to be used in this thesis is the method for

underdetermined systems (4.51) that avoids the inversion of the covariance of the data.
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Selecting the regularisation parameter

5.1 Introduction

EIT is severely ill-posed, so it needs regularisation to find a unique solution. Insufficient regu-
larisation leads to images with artefacts, yet excessive regularisation yields excessively smooth
images. Thus, selecting the regularisation parameter is needed to obtain an optimum solution.
There are different methods (section 4.1.6) that converge to an optimum parameter under the
assumption that the noise of the data follows a standard normal distribution - white noise; how-

ever, EIT noise is not white as given by the Lilliefors or Jarque-Bera tests of normality.

So what happens when the noise is not white? A better approximation is to model a general
Gaussian distribution, which allows the data variables to have diverse variances and correlations
(section 4.1.5). Correlations may exist when measurements are acquired simultaneously or
at least twice as fast as the correlated signal, and can be modelled by a general covariance
matrix that allows de-correlation, also known as whitening. Unfortunately, whitening is non
trivial since C,, can be rank-deficient and ill-conditioned; therefore, it cannot be inverted. A
generalised Least Squares (LS) problem, which accounts for a general covariance matrix, can
be solved by applying the Gauss-Markov linear method [129, 130], which can be computed
using the generalised SVD [131]. Although the cases whemd (), are rank deficient [21]
andJ is ill-conditioned whileC;, is assumed to be well-conditioned [187] have been analysed,
in a general cas€’, can be ill-conditioned. Other imaging techniques have included a weighted
LS approach, in [136, 6] for PET, or have iteratively predicted the covariance matrix, in [164]

for SPECT.

As the number of measurements, increases, the estimation 6f, becomes impracti-
cable since it requires as many observations as humber of parameters (4.35) to be determined
[98]. Otherwise, an estimate from a low number of observations may be rank-deficient and ill-

posed if no constraint is imposed to it. There are several ways for constraining the covariance
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where the most explicit is applying conditional independence to variables that are not directly
dependent [98]. This is employed in Geophysics for spatial data where entries for the concen-
tration matrix,Cn*l, are set to zero for conditional independent variables that are, for example,
far apart. For EIT of the head, it is not obvious how to define conditional independence where
channel variables correspond to injection from two diametric positions. A simple constraint for

a low number of observations is to assu@gto be diagonal.

Contemplating the possibility that, can be ill-conditioned, a method that is both easy to
implement and does not invert the covariance matrix is the MAP estimate for under-determined
systems (3.28), which agrees with the solution to the Generalised-Tikhonov problem (4.24).
Two realistic assumptions can be takep:= 0, where the conductivity change has mean zero;
andC, = I, where elements im are uncorrelated. Thus, under the two previous assumptions,

the solution to the problem (4.24) becomes (3.28).

Whatever the linearised filter is, one needs to select the filter truncation or its corresponding

regularisation parameter.

Previously, applications for EIT of brain function have chosen the truncation level by
means of localisation in phantom data [168] [11], and it has been recommended an objec-
tive way of finding an optimum truncation [11]. From a different perspective, although Hanke
proved nonconvergence for the L-curve [63], Hansen and O’Leary [61] suggested a distin-
guishable corner could be identified objectively for the L-curve, providing the noise followed
a standard normal distribution. Otherwise, he suggested a general Gauss-Markov linear model
for modelling a general covariance matrix of the noise; which was done in [187], whesaes

assumed to be well conditioned.

Standard methods are divided into two types: those that require prior knowledge of the
noise as the Discrepancy Principle, due to Morozov, and the Unbiased Predictive Risk Estima-
tor; others do not need a-priori information as the L-curve and Generalised Cross Validation
(section 4.1.6). Other standard methods as the quasi-optimality criterion can be found in [61].
For TSVD, a new method based on the mean squared error (MSE) claimed to provide better
estimator in terms of the MSE and biases than the L-curve, which (over)stabilised ill-posed
problems [184]. There are iterative methods applied in other applications, which simultane-
ously converge to an optimum regularisation parameter and regularised solution in a few steps:
in image restoration, assuming white noise [86]; in PET, based on iterative approximated com-
putations of the L-curve [88]. A comparison of several regularisation methods, for inverse
helioseismology and 2D deconvolution, gave the best results, in decreasing order, for the LC,

GCV, quasi-optimality, and DP [59]. Nevertheless, it was emphasized that those results were
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optimised for specific models, and are likely to differ for different inverse problems. Similarly,
it was suggested the comparison of selection methods for a specific application [176, Chapter
7].

As previously mentioned, one possible area of application for EIT is to image brain func-
tion. Impedance changes have been measured from scalp electrodes during adult motor and
visual stimulations [168]. However, localisation was not successfully achieved and SNR was
low due to the fact that brain impedance change is decreased between one or two orders of mag-
nitude because of the skull. This motivated EIT of brain function on neonates where although
the signal is smaller, the effect of the skull is smaller too [166] [114]. Neonatal skull is less
calcified and mainly formed by cartilaginous tissue. Using FMRI [5], it has been verified that
blood flow and volume changes in neonates during sensory stimulation.

There are two goals in this chapter: to establish the best choice for selecting the regularisa-
tion parameter for EIT of brain function, and to study whether modelling a general covariance
matrix instead of assuming white noise improves image quality.

Thus, | compared four methods LC, GCV, UPRE and DP; with and without modelling the
covariance matrix of the noise, in simulated, saline filled tank and human neonatal data during

a visual stimulus paradigm.

5.2 Methods

5.2.1 Model and forward solution

Obtaining a realistic neonatal head shaped FEM mesh was done by segmenting the outer surface
of a neonatal MRI scan and by meshing using IDEAS [170], which provided an accurate mesh
made of thirty-six thousands tetrahedra. A Delaunay triangulation algorithm was applied on the
surface and then linear tetrahedral elements were grown inwards, where keeping elements to a
similar size achieved a high quality mesh [170].

Previous studies in EIT have modelled the internal geometry for the adult head; however,
the neonatal skull is less calcified and mainly formed by cartilaginous tissue, which makes the
effect of the skull less important [166]. Thus, in this work, the neonatal mesh was considered
as homogeneous and so the same conductivity estimate was provided for the whole head. Since
the surface under the electrodes was essential for modelling the contact impedance, for this
mesh, electrodes were modelled by two surface elements (Figures 5.1(a) and 5.1(b)).

The forward solution was solved using a modified version of EIDORS-3D toolkit [140],
which modelling the CEM for first order tetrahedral finite elements, provided boundary voltages

and the Jacobian, given a conductivity estimate.
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Figure 5.1: A realistic neonatal head shaped FEM mesh created from a structural MRI of a

neonate; segmented and meshed using IDEAS. Thanks to A Tizzard, Middlesex University

5.2.2 Image reconstruction

The reconstruction strategy was done in two steps: normalisation of the Jacobian and inverse
reconstruction for a range of regularisation parameters. Jacobian row normalisation was needed
for reconstructing relative difference data. Details of row normalisation are given in appendix C.
The Jacobian, rescaled by the row normalisation matriwas inverted using the Generalised-
Tikhonov solution (4.51) for twenty logarithmically equally spaced parametgeirs the range

10~° to 102, that corresponded to a truncation levell@d and1 singular values.

5.2.3 Computation of the selection methods functionals

The selection parameter functionals were modified from those given in (section 4.1.6), which
assumed noise to be additive and white, for which the covariance of the 69isghe unit ma-

trix. Nevertheless, in this work, noise vector elements were allowed to have different variance
and to have correlations, which can be modelled by a General Gaussian distribution. This is
equivalent to compute vector norms in the data spacgasnorms (A.9), wheré is a general
covariance matrix of the noise of the data inverted by using the truncated pseudo-inverse.

Selection methods functionals were computed as follows. The GCV estimator minimised
mllJza = dl[?

[Ltracgl — JJ51))2

The LC is based on a plot of the solution nofim,|| versus the residual norfhJz, —

(5.1)

Pgey =

d||c-1. The idea s that a trade off between fitting the data and regularising the solution provides
a L-curve shaped graph whose corner corresponds to the optimum regularisation parameter.
First implemented for LS problems, the L-curve optimum corner can be obtained as the point

on the curve with maximum curvature, computed here as given in [176, Chapter 7].
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The DP estimator minimised

Ppp = [|[Jzo —dl[c-1 — |INllc-1, (5.2)

where||n||c-1 is the norm of the noise vectagr

The UPRE estimator minimised
1 5 202 1 9
@UPRE: EHJ.Z‘Q — dHC*l + WU‘&CE{JJOC ) — 0, (53)

wherecs? is the variance of the noise.

Estimates of the noise norm, for DP, and of the noise variance, for UPRE, are required. Let
n ~ N(0,C,) be the noise vector ang be the variance of the ith-measurement, the estimation
of the 2-norm||n||? is related to the measurement variance as

m

Ellnl®) = Bl + ... +m) = > of. (5.4)
1=1

In the case of assuming white noise, for simulated data, whevas known, the noise

norm was directly computed ag)||?> = 3 + ... + n2,; the noise variance was approximated

from the noise norm, using (5.4), as the mean of the measurement variance

= ot = Ll 55)

For real data, firstly, the variance of the i-th measureméntas estimated from the baseline
period, and then the variance was approximated as the mean of the measurement variance; the
noise norm was estimated from the variance by using the previous relation (5.5).

In the case of modelling a general covariance, for simulated data, whese known, the
noise norm was directly computed &g \20,1 = nT'C~1y; the noise variance was approximated

from the noise norm, generalising (5.4), as in (5.5) by
1 1
2= 2~ Zn||A_,. 5.6
ot =D o= g (5.6)

For real data, wher€' was assumed to be diagonal, the noise nfinifg,_, = ||C~/?n||? in
(5.6) can be approximated by
1
E[[nlg-] =Y —E[n (5.7)

or
=1

which shows the effect of whitening, where the variance estimate in (5.6) beedmeg, that

is, a white noise distribution.
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5.2.4 Comparison of methods

Comparison of methods was done in terms of the solution error norm, for simulated data, and
in terms of the SNR of the largest change in the image, for tank and neonatal data.

The solution error norm was computed as
|za — wtrue|’2> (5.8)

wherexye Was the simulated conductivity change andwas the reconstructed conductivity
change for each regularisation parameter.

Image SNR was computed as the ratio between mean conductivity at Full Width at Half
Maximum (FWHM), zrw g, and the standard deviation of the background conductivity,
0 (Tpackground, that is,

E[QUFWHM] - E[ﬂfbackgroun&i

U(ﬂfbackgrouna

SN Rimage = (5.9)

For the statistical comparison, ANalysis Of VAriance (ANOVA) and a multi-comparison
test were applied. Employed on the dependent variable, here the solution error norm for sim-
ulated data and the image SNR for tank or neonatal data, ANOVA revealed if there were sig-
nificant differences among the eight groups corresponding to the combination of the four pre-
dictors: the LC, GCV, DP, and UPRE; and the two type of covariance: a unit matrix, and
general matrix. ANOVA was used to compare means of the eight groups by analysis of group
of variances, for a set of observations assumed to be independent and normally distributed with
equal variance. The set of observations were twenty-five different noise vectors, for simulated
data; four locations of a Perspex inside a saline filled head-shaped tank, for tank data; and ten
different subjects, for neonatal data.

Because ANOVA tests for the null hypothesis that all means are equal, for compar-
ing any pair means, | applied a multicomparison test whose outcome was the group means
and the Standard Error (SE) 66% interval of confidence. The multicomparison function
was Tukey’s honestly significant difference criterion, 'multcompare’ function in MATLAB
(http://www.mathworks.com).

Some data was discarded before the statistical comparison following two criteria: selection

methods that did not converge for all data sets, and data sets that yielded images with artefacts.
5.2.5 Data sets
5.2.5.1 Simulated data

Simulated difference data was employed for testing methods in the ideal case where the only

difference between data and the model was additive noise. Difference data was the subtraction
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between the data corresponding to a local conductivity perturbation and the data corresponding
to homogeneous conductivity. A change in conductivity %fwas simulated in the Region of
Interest (Rol), here the visual cortex region, with radid$; of the neonatal head axial diam-

eter. The primary visual cortex, as FMRI predicts, has a volume in the range eight to fourteen
cubic centimetres [7], which roughly corresponds to a range between twelve and thirteen per-
cent of the axial diameter of the adult head. It is located in the occipital part of the brain cortex
at the height of the eyes.

Correlated noise was simulated by computing white noise and then by correlating it with a
covariance matrix, estimated from a neonatal data set. White noise was computed by changing
two parameters: five different states of the pseudo-random generator; and five different SNR
in the range20 to 2 dB, for each of the previous state. In total, there were 25 data sets. All
noise vectors were correlated by a general covariance matrix estimated from a specific neonatal
data set baseline of one thousand five hundreds points, where the number of parameters to be
estimated (4.35) was seventeen thousands, which yielded to an ill-posed covariance matrix.
Thus, given a covariance matiiXand a pseudo-random vectgrthe correlated noise vectgr
(4.5), was simulated as= Be, whereB, such thaC = cov(n) = BT B, was determined here

using the eigenvalue decomposition.

5.2.5.2 Tank data

Impedance measurements were acquired using the Mark 1b UCLH EIT system (Figure 5.2)
[185]. This was specially designed for taking head measurements and current applied complied
with safety standards. It comprised a head box, set of electrodes, base unit, and notebook. The
headbox containing the current source and multiplexer was connected by a 3m lead to the base
unit, which consisted of the power supply, measurement circuits, and 8-bit microprocessor. The
head box was attached to the tank by a set of 21 silver/silver chloride EEG electrodes, of
diameter, whose positions were based on 10-20 EEG electrode location protocol [20].

A four-electrode measurement was used: two electrodes to inject an alternating current of
38.4K Hz and two different ones to measure electrical impedance. Measurements, of tens of
millivolts, were amplified to a range af5V, and then converted to a 12-bit digital signal by an
analogue to digital converter.

A new injection-measurement electrode protocol, consisting of 187 measurements [166],
had to be adapted, from the 31-electrode protocol previously used [15], for allocating a smaller
number of electrodes on a neonatal head.

Tank data comprised a Perspex rod placed at four different locations - at the front, back,

left, and right - inside a saline filled head-shaped tank. This produced an infinite local decrease
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in conductivity with respect to the saline background conductivity. A set of 187 impedance
measurements was taken four times a second for over two minutes. Four repetitions of the same
experiment were undertaken; an experiment paradigm consisted of ten seconds of baseline, ten

seconds of stimulus, and ten seconds of baseline.

Pre-processing was performed by data segmentation on experiment repetitions, drift cor-
rection, data normalisation, and removal of very noisy electrodes. Each data set, after having
been segmented into different experiment repetitions, was subtracted to a linear fit of the base-
line and represented as percentage change from the mean baseline. Measurements were elimi-
nated when their STD during the baseline exceeded the mean of the ten largest measurements
during the stimulus period. Experiment repetitions were removed when the mean STD of all

measurements during baseline was larger tan

Before the reconstruction, each data set was averaged across experiment repetitions, in or-
der to remove white noise, and then averaged across the stimulus period for obtaining consistent
changes. Consequently, the data for the reconstruction consisted of four data sets, where each
one was a vectol € R™ with m electrode measurements corresponding to the normalised

impedance averaged across experiments and stimulus period.

A covariance matrix of the nois€;, was estimated and included into the reconstruction
algorithm (4.20), where noise was considered as the baseline data after averaging across exper-
iment repetitions to be consistent with the averaged data. Because after averaging across exper-
iments, the baseline had only one hundred points, less than the number of variables, a general
covariance matrix would have been rank-deficient and unreliable; therefore, for this case, the
covariance matrix was constrained to be a diagonal matrix, th@tisdiago?, . ..,02,). This

accounted for measurements having different variance, but being uncorrelated.

5.2.5.3 Neonatal data

Visual stimulation was performed using a flasi® &tz, using LED goggles, as this gives higher

EEG potential than checkboard stimulation, and this frequency is optimum [166].

Continuous recording during twelve minutes allowed fifteen repetitions of the same ex-
periment, where an experiment consisted of a stimulus peri@d«in between two baseline
periods of20s each. In comparison with tank data, a longer baseline was needed to enable more

time for the recovery from the stimulation.

For this study, | used 10 neonatal data sets, corresponding to 4 infants, who followed the
paradigm described above. EIT system, hardware, data pre-processing, and estimation of a

covariance matrix were done as in section 5.2.5.2.
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Figure 5.2: Mark 1b UCLH EIT system whose components are 1) headbox that contains the
current source and multiplexer; 2) base unit, consisted of the power supply, measurement cir-
cuits, and 8-bit microprocessor; 3) notebook; 4) connector box between the notebook card and

the UCLH system.

5.3 Results

First, for simulated data, | compared the solution error norm verifying that the selection methods
converged to the optimum solution, under the influence of white noise. Then, | carried out a

statistical comparison of the different methods for simulated, tank, and neonatal data.

5.3.1 Preliminaries

| present a specific simulation as an example of the selection methods functionals and norms of
the solution, residual, and solution error. This also verifies that the selection methods converged
to the optimum solution, under the influence of white noise.

Under the influence 0f00% white noise, the effect of regularisation is illustratedoas
is increased fron - 10~® to 1. For smalla, that is, little regularisation, the residual norm
took the smallest values since the model fitted best the data (Figure 5.3(b)). Nevertheless,
lack of regularisation implied the model was also fitting the noise, which yielded the largest
values of the solution norm, with the solution being amplified by high frequency components
(Figure 5.3(a)). On the contrary, for very largethe solution was excessively smooth, and the
model gave a poor fit to the data.

The four predictors were computed as an estimate of an optimum trade off between fit-
ting the noise and smoothing the solution. The LC, GCV, and UPRE agreed on the predic-
tion of the regularisation parameter that correspondegirtsingular values (Figures 5.3(d),
5.3(e) and 5.3(f)), similar to the DP that estimated a cut o#safingular values (Figure 5.4(a)).

Note that the LC curvature had a local maximum (Figure 5.3(d)), which in other examples was

also global maximum misleading the solution. The solution error norm was minimised for
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Table 5.1: Means and standard error (SE)< 0.05) of the solution error norm, for simu-
lated data, reconstructed by the LC, DP, GCV and UPRE, with (fluand without C' = I)

providing the covariance used for simulating correlated noise.

method|| C =1 | trueC SE

LC 0.0898| 0.0857| 0.0001

GCV || 0.0898| 0.0858| 0.0001

DP 0.0905| 0.0859| 0.0001

UPRE | 0.0898| 0.0874| 0.0001

25 singular values (Figure 5.4(b)), which, in this particular case, agreed with the DP and was
closed to the LC, GCV, and UPRE prediction.

Consequently, the four selection methods successfully predicted an optimum regularisation
parameter, among the given twenty, in terms of minimising the solution error norm. In contrast,
since the optimum parameter depended on the amount of white noise, a fixed truncation level

would not yield an optimum solution.

5.3.2 Simulated data

From twenty five simulated data sets reconstructed with and without modelling the covariance,
results were reported by the solution error norm means and SE for the four predictors and for
the two covariance types (Table 5.1). Providing the covariance used for simulating the data (true
covariance) decreased the solution error norm significantly for all methods where the UPRE had
significantly larger error norm than the other three (2nd column in Table 5.1). Assuming white
noise, the DP had a larger error while no difference was found among the other three methods
(1st column in Table 5.1).

A gualitative comparison of the images for a particular simulated data set presented a
significant improvement when providing the true covariance matrix, however, no significant

differences among selection methods were found (Figure 5.5).

5.3.3 Tank data

From the four tank data sets, results were reported by image SNR means and SE for the two pre-
dictors, the DP and GCV, and the two covariance types, unit matrix and diagonal matrix (Table
5.2). Estimations with the DP and UPRE underestimated noise and failed to converge, lead-
ing to noisy images; therefore, they were discarded before the statistical comparison. Between

the LC and the GCV there were no significant differences, nor between estimating a diagonal
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Figure 5.5: Sagittal view, through the middle of the neonatal head, of the simulated conductivity
change (first column) and the reconstructed conductivity images (rest of columns) from its
simulated scalp data under the influence of correlated noise. This is a single example out of the
25 corresponding to SNR af8dB. In the first row, | assumed white nois€ & I), and in the

second, | provided the covariance used for simulating correlated noise (true C).
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Table 5.2: Means and standard error (SkEX{( 0.05) of the SNR of the largest change in the
reconstructed images of a Perspex in four positions inside a saline head-shaped tank. Images
were reconstructed by the two predictors the LC and GCV, where the UPRE and DP did not
converge, and with (diagonél) and without ' = I) estimating a diagonal covariance of the

noise.

method|| C' = I | diagonalC | SE

LC 11 10 2

GCV 10 9 2

DIAGONAL C

LC GCV LC GCV LC GCV LC GCV

Figure 5.6: Axial view of the reconstructed conductivity images of a Perspex in a saline head-
shaped tank positioned on the front (Column 1 and 2), right (Column 3 and 4), back (Column

5 and 6), and left (Column 7 and 8). In the first row, | assumed white n6ise (), and in

the second, | estimated a diagonal covariance from the data. Data was reconstructed by the two

predictors the LC and GCV since the UPRE and DP did not converge.

covariance matrix and assuming white noise (Table 5.2).
A qualitative comparison of images indicated no differences whether or not modelling the
covariance, nor between the LC and the GCV (Figure 5.6). In fact, because the high SNR of

the dataR0dB, no large variations were expected.

5.3.4 Neonatal data

From ten neonatal data sets, six that presented noisy images with a non-localised conductivity
change were rejected before the statistical comparison. Out of the remaining four data sets,
only one set presented the highest change in the Rol, the visual cortex (back of the head); for
the rest the dominant change was on the front (Figure 5.7). Results were reported as a statistical
comparison by image SNR means and SE for the four predictors and for the two covariance

types, unit matrix and diagonal matrix (Table 5.3).

No significant differences were found among methods for the four neonatal data sets be-
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Table 5.3: Means and standard error (SkEX{( 0.05) of the SNR of the largest change in the
reconstructed images of four neonatal data sets where the other six data sets were discarded
because images where very noise lacking of a localised change. Images were reconstructed by

the four predictors and with (diagon@) and without C' = I) estimating a diagonal covariance

of the noise.
method|| C' =1 | diagonalC | SE
LC 34 3.4 0.7
GCV 3.1 2.7 0.7
DP 4.4 4.4 0.7
UPRE 3.9 4.2 0.7

cause of the high variability across neonatal data sets (Table 5.3). Nevertheless, a qualitative
comparison of images yielded specific differences among methods. The DP and UPRE pro-
vided excessively smooth images where modelling the covariance increased the image SNR
(Columns 3,4,7, and 8 in Figure 5.7). LC and the GCV with modelling the covariance were
best for the data set with a change in the Rol (Subject 2 in Figure 5.7), however, they con-
verged to a small regularisation parameter, yielding images with artefacts, for two data sets
(Columns 1,2,5, and 6 in Figure 5.7). Consequently, modelling the covariance consistently

improved image quality.

5.4 Discussion

For simulated data, including the true covariance matrix of the noise into the reconstruction sig-
nificantly decreased the solution error norm, compared to the white noise assumption. However,
for either of these methods, no one selection method was clearly better than others. On the other
hand, for tank data where the data SNR was very high, estimating a diagonal covariance did not
have a remarkable effect. For selection methods, the LC and GCV were equally the best, as the
DP and UPRE failed to converge. For real human neonatal data, there was no significant differ-
ence among any of the methods because of the variability across subjects. However, estimating
a diagonal covariance consistently increased image quality. Overall, therefore, modelling the
covariance of the noise improved image quality, but it was not possible to determine the best
selection method from human data, whereas from tank and simulated data the best methods
were the LC and GCV.

There are some limitations for generalising this study since the feasibility of optimising



104 Chapter 5. Selecting the regularisation parameter

Cc=I DIAGONALC

ISGBDESS
! ‘![ ‘l[. ]r 1 ‘[ 1[ 1 SUBJECT 3
SEEEEALS

-
ILC GCV DP  UPRE

R

SUBJECT 4

I
LC

GCv DP  UPRE

Figure 5.7: Sagittal view, throughout the middle of the neonatal head, of four neonatal data
sets (in rows) where the other six data sets were discarded because images where very noise,
lacking of a localised change. Columns correspond to the four predictors: the LC, GCV, DP,
and UPRE; and where, for the first four columns, | assumed white nOise (), and for the

last four, | estimated a diagonal covariance of the noise.

the solution of a linear ill-posed system by selecting the regularisation parameter relies on the
assumption that the only difference between the model prediction and the data can be explained
by a white noise distribution. Because of those limitations, | aimed to test the methods against
modelling errors, deviation from a white distribution, and real data, where other physiological
activity is present. First, for simulated data, | tested that all methods converged under the
appropriate assumptions, and coped with correlated noise. However, simulated correlated noise
may have been biased to a specific correlation matrix, which was estimated from a particular
neonatal data set. For the tank study, | analysed the effect of shape and electrodes position
errors, although it did not explained for inaccuracies of the different layers in the head and
anisotropy conductivity. The fact that the DP and UPRE did not converge, underestimating the

noise, may be caused by larger modelling errors than accounted for by a Gaussian distribution.

In relation to modelling the covariance of the noise, simulations presented the improve-
ment that can be achieved by modelling the covariance employed for correlating the noise.
Modelling a diagonal covariance matrix, for tank data, did not have a large influence, which
indicates that no large improvement can be made for high SNR data, and a wrong estimation
of the covariance may yield poorer results; for neonatal data, it increased the SNR in one data
set though no significant improvement was found over all data sets, what may be due to large

variations of some of the selection methods across the different subjects. For real data, the



5.4. Discussion 105

covariance was constrained to a diagonal matrix because a general covariance required larger
number of observations than those of the baseline, which could be solved by increasing the data
acquisition during the baseline period. In cases where this is impractical from the experimental
point of view, imposing more realistic constraints to the covariance matrix is possible and would
allow its estimation from a lower number of points [32] [98], but does not seem straightforward
for our application. Moreover, if considering a general covariance of the noise accounting for
correlations when measurements have not been acquired in parallel, one would account for
only those correlations twice slower than the sampling rate; in this work, measurements were
acquired four times a second.

Concerning physiological noise, the neonatal study showed that more than half of the data
sets presented excessively noisy images, and all but one data set had the largest changes outside
the Rol.

