(CARDIFF

UNIVERSITY

PRIFYSGOL

(ARRDYD

Cardiff University
School of Psychology

Thesis submitted for the degree of
Doctor of Philosophy 2023

Diffusion MRI of the prostate at 300 mT /m

Malwina Molendowska, MSc, BSc

Supervised by Chantal M. W. Tax, PhD, Prof. Derek K. Jones,
Fabrizio Fasano

Cardiff, Wales, 2023



Contents

Abstract

Research outputs

Acknowledgements

Abbreviations

Notation

List of Tables

List of Figures

Introduction and Background

1. Thesis Overview

1.1. Motivation . . . . . . .
1.2. Highlights of the work . . . . . . . . . ... ... .. ...
1.3. Thesisoutline . . . . . . . . .

Technical background: NMR Physics, MR Hardware and Software
2.1. Spin physics, bulk magnetisation and RF excitation . . . . . . . ... .. ... ...
2.2. Relaxation . . . . . .
2.3. Diffusion . . . . ...
2.4. Spatial localisation of the MR signal and spin-echo experiment . . . . . . . . .. ..
2.4.1. Radiofrequency pulses and spin-echo experiment . . . . . . . ... ... ..
242 K-spaceencoding . . . . . . .. ...
2421, Spiralreadout . . . . . ...
2.5. Gradient encoding for diffusion contrast . . . . . . . . .. ... ... .. ... ...
2.5.1. Stejskal-Tanner encoding . . . . . . . . ... ... ... ...
2.5.2. B-tensorencoding . . . . ... ...
2.6. Examples of the mathematical descriptions of diffusion-weighted signal . . . . . . .
2.6.1. Diffusion Tensor Imaging and Diffusion Kurtosis Imaging . . . . . . . .. ..
2.6.2. Gamma distribution approximation . . . . . ... ...
2.7. MR hardware improvements for advanced diffusion MRl . . . . . . . . .. ... ..
2.8. Magnetic field perturbations and their monitoring . . . . . . . . ... ... ... ..
2.8.1. MR field perturbations . . . . . . . ... ...
2.8.1.1. Magnetic field inhomogeneities . . . . . .. ... ... ... ...



Contents i

2.8.1.2. Eddycurrents . . . .. ... 22
2.8.1.3. Concomitant magnetic fields . . . . .. ... ... ... .. ... 23
2.8.1.4. Gradient non-linearities . . . . . . . . .. .. ... .. ... ... 23
2.8.1.5. Mechanical oscillations . . . . . . ... ... ... ... ... 24
2.8.1.6. Thermaleffects . . . . . . . . ... ... ... ... ... ... 24
2.8.2. Monitoring of MR field perturbations . . . . . . . ... ... ... ... .. 25
2.9. Image reconstruction . . . . . . . . L 26
2.9.1. Expanded encoding model reconstruction . . . . . .. .. ... ... ... 27
2.10. MRsafety . . . . . .. 29
2.10.1. Peripheral nerve stimulation . . . . . .. ... ... L. 30
2.10.2. Magnetophosphenes . . . . . . . ... 30
2.10.3. Cardiac stimulation . . . . . . . ... 31
2.11. Sequence design and protocol optimisation considerations . . . . . . .. ... ... 31
Clinical background: Prostate and Pathology of Prostate Cancer 32
3.1. Anatomy of the prostate gland . . . . . . . . ... ... 33
3.2. Clinical diagnostic pathway and relevance of MRI in the detection of prostate cancer 34
3.3. Microstructural changes of the prostate tissue . . . . . ... ... ... ... ... 35
3.4. (In)visible histological changes in clinical prostate MRI: Research studies on prostate
CANCEN . . . v v e e e e 36
Contributions 39
Physiological effects of human body imaging with 300 mT /m gradients 40
4.1. Introduction . . . . . . .. 41
42. Methods . . . . . . . .. 41
4.2.1. Study participants . . . . .. ... 41
422, Experimental setup . . . . . ... 42
4.2.3. Acquisition protocol . . . ... 42
43. Results . . . . . . 44
4.3.1. Occurrences of magnetophosphenes . . . . . . . . . ... ... ... ... 44
4.3.2. Occurrences of PNS . . . . . . . . ... 45
4.3.3. Reports of other physiological effects . . . . . . . ... ... ... .. ... 46
4.4, Discussion . . . . . . ... 47
4.4.1. Magnetophosphenes . . . . . . . ... 47
442 PNS . . . 49
4.4.3. Other physiological effects . . . . . . . . ... ... ... ... ..., .. 49
444, Study limitations . . . . . ... 49
45. Conclusions . . . . . . . . 50

Feasibility of 300 mT /m gradients for probing tissue microstructure in prostate

cancer 51
5.1. Introduction . . . . . ... 53
5.2. Methods . . . . . . .. 54
5.2.1. Study participants . . . . ... 54
5.2.2. Data acquisition . . . . . ... 54
5.2.3. Quality assessment and data preprocessing . . . . . . . . ... .. ... .. 56

5.2.4. Dataanalysis. . . . . . . .. 56



Contents i

5.2.4.1. Simulations . . . ... .. 56

5.2.4.2. Image distortion and contrast evaluation . . . . . . ... ... .. 57

52.43. ROlanalysis . . . . .. . ... ... 57

5.3. Results . . . . . . 58

5.3.1. Quality assessment and preprocessing . . . . . . . . . ... ... 58

5.3.2. Simulations. . . . ... 61

5.3.3. Healthy controls . . . . . . .. . . ... 61

5.3.4. Prostate cancer patients . . . . . . . ... 62

5.3.5. Prostate MRI diagnostic quality evaluation . . . . . .. ... ... ... .. 64

5.3.6. DKl parametric maps . . . . . . . .. 66

5.4. Discussion . . . . .. 66

5.4.1. Data quality and artefacts . . . . . . .. ... ... ... 66

5.4.1.1. Susceptibility artefacts . . . . . . ... ... 66

5.4.1.2. Eddy current-induced distortions . . . . . ... ... ... L. 67

5.4.1.3. Gradient non-linearities . . . . . . ... ... L. 67

5414, Motion . . . . . . .. 68

54.15. Ricianbias . . . . . ... 68

5.4.2. Study limitations . . . . . .. ... 68

5.4.3. Futuredirections . . . . . .. ... 69

5.5. Conclusions . . . . . . . .. 69
6. Enhanced Diffusion and Spatial Resolution Prostate dMRI using Spiral Readout

and Expanded Encoding Model 70

6.1. Introduction . . . . . . ... 72

6.2. Materials and Methods . . . . . . . . . ... 73

6.2.1. NIST isotropic diffusion phantom . . . . . . . . ... ... ... .. .. .. 73

6.2.2. Study participants . . . . . ... 73

6.2.3. Data acquisition . . . . . .. .. 73

6.2.3.1. High in-plane resolution spiral readout optimisation . . . . . . .. 76

6.2.4. Data reconstruction . . . . . . . ... 78

6.2.5. Data processing and analysis . . . . .. .. ... 78

6.2.5.1. NIST phantomdata . . . . . ... ... ... ... ... ..... 79

6.25.2. Invivodata . . .. ... ... 79

6.3. Results . . . . . . . 80

6.3.1. Phantom imaging: Eddy current-induced distortions . . . . . . .. ... .. 80

6.3.2. Phantom imaging: Accuracy and precision of diffusivity estimation . . . . . . 80

6.3.3. In vivo data: dMRI sequence comparison and image alignment evaluation . . 80

6.3.4. Invivodata: SNRanalysis . . . . .. ... ... ... ... ... ... .. 82

6.3.5. In vivo data: Reconstruction with prescribed trajectory . . . . . . . . .. .. 84

6.3.6. dMRI image contrast evaluation in the prostate . . . . . . . ... ... ... 84

6.3.7. Quantitative MRI of the prostate . . . . . . . . . .. ... ... ... ... 86

6.3.8. Prostate dMRI at high in-plane resolution . . . . . . .. ... .. ... ... 86

6.4. Discussion . . . . . .. 88

6.4.1. EC correction in prostate dMRI with expanded encoding model . . . . . . . 89

6.4.2. Enhanced SNR of high b-value prostate dMRI. . . . . . ... ... ... .. 89

6.4.3. Improved image quality and diffusion contrast . . . . . .. ... ... ... 90

6.4.4. Blurring in dMRI with spiral readouts . . . . . . ... ... L. 90



Contents iv

A.

6.4.5. dMRI data at sub-millimetre in-plane resolution with high-resolution spiral

readout . . . . .. L L 91
6.4.6. Noise enhancement in dMRI data with high-resolution spiral . . . . . . . .. 91
6.4.7. Study limitations . . . . . . ... 92
6.5. Conclusions. . . . . . . . . . 93
Conclusions and Outlook 94
Concluding remarks 95
Outlook 98
8.1. Futuredirections . . . . . . . . .. 99
8.2. Towards comprehensive microstructure characterisation: B-tensor encoding with spi-
ral readout . . . . .. L 99
Supplementary Figures to Chapter 5 105

References 107



Po: Maybe | should just quit and go back to making

noodles.

Oogway: Quit, don't quit... Noodles, don't noodles...
You are too concerned about what was and what will be.
There is a saying: yesterday is history, tomorrow is

a mystery, but today is a gift. That is why it is called
the ‘present’

Kung Fu Panda



Abstract

Diffusion magnetic resonance imaging gained worldwide recognition as the chief non-invasive mean of
mapping microstructural properties of biological tissue. By far, the most common clinical application
of this method is diagnosing conditions such as stroke and cancer.

Prostate cancer is one of the leading cancer-related causes of deaths among men. Recently,
MRI became a triage test in the diagnostic pathway for men suspected of having prostate cancer.
While providing a very useful contrast, limited gradient power of clinical MR hardware prevents it
from capturing the whole range of microstructural changes. For that reason, one research priority is
to provide novel MRI-based biomarkers for increased efficacy of its early diagnosis. Assessing early
microstructural changes in the prostate is of fundamental importance, as it can increase patients’
chance of survival.

Novel technological developments can be used when trying to address the issues with limited
spatial resolution, sensitivity and specificity of the clinical MRI scans. The work presented in this
thesis focused on the use of one of the most powerful whole-body MRI scanners - in terms of the
gradient amplitude - available worldwide to advance diffusion MRI of the prostate. Advanced image
reconstruction, accounting for MR field perturbations, was exploited to address concerns regarding
low image quality resulting from limited MR gradient fidelity. In addition, diffusion MRI was probed
at sub-millimetre spatial resolution and effectively enhanced spatial resolution of the images which
is crucial for accurate localisation of cancerous lesions.

The work presented in this thesis showcases the ways to obtain higher spatial resolution, and
boosted signal-to-noise ratio in diffusion MRI images of the prostate, as well as increased sensitivity
to subtle tissue alterations that can be observed early in prostate cancer. The preliminary results
are promising, but further development of methods is required, including exploring more advanced
microstructural imaging sequences and methods for analysing the data they allow to obtain.
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1.1 Motivation

The advent of magnetic resonance imaging (MRI) in the 1970s has significantly contributed to
non-invasive characterisation of tissues. With clever manipulation of the magnetic field gradients
and radiofrequency pulses, MRI allows for visualisation of living tissue and provides new markers of
structure at macroscopic scales. Diffusion MRI (dMRI) signals carry information about the motion
of water molecules which is modulated by the microstructure of the tissue. It is therefore feasible to
infer information about different microscopic compartments, e.g., different cell types, including their
size, shape and orientation, which helps us to understand ongoing processes in healthy and diseased
tissues. However, the amount, accuracy and discriminative power of the information attainable relies
additionally on the MR hardware used.

Recent years of MR hardware development have lead to the design of novel MR systems with
ultra-strong gradients (e.g, [Kimmlingen, 2017]), enabling the exploration of microstructure in gre-
ater detail. However, despite their whole-body imaging capability, these systems have so far only
been used in studies exploring brain tissue. In this work, the first results beyond imaging of the
head are presented, and the feasibility of ultra-strong gradient diffusion imaging of the prostate is
assessed. The motivation for pushing imaging-based diagnosis of prostate cancer is the significant
disease burden. Prostate cancer is among the most common forms of cancer in men, with 1.4 million
new cases diagnosed globally in 2020 and 375 304 related deaths reported it the same year [Wang
et al., 2022].

Multiparametric MRI (mpMRI), is currently a standard clinical practice prior to prostate biopsy.
In contrast to biopsy, however, mpMRI has unique potential to evaluate the prostate as a whole, non-
invasively, thus providing clinicians with a vital diagnostic stepping-stone between non-specific blood-
based markers and invasive biopsy. Synergistically with prostate specific antigen level monitoring,
it composes an effective tool for detection of clinically significant prostate cancer (csPCa). Most
importantly, dMRI has a role in mpMRI as one of two key contrasts for lesions depiction. A clinical
dMRI protocol typically includes acquisition at low-to-moderate diffusion weightings with low signal-
to-noise ratio and at low spatial resolution. Recent more advanced diffusion techniques hold great
promise in biopsy reduction [Singh et al., 2022], but their acquisition on low-end clinical systems
is hampered by the gradient hardware and imaging strategy. As a result, it is not possible to fully
explore the frameworks of the latest research advances in everyday practice. Improving data quality
as well as the sensitivity and specificity of dMRI signals to microstructural changes in prostate cancer
is essential for improved screening in early detection of the disease and reducing unnecessary biopsies.
Improving clinical prostate MRI is vital, as many of the cancerous lesions are not visible in standard
MRI scans [van Houdt et al., 2020], especially low grade changes where early detection is important
for the patient’s chances of survival.