Other technical issues: a more efficient way of estimation of the LC curvature can be done
by fitting a 2D-cubic spline before its calculation [63].

Theoretically, selection methods converge under the assumption of white noise, as the only
source of error, and positive SNR, where the UPRE has the best convergence and the LC lacks
of convergence.

Others found the LC to be more robust to correlated errors than the GCV, while in this
work the GCV and LC showed no differences. It was found that the GCV did not converge for
correlated data [177]; similar results were found for a low number of data sets [87]. Moreover,

a comparison of several regularisation methods, for inverse helioseismology and 2D deconvo-
lution, gave best results, in decreasing order, for the LC, GCV, quasi-optimality, and DP [59];
where the performance of the DP agreed with our simulated study. Nevertheless, it was empha-
sized those results to be best for that specific models, yet likely to differ for different inverse
problems.

EIT of brain function has previously selected a fixed truncation level empirically. Objec-
tive selection using one of these methods is superior since the regularisation parameter was
optimised for each data set. This has been corroborated for simulated data where the solution
error norm was optimised by the four methods. Nevertheless, for tank and neonatal data, the
methods failed in a few cases, which suggests that a fixed truncation level could be chosen when
the applied selection method fails.

Although no large differences were found among selection methods, | prefer the GCV,
because it is simpler to implement than the LC and the latter lacks theoretical convergence

[58], and the DP and UPRE require an estimate of the noise, which could be more difficult to
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estimate in case of modelling errors or a low number of observations; a truncation level obtained
experimentally could be also used, in case the selection methods do not converge. Modelling a
general covariance of the noise significantly improved the solution for simulation studies while
modelling a diagonal covariance for neonatal data provided a small change and had not effect
for high SNR tank data.

Our recommendation for human scalp data in general, therefore is to use the GCV with
covariance modelling, and empirical truncation if this does not converge. However, this is
based on this limited testing for neonatal visual evoked responses and needs verification in

other situations of current interest, such as in epilepsy or adult evoked response EIT.
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Principal Component Analysis

6.1 Introduction

EIT data SNR during evoked responses has been reported in the(radge 1.34 on adults
[168], and2 on neonates, where experiments were repeated between six and twelve times to
increase the SNR by averaging [166].

Principal Component Analysis (PCA), which yields the best linear predictor of the data
[32], can be used to reduce the dimensionality of the data set to a small number of Principal
Components (PCs), the eigenvectors of the covariance of the data, that are uncorrelated and
best preserve the variation in the data [84]. One can then represent the data by its first PCs
and neglect higher PCs, such that the first PCs best represent the data and the discarded PCs
correspond to noise.

How to select the right number of first PCs that best represents the data is not clear; one
approach is to assess the percentage of variation accounted for by the chosen number of PCs,
which is given by the Maximum Predictive Error [84].

Estimation of the covariance from a small number of data sets may yield an ill-posed
covariance matrix; unless some constraints are imposed (section 4.1.5).

PCA has been used to find a single evoked potential signal for EEG, and it was found
that using the covariance of the data (second moment) is rather more accurate than averaging
(first moment) since averaging looks only at the first moment and a Gaussian distribution is
completely determined by the first and the second moment [87].

The goal of this chapter was to apply PCA for improving the SNR on EIT data collected in
a saline head shaped tank with a Perspex rod as test object and visual evoked responses recorded
with scalp electrodes at 50 kHz in two neonates. Thus, | projected the data sets onto the first
PCs that had the most significant part of the signal and neglected higher order PCs. Data and

reconstructed images SNR of raw data and the selected first PCs were compared before and after
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reconstruction using Tikhonov-Phillips as the linear regularisation scheme and the Generalised

Cross Validation as the selection of the regularisation parameter.

6.2 Methods
6.2.1 Data sets

Data comprised recordings from saline head-shaped tank with a Perspex rod as target and two
data sets of visual stimulation in neonates. Only two of the neonatal data sets have been used in
this chapter because the localisation of the conductivity changes of the evoked responses was
unsuccessful (chapter 5); only one had a reasonable change in the occipital cortex. The data

acquisition and pre-processing has been described previously (chapter 5).

6.2.2 Analysis of the data correlations

For tank data, | computed the covariance matrices across time and channels and visualised them
as a 2D-plot to identify possible correlations. Also, | computed the covariance of a synthetic
pseudo-random data set to support the comparison. The goal was to find whether time or chan-
nel correlations were easy to identify.

Data comprised a set @87 scalp impedance measurements acquired four times a second
(Figure 6.6(a)). Letl;(tx) represent the data for the i-th channel at timevherei = 1,...,m
andk = 1,...,q, andm is the number of channels agdhe number of time frames; then the

data can be representeddas R4,

6.2.2.1 Time covariance

To study time correlations, the covariance matrixc R9*9, whose entries caqv(ty), d(tx))

measured the correlation between the data at tinaed the data at timg,, was estimated as
Clav = cov(d(ty), d(t —iff A (i) — Eldt))],  (6.1)
kk! — k k’ - m v k i \UK/ K’ ) .

whereE[d(t)] is the estimation across channels for the time framéhat is,

m

Bld)] = > dilte). 62)

=1
6.2.2.2 Channel covariance

To study channel correlations, the covariance matiix & R™*"™, whose entries cqu;, d;)

measured the correlation between the ith-channel and the jth-channel, was estimated as

Cij = cov(d;, d;) Z () — Eldi])T (d;(ty) — E[d)])], (6.3)



6.2. Methods 109

whereFE|d;] is the estimation across time for the ith-channel, that is,

q

Bld] = 3" dilte). (6.4)
1

k=
6.2.3 Principal components

Having estimated the time covariance (6.1), | computed its eigenvectors, plotted the first six and
last three, and selected those that correlated with the stimulus paradigm assuming therefore the
initial and end time frames as prior knowledge. Then the data was projected onto the selected

eigenvectors yielding the selected PCs.

6.2.3.1 Computation of the eigenvectors of the covariance

Let C be the time covariance (6.1), its eigenvalue decomposition is given by

CP = PS, (6.5)
whereS = diag(s1, .. ., sq) is the matrix of eigenvalues @f such that
512> ...2> Sq, (6.6)

and columns ofP € R?*? are the eigenvectorsof C, that is,
P =ai,..., a4 (6.7)

6.2.3.2 Computation of the principal components

Let d be the matrix of the data where rows are channels and columns time frames, then the i-th

channel can be represented as the row vector
di(t)" = (di(t1), - .-, di(ty))", (6.8)

wherei = 1...,m. Now, lete, be the basis vector for the kth-time frame, the data) can

be expressed as a function of this basis as

di(t)" = (dit) er)e] + ...+ (di(t) eq)e -

(6.9)

Defining a new basis, whose vectarare the eigenvectors (6.7), then in the new basis the data
is given by

dit)" = (dit) ar)a] + ...+ (di(t) ag)al .

(6.10)

The approximation of the i-th channel data witbasis vectors, such thatk ¢, is

(di(t)Tap)al + ...+ (di(t) T a,)al, (6.11)
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where ther terms in (6.11) are the-first PCs, which maximise the linear prediction of the
original datad; by usingr terms [32, 84]. The rest of PCs were neglected, which implied
an inevitable loss of information; however, it agreed with our motivation of neglecting the
irrelevant part of the data. In addition, it has been shown that approximating the data by the first
PCs is appealing since the discarded PCs correspond to measurements with worse precision
[84].

After projecting the data onto thefirst PCs, the percentage of information remaining of
the original data, also called Maximum Predictive Error [32], which accounts for the eigenval-

ues (6.6) percentage weight of the selected PCs, was computed as

'
ijl Sj

7 .-
i=195i

MPE = 100

(6.12)

6.2.4 Image reconstruction

The reconstruction strategy was done by row normalising the Jacobian before the reconstruc-
tion, reconstructing the data for a range of regularisation parameters, and selecting the optimum
solution using the GCV criterion. Jacobian row normalisation was implemented as in appendix
C. The row normalised Jacobian was inverted using the Generalised-Tikhonov solution (4.51)
for twenty logarithmically equally spaced parametersn the rangel0—° to 102, that corre-
sponded to a truncation level ©20 and1 singular values. The optimum regularisation param-

eter was the minimiser of the GCV functional (5.1).

6.2.5 Comparison of results

| compared the raw daté and reconstructed imagesSNR with and without projecting the
data onto the selected PCs.

6.2.5.1 Comparison of data SNR

| compared the raw and the projected data SNR computed in dB as

}E[d(ttm)”]) (6.13)

SNR =20lo FE
810 ( U(di (tbase))

whereE[d;(ts1im)] is estimation of the data across the stimulus periodaia (tp4s¢)) 1S the
standard deviation during the baseline period, for the ith channel, where ..., m andm is
the number of channels.

6.2.5.2 Comparison of images SNR

| compared the raw and the projected data SNR computed in dB as

[Blai(tim)]| D | (6.14)

SNR=20lo FE
€10 ( g (xi(dbase))
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Figure 6.1: a) Time covariance and b) channels covariance matrices, for a data set of perspex in
a saline head-shaped tank. a) Time correlations had a pattern that was easier to interpret than b)

channels correlations, suggesting a possible dimensionality reduction.

where E[x;(dsim)] is estimation of the reconstructed data across the stimulus period and
o (z;(dpase)) is the standard deviation during the baseline period, for the ith finite element,

wherei = 1,...,n andn is the number finite elements.

6.3 Results

6.3.1 Analysis of data correlations

For tank data | computed the time and channel covariance matrices. The time covariance had
a high correlation during the stimulus period and low correlation during the baseline. On the
contrary, the channels covariance had a correlation pattern that was less clear to interpret (Fig-
ure 6.1). In comparison, the covariance of a synthetic data set made of pseudo-random numbers
of the same dimensions as tank data did not exhibit large off-diagonal elements, which demon-

strated that no pattern exists in the covariance for white noise only (Figure 6.2).
Although both time and channels were correlated, | preferred time correlations because
they were easier to identify by visualization than channel correlations. Thus, only time covari-

ance was considered for the rest of the study.

6.3.2 Principal components

| computed the time covariance matrix, its eigenvectors (6.7), the maximum predictive error
(6.12), and selected the eigenvectors that correlated with the stimulus period for tank and neona-

tal data.
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Figure 6.2: Time covariance matrix of a synthetic pseudo-random data set, of the same dimen-
sions as tank data. It did not contain large off-diagonal elements, which illustrate the lack of

correlation of random data in comparison with tank data.

6.3.2.1 Tank data

High correlations during the stimulus period and no correlations during the baseline were found
by visualising the time covariance (Figure 6.1(a)) where the first eigenvector had MPE (6.12)
of 98% and best represented the time response (Figure 6.3). From the second to the sixth
eigenvectors, weights were more than hundred times smaller, and signals did not correspond to
the expected square wave signal, and from the seventh upwards, eigenvectors corresponded to
high frequency signals. Thus, raw data (Figure 6.6(a)) was projected onto the first eigenvector

and the rest of eigenvectors were neglected,; this led to use of the first PC (Figure 6.6(b)).

6.3.2.2 Neonatal data

For the first data set, a high correlation was found during the stimulus period, smaller during the
recovery, and negligible during the baseline (Figure 6.4(a)), as expected from the experimental
paradigm. While the first eigenvector best represented this time response where MPE&uvas
the second to the sixth eigenvectors represented signals that did not correspond to the experi-
mental paradigm. Thus, raw data (Figure 6.7(a)) was projected only onto the first eigenvector
and the rest of eigenvectors were neglected; this led to use of the first PC (Figure 6.7(b)).

For the second data set, a higher correlation was found during the stimulus and recovery
periods than during the baseline period, however, other correlations were found during the base-
line (Figure 6.5(a)). The first eigenvector corresponded to high frequency noise, and therefore

was discarded; the second eigenvector best correlated with the experimental paradigm (Fig-
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Figure 6.3: Eigenvectors of the covariance matrix across time for a data set of perspex in a saline
head-shaped tank. Axes dfechange (y-axis) and time in seconds (x-axis). Eigenvectors of
the covariance matrix, from top to bottom and from left to right: 1st, 2nd, 3rd, 4th, 5th, 6th, 7th,
(m-1)th, mth. Their corresponding eigenvalues &ré3835, 0.5386, 0.1282, 0.1128, 0.0703,
0.0443,0.03,0.2 - 1074, 0.1 - 10~%. The first PC had most of the weight (high eigenvalue) and

best represented the experimental paradigm.



114

I
o
£
s
T
£

@
8

Chapter 6. Principal Component Analysis

0.2
01
0

-0.1

-0.2

<

0.2
01
0

-0.1

-0.2

0.2
01
0

-0.1

-0.2

0

20 40 60

0

20 40 60

0

20 40 60

02
01
0
-01

-0.2

-01
-0.2

02
01

0

2

02
01

0

-01
-0.2

0

20 40 60

0

20 40 60

0

20 40 60

0.2
01
0

-0.1

0.2
01
0

-0.1

0.2
01
0

-0.1

100 150 -02 -02 -02
time(frames) 0 20 40 60 0 20 40 60 0 20 40 60

(b) %change versus time (s) for PCs: 1st, 2nd, 3rd,
4th, 5th, 6th, 7th, (m-1)th, mth

(a) Covariance matrix across time

Figure 6.4: Neonatal data set 1 with SNR of around 10dB. a) Covariance matrix in time frames,
where there were four frames a second; and b) PCs of the covariance with corresponding eigen-
values1.5619, 0.0821, 0.0582, 0.0494, 0.0413, 0.0306, 0.0277, 0.0001, 0.0001. The first PC

had most of the weight (high eigenvalue) and best represented the experimental paradigm while
higher PCs represented other time courses that differ from it (red and blue correspond to high

and low correlation, respectively).

ure 6.5) and had MPE &3.8%. Thus, raw data (Figure 6.8(a)) was projected onto the second

eigenvector leading to the second PC (Figure 6.8(a)).

6.3.3 Data and image comparison

| compared the data and the reconstructed conductivity SNR of the raw data and its first PCs.

6.3.3.1 Data comparison

The SNR of the first PCs compared to the SNR of the raw data increas¥d Byfor tank data
and15 to 20d B for neonatal data (Table 6.1).

For tank data, the first PC had a significant reduction of the baseline noise (Figure 6.6(b))
compared with the raw data (Figure 6.6(a)); the first PC removed also other type of signals

during the stimulus period.

For the first neonatal data set, the first PC had a significant reduction of noise and a clearer

signal and recovery (Figure 6.7(b)) than the raw data (Figure 6.7(a).

For the second neonatal data set, the second PC reduced the noise and had a clear signal
during the stimulus and recovery periods (Figure 6.8(b)) compared with the raw data (Fig-

ure 6.8(a)) that was excessively noisy.
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Figure 6.5: Neonatal data set 2 with SNR of around -5dB. a) Covariance matrix in time frames,
where there were four frames a second; and b) PCs of the covariance with corresponding eigen-
values0.3131, 0.1163, 0.0260, 0.0194, 0.0141, 0.0119, 0.0088, 0.9 - 1075,0.5 - 1075, The first
PC had three times more weight (eigenvalue) than the second, however, it consisted of noise
only. On the other hand, the 2nd PC best represented the experimental paradigm, and higher
PCs corresponded to other time courses that differ from it (red and blue correspond to high and

low correlation, respectively).

6.3.3.2 Image comparison

The SNR of the reconstructed first PCs compared to the reconstructed data SNR increased by
35dB for tank data and5 to 20d B for neonatal data (Table 6.1).

For tank data, the first PC image SNR was higher but image quality did not improve sig-

nificantly compared to reconstructed images of the raw data (Figures 6.9).

For the first neonatal data set, the first PC images were less dominated by artefacts both
during the baseline and the stimulus periods compared to reconstructed images of the raw data

(Figures 6.10).

For the second neonatal data set, the second PC had less artefacts during the baseline
and higher SNR during the stimulus period compared to reconstructed images of the raw data
(Figures 6.11). In fact, since the PC SNR was higher, the optimum regularisation parameter
was smaller yielding an increase of SNR of the highest change in the image but with more
artefacts, during the stimulus. Reconstructing the second PC where the first PC corresponded
to high frequency noise had not only a significant improvement in image quality, but improved

the SNR and consistency of the localisation during the stimulus period.
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Figure 6.6: Data set of impedance measurements, of perspex in a saline head-shaped tank, for all

187 channels, measured four times a second following a paradigm of twenty seconds stimulus

between two baselines of ten seconds each with no perspex on the tank. a) Raw data and b) data

projected onto the 1st PC,
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Figure 6.7: Neonatal data set 1 with SNR of around 10dB. a) Raw data and b) data projected

onto the 1st PC, which best represented the experimental paradigm, neglecting higher PCs

(stimulus from 15 to 40s).
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Figure 6.8: Neonatal data set 2 with SNR of around -5dB. a) Raw data and b) data projected onto
the 2nd PC, which best represented the experimental paradigm, neglecting other PCs (stimulus

from 15 to 40s).

Table 6.1: Datal and images: SNR, in decibels, before and after projecting the impedance
measurements data onto the first principal components (PC), for perspex in a saline head-shaped

tank and neonatal data during visual stimulation.

Data | SNR(d) | SNR(dpc) | SNR(z) | SNR(zpc)

Tank 16.24 39.53 5.62 39.53
Neonatal 1| 0.33 18.86 -1.23 18.86
Neonatal 2| -5.32 11.32 -1.37 11.32

10 13 15 17 20 22

[ Tie {(seconds)

H, +

Figure 6.9: Sagittal view, through the middle of the head, of normalised reconstructed conduc-
tivity of perspex in a saline head-shaped tank where the stimulus was from 11 to 20s. Rows

correspond to with (2nd row) and without (1st row) projecting onto the 1st PC
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Figure 6.10: Sagittal view, through the middle of the head, of normalised reconstructed con-

[ Tlme (Seconds)

+

ductivity, for neonatal data set 1 (stimulus from 15 to 40s). Rows correspond to with (2nd row)

and without (1st row) projecting onto the 1st PC

— o Tlme (seconds)
- +*

Figure 6.11: Sagittal view, through the middle of the head, of normalised reconstructed con-
ductivity, for neonatal data set 2 (stimulus from 15 to 40s). Data has been reconstructed with
Tikhonov and the GCV. First row are images corresponding to the raw data, where the trunca-
tion level was predicted to be 24 dof; second row are images corresponding to the data projected
onto the 2nd PC, where the truncation level was predicted to be 60 dof since the SNR is now
higher; and third row are images corresponding to the data projected onto the 2nd PC, recon-

structed with a truncation level of 24 dof.
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6.4 Discussion

The aim of this chapter was to improve the SNR of the data and reconstructed images by ap-
plying PCA and an optimum selection of the regularisation parameter for EIT of brain function

on a saline head-shaped tank with Perspex as target and two neonatal data sets during visual
stimulation paradigm.

Analysis of the covariance matrix in the saline tank data revealed high correlations in time
during the stimulus period while no correlations during the baseline. Although correlations in
channels existed, they were less obvious to identify; therefore, | computed only the PCs of the
time covariance, and selected the first PCs that had a time response that best correlated with the
stimulus paradigm.

The SNR of the first PCs compared to the SNR of the raw data incread Byfor tank
data andl5 to 20dB for neonatal data; the first or the second PC decreased the noise signif-
icantly and yielded signals with less baseline noise and clearer responses during the stimulus
and recovery periods. In both cases, an increase in conductivity was expected over the visual
cortex, and such changes were apparent both in the uncorrected and corrected images; however,
they were clearer in both cases after processing. There were also changes over the frontal lobes.
It is unclear whether these were artefactual or due to unexpected additional changes in blood
volume due to visual stimulation in the neonatal brain. The SNR of the reconstructed first PCs
compared to the SNR of the reconstructed data increasgsiddy for tank data and5 to 20dB
for neonatal data. For neonatal data, improvement in image quality of the first or second PC
was significant, reducing artefacts during the baseline and increasing the SNR of the highest
change in the image. For tank data, for which the first PC represent®d%hef the data, no
significant change in image quality was found.

In this work, | projected the data onto the first or second PC; as a consequence, | removed
not only high frequency noise, but any PC whose signal did not have the expected time response
paradigm, that is, baseline-stimulus-recovery-baseline. In general, one may project the data
onto the first PCs, neglecting only higher PCs and including other changes given by secondary
PCs. Nevertheless, selecting the second PC and neglecting other PCs, for one neonatal data
set, changed image characteristics and improved the localisation and consistency of the highest
change during the stimulus period, demonstrating the potential of imposing a priori knowledge
about the time response to the PCs of the data.

In one case, | preferred the second to the first PC because while the first one corresponded
to the largest variance of the data (the largest eigenvalue), it was high frequency noise that |

aimed to eliminate from the data.
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The methodology of this study aimed to impose the prior knowledge about the time re-
sponse using the clear pattern of the time covariance, however, other ways of applying PCA
are possible. | believe that using the channel covariance neglecting its last PCs would lead to
similar results to neglecting the last PCs of the time covariance.

In this work, repetitions of experiments were averaged for obtaining a single experiment
per subject. PCA has the potential for obtaining a single response instead of averaging; this
has been previously applied for detecting a single EEG evoked response signal [87]. While
averaging can be used for removing random noise, averaging several signals that are not random
may distort the signal one is looking for. Besides, PCA can be use for detecting outliers in the
data by looking at the last PCs of the data [84].

The advantages of this approach may be most clearly seen in the second neonatal data set
where the stimulus related change in the raw data is obscured by noise. Itis therefore somewhat
surprising that the image quality is relatively good before the use of PCA. This is presumably
because the chosen PC had the most relevant information of the image and the neglected PCs
did not add relevant information. This raises the question as to whether the use of PCA on
the raw data adds value or is a duplication of the effect of regularisation used for discarding
uncorrelated noise in image reconstruction. In fact, it appears to add value, in that a larger
number of singular values could be used for image reconstruction, and the eventual images
contained less noise.

| have shown that analysing the time covariance matrix and its PCs provides a valuable
technique for identification of different time responses in EIT of brain function. Furthermore, |
demonstrated the feasibility of using time correlations to impose onto the PCs a priori knowl-
edge about the time experimental paradigm. Thus, selecting the PCs that corresponded to the
paradigm increased the SNR of the raw data and reconstructed images by at least fifteen deci-
bels in all data sets; it also improved image quality where the effect was most significant for
the noisiest neonatal data set and least significant for tank data. | therefore recommend re-
constructing the principal components of the data together with an optimum selection of the
regularisation parameter for linear EIT; besides, | also recommend to use PCA for obtaining
a single response instead of averaging several experiments. The purpose of this work was to
present the method and give some sample results. In future in my research group, we plan to
use this approach to pre-process clinical data and establish its validity on larger clinical data

sets.



Chapter 7

Validation of a finite element solution for an

anisotropic medium

7.1 Introduction

It is well known that human tissues like bone, muscle, and brain white matter are anisotropic,
and its modelling has been suggested for medical [54, 55] and geological [132] EIT; however,
most applications have hitherto neglected anisotropy. Avoiding correction for anisotropy of
both white matter and skull has been found to lead to errors of diétion the EEG forward
solution and to be significantly relevant for inverse source localisation [182, 181], where the
white matter anisotropic conductivity tensor was estimated from DTMRI [66][172, Chapter 5].
It seems plausible that modelling anisotropy is necessary to obtain an accurate forward solution
for EIT of medical applications and that significant improvements in resulting image quality
may result.

In an isotropic medium, Laplace’s equation can be solved analytically for geometrically
regular objects, for Neumann’s boundary condition in a sphere using Green'’s functions [89],
and for Dirichlet’s boundary condition in an infinite plane by separation of variables [179]. EIT
for geometrically complicated objects can be solved numerically using FEM with 3D-EIDORS
[140]. The author is not aware of any published analytical solution for an anisotropic medium.
A FEM solution that modified EIDORS to model anisotropic media has been presented [1].

An important concept when dealing with the conductivity tensor rather than with scalar
conductivity is that the voltage(x) in the given domairf2 with conductivityo (z) is equal to a
new voltagei(z) in the transformed domaift with a transformed conductivity (), under a
diffeomorphism¥, i.e. a smooth and invertible transformatién Q — Q, such tha: = ¥(z),

(%) = u(¥~1(2)), ands is given by

o \IJ,O'\I//T , ,
3@ = (g ) (V@) 1)
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whereV’ is the Jacobian of the diffeomorphisindefined asl’ = 9 /9dz. This can be shown

by verifying thatSs (i, o) = S, (u, v) (3.9) holds for the above definition &f*.

The aim of this chapter is to expand and present a method for incorporation of anisotropy
into a FEM forward solution originally presented in [1] and to validate this empirically. The
convergence of the anisotropic FEM solution to an isotropic analytical solution was tested
by applying a diffeomorphic transformation to the isotropic domain that converted it into an
anisotropic one. The Dirichlet boundary value problem was assumed for simplicity where the
starting domain was a cube with isotropic conductivity, for which an analytical solution can
be obtained by separation of variables. Convergence was verified in two steps: first, by the
equivalence of the FEM isotropic and anisotropic solutions, and then by the convergence of the
isotropic FEM onto the analytical solution while increasing the mesh density. The results veri-
fied that the anisotropic FEM solution is accurate enough for modelling the forward problem in
an anisotropic medium, which can be employed to study the influence of modelling anisotropy

for EIT of the head, for which bone tissues like the skull and white matter are anisotropic.

7.2 Methods

7.2.1 Model

Let Q2 be a homogeneous cubical domain of dimensiehs< 2 <1, -1 <y < 1,0 < z < 2,

with isotropic conductivityy = diag(1, 1, 1). In this case, the generalized Laplace’s equation
(2.8) becomes Laplace’s equati@h, + dyy + 0..] u(x,y, z) = 0. A Dirichlet boundary con-

dition is assumed where the voltage is zero on the upper and side planes of the cube and one in

the lower plane (Figure 7.1), that is,

u(El,y,2) = 0 (7.2)
u(z,£1,2) = 0 (7.3)
u(z,y,2) = 0 (7.4)
w(z,y,0) = 1, |2/ <1,y <1. (7.5)

1To remark that in this section the definition ¥fi) is the inverse as the previous definition (3.4), and ii) does
not fix the boundary. In fact, fixing the boundary leads to the non-injectivity of the forward problem (3.12), for
anisotropic conductivity, and so this would also hold for that case; in this chapter, the emergence of anisotropy from

a transformation seemed to be more comprehensible by transforming the whole domain than by fixing the boundary.



7.2. Methods 123

Figure 7.1: Imposed Dirichlet boundary condition: voltage= 1 on the planez = 0 for
|z| < 1,|y| < 1(grey), andu = 0 on the rest of the boundary (black), for the isotropic domain

(mesh of 98843 elements).

7.2.2 Analytical solution
An analytical solution to the Dirichlet’s value problem can be solved by separation of variables
[179]
u(@,y,z) = X(2)Y () Z(2). (7.6)
Thus, by substituting in Laplace’s equation for an isotropic medium and reordering

2 2 2
Tax ey 1ez -
X da? Y dy?2 7 dz? ’

wherer is a constant. A solution t& (x) can be expressed on the form
X (x) = Acos(rz) + A'sin(rx). (7.8)

Sinceu(+1,y,z) = 0 for all y andz, thenX (£+1) = 0, leading toA’ = 0 andr = 7 /2, for
1=1,3,...,whichis equivalentte = (2u + 1)7/2, for u = 0, 1, . ... Therefore, the solution
X (x) is the linear combination

X(z) = ZA“ cos {(2/; + I)E} . (7.9)

2
n=0

Similarly for Y (y), by reordering (7.7) foy

14y 5, 1d*Z2

vag =" zaz =% (7:10)
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and imposing boundary condition$x, +1, z) = 0 for all z andz, thenY'(+1) = 0, leads to

= i B, cos [(21/ + 1)%3/} . (7.11)

v=0

A solution toZ(z) is obtained by reordering (7.10) for

1d*Z 5 5
E@_r + s =17, (7.12)
whose solution is of the form
Z(z) = Cexp(tz) + C'exp(—tz), (7.13)
wheret is given by
b = g\/(2u F1)2+ (20 + 1) (7.14)

Applying the boundary conditions(z, y, 2) = 0 andu(x,y,0) = 1 for all z andy leads to

1
1 — exp(—4t,,

Z(z) = ] (exp(—tuwz) — exp(—tu (4 — 2))) (7.15)

The solution to Laplace’s solution is written by combining the coefficightand 5, with D,

as
u(z,y, 2 Z ZDW cos [ 2p+ 1) 5 } cos [(21/ + 1)%} (7.16)
pn=0r=0
1
T oxp(— i) (exp(—tuwz) — exp(—tu (4 —2))). (7.17)

The coefficientsD,,, can be determined from the boundary conditigm, y,0) = 1,

u(z,y,0 ZZD v COS [ (2 + 1) } cos [(2V+ 1)%} =1. (7.18)

pn=0v=0

Finally, the potential is given by
e ole o] 1)1/ . -
u(z,y, 2 ;);) 2u + 1 (2v +1) cos [(2M + 1)?} cos [(21/ + 1)?}

1
1 —exp(—4tu

] (exp(—tuwz) —exp(—tw(4—2))). (7.19)

7.2.3 Finite element solution

The weak formulation of the generalized Laplace’s equation with a Dirichlet’'s boundary condi-

tion has zero current on the boundary, so the FEM formulation (8.1) becomes

Ay — . N oV, = )
/Q (Vi) oVu zj:uj /Q (Vo) LoV, =0, (7.20)
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which can be split into bounda®f? and interior2 \ 0X2 vertices,

Z uj/Q(V¢i)TUV¢j = - Z “j/ﬂ(v@)TUV‘?ﬁj- (7.21)

JEQ\OQ F€ON
It was computed as

Au =0, (7.22)

whereA is the system matrix, computed using a modified version of 3D-EIDORS that models
anisotropic objects without considering the electrode contact impedance [140, 1]istitke
potential on all vertices. Thus, by dividing the system matrix in blocks for the interior and

exterior vertices

A A U
A — 11 12 Q\0Q (7.23)
Ay Ago uHQ
Sinceuyq are the boundary conditions, the interior potential was solved as
Anug\pa = —Ar2usq. (7.24)

7.2.4 Convergence of the anisotropic FEM solution

7.2.4.1 Convergence of the analytical solution

For the computation of the analytical solution (7.19), one needs to select the maximum number
of terms used to approximate an infinite series, givepbyor the maximum number gf and

v, which here is1. The convergence of the analytical solution was analysed by computing the
difference between the analytical voltage (7.19) and the imposed boundary condition (7.5), on
the planez = 0 for || < 1 and|y| < 1, for whichu = 1, as a function of the number of terms

n. The rest of boundary conditions (7.2,7.3,7.4), for whick 0, were clearly satisfied.
7.2.4.2 Comparison of isotropic and anisotropic FEM

The FEM solution:*°(z) in the isotropic domairf2 with conductivity o, as given by 3D-
EIDORS [140], was compared to the FEM soluti@#'() in the transformed domaift with
conductivitys (z) (7.1) by

(a) — uf"(z)

2
uo(x)]

|u

€?ni: 100 for = 1,...,’1’LI (725)

wheren; is the number of interior vertices since in the FEM Dirichlet’s boundary value problem
the boundary potential is known (7.24).

A diffeomorphic transformation was applied to the domaift by mapping the mesh
vertices onto a new mesh i The same mesh was used for simplicity to test that 3D-EIDORS

[140], and the modified version that models anisotropic objects [1], provided the same results;
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they should agree as the mesh density is increased. Two nonlinear transformations of similar
form differing only in the strength, which was measured by computing the determinant of the

Jacobian of the transformation as a function of the donjdliet,(¥’)| = | det(c)|, were applied

as:
T =12exp(z)+0.7y + 0.4z
7 = —0.2z+ 1.5exp(y) + 0.3z (7.26)
Z =—-0.3z—0.2y+ 1.2exp(z)
T =13.8exp(x) + 15.7y + 18.4%

7 = —0.2x 4 23.5exp(y) + 0.3z (7.27)
= —0.3z — 0.2y + 9.2 exp(2)

[N

The transformed conductivity was computed elementwise by using (7.1) whéfevas
calculated as follows. Let be a vector i), its transformed vectab in € is given by the push
forward or Jacobia®’ as

w = Vw. (7.28)

In 3D, ¥ can be completely characterised by knowing the push forward of three independent
vectors. Letr; = (z;,;, 2;)7 be the coordinates of the four vertices of a tetrahedignfor

i =0,1,2,3, then takingry as a referencdy’ = [r3 — ro,r2 — 19,71 — 79 IS @ 3-by-3 matrix
whose columns are three independent vectofg.inSimilarly, W = [F3 —T0, Fo—T0, T1—T0] IS
defined as a matrix whose columns are the transformed vectf¥sivherer; = (%4, 7, %) T

Thus, ¥’ was computed elementwise as
b =ww (7.29)

7.2.4.3 Convergence of the FEM solution

Convergence of the FEM solution was studied by computing the discrepancy between the FEM
and analytical solutions while increasing the mesh density. Two metrics were used for the
comparison: the vertex relative error and the FEM error normulieg the analytical solution
andu” the FEM solution, the percentage relative error was defined for each vertex as

h

e; = 100 (7.30)

Uj

The FEM error norm was approximated as

N 3
el = <Zle(’“’!2Vk> : (7.31)
k=1
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Ju(|x]<1,]y|<1,2=0)-1|

o

o

Figure 7.2: Convergence of the analytical solution (7.19}o the imposed boundary condi-

tionsu(z,y,z) =1, forz = 0,

x| < 1,

y| < 1 (7.5), versus the maximum number of terms
1 andv equal ton used to approximate the infinite series, where the three different curves

correspond to several points at the specified region of the boundary for a mesh of 384 elements.

whereN is the number of tetrahedr¥, is the tetrahedral volume, arff” is the absolute error
of the kth-tetrahedrdl;, computed as the vertex average

k) _ i;ﬁk s — ul. (7.32)
Convergence was verified by studying the dependence of the FEM error on the element size
h, which was given by the largest edge in the mesh; this reflects how much the FEM error

decreased by consecutive refinement.

7.2.5 FEM mesh

The tetrahedral mesh for the FEM isotropic and anisotropic solutions comparison was generated
using NETGEN (384 elements) [154]. For the comparison of the FEM with the analytical
solution tetrahedral meshes of different mesh density were created by using Cubit (2001, Sandia

Corporation, http://cubit.sandia.gov/).

7.3 Results

7.3.1 Convergence of the analytical solution

The analytical solution converged slowly to the imposed Dirichlet condition (7.5), on the plane
z = 0 for |z| < 1 and|y| < 1, for whichu = 1, because of the voltage jump from= 1 to

u = 0 for |z| = 1 and|y| = 1 (Figure 7.2). The difference was less thtaf1% for n = 1000,
which was used for the rest of the analysis.

7.3.2 Comparison between the FEM isotropic and anisotropic solutions

The FEM anisotropic solutioa(z) in the transformed domai was verified to be equal (7.25),

up to floating point accuracy, to the isotropic FEM solutidrr) in Q. The relative error is of
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Table 7.1: FEM error norn¥|le|lo (7.31) by increasing the number of elemenfs which
yielded a relatior|e||q o« h® (Figure 7.4), wheré: is the element size; and the maximum

percentage relative vertex ernagx |e;| (7.30).

N Yomaxle| lelo h

495 35.69 0.0326 0.88
2985 24.01 0.0228 0.52
8025 34.93 0.0170 0.37
13747 29.88 0.0135 0.32
35864  28.13 0.0099 0.26
55863 33.92 0.0087 0.24
08843 25.78 0.0060 0.21
353616 35.09 0.0051 0.14

the order10~2% for the nonlinear transformation (7.26) where errors were larger for those
vertices for which the determinant of the Jacobian of the transformadtiohl’) was larger
(Figure 7.3(b)). Increasing the strength of the transformation (7.27), giving an increase of
det(¥’) of several orders of magnitude (Figure 7.3(c)) with respect to the previous one (Figure

7.3(a)), led to a relative error of the ordgr— 2% (Figure 7.3(d)).

7.3.3 Comparison of analytical and FEM solutions

The FEM error norm|e||, decreased proportionally to the element dizeas the number of
elements increased, following the relatipe|| o« A%, wherea was betweer®.22 and0.99

(Table 7.1). A linear fit led tex = 1.1 with » = 0.98 (Figure 7.4). The maximum percentage
relative error at each vertex did not decrease, as the mesh density increased (Table 7.1), which
may be due to the fact that the FEM solution cannot accurately model, for the given element
size, the boundary conditions at the lower plane of the cube,=at0, where there is voltage

jump fromu = 1tou = 0. However, the FEM error norm that measures the total error

decreased linearly.

7.4 Discussion

A method for an empirical validation of the FEM forward solution for the generalized Laplace’s

equation in an anisotropic medium has been presented. The convergence of the anisotropic FEM
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Figure 7.3: Percentage relative voltage differea®® (7.25), for the interior vertices, where
vix# is the number of interior vertices, between the FEM isotropic solutios) in €2 for

o = 1, and the anisotropic FEM solution(z) in the transformed domaif for &(&) =

U ()T /| det(¥)| (7.1) under two nonlinear transformations given by a-b) (7.26), and c-d)
(7.27), wherelet(¥) is the determinant of the Jacobian of the transformation (dash line, which
was scaled asdet(¥)|(max(e®™)/ max(| det(¥)|)) to be plotted together with the relative

error).
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Figure 7.4: Loglog plot of the FEM error norfie||, (7.31) versus the element sizéthe same

as in table 7.1) and a linear fit||, oc A!! with correlation coefficient = 0.98.

solution to an analytical solution was verified for the case of a homogeneous cube in terms of
the relative vertex error and the FEM error norm. The isotropic solution in the given domain

and the anisotropic solution in the transformed domain have been shown to be equivalent for a
nonlinear transformation. The FEM error norm decreased proportionally to the tetrahedral size.
On the contrary, the local relative vertex error did not decrease as the mesh density increased.

The goodness of the analytical solution was studied versus the number of basis functions in
x and y used to approximate the infinite series. The error to fit the imposed boundary conditions
was less thaf.01% when more than one thousand terms were employed. Since the number of
terms in the series increases with the power of two of the number of basis functions, the ana-
Iytical solution was approximated using one thousand basis functions. In addition, it presented
a slow convergence because the imposed boundary conditiens-af-plane had a voltage
jump from one, in the interior of the plane, to zero, at the edges. The error of the analytical
solution was significantly smaller than the error between the analytical and FEM solutions, so
the analytical solution was accurate enough for testing the FEM solution.

The extension to the EIT problem from these results, that is, considering Neumann’s
boundary conditions together with the electrode contact impedance, can be done since in EIT
formulation the conductivity tensor appears only in the main part of the system matrix, which
has been tested here.

The convergence of the anisotropic FEM solution to the analytical solution was studied
in two steps. First, the FEM solution in the isotropic domain was equal up to floating point
accuracy to the anisotropic FEM solution in the transformed domain under a nonlinear trans-

formation. Because the difference was larger for the more distorted elements and by increasing
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the magnitude of the transformation, such that the determinant of the first derivatives of the
transformation increased by several orders of magnitude, then the difference can be explained
by the floating operations. Second, the FEM solution converged to the analytical solution with
FEM error decreasing proportionally to the element size. However, the vertex error did not
decrease accordingly, which could be due to the difficulty of the FEM solution to model the
boundary conditions for the considered element sizes. From the decrease of the FEM error, it
was concluded that the FEM solution converged to the analytical solution.

The results verified that the anisotropic FEM solution is accurate enough for modelling the
forward problem in an anisotropic medium, which can be employed to study the influence of
modelling anisotropy for EIT of the head, for which bone tissues like the skull and white matter

are anisotropic.



Chapter 8

Recovery of the anisotropic conductivity

tensor with known eigenvectors

8.1 Introduction

In this chapter, the interest is in the recovery of the anisotropic conductivity tensor in 3D. As it
has been introduced earlier for an isotropic medium, the conductivity tensor can be represented
as a scalar function multiplying the unit matrix (2.6). For the anisotropic case, it is represented
by a 3-by-3 positive definite symmetric matrix with six independent values (2.7). Most im-
portant uniqueness results have been presented earlier (Section D.4.5). In brief, in an isotropic
medium, with a known boundary and complete boundary data, one can uniquely recover a scalar
conductivity [92, 93, 165]. However, in an anisotropic medium, the conductivity tensor has dif-
ferent representations in different coordinate systems. Therefore, given the boundary data, the
conductivity tensor is uniquely defined only up to a diffeomorphic transformation (Appendix
D.2); fixing the boundary selects one from an infinite number of possible diffeomorphisms
[101]. Thus, while in the isotropic case there is one degree of freedom, which is uniquely de-
fined by the boundary data, in the anisotropic case there are six degrees of freedom, for which
it is necessary to select the diffeomorphism that fixes the coordinate system to uniquely define
the conductivity tensor (Section D.4.5 and Appendix D.2).

Furthermore, uniqueness can be obtained by imposing a constraint onto the anisotropic
conductivity tensor that determines the diffeomorphism. Unigqueness holds under these con-
straints: recovery of one eigenvalue [92, 93], that is, when eigenvectors and two eigenvalues
are known and one aims to recover an unknown eigenvalue; multiple scalar to the tensor when
eigenvectors and eigenvalue ratios are known and one aims to recover a multiple scalar [104];
and multiple function to the tensor [2, 48]. It has been suggested that providing information
about eigenvectors, which, for example, in medical applications could be obtained from a struc-

tural imaging modality, and eigenvalues, could uniquely define the conductivity tensor [104]. In
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addition, the existence of local orthogonal coordinates on 3D Riemaniann manifolds (Appendix
D.1) provides a natural coordinate system for which the metric is diagonal in all points of the
manifold [36], and so the metric can be diagonalised by providing the right local coordinate

system.

The finite element formulation for piecewise linear voltage and constant conductivity of
the EIT forward problem is equivalent to the resistor network problem (Section 2.2.3), for which
the conductance for resistors placed on the mesh edges can be expressed in terms of the element
conductivity; in this case, the number of degrees of freedom in the forward problem is given
by the number of edges that connect every two nodes, the node connectivity [106, 37, 35, 100].
A numerical study of the non-uniqueness for the finite element case suggested that fixing the
mesh selected an arbitrary local coordinate system, fixing the extra degrees of freedom, which
would lead to a unigue meaningless solution in a fixed mesh; yet fixing the mesh did not fix the
six degrees of freedom per element, which may have been due to the fact that, even for a fixed
mesh, the mesh structure contains information that is not arbitrary, and so it may not specify all
the information; it was found that one could recover between one and three times the number

of elements [1].

An important usable constraint for EIT of medical applications is when the eigenvectors
are known. The anisotropic structure of tissues like muscle, bone, and brain white matter can
be approximated from a structural imaging modality or estimated directly from DT-MRI [172].
The eigenvalues, which are the conductivity along three orthogonal directions, are still un-
known. Nonetheless, there is, to my knowledge, no theoretical proof of the uniqueness for this

constraint.

The purpose of this chapter was to verify uniqueness for the recovery of a piecewise linear
conductivity tensor with known eigenvectors from the complete NtoD data, that is, all possible
boundary data, using a numerical approach. This was done in two steps, first, by studying the
rank of the Jacobian, from which one could infer that the constrained problem is well condi-
tioned, and second, by testing the convergence of the constrained inverse problem for several
conductivity distribution simulations. The rank of the Jacobian for both linear conductivity
and constant conductivity was computed; for linear conductivity, to verify that the Jacobian
of the proposed constraint was well conditioned; for constant conductivity, to verify that the
rank of the Jacobian for the discrete case is given by the number of edges in the finite ele-
ment mesh. The linear conductivity tensor was nodal based and spanned by shape functions.
Tensor distributions were simulated including diagonal and general tensors with two subgoals

i) the recovery of smooth eigenvalues for a diagonal tensor that suggested theoretical unique-
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ness, and ii) the recovery of eigenvalues for a piecewise smooth general tensor distribution that
resembled physiological tissue like skull or brain white matter. Simulations included tensors
whose eigenvectors and eigenvalues varied smoothly throughout the domain and a DTI sample
of brain white matter. The inversion was performed by implementing a quasi-Newton method

with linear search.

8.2 Methods

8.2.1 Forward solution

The forward problem in this chapter was given by the weak formulation of the generalized

Laplace’s equation (2.16) with Neumann boundary condition (2.9),

> /Q (Vo) oV, = /a . o', (8.1)
J

wherew is the voltage solution in a 3D domasi with conductivityo, v is the unit outwards
normal to the domain surfag#?, J is the current density, ang are linear shape functions

(2.19).

8.2.1.1 Basis functions

Let ¢; be the shape function at the ith-node, witk 1, ..., n wheren is the number of nodes,
(¢1,--.,¢n) Were used as the basis functions for both the voltage and the conductivity. In this
basis, the voltage is
u=Yu;p;, (8.2)
j=1
and the conductivity tensor is
0 = Zai¢i7 (83)
=1

so then both the voltage and conductivity are piecewise lihear

For every poin{z, y, z) in 2, whereo is equivalent to a Riemannian metric in a manifold
(section D.4.5), being represented by a 3-by-3 positive definite symmetric matrix in some co-
ordinates, there is always an orthonormal transformation from the given coordinate system to a
diagonal matrix [36]. Defining the local coordinate system by the tensor eigenvectas,be

represented as a diagonal matfixn the local coordinate system (sections D.4.2 and A.2.1)
o=VDVT, (8.4)

whereV = [v1, v2, v3] is @ matrix of orthonormal eigenvectarsand D = diag(d;) is a matrix

of real positive eigenvalues. In the local coordinate system, the eigenvector corresponding to

1In the rest of the thesis the conductivity is considered as piecewise constant; in this chapter, it is piecewise linear

except in the rank analysis section where both of them are considered.
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the largest eigenvalue defines the preferred direction of current flow. By providing the tensor

eigenvectors at each node positignthe conductivity is spanned as

n n 3
o(x,y,2) =Y o(ri)gi=) (Z Uj(Ti)dj(ﬁ)va(Ti)) ;. (8.5)

i=i i=i \ j=i
In some special cases, the tensor eigenvectors were aligned with the axis, which led to diagonal
conductivity tensors

O-(‘T7 Y, Z) = Z dlag(dl (Ti)7 dQ(Ti)v d3(rz)) (;57, (86)

=1
Hence, tensor distributions were simulated by providing eigenvectors and eigenvalues,
(di(ri),da(rs),ds(r;)) = (fi(rs), f2(ri), f3(r;)), at each node; where f; are some smooth
spatial distributions.
Basis functions for injections and measurement patterns were the vecter® Y per-
pendicular to ones (Figure 8.1(a)), since the Kernel of the NtoD map is a vector of constant

elements (p. 67),

(8.7)

—1 -1 1
e =
N N—l, ’N—l’ ;

whereN is the number of boundary nodes, satisfying (2.12) for each injection. Thaarrent
injections andV measurements for each injection yield$ boundary data. This provides the
complete NtD map, that is, the current is injected and the voltage is measured everywhere on
the surface.

8.2.1.2 System matrix

The system matrix for piecewise linear shape functions whose gradi,eﬁf% are constant in

an elemenf), and conductivities given by (8.3), was calculated as

Sij = / dr01¢;O1mOmd; =
Q

S g [ / drop | Ono =
Qp i

kesupp(z)Nsuppy)

) _
(k) s(k) (k) _
S ot | [ Yt o - @9

kesup(i)Nsupg(y)

> 61<Z>1(-k)Vk Z Us(k m¢§'k) =
kesupg(i)Nsup(j)

> Y asls ‘“’a i,

kesupgi)Nsupy(y) l,m




136 Chapter 8. Anisotropic EIT with known eigenvectors

1. fll(N'l)

* -

-1/ (N-1)

Figure 8.1: Representation of a current injection by a vector with valae a given node
and value—1/(N — 1) an the rest of nodes, on the boundary, thateijs,= (—1/(N —

1),...,1,...,—1/(N — 1)), whereN is the number of exterior nodes.

where supfy) N supg) is the support of the edde, j), 7 is the average of the nodal values

Im

of the kth-element, and the integral of a shape function over an element is

¢s =
Qi

Vi
— 8.9
1 (8.9)

whereV}, is the volume of the kth-element. In EIDORS, the shape function gradients are com-

puted in the reference element.

8.2.1.3 Uniqueness of the FP

Uniqueness needs to be imposed to the FP (p. 59); it was done as

v
/Qu—zj:uj/ﬂ¢j—zuj > Z’“:o. (8.10)

J kesupj)

N————’
Ci
Thus, the FP was solved as
S I
U= , (8.11)
Clxn len

whereU, I € R for N current injections] = [19%" 19?] whereds2 is the boundary and
a0t is the interior, such that??™ = 0 andI%? = [ey, .. ., ey], with n nodes andV exterior
nodes.

8.2.1.4 Measurements

Let U € R™*N pe the forward solution]/ = [u1,...,un], Wwherew; is the solution corre-

sponding to the ith-current injection that can be separated in interior and boundary voltages as
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u; = [u??", u??), then theN measurements for this injection in the basis (8.7) were computed

as
A1 =< el,ufm >
App =< GQ,U?Q >
(8.12)
o0

AZ'N =<en,u; >,

wherei = 1,...,N. Thus, the NtD mag is a map of the ith-current; into the (i,j)th-
measuremenk;; as

ei — Mij, (8.13)
wherej =1,..., N.
8.2.2 Sensitivity matrix
The Jacobian was computed both by finite differences and by the product of measurement and
current fields based on the derivation of the Jacobian for isotropic conductivity (3.13) [140].

Jacobians have been implemented with respect to the diagonal elements for a diagonal tensor

and with respect to the eigenvalues for a general tensor.

8.2.2.1 By finite differences
The sensitivity of the measuremeff; to a change of conductivity at the sth-nodg, was

computed as
8Aij _ Aij(JlSl + AUZSZ) — Aij(dlsl) (8 14)
doy, Ao}, ’ '

where the conductivity increment was

Aoy = max(|ou|)/€ps (8.15)

and eps was the floating point accuracy. In fag},represents the diagonal elements for a

diagonal tensor or the eigenvalues for a general tensor.

8.2.2.2 By product of measurements and current fields
The injection fields for the ith-current injectiepwere obtained by solving the forward problem
Su; = e;, and the measurement fields were obtained by solving the forward prchlers: e;
wheree; was the fictitious current corresponding to the jth-measurement.
For diagonal tensors, it was computed column by column where each column represented

a nodal conductivity tensor coefficient. Lebe the sth-node anldn be the tensor coefficient

Here, A represents the matrix or vector of boundary data for the NtoD map, while everywhere else in the thesis,

A represents the DtoN map itself (section 3.1.1).
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indices?, the sensitivity matrix integrated over the support of hertex was calculated as
OAi; «
dos = —/eralm(bs(r)amuj =

(k) #(k) _
_ Z O, (/Q drqﬁs)@muj = (8.16)

kesupi s)

Vic 5B g o ()

- Z Ial i Omty
kesups)

where for each measureme(it ), the Jacobian with respect to the three diagonal entries at
a given node was be computed .49 where.J € R**? was given by = [J1) ... J®)]
with J*) = —%alug’“)aluj““) andp is the number of elements, addl € RP*™ is a matrix
that contains an entry one if an element contains a node and zero otherwise. lhifaen
elementwise Jacobian column agdaccounts for the nodal support yielding a nodal based
Jacobian.

For a general tensor, by using the eigenvalue decompositienV’ DV, the sensitivity

matrix for each diagonal coeﬁiciemﬁi), wherer = 1,2, 3, at the sth-node, was given by

8AZ] o /¢s aluz V(s)a ;k:

8D7"7“
— Z </ drqbs) 8lu ®) iS)V( )8mu;(k): (8.17)
kesup¢s)

Vi oo x
kesupf(¢os)

where for each measurems(it ), it was computed by summing explicitly over all element
contributions(), for » = 1,2,3. Because the computational time for calculating the direct
Jacobian for general tensors (8.17) was larger than the equivalent FD Jacobian, the latter was

used for the simulations.

8.2.3 Finite element mesh

The finite element meshes used were spheres (148,309, and 807 elements) and cubes (495
elements); they were created with NETGEN [154].