The work within this thesis tackles some of the challenges of prostate dMRI in clinical practice.
By drawing inspiration from research studies advancing dMRI for imaging brain, we devise advanced,
and most importantly safe, experimental strategies and present the first pilot scans of patients with

prostate cancer from an Active Surveillance clinical group. By employing novel MRI strategies, we
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boost the image quality and hence the reliability of quantitative measures in healthy and cancerous
tissue. The methodology described in this work is a first step towards comprehensive characterisation

of the prostate gland using the latest MR hardware and software.

1.2 Highlights of the work

The key highlights of this thesis are as follows:

e Firstly, the whole-body MR systems equipped with strong gradients capability, so far only

used for investigating brain structure, can be safely used in imaging landmarks below the neck.

e Secondly, leveraging the capability of ultra strong gradients, i.e., exceeding clinically ava-
ilable 40-80 mT/m gradients, unlocks the acquisition of new diffusion contrasts at shorter
diffusion times and echo times. Moreover, the achieved higher b-values can more effectively
suppress signals from healthy tissue, enhancing tumour-to-normal tissue contrast and lead to
hyperintense signals in the tumour. Such enhanced contrast can considerably improve the

conspicuity of small lesions.

e Thirdly, deployment of non-Cartesian image readouts, including at high in-plane resolution,
with image reconstruction expanded to include monitored MR field perturbations, provides
diffusion weighted images of the prostate of excellent quality and higher signal-to-noise ratios
compared to conventional readout. This, in turn, improves the data fidelity in comparison to

structural images, and aids with the depiction of lesion edges.

The ultimate goal of this work was to achieve increased sensitivity to microstructural changes
in the disease and enhanced cancerous lesion discernibility with improved spatial location. This has
the potential to yield novel insights into the pathology, and therefore can form a solid basis for
more advanced dMRI experiments beyond those explored and reported in the core part of this thesis
(Chapter 8 Outlook). Ultimately, based on this work, new imaging biomarkers can be developed,

hopefully addressing the limitations of current mpMRI scans, advancing future clinical prostate MRI.

1.3 Thesis outline

Chapter 2 introduces the concept of relaxation and diffusion processes and reviews MR contrast
creation and its encoding, and subsequent image reconstruction. Gradients for encoding diffusion
weighted signals as well as spatial localisation of the signal are covered. Furthermore, a brief overview
of MR hardware advancements is given, alongside a more detailed description of magnetic field
perturbations, MR safety and sequence design considerations. The use of equations and technical
language is kept to a minimum to make this overview more approachable.

The healthy and cancerous prostate tissue structure and composition is the scope of Chapter 3.
Importantly, the diagnostic pathway of prostate cancer and relevant research studies advancing its

microstructral characterisation are also summarised.
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Patient safety during the scan with use of an MR machine is a topic of ongoing discussion in the
MR society. Therefore, prior to any imaging below the neck being performed on the ultra-strong
gradient MR system, the concerns about patients safety needed to be assessed. In Chapter 4,
a report of the physiological effects of human body imaging with 300 mT/m gradients is given. The
reported results on the likelihood of elicitation of magnetophosphenes provide new insights into the
complex interaction of time varying magnetic fields and the human body.

The MR systems equipped with strong gradients, e.g., 300 mT/m, enable stronger diffusion
weightings per unit time compared to conventional gradient designs. Consequently, the time needed
for diffusion encoding gradients and thus the echo time, can be drastically shortened. This, in turn,
brings the benefit of increased signal-to-noise ratio, and facilitates acquisitions of contrasts in the MR
measurement space not accessible for exploration on systems with low gradient amplitude. Those can
be leveraged in multi-contrast experiments, e.g., diffusion-relaxometry, for tumour characterisation.
Chapter 5 presents the feasibility of strong gradients applied in imaging the prostate. The signal-to-
noise ratio gains and higher b-value achieved with shorter encoding time enabled improved tumour-to-
lesion contrast with increased restricted diffusion signal present at shorter echo times. The achieved
gains could benefit microstructural parameter estimation of low-grade lesions.

Despite the clear gains of strong diffusion gradients, their deployment in combination with the
standard single shot echo planar imaging (EPI) readout leads to unnecessarily long echo times, espe-
cially at higher in-plane resolutions. As a result, a drop of signal-to-noise ratio and loss of sensitivity
to shorter Ty compartments is inevitable. Alternative encodings, such as spiral readout, can ame-
liorate these effects at the cost of a more complicated image reconstruction process. Chapter 6
focuses on the feasibility of expanded encoding model reconstruction with MR field monitoring in
imaging the prostate. With the flexibility and time efficiency of spiral readouts, further signal-to-noise
ratio gains and finer spatial resolutions can be obtained. Besides those advantages, accounting for
field perturbations at the reconstruction stage addresses the inherent problems of adverse artefacts
in dMRI data, and thus enhances its quality, simplifying data post-processing pipelines.

Chapter 7 concludes the findings in this thesis and places them in the scope of potential
translation to new advanced MR system being released worldwide.

Ultimately, potential future avenues that can be pursued in prostate cancer imaging, gratefully
inspired by many discussions with scientists from the field, are formulated in Chapter 8. A proof
of concept in vivo experiment with arbitrary diffusion encoding and spiral readout is reported. This
exploratory experiment is a step towards mapping micro- and macroscopic features of the tissue
with gradient waveforms beyond a single pair of pulsed-gradients using a strong gradient system and

non-Cartesian readouts.
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2.1 Spin physics, bulk magnetisation and RF excitation

Atomic nuclei consisting of an odd number of protons or neutrons possess a spin angular momentum,
J, often called nuclear spin, from which originates a magnetic dipole moment, u. A nucleus-

dependent constant called gyromagnetic ratio, v, links those two properties as

w=nJ. (2.1)

The magnitude of the magnetic dipole moment depends on the spin quantum number I, which is
another intrinsic property of the nucleus. In MR research, the most common nucleus to study is that
of the hydrogen atom (*H, as it comprises a single proton) because of its high natural abundance
in biological tissues. The gyromagnetic ratio of *H is 2.675 x 108 rad/s/T and its half-integer spin
is ] = 1/2.

The ensemble of protons present in a given tissue form a spin system. As thermal energy typically
dominates over inter-spin interactions at body temperature, spins tend to be randomly oriented,
leading to a zero net magnetisation. Under the influence of an external static magnetic field B
pointing along the z-axis, spins tend to precess around By at an angular frequency commonly called
the Larmor frequency, given by

wo = 7By, (2.2)

where By = ||By||. While this precession can occur with a z component either parallel or anti-parallel
to By, the parallel configuration has slightly lower energy than the anti-parallel one. This implies
that the spin system now presents a non-zero macroscopic net magnetisation vector M pointing
along the By field. Being able to treat the behaviour of spins in terms of a net magnetisation allows
for a classical description of NMR.

Once the magnetisation M is generated via the By field, an additional circularly oscillating
external pulse at the resonance frequency wy can be applied to evoke a rotating magnetic field B;
in the plane perpendicular to By, i.e., the transverse plane. This process is called radiofrequency
(RF) excitation and results in tipping the initial magnetisation M with respect to the z-axis by

a prescribed angle that depends on the amplitude and duration of B;.

2.2 Relaxation

Application of an RF pulse disturbs or flips the magnetisation vector M out of alignment from the
main magnetic field (i.e., out of the alignment with the z-axis). The amount of this rotation or
flip depends on the strength and duration of the RF pulse. The magnetised spin system gradually
returns to its equilibrium state. This phenomenon is called relaxation and can be decomposed into

two processes:

o Spin-lattice relaxation: An energy exchange between the spins and their surrounding environ-
ment by heat transfer. In other words, the spins give the energy obtained from the RF pulse

back to the surrounding lattice.



2.3. Diffusion 9

o Spin-spin relaxation: Loss of phase coherence of the magnetised spin system due to local field
inhomogeneities, e.g., local fluctuations of the magnetic field induced by surrounding spins,

which are superimposed to the main magnetic field.

On the one hand, spin-lattice relaxation leads to the gradual growth of the longitudinal com-
ponent M, of the magnetisation vector, characterised by the longitudinal relaxation time T7. After
application of an RF pulse, the longitudinal component of the magnetisation vector evolves in func-
tion of the time ¢ as

M.(t) = M.(07) {1 - exp(—%)} , (2.3)

1
with M, (07) the longitudinal magnetisation at equilibrium.

On the other hand, spin-spin relaxation translates as spatially varying precession frequencies,
leading to spin dephasing. This is reflected in the MR signal as an exponential decay of the transverse

components M, and M, of the magnetisation vector with a time constant T5:

M, (t) = M,(0") cos(wot) exp(—%) : (2.4)
M, (t) = M,(0") sin(wot) exp (_T%) : (2.5)

with M, (0") and M, (0") the z- and y-components of the magnetisation vector immediately after
turning off the RF pulse [Bloch, 1946]. However, in any NMR experiment, the transverse magneti-
sation decays much faster than would be predicted by natural mechanisms and this rate is denoted
by Ti. Ty is usually called 'observed’ or 'effective’ 75, and is always less than or equal to 75.

For example, the magnitude of the initial total transverse component M,,(0%) = M,(0") +
iM,(0") equals M,(07) if the applied RF pulse is 90°. Once rotated in the transverse plane, that
magnetisation vector precesses around the z-axis with a constant angular frequency wy, while its

magnitude decreases exponentially according to

t
M, (t) = M, (07) exp (_T> exp(iwot) . (2.6)
2

Positioning an electrically conducting coil in the transverse plane enables the measurement of
a voltage (signal) created through induction by the time-varying transverse magnetisation. This

oscillating signal of exponentially decaying magnitude is called free induction decay (FID).

2.3 Diffusion

Due to thermal energy, molecules in a fluid adopt a random translational motion called diffusion.
The trajectory of diffusing molecules is typically depicted as a random walk where particles can
suddenly change direction because of collisions with other particles in the medium (Figure 2.1).
The described phenomenon is named Brownian motion as it was firstly discovered by Robert Brown

[Brown, 1828] who observed the everlasting jittery motion of grains of pollen suspended in water
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under a microscope. A theoretical framework was given by Albert Einstein [Einstein, 1905] in the
case of an isotropic (i.e., direction-independent) diffusion medium wherein molecular motion can be
statistically described with the following Gaussian Probability Distribution Function (PDF):

A
Ple) = (4rDT)™ p< 4D7’) ’ (2.7)

where r is the n-dimensional displacement vector, 7 is the diffusion time and D is the diffusion
coefficient, which quantifies the average capacity of molecules to diffuse. The root-mean-squared

displacement, rrys, was also proposed by Einstein as a descriptor of the diffusion process:

rrvs = v/ (|[r]|2) = V2nDr | (2.8)

with the angled brackets denoting the statistical average over particle trajectories. The rryg is often
called the characteristic diffusion length or Einstein length.

Einstein's formalism only applies in the case of a single isotropic medium wherein diffusion is
unimpeded by physical barriers. This type of diffusion is referred to as free diffusion. When diffusing
particles encounter obstacles, their motion can be either restricted if they are bound within a given
structure or hindered if these obstacles can be circumvented upon changing direction. Given typical
diffusion times in abdominal dMRI, free diffusion can only be expected in the bladder. However,
complex biological tissues such as the prostate are highly heterogeneous, consisting of multiple types
of cellular compartments (e.g., stroma, lumen, and epithelium), and therefore diffusion cannot be
considered free. Typically, the diffusion of water molecules confined within the intra-cellular spaces,
e.g., epithelial cells, is restricted (an example in Figure 2.1). Indeed, given a diffusion time of 50 ms,
a freely diffusing water molecule would travel an average distance of 25 pm whereas the diameter
of healthy epithelial cells is less than 20 pm. As a consequence of restriction/hindrance or the
presence of multiple diffusion compartments, the measured signal deviates from free diffusion and
may disclose tissue anisotropy [Cleveland et al., 1976, Tanner, 1979] (i.e., direction-dependence) or
exhibit time-dependence [Latour et al., 1994, Mitra et al., 1992, Sen, 2004], among others.

For measurable diffusion times, the rgyg and D strongly depend on the local cellular geometry.
Nonetheless, the description of this problem can remain similar to that of the previous free diffusion,
by substituting the intrinsic diffusivity, i.e., D, in Equations 2.7 and 2.8 by an apparent diffusion
coefficient, D,,, [Le Bihan et al., 1986], which may be direction-dependent. A more general PDF

is needed to characterise this diffusion anisotropy

1 r7.D!.r
0= T ) >
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Figure 2.1: Different sets of Nyaths two-dimensional random walks (1000 time steps for each random
walk, driven by the intrinsic diffusivity D = 1 pm?/ms) with different restriction radii R. Restriction
increases with decreasing radius. Each coloured path corresponds to a distinct path starting from
the central point, i.e., (z,y) = (0,0).

with the (apparent) diffusion tensor
D,. D, D
D= Dzy Dyy Dyz ) (210)
D,. D,, D

which is a symmetric positive (semi)definite tensor with up to six independent tensor elements
[Basser et al., 1994]. Note that the above apparent diffusion tensor does not explicitly depend on
time, but is rather implicitly associated to a certain observational timescale.

Ultimately, accounting for anisotropy with a diffusion tensor (Equation 2.9 and 2.10) may not
suffice to accurately describe non-Gaussian diffusion processes [Assaf and Cohen, 1998, Beaulieu and

Allen, 1994, Stanisz et al., 1997] and more complex formulations have to be considered (Section
2.6).

2.4 Spatial localisation of the MR signal and spin-echo

experiment

In order to spatially resolve the imaging volume of interest additional RF pulses and time-varying
linear magnetic gradient fields are superimposed onto the main static uniform magnetic field By
[Brown et al., 1982, Likes, 1981, Ljunggren, 1983].

2.4.1 Radiofrequency pulses and spin-echo experiment

Conventionally, the coordinate axes of the scanner for imaging in transverse plane are defined as:
phase encoding - y-axis, readout - z-axis, and slice direction - z-axis. All the planes are interchan-

geable, however, for the remaining of the discourse aforementioned definition is used.
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Figure 2.2: RF pulse effects on the signal formation. The spins rephase after application of an RF
pulse, later forming a SE signal at the echo time TE = 7 (here 7 denotes time for SE, not diffusion
time), as measured from the centre of the symmetric excitation pulse.

The slice selection gradient GG, makes the z-component of By, By ., vary linearly along the z-axis
as
Bo. = By +G.z. (2.11)

As the magnetic field perceived by spins now varies along the z-axis, so do their resonance frequencies
along this axis (initially all equal to wy ignoring relaxation effects). Once the excitation RF pulse is
applied at the mean frequency wy with a specific bandwidth (BW), only the nuclei precessing over
the range of frequencies associated with a specific slice thickness will be excited. This forms the
principle of selectively exciting a slice, i.e., encoding the signal in the slice dimension. From this
point, the transverse magnetisation precesses around the z-axis with the Larmor frequency, with the
x- and y- time-dependent components being the real and imaginary parts of a complex number. In
reality, due to the interactions of spins with surrounding spins (related to 75) and microscopic field
inhomogeneities (related to T5), each individual spin precesses with a slightly different frequency
(dephasing), causing magnitude of the transverse magnetisation to decay exponentially according
to the T relaxation time (Figure 2.2).

To compensate for dephasing due to local field inhomogeneities, it is necessary to reverse the
dephasing of the nuclear spins during their 7 relaxation. This can be done by applying an extra
RF pulse [Hahn, 1950] called a 'refocusing’ RF pulse after the excitation RF pulse. This reversal
effectively rephases the spins again, generating a new MR signal called "spin echo’ (SE) (Figure 2.2,
with typical 90° RF pulse for excitation and 180° RF for refocusing). The formation of the SE signal
occurs at a time called 'echo time' (TE), which is equal to twice the time between the excitation

and refocusing RF pulses. The resulting T,-weighted signal can be described as

TE

S =5y exp (—?) : (2.12)
2
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where Sy is the measured signal at TE = 0 ms.

2.4.2 K-space encoding

Additional gradients are also applied in the two other orthogonal spatial dimensions (the z- and y-
axes), called the frequency- (G) and phase-encoding (G,) gradients in 2D imaging. These gradients
perturb the frequency and the phase of nuclear spins and therefore result in a spatially-frequency-
encoded signal filling the volume in the spatial-frequency domain (k-space).

Specifically, k-space represents the spatial frequency information in two or three dimensions of
an object. The data acquisition vector contains the sampled raw data, which, e.g., for the case of
2D imaging would stem from a single slice. The k-axes (k, k,) represent spatial frequencies in the
z- and y-directions, not to be confused with positions of the individual pixels (x,y) in the image.
Each k-space point contains spatial frequency and phase information about the entire set of pixels
in the final image. Conversely, each pixel in the image maps to every point in k-space. Image data
and k-space data are mathematically related via the Fourier transformation.

The position in k-space is directly related to the time-varying gradient across the object being

imaged as

K(t) = /0 G ar (2.13)

T o
K-space is populated with signal samples collected with time-varying gradients realising certain
trajectories in k-space. These gradients are designed such that the k-space centre is reached at the
point of complete refocusing of the signal, i.e., at TE (Section 2.4). The extent of this trajectory
defines the required image resolution, whereas the field of view (FOV) determines the necessary
filling density. In 2D encoding, the classical single-shot Cartesian sampling in which multiple lines
are acquired bidirectionally after each RF excitation is called EPI [Stehling et al., 1991] (Figure 2.3,
left column). Despite its widespread adaptation owing to ease of the calibration resulting from the
repetitiveness of the gradient shapes within the readout, as well as computational efficiency through
direct application of Fast Fourier Transform (FFT) without any regridding, the EPI readout is not the
best use of the gradient system capabilities for the purpose of maximising the speed. Here, k-space
speed is defined as k-space volume covered per unit of time, where a certain point in k-space would
be 'covered’ when it lies within a sphere of radius 1/FOV around a given sampled k-space point. In
EPI, the transition from one line to another, i.e., a sharp turn, requires considerable deceleration.
This limitation can be addressed by the employment of trajectories that require fewer of such sharp

turns such as spiral sampling [Ahn et al., 1986, Zahneisen et al., 2012] (Figure 2.3, right column).

2.4.2.1 Spiral readout

In spiral readout, the independent phase- and frequency-encoding functions used in, e.g., Cartesian

EPI, are replaced with 2D readout functions defined in the polar coordinates (r, 8), which relate to
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Figure 2.3: EPI and spiral readouts with parametrisation. For EPl: Akpr - encoding step in phase
direction, kg - frequency (read) direction; for spiral: Ak, - radial sampling interval, Aky - azimuthal
sampling interval, A# - encoding step in azimuthal coordinate.

Cartesian coordinates (k,, k,) through

ky =1rcosb, (2.14)
k, = rsinf, (2.15)

where 7 is the radius defined from the the centre of the k-space, and @ is the azimuthal angle.
Usually, Archimedean spirals are used, which describe the azimuthal trajectory sweep as a function

of time t as follows
k(t) = M\0(t). (2.16)

Here, \ is a constant determined by the Nyquist sampling requirement. For alias-free sampling that
satisfies the Nyquist criterion, Ak = 1/L, where L = L, = L, is the FOV and Ak is the spacing

between k-space samples. For a single shot spiral this condition requires that

Nshot 1
= 2.1
2nL 2w L (2.17)

and is a result of radial Nyquist (k) sampling theorem.
The gradient waveforms to produce the coverage of k-space are calculated by differentiation of

the k-space trajectory:

2m dk 27\ do
z:% d; :%E(COSH—GSmQ), (2.18)

2r dk, 27X dO , .
y_7E_T£(sm9+90089). (2.19)

The velocity of k-space transversal in any given direction is proportional to the gradient amplitude
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in that direction. The maximum gradient strength together with receiver bandwidth defines the
azimuthal Nyquist (k¢) sampling requirement. This requirement prevents aliasing from azimuthal
undersampling (i.e., along a spiral interleaf). In practice, this requirement is always met as sampling
density along the frequency encoding direction is virtually at no cost. In practice, the limitation comes
from the receiver bandwidth of the scanner and for commonly used FOV and gradient amplitudes,
there is no risk of data undersampling in frequency encoding direction. Importantly, aliasing due to
radial and azimuthal undersampling are independent and can be separately controlled.

Lastly, the maximum k-space radius reached, k., is defined by

N
Fnax = = 2.20
5T (2.20)

where N is the effective matrix size. The final azimuthal angle of k-space trajectory for a single

shot spiral is given by:

k TN
Opax = ———= = =xN. 2.21
A Nshot " ( )

The presented theorem for sampling was replaced with constant time sampling, which is employed

in this work, and which means that the angular velocity is not constant. Here, the choice of the
sampling time is such that Nyquist requirement is fulfilled in the periphery of k-space and the
gradients operated at the maximum speed.

Spirals are always restricted in terms of their speed which is defined by G,... However, due to
hardware slew rate limitation for the innermost revolutions on the trajectory, their speed is lower
than maximal reachable. Therefore, the points around the k-space centre are sampled on a higher
rate than required by the Nyquist theorem. Nevertheless, spirals make better use of both gradient
axes than EPI [Glover, 2012]. Moreover, spiral(-out) sensitivity to motion is reduced as the k-space
centre is acquired in the beginning of the readout and those data points are gradient moment-nulled
along both axes owing to the gradient moments periodic oscillations around zero. Besides, spirals
allow for achieving shorter TEs, leading to an effective SNR gain. The pitfall, in turn, is that spirals
are more sensitive to spatial depending image blurring as the phase encoding direction changes
with each point on the trajectory which interacts with, e.g., off-resonance effects. The blurring is
observed in all directions with its total amount depending on the accumulated off-resonant phase at
the end of the readout, and thus, can be very perceptually disturbing. Similarly to acquisitions with
other readout, if the FOV of spiral is not chosen adequately, aliasing artefacts could be introduced

to images and would be observed as streaks and swirls.

2.5 Gradient encoding for diffusion contrast

Magnetic field gradients can be used to sensitise the measured signal to spin diffusion. For a brief
description of the physics of diffusion, please refer to Section 2.3.
Let us consider an ensemble of spins subject to an applied linear gradient G(t). A given spin

following the trajectory r(t) between times ¢ = 0 and ¢ = 7 (at which the diffusion signal is
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measured) will accrue the phase

() = ~ /0 "Gt dt. (2.22)

Introducing the spin-dephasing vector,

alt) =4 /0 G ar (2.23)

and with the knowledge that diffusion gradients satisfy the echo condition (q(7) = 0, see Equ-

ation 2.30) the above accrued phase can also be rewritten as

o(r) = — /OT q(t) - v(t)dt, (2.24)

where the velocity v(t) is the time-derivative of the particle’s displacement r(¢). The signal arising

from the entire spin ensemble writes as

5 =50 [ P(6)explio) do. (2.25)

where P(¢) is the distribution of accrued phases in the spin system.

If one were to discretise Equation 2.22 in time, the accrued phase would appear as a large sum
of random terms all drawn from the same probability distribution function, i.e., that describing
the diffusion process. Consequently, the central limit theorem ensures that this phase is Gaussian
distributed. In the absence of coherent spin flow, spins are as likely to diffuse in a given direction as
to diffuse in the opposite direction, which implies that the average accrued phase (¢) must be zero
according to Equation 2.22. Using the fact that P(¢) is a Gaussian distribution with zero mean,
Equation 2.25 can be rewritten as

S = Sy exp (—@) . (2.26)
Assuming that the gradient orientation (and therefore that of the spin-dephasing vector) remains
constant through time, {(¢?) can be expressed more explicitly using Equation 2.24 and the fact that
the diffusion coefficient D of the medium is straightforwardly related to the velocity auto-correlation
function (v(t)v(0)) along the diffusion direction in the case of Gaussian diffusion ((v(t)v(0)) =
2D §(t), with the Dirac distribution §(¢)) [Lundell and Lasi¢, 2020]. One obtains

(%) =2D /OT ¢*(t)dt. (2.27)

The definition of b-value, which summarises the overall strength of the diffusion weighting applied

to the signal, is

b= /T ¢*(t)dt. (2.28)
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The b-value is expressed in units of (time)/(length)?. Finally, one retrieves the well-known dMRI
signal attenuation:
S =Sy exp(—bD). (2.29)

2.5.1 Stejskal-Tanner encoding

The most commonly used dMRI sequence is the pulsed-gradient spin-echo (PGSE), based on the SE
sequence [Hahn, 1950] with additional diffusion encoding gradients [Stejskal and Tanner, 1965]. In
the most basic form of this sequence, a couple of identical gradients of amplitude G and duration 6,
are introduced and placed before and after the 180° refocusing RF pulse. As effect of the refocusing,
the second diffusion gradient - separated by the time A from the onset of the first gradients - induces
opposite dephasing, giving the spin echo condition
TE
q(tr=TE) =~ G(t)dt = 0. (2.30)
0
For the spin dephasing vector of the Stejskal-Tanner sequence, i.e., the case of the trapezoidal

gradients, one can define a b-value associated with the sequence as

)
b =~*G*S? [A - 5} : (2.31)
with the term between squared brackets called the 'effective diffusion time'.
Denoting by n the constant orientation of the diffusion gradients, the diffusion signal can be

expressed similarly to Equation 2.25:
S = SO/P(D) exp(—bn'-D-n)dD, (2.32)

where P(D) is the distribution of diffusion tensors characterising the diffusion medium and the
integral spans the space of symmetric positive-(semi)definite tensors. Although simplistic in terms of
implementation and experiment design, the conventional Stejskal-Tanner diffusion encoding does not
enable the disentanglement of certain microstructural features within a voxel. Therefore, sampling
schemes beyond trapezoidal gradients have been proposed [Eriksson et al., 2013, Lasic et al., 2014,
Topgaard, 2017].

2.5.2 B-tensor encoding

Whereas a conventional Stejskal-Tanner sequence probes diffusion through the b-value, b, and con-
stant orientation, n, b-tensor encoding (or tensor-valued diffusion encoding) introduces more general
gradient waveforms wherein the gradient orientation typically varies in time. This implies that the

orientation of the spin-dephasing vector q(t) defined in Equation 2.23 also varies in time. In this
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context, Equation 2.32 rewrites as

S = SO/P(D)eXp (— /0 q'(t)-D-q(t) dt) dD. (2.33)

Introducing the diffusion-encoding tensor (or b-tensor),

b= /OT q(t) -q'(t)de, (2.34)

Equation 2.33 reduces to
S = SO/P(D) exp(—b: D) dD, (2.35)

with the Frobenius inner product ":". Note that the trace of the b-tensor corresponds to the
aforementioned b-value.

While the diffusion tensor is only probed along one spatial direction during a Stejskal-Tanner
sequence (as shown in Equation 2.32), a tensor-valued diffusion-encoded sequence can probe the
diffusion tensor along multiple directions during a single acquisition (as shown in Equation 2.33).
The novelty of this new encoding scheme is contained in the shape, i.e., anisotropy, of the b-tensor,
which can be tuned when designing a diffusion gradient waveform. For instance, any sequence
designed to yield a linear (stick-like) b-tensor generates the same diffusion encoding as that of
a PGSE sequence. Alternatively, a sequence associated with a spherical (isotropic) b-tensor only
encodes for the isotropic diffusivities of the underlying microscopic diffusion tensors.