8.2.4 Rank analysis

The study of the rank of the Jacobian aimed to test the numerical uniqueness in terms of having
a well conditioned map between the conductivity and the boundary data. If the Jacobian was
full-rank, then it was concluded that the data uniquely determined the unknowns and so the

inverse reconstruction would be well defined. Full-rank was understood (section A.2.3) when

The Jacobian was derived as the sensitivity of the measurements with respect to all tensor coefficients, yet only

the diagonal elements; are needed.
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the Jacobian singular values decayed smoothly and were not zero, where zero was defined when

the ith-SV,s;, was five orders of magnitude smaller than the first, that is,
2 <1075, (8.18)

A second goal was to verify the hypothesis about the rank of the Jacobian for piecewise
constant conductivity that says that the rank of the Jacobian is given by the nodal connectivity
in the finite element mesh. As explained in Appendix D.4.5 (p. 237), the conductivity tensor
can be recovered in a two step approach, first, by recovering the abstract manifold structure,
and, second, by selecting the coordinate system. It is known that there is an arbitrary selection
of coordinate systems; here the aim was to verify that the abstract manifold is given by the finite
element nodal connectivity such that this number gives the maximum number of unknowns that
one can recover, for piecewise constant conductivity. Besides, by constraining the eigenvectors
for piecewise linear conductivity, the aim was to show that the number of unknowns for the
proposed constraint is less than the mesh connectivity, given by the rank of the Jacobian for
piecewise constant conductivity.

The idea is based on the equivalence between a finite element mesh and a resistor network,
from which replacing edges by resistors and solving the equivalent resistor mesh, the system
matrix is equivalent to the FE one (section 2.2.3) [106]. The nonzeros in the system matrix are
given by the nodal connectivity where entries are zero only if nodes are not connected or in the
case of a specific mesh, for example, with normal angles, for which the resistors conductance
can be zero (Figure 8.2). Because of symmetry, one cannot expect to recover more unknowns
than the number of nonzeros in the upper triangular submatrix of the system matrix, then the

rank of the Jacobian is
nz(S) —n

rank(J) = 5 ,

(8.19)

where nZS) is the number of nonzeros in the system matrix arid the number of vertices,
which accounts for the diagonal elements.

To test this hypothesis, the rank of two Jacobians was computed: a) with respect to the
eigenvalues for piecewise linear conductivity (8.16,8.17), and b) with respect to the six inde-
pendent tensor coefficients for piecewise constant conductivity given in [1]. The case a) aimed
to verify that the Jacobian was full rank and so the constrained numerical inverse problem pro-
posed here was well conditioned. The case b) aimed to estimate the mesh connectivity, that is,
the maximum number of unknowns that are determined by the data, since the Jacobian with re-
spect to the six tensor coefficients was expected to be rank deficient. It was done for a spherical

and a cubical mesh.
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8

Figure 8.2: Mesh connectivity, in 2D, such that the system matrix is zero when nodes are not
connected, that is, in this example the nonzero entries for node one are two to seven but not

eight.

In @), the conductivity was a diagonal matrix with sinusoidal functions. In b), the conduc-

tivity was a constant general tensor in the domain defined elementwise equal to

1.1 0.1 0.2
c=1 01 12 03 |. (8.20)
0.2 0.3 1.3

8.2.5 Simulated tensor distributions

Tensor distributions were simulated to test the feasibility of recovering piecewise linear eigen-

value distributions with known eigenvectors. In the simplest case, the tensor was diagonal

o(z,y,2) = diagdy(z,y, 2),dy(z, y, 2),d:(x,y, 2)), (8.21)

whered; provided the magnitude of the conductivity along each of the Cartesian axes. The
assumption of a diagonal tensor is valid in 3D continuously differentiable Riemannian man-
ifolds where there exist a local choice of orthogonal coordinates for which the Riemannian
metric, equivalent to the conductivity (D.4.5), is diagonal [36]. Hence, given a general conduc-
tivity tensor there exists a diffeomorphism that transforms the metric to a diagonal matrix in
the local coordinates. LdD be the diagonal conductivity tensor in local coordinates, there is
a diffeomorphism¥’ that maps the global basis vectdks, eq, es} into the local basis vectors

{v1, v, v3}, such that the conductivity in global coordinates is given by

o(w,y,2) = V(z,y,2)D(x,y,2)V" (,y, 2), (8.22)
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(a) Eigenvectors that were equal for the whole do- (b) Eigenvectors that changed throughout the do-

main main
Figure 8.3: Example of two anisotropic domains, whose anisotropic structure is given at each
point by the three orthonormal eigenvectors that form a local coordinate systehose axes
did not coincide with axes in the global coordinate systenwhere eigenvectors a) eigenvec-

tors were constant in the domain, b) changed throughout the domain.

whereV is the Jacobian o¥ given by
V= [Ulv V2, ’03]' (823)

In fact, this is equivalent to the SVD of a mateixwhereV is the matrix of eigenvectors ard

is the matrix of eigenvalues (sections D.4.2 and A.2.1)
D($7 Y, Z) = diaqdl(x7 Y, Z)7 dg(l', Y, 2)7 dg(flf, Y, Z)) (824)

General tensors were simulated using the eigenvalue decomposition (8.22) that allowed
initialising them based on knowledge of the material structure, that is, eigenvegtormsi-
cated the preferred directions of current flow, and eigenvadygsovided their magnitudes.
Diagonal tensors were a simplification where eigenvectors coincide with the axes, yet, in gen-
eral, eigenvectors had an orientation that did not coincide with the axes (Figure 8.3(a)), and
V =V(x,y,z)andD = D(z,y, z) were a function of space and changed orientation through-
out the domain (Figure 8.3(b)).

While eigenvectors provide the orientation, eigenvalues determine the shape of the physi-
ological tissue by favouring one specific direction or plane. This leads to two basic structures,
prolate and oblate (Figure 8.4(a)). In the prolate case, a dominant direction is described by a
larger specific eigenvalue that determined a fibre type structure. In the oblate case, two equally
dominant directions, with similar eigenvalues, defined a layered structure, where a third eigen-

vector is penalised by a lower eigenvalue.
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Figure 8.4: Main biological eigenvector orientation: a) oblate, of flattened structure like bone

tissue; b) prolate, resembling fibre structure like brain white matter.

Several tensor distributions were simulated in terms of eigenvector orientation and eigen-
value distributions type. Eigenvectors were defined, at each node of the domain, using concepts
of differential geometry that allowed description of three orthonormal vectors based on the ve-
locity and normal vectors to a 3D curve (section D.3). Given the eigenvectors, at each point of
the domain, eigenvalues determined two type of anisotropic structure: i) by assigning the veloc-
ity vector of a curve as the eigenvector with largest eigenvalue, and a plane perpendicular to the
curve as the two eigenvectors with lowest eigenvalue, similar to a bunch of fibres (prolate case);
i) by assigning a surface changing throughout the domain as two eigenvectors with dominant
eigenvalues, and a perpendicular vector to the plane as an eigenvector with smallest eigenvalue,

similar to a layered structure (oblate case).

So far, only one tensor has been contemplated, however, real tissue comprises of a contin-
uous mix of different tissue types, which can be modelled by a weighted sum of two different
tensors accounting for an anisotropic structure with some extension that smoothly overlaps into
the isotropic parts of the domain. This ideas have been applied for building phantoms resem-

bling white matter fibre to test methods for the reconstruction of the diffusion tensor [102].

The last model was a diffusion tensor sample estimated from a DT-MRI sample of brain

white matter.

In summary, there were five goals for the diverse tensor simulations: recovery of constant
eigenvalues, to test the numerics; recovery of smooth eigenvalues for a diagonal tensor, to test
the numerical convergence of the proposed constraint; recovery of eigenvalues for a general
tensor, to test the feasibility for models resembling physiological structure; recovery of eigen-

values for a mix of two tensors, to test a more realistic case; recovery of eigenvalues of an
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estimated DT of brain white matter, to test for realistic human tensor structure (Table 8.1).

In terms of the eigenvector orientation type there were six types: axial, spherical, poly-
nomial, helical, mix of two different tensors, and the diffusion tensor, which were labelled as
Model 1-6 (Table below).

Model label Eigenvector orientation

Model 1 axial

Model 2 spherical

Model 3 polynomial

Model 4 helical

Model 5 mix of two tensors
Model 6 diffusion tensor (DT)

In terms of eigenvalue distribution type, five different types were simulated: constant,
linear, sinusoidal, exponential, and smooth mix of two tensors, which were labelled as Model
A-D (Table below).

Model label Eigenvalue distribution

Model A constant

Model B linear

Model C sinusoidal

Model D exponential
Model E mix of two tensors

Because of the diverse type of distributions, simulation labels and details are specified as
the simulation number, model ID, objective of the simulation, eigenvector and eigenvalue type,

geometry, and mesh; they are separated regarding their objective (Table 8.1).

Simulated eigenvalue distributions were intended to be recovered at the reconstruction
stage, and so it was required to provide an initial estimate as a first step for the inversion. Below,

eigenvectors and eigenvalue distribution and estimates for the simulated models are specified.
8.2.5.1 Model 1: axially orientated eigenvectors

In the case when the eigenvectors are orientated with theldxise;, es, e3] = I3.3, then
c=D = diag(dh ds, dg), (825)

whered; = d;(z,y, z) in general. Several smooth eigenvalue distributidnsere simulated:
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Table 8.1: Summary of simulations. Simulations are grouped regarding their purpose, the eigen-
vector (eigevec.) orientation and eigenvalue distribution type (eigvals.); they are labelled to be

easily found in the text. Also the geometry (geom.) and number of elements of the mesh are

given.
Model Aim Eigvec. Eigval. Geom. Mesh
1A constant axis constant cube 495
1B smooth eigvals. axis linear sphere 807
1C smooth eigvals. axis sinusoidal  sphere 807
2A gen. eigvec. spherical constant sphere 148
2D gen. eigvec spherical exponential sphere 148
2D gen. eigvec. spherical exponential sphere 309
3A gen. eigvec. polynomial constant cube 495
5(1A & 3A) mixtwotensors - - cube 495
5(1B & 4) mix two tensors - - sphere 309
6 DTI - - cube 495

e Model 1A: A constant distribution throughout the domain
o =diagV/3,1/v3,1/v/3) forall z,y,z. (8.26)

In this case, it resembled fibre type structure aligned with the x-axis favouring current
flow in that direction, in a cubical domain (Figure 8.5). The conductivity estimate was

Oestimate — diaqlu 1, 1)
e Model 1B: A linear distribution
o=dag3+z+y+232+z+y+2z3+ 1.2+ 1.4y + 0.82). (8.27)

In this case, these three linear functions were simulated in a spherical domain (Figures

8.14(a),8.14(c), 8.14(e)). The conductivity estimate wasg,,..c = diag(3, 3, 3).
e Model 1C: A sinusoidal distribution
o = diag(3 + cos(mx) + cos(my) + cos(nz), 3, 3). (8.28)

In this case, a sinusoidal function was simulated in a spherical domain (Figures

8.15(a),8.15(c)). The conductivity estimate wasmq... = diag(3, 3, 3).
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Y

/i

Figure 8.5: Model 1A: anisotropy structure with eigenvectors aligned with the axes in the given

global coordinates such that conductivity is favoured in the x-direction resembling a fibre type
material aligned with the x-axis. Since eigenvectors coincide with the axes, the conductivity
tensor is diagonal, where diagonal elements weight the conductivity along each axis; the simu-

lated conductivity was = diag(+/3,1/v/3,1/+/3), constant in a cubical domain.

8.2.5.2 Model 2: Spherically orientated eigenvectors

Given the change of coordinatés— = wherez = (6, ¢, r) are the local spherical coordinates,
eigenvectors were defined as the local basis vedtors|ey, ey, e,]. Similarly, the same result
is obtained by assuming a spherical surface of radjug each pointx, y, z), such that each
radius defined a spherical plane that can be represented by the two velocity vectorsy
andv, = v, tangential to the surface at the given point (section D.3), and the third eigenvector
v3 = V f is perpendicular to the surfage= 22 + y? + 22. The eigenvector¥ = V (6, ¢,7),
wheref = arctan(y/x) and¢ = arccos(z/r) were defined at each node as

vy = (cos B cos ¢, cos O sin ¢, —sin )T
vo = (—sinfsin ¢, sin 6 cos ¢,0)” (8.29)

V3 = (xaya Z)T

wherev; were normalised. In fact, this model presented a singularity in the center of the domain,
r = 0 andx = 0 that was avoided because there was not a vert@x @t0). Thus, eigenvectors

(v, ve, vr) Were defined at each point of the volume (Figure 8.6).

Several smooth eigenvalue distributiérwere simulated:
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Figure 8.6: Model 2A for which eigenvectors are defined locally coinciding with the axes in

spherical coordinates where the most important direction, the gradient direction, is shown.

e Model 2A: A constant distribution throughout the domain
D =diag1,1,4) forall =z,y,z. (8.30)

In this case, the conductivity is higher in the radial direction than perpendicular to it, so
it resembled an anisotropic structure made of fibres that are born in the center and flow

towards the surface. The conductivity estimate Wagmq.. = diag(1, 1,1).
e Model 2D: An exponential distribution
D = diag(1, 1, exp[—2(z? + y* + 22))). (8.31)

In this case, the conductivity in the radial direction decays exponentially as it approaches

to the center of the sphere. The conductivity estimate vas diag(1, 1, 1).

8.2.5.3 Model 3: Polynomially orientated eigenvectors
Based on the parametric curve

(‘/‘E7 y’ Z) = (:'B?t? a’tz)) (832)
eigenvectors were based on the velocity vector, its derivative or normal, and their vectorial

product or binormal (Appendix D.3)] = [0, a, Bt] (where represents the normalised version

of a vector). For the simulation, the three vectors were simplified as

v = (0,1, 2ay)
vy = (0, —2ay, 1) (8.33)
V3 = (17 07 O)

wherea = 1/8. This defined a layered structure where planes were formed by the eigenvectors

v1 andvs, the velocity vector to the curve and the x-axis, apdvas normal to the curve, such
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thatv, andvy were equal fory = const and smoothly vary withy, andvs was constant for the
whole domain (Figure 8.7(a),8.7(b)).

Model 3A: Eigenvalues were defined as a constant distribution throughout the domain as
D = diag(v/3,1/V/3,V3), (8.34)

so the plane formed by the normal and the velocity vegtar,vs), defines a layered structure
of preferred current flow (Figure 8.7(a)). The conductivity estimate was set toldiag ).
8.2.5.4 Model 4: helical orientated eigenvectors

Based on a helix function
(z,y,2) = (Rcos(8), Rsin(0), PO/m), (8.35)
whereR is the radius of the helix an®/ its velocity, were calculated as

vg = (—Rsinf, Rcosf, P/r)
ap = (—Rcos(f), —Rsin(0),0) (8.36)

bo = vg N ag

wherewvy was the velocity vector which defined the dominant direction,gnahdby were the
normal and binormal to the curve, respectively, that defined a perpendicular plane to the curve
(Figure 8.8(a)). Eigenvectois = V (z,y, z) = V (0) were computed at each point of the finite

discretisation. Thus, given 6 was computed as
0=0(z)=nz/P, (8.37)

being equal for the:y-plane and changing smoothly with For example, for the plane= 0,
the z andy coordinates of the first eigenvector werex (0,1); for z = 1/4, vp < (—1,1).

The helix parameters were = 0.5 and P = 1 (Figure 8.9).

8.2.5.5 Model 5: mix of two tensors

A piecewise smooth distribution of tensors with a smooth overlap of two regions of different
tensor structure was simulated based on DT-MRI phantoms that resemble white matter fibre
track [102]. The tensor distribution was defined by adding up a background diagonaldgnsor

with a general tensars weighted by a smooth factor functigitz, v, z) of the space as
U:UI($7yvz>+f(xay7z)02($7yvz>' (838)

Eigenvalue distributions were simulated as follows.
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(b) Eigenvector corresponding to the largest eigenvalue
Figure 8.7: Model 3: anisotropic cubical domain (mesh of 495 elements) with eigenvectors
changing along the y-direction, such that a) the first and second eigenvectors are the velocity

and normal vectors to the curve, y, z) = (x,t,at?), fora = 1/8, thatis,v; = (0,1, 2ay),
v = (0, —2ay, 1), andvs = (1,0, 0) for the whole domain. Model 3A: eigenvalues weighting

the conductivity along eigenvectors wefe = diag(v/3,1/v/3,v/3), so that each plang =

const. given by b); or vs defined a plane of preferred current flow, changing smoothly with

and penalised the direction perpendicular to that plane given.by
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Figure 8.8: Model 4: anisotropic structure with preferred current flow along a helix and
penalised along its perpendicular plane, defined in a spherical domain. a) Helix function,
(x,y,2) = (Rcos(#), Rsin(f), PA/m), along which the first eigenvectay is defined as

the velocity vector for every point of the domain being the predominant direction. b) Spring
surface that represents the volume from defining a helix at each point, weighted with max-
imum weight in its center. Model 5(1B & 4): the conductivity was simulatedosby=
diag0.5,1.7,0.5) + 1.3 exp(—2r?)Vdiag(1.7,0.5,0.5)VT wherer is the perpendicular dis-
tance from a point to the helix, wheié = [vg, ag, by], andvy = (—Rsin6, Rcos 6, P/),

ap = (—Rcos(8), —Rsin(6),0), by = (0,0,1).
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z=1/4

z=0

Figure 8.9: Model 4: Helix model where the first eigenvector is defined to be tangent to the
helix. It is shown, here, projected in the plane= 0 andz = 1 being constant for each plane

z = const and varying smoothly with.
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Figure 8.10: Weighting functioyfi(z) = 0.5(1 4 cos(27z)) used for adding up to tensor distri-
butions in Model 5(1B 4).

e Model 5 mix of 1A and 3A: The polynomial distribution of eigenvectols$ of (8.33)

within an isotropic background
o =diag(1,1,1) + f(z)Vdiagv/3,1/V3,V3)V T, (8.39)

weighted by a sinusoidal function (8.10(a))

f(2) =0.5(14cos(2mz))  for =z<0.5 (8.40)
0

f(z) =

for z>0.5

such that the upper half plane of the cube was isotropic and the lower part changed

smoothly into a layered structure.
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e Model 5 mix of 1A and 4A: Based on a helix function
o = diag0.5,1.7,0.5) 4 1.3 exp(—2r?)Vdiag1.7,0.5,0.5)V7T, (8.41)

wherer is the distance from the given vertex to the helix curve &nd- [vg, ag, by].

Based on a parametric helix (8.35), then the eigenvectors were the normalised vectors
of (8.36). This structure aiming to be similar to white matter fibre defined a spring, or
volumetric helix, where the helix indicated the dominant direction and its perpendicular
plane defined the volume. It was also weighted where eigenvalues decreased exponen-
tially from the center of the helix, so the tensor distribution smoothly mixed with the
surrounding tensor. This aimed to approximate white matter phantoms that simulate a
piecewise smooth tensor defined along a random walk such that it has the same proper-
ties as tissue: i) it has a non constant curvature, ii) it has an extension or volume, and iii)
it mixes smoothly with the isotropic surrounding [102] (to note that i) was not intended

to be modelled here).

8.2.5.6 Model 6: Diffusion tensor

Eigenvectors were computed from a Diffusion Tensor detail of brain white matter, of resolution
8-8-8 (2mm voxels). It was estimated following the procedure given in section 9.2.3.1: first, by
estimating the DT, second, by interpolating the tensor coefficients, and finally by extrapolating
them in a cubical mesh (495 elements), (Figure 8.22(a)-8.22(d)).

8.2.6 Inverse Problem

An iterative algorithm was applied to minimise the objective function
1
flak) = SlIF(z) = d]I%, (8.42)

whereF'(xy) was the predicted boundary voltages for the conductivjtat stepk, andd was
the simulated data (real data in practice) for the true solutiQn d = F'(ztrue)-

The Quasi-Newton method BFGS was applied as indicated in (3.39), with the objective
gradient was calculated as

Vf(xr) = Ji (F(xx) — d), (8.43)

whereJ was the Jacobian (8.16 or 8.17).

8.3 Results
8.3.1 Rank analysis

The Jacobian with respect to the eigenvalues for piecewise linear conductivity (case i)) was full

rank (Figure 8.11(b)). A comparison between the Jacobian computed by product of fields and by
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(a) Jacobian comparison (b) Jacobian SV spectrum

Figure 8.11: Rank analysis of the Jacobian with respect to the diagonal elements where a) is a
comparison between the Jacobian computed by FD and product of {ig#i&!— .7™P), and b)

is the SV spectrum. The direct and finite difference Jacobians agreed up to the FD incremental
step lengthAo ~ 1078, It was full rank with conditioning cond) = 59. It corresponded

to a sphere mesh of 148 elements with 2916 measurements and diagonal conductivity with

sinusoidal diagonal elements.

FD was done to verify the numerics where the conductivity increment (8.15M\wgs~ 10~8
(Figure 8.11(a)).

The rank of the Jacobian with respect to the six independent coefficients for piecewise
constant conductivity (case ii)) was verified to be given by the mesh connectivity. Besides,
it was larger than the number of unknowns for the proposed inverse problem, three times the
number of nodes, which agreed with the case i) being full-rank (Figure 8.12(b), Table 8.2). For
example, for a spherical mesh witl8 elements an@d0 nodes, the number of measurements
wasns = 2916 and the number of unknowns wés = 180. The Jacobiay € R?16%888 had
rankr(J) = 259 wherer < 6n, yetr > 3n. Thus the proposed constrained problem gith

unknowns had full rank Jacobian.

8.3.2 Recovery of eigenvalues

The objective function (8.42), its gradient (8.43), and the solution error is given for the ten
simulations (Table 8.1). The solution error norm decreased lesd @arfior a constant tensor

distribution, (Model 1A, Figure 8.13(a)). The recovery of a smooth eigenvalue distribution
pattern was possible: linear (Model 1B Figures 8.14(a)-8.14(f)), and sinusoidal (Model 1C

Figures 8.15(a)-8.15(f)). The recovery of eigenvalues for generally orientated tensors was done
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Table 8.2: Mesh parameters and rank results for the Jacobweth respect to piecewise con-
stant conductivity, for a general anisotropic tensor constant in the domain, e < 6ns

for # meas.= N2, the dof(E) is the number of nonzeros in the upper triangular part of the
system matrixty, n is the number of elements,is the number of nodesy is the number of

exterior nodes, and geom. is the geometry.

ns 6ng N 3n  #meas. rank(y) dof(F) geom.
148 888 60 180 2916 259 259 sphere
384 2304 125 375 9604 604 604 cube

L L L L L L L L -100 L L L
0 100 200 300 400 500 600 700 800 900 0 500 1000 1500
ViX # Vix #

I
2000 2500

(a) J spectrum for a spherical mesh (b) J spectrum for a cubical mesh

Figure 8.12: Rank analysis of the Jacobian with respect to the six coefficients for piecewise
constant conductivity, for the complete NtoD and current and measurement pattern given by
vectors perpendicular to one (the only thing that changes with respect to the rest of the chapter
is that the conductivity is piecewise constant instead of linear). SV spectrums for a) a spherical

mesh (148 elements), and for b) a cubical mesh (384 elements).
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Figure 8.13: Model 1A. Results of the recovery of the eigenvalues for Model 1A, for
which eigenvectors coincide with axis and conductivity was a constant distributica
diag(v/3,1/v/3,1/+/3) in a cube of 495 elements. Objective function (top left), objective gra-
dient (top right), relative error norm (bottom left), and max relative error (bottom right), versus

the iteration number.

with error less than0% (Models 2A-6, Figures 8.16(b)-8.22(f)).

8.4 Discussion

It has been verified numerically that is is possible to recover a piecewise linear conductivity
tensor in a 3D anisotropic medium from the complete NtoD map for the constrained case with
known eigenvectors. Simulations were done with two aims. First, the purpose of recovery
of three piecewise linear eigenvalues was to verify numerical uniqueness for this constraint.
The second was to demonstrate that the recovery of eigenvalues for general tensors with an
eigenvector orientation that resembled physiological tissue was possible. Simulations included
diagonal tensors with smooth eigenvalues, general tensors representing anisotropic structures
of a fibre or layered type, piecewise tensor distributions varying smoothly along the domain,
and a DTI sample of brain white matter. For the first case, a linear and a sinusoidal pattern
were recovered for diagonal tensors. For the second case, eigenvalues for general tensors were
recovered with an error below%. A rank analysis of the rank of the Jacobian of the complete
NtoD map with respect to piecewise linear conductivity sampled on the vertices was full rank,
for which the number of unknowns is three times the number of vertices, verifying that the

inverse problem for this constraint is well conditioned. The rank of the Jacobian for piecewise
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Figure 8.14: Model 1B. Results of the recovery of the eigenvalues for Model 1B for a spherical
mesh of 807 elements, for which eigenvectors coincide with axes and conductivity eigenvalues
were three linear distributions. The simulated linear distributions wgre= 3 + = + y + z,

Oyy =32+ +y+2 0., =3+ 12x+ 1.4y + 0.8z, for a conductivity estimatecs¢imate =

diag(3, 3, 3). Cross sections centered at the origin for simulated (left),a)c) oy, €)o.. and

reconstructed (right) by, d) oy, f) 0. eigenvalues.
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Figure 8.15: Model 1C. Results of the recovery of the eigenvalues for Model 1C for a spherical

mesh of 807 elements, for which eigenvectors coincide with axis and conductivity was a cosine

distribution for the first eigenvalue and constant for the other two. Simulated distributions were

Ozz = 3 + cos(mx) + cos(my) + cos(mz), oyy = 3, 0., = 3, for a conductivity estimate

oestimate = 3. Surface plot of the a) simulated and b) reconstruetgd cross sections of the

c) simulated and d) reconstructed,, f) o,,, and e) objective function (left) and its gradient

(right) are given versus the iteration number.
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(b) Recovered eigenvalues
Figure 8.16: Model 2A. Results of the recovery of the eigenvalues for Model 2A for a spher-
ical mesh of 148 elements, for which eigenvectors are defined locally coinciding with axes in
spherical coordinates, and eigenvalues were constant in the domain. The conductivity tensor
was given byoc = VDVT, whereV = [vp, vy, v,] and eigenvalue® = diag(1,1,4), such
that the radial was the preferred direction for current flow. a) Objective function (left) and its

gradient (right), and b) the recovered eigenvalues are given.
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Figure 8.17: Model 2D. Results of the recovery of the eigenvalues for Model 2D for a spher-
ical mesh of 148 elements, for which eigenvectors are defined locally coinciding with axes in
spherical coordinates, and the first two eigenvalues were constant in the domain and the third
one was exponentially decreasing towards the center. The conductivity tensor was given by
o =VDVT, whereV = [vg, vy, v,] and eigenvalue® = diag(1, 1, exp(—2(z% + y2 + 22))).
Objective function (top left), objective gradient (top right), maximum relative error in percent-

age (bottom) are given versus the iteration number.
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Figure 8.18: Model 2D. Results of the recovery of the eigenvalues for Model 2D for a spherical
mesh of 309 elements, for which eigenvectors are defined locally coinciding with axes in spher-
ical coordinates, and the first two conductivity eigenvalues were constant in the domain and the
third one was exponentially decreasing towards the center. The conductivity tensor was given by
o =VDVT, whereV = [vg, vy, v,] and eigenvalued = diag(1, 1, exp(—2(z*+y>+22))). a)
Obijective function (top left), objective gradient (top right), maximum relative error in percent-
age (bottom) versus the iteration number; cross sections of the b)simulated and c¢) reconstructed

third eigenvaluer, .
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Figure 8.19: Model 3A. Results of the recovery of the eigenvalues for Model 3A for a cubical
mesh of 495 elements, for which eigenvectors are defined locally parallel and perpendicular
to a polynomial plane. Obijective function (top left), objective gradient (top right), maximum

percentage relative error norm (low left), and maximum percentage relative error (low right)

versus the iteration number.
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Figure 8.20: Model 5(1A & 3A). Results of the recovery of the eigenvalues for Model 5 (1A &
3A) for a cubical mesh of 495 elements, from a mix of two tensors that yield a smooth overlap
between a tensor with eigenvectors defined locally parallel and perpendicular to a polynomial
plane, and an isotropic background. Objective function (top left), objective gradient (top right),

maximum percentage relative error norm (bottom left), and maximum percentage relative error

(bottom right) are given versus the iteration number.
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Figure 8.21: Model 5(1B & 4). Results of the recovery of the eigenvalues for Model 5 (1B & 4),
(spherical mesh of 309 elements), from a mix of two tensors that yield a smooth overlap between
a tensor with eigenvectors defined locally parallel and plane perpendicular to a helix function,
and an isotropic background, and with eigenvalues exponentially decaying towards the center of
the helix. a) Objective function (top left), objective gradient (top right), maximum percentage
relative error norm (bottom left), and maximum percentage relative error (bottom right) are
given versus the iteration number, with cross sections of the b)simulated and c) reconstructed

third eigenvaluer .
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Figure 8.22: Model 6. Results of the recovery of the eigenvalues for Model 6 for a cubical mesh
of 495 elements, for which eigenvectors were computed from a Diffusion Tensor (DT) detail,
of resolution 8-8-8 (2mm voxels), by interpolating the tensor elements and extrapolating them
in the mesh vertices. DT details ata}> 0 and c)z = 0.38 and b,d) their projections into the
mesh, respectively. €) Objective function (top) and objective gradient (bottom) are given versus

the iteration number.
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constant conductivity was verified to be given by the nodal connectivity and to be larger than
three times the number of unknowns.