In other words, these specifically designed gradient waveforms allow for the signal acquisition
in a multidimensional space of b-tensors with arbitrary shapes which, in turn, allow for isolation or
removal of specific descriptors of the underlying tissue properties. In particular, if the imaged object
contains microscopic compartments that vary in more than one attribute (e.g., diffusivity, anisotropy,
orientation), b-tensor encoding allows for the disentanglement of intricate microstructural features

such as the variance of isotropic diffusivities or microscopic anisotropy [Szczepankiewicz et al., 2016].

2.6 Examples of the mathematical descriptions of

diffusion-weighted signal

2.6.1 Diffusion Tensor Imaging and Diffusion Kurtosis Imaging

Diffusion Tensor Imaging (DTI) and Diffusion Kurtosis Imaging (DKI) are used in the context of

conventional Stejskal-Tanner sequences (constant gradient and spin-dephasing vector orientation).

The natural logarithm of the dMRI signal can be expanded in powers of the wave number associated

with the spin-dephasing vector around zero (corresponding to b = 0) [Kiselev, 2010]. In the absence

of coherent spin flow, this so-called cumulant expansion writes [Basser et al., 1994, Lu et al., 2006]
b* [MD?

lnS:lnSO—b[(n®n):ﬁ]+§ ;

M®n®n®n): W| | (2.36)
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where D is the apparent diffusion tensor, MD = Tr(D)/3 is the mean diffusivity, W is the apparent
kurtosis tensor, and the expression n ® n directly relates to the b-matrix [Mattiello et al., 1997].
While DTI corresponds to keeping the terms of the expansion up to b, DKI also includes the b term.

DTI allows for the estimation of the mean diffusivity (MD) and the dimensionless fractional

FA = \/g (1 + %)_m , (2.37)

where V(D) is the variance of D's eigenvalues. The FA informs on the degree of macroscopic

anisotropy (FA)

anisotropy, i.e., the voxel average of the diffusion anisotropy of all sub-voxel compartments. DKI

allows for the estimation of MD, FA and the dimensionless mean kurtosis (MK)
MK = Tr(W), (2.38)

which informs on the degree of sub-voxel diffusion heterogeneity, i.e., the presence of distinct diffusion

compartments (in terms of diffusivity, anisotropy and/or orientation) within the voxel.

2.6.2 Gamma distribution approximation

Signals acquired with b-tensor encoding (Section 2.5.2) can be powder-averaged, i.e., averaged over
acquisition directions, [Arvidson, 1977, Callaghan et al., 1979] to remove the explicit effect of these
directions. After such powder averaging, the diffusion signal Equation 2.35 reduces to [Frisken,
2001, Koppel, 1972]

S(b,ba) = Sy / " Py, (D)exp(—bD)dD, (2.39)

where the distribution P, of effective diffusivities D depends on the normalised b-tensor anisotropy
ba, with ba = 1 for linear (PGSE-like) encoding and ba = 0 for spherical (isotropic) encoding, and
on the subvoxel microstructure. Equation 2.39 can be more straightforwardly expressed upon finding
a plausible approximation for the distribution P,,. The 1D gamma distribution [Réding et al., 2012]

of mean D and variance ji, has been shown to provide a good approximation [Lasic et al., 2014],

= ~D?/ua(ba)
S.ba) _ (1 +b “2(_%)) , (2.40)
Sy D

yielding the signal

where p(ba) = 2450 + [2.anisoDA carries information about isotropic and anisotropic sources of
kurtosis effects.
The fit of Equation 2.40 provides D, [2,is0 and fi2 aniso, Which allow to recover microstructural

features through the following formulas:

MD = D, (2.41)

(2.42)
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MKa _ 3,u2,aniso : (243)

=2

D

3 D+ 2
PFA =[5 [ 14 S T2 , (2.44)
2 2 M2 aniso

where MD is the mean diffusivity, MK; is the isotropic mean kurtosis, MK, is the anisotropic mean

kurtosis and pFA is the microscopic fractional anisotropy. In other words, the gamma distribution fit
enables the disentanglement of the main contributions to DKI's mean kurtosis MK = MK; + MK,
in Equation 2.38. Whereas MK; informs on the variance of isotropic diffusivities across sub-voxel
diffusion compartments, MK, reports on both the degree of macroscopic anisotropy (like FA) and
the degree of microscopic anisotropy (diffusion anisotropy of sub-voxel compartments without the

effect of orientational coherence) within the voxel.

2.7 MR hardware improvements for advanced diffusion
MRI

Routinely used clinical systems can reach maximum gradient amplitudes in the range of 40-80 mT/m.
Thus, in recent years, various high-performance head-only [Foo et al., 2018, 2020, Versteeg et al.,
2020, 2021, Webb, 2016, Weiger et al., 2018] and whole-body [Kimmlingen, 2017, Setsompop et al.,
2013] strong gradient systems, e.g. with 300 mT /m capability, have been developed and conferred
performance benefits for microstructural imaging [Jones et al., 2018, Kangarlu et al., 2004, McNab
et al., 2013] in research and clinical studies [Genc et al., 2020, Huang et al., 2019, Kleban et al.,
2020, Nilsson et al., 2017, Tax et al., 2020].

The use of high performance gradient systems provides several advantages, e.g., significantly
reduced TE for a given b-value (faster diffusion encoding), which in turns boosts data SNR [Jones
et al., 2018, Setsompop et al., 2013]. Moreover, shorter diffusion times are achievable in vivo, ena-
bling a wider range of b-values to be maintained across a range of diffusion times, hence enabling a
more precise characterisation of the water probability distribution function [Jones et al., 2018, Set-
sompop et al., 2013]. Therefore, the resolution limit, i.e., the lower bound of restriction lengths the
diffusion-weighted MR signal is sensitive to, is lower, and thus microstructure of smaller dimensions
can be characterised. Besides, the intrinsic low spatial resolution of dMRI images could be impro-
ved as the higher SNR obtained with stronger gradients could be traded-off at the cost of higher
resolution. Achieving higher spatial resolution diffusion experiments could benefit the quantification
of several microstructural properties because of reduced partial volume effects. Ultimately, systems
equipped with ultra-strong gradients allow for the development of a truly translational pipeline, by
making it feasible to perform measurements on humans that so far could only be achieved in animal
studies on preclinical systems. As more powerful MR machines are becoming commercially available

(e.g., Siemens Cima.X system), markers uniquely enabled by strong-gradient technology could play
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a fundamental role in everyday clinical diagnosis. However, technical advancements also introduce
additional challenges or concerns, such as additional artefacts in the data or exposition of patients
to safety risks, which will be elaborated upon in Section 2.8.1 and 2.10.

Up to this point, most of the research with strong gradients was performed in the brain [Fan
et al., 2022]. For example, it was shown that strong gradients enable different attenuation of the
signal (so-called signal filtering) coming from intra-axonal and extra-axonal compartments, while
maintaining reasonable TEs and thus sufficient SNR [Kleban et al., 2020]. The disentanglement of
the contributions of (micro-)compartmental signals is essential for achieving a better understanding
of healthy and pathological tissues. In the absence of strong diffusion weightings, parameters of the
microstructural model are commonly fixed to a priori values to improve the precision of the to be
estimated remaining model's parameters. If the fixed values have little or no biological plausibility,
it may lead to biased estimates of the remaining parameters, decreasing their biological specificity
[Jelescu et al., 2016]. In contrast, leveraging strong gradients unlocks a much larger portion of the
multidimensional experimental parameter space, i.e., wider range of echo times accessible for a given
diffusion weighting to be studied. This enables the estimation of more parameters, without having
to fix them a priori [Jones et al., 2018, Novikov et al., 2019].

Strong gradients can have significant benefits in abdominal imaging, e.g., in the prostate. An
overview of the clinical and research MRI frameworks for microstructural characterisation of the
prostate, their limitations, and promises of ultra-strong gradients are described in Chapter 3, Section
3.4.

2.8 Magnetic field perturbations and their monitoring

2.8.1 MR field perturbations

The actual magnetic field patterns deviate from the nominal magnetic fields (Section 2.4) and
lead to artefacts in the reconstructed images. Field deviations have different sources and can be
categorised as perturbations originating from either physiological effects (e.g., subject or organ
motion and tissue-susceptibility induced inhomogeneities) or MR system-related (e.g., eddy currents
[Boesch et al., 1991], anisotropic gradient delays [Aldefeld and Bornert, 1998], mutual coupling of
gradient channels, gradient cross-terms [Vannesjo et al., 2013], mechanical resonances [Wu et al.,
2000], thermal effects, concomitant fields [Bernstein et al., 1998], and magnet drifts). If those field
imperfections are not accounted for, it is plausible that the generated MR image contains inaccurate
information and therefore should be interpreted with caution. The next sections provide a short
overview of selected magnetic field perturbations and more detailed description can be found in
textbooks [Bernstein et al., 2004, Webb, 2016].

2.8.1.1 Magnetic field inhomogeneities

Inhomogeneities in the static magnetic field By [Morgan et al., 2004, Salomir et al., 2003] lead

to local resonance frequency deviations (called 'off-resonance’) and cause severe distortions in both
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geometry and intensity - signal pile-ups along the phase-encode direction - of the MR images acquired
using EPI readout. Those 'off-resonance’ effects originate from magnetic susceptibility differences
of the imaged object itself as well as from manufacturing tolerances of the main magnet [Webb,
2016].

To compensate for those at the acquisition stage, two approaches are usually taken, namely
passive and active shimming. In passive shimming small pieces of sheet metal or ferromagnetic
pellets are fixed at various locations within the scanner bore to improve homogeneity; this is usually
performed at the installation of the MR machine by the vendor, thus independent of the scanner
user. The active shimming method relies on small currents directed through specialised coils to
generate supplemental magnetic fields that has the same spatial distribution, but reversed signs
compared to the unwanted component. The optimal supplemental field is superimposed on the B
[Gruetter and Boesch, 1992, Turner, 1986] to cancel the remaining deviations from homogeneity;
those steps are done prior to any imaging. For the experiments in this work on the Connectom MR
system, up to second order spherical harmonic shim fields were deployed.

Furthermore, in abdominal imaging, e.g., of the prostate, the accurate compensation of suscep-
tibility effects is particularly challenging as significant differences are observed over smaller spatial
distances near different interfaces, such as the rectum (containing gas), bones and other soft tis-
sues such as glands, muscles and fat. Therefore, for some imaging techniques with long readout
trains that accumulate severe phase inconsistencies, an additional acquisition of a field map of the
shimmed volume of interest must be recorded. The field map can be incorporated into the image
reconstruction (please see Section 2.9.1) or can be leveraged at the data pre-processing stage to
further improve data quality [Jezzard and Balaban, 1995]. A well established alternative distortion
correction strategy, the so-called reversed-phase encoding correction [Andersson et al., 2003] can be
also employed. Importantly, these approaches disregard the dependence of the susceptibility fields if
the image object position is not fixed, however they include registration steps to the corrected data,

and hence address subject motion to some extent.

2.8.1.2 Eddy currents

Eddy currents (EC) in conducting structures within the magnet and gradient/RF coils are induced
by time-varying magnetic fields which are evoked by gradients used in MRI pulse sequences. EC
induced fields add or subtract from the spatial encoding gradients, and as a result, affect the expected
resonance frequency and lead to deterioration of image quality. The introduced effects will be mostly
observed as image distortions, e.g., in EPI, as scaling, shearing and translation in phase-encoding
direction [Haselgrove and Moore, 1996]. In general, the extent of these distortions will be unique to
each diffusion sampling scheme and diffusion gradient shape used in any dMRI experiment as, e.g.,
one of the characteristics of EC is that they scale linearly with gradient amplitude of the diffusion
gradients. Therefore, it is crucial to characterise the spatial and temporal dependence of the EC. If
not accounted for they may result in inaccurate dMRI parameter estimates and imprecise delineation
of imaged tissue [Pierpaoli, 2010, Zhang et al., 2017b].

There are many approaches to reduce EC effects. The MR system vendors employ an approach
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called gradient waveform 'preemphasis’ [Jehenson et al., 1990, Van Vaals and Bergman, 1990] which
relies on purposely introduced distortions to the gradient driving currents, so that after EC act, the
desired gradient waveform shape will be produced. In addition, EC effects can be addressed through
modifications of the classical Stejskal-Tanner experiment [Alexander et al., 1997, Reese et al., 2003],
dedicated optimisation of the diffusion gradients [Aliotta et al., 2018, Yang and McNab, 2019],
modelling in post-processing [Andersson and Sotiropoulos, 2016, Nilsson et al., 2015], or accounting
for at the reconstruction stage if the exact spatiotemporal information about EC information is
available [Wilm et al., 2015] or including model-based reconstruction [Valsamis et al., 2022]. While
EC effects cannot be completely eliminated at the hardware level, they can be minimised through

dedicated gradient system design [Foo et al., 2020].

2.8.1.3 Concomitant magnetic fields

The linear G, G,, and G, gradients employed in MRI create spatial variations along the B,. However,
once a linear gradient is applied to create a variation of B,, other gradients are concurrently and
unavoidably produced as a result of Maxwell's equations. The produced magnetic field components
perpendicular to B, cause the net magnetic field vector to deviate from the direction of the applied
By field and may also lead to the presence of higher-order spatial dependence of the amplitude of the
magnetic field. The magnetic field corresponding to the higher-order terms is known as concomitant
field, and the higher-order spatial terms are referred to as Maxwell's terms [Bernstein et al., 1998].

The strength of the concomitant field is proportional to the intentionally applied gradient and
inversely proportional to the field strength. Therefore, for the Connectom gradients capable of
a maximum of 300 mT/m, observed concomitant fields may be non-negligible (please see Section
2.8.2). Importantly, as the concomitant field is a result of the active gradient, it vanishes once the
gradient is switched off. Nevertheless, short-term presence of the concomitant field leads to extra
phase accumulation by the transverse magnetisation of a spin system that is spatially and temporally
dependent. This may manifest itself as image shift, intensity loss, blurring [Baron et al., 2012] and
therefore affect any dMRI data analysis [Irfanoglu et al., 2012].

The effects of concomitant fields can be removed through alterations of the gradient wave-
forms, e.g. symmetrisation, phase subtraction, or dedicated optimisation for asymmetric encoding
[Szczepankiewicz et al., 2019] or during data reconstruction [Wilm et al., 2015].

2.8.1.4 Gradient non-linearities

MRI is based on the assumption that the z component of the total magnetic field created by the
gradient coils varies linearly along three (z, y, z) perpendicular axes over imaging FOV. However,
linearity can only be expected at the scanner isocentre, within a sphere of about a few centimetres
in diameter. Deviations from linearity are expected further away from the centre. Therefore, the
readout and diffusion encoding gradients can deviate substantially from the prescribed trajectories.

The degree of gradient non-linearity has its origin in the trade-off between gradient coil per-

formance and its acceptable linearity decided at its design stage. Substantially higher gradient
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amplitude and slew rate can be achieved if the spatial extent of the gradient linearity can be sacri-
ficed, i.e., linearity over smaller FOV is satisfactory [Harvey, 1999]. Such a trade-off is attractive
for application with imaging of a smaller FOV [Foo et al., 2020, Huang et al., 2021, Weiger et al.,
2018]. However, improved system performance, i.e., achievable higher gradient amplitudes, with
whole body capabilities have been also achieved [Kimmlingen, 2017, Setsompop et al., 2013].

Depending on the coil design, gradient non-linearity may require correction as it causes obse-
rvable geometric image deformations and discrepancies between the expected and effective diffusion
encoding gradients. Geometric distortions and associated signal intensity deviations occur because
typical image reconstruction methods assume the data was spatially encoded using linear gradients.
Moreover, b-matrix discrepancies resulting from gradient deviations are spatially varying, i.e., each
voxel has a unique b-matrix for all combinations of b-values and gradient directions. The mismatch
between how the signal was expected to be and how it was actually encoded, if not accounted for,
may lead to significant biases in quantitative analysis. Therefore, it is crucial to correct the data
during post-processing [Bammer et al., 2003] or account for these effects during reconstruction [Tao
et al., 2015].

2.8.1.5 Mechanical oscillations

Another main cause of MR field perturbations are mechanical oscillations, or vibrations, of gradient
tubes, [Hedeen and Edelstein, 1997, Hennel et al., 1999, Kessels, 1996, Mansfield et al., 1998]
arising from fast gradient switching. Those oscillations, via reverse coupling from mechanics to
electromagnetics, affect observed MR field stability, e.g., leading to magnetic field oscillation [Clayton
et al., 2001], which also alters coil impedance [Winkler et al., 2018]. Those effects are especially
noticeable at mechanical resonance frequencies [Foerster et al., 2005, Li et al., 2004, Winkler et al.,
2018].

The mechanical behaviour of gradient coils has been extensively studied and accounted for in
gradient design [Edelstein et al., 2002, Hedeen and Edelstein, 1997, Mechefske et al., 2004]. As part
of these efforts, gradients have been modelled as general linear time-invariant (LTI) systems [Addy
et al., 2012, Vannesjo et al., 2013] to capture direct electromagnetic as well as mechanical pathways
of field perturbation. LTI models have been proven useful as a basis for, e.g., image reconstruction
[Addy et al., 2012, Vannesjo et al., 2016] and for studying field perturbation by devices placed within
the gradient range [Rahmer et al., 2019] (Section 2.8.2). However, despite covering diverse range
of gradient behaviour, the time invariance assumption cannot be expected to hold strictly for more
than a few years [Vannesjo et al., 2016] as gradient coils undergo physical change due to heating
(Section 2.8.1.6).

2.8.1.6 Thermal effects

Gradient coils undergo physical changes in the short term as they heat up during operation, and
thus their temporal stability is altered, especially during prolonged periods of high gradient duty

cycle. Gradient heating is predominantly due to ohmic losses in the coils, and leads to increase
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of the coil resistivity with time which affects its electromagnetic behaviour [Chu and Rutt, 1995,
Freschi et al., 2016]. Even though the net current flowing through the coil may be hardly affected
by change in resistivity [Doty, 1998, Sabaté et al., 2015], it does alter eddy currents within coil
conductors and in other system parts subject to heating. The mechanical properties of gradient tubes
also change with temperature [Webb, 2016]. Therefore, e.g., overall thermal shift of mechanical
resonances over months exceeding the tolerances can be observed and is as suggested cause of time-
dependent artefact in EPI time series [Kasper et al., 2015]. Currently, thermal heating is another
key consideration in gradient system design [Chu and Rutt, 1995, Freschi et al., 2016, While et al.,
2010, 2013].

2.8.2 Monitoring of MR field perturbations

There are approaches to efficiently address the MR system field perturbations through characterisa-
tion of the MR system properties assuming a certain model or directly measure them.

To serve this purpose, approaches such as Gradient Impulse Response Function (GIRF) modelling
have been proposed to encode field errors [Addy et al., 2012, Vannesjo et al., 2013]. The GIRF
is a linear time invariant system model for the gradient chain, capturing gradient delays and field
oscillations. For a GIRF measurement, the MR system is perturbed with a set of input gradients,
and field responses are recorded with either phantom-based methods or a dynamic field camera
[Dietrich et al., 2016] (please see section below). The phantom-based methods typically measure
only self-term GIRFs [Duyn et al., 1998], and By cross-terms [Brodsky et al., 2013]. The advantage
of the GIRF approach is that it does not require to be repeated for every change in the sequence
protocol. Even though the GIRF framework was proven to be effective in, e.g., correction of By EC
[Robison et al., 2019], it suffers from low frequency resolution for diffusion gradients [van Gorkum
et al., 2022].

An alternative approach for the characterisation of spatio-temporal MR field perturbations is
based on the direct measurement of the field with magnetic field sensors. The direct recording
of field dynamics is more comprehensive as NMR sensors record information with high sensitivity
and temporal resolution [Barmet et al., 2008, De Zanche et al., 2008]. The magnetic field sensor
consists of droplets of an NMR active substance suspended in a capillary around which a miniature
RF coil is wound. Based on the phase of the FID signals from the NMR field measurement, the
information about magnetic field magnitude at the probe positions is extracted. To encode the
global field patterns, many NMR sensors are embedded into the receive coils to closely surround the
volume of interest or assembled on a spherical frame as a standalone field camera device (please
see Figure 2.5). The encoded information is expanded using, e.g., spherical harmonics of low order
assuming that sufficient accuracy is thereby obtained. The temporal field evolution per se is retrieved
by temporal differentiation of the probe phase expansion. Field-camera measurements provide both
self-responses and cross-responses in a single measurement, thereby allowing the full characterisation
of a multiple-input, multiple-output linear time invariant system [Vannesjo et al., 2016, 2013]. It is
crucial to clarify that both approaches attempt to approximate the MR field perturbations either via

modelling the fields with (a few) spherical harmonics as basis functions (NMR sensors) or modelling
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them by the characterisation of the MR system itself (GIRF). However, the direct measurement with
a field camera is more accurate than GIRF-based field characterisation, but has to be repeated for
any change in the protocol. Nevertheless, incorporation of the directly measured field perturbation
information into the MR image reconstruction demonstrated excellent image quality for several
applications, including diffusion weighted imaging [Wilm et al., 2015].

An example of field perturbations over spiral readout event for the Connectom system for non-
diffusion weighted and diffusion weighted acquisition with high gradient amplitude is shown in Figure
2.4,

2.9 Image reconstruction

As outlined in Section 2.4, the MR signal is acquired in k-space using a receive array and the
inverse Fourier transform is applied to these raw data to decode (reconstruct) its position in image
space [Fourier, 1822]. Ideally, the encoding matrix of the signal would account for, e.g., MR
field perturbations, such as By inhomogeneity (Section 2.8.1), to ensure the correctness of the
decoding. Commonly, to accelerate data collection, undersampling and coil encoding techniques
are employed. For that, so-called parallel MRI, multiple receive channels with per-channel spatially
varying sensitivities are used, and those also have to be accounted for in the signal description.
Generally speaking, any image reconstruction from the sampled raw data constitutes the so-
lution of a linear inverse problem. In the case of parallel MRI, a few reconstruction algorithms
have been proposed to solve this problem, with two most outstanding and widely adapted by MR
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Figure 2.4: The maximum phase excursion within a sphere of 20 cm diameter relating to each (higher
order) k-coefficient / basis function during a single-shot spiral readout without and with diffusion
gradients is shown. Real-Valued Solid Harmonics up to 3 order (not normalised) were used for
the description. The plots are scaled within each column for direct comparison of the maximum
phase changes that occurs within the same imaging slice without and with diffusion encoding. Insets
show zoomed-in evolution of phase coefficients for 0™ and 2" order coefficients without diffusion
gradients.
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system vendors, namely SENSitivity Encoding (SENSE) [Pruessmann et al., 1999] and GeneRalized
Autocalibrating Partially Parallel Acquisition (GRAPPA) [Griswold et al., 2002].

With GRAPPA, missing phase-encoding lines are estimated in the k—space domain. Importantly,
additional lines in the centre of the k-space, called autocalibration signal (ACS), are acquired to
provide calibration parameters. In short, a given missing k-space data point is recreated by combining
the information contained in the local neighbourhood (kernel) near the estimated point as well as
the 'parallel’ neighbourhoods of the other coils with appropriate weights. While the kernels are shift-
invariant over the entire k-space, they are specific to the target coils. Therefore, across channels,
different weights are required to reconstruct a missing point. These weights are obtained from fully
sampled ACS lines and describe the shift-invariant geometric relationships in the k-space coil data
[Deshmane et al., 2012, Griswold et al., 2002]. Restored full k—space data for each coil channel is
transformed to the image space and finally, e.g., simple operation of sum of squares is applied to
combine channel data and create a single image.

Alternatively, the SENSE algorithm operates in the image domain. The undersampled data
is transformed to the image domain with a resulting reduced FOV image in the phase encoding
direction arising from aliased points in every channel. The number of aliased points ('folded’ pixels)
is defined by the undersampling factor, i.e., the parameter defining how many k-space points are
missing. Thus, a single pixel in the reduced FOV image is a sum of equidistantly distributed pixels in
the total FOV weighted by the intensity values of the fully sampled sensitivity profile at the spatial
location of 'unfolding’ pixels. The 'unfolding’ process can be performed as long as the inversion
of the encoding matrix is possible [Pruessmann et al., 1999]. Therefore, the undersampling factor
cannot exceed the number of channels of the receiver coil.

The noise amplification from the acceleration of the data sampling can be quantified with a g-
factor map, which is the ratio of the SNR for an optimal unaccelerated image and the SNR of the
accelerated image with an additional acceleration factor which accounts for the SNR loss due to ave-
raging fewer acquired signals. G-factor maps can be estimated independently of the reconstruction
algorithm and solely depend on coil geometry, the undersampling factor, and object being imaged.
SENSE algorithm performance is evaluated with use of the g-factor, which depends on the geometry
of the multi-receiver coil, the object and the undersampling pattern and assesses how easily the
inversion of the encoding matrix can be performed.

A significant part of this work (Chapter 6) uses an iterative conjugate gradient SENSE algorithm
proposed to be able to cope with non-Cartesian trajectories [Pruessmann et al., 2001] and extended
to account for field perturbations up to 3™ order (Section 2.8.2) [Wilm et al., 2011, 2015] and in

the following will be referred to as 'expanded encoding model reconstruction’ (Section 2.9.1).

2.9.1 Expanded encoding model reconstruction

The expanded encoding model, without the noise component, is defined as follows:

on(t) = / p(r) sn(r) exp (—i [Z ku(t)bi(r)

- iAw(r)t) dr, (2.45)
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Figure 2.5: Schematic overview of the iterative conjugate gradient SENSE algorithm, so-called
expanded encoding model reconstruction, given in Equation 2.46. Image data is formed using the
acquired raw data and complemented by concurrently measured field dynamics as well as maps of
receiver sensitivity and static By.

where 0,,(t) is the MR signal acquired by the n-th receive coil at time point ¢, p(r) is the transverse
magnetisation as a function of position r, s,(r) is the receive sensitivity of the n-th receive coil,
Aw(r) is the resonance offset due to static field inhomogeneity A By at position r, and the various
ki (t) are the phase coefficients related to a spatial basis function b;(r) [Barmet et al., 2008, Wilm
et al., 2011] describing global frequency fluctuations, conventional (first order) k-space, and higher
order terms. The phase coefficients k;(t) are obtained by field monitoring (Section 2.8.2). Back-to-
back calibration of the field sensors and acquisition of ABy maps ensures automatic accounting for
subsequent field drifts.