Finite element meshes were very coarse because considering all possible measurements
grew asN? whereN is the number of boundary nodes. Validation on a finer mesh would verify
these results. Simulations considering general tensors used the Jacobian with respect to eigen-
values computed by FD since the direct Jacobian method was very slow; therefore, it should be
vectorised to run larger problems. Because simulations took hundred of iterations to decrease
the solution error below0%, some simulations shown here were stopped before then, yet the
recovery of the eigenvalues distribution was assumed by visualising the reconstructed distri-
butions (Models 1B and 1C, linear and sinusoidal, respectively). Convergence was generally
assumed when the objective gradient had decreased four or five orders of magnitude; however,
no differences in image quality was significant when the solution error norm decreased below
10 — 5%.

A previous analysis showed the rank analysis of the Jacobian to be between one and three
times the number of elements [1]. These results verified that the rank of the Jacobian is larger
than three times the number of vertices, and so the numerical problem is well conditioned. In
fact, one could expect to be able to recover higher order piecewise polynomials as long as the
number of unknowns is less than the boundary data.

As for physiological tensor distributions, concentric spheres could represent the skull or
scalp by initialising the eigenvectors in spherical coordinates. This encourages further study to
be applied to a real phantom with anisotropic structure for which the eigenvector orientation
can be approximately estimated. Theoretically, it is known that one can recover one eigenvalue
from the boundary data, yet no result is known about recovering two or three eigenvalues. These
results suggest that numerical uniqueness occurs when eigenvectors are provided and encourage
theorists to study this constraint.

The practical relevance of this constraint is clear for EIT of medical applications where
muscle, bone tissue, and white matter have a conductive preferred direction, which can be

approximated from a structural imaging modality like MRI or directly estimated with DT-MRI.



Chapter 9

Influence of anisotropy on a realistic FEM

model of the head

9.1 Introduction

It is well known that both the skull and white matter conductivities are anisotropic, however,

for EIT of brain function they have been so far considered as isotropic.

9.1.1 Background

The white matter conductivity ratio normal:parallel to the fibres was found tb be [121].
The skull, which is comprised of two plates of hard bone tissue enclosing soft bone tissue
of higher conductivity, could be represented as a layer with an effective conductivity ratio ra-
dial:tangential to the skull surface of: 10 [146], which has been adopted as an upper bound
ratio for studying the influence of anisotropy of the skull for EEG [182]. In vivo DTMRI mea-
surements, the brain conductivity tensor can be estimated from the water self-diffusion tensor
estimated by using the cross-property relation [173, 172], which relates the transport model for
the two tensors with the underlying microstructure. A statistical analysis of the microstruc-
ture in terms of the intra- and extracellular space transport coefficients yields the conductivity
and diffusion tensors sharing eigenvectors. Furthermore, at quasistatic frequencies where the
current does not cross the intracellular space, there is a strong linear relationship between the
diffusion and conductivity tensor eigenvalues. The scalp, which contains muscle tissue, can be
estimated as being 1.5 more resistive in the radial than in the tangential direction at 50KHz [77].
A review of tissue impedances for the head tissues can be found in [77, chapter2].

The effect of anisotropic conductivity of muscle has been studied for absolute EIT of
the heart by providing information about the tissue boundaries, obtained from MRI, and the
anisotropic structure of muscle, assuming a cylindrical symmetry and a conductivity ratio tan-

gential:normal to the muscle of 4.3:1, in 2D and 3D [54, 55]. The anisotropy of the my-
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ocardium was not modelled because of the difficulty of estimating its anisotropic structure.
In 3D, anisotropy of the muscle resulted in a shunting effect which influenced the measure-
ments and reconstructed conductivity, yet did not dominate over other model parameters. The
conductivity values tangential and normal to the muscle were reconstructed assuming that the
conductivity was constant for each tissue.

The influence of anisotropy for EIT of the head has not been studied, but, it has been for
EEG. A high resolution FEM model was used to study the influence of anisotropy of white
matter for the EEG forward model, incorporating the brain conductivity tensors from DTMRI;
from the results from the forward problem, it was suggested that the magnitude of the sources
would be more affected than localisation and the effect would be greater when sources were
deeper in the brain [66]. In contradiction with the previous result, a study in a 2D EEG forward
model emphasized that looking at the correlation was not enough and found a high correla-
tion yet more thar30% discrepancy in the relative error between model potentials for isotropy
and anisotropic white matter estimated from DTMRI. From this result, it was concluded that
anisotropy of white matter would influence source localisation because a previous analysis com-
paring a three-shell spherical with a realistic model yielded 5-10% relative error and an averaged
1.97cm localisation error [90].

A study that modelled anisotropy of the skull and white matter for the EEG forward prob-
lem analysed the effect of anisotropy by increasing the conductivity ratio of both tissues from
one to ten, in terms of the Relative Difference Measure (RDM), which was described as a mea-
sure of the topographic error that compared the isotropic and anisotropic electrical fields [182].
For sources near the cortex, RDM wid$s, mainly affected by the skull anisotropy; for sources
deeper in the brain: RDM wak)%, where now white matter anisotropy appeared most rele-
vant. The effect of anisotropy for EEG source localisation reported a localisation error of up to
18mm, for superficial sources, being mainly sensitive to 1:10 skull anisotropy; and 6mm, for

deeper sources [181, Chapter 7].

9.1.2 Objective and experimental design

The aim was to study the influence on the forward and inverse solutions of incorporation of
anisotropy in a realistic numerical head model. This included four tissue types: scalp, skull,
CSF, and brain [170], and anisotropy was included for all except the CSF. The forward solutions
were compared in terms of i) the current norm, ii) the reduction of current that flows into the
brain, which is relevant for the modelling studies, iii) the percentage error in the domain and
on the boundary voltages by neglecting anisotropy, and iv) the percentage difference between

boundary voltages corresponding to a model with and without a conductivity perturbation in
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the brain. For the linear inverse solution subgoals were i) to study the effect of simulating data
with the anisotropic model and reconstructing it with the isotropic model, and ii) to study the
effect of simulating data with the anisotropic model and reconstructing it with the anisotropic
model based on the assumption that the only possible conductivity change was a multiple scalar
to a general anisotropic tensor. Previous to the head model, a preliminary analysis aimed to
study the effect of anisotropy for simple cubic and a concentric spherical models in terms of the
magnitudes used for the comparison for the head model: voltage and current density. For the
cubical domain, the objective was to verify that the voltage decreased from the injection point
equally in all directions and isopotential lines were semicircles with center at the injection point,
for the isotropic model; and that isopotential lines redistributed from semicircles centered at the
injection point to lines parallel to the predominant conductivity direction, for the anisotropic
model. For the concentric spherical domain, for which the outer and inner shells were isotropic
and the middle one resembled the anisotropy of the skull, the objective was to verify that the

preferential current flow was tangential to the skull surface rather than into the inner shell.

A realistic FEM model of the head that discerned scalp, skull, CSF, and brain was created
from the segmentation of a T1-MRI and tessellation in tetrahedra for the volume enclosed by
the segmented surfaces. The selected isotropic conductivity values, obtained from [77], cor-
responded to a frequency of 50KHz that provided the largest conductivity change for epilepsy

[44]. Before meshing, the T1-MRI was coregistered to the reference of the DT-MRI.

Three tissues were modelled as anisotropic: the scalp, the skull, and white matter. The
anisotropic information for the brain was obtained in three steps. First, for a DT-MRI, of the
same subject as the T1-MRI, the diffusion tensor coefficients were interpolated at the center of
the brain tetrahedra. Second, the conductivity tensor was linearly related to the diffusion tensor
by assuming both tensors shared eigenvectors and eigenvalues were linearly related. Third, the
conductivity tensor trace was scaled to match the isotropic trace. The anisotropy for the scalp
and skull was approximated by using the eigenvalue decomposition such that eigenvectors were
two unit vectors parallel to the surface and one perpendicular to it. Eigenvalue tangential:normal
ratios were 1.5:1 for the scalp [78] and 10:1 for the skull [182]. Also, the skull and scalp tensor

trace was constrained to be equal to the equivalent isotropic trace.

The effect of anisotropy in the forward solution was studied qualitatively: first, by looking
at the current density norm to verify that the current preferred direction of flow was tangential
to the scalp and skull surfaces and along white matter fibres. This was done for meaningless
isotropic conductivity values considering only the isotropy of the skull to isolate its effect; the

same was done for the brain tissue. Second, both realistic isotropic and anisotropic models for
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the scalp, skull, and brain of the head were compared in terms of the voltage, boundary voltages,
and current density norm, with and without a local conductivity perturbation in the brain.

The effect of neglecting anisotropy in the reconstructed images was studied by simulating
eight selected boundary voltages with the anisotropic model and recovering linearly the con-
ductivity with the isotropic one, for a local perturbation at five positions in the brain: occipital
to simulate stimulation of the visual cortex, temporal and hippocampus to simulate changes
in epilepsy, and another two in the parietal and temporal lobe surrounded by white matter.
In addition, all the simulated boundary voltages were reconstructed with the proposed linear
reconstruction method for the recovery of a multiple scalar to a general conductivity tensor,
assuming that tensor eigenvectors and eigenvalue ratios were known. Images were visualised

and compared in terms of the localisation error.

9.2 Methods

9.2.1 Preliminaries: Voltage and current density in an anisotropic domain

The aim of this section was to visualise the effect that anisotropy had on voltage and the current
density, magnitudes that were used to compare the effect of anisotropic conductivity for the
head model, in two simplistic domains: a cube and a concentric sphere.

Given an anisotropic conductivity tensein the domain, the forward problem was solved
for one current injection, which provided the voltageeverywhere, then the electrical field
E = —Vu and current density vector = ¢ £ were computed and visualised, where ¢éheas
nodal based and current and measurement patterns were vectors perpendicular to ones to avoid
the use of a pair electrodes for the injection (p. 135 in chapter 8). The corresponding isotropic

model was also visualised for the comparison.

9.2.1.1 Cubic model

An anisotropic cubic domain with constant conductivity tensor was simulated with the con-
ductivity in the x-direction being ten times larger than along its perpendicular plane, that
is, 0 = diag(10,1,1) everywhere. The corresponding isotropic domain had conductivity

o =diag1,1,1).

9.2.1.2 Three-shell spherical model

The qualitative effect of the anisotropy of the skull was approximated using a three concentric
spherical model (Figures 9.18(a) and 9.18(b)), where the inner and outer spheres were isotropic
and the one in between was anisotropic with radial:tangential conductivity ratio 1:10. That
is, o = diag(1,1,1) in the isotropic part and = oV DVT with D = diag(10,10,1) in

the anisotropic part of the domain, whére= [v;, ve, v3], v1 andvy represent two tangential
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(a) Original T1-MRI of 256-256-150 voxels of size (b) Undersample and cut T1-MRI of 128-128-75
(0.94,0.94,1.2)mm voxels of size (1.88,1.88,2.4)mm

Figure 9.1: T1-MRI of a 24 year old male, acquired at 3T.

directions ands represents the normal direction, amts a constant factor to force the isotropic
tensor to have the same trace as the isotropic one{traeetracg D) = 3 (section E). Hence,

D = diag(1.493,1.493,0.15).

9.2.2 Head model: geometry and mesh
9.2.2.1 MRI and DT-MRI data sets and pre-processing

A T1-weighted MRI and diffusion weighted MRI of the same subject, a 24 year old male, were
taken from the IXI-server at UCL (http://ixiserv.cs.ucl.ac.uk/). The DTI acquired at 3T, had
15 diffusion weighted images in different directions with= 1000s/mm? and reference BO

(b = 0), with voxel resolution ofl.75 x 1.75 x 2mm and128 x 128 x 64 voxels (Figure 9.2(a)
corresponds to the BO, i.e. zero diffusion). The T1-MRI acquired at 3T, had a voxel resolution
of 0.94 x 0.94 x 1.2mm with 256 x 256 x 150 voxels (Figure 9.1(a)).

Pre-processing of the T1-MRI was done because of its high resolution. First, the lower
part of the head corresponding to the jaw was neglected since almost no current flows there;
it would have lead to a excessively high density mesh [170]. It was cut below the brain using
the VTK software (http://www.vtk.org/Wiki/VTK). Second, it was undersampled by half in
three directions using MRIcro (www.mricro.com) leading to a voxel $i28 x 1.88 x 2.4mm
(Figure 9.1(b)).

9.2.2.2 Coregistration of MRI to the DT-MRI data

Previous to the coregistration, the T1-MRI and BO of the DT-MRI were prealigned, and

BO slices corresponding to the blank spaces were increased to match those of the MRI
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(a) BO (DT-MRI) of 135-135-75 voxels of size (b) T1-MRI after being coregistered to the BO of
(1.75,1.75,2)mm 135-135-75 voxels of size (1.75,1.75,2)mm

Figure 9.2: BO of the DT-MRI and the coregistered T1, from which the FE mesh was obtained.

to avoid the MRI to be cut at the coregistration stage. Also MRICro, BrainSuite 2.0
(http://brainsuite.usc.edu/) [158], and (X)MedCon 0.9.9.0 (http://xmedcon.sourceforge.net/)
[123] were used for visualising and converting among DICOM, analyze, and nifty formats
(http://lwww.sph.sc.edu/comd/rorden/mricro.html). The MRI was normalised and coregistered
to the BO and resliced after the coregistration using SPM2 (http://www.fil.ion.ucl.ac.uk/spm/)
[47, 10]. If first applied an affine transformation followed by a nonlinear deformation that

minimised a least squares functional based on maximum entropy (Figure 9.2(b),9.3,9.4).

9.2.2.3 Segmentation and meshing

The coregistered T1 was segmented and tessellated to a tetrahedral FEM mesh (procedure sug-
gested by Raya Schindmes, Medical Physics, UCL [153, 152]). The segmentation and surface
extraction of four tissues, brain, CSF, scalp, and skull, was done using BrainSuite [158, 39],
and the meshing using Cubit (Figures 9.5(a), 9.5(b)). The mesh contained 311,727 tetrahedra
for the whole head and 132,272 for the brain.

9.2.3 Head model: conductivity tensor estimate

9.2.3.1 Diffusion tensor estimation

The diffusion tensor was estimated from the DT-MRI data using the MATLAB tools provided
by CMIC-wiki. Atkinson’s eshowvisualisation tool and other routines were used for display-
ing the DWI and reconstructing and visualising the diffusion tensor/Mét/ be the diffusion
weighted images acquired at fifteen different directions, whenglicates the diffusion direc-

tion, the diffusion tensoP can be approximated by

DW I = Boexp(—bg” Dyg). (9.1)
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Normalised Mutual Information Coregistration

Figure 9.3: Results of the coregistration of T1-MRI to the BO of the DT-MRI. Top) initial (left)
and final (right) histograms, and bottom) target BO (left) and coregistered T1 (right).
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Normalised Mutual Information Coregistration

.

Figure 9.4: Second view of the results of the coregistration of T1-MRI to the BO of the DT-MRI.
Top) initial (left) and final (right) histograms, and bottom) target BO (left) and coregistered T1

(right).
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(a) Brain mesh (b) Scalp mesh
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Figure 9.5: Mesh from the coregistered T1-MRI, of 311,727 tetrahedral. a) Brain mesh, b)
scalp mesh, c) conductivity model with isotropic conductivity values (S/m): &l CSF

1.79, skull 0.018, scalp0.44.
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Figure 9.6: Cross section of the fractional anisotropy of the diffusion tensor estimated from
the DT-MRI, on a grey scale where white correspondrtd = 1 (white matter) and black

correspond td”A = 0 (grey matter).

The diffusion tensor was reconstructed using LS on the logarithmic version of (9.1) by using

the MATLAB function dwi2tenson{14] (Figure 9.6).

9.2.3.2 Brain conductivity tensor

The DT was interpolated in the center of each tetrahedral element of the brain mesh and then
the linear relationship between the CT and DT was applied. Thus, the DT coeffi€ientsr

i,j = 1,2,3 andj < ¢, defined in the regular grid of the MRI voxels, were interpolated using
B-splines and extrapolated at the center of the brain tetrahedra. Before the interpolation, outside
the brain the DT was set to isotropic by scaling its trace to the mean trace of the brain; after the

extrapolation, the same was done for any nonpositive definite tensor.

The conductivity tensor for the brain was estimated from the diffusion tensor assuming
that they shared eigenvectors, and that eigenvalues were proportional¢¥73% 0.844 +

0.0545Ss/mm3, whereT is the diffusion tensor and is the conductivity tensor.

Three quantities were calculated and visualised to check the estimated conductivity ten-
sor after the linear relation: the trace, the Fractional Anisotropy (FA) (see below), and main

direction of the tensor.

The tensor trace had values around one, most between 0.9 and 1.6, with low and high val-
ues that may be caused by a mismatch from a not perfect segmentation or by an overlapping
with the CSF tissue (Figure 9.7(a)-9.7(c)). Besides, a linear relation may have yielded a con-
ductivity tensor with larger or smaller trace than the expected conductivity bounds. This was

overcome by scaling the CT trace.

The FA, that differentiates the isotropic from the anisotropic tiséug, FA < 1, was
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computed as

D}, + D3, + D33

pac 3 e e 1)

whereT = D is the mean trace or diffusivity (the bar indicates the mean)aigithe diagonal
matrix of eigenvalues (Figures 9.8(a)-9.8(f)).

The main direction of the conductivity tensor was visualised to verify that the directions
were well estimated. Thus, the main direction, given by the eigenvector corresponding to the
largest eigenvalue, was color coded based on a three-colour scale that assigned a different value
or colour for different predominant coordinates x,y, and z (0 or dark blue for isotropic tissue of
FA <04, 1orlight blue for x, 2 or yellow for y, and 3 or red for z). However, this colour code
is not the standard one used by the DTI community and does not verify for angles and positive
or negative direction (Figures 9.9(a)-9.9(f)).

Because the linear relation provided larger conductivity values than other tissues with
larger isotropic conductivity and the linear relation is not yet well defined within the same
tissue [90], then the trace of the conductivity tensor was scaled to be the same as in the isotropic
case (appendix E); that is, having estimated the conductivity teff¥drfrom DTI and given
the scalar isotropic conductivity°, the tensoe was scaled as

iso
30 DTI

Hence, both the eigenvector and eigenvalue ratios estimated from the DT were used and only

the trace was constrained to the isotropic trac&°.

9.2.3.3 Skull and scalp conductivity tensors

The skull conductivity tensos was approximated as = VDV”, whereD is a diagonal
matrix of eigenvalues (section D.4.2) or the conductivity tensor in local coordinates (section
A.2.1), andV is a matrix whose columns are the eigenvectors or a linear transformation from
the local to the global coordinates. Local coordinates were three orthonormal vEcters
[v1,v2,v3] Wherev; andve spanned a tangential plane amda normal direction to the skull
surface. Eigenvectors were computed for each element of the skull by defining the normal
directionvs from the vectorial product of two out of three edges in a triangle element on the
skull surface, and then by imposing orthonormality for the local bisisvs, vs}. This defined

the eigenvectors for the skull surface; the eigenvectors for the skull volume were defined by
assigning to each tetrahedron the samas that of its closest surface element (Figures 9.10(a)

and 9.10(b).
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Figure 9.8: a) Surface and b-f) cross sections (CS) of fraction anisotropy of the conductivity

tensor interpolated from the diffusion tensor by the linear relation in the brain finite elements.
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Figure 9.9: Cross sections (CS) of the direction of the eigenvector with largest eigenvalue on a

tree colour scale indicating the most important direction among x (light blue, value 1), y (yellow,

value 2), z (red, 3), where isotropic conductivity (blue, zero value) was defined as having FA

less than 0.4.
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Figure 9.10: Radial eigenvector approximated for each triangular element on the skull surface as
a unit vector perpendicular to the surface element. Then tetrahedra were assigned the direction

of the closest surface element.

Eigenvalues corresponding to the two tangential directions and the normal dirdetion,
diag(dy, d2, d3) = diag(dy, dig, d 1 ), were computed by imposing a ratio tangential:normal to
the skull surface of 10:1 and by scaling the trace to the value of the isotropic trace (section E),

tracdo) = 35, then

D = diag(0.0557,0.0557, 0.00557). (9.4)

Thus, the ratio considered here is an upper bound which has been previously considered for
studying the influence of skull anisotropy [146, 182].

The anisotropy of the scalp, whose tensor was computed as in the case of the skull, had
a ratio tangential:normal to the scalp surface of 1.5:1 that was approximated its the different

tissues and contemplated anisotropy of muscle tissue at 50KHz [77].

9.2.3.4 Conductivity values for the head model

As a summary, for the isotropic tissue CSF, the conductivity teasamas defined ag =
o—‘sodiag(l, 1,1); for the anisotropic tissues skull, scalp, and brain, the conductivity tensor trace
was constrained to be the isotropic one as ffage- 30'° (table 9.1). Thus, the trace of the
CT in the head was the same for each tissue type (Figures 9.11(a)-9.11(c)).

The isotropic conductivity values used were selected from [77] corresponditgaé =
that yielded the largest scalp voltages for epilepsy [44]: bbadn, CSF1.79, skull 0.039, and
scalp0.44Sm~! (Figure 9.5(c), Table 9.1).
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Table 9.1: Tissues isotropic valugs® and tangential:normal conductivity ratio such that
tracgo) = 30'°.

tissue o' tg:normal

grey matter 0.30 DTI

white matter 0.30 DTI

skull 0.039 10:1
scalp 044 151
CSF 1.79 1:1
.0741 z
o112 «,D,DSM y X
n.ln‘dll;nwz 0-0741-%11753
Y z
z
0086 —078M8M —MM
0.0 —797M 0.112 -0.0048
o0us -0.0741 0.0753 Y
-0.0741 0.0753 x
0117 0.867 1.62 237 X.‘i.ﬂ 3.87 4.62 5.37 0117 0.867 1.62 2.37 3.12 3.87 4.62 537 0.117. 0.867 1.62 2.37 3.12 3.87 4.62 5.37
(a) Transverse view (b) Coronal view (c) Sagittal view

Figure 9.11: Three cross sections of the conductivity tensor trace for all head.
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Figure 9.12: Electrode positions.

9.2.4 Forward solution

The voltage was solved everywhere using a modified version of 3D-EIDORS [140], piecewise
linear for the voltages and constant for the conductivity, that models anisotropic media by ac-
counting for a general tensor in the main compartment of the system matrix [1].

The 31-electrode position and protocol previously used at the UCL group [15] was im-
plemented as given in section 5.2.5.2. Electrodes were approximating by using two triangle
surface elements per electrode (Figure 9.12). The contact impedance accounting for skin and
electrode impedance was setlth (2 which is of the order of the measured values on human

scalp [115]. The injected current was set to 5mA.

9.2.5 Inverse problem

9.2.5.1 The linear inverse problem
Scalar reconstruction of relative difference data (C.2), simulated with both the isotropic and
anisotropic model, was solved by using Tikhonov as the inversion method and the GCV and L-
curve as the regularisation parameter selection for a range of twenty regularisation parameters
(chapter 5). Because the error corresponded to modelling errors, the selection of the regular-
isation parameter was not expected to converge. Thus, when the GCV did not converge, an
optimum parameter was selected by approximating the corner of the L-curve. The reconstruc-
tion was constrained to the brain which reduced the Jacobian size and improved numerical
stability.