Equation 2.45 describes signal encoding as a continuous function of the spatial and the temporal
domain. Image reconstruction based on the expanded encoding model, i.e., the solution of Equation
2.45 for p(r) is performed using a higher order iterative sensitivity encoding (SENSE) reconstruction
[Wilm et al., 2011] in which the phase term for the correction of the static field non-uniformity is
calculated directly. In brief, using linear algebra, it is straightforward to cast the image reconstruction

problem, after combined temporal and spatial discretisation, as
c=E-p (2.46)

with o denoting a vector comprising the acquired discrete signal samples, p listing the values of the
initial transverse magnetisation along the chosen grid and E being the encoding matrix resulting

from discretisation of the phase factor. The encoding matrix therefore reads

Elngx = sn(r2) exp(—ig(ry, 1)) (2.47)

with ¢(rx,t.) = >, ki(te)bi(ry) + Aw(ry)ts; here, k, A count the sampling time points and grid

points, respectively.
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The numerical solution of Equation 2.46 is a large linear inverse problem and gives rise to
impractical computation times for typical image matrix sizes. Therefore, the conjugate-gradient
method [Shewchuk et al., 1994] is implemented with GPU acceleration.

In our experimental framework, firstly, the spin-warp gradient echo images are reconstructed using
nominal trajectories from which receive coil sensitivities, s,,(r), and off-resonance maps, Aw(r), are
calculated. Subsequently, dMRI data is reconstructed using the measured coefficients k;(t) as well
as estimated sensitivity maps and the off-resonance map for static By off-resonance correction.

Figure 2.5 shows a schematic overview of the steps of the reconstruction algorithm.

2.10 MR safety

Even though MRI is a widely applied technique owing to its non-invasive diagnostic capabilities, the
potential side effects of the employed non-ionizing electromagnetic fields are a concern for patient
safety. The three different magnetic fields, namely static, gradient and radiofrequency may lead to
elicitation of different physiological effects.

There have been no significant biological effects of static magnetic field [Schenck, 2000], with no
apparent side effects for humans [WHO et al., 2006], apart from some sensory effects such as nausea,
vertigo and metallic taste [Weintraub et al., 2007], during transitioning through the field as well as
after positioning at isocentre. With regard to the physiological effects induced by RF electromagnetic
wave (10 to 400 MHz), which energises the magnetisation vector allowing its detection by the MRI
scanner, those are a major concern in ultra-high field MRI as the deposited power scales with the
Larmor frequency. RF-induced physiological effects can be classified as non-thermal (arising from
direct interactions between magnetic field and tissues), and thermal (due to tissue heating caused
by the induced electric currents) effects [Polk, 1995].

Recent technical advances (Section 2.7) in gradient performance have led to tremendous impro-
vements in MR imaging and have caused growing concern about safety aspects of MRI. As gradient
magnetic field (100 to 1,000 Hz), which serves for the spatial localisation in the image reconstruction
process, is often rapidly switching and thus producing rapidly time-varying, strong, magnetic fields
over large spatial extent. Especially, MR systems equipped with gradients stronger than 100 mT/m
can produce strong physiological effects, such as peripheral nerve stimulation (PNS) [Setsompop
et al., 2013], magnetophosphenes [Brindley, 1955] or, in extreme cases, respiratory [Bourland et al.,
1991] or cardiac muscle stimulation, e.g., an ectopic heartbeat [lrwin et al., 1970, Reilly, 1990].
While the latter is a primary concern, as heart muscle stimulation is a life-threatening condition,
PNS may cause discomfort and could not be tolerated by the subjects, and thus would even result in
a request to stop the MR exam. These phenomena effectively limit the extent to which ultra-strong

gradients technologies can be used safely for in vivo imaging.
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2.10.1 Peripheral nerve stimulation

While the fact that electric fields interact with nerves and muscles was established by Weiss [Weiss,
1901], the nature of this interaction was thoroughly investigated by Eccles, Hodgkin and Huxley when
studying the nerve stimulation induced by extra-nerve-membrane electrodes [Frankenhaeuser and
Huxley, 1964, Hodgkin and Huxley, 1952, McNeal, 1976, Rattay, 1986, Reilly et al., 1985]. Nerve
stimulation occurs when the application of an extra-axonal electrical field pulse, above a certain
threshold and with a non-zero component parallel to the main axis of the axon, generates an action
potential. Reilly described the phenomenon of PNS [Reilly, 1989], an involuntary muscle twitch,
induced by rapidly time-varying magnetic fields produced by switching gradient coils on and off.

Electrophysiological models, based on the Spatially Extended Nonlinear Node (SENN) model
[Reilly et al., 1985], indicate that the applied electrical field must exceed a given threshold to
generate an action potential. This threshold depends on the characteristics of the extracellular
stimulus, e.g., single pulse or multiple pulses, monophasic or biphasic pulses, and the delay between
consecutive pulses [Reilly, 1989]. Efforts have been made to minimise PNS effects by means of
optimisation of the gradient pulse shapes, especially for MRI acquisitions such as EPI [Harvey and
Mansfield, 1994, Irnich and Hebrank, 2009, Mansfield and Harvey, 1993]. Currently, the problem is
addressed by considering more sophisticated human body models and the full map of gradient field
produced by commercially available MR coils [Davids et al., 2019] as well as redesigning the wiring
of MRI gradient coils with explicit PNS constraints [Davids et al., 2020].

In practice, as defined by the IEC Standard ISO/IEC-60601-2-33 [IEC 60601-2-33, 2015], the
PNS limits for a scanner can be established by studying the PNS reported by a cohort of volunteers.
During routine scanning, a dedicated model, implemented in system hardware and software, predicts

the specific physiological limits for a given measurement [Hebrank et al., 2000].

2.10.2 Magnetophosphenes

Magnetophosphenes are most likely generated by stimulation of the retina. They are generally
perceived as a sensation of flashing or a faint flicker spanning much of the field of view but are
often reported in peripheral vision. Magnetophosphenes are a biologically reversible effect and thus
are considered non-harmful. They are, however, a sensitive probe to the lower thresholds of the
human physiological response to time-varying magnetic fields and are therefore considered useful
in establishing thresholds of effects that are biologically irreversible [International Commission on
Non-lonizing Radiation Protection et al., 2010].

The production of magnetophosphenes had not previously been a problem with maximal achieva-
ble gradient amplitudes (up to 80 mT/m). However, initial work on an ultra-strong gradient system
[Setsompop et al., 2013] reported magnetophosphenes when using gradient strengths greater than
130 mT/m, but only when the eyes were located more than 10 cm away from the isocentre. Thus,
this physiological effect is particularly relevant for body applications, when the eyes are far away

from the isocentre.
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2.10.3 Cardiac stimulation

In contrast to model-based predictions of PNS, the cardiac stimulation thresholds in humans are
based on animal experiments and electric field-to- d B/dt conversion factors computed for a simple,
homogeneous body model. Recent paradigm shift in MR safety evaluation, led to the development of
a methodology of cardiac stimulation modelling using realistic body models and electrophysiological
models of excitable cardiac fibres [Klein et al., 2021].

2.11 Sequence design and protocol optimisation conside-

rations

The rationale behind informed sequence design and protocol preparation is three-fold.

Firstly, the minimisation of the risk to the participants and equipment, including receiver coils,
of novel sequence development. For this, the programmers should be informed about MR system-
specific properties, including hardware and software limitations, to perform safe experiments. For
the safe operation of any system, gradient duty cycle, specific absorption rate (SAR), PNS, hardware
(gradient) resonances, and cardiac stimulation should be investigated for any sequence programme.
The hardware resonance 'forbidden’ bands could be entered if, e.g., the applied gradient readout
contains frequencies within that range and could potentially induce a system quench. Moreover,
in the case of a system equipped with strong gradients, special consideration has to be taken with
respect to PNS, low-frequency vibrations and even power-building supplies. For example, the strong
gradient Connectom system is susceptible to gradient-table vibrations over a range of frequencies,
but particularly at frequencies below 20 Hz. If a sequence contains significant frequency contributions
below 20 Hz, programmers should be aware that some adjustments may be required to minimise
vibration artefacts.

Secondly, sequence parameters should be optimised to maximise data quality, e.g., TE, repetition
time (TR), BW, resolution (affecting readout length and, for EPI, TE), fat suppression (highly
relevant in below the neck applications), among others. If a mistake is made in the trade-off of the
set up parameters, e.g., low SNR, and artefacts in the data can substantially affect accuracy and
precision of the validation of underlying tissue properties.

Thirdly, the maximisation of the usefulness of the information acquired from object per unit
time. For this, the recent approaches of (any- or multi-)contrast protocol optimisation for any
model [Alexander, 2008, Cercignani and Alexander, 2006, Lampinen et al., 2020, Panagiotaki et al.,
2015, Slator et al., 2019] or scalar measures derived, e.g., from Diffusion Tensor Distribution (DTD)
[Morez et al., 2022] could be leveraged.
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3.1 Anatomy of the prostate gland

The prostate gland is located in the male pelvis, below the urinary bladder. Macroscopically, the
prostate gland consists of lobes and is also described microscopically by zones. The prostate’s
muscle-driven mechanism allows the gland to switch between micturition and ejaculation.

The current prostate gland model is an output of the ground work from McNeal [McNeal, 1984],
which states that the prostate is a highly heterogenous gland, composed of three glandular zones -
peripheral (PZ), central (CZ) and transitional (TZ) - and a fourth non-glandular region - the anterior
fibromuscular stroma. These different zones are tightly fused together within a common sheath of
fibromuscular tissue - the capsule (Figure 3.1). The urethra passes through the prostate gland, and
the prostatic urethra consists of two segments, proximal and distal [McNeal, 1975, 1972], where the
distal segment joins with the two ejaculatory ducts.

The PZ is the major glandular component of the prostate (around 65%), with ducts extending
posterolaterally and anteriorly from the urethra to the prostatic apex [McNeal, 1968]. The second
major component of the normal glandular prostate, the CZ (around 30%), surrounds the ejaculatory
ducts and branches from mid-prostate to the prostatic base [McNeal, 1968]. The TZ encompasses
approximately 5% of the gland volume, and extends bilaterally from the middle to the base of the
gland along the proximal urethra [McNeal, 1978].

At the cellular point level, the prostate consists of glandular and connective tissue. The glandular
structure of the prostate consists of ductal lumen surrounded by secretary epithelial cells. The
highly variable epithelial cells are differentiated into two groups, namely, the luminal (layer), which
is composed of columnar epithelial cells, and the basal (layer), which is composed of cuboidal

epithelial cells. The connective tissue of the prostate is made up of fibrous tissue and randomly
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Figure 3.1: Diagram showing the zonal anatomy of the prostate. Drawing by AR.
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orientated smooth-muscle bundles. It either separates the gland into lobules (fibrous tissue) or, if

mixed with glandular structures (muscle bundles), supports the gland structure.

3.2 Clinical diagnostic pathway and relevance of MRI in

the detection of prostate cancer

After the prostate-specific antigen (PSA) level assessment from the blood sample, and digital rectal
examination, men with suspected prostate cancer should undergo further investigation.

The traditional diagnostic pathway used transrectal ultrasound (TRUS) guided prostate biopsy
to acquire systematic information on 12 core regions (from the apical, mid, and basal) of the
prostate with needle biopsies. Although the accuracy of this approach has improved over time,
its sensitivity remains only 48% for the diagnosis of one definition of 'clinically significant’ cancer
(defined as Gleason grade 443 or more (see Section 3.3), or a maximum cancer core length of
6 mm or more) [Ahmed et al., 2017]. However, this random process of tissue sampling does not
allow for a trackable location of the positive lesions on repeat biopsies. Furthermore, studies have
demonstrated that conventional TRUS biopsy is relatively poor in terms of tumour localisation and
estimation of tumour grade (under detection of high grade csPCa and over detection of low grade
non-csPCa [Abraham et al., 2015, Caverly et al., 2016]), whilst the risk of serious adverse events
such as sepsis or bleeding is around 6% [Ahmed et al., 2017, Bennett et al., 2016, Mowatt et al.,
2013).

Considering these limitations, the new-standard diagnostic pathway, which has become standard
of care, involves mpMRI comprising of T2-weighted, diffusion weighted and dynamic contrast en-
hanced sequences prior to biopsy. A number of studies have demonstrated increased sensitivity and
specificity when a standardised reporting system (the Prostate Imaging Reporting and Data System;
PI-RADS [Weinreb et al., 2016]) is utilised [Zhang et al., 2017a]. The latest PI-RADS v2.1 defines
primary and secondary MR sequences for peripheral zone and transition zone prostate imaging and
enumerates findings to categorise the nature, i.e., benign or malignant, of prostate tissue changes.

Recently published studies comparing mpMRI and TRUS biopsy against transperineal template
prostate mapping biopsy as the reference standard (PROMIS trial) demonstrated superiority of
mpMRI in terms of sensitivity but lower specificity for diagnosis of csPCa [Ahmed et al., 2017]. The
results suggested that mpMRI could be used as triage test, and thus, it would allow 27% of patients
to avoid biopsy, and would yield a 5% decreased diagnosis of non-csPCa. More recent studies,
established that application of mpMRI prior to biopsy would avoid unnecessary interventions in 49%
of the patients who had non-concerning lesions on the MRI, and that TRUS biopsy over-detected
non-csPCa in 20% of the patients (4M - Met Prostaat MRl Meer Mans - study) [van der Leest
et al., 2019]. Other advantages of mpMRI over TRUS biopsy is that when combined with Gleason
grade (Section 3.3) of the cancer and serum PSA level, it provides powerful prognostic information,
thereby facilitating risk stratification, and aiding treatment decision making [Boorjian et al., 2008],

and assessment of the pelvis for lymph node metastases.
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3.3 Microstructural changes of the prostate tissue

In 1966, a new system capturing the complex architectural heterogeneity of prostate cancers was
proposed by Gleason [Gleason, 1966], and since then, it has been widely applied in clinical settings.
The current version of the five-tier grading system (Figure 3.2) consists of detailed descriptions of the
individual architectural patterns [Epstein et al., 2016, Magi-Galluzzi et al., 2016]. It is designed to
help grade microstructural changes over time, and therefore directly impacts the patient’s prognosis.
For an extensive overview of the various sub-patterns constituting the individual Gleason grades
please refer to [Kweldam et al., 2019].