In the isotropic case, as in chapters 5 and 6, the conductivity in the kth-finite element was
represented as® = g*diag(1, 1, 1), wheres* is a multiple scalar to the unit matrix. A change

of conductivity, that leaves the conductivity isotropie, = 3diag(1, 1, 1), yields a change in
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voltagedV which can be represented by the linear relation [140]

oV =— [ 68(Vu)Vu*, (9.5)
Qp

Let V be one of the measurements on the scalp electrodes, then the Jacobidh fom; =
1,...,n wheren is the number of elements, that relates that measurement to the elemisnt
given by (3.13)
oV
JEF=— = —/ Vu)'Vu* = / Vu)i(Vu*) (9.6)
6] Qk( Q Z

k=1

In the anisotropic case,is a general tensor, yet, here, only a perturbation of the tensor that
leaves the eigenvectors and eigenvalue ratios unchanged was considergdelaimultiple
scalar to the tensor, such that= o, wereoy is a known tensor withlet(og) = 1. Then,
based on the Jacobian for a multiple scalar to an isotropic tensor (9.6), a change of conductivity,

do = (60)00, was related to a change in voltagé as

oV = — 56(VU)TUOVU*. 9.7)
Qp

Hence, the Jacobian ent#/ that relates the measureménto the elemenf);, is given by
JE = ZZ Vau)i(00)ij(Vu*);, (9.8)
i=1 j=1
which corresponds to the tensor productVu, Vu* >, (A.9). In fact, by assigning, =
diag(1,1, 1), one recovers the isotropic case.

The anisotropic Jacobian is different to the isotropic one, not only in the tensor product of
the electrical fields given by, but in the voltages andu* obtained by solving the forward
problem for an anisotropic conductivity referengg. Previous to the inversion of the Jacobian,
it was row normalised (section C.3) by providing a reference volf&@ees) whereo et was the

reference conductivity.

9.2.6 Comparison of the forward solutions

First, the qualitative effects of anisotropy of the skull and white matter were studied separately
for meaningless conductivity values, and then the global effect was analysed for a realistic
conductivity model.

9.2.6.1 Qualitative comparison

To study the effect of the anisotropy of the skull, the anisotropic tensor for the skull (section
9.2.3.3) was scaled to have the same trace as the isotropic one, and the rest of the head was set

to isotropic conductivityy = diag(1, 1, 1). The current density norm

171 = lloE (9.9)
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for this model and the corresponding one for the isotropic model were compared. Similarly, the

effect of anisotropy of white matter (section 9.2.3.2) was modelled.

9.2.6.2 Quantitative comparison

The isotropic and anisotropic models with the conductivity parameters from table 9.1 were com-
pared in terms of the current density norm, the percentage voltage error in the domain and at the
boundary by neglecting anisotropy, the absolute voltage difference for the inclusive conductiv-
ity perturbation in the anisotropic model and the reference conductivity in both the isotropic and
anisotropic models, and the relative difference between the voltages for the reference conduc-

tivity and an inclusive conductivity perturbation for both the isotropic and anisotropic models.

9.2.7 Comparison of the reconstructed images

Three cases were considered for linear image reconstruction: i) data simulated with the isotropic
model and scalar reconstruction for isotropic conductivity to test the inversion and set a bound
for the best possible reconstruction, ii) data simulated with the anisotropic model and scalar
reconstruction assuming isotropic conductivity to test the error by neglecting anisotropy, and iii)
data simulated with the anisotropic model and scalar reconstruction for anisotropic conductivity
to test the proposed method for recovering a multiple scalar to a general tensor. Images were

visualised and compared in terms of the localisation error

LE = Hrrec— TH (910)

wherer was the location of the simulated conductivity change agdwas the location of the
maximum peak near the region of interest of the reconstructed image. Thus, artefacts outside
the region of interest, mainly near the surface of the brain, were not considered in defining the
maximum peak. The location of the peak in the reconstructed images was obtained by manual
selection of the coordinates in a 3D image created with the MayaVi visualisation toolkit [142].
The procedure was to smooth the reconstructed image, find the peak near the Rol by using a
cross section view in three orthogonal directions, and maximisation of the image till the peak

could be accurately selected.

In addition to the LE, images of the simulated and reconstructed conductivity changes
were displayed as cross sections for orthonormal and sagittal views at the simulated locations
and an isosurface 3D image for comparing artefacts in the whole brain. Images corresponding to
simulated conductivity increase were displayed for a positive range only not showing negative

values, to simplify the comparison.
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9.2.8 Simulation of conductivity changes

A change in conductivity was simulated by multiplying the tensbly a scalag > 1 for anin-

crease in conductivity and < 1 for a decrease in conductivity. Hence, it was assumed that the
tensor structure did not change and simulated conductivity changes were placed in the grey mat-
ter. Eight simulations were done: four in the occipital lobe where one was the only simulation
with the isotropic model and other one resembled stimulation of the visual cortex; two resem-
bling epilepsy changes [44], one in the temporal lobe and one in the hippocampus; and two
in the parietal and temporal lobes. In the occipital lobe (location A, Figures 9.13(a)-9.13(b)),
three spherical conductivity changes of 35mm diameter and one of 17mm were simulated, three
of them of10% conductivity increase, and other b, increase simulating stimulation of the
visual cortex. A10% conductivity decrease located in the temporal lobe (location B, Figure
9.13(c)-9.13(e)) was simulated as a disc of 25mm radius and 10mm heigh, of 18cc (Figures
9.31(a),9.31(b),9.31(d)). A0% conductivity decrease located in the hippocampus (location

C, Figures 9.13(f)-9.13(c)) was simulated as a cylinder of 30mm length and 5.5mm radius,
of 2.5cc (Figures 9.32(a),9.32(b),9.32(d)). Another two locations were chosen surrounded by
white matter (locations D and E, Figures 9.14(a)-9.14(d)).

9.3 Results
9.3.1 Preliminaries: Voltage and current density in an anisotropic domain
9.3.1.1 Cubic model

In the isotropic domain, the voltage (Figure 9.15(a)) and current density norm (Figure 9.15(c))
propagated uniformly throughout the domain. The potential decreased uniformly, forming
semicircular isopotential curves centred at the injection point. In the anisotropic domain, with
the x-direction as preference for the conductivity, the current preferred to flow in the x-direction
rather than in the y or z-direction, where the isopotential curves were parallel to the x-axis (Fig-
ures 9.15(c) and 9.15(d)) as was expected from an increase of the conductivity in the x-direction
(Figure 9.16).

The electric field at each point was directed towards parts of the domain of lowest poten-
tial. In the isotropic domain, these pointed perpendicular to the semicircular isopotential curves
(Figure 9.17(a)); in the anisotropic domain, these pointed perpendicular to the x-axis (Figure
9.17(c)). The current density vector, which depends on the electric field orientation and pre-
ferred conductivity direction, in the isotropic domain, coincided with the electric field flowing
uniformly to points of lowest voltage, equally to high values in x and the y-direction (Figure

9.17(b)); in the anisotropic domain, it pointed to high values of y and low values of x (Figure
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Figure 9.13: Locations of the simulated conductivity changes, placed in the grey matter, within
FA in the background, in A) the occipital lobe to simulate stimulation of the visual cortex, and

in B) the temporal lobe and C) the hippocampus to simulate changes in epilepsy.
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Figure 9.14: (Continuation) Locations of the simulated conductivity changes, placed in the grey

matter, within FA in the background.
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Figure 9.15: Comparison of the surface potential (left) and current density norm (right) cross
section (CS) at = 0.08 (right), for a-b) an isotropic domain with = diag(1, 1,1) and c-d)
an anisotropic domain with = diag(10, 1, 1), for a current injection with value one @t, 0, 0)

and zero elsewhere (current perpendicular to ones), using the nodal based conductivity model.
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i) i)

O

Figure 9.16: Sketch of the expected isopotential voltage in 2D for i) an isotropic domain and ii)
anisotropic domain with ten times higher conductivity in the x-direction. While in the isotropic
domain the isopotential is expected to be a semicircle centered at the injection point, in the

anisotropic domain it is expected to become parallel to the main direction.

9.17(d)). Since the direction of the current density vector depends on the potential, and is not
straight forwardly related to the conductivity tensor, it was not used for comparing isotropic and

anisotropic domains; instead the current density norm was used.

9.3.1.2 Concentric sphere

In the isotropic domain, the current decreased uniformly from the injection point (Figures
9.19(a) and 9.19(b)). In the anisotropic domain, the current preferred to flow tangentially
to the surface of the middle sphere with a significant decrease of current that flows into the
inner sphere (Figures 9.19(a)-9.19(d)). In fact, a large difference between the isotropic and
anisotropic domains was due to the thickness of the interior shell, and so a lesser effect is ex-

pected for the skull.

9.3.2 Qualitative comparison of the forward isotropic and anisotropic solutions
9.3.2.1 Effect of anisotropy of the skull

Modelling the skull with a conductivity ratio tangential:normal of 10:1 reduced the current
density norm by half after crossing the skull layer (Figure 9.20(b)) while, in the isotropic model,
it propagated uniformly (Figure 9.20(a)). The most relevant effect was to reduce the amount of
current that penetrated into the brain; the field distribution still formed semicircles with larger

radii after crossing the skull.

9.3.2.2 Effect of anisotropy of the white matter

The anisotropy of the white matter changed the field distribution in the brain where the cur-
rent propagated along the white matter fibres which were parallel to the current injection and
was almost zero for those fibres that were aligned perpendicular to the injection field direction
(Figures 9.21(b)-9.21(e)).
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Figure 9.17: Cross sections,at= 0.08, of the electrical field® = —Vu (left) and normalised
current density/ = o E (right), for a-b) an isotropic domain withh = diag(1, 1, 1), and c-d)

an anisotropic domain with = diag(10, 1, 1).
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Figure 9.18: Concentric three spheres model with interior shell radius » < 0.6, where a)

the middle sphere (red) was anisotropic and inner and outer shells (blue) were isotropic, and b)

mesh.

Table 9.2: Percentage current density norm at each shell 9., cspenl1/ill/ D icheadl il

wherei corresponded to the tetrahedral elements, for both the isotropic and anisotropic models.

model scalp skull CSF brain
ISO 428 39 313 22
ANI 644 4 18.2 134

ANI/ISO 1.5 1 06 0.6

9.3.3 Quantitative comparison of the forward isotropic and anisotropic solutions
9.3.3.1 Comparison of the forward solutions for the conductivity reference

Modelling realistic conductivity parameters for the anisotropic head model (table 9.1), the
current flowed tangential to the scalp and skull surfaces (Figure 9.22(b)) with respect to the
isotropic model (Figure 9.22(a)), leading to a reduction by two of the total current that flows
into the brain (table 9.2, Figures 9.22(c)-9.22(d)). The field distribution in the anisotropic brain
indicated that the preferred direction was along the white matter fibres.

The effect of anisotropy on the voltage was the same effect as on the current norm (Figures
9.23(a)-9.23(b)). Thus, neglecting anisotropy led to a relative voltage error at the boundary of
53% (table 9.3, Figure 9.23(c)).

Modelling a local conductivity change db% (Figure 9.24) in the occipital part of the
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Figure 9.19: Cross section (left), at = 0, and contour plot (right), for the current den-

sity of a-b) an isotropic domain with = diag(1,1, 1), and c-d) an anisotropic sphere with

o = VDVT whereD = diag(1.493,1.493,0.15) such that traqeD) = 3, in between in-

ner and outer isotropic concentric spheres, for a nodal based conductivity and current pattern

perpendicular to one.
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model.

brain led to a change af.0124% on the boundary voltage mean for the anisotropic model
(Figure 9.26(a)), and a change®66% for the isotropic model (Figure 9.26(b)); the boundary
voltages mean was more than five times smaller for the anisotropic model (table 9.3).

The absolute difference, for one current injection, between the voltages with and without
perturbation in the domain produced a local voltage change where the conductivity perturbation
was simulated (Figure 9.25(a)); however, the absolute difference between the voltages corre-
sponding to a perturbation in the anisotropic model and the reference in the isotropic model
did not produce any local voltage change (Figure 9.25(b)). An important conclusion is that
absolute imaging may be not possible without modelling anisotropy since the absolute voltage
difference for a local perturbation was significantly smaller than the absolute difference between

both models.

9.3.4 Effect of anisotropy on the linear image reconstruction of difference data

First, the reconstruction procedure was shown for a simulated change in the isotropic model,
and then, the data was simulated in the anisotropic model and the comparison between the

reconstructed images with the isotropic and anisotropic models was done (table 9.4).

9.3.4.1 Isotropic data and scalar isotropic reconstruction

As an example of the linear reconstruction procedure using Tikhonov and the GCV or the L-

curve, the functionals used in chapter 5 are shown for the case of perturbation in the occipital
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Figure 9.21: Cross sections (CS) of the current density npwiih for head model with
anisotropic tensor for the brain estimated from DTI and scaled to (race- 3, where a)
covers the whole range of values and b-e) covers a small range between two and three order of

magnitude less for the current decrease because of the volume effect.

Table 9.3: Summary of scalp voltage comparisons between the isotropic and anisotropic models
with and without a perturbation in the occipital lobe. First row - absolute relative difference
(RD) between the anisotropic and isotropic boundary voltages for the reference conductivity:
RD = 100|(F(c3") — F(0'5°))/F (a2
rows - the relative difference between the boundary voltages with and without a conductivity

perturbation,RD = 100|(F(c™™) — F(c"®"))/F(c""|, giving the mean RD) and standard

, i.e. the error by neglecting anisotropy. Remaining

error (SE), for the isotropic model and the anisotropic models, for a local perturbation where

location, % change and size are specified.

location change size(mm) models RD SE(RD)
- - - ANI(REF) & ISO(REF) 53 0.32
occipital 10 35 ISO(INH) & ISO(REF) 0.061 0.004

occipital 10 35 ANI(INH) & ANI(REF) 0.0124 0.0001
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Figure 9.22: Current norm cross section for the a) isotropic and b) anisotropic head models.

c-d) Same as a-b) but as contour maps.



194 Chapter 9. Influence of anisotropy for EIT of the head

z z
Q?ﬂ iﬂj’ﬂ
0.712 7 0.112 7
-0.0567 0.0567
Y ' Y
-0.0048" , 00945 ,
-0.0747 0.0753 -0.0747 0.0753
X X
-0.100 -0.0850 -0.0700 -0.0550 -0.0400 -0.0250 0.0700  0.00500 -0.200 -0.171 -0.141 0112 -0.0829  -0.0536 0.0243  0.00500
(a) Isotropic head model (b) Anisotropic head model
100
90 1
80 1
'E 70+ ,
2
o
2
T
S
[
>
=
X
10 q

0 50 100 150 200 250
meas. #

(c) Measurement voltage percentage difference
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Table 9.4: Results of the linear reconstruction of difference data for the isotropic (ISO) and
anisotropic (ANI) data and models, for simulated conductivity changes in different locations,
in terms of the localisation error (LE) and maximum reconstructed conductivity value (peak).
Also the size {diameter, high) in millimeters is given, where the size of the head of the y-
direction was 218mm?In this data there were two maximums. The LE wast 3 for the

isotropic reconstruction and + 2 for the anisotropic reconstruction.

SIM location change % size(mm) data model LE(mm) % peak

1 A 10 35 ISO ISO 8 3.7

2 A 10 35 ANI 1SO 8 0.7

2 A 10 35 ANI  ANI 8 1.3

3 A 10 17 ANI 1SO 9 0.1

3 A 10 17 ANI  ANI 9 0.6

4 A 1 35 ANl 1SO 9 0.17
4 A 1 35 ANl ANI 24 0.55
5 B -10 150,10 ANI 1SO 20 -0.6
5 B -10 50,10 ANI  ANI 16 -8.5
6 C -10 6,30 ANl ISO 24 -0.13
6 C -10 6,30 ANI  ANI 7 -0.47
7 D 10 17 ANl I1SO 211,25 0.15,0.16
7 D 10 17 ANl ANI 13 0.7

8 E 10 17 ANI 1SO 12 0.14

8 E 10 17 ANI  ANI 12 0.41
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Figure 9.26: Percentage change of scalp voltages for a local perturbation in the hir@fify iof
the a) anisotropic model, b) isotropic model. Thus a local change of conductivifyofed to

0.02% change on the scalp for the anisotropic case(ah® in the isotropic case.

cortex, simulating the data and reconstructing it with the isotropic head model (Figures 9.28(a)-
9.28(b)), for which the L-curve provided similar result as the GCV, so they seemed to converge

also for the shell model even in absence of white noise.

The maximum reconstructed peak wds where the simulated (Figures 9.27(d)-9.27(f))
was 10% (Figures 9.28(c)-9.28(e)); the decrease may be due to the effect of regularisation.
The localisation error was 8mm, which was set as a lower bound from the ill-posedness and

regularisation.

9.3.4.2 Reconstruction of data simulated with the anisotropic model

Neglecting anisotropy did not have an effect in terms of localisation error, for conductivity
changes in the occipital lobe, but a slight decrease in image quality was found when the spher-
ical perturbation diameter was reduced from 35 (SIM 2, Figures 9.28()-9.28(h)) to 17mm di-
ameter (SIM 3, Figures 9.29(d)-9.29(f)), and it worsened significantly when the conductivity
change was reduced from 10 to 1% (SIM 4) which simulated stimulation of the visual cortex
(SIM 4, Figures 9.30(d)-9.30(f)). For the epilepsy changes, a localisation error of 20mm was
found in the temporal lobe (SIM 5, Figures 9.31(d)-9.31(f)), which may be due to shape of the
simulated change, and 24 mm in the hippocampus (Figures 9.32(d)-9.32(f)), which was deep in
the brain. For the other locations, surrounded by white matter and deep in the brain, the errors
were 11-13mm and it had a significant effect in image quality (Figures 9.33(d)-9.33(f) for SIM
7, Figures 9.34(d)-9.34(f) for SIM 8). In general neglecting anisotropy affected image quality

with the emergence of artefacts with higher change outside the region of interest mainly on the
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brain surface.

Modelling anisotropy in the linear reconstruction with the proposed method led to an im-
provement in the localisation error, 8-16mm, and in image quality with reduction of spurious
artefacts (Figures: SIM 2, 9.28(i)-9.28(k); SIM 3, 9.29(g)-9.29(i); SIM 5, 9.31(g)-9.31(i); SIM
6, 9.32(9)-9.32(i); SIM 7, 9.33(g9)-9.33(i); SIM 8, 9.34(g)-9.34(i)), except for the simulation
in the visual cortex of 1% conductivity change with localisation error of 24mm, which may
be due to the lower sensitivity in the anisotropic model to smaller changes (SIM 9, Figures
9.30(g)-9.30(i)).

In summary, neglecting anisotropy led to a localisation error up to 24mm and worsened
image quality while modelling anisotropy in the linear inverse problem yielded lower localisa-
tion error and good image quality; the LE wB$+ 3mm for the isotropic reconstruction and
13 + 2mm for the anisotropic reconstruction. For the epilepsy changes, modelling anisotropy
was essential to obtain good images and reduce by three times the localisation error; on the

other hand, for visual stimulation there was not significant improvement.

9.4 Discussion

The effect of modelling anisotropy on the forward and inverse solutions for EIT of brain func-

tion has been presented.

9.4.1 Summary of results

First, a qualitative comparison analysed the redistribution of fields by modelling only the
anisotropy of the skull in terms of the current norm; similarly, it was done for the white mat-
ter. Skull anisotropy had a shunting effect: the current norm decreased by two after crossing
the skull where the current preferred to flow tangential to the skull surface rather than flowing
into the brain. White matter anisotropy made the current flow through the white matter fibres
parallel to the injection and avoid grey matter and white matter fibres whose path was perpen-
dicular to the direction of current flow. Second, modelling realistic isotropic and anisotropic
models where the scalp, skull, and white matter were anisotropic led to a reduction of two for
the total current that flowed into the brain for the anisotropic model with respect to the isotropic
one. The scalp anisotropy led the current to flow tangential to the scalp, as in the case of the
skull, with an increase by two on the total current that propagates through the scalp. Neglecting
anisotropy led to fifty percent error on the boundary voltages. Simulating a local increase of
conductivity of 10% in the occipital lobe yielded a 0.0124% mean change in the boundary volt-
ages in the anisotropic model; the same conductivity change modelled in the isotropic model

yielded 0.061% mean on the boundary voltages. The absolute voltage difference, in the do-
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Figure 9.28: (SIM 2, location A) Cross sections (CS) (column 1 and 2) and isosurface (column
3) for linear reconstruction of anisotropic data with a-c) an isotropic (ISO) model and d-f) an
anisotropic (ANI) model, for a local perturbation 8% change in conductivity and df6%

diameter with respect to head size.
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Figure 9.30: (SIM 4, location A) Cross sections (CS) (column 1 and 2) and isosurface (column
3) for linear reconstruction of anisotropic data with a-c) an isotropic (ISO) model and d-f)
an anisotropic (ANI) model, for a local perturbation in the occipital lobe %f change in

conductivity and ofl 6% diameter with respect to head size.
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Figure 9.31: (SIM 5, location B) Cross sections (CS) (column 1 and 2) and isosurface (column
3) for linear reconstruction of anisotropic data corresponding to a-c) a sim@#telbcrease
in conductivity on the temporal lobe, reconstructed with d-f) an isotropic (ISO) model and g-i)

an anisotropic (ANI) model
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Figure 9.32: (SIM 6, location C) Cross sections (CS) (column 1 and 2) and isosurface (column
3) for linear reconstruction of anisotropic data corresponding to a-c) a sim@#iekbcrease
in conductivity on the hippocampus, reconstructed with d-f) an isotropic (ISO) model and g-i)

an anisotropic (ANI) model
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Figure 9.33: (SIM 7, location D) Cross sections (CS) (column 1 and 2) and isosurface (column
3) for linear reconstruction of anisotropic data with a-c) an isotropic (ISO) model and d-f) an

anisotropic (ANI) model, for a local perturbation ®% change in conductivity and &%

diameter with respect to head size.



206 Chapter 9. Influence of anisotropy for EIT of the head

z
q’m
0.112
0.0561

o008 0000000
-0.0741 0.0753

0000 143 286 429 ° 571 714 857 100

(a) CS of the simulated change

z
Q’m
0.112
0.0561

-0.0048
-0.0741 0.0753

X
0.000  0.0420  0.0857 0129 ~ 0471 0214  0.257 _ 0.300

(d) CS for ISO model

oo0es” 0
-0.0741 0.0753

0.000  0.0714 0143 o214 X o256 0357 0420 0500

(g) Cs for ANI model

X
0,0753
0.07417~g.0741

-0.0567
-0.0048 0112

0000 143 286 429 571 714 857 100

(b) CS of the simulated change (c) Isosurface of the simulated change

X
0,0753
0,087\ q.0781
z 5
00861 — 4
-0.0048 0.112

Y

0.000 00420 0.0857 0129 0471  0.214  0.257 _ 0.300

(e) CS for ISO model

X
0753
0.0741
0741

-0.0561
-0.0048 0.112
Y

0.000 00643 0129 0193 0257 0321  0.386 0450

(h) CS for ANI model

0.0741

z -]

-0.0561

-“w\ /
-0.0741

Y 0110753 X

0000 143 286 429 571 744 857 100

X
00753
0.07417~g.0741
- wgn
s N
o :? °%
s yeael) 4N
z 0 el
Qs
v
00861 ——
-0.0048 0112

Y

0.000 00420 00857 0129 0471  0.214 0257 _ 0.300

(f) Isosurface for ISO model

X
0,0753
0.0741 \a.nm

-0.0861" ——
-0.0048 0.112
Y

0.000 00714 0143 0214  0.286  0.357 0429 _ 0.500

(i) Isosurface for ANI model

Figure 9.34: (SIM 8, location E) Cross sections (CS) (column 1 and 2) and isosurface (column
3) for linear reconstruction of anisotropic data with a-c) an isotropic (ISO) model and d-f) an
anisotropic (ANI) model, for a local perturbation ®% change in conductivity and &%

diameter with respect to head size.
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main, corresponding to the perturbation and the reference conductivity in the anisotropic model
yielded a local voltage change while this was not the case for the difference corresponding to
the perturbation in the anisotropic model and the reference in the isotropic model. Because of
this and the fact that the voltage difference between models was significantly higher than the
effect of the perturbation, absolute imaging may be not feasible.

The effect of anisotropy on the linear reconstructed images was analysed in terms of the
localisation error, for which a lower bound of 8mm was set from the simulation and reconstruc-
tion of a conductivity change in the isotropic model; that is, the error from the ill-posedness
and regularisation. Neglecting anisotropy led to a localisation error between 8-to-24mm where
high errors occurred when the simulated change was deep in the brain or surrounded by white
matter; the largest error was for a change in the hippocampus. A simulated disc in the temporal
lobe led to a high error because of the object shape. A small increase of error was found for de-
creasing by two the diameter of the inclusion or simulating a smaller conductivity change. The
proposed Jacobian based on the anisotropic model led to an improvement of the localisation
error up to three times in the hippocampus, but generally it led to errors between 8-24mm; the
error wasl 5 + 3 for the isotropic reconstruction ari@ + 2 for the anisotropic reconstruction.

In terms of image quality, neglecting anisotropy led to spurious artefacts, outside the region of

interest mainly on the brain surface; modelling anisotropy led to good quality images.

9.4.2 Technical issues

The aim of this chapter was to estimate the effect of anisotropy for a realistic model, however,
some simplifications have been made. An accurate estimate of the conductivity for the different
tissues and anisotropic conductivity ratios are not available where the published conductivity
coefficients vary with the frequency and the conditions at which they are acquired. The se-
lected isotropic conductivity corresponded to published values at 50KHz [77], which yielded
the largest changes in epilepsy [44]. The conductivity ratio for the white matter was determined
from DT-MRI where the conductivity and diffusion tensors are linearly related at low frequen-
cies, that is, for frequencies no larger than 1 or 50KHz. In fact, the anisotropic tensor trace was
constrained to be equal to the isotropic trace at 50KHz. A previous study also constrained the
trace for the white matter tensor since while the conductivity and diffusion tensors are linearly
related across different tissue types, there is not a strong linear relation within the same tissue
[90]. The scalp anisotropy was approximated from the conductivity ratio tangential:normal to
the scalp surface of 1.5:1 at 50kHz, determined from the scalp tissues contemplating the muscle
anisotropy [77], which may be larger at other frequencies. The muscle conductivity was mod-

elled with a ratio 4.3:1 in [54, 55]. The skull conductivity ratio tangential:normal to the skull
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surface was chosen as 10:1 [146], which was the largest ratio discussed for the study of the
influence of anisotropy for EEG [182], so it was selected as being an upper bound of the pos-

sible conductivity ratios to analyse the largest effect of neglecting anisotropy. Besides, it was

found that the bone conductivity on the three orthogonal directions was constant up to 10KHz

[144]. Therefore, modelling different conductivity values may vary slightly the results, yet this

analysis aimed to provide relevance of the importance of anisotropy for EIT.

9.4.3 Comparison with previous results

Some results could be used to set a lower bound in the localisation error. A distortion of the
MRI at the coregistration stage may lead to errors up to 5mm, yet they can be reduced to 1mm
using specific methods [112, 170]. Also, the segmentation and boundaries extraction from the
T1-MRI had 1-2mm error [39]. A limit of accuracy was set from modelling inaccuracies which
would not be contemplated in practice. This included factors as the inhomogeneity of the skull;

for 64 electrodes and 2% noise, this led to 10mm localisation error [127].

An assessment of the head-shell model for EIT of brain function was done on simulated,
tank, and human data [11]. Localisation errors were (in millimeters), for simulated data from a
homogeneous head-shaped modet@for head-shaped reconstruction and-28 for spheri-
cal reconstruction; for homogeneous head tank dat&/18r head-shaped reconstruction and
19+8 for spherical reconstruction; and for head with skull tank data;@&r head-shaped re-
construction and 248 for spherical reconstruction. For human data, an improvement in image
quality was found. It was concluded that realistic conductivity values and accurate geometry
led to slight improvements where improvements in image quality were more significant than

localisation error and resolution.

From previous EEG results, modelling anisotropy for the skull and white matter, there
seems to be a lower bound of 10mm error from mismodelling errors and upper bound of 30%
in the forward solution and 18mm localisation error. The results presented here led to 50% on
the forward solution, which suggests a significant influence of modelling the anisotropy of the
scalp. While here the nonlinear problem has not been attempted, from the error on the forward
solution the nonlinear inverse solution may be not possible. Linear reconstruction neglecting
anisotropy led here to 24mm error, which compared with the 13-26mm error from the EIT
studies on tank data, suggests that for linear reconstruction only for conductivity changes deep
in the brain modelling anisotropy will improve results if mismodelling errors of the electrodes

accounted in the EIT real studies are solved [11].
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9.4.4 Conclusion and further work

In conclusion, neglecting anisotropy led to up to 50% error in the boundary voltages, which
suggests that absolute reconstruction may not be feasible. The influence of anisotropy of the
scalp and skull was apparent in the reduction by two of the total current flowing into the brain.
For linear reconstruction, neglecting anisotropy led to an increase of localisation error by three
times, up to 24 mm for inclusions deep in the brain, yet no difference was found for inclusions
in the occipital cortex. Modelling anisotropy with the proposed method led to a significant
improvement in the localisation error for some of the simulations and small improvement over
all; it led to a significant improvement in image quality with large reduction of artefacts. Thus,
modelling anisotropy is required to obtain an accurate forward solution and for absolute recon-
struction, however, by neglecting anisotropy it was still possible to reconstruct linear changes
of time difference data with an error of 24mm, so modelling anisotropy appears to be necessary
for obtaining good quality images and low localisation error, especially if the imaged changes
are deep in white matter. A more significant influence is likely to be for absolute imaging, for
which the methodology proposed in chapter 9 for the recovery of the three eigenvalues could be
applied here for the case of a wrong conductivity ratio estimate for the scalp, skull, and white
matter. Further analysis of this constraint on real phantoms with anisotropic structure would set

the relevance of anisotropy for many other EIT applications.



Chapter 10

Conclusions

10.1 Introduction

10.1.1 EIT of brain function

EIT may be applied for imaging brain function where changes of scalp impedance are related
to changes of local brain impedance associated with slow neuronal activity like cell swelling
during epilepsy and changes of blood volume during normal brain activity. EIT has the potential
to become a technique for localising epileptic foci before surgery since it could image deep in
the brain and be plugged into continuous recording in the telemetry unit [74]. Besides, EIT is
portable and noninvasive, which make it highly attractive in comparison to the leading imaging
techniques.

A major drawback of measuring scalp impedance is its low signal-to-noise ratio due to the
shunting effect of the skull and the experimental sources of error. Local impedance changes
in the brain related to slow brain activity were betweetn-12% [42, 157, 41, 143, 76], and a
decrease of one or two orders of magnitude is expected on scalp changes because of the atten-
uation by the skull [78]. Experimental errors have been classified in random noise, systematic
changes, and physiological noise; as a general figure, noise could be decread&wiy4o
Chapter 1].

The main drawback of EIT is its low spatial resolution due to the fact that the image
reconstruction problem is not well-posed, being highly sensitive to modelling and experimental
errors, and data sampling is usually incomplete. In fact, the isotropic EIT problem is unique
only if the boundary shape is perfectly known [105]. Other parameters that affect the solution
are the contact impedance of the skin-electrode interface, modelling errors, and anisotropy. For
example, one may recover simultaneously the electrode contact impedance and conductivity
[175, 69], and boundary shape and conductivity [104, 160]. Also, modelling of errors has

decreased the solution error [69].
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In most clinical applications the approach to reduce some of the systematic errors has
been linear reconstruction of difference data, that is, recovering a conductivity change from an
impedance change, instead of doing static imaging where one aims to recover absolute conduc-
tivity.

In the last few years, some of those parameters have been modelled in studies into EIT
of brain function. Some studies have shown the importance of an accurate model of the head,
with representation in the model of scalp, skull, CSF, and brain, [167, 108, 16, 11, 170]. More-
over, electrode positions can be accurately obtained with a precision of a millimetre using pho-
togrammetry [147]. However, modelling of the errors, contact impedance for each electrode,
and anisotropy have not been modelled yet.

It is well known that human tissues like bone, muscle, and brain white matter are
anisotropic, however, most medical applications have hitherto neglected anisotropy and its mod-
elling has been suggested for medical [54, 55] and geological [132] applications. Avoiding
anisotropy of both white matter and skull has been found to lead to errors of Alfubn
EEG forward solution and to be significantly relevant for inverse source localisation [182, 181],
where the white matter anisotropic conductivity tensor was estimated from diffusion tensor

magnetic resonance imaging [66][172, Chapter 5].

10.1.2 Forward and inverse problem theory

Solving the forward problem implies obtaining the predicted boundary voltages for a conductiv-
ity estimate, modelled by Maxwell’s equations, which at low frequency are given by Laplace’s
equation, and Neumann boundary conditions, which are modelled by the CEM, taken on ac-
count the electrode contact impedance, with an error of lesthgh FEM provides a numer-

ical formulation of the FP for general irregular geometries; besides, it can model anisotropy.
This leads to a linear system of equations for the voltage and current injection, which can be
efficiently solved by using PCG and multigrid.

The conductivity inverse problem has a unique solution for isotropic media [92, 93, 165];
however, uniqueness does not hold for anisotropic media [101] unless extra information is pro-
vided [104], where uniqueness can be recovered for some constraints: one eigenvalue and a
scalar multiple to the tensor. The inverse problem is solved by minimising the difference be-
tween the experimental and the predicted data, and since it is ill-posed, as given by Hadamard’s
conditions, by applying some type of regularisation. A common choice is to assume that the
solution follows a Gaussian distribution, which corresponds to Tikhonov regularisation. Recon-
struction methods can be divided in linear and nonlinear and direct and iterative. Linear direct

methods like TSVD and Tikhonov and nonlinear iterative like Newton'’s type are related to this
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thesis.

Optimising the linear inverse problem requires selecting the regularisation parameter,
which controls the amount of regularisation, and modelling the covariance of the noise of
the data. The regularisation parameter can be chosen by several methods, which guarantee
an optimum solution under a white noise assumption; otherwise, it is suggested to model the
covariance of the noise. Unfortunately, EIT data is not white since measurements can have
different variance and be correlated. In addition, estimating covariance from a low number of
measurements leads to ill-posed covariance matrices. Some methods have dealt with modelling
the covariance matrix [129, 130, 131, 21], and with rank-deficient covariance matrices [187].
An inverse solution that includes explicitly the covariance matrix and avoids its inversion is the

Generalised-Tikhonov solution (4.51), which was the preferred solution in this work.

10.2 Summary of findings

The work in this thesis had four main goals. The first goal was to optimise linear reconstruction
for EIT of brain function (chapter 5) by selecting an optimum regularisation parameter using
Generalised Tikhonov reconstruction and four standard methods: L-Curve (LC), Generalised
Cross Validation (GCV), Discrepancy Principle (DP), and Unbiased Predictive Risk Estimator
(UPRE); and modelling a general covariance of the noise for simulated data and diagonal co-
variance for neonatal and tank data. Methods were tested on simulated data, saline head-shaped
tank data with Perspex as test object, and scalp neonatal data during evoked response. The sec-
ond goal was to apply Principal Component Analysis (PCA) on the raw data by projecting the
data onto the first eigenvectors of the covariance (chapter 6). Goals three and four modelled a
FEM forward solution for anisotropic media, which was, first, validated by its comparison with

an analytical solution (chapter 7), were presenting and verifying numerically the uniqueness of

a constrained anisotropic inverse solution (chapter 8), and studying the influence of modelling
anisotropy of the scalp, skull, and brain white matter on the forward problem and on a linear

reconstructed solution of a scalar multiple to a general tensor (chapter 7).

Selecting the truncation level minimised the solution error on simulated data, but no sig-
nificant differences were found between the four selection methods. Modelling a general co-
variance of the noise significantly decreased the solution error. On tank data, LC and GCV were
equally good while DP and UPRE failed to converge; modelling a diagonal covariance did not
yield significant differences. On real data, the high variability among methods did not lead to
significant differences. Overall, the LC and GCV with modelling the covariance were best, and

results encourage a better estimation of the covariance, which proved to improve image quality
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for a good estimate of the covariance. The recommendation for EIT of brain function is to
apply LC or GCV and a fixed truncation level chosen experimentally when methods failed to

converge.

Applying PCA, where time frames were considered as variables, significantly improved
the signal-to-noise ratio by fifteen decibels on both tank and neonatal data. From these results,

it is advised to apply PCA instead of averaging across repetitive experiments.

The FEM solution for Laplace’s equation in an anisotropic medium was validated by study-
ing its convergence to an analytical solution for the case of a cubic domain with a Dirichlet
boundary condition. Convergence was verified by showing that the FEM error norm decreased

proportionally to the tetrahedral size.

The feasibility of the recovery of a constrained anisotropic tensor with known eigenvectors
was verified numerically by looking at the rank of the Jacobian and solving humerical examples
for simple geometries with smooth eigenvalues and a general tensor whose eigenvectors varied
smoothly throughout the domain. The practical relevance of this constraint is clear for medical
applications where muscle, bone tissue, and white matter have a preferred direction for cur-
rent flow, which can be approximated from a structural imaging modality like MRI or directly

estimated with DT-MRI.

The effect of modelling anisotropy of the scalp, skull, and brain white matter on the for-
ward and a linearised inverse solution was studied using a realistic FEM model of the head that
distinguished four tissue types: scalp, skull, CSF, and brain, and approximated anisotropy for
the skull and scalp from the geometrical boundaries and estimated anisotropy for the brain from
DT-MRI. Neglecting anisotropy led to 50% error in the boundary voltages, which suggests that
absolute reconstruction may not be feasible. The influence of anisotropy of the scalp and skull
was apparent in the reduction by two of the total current flowing into the brain and by six on the
boundary voltages for a simulated conductivity change on the occipital cortex in comparison
with the equivalent isotropic model. For linear reconstruction, neglecting anisotropy led to an
increase of localisation error by three times, up to 24 mm for inclusions deep in the brain, yet
no difference was found for inclusions in the occipital cortex. Modelling anisotropy with the
proposed method led to a significant improvement in the localisation error and in image quality
with large reduction of artefacts. Thus, modelling anisotropy is required to obtain an accurate
forward solution and for absolute reconstruction, however, by neglecting anisotropy it was still
possible to reconstruct linear changes of time difference data with an error of 24mm, so while
linear imaging is possible without modelling anisotropy, it is essential to obtain good quality

images and low localisation error.
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10.3 Suggestions for further research

As has been discussed, the EIT problem is highly sensitive to noise and parameters like bound-
ary shape, electrode position, and electrode contact impedance. In addition, EIT of brain func-
tion boundary data has a low SNR because of the shunting effect by the skull.

The nonlinear reconstruction problem for EIT in general, from my point of view, is un-
likely to be successful unless those parameters are accurately known; therefore, a possible ap-
proach could be to recover simultaneously with the conductivity all parameters that cannot be
measured.

The linear reconstruction problem has been also verified to improved significantly when
the noise was modelled. As with the nonlinear case, the uncertain parameters could be recovered
to optimise the solution.

As for the preprocessing stage, increasing the SNR has been possible for neonatal data even
in cases when the noise was larger than the signal of interest. Further research for discerning
the signal of interest, in adults where the effect of the skull is larger than on neonates, and
improving modelling of the covariance may be relevant.

Positive results found here for the recovery of a conductivity tensor with known eigenvec-
tors suggest numerical uniqueness when eigenvectors are provided and encourage theorists to
study this constraint. In addition, further study needs to be applied to test this constraint for real
phantoms with anisotropic structure for which the eigenvector orientation can be approximately
estimated.

Modelling anisotropy for the head has been shown to influence significantly the forward
solution, however, the influence on the nonlinear reconstruction has not been assessed here.
Therefore, analysis of its influence is desirable; in particular, to apply the proposed methodol-
ogy for the recovery of the three eigenvalues of the conductivity tensor, for the case of a wrong
conductivity ratio estimate for the scalp, skull, and white matter. In fact, testing this constraint
for real data on phantoms with anisotropic structure will set the importance of this constraint
for many other EIT applications.

Finally, | have developed three main improvements for image reconstruction in EIT an
automatic method for regularization in linear reconstruction, use of PCA to improve signal to
noise, and the use of anisotropy in image reconstruction. Although | have undertaken validation
on simulated, tank and example clinical data, their true advantages will only become apparent
when used in earnest in clinical studies. They will all be used in studies in our research group
into EIT in epilepsy, acute stroke, and functional activity, and | look forward to seeing how they

can improve the image quality under these real-life conditions.



Appendix A

Miscellaneous mathematical definitions

A.1 \ector spaces
Let f be a function, defined in the domdihe R", such thatf :  — R.
A.1.1 Convex function

A function f is convex in a domaif if for any two pointsz andy in the domain and a parameter

t € [0,1] (http://en.wikipedia.org/wiki/Convefunction)

fltz+ (1 =t)y) <tf(x)+ (1 -1)f(y) (A1)
Thus, f must be continuous and differentiable everywhere, but at some points. As a test for
convexity, if the second derivative gfis positive, thery is strictly convex.
A.1.2 Lipschitz continuity

A function f is Lipschitz continuous if there is a constant> 0 such that

[f(z) = fly)| < Clz —yl, (A.2)
where the Lipschitz constait provides the largest value of the first derivative for functions
with bounded first derivative.

A.1.3 Lebesgue integrable
The set of functions are said to be Lebesgue integrab)€), if their Lebesgue integral is
finite, that is,

/Q 1 (2)P|da < oo, (A3)
wherep € [1, 00).
A.1.4 Generalised weak derivative

Let f be a generalised function, including distributions, the weak derivdl¥ewherea =

at,...,ap)andlal = a1 + ... +a, < kwithk € ZT, is defined as
( )

/(D“f(w))w(@dﬂ?: (—D“'/Qf(ﬂf)(DW(x))dﬂ?, (A.4)
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where all derivatives of) are continuous.

A.1.5 Sobolev space

The Sobolev space of ordgris defined as
Wy ={f € L;(Q) : Df € L,(Q), || < k}, (A.5)

wherep € [1,00). The Sobolev norm is defined as

3=

Hf”W;?(Q) = (Z Dafzp(g)) (A-G)

|oa|<k
A.1.6 Hilbert space
The Hilbert space is a Sobolev space for the specific case whed, that isH* (Q) = WK (Q).

For instance, the Hilbert space of order one is given by

HY(Q) = {f € L,(Q) : % €L,(Q),j=1,...,n}, (A.7)
J

with an associated norm

LR
£l 1) = (f%p(ﬂ) + z; Haxf]‘
iz

) 3
e | (A.8)

Lety be a vector that belong to a vector space with an inner product defined by a G\dtie

A.1l.7 G-norm

associated norm is given in terms of the matrix operatas
IyllE =" Gy. (A.9)
In the case of th&s-norm,G = I and (A.9) becomes
lyll5 =y"y. (A.10)
A.1.8 Compact operators
Given an operataod, such that/ : Hy — Hs, is said to be bounded if

||J|| = sud|Jz||m,, for all x, such that||z||z, = 1.

Any linear bounded operator with finite range is compact; matrix operators are compact [176].

It is also known that linear operatorsIRY" are continuous.

A.1.9 Kernel

Given a functionf : S; —— S», the kernel or null spack is a subset of; defined as

K(f) ={x €& suchthat f(z)=0}. (A.11)



A.2. Numerical tools 217

A.1.10 Symmetric positive definite matrix

Let A € R™*™ be a positive definite matrix within the subspace of n-by-n matricesy an®”,

A is such that

zT Az > 0. (A.12)

As a consequenced| > 0 and the eigenvalues of are all positive (section A.2.1)
(http://mathworld.wolfram.com/Positive DefiniteMatrix.html). Because of symmetty, =
Aj;, only the elements of the upper triangular matrix/bfare independent; for instance, in
3D, A is given by
App A A
A= Ay An Ay |, (A.13)
A13 A23 A33

with only six independent coefficients.

A.2 Numerical tools

A.2.1 Eigenvalue decomposition
An introduction to the eigenvalue decomposition can be found in [56]. Ad&e an x n
matrix, the eigenvalue problem is defined as finding the eigenveetar®™ and eigenvalues

A, complex in general, that satisfy

Ax = Az, (A.14)

which are given by solvindet(A — AI) = 0.
Let A, D € R™ ", itis said that there is a similarity transformation betwetand D

when there is an invertible matrix ¢ R™*" such that
D =V"t4y, (A.15)

where D is a diagonal matrix whose diagonal elements are the eigenvaluek amé ma-
trix whose columns are the eigenvectors. The relevance of similar mattieesl D are the

following properties:
e A andD have the same eigenvalugs

e If x is an eigenvector ol corresponding to the eigenvalue that is, Ax = Az, then
V~1z is an eigenvector of corresponding to the eigenvalue that is, D(V~1x) =

ANV~ 1x).
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For symmetric matricesl €¢ R™*", A = AT, eigenvalues are real and eigenvectors are
orthonormal. Thus, one can find an invertible orthogonal mafrig R™*", V- = VT such
that

VT AV =diag\i,...,\,) = D. (A.16)

Accordingly, as given by the spectrum theoremAifs a symmetric matrix corresponding to a

linear operator, then it can be written as

A=>"xwo] +.. 4 Ao} = VDV, (A.17)
=1
where\q, ..., \, is defined as the spectrum af

(http://en.wikipedia.org/wiki/Eigenvector).

Linear operators can be visualised by how they act on vectors. In fact, given a linear trans-
formation, eigenvectors provide the invariant directions by the transformation, and eigenvalues
the scalar factor by which they are transformed.

Let A be a symmetric matrix representation of a linear operatorjabd” be its eigen-
value decomposition, a symmetric matrxin 2D, maps the unit circle onto an ellipse such that
the axes of the ellipse coincide with the direction of the eigenvectors and the length of the semi-
axes is given by the eigenvalues (http://en.wikipedia.org/wiki/Ellipse). In 3D, a 3-by-3 sym-
metric matrixA maps the unit sphere into an ellipsoid (http://en.wikipedia.org/wiki/Ellipsoid).

For instance, given a 2-by-2 symmetric matrix

31 _ ,
A= = [v1, vo]diag(4, 2)[v1, va] ", (A.18)
13

wherev; = (v/2/2,v/2/2) andvy = (—v/2/2,v/2/2), A maps the unit circle onto an ellipse
where the main axes are given by the eigenvectpand the semiaxes length given by the
eigenvalues\; = 4, \» = 2 (Figure A.1). Besides, the action on the eigenvectors direction
is invariant,A(1,1)T = 4(1,1)T, A(-1,1)T = 2(—1,1)7; the action on other vectors is not
invariant,A(1,0)” = (3, )7, A(0,-1)" = (-1, -3)7.

An example of a positive definite matrix is the conductivity matrjxiefined as a mapping
from the electrical field¥ to the current density field, J = o¢F. Leto be the matrix given
above (A.18),0 = A, then given an electrical vector as the vector defined above, one can
calculate the direction of the current, which is invariant only along the directions given by the

eigenvectors.
A.2.2 SVD

Let J : R” — R™ is a finite compact linear operator [176], then there is a singular system

{uj, sj, v}, with the following properties:
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Figure A.1: A 2-by-2 symmetrix matrixd (A.18) maps the unit circle onto an ellipse where the
main axes are given by the eigenvectorand the semiaxes length given by the eigenvalues

Al =4, =2,

i) the right singular vectors; form an orthonormal basis #f(J)* forj =1,...,r and of

KJ)forj=r+1,...,n;

i) the left singular vectors:; form an orthonormal basis 62 (J) for j = 1,...,r and of

R(J)*forj=r+1,...,m;
i) the singular values; verify sy > --- > 5, > 5,41 = ... s, = 0 @assuming: > m.

The following relations stand for the adjoint operafdt i) R(J*) = KC(J)*; i) K(J*) =
R(J)*

Let J be am x n matrix with a singular systerw;, s;, v;};, thenJ has the singular value
decomposition

J=USVT, (A.19)

whereU € R™*™ andV € R™*" are orthogonal matrices arftl = diag(sq, .. ., sy, ), With
n > m. From the relationgV' = US andJ"U = VS, it follows that the pairgu;, s} and
{v;, s?} are eigensolutions of the operatotg” and.J”.J respectively.

A.2.3 Rank

Let J € R™*™ be the matrix defined in section A.2.2, then with the given properties, the rank

of Jis

rank(J) = r, (A.20)
wherer (section A.2.2) is the number of singular valsex J, such thats; # Ofori =1,...,r
ands; =0fori =r+1,...,mwithm < n. Thatis,r is the number of SV different to zero.

In practice, because SV decay slowly to zero, a SV is said to be zero when it has decayed

several order of magnitude. Also a jump usually occurs in the SV spectrum such that the SV
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corresponding to the + 1 SV is few order of magnitude smaller than théh SV, in this
case, the rank is consideredrasA full-rank matrix is defined as that matrix whose SV decay

smoothly with no jump along its SV spectrum.

A.2.4 Pseudo-inverse

Let J be am x n matrix with SVD.J = USVT, the pseudo-inverse of [56] is defined as
Jh=vsuT, (A.21)

whereS—! = diag(s; ', ..., s;!).

An important property of the pseudo-inverse is its relation to the LS problemi hethe
observable data, andthe solution, ifd € R(J) + R(J)*, then the least square solution to the
problem

min{||Jz — d|[3}, (A.22)

is given in terms of the pseudo-inverse as
zrg = Jid. (A.23)

A.2.5 Condition number

Let J bem x n matrix, the SVD (A.19) gives the condition number as

condJ) = 8—1, (A.24)

Sm
wheres; is the largest singular value ang is the smallest one. If represents the system ma-
trix of linear system of equations, a very high condition number implies ill-posedness because
of relatively small singular values, such that a singular matrix would have infinite condition

number. On the other hand, the highest condition number is eohdor scalar matrices.

A.2.6 Differentiation

| introduce definitions and notation for the partial and directional derivatives, gradient, and
Jacobian. Then, | describe the usual formulation for calculating gradient and Jacobian.
Given a functionF' : R™ — R, its gradient is defined as the operafor. R — R", such

that
0

o

The partial derivative off' with respect to the ith-coordinate is the linear functign:

VF = (0\F,...,0,F)T, where  9;

R™ — R described from the gradient as

0;F(z) = (VF(x))Tei,
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wheree; is the ith-basis vector.
From the definition of partial derivative, the directional derivativécdlong the direction
given by the vector € R" is

OuF (z) = (VF(z)) v,

where by making = e; one gets back the partial derivative.
An analogous to the first derivative for multivariate functiofs; R — R™, is given by

the Freclet derivativeF” (x) defined as
F(x+h) = F(x) + F'(x)h +o(||h||),  where ||h|| — 0.

The Jacobian can be define as the operator composedradients ag : R" — R™

O(Fy, ..., Fy)

7= Azt ... z")

= (VF,...,VF,)T,

where each row; = V F; can be computed by finite differences as

Ji:F(x—I_h})L_F(ZE)- (A.25)

The Jacobian is usually expressed as & n matrix with entries

oF;

Jij = 0

From J, the directional derivative, F' can be explain as
O F = Ju,
where the partial derivative is given for= e; as
O F = Je;.

The gradient and Jacobian can be computed from the definition of the Lie-derivative or

directional derivative

d
EF(JU + 7h)|r=0 = F'(z)h,

where both the gradient and Jacobian my be representet| as
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Statistical background

This chapter contains the statistical background and notation necessary for understanding the
linear model, LS solutions, regularisation and priors for inverse problems, covariance estima-
tion, and PCA.

First, general concepts are introduced where multivariate analysis, joint distribution, mo-
ments, and Bayes theorem are the most important. Then, relevant results that are referred in the
thesis like maximum likelihood estimation, MAP estimation, best linear predictor, and PCA are

introduced.

B.1 General concepts

The framework of multivariate linear analysis assumes a linear model and more than one de-
pendent variable. General concepts on multivariate statistics can be found in [32, 91].

Let X = (Xy,..., X)) be a vector representing a multivariate distributiomoéliscrete
random variables where each variatie is a function from a sample spacg to the real
numbers, that is{; : S; — R; andz = (z1,...,z,,) be a realisation, or sample, &f; and
P(X; = z;), where0 < P < 1, be the probability of the variabl¥; to take the value;.