Healthy prostate tissue with three main compartments, i.e., ducts, epithelial cells, and stromal
cells is depicted in Figure 3.3 (/left column). Based on the histological validation, general characte-
ristics of prostate cancer are increased cellularity, increased epithelial volume fraction and decreased
lumen area (Figure 3.3, middle and right column). Overall, about 70% of prostatic cancers originate
from the PZ of the gland, while the CZ and TZ account for less than 5% and roughly 25-30% of
prostate cancers, respectively [McNeal et al., 1988]. The aforementioned tissue changes lead to
a decrease in the diffusivity of water, which is reflected by lower ADC values and shorter values of
relaxation rates, 75 and T, especially in more aggressive cancers [Desouza et al., 2008, Wu et al.,
2016]. Studies have shown that ADC values correlate inversely with tumour grade [Desouza et al.,
2008, Vargas et al., 2011]. Conversely, low grade tumours and histologically sparse tumours have
intermixed normal tissue and thus ADC and 75 values in these tumours are similar to normal prostate

tissue [Langer et al., 2008]. Despite the proven utility of mpMRI (Section 3.2), the complexity of

Gleason pattern
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Figure 3.2: lllustration of the current state of Gleason grading based on 2014 ISUP consensus
[Epstein et al., 2016]. Drawing by AR based on the original version published in [Epstein et al.,
2016].
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Figure 3.3: Depiction of prostate microstructure in normal and cancerous tissue - 3+3 and 3+4
Gleason score (GS) subpatterns. Image courtesy of Dr Hywel Thomas from Department of Cellular
Pathology at University Hospital of Wales.

the cancerous lesions [Kweldam et al., 2019] is not comprehensively captured with clinical scans,
and therefore there is a need to improve the specificity and accuracy of non-invasive MRI, especially
for diagnosis of low grade tumours.

It should be noted that prostate cancer is not the only pathology affecting microstructure of the
prostate gland, and thus there is high likelihood that benign pathologies, such as focal prostatitis
in the PZ, can mimic PCa, thus additionally increasing false positive reads of mpMRI scans. Other
benign conditions, e.g., post-biopsy hemorrhage, inflammation, focal prostate atrophy, benign pro-
static hyperplasia nodules (in the PZ and TZ), and prostatic calcifications can also affect diagnostic

accuracy [Chatterjee et al., 2020].

3.4 (In)visible histological changes in clinical prostate

MRI: Research studies on prostate cancer

Although proven extremely valuable to identify whether a patient has clinically significant prostate
cancer (sensitivity between 93-96% at patient-level) [Ahmed et al., 2012, Thompson et al., 2016],
current mpMRI as advised in PI-RADS v2.1, suffers from low sensitivity on the per-lesion basis.
Around half of the individual tumour foci are undetected on mpMRI [Johnson et al., 2019, Lee
et al., 2018] and the size of large lesions tends to be underestimated [Borofsky et al., 2018, Bratan
et al., 2015, Priester et al., 2017]. mpMRI has limited specificity for significant cancer (Gleason score
> 3+44) [Ahmed et al., 2017] and approximately 50% of lesions biopsied are not found to contain
significant cancer. The current diagnostic goal is to detect all lesions that contain significant cancer
whilst avoiding the detection of clinically non-significant (Gleason score < 3+3) disease, as detecting
non-significant disease is not associated with increased mortality and can lead to increased anxiety
and overtreatment. Results from a recent study [van Houdt et al., 2020] conclude that the lesions
that are undetected on mpMRI have different histopathology features than visible regions. In light of
those limitations, which have direct implications on monitoring and focal treatment strategies, a few
novel research strategies have attempted to address these limitations and provide an opportunity to

address these shortcomings [Singh et al., 2022]. A 'virtual imaging biopsy’ biopsy of the prostate
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would allow accurate detection of all tumours within the gland, and for low-grade non-significant
and small significant cancers to be safely monitored on interval imaging with treatment reserved for
those with high-grade or progressive disease.

The extent of different microstructure characteristics, e.g., cellularity or tissue organization, requ-
ires optimization of (joint relaxation-)diffusion MRI scans. The diffusion encoding that is classically
performed is the Stejskal-Tanner sequence, i.e., linear tensor encoding with trapezoidal gradients
(Section 2.5.1). Information obtained in these measurements, depending on the parameters of the
actual protocol, can be described using standard DTI and DKI representations (Section 2.6), as
well as, more advanced biophysical models, such as Vascular, Extracellular and Restricted Diffusion
for Cytometry in Tumours (VERDICT). The VERDICT model [Panagiotaki et al., 2015] consists of
three compartments: a restricted spherical intracellular compartment (i.e., non-trivial isotropic com-
partment, reflecting epithelium), a non-restricted ‘zeppelin’ extracellular compartment (i.e., single
anisotropic compartment, reflecting stroma and lumen), and a non-restricted ‘astrostick’ compart-
ment (i.e., powder of stick-like tensors, reflecting vasculature). The measured diffusion signal is
weighted by the volume fraction of the signal arising from different compartments. Recently, VER-
DICT analysis of mpMRI data (INNOVATE study) showed that many unnecessary biopsies can be
avoided [Singh et al., 2022].

If the measurements are acquired at different TEs, a joint relaxation-diffusion (7% — D) analysis
can be performed via means of a simple three pool model (e.g., hybrid multidimensional MR imaging,
HM-MRI) or the extension of VERDICT analysis, called relaxed-VERDICT (rVERDICT). The HM-
MRI technique [Chatterjee et al., 2018], has great potential to improve the diagnosis of prostate
cancer and determine its aggressiveness, as fractional volumes of prostatic lumen, stroma, and
epithelium, estimated non-invasively and by pathologists, are similar to the true tissue composition
[Chatterjee et al., 2022a]. Furthermore, biophysical modelling accounting for relaxation effects,
implemented using the deep learning framework, rVERDICT, allows for accurate, fast and repeatable
estimation of diffusion and relaxation properties of PCa and can discriminate Gleason grade groups
[Palombo et al., 2020b]. In another study, diffusion time-dependence effects in 75 — D space were
explored [Lemberskiy et al., 2018], concluding that diffusion and transverse relaxation is comprised
of at least two biophysically distinct contributions, lumen (long 75 and fast diffusion), and stroma
(short T, and heavily restricted anisotropic diffusion), with both manifesting non-Gaussian behaviour.

Alternatively, if the encoding gradients have more complicated shapes, such as oscillating gra-
dients (OGSE), or beyond being arbitrary, are also applied in three encoding dimensions at the
same time (b-tensor encoding, Section 2.5.2), sensitivity to particular tissue properties can be ga-
ined. A combination of any arbitrary diffusion encoding waveforms can be leveraged in frameworks
such as Imaging Microstructural Parameters Using Limited Spectrally Edited Diffusion, IMPULSED
[Jiang et al., 2017, 2016], or using Q-space Trajectory Imaging, QTI [Westin et al., 2016]. In brief,
the IMPULSED model combines multiple low-frequency OGSE measurements and a single PGSE
acquisition in the long time regime to quantify the characteristic size of restriction and intracelullar
fraction. A recent study [Wu et al., 2022], reported that time-dependent diffusion MRI-derived

parameters, especially the cellularity index, achieve superior accuracy in discriminating csPCa from
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clinically insignificant disease. The feasibility of multidimensional encoding dMRI (MddMRI) in as-
sessing prostate tissue diffusion heterogeneity and anisotropy at different spatial scales was assessed
by [Nilsson et al., 2021] and [Langbein et al., 2021], with conclusion that MddMRI provides novel
information about isotropic microscopic kurtosis as well as microscopic anisotropy, which differ from
measures at the macroscopic level.

In summary, research studies present a tremendous springboard for prostate cancer characteri-
zation using frameworks beyond clinically adapted archetypical Stejskal-Tanner encoding and the
quantitative ADC map. More advanced acquisition and data analysis approaches, provide a unique
opportunity for better understanding of the anatomical regions and pathways involved in prostate
cancer using non-invasive, in-vivo techniques, so-called 'virtual pathologic examination’. However,
clinical adoption of many advanced MRI techniques with more sophisticated post processing is rela-
tively slow. The low SNR, poor spatial resolution, and exacerbated image distortion at high b-values

are among the technical impediments for clinical adoption of these promising techniques.
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4.1 Introduction

As described in Section 2.7, technical advances in gradient performance (including the availability of
higher amplitude gradients) have led to tremendous improvements in MR imaging. However, it was
also established, that rapid switching of ultra-strong gradient systems elicits physiological effects in
the human body, such as PNS (Section 2.10.1), magnetophospehens (Section 2.10.2), and cardiac
stimulation (Section 2.10.3). These phenomena effectively limit the extent to which ultra-strong
gradient technologies can be used safely for in vivo imaging.

The Siemens 3T Connectom is a whole-body system with ultra-strong gradients (300 mT/m
gradient amplitude and 200 T/m/s slew rate) [Jones et al., 2018, Kimmlingen, 2017, Setsompop
et al., 2013]. The system was originally designed for neuroscience research but there is increasing
interest in using the system's ultra-strong gradients 'below the neck', e.g., in heart and prostate
[Tang and Zhou, 2019].

The rationale for the use of ultra-strong gradients in body applications is the collection of
diffusion-weighted data with higher b-values and a range of shorter diffusion times which are available
using a Connectom system [Jones et al., 2018]. In prostate MRI, high b-value data can give novel
insights into cellular restrictions in the tissue undergoing cancerous changes. In clinical practice,
high b-value data is challenging to acquire due to hardware limitations, and is extrapolated from
the data acquired with lower b-values assuming a mono-exponential relationship between ADC and
b-values [Sahoo et al., 2020] (an assumption that is invalid in the case of restricted diffusion).
In heart imaging, although the required b-values are lower than for prostate MRI, using stronger
gradients allows for the same b-value in shorter time, resulting in shorter echo time (which is limited
by the short T, of the heart tissue). Additionally, due to cardiac motion, higher gradient moments
encoding for, e.g., coherent flow, have to be compensated, which increases the encoding time needed
for the same b-value and therefore leads to longer TEs. This effect can be counteracted using strong
gradients.

As the IEC Standard ISO/IEC-60601-2-33 [IEC 60601-2-33, 2015] does not define a regulatory
limit for magnetophosphene stimulation, nor a procedure for defining this limit in practice. The aim
of this study was to evaluate the probability of eliciting magnetophosphenes to develop a practical

guideline for minimising participant discomfort and/or anxiety.

4.2 Methods

4.2.1 Study participants

Ethical approval for the study was obtained from the School of Psychology Research Ethics Com-
mittee of Cardiff University. Fifteen participants were recruited for this study (age range: 27-50
years, M = 38.87, SD = 7.17, weight: M = 77.73 kg, SD = 9.59 kg, height: M = 178.6 cm, SD
= 6.39 cm; M - mean, SD - standard deviation). All participants were male (to define a prostate

landmark) and had no disclosed medical problems that would influence the validity of the results.
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Participants had provided informed consent prior to participation and had taken part in previous
MRI studies. Participants were informed in advance that the aim of the study was to investigate
physiological effects and were briefed on the likely physiological effects that might be experienced

to ensure that these effects could be detected.

4.2.2 Experimental setup

The imaging system used in the study was a Connectom MRI scanner, a modified 3T MAGNETOM
Skyra system fitted with an AS302 gradient coil capable of 300 mT/m (Siemens Healthcare, Er-
langen, Germany). To assist in providing a reference to other works, the vendor supplied maps of
the maximum absolute magnetic field of the gradient coil (excluding main magnet By) allowing the
peak dB/dt during the experiment to be estimated (Figure 4.1 A.).

Participants were placed on the scanner table in the supine position prior to data collection from
three anatomical regions: head (head first), heart (head first) and prostate (feet first). In each
case, the participant’s left arm was positioned flat on the table alongside the left hip and their right
hand on an optical fibre-interfaced 5 button response box (LxPad, NATA Technologies, Coquitlam,
Canada) placed on the abdomen. This device was used to receive feedback from the participants
on the experience of the physiological effects. In line with our institute's standard procedures, the
participants were also supplied with an alarm call button and a pulse-oximeter (placed on the left
hand index finger) to monitor the cardiac cycle. The participants were instructed not to move. The
scanner vendor's standard pneumatic headphones and earplugs were used to limit acoustic noise. To
increase the sensitivity to any visual effects, the ambient light in the scanner room was reduced to
a minimum; the magnet and control room lights were switched off and any remaining light originated
from monitor displays. Lastly, absolute distances between the nasal area and the end of the sternum

(heart position) and hip bones (prostate position) were measured (Figure 4.1 B.).

4.2.3 Acquisition protocol

We assessed the occurrence of magnetophosphenes in participants when applying a continuous train
of 128 trapezoidal bipolar gradient pulses, similar to that used in a conventional EPI read-out. Each
gradient pulse train was applied along a single gradient axis with ramp times ranging from 0.88 to
4.20 ms and gradient amplitudes from 60 to 300 mT/m. These ranges were constrained by the
MR system's physiological limit monitors. The gradient amplitude/ramp time combinations used in
the study were defined by performing a preliminary investigation of magnetophosphenes on three
MR-experienced participants.