A random variableX; is characterised by its distribution functiéi X; ), which represents
the accumulative probability of being less or equal to a valyehat isF'(X;) = P(X; <
x;). For a set of random variables, a joint distribution function represents the simultaneous

realisation of all variables, that is
F(r) = P(X1 <1,..., Xim < o), (B.1)

such that, when alt; — oo, then F(X)=1. The probability of an event is defined by a joint

frequency function

f(xla"'axm):P(Xl:xla'--aXm::Em)a (BZ)
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such that

F(z) =Y f(t). (B.3)

t<x
Treating several variables yield defining independent variables as those whose joint dis-

tribution can be separated onto the product of the variable distributionsXi.e..., X,, are
independent if

flxr, . o) = T2 f (). (B.4)

Non independent variables means that given the realisation of a vakiglitee probability

of the realisation of a variabl&’; depends on thé’(X;). Thus, conditional probability is

defined as
P(X;, X,
PG1x) = Tt (8.5)
Otherwise, independent variables comply
P(X;|X;) = P(X)). (B.6)

B.1.1 First and second moments

Among all types of distribution, the focus here is on Gaussian distributions, which can be

defined by the first and second moments. The first moment or expected value is defined as

p= (e pm) = (Elzals - Elzn]), (B.7)

which is a measure of the centre of mass of the distribution.

The second moment or covariance of two variabieandz; is given by
Cij = COV(aci,xj) = E[(.%'Z — ui)(mj — ,uj)] = E[a:za:]] — iy, (BS)

which is measure of the linear dependence between the variables.(Thus,0 for indepen-
dent variables. A normalised measure of correlation between variables is given by the correla-
tion matrix, whose elements are given by

cov(x;,
corr(x;, xj) = W, (B.9)
107

whereaf = cov(z;, x;) is the variance of;, ando is the STandard Deviation (STD).
B.1.2 Bayes theorem

Let X andY be two random set of variables jointly distributed, whEris the observed variable
function of X, the posterior probability or Maximum A Posteriori (MAP) estimator is given by

PY]X)
P(Y)

where P(X) is the a priori density function or prior, anBl(Y'|X) is the likelihood density

P(X|Y) =

P(X), (B.10)

function.
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B.1.3 Gaussian distribution

Let X = (Xy,...,X,,) be a multivariate standard Gaussian, Normal, distribution with mean
zero and unit covariance matrix, indicateds~ N (0, /) and read asij follows a Normal

distribution of mean zero and covarianEelts joint frequency function is given by

f(z) = (27r1),2nexp (—;xTx) . (B.11)

Now, by applying a transformatiori = p+ Bz, Y becomes a Gaussian distribution with mean

p and covariance matri = BBT,i.e.Y ~ N(u,C), with the joint frequency function given

by
_ L exp [~ Ly — WTe 1y —
f(y)—(%)%’det(c)'% p( 2(y ) C (y u)>, (B.12)

assuming thaf3—! exists. In fact, standard variablé§ assume an equal variance domain,

described by ones in the covariance diagonal, and no correlation, explained by off diagonals of
C being zero. However, in general, variables may differ in variance and be correlated, which is

modelled by the Normal variablé§ having a general covariance mat€ix

B.2 Maximum Likelihood Estimate

Given a set of variableg € R™ and unknown parametefis= 64, . .., 8, the joint frequency
function, also called likelihood (¢), can be used for estimatirg The Maximum Likelihood

Estimate (MLE) maximisek £(#) with respect all parameteésas

0

Relevant MLEs from a Gaussian distribution are the linear LS solution estimations, mean, and
variance, however, since variance MLE is biased, it is common used an unbiased estimate of

the covariance.

B.3 Estimation of the first and second moments

Being u« the population mean, and the population covariance matrix, they can be estimated
from an experiment of observations by applying MLE, however, the MLE of the covariance is
a biased estimate. Given a paramétehe bias of the estimatéris defined by bias= E[0] —0;
therefore, the unbiased estimator has bias equal zero.

B.3.1 Mean estimation

The expectation for the variablg is computed as

Blwi] = % S i (B.14)
k=1
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B.3.2 Unbiased estimate of the covariance

The unbiased estimate of the covariance is given by

1

Cij = COV(J?Z',.%]') = w1

(i = Elzi])(2; — Elz;])]; (B.15)

whereFE|xz;] is given by (B.14).

As the number of variablesy, increases, the computation 6f using (B.14) becomes
impracticable since the number of observations must be equal to the number of parameters to
be determined, given by (4.35). Therefore, if the number ob observatienkess than (4.35),
then the covariance will no be completely determined and may be ill-posed; besides yif,
then the covariance will be rank-deficient.

A possible solution for determining’ from a low number of observations is imposing
constraints to it. There are several ways for constraining the covariance [98] where the most
explicit is applying conditional independence to variables that are not directly dependent. This
is employed is Geophysics for spatial data where entries for the concentration raattix,
are set to zero for conditional independent variables that are, for example, far apart. For EIT
of the head, it is not obvious how to define conditional independence where channel variables
correspond to injection from two diametric positions. However, other constraints could be

imposed.

B.4 Best linear predictors

Given a set of observable variablgsone is interested in obtaining the best predictor based on
a new set of variables. However, while the best predictor requires the frequency distribution,
the Best Linear Predictor (BLP), provides a linear approximafior) [32], based on the first

and second moments, minimising
El(y — f(2))" (y — f(x))). (B.16)

B.4.1 Principal Component Analysis

Principal Component Analysis (PCA), known as the oldest multivariate analysis technique [32],
provides a new set of variables defining the Principal Components (PCs), which are BLP of the
original data.

PCA to high dimensionality data for reducing the dimensionality to few uncorrelated com-
ponents that retain most of the information of the original data. Therefore, if there is high

correlation, then the first PCs will contain most of the information.
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Originally, given the datg € R™ and vector basig; € R™, PCsa] y were derived such

thata!y has maximum variance, and they are orthogonal in the sense
COV(a;ny, ajTy) = aiTCaj, (B.17)

whereC' = cov(y) [84, 32].
Using Lagrange multipliers, the first PC is obtaining by maximising its variance, subject
to normalisation, that is,

max{al Ca; — M\ (ala1)}, (B.18)
al

which becomes

(C - )\1[)&1 = 0. (Blg)

Higher order components are calculated on the same way by imposing orthogonality.

The new basig; are the eigenvectors ¢f with eigenvalue\;; the PCs of the data are the
projections of the eigenvectors onto the data,d}ey.

Note, the variance, eigenvalue, of the PCs tend to decrease for higher components [84].
Thus, approximating the data from the first PCs when the covariance matrix has been estimated
from a low number of observations, is appealing since last PCs are estimated with lower preci-
sion.

In the case where the covariance if rank deficient, if thereyaeglundant variables, then
rank(C') = m — ¢, and one can reduce from to m — ¢ variables without loss of information
[84].
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Derivation of linear approaches

Difference imaging results can be improved by reconstructing relative difference data rather
than difference data [74, Chapter 4] requiring also a normalisation in the Jacobian, called row
normalisation. Here, the linear LS problem is derived from the nonlinear LS problem for the
case of relative difference data.

Let V' be the measured voltage abs be the measured reference voltagé;) be the
model predicted voltages, or forward solution, for a given conductivity distributioand
F(xref) be the predicted reference voltage, for a reference conductiyity For a small con-
ductivity changeAz = x — xy aroundx, the predicted voltagé'(z) can be approximated

around the predicted reference voltdger,) using Taylor's expansion as
F(z) ~ F(xg) + J(z¢)Ax, (C.2)

where changes of ordéAx)? are neglected, andi(z) is the Jacobian of the forward mapping
F atzy.

Relative data is obtained by dividing the measured dfatey its measured reference data

Viet, that is,
Vv
35 C.2
Vief ( )
relative difference datd by
V- Vref
d=——. C.3
Vref ( )

C.1 Nonlinear least squares problem

The nonlinear LS problem seeks an approximated solution to the nonlinear system of equations
F(z)=V as

minf]|V — F(2)[}. (C.4)
Now, dealing with relative voltageB(x)/F (xref) = V/Viet, the LS problem becomes

\%4 F(x)
z Viet F(wref)

17}. (C.5)
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C.2 Linear least squares problem
Substituting Taylor’'s approximation in (C.1) into the nonlinear LS problem (C.5),

V. F(xo) Viet
Vief F ($ref) F (xref)

| — J(xo) Azlf?, (C.6)

and assuming e = xg, the linear LS problem is given by

V' — Viet B J(z)Ax

min 2 C.7
in{| = = SRS (€.7)
which can be expressed in termsdofC.3) as
. 1 2
min{{|d — mJ(fFO)AfEH h (C.8)

whose solution estimates a conductivity chadge s for relative difference datd as

Azpg = ( J(x0)>Td, (C.9)

F(xo)
wheret denotes the pseudo-inverse.
However, in practice it seems that using the tefm instead ofF'(x) for the row nor-

malisation (section C.3) yields better results.

C.3 Row normalisation

Defining the row normalisation matrix as
R =diag(Fi(z0) %, ..., Fn(zo)™), (C.10)

where each row of the Jacobian is scaled by the corresponding predicted voltage, for a total
number ofm predicted voltages. Because each entry of the voltage difference (C.2) has been
scaled by the reference voltage, the same operation must be done to the Jacobian. Therefore,
row normalisation must be applied when reconstructing relative difference data.

Denoting the normalised Jacobian as
Jn = RJ, (C.11)
the linear LS problem (C.8) becomes
min{||d — Ju Az}, (C.12)
and the solution to (C.8) is given by

Azps = Jld. (C.13)
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In fact, for obtaining relative difference conductivity in percentage change one needs to

divide the solution (C.13) by the reference conductivity

A
100 % —2 (C.14)
Zo

Row normalisation can be derived in a more practical way. Given that the Jacobian maps

a change of conductivithAz into a change of voltagV, that is,J : Az — AV, where

Az =z — zg andAV =V — 1, the relative difference data can be approximated as

AV JAzx
=7 o , C.15
Vo o F(zo) (€13)
the conductivity change is then obtained as
Az = ngg. (C.16)
Vo

Row normalisation for EIT has been studied in [108], however, it is still not very clear
the best approach to row normalisation. In practice, it seems that results by using the row

normalisation (C.10) are betterf(x) is approximated by = Jx, that is, definingk as

R =diagb;',...,b,"). (C.17)

’rrm

Nevertheless, since it has been pointed out that row normalisation [108] increases the condi-
tioning of the Jacobian (Figure C.1), it would be more efficient to apply the normalisatiyn to
such that, the problem becomes

JAz = (Jxo)d. (C.18)
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Figure C.1: Relative singular values of the Jacobian with and without row normalisation.
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Concepts of differential geometry

An introduction to classic differential geometry can be found in [124].

D.1 Diffeomorphism on manifolds

A smooth manifold can be described as a set of points with a neighbourhood called ’'local
charts’ such that there is a one-to-one correspondence between each chart and an open region
of R3, which induces local coordinates on each chart. Examples of manifolds are a region of
the Euclidean space or a surface with non-singular points.

A diffeomorphism¥ can be defined as a one-to-one function where both the function and
its inverse are smooth. Thus, one can define a class of diffeomorphically equivalent manifolds
M if there exist a diffeomorphic transformation among the manifolds M — M, given by

smooth functions;

I3

wzfl(:iagv )
y = faf ) > (D.1)
Z:fg(i‘ )

’g’
such that its Jacobialt’ = 9(f1, f2, f3)/0(, 9, Z) has nonzero determinant, that|i§/| # 0.

ST
<
™R

)

83

Itincludes affine transformations, nonlinear smooth transformations, and infinitesimal per-
turbations. Affine are linear transformations together with translation that preserved lines and
parallelism but not angles and lengths; therefore, they are considered as linear diffeomorphism

acting on linear manifolds by (adding) a constant vector to each point of the manifold.

D.2 Invariance up to a diffeomorphism

An interesting idea from general relativity, that indirectly provides physical intuition to the
non-unique anisotropic inverse problem, explains a diffeomorphism as a type of transfor-
mation such that physical events are independent of the choice of coordinates (Math Pages,
http://www.mathpages.com/rr/s9-02/9-02.htm). This type of transformation extended the pre-

vious transformation that in special relativity defined the class of inertial systems to a more gen-
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eral choice of transformation that relates systems of coordinates to describe events in general
relativity. Thus, a one-to-one smooth transformation with differentiable inverse left invariant
physical laws, such that the physical description of events did not depend on the choice of coor-
dinates. This type of transformation is called diffeomorphism and two sets of an event are said
to be equivalent up to a diffeomorphism if there exist a diffeomorphic transformation between

them.

D.3 Curves and surfaces in 3D manifolds

A 3D curve in parametric form is defined as

z = fit),y = fa(t), z = f3(1), (D.2)

with curve length

— |uydt, (D.3)

whereuv, is the tangent or velocity vector to the curve at every point, given by

dfv dfy dfs\ _
o) = (B2 B e, (0.4)

wherev; are the vector components defined as

dfi

V; =

ande; are the vectors tangent to the coordinate grid, given by

0
al‘i '

(D.6)

€; =

Curve natural coordinates are defined in terms of the natural paransetsh thatv;| = 1;

in this case, a normal to the curve is

dvg dv . dv
= — here v L v=— nce v— = 0. D.7
o W Y g Si Udt 0 (D.7)

Three vectors are needed to uniquely describe a curve in,3D), where the third vector

b, called the binormal, can be defined by vectorial product as
b=vAv. (D.8)

In fact, these concepts defined the extrinsic geometry of a curve.

A nonsingular surface in 3D is defined by

F(z,y,z) =const. where VF # 0. (D.9)

1Summation is understood over repeated indices.



D.4. Tensors and transformation of coordinates 233

From the definition (D.9) the gradient to the surface is given by

3
oF OF 8F> ZE)F (D.10)

VF(z,y,2) = <8x’ay’82 = %ei'

=1
Given a curve (D.2) and a functiof(z, y, z) defined at each point on the curug,=

g(f1(t), f2(t), f3(t)), the function derivative is given by the projection of the function gradient

onto the curve velocity vector

@_v U_E)gdx,-
P A T

(D.11)

D.4 Tensors and transformation of coordinates

In this section, a distinction between up and lower indices is used to define contravariant and
covariant components of a tensor and theirs transformation rules. A tensor is introduced as
a generalisation of scalar, vector, and matrix, which are defined as rank zero, one, and two
tensors. Here, only up to two rank tensors are considered. A zero rank tensor is a scalar, which
is invariant under any transformation. A one rank tensor is a vegtehich can be described

in terms of contravariant components with upper index, or in terms of covariant components

v;, With lower index. A two rank tensor can have two contravariant indice$/asvo covariant
indices asv;;, or mixed asU;'.. Tensor components are defined by their transformation rules
under a change of coordinates [163].

Given the coordinates’ in terms of the coordinate& as
zt = 2'(47), (D.12)
the Jacobian of the transformation can be defined as
I (D.13)

or in matrix form as

ozt 9zl Ozl
ozl o#2 043
1,2 .3
A: 8(117 , L7, T ) _ o2 ox2 Ox2 . (D14)
8($’1, 3’32’ 333) otl 042 043
oxz3  0xz3  9xd
ot 042 043

Similarly, if the Jacobian determinant is non zel@y’ /97| # 0, then there exists an inverse

relationt = #(x), so the inverse of the Jacobianis given by

Bi = (D.15)
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that is, B = A~1. The effect of the transformation in the differential voluae'dz2dz? is

given by the determinant of the transformatiot) by
detda?dx® = |A|d# di?dd?,

such that the volume increases whédnis larger than one.

D.4.1 Rank one tensor: Vector components

The contravariant component of a vectdr, change as

oxt

(- 5 — Algd
v ax,jv j’U
A oft . o
- J — Biyd
v &rjv U7
or in matrix form as
(v9) = A(?°)

where® indicates that the component is contravariant, @rigl = (

The covariant component of a vectey, change as

Ox? ;
v; = 78 i Uj = Agvj
£r
o147 )
v; = 78.%2 Uj = Bg'l)j,

or in matrix form as

(0c) = AT(UC)

(ve) = BT (¥e)

where . indicates that the component is covariant, and the transpose is introduced because
the upper index of a matrix, as in (D.21,D.22), is 'on the top left’ (the lower index 'on the

bottom right’) considered as row (column), and so it must be transposed to agree with the

matrix multiplication.

v v? v

3)T_

(D.16)

(D.17)

(D.18)

(D.19)

(D.20)

(D.21)

(D.22)

(D.23)

(D.24)

An example of covariant vector is the coordinate veetoe= 0;, being parallel to the

coordinates lines; examples of contravariant vectors are the differentialdgriand and the

velocity vectorv! = dz*/dt, being perpendicular to the coordinates lines. Note that the differ-

ential formsdz® have a direct integration’.
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D.4.2 Two rank tensor: Conductivity tensor

A two rank tensor with two contravariant components like the conductivity terfépwhich is

represented as a two-by-two matrix in some coordinates, follows the transformation rule

ax L ki 8x

ol = PR = AjoM(ATY] (D.25)
G — gjzi"klgi]z _ (A—l);co_kl(A— >z _Bz kl(BT){ (D.26)
where in matrix form
(0) = A(6)AT (D.27)
(6) = A Yo)AT =BoBT (D.28)

In fact, given an orthogonal transformation= x () [36], wherez is considered the given
global coordinate system, aricthe local coordinate system, for whiéhis diagonal s can be

also defined by the eigenvalue decompoaosition as
o=VDVT, (D.29)

where the eigenvalue matri® can be understood as the conductivity tensor in the local co-
ordinate systeml = [v1, v2, v3] With v; the eigenvectors and as the conductivity tensor in
the global coordinate system, which agrees with the transformation Aules|é;, é,, é3] for

é; = 0z /04" = v; (section A.2.1).

D.4.3 Two tensor: Riemannian metric tensor

D.4.4 Riemannian metric tensor

Let z = (z1,z2,23) be the Cartesian coordinates in the Euclidean space, the scalar product

induces a norm for the velocity vector= dx/dt

o = [ 2] -3 (%

whered;; is the Euclidean metric given by the unit matrix. By definigig= 4 as the old

(D.30)

N\ daty dat
T oar Mare

coordinate system, such thet= z*(z"), and by applying the transformation rule for covariant
coordinates (D.20)

dzt ozF - Oxt dzd dzt
2 _ Gz dx vL k
1" =G 0% a5 ar = ar A%

le

v (D.31)

Now, since a Riemannian metrjds a positive definite quadratic form that leaves invariant the
scalar product (D.30) in the new coordinates, then

s
T at i

dz (12
lol? = |5

- (D.32)
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and so the new metric is

Gij = Aoy AL (D.33)

In fact, in the Euclidean spage= I, and then, in matrix form, a metri@ in the old coordinate

system is given with respect to the new metridby
G = ATGA, (D.34)

which is equivalent to the transformation rule for covariant two rank tensors.

Let v, w be two vectors iR?, the Riemannian metric can be defined, by tangent vectors,
vectors in contravariant coordinates, at every point of the manifold and depending smoothly on
the choice of local coordinates, as a positive definite symmetric bilinear functid®t x R? —

R*. That defines a scalar product for each pdindf a manifold M, being locally smooth, as
v-w = uigijwj, (D.35)

with an induced norm or distance (D.30). Thus, the metric is defined by

(http://fen.wikipedia.org/wiki/Metridensor)

9 0
91§ =< g ggi O S Gl > (D-36)

The length between the poinisandb is defined as
b . 1
L= / (da:zgijdx]) 2, (D.37)

D.4.5 Relation conductivity-metric
A relation between the conductivity and the metric in Riemannian manifolds can be done in
terms of modern differential geometry [104, 174]. Llet be a connected manifold with com-
pact boundary) M andg the Riemannian metric such that® = g;;dz’dax’.
Given the conductivity tensar, in 3D, there is a metrig for which the conductivity
equation becomes the Laplace Beltrami equation
jaaii (mgf;?;) =0, (D.38)

where the metric is given uniquely by the conductivity

. 1 .
gl‘] = w@'w. (D39)

Note thatg" is the inverse of;;. With this relation, the EIT problem is equivalent to determine

the Riemannian metric from the NtoD madp = A,. Because given two metrigs and g

related by a diffeomorphism that fixes the boundary, thgn= Az, and so the metric can be
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determined in two steps [174]: i) determining the abstract manifold that corresponds to the
conductivity, ii) selecting an appropriate embedding of the abstract manifd®d.iwhile the
step ii) is not uniquely defined, providing extra information can make it unique.

As an example, givew"” = diag(2,1,1), ¢ = diag(1,0.5,0.5), and theng;; =
diag(1, 2,2), which leads to a differential lengths® = (dz)? + 2(dy)? + 2(dz)?.

D.4.6 Example: spherical coordinates
Given the change of coordinates, , 2) = (r,0,¢) — (,y,2), (e, e, e4) are given by the
transformation rule (D.24), for example,

oz’ Ox oy 0z

e = ey 4+ 22 Ze,. D.40
axrej (97“6 +8rey+8re ( )

€r =

Given the conductivity tensar = 6(r, 0, ¢), that is, initialised in spherical coordinates, then in

the new coordinates it is given by

o= AGAT, (D.41)
whereA is given by
d(z,y, z)
A = 3. 5 o Lbr )
9(r0.0) 70
sinfcos¢ rcosfcos¢p —rsinfsing
= sinfsing rcosfsing rsinfcoso . (D.42)
cos 6 —rsind 0

An analogy with the eigenvalue decomposition can be defined as VDV by defining
V =AandD =g.
Let f = f(z,y, 2) = 22 +y% + 2% = const. be a 3D spherical surface, with gradient given
by
Vf= Z —el = (2z,2y,22), (D.43)

the derivative with respect tis

af
do

B of dat
N - ozt do

<Vﬂ =0, (D.44)

such thatf is constant along the cun# the same applies t¢. The same applies to that
yields the obvious result

af

Ty z
. = (2z,2y,2z) - (; ;,;) = 2r. (D.45)
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D.4.7 Tangent and cotangent space
Differential geometry defining vectors and tensors on manifolds provides an intuitive under-
standing of the concepts of vectors and tensors. Here, the interest is on smooth manifolds and
diffeomorphic transformations between them.

Given a manifoldM/, the tangent spacE, M is defined as the space composed of all tan-
gent vectors for every point The vector position of is given, in 3D, as, = (z!,2%,23) =
(z' — 0,22 — 0,2% — 0), v € T,M, wherez' are the coordinates; therefore, the tangent vec-
tors correspond to the usual vectors. et M — N be a diffeomorphism, the push for-
ward F, is defined as a linear map from the tangent spac&/dfo the tangent space oW

(http://en.wikipedia.org/wiki/Pusforward)
Fo: TyM — Ty, N, (D.46)

then the push forward maps vectors to vectors, and so a linear map can be defined on how it
acts on vectors. IF, is defined as matrix, then the push forward corresponds to the Jacobian of
the transformation/ = dz/9x’, wherez’ are the coordinates i/ andx are the coordinates
in N, such that the push forward of the vectois Jv' = v.

The cotangent spacE; M is defined as the dual space to the tangent spgéé, com-

posed of linear functions or tensofsc 7 M that map vectors onto numbers
f:T,M — R. (D.47)

For example, the projection of any vectoontow can be defined as a tensy(v) = w-v. The
pull back of tensors is defined as a linear map from the cotangent $paceto the cotangent
space oy ; N

F* T N = Ty M, (D.48)

that is, it map backs tensors (http://en.wikipedia.org/wiki/Pullback). This is clear when ex-

pressed for the previous example of a projection

(F*f)(v) = f(F(v) = f(w), (D.49)

where the action of the pull badk* on the tensorf is given by the tensof acting on tensor
w € Ty N. Let A be the matrix representing the push forwétd then since the pull back acts
in reverse direction, it can be proven that the transpose mafrisepresents the pull badk*.

In conclusion, given a diffeomorphisii : M — N, the push forward is a linear map
Fy : T,M — Tgg,) N represented by a matriA that pushes forward vectors (vectors in con-

travariant coordinates) a$v’ = v, which agrees with the previous definition (D.20), and the
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pull back is a linear map™ : T;(p)N — T, M represented byl” that pulls back tensors (vec-
tors in covariant coordinates) ad f = f’, which agrees with the previous definition (D.24).

One rank tensors or vectors can be defined by both covariant and contravariant compo-
nents, which are related by defining a metric on the manifold. Position vectors are given in
contravariant coordinates and belong to the tangent space; linear functions are given by covari-
ant components and belong to the cotangent space. Linear functions are also called covectors

and one-forms.
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Conductivity tensor scaling

The aim of this chapter is to analyse the effect of constraining (scaling) the conductivity tensor
in terms of the current norm, tensor trace, and determinant, for two constraints that have been
previously applied in EEG: i) scaling of the tensor trace [90] and ii) Wang’s constraint [182].

It is assumed there is an electrical field with equal componéhts= E. Leto =
oscdiag1, 1, 1) be the isotropic conductivity tensor wherg. is the scalar isotropic conduc-

tivity. The trace is tracer) = 30,.. The current density is

|J|? = 02,E% + 02, B2 + 0%, F? = 302, E?, (E.1)

zx-x yyy zzz

so||J|| = V3os.E. The determinant i3, |.

Now, given a scalar anisotropic tensor, whose conductivity in the x and y-direction, the x-y
plane, is ten times larger than in the z-directiop, = 0,, = 100, the effect of scaling the
tensor is compared to the isotropic case.

Scaling the trace to be equal to the isotropic one
tracdo) = 305 = 210, (E.2)

theno .. = (3/21)0s ando,, = oy = 10(3/21)0,.. The current norm is

3
|J]| = \/ﬁioscE = 2.030,.E. (E.3)
The determinant is ,
o] = 10? <231> 03, =0.2903.. (E.4)

Imposing Wang’s constraint
2 2
Oga0zz = 05, = 100 (E.5)

theno,, = oy = V100, ando ., = o,./v/10. The trace is

traceo) = (2@ 1 /\/E) Toe = 6.640 . (E.6)
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The current norm is

|J]| = V20 + 0.105.E = 4.480 . E. (E.7)

The determinnant is
ol =—0..=3.160%.. E.8
| | \/E Sc ScC ( )

Wang’s constraint yields twice the trace and current norm than the isotropic case while
scaling the trace yields same trace and similar current norm. The determinant is different for
both of them by a factor of three. Larger effects were found using a volume constraint [182],
which constrained the product of the three eigenvalues to be equal to the equivalent product for
the isotropic conductivity, than Wang's constraint. Here, both Wang’s constraint and scaling the

trace were used yet the latter was preferred for studying the effect of anisotropy of the head.
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