Data were sampled from the lowest gradient/shortest ramp time to the strongest gradient/longest
ramp time (70 combinations, gradient variation first), for each of the three imaging landmarks (head,
heart, prostate), for each gradient axis (X,Y, Z), resulting in 630 stimuli for each participant. The
sampling of the gradient/ramp time combinations was weighted towards the high-gradient/long-
ramp time measurements, as the low-gradient/short-ramp time measurements had been previously

performed by the vendor.
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The gradient axes are defined as follows: When standing in front of the scanner and looking
into the magnet, the X-axis points from left to right (horizontal axis); Y-axis points from bottom
to top (vertical axis); Z-axis points from rear to front (depth axis). After each gradient stimulus,
the participants were asked to indicate via a button press whether they experienced; (a) no effects,
(b) PNS, and/or (c) magnetophosphenes. In the event of any other perceived effects, participants
were instructed to use the scanner alarm call button to report this to the experimenters. The
participants were not aware of the order of applied gradient amplitude/ramp time stimuli. The only
imaging performed was a localiser for landmark identification using the whole-body RF coil to verify
participant positioning.

From the observations across the cohort, an estimate of the probability of encountering physio-
logical effects was established; the probability was calculated as a ratio of counts of the reported
effect (PNS or magnetophosphenes) to the number of samples collected for each ramp time and
gradient amplitude combination.

The main aim of the study was to quantify the reports of PNS and visual effects. To cap-
ture any other physiological effects experienced by the participants, a post-scan questionnaire was
administered immediately after the experiment. The questionnaire was designed to establish sub-
jects'experiences during the experiment, and to obtain any other effects not reported during the

tests and their reflections pertaining to the experimental study.
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Figure 4.1: A. Contour plots of the absolute magnetic field generated by the gradient coil used in
this study. X-axis corresponds to left-right, Y-axis to anterior-posterior, and Z-axis to head-foot
directions. To aid in the interpretation of the magnetophosphene results, the approximate position
of the eyes for the prostate, heart and head positions are shown (rectangular boxes). Top row: |B|
for a 300 mT/m X-gradient (Y = 0). Note the plot for the Y-gradient is substantially similar to
X-gradient, and thus, only X-gradient is shown for the illustrative purposes of the current figure.
Bottom row: |B| for a 300 mT/m Z-gradient (Y = 0). B. Descriptive analysis of measured
absolute distances between the nasal area and the body landmarks for the study population. Dots
represent measured lengths, the half violin plot represents the distribution of measurements in the
study sample and the half box plot represent the median and interquartile range: 41 cm, IQR =
5 cm and 67 cm, IQR = 2.75 cm for heart and prostate landmarks, respectively. Please note that
Y-axis grid spacing is not uniform.
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4.3 Results

All study participants successfully completed the experiment and were able to provide valid responses

during the experiment and feedback via the post-scan questionnaire.

4.3.1 Occurrences of magnetophosphenes

Magnetophosphenes were reported by most participants in at least one landmark position, as shown
in Figure 4.2. These visual effects were more widely reported when the gradient amplitude was above
150 mT/m, for which the gradient ramp times are longer. For the highest gradient amplitudes, when
the corresponding gradient stimulus ramp times were above 3 ms, magnetophosphenes were reported
by up to 86.7% of the participants (for the heart landmark); for lower gradient amplitudes, when

ramp times were below 3 ms, fewer than 30% of participants reported magnetophosphenes.
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Figure 4.2: Percentage of participants reporting magnetophosphenes for the three imaging landmarks
and three gradient axes. The dots are colour-coded according to the percentage of volunteers
reporting the effect for each of ramp time/gradient amplitude pair. The hardware limit (maximum
slew rate and maximum gradient amplitude) is depicted as a solid black line, the approximate location
of the cardiac stimulation limit is shown as a red dot-dashed line and the PNS limit (SAFE model
[Hebrank et al., 2000], for X, Y, Z axes separately) is shown as a blue dashed line. As outlined in
the discussion, the magnetophosphene guideline value, Gy, is shown as a green dashed line. This
represents the maximum gradient amplitude, at the maximum slew rate, for which fewer than 10%
of participants reported magnetophosphenes. This is not defined where the guideline value is greater
than 300 mT/m.
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Participant reports of magnetophosphenes varied greatly between experiments performed in the
different landmark positions. For the heart landmark, 80%, 60%, and 86.7% of the study participants
reported perceivable changes in vision during the experiment for the X, Y, and Z-axes respectively.
In the other landmark positions, there were fewer reports of magnetophosphenes, notably in the
prostate position (6.7% of participants). For the head position, 33.3% of participants reported
magnetophosphenes when the stimulus was applied along the Y'-axis; however, these were rarely
reported on the X-axis (13.3%) and not reported at all when pulsing the Z-axis.

4.3.2 Occurrences of PNS

The highest incidence of PNS (Figure 4.3 and Table 4.1) occurred when the gradient was applied
along the Y'-axis, where 66.7% of the study volunteers reported some degree of PNS (head or heart
positions). In contrast to magnetophosphenes, PNS was less common when applying gradients with
longer ramp times, with participants reporting PNS in less than 20% of the cases when the ramp
time was greater than 3 ms. PNS was less prominent when the stimulus was applied along the X-
or Z-axis. There was no dramatic effect of imaging landmark on the PNS probability, as can be

seen from Table 4.1.
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Figure 4.3: Percentage of participants reporting PNS for the three imaging landmarks and three
gradient axes. The dots are colour-coded according to the percentage of volunteers reporting the
effect for each of ramp time/gradient amplitude pair. The hardware limit (maximum slew rate
and maximum gradient amplitude) is depicted as a solid black line, the approximate location of the
cardiac stimulation limit is shown as a red dot-dashed line and the PNS limit (SAFE model [Hebrank
et al., 2000], for XY, Z axes separately) is shown as a blue dashed line.
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Table 4.1: Summary of the perceived physiological effects (magnetophosphenes and PNS) in three
body imaging landmarks for the X,Y, 7 axes. Values represent the highest percentages of par-
ticipants experiencing effects for each landmark-axis pair among the tested ramp times-gradient
amplitude combinations.

Magnetophosphenes PNS

X Y / X Y Z
Head 13.3% 333% 0.0% 13.3% 66.7% 20.0%
Heart 80.0% 60.0% 86.7% 20.0% 66.7% 13.3%
Prostate 0.0% 0.0% 6.7% 26.7% 53.3% 20.0%

The participants reported PNS across a wide range of locations in the body: in the shoulders,
lower back, neck, jaw and below the ears, chest, abdomen, arms, fingers, legs and feet. There was
no consistent spatial pattern of PNS occurrences. Scarcely, the intensity of the PNS effect was

reported to increase with the gradient amplitude of the applied impulse (at a constant ramp time).

4.3.3 Reports of other physiological effects

The post-scan questionnaire responses are reported in Figure 4.4. Overall, 13.3% of the participants
reported some level of discomfort during the experiment. This discomfort was associated with muscle
twitches (13.3%), claustrophobia (6.7%) or scanner noise (13.3%). In all cases these were classified
by participants as either a 'very slight discomfort' or a 'slight discomfort'.

The most commonly reported effects were changes in vision by 73.3% of the participants, and
muscle twitches, which were reported by 60% (although primarily classified as an 'awareness of the
effect', rather than discomfort). Other effects reported by participants were changes in smell or taste,
dizziness, elevated heart rate (participant's subjective sensation, not evidence from pulse-oximeter

measurements) and changes in temperature. In each case, these were reported as an 'awareness'

Changes in vision

Changes in taste Yes
and/or smell 26.7%

. Slight |Very slight
Muscle twitches  [IESIE THLIAT
6.7% 6.7%
.. Slight |Very slight|
Noisiness discomfort|discomfort}
6.7% 6.7%
General discomfort Mt AEREELLUL
13.3%
. Very slight
Claustrophobia  [ELH7
6.7%

Dizziness

Elevated heart rate
Cold feelings
Warm feelings

Tinnitus

Figure 4.4. The post scan questionnaire results presenting the frequency of other physiological
effects experienced during the scan.
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rather than 'discomfort'. These effects were already reported in the literature, and are most likely

not related to gradient switching [Kangarlu et al., 2004].

4.4 Discussion

We established the magnetophosphene stimulation probability in three anatomical locations, for
a trapezoidal train of gradient pulses up to 300 mT/m. The experiment was implemented within

limits imposed by regulatory bodies on PNS and cardiac stimulation.

4.4.1 Magnetophosphenes

While there have been several reports of magnetophosphenes associated with MRI, most are asso-
ciated with the movement of an individual within the main (static) By field [Friebe et al., 2015,
Schenck, 1992]. To our knowledge, only two previous studies have reported the observation of pho-
sphenes in participants arising from gradient switching, one in a similar system [Setsompop et al.,
2013] and the other from a dedicated head only gradient coil [McCurdy et al., 2020]. There is rene-
wed interest in application-specific gradient coils, for example, for neuroimaging applications [Tan
et al., 2020]. These gradient coils offer the performance advantages of higher slew-rates and greater
gradient strength, while their reduced gradient fringe-fields offer improvements in PNS performance
when compared with whole-body gradient coils.

Electrophysiological studies have demonstrated that the magnetic field threshold for producing
magnetophosphenes depends on the magnetic field switching rate, with the minimum threshold
occurring at around 30 Hz [Loévsund et al., 1980]. The gradient switching frequencies used in
this study are significantly higher, ranging between approximately 60 Hz and 300 Hz. However,
the magnetophosphene occurrence reported in this work is consistent with earlier work, showing
a reduction in the magnetophosphene threshold with a reduction in the switching frequency (i.e.,
longer ramp times). This effect was observed for all axes along which magnetophosphenes were
observed.

At the location of the eyes, the estimated maximum absolute magnetic field due to the gradient
coil alone, at maximum output (300 mT/m, Figure 4.1) is ~ 20 mT, ~ 50 mT and ~ 20 mT for the
head, heart and prostate landmarks, respectively. The magnetophosphenes reported by participants
during the study (Figure 4.2) are consistent with these data - lower gradient amplitudes produce
magnetophosphenes when the heart is at isocentre rather than when the head or prostate is at iso-
centre. As a comparison with existing literature, Lovsund [Lévsund et al., 1980] reported thresholds
of ~ 10 mT for a stimulus of 30 Hz and 14 mT at 45 Hz. In our results, magnetophosphenes were
consistently observed for gradient amplitude 150 mT/m and ramp time 4.2 ms in the head position
(X-gradient) equivalent to B,,,, of approximately 25 mT at ~ 60 Hz.

No participants suffered discomfort due to the experience of magnetophosphenes, and they are
not believed to be associated with any long-term health effects [International Commission on Non-

lonizing Radiation Protection et al., 2010]. Phosphene generation by magnetic, electrical and/or
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mechanical stimulation of the retina and cortex are well known and generally reversible (non-harmful)
phenomena [Brindley and Lewin, 1968, Griisser and Hagner, 1990, Schwiedrzik, 2009]. For example,
visual phosphenes are commonly experienced in brain stimulation techniques and these phosphenes
have been attributed to a combination of cortical and retinal effects [Marg, 1991, Schutter and
Hortensius, 2010, Webster and Ro, 2017].

Due to the variability in participants' physiological responses, participant positioning, gradient
waveforms and MR hardware, it is challenging to condense these results into general guidance
for the treatment of magnetophosphenes in MRI research. However, acknowledging a number of
caveats, we evaluated the potential of magnetophosphenes for limiting the peak performance of
an experiment by defining a 'magnetophosphene guideline value’ which can be used to evaluate
the probability of magnetophosphenes in a new experiment. For each condition (gradient axis and
landmark), a 'guideline value” was defined, representing the maximum Gradient amplitude (Gamp),
at the maximum slew rate, for which fewer than 10% of participants reported magnetophosphenes.
These guideline values are shown in Figure 4.2, for each gradient axis and landmark, and e.g., for
the Y-axis and heart landmark condition, the guideline value is defined by the point at 203 mT/m
at a rise time of 2230 ms; resulting in a guideline value of 203 mT /m for studies acquiring data with
high gradient strengths on the Y-axis with the participant positioned for cardiac imaging. Most
importantly, in some situations, the gradient/rise time combinations which would be required to
accurately define the threshold (moderate gradient strength ~ 50-150 mT/m, but very long ramp
times > 2 ms) are not practically useful due to their inefficiency from a sequence design perspective.
As a result, these points were not included in the study and thus, this guideline excludes any
information on low gradient amplitude-long rise time combinations. The proposed guideline holds
for the case where the gradient is being ramped near the maximum slew rate.

Studies exceeding the maximum G, should thus take additional measures before routinely
scanning research participants. Such additional measures will depend on the institution's local rules
but should include steps such as participant informed consent, Institutional Review Board approval,
monitoring and/or limiting the duration of the exposure, pilot studies to evaluate stimulation in
novel sequences/protocols/waveforms and additional monitoring of the participant during scanning
(e.g., MR safe pulse oximeter or interaction via the intercom). Ideally, pilot studies should include
the determination of probability maps, such as the ones determined in this work, to take advantage
of the full potential of high-performance gradient systems. If the acquisition protocol includes only
a few occurrences of those gradient settings producing magnetophosphenes, safety concerns may be
limited. However, when the scans potentially causing magnetophosphenes are prolonged in time, the
discomfort for the subject could become non-tolerable, possibly translating into drop-out and even
a genuine safety risk (there are indications that longer magnetophosphene stimulus duration results
in a longer time to recovery [Barlow et al., 1947]). Therefore the impact of magnetophosphenes on

experimental design (e.g., visual fMRI) should not be neglected.
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4.4.2 PNS

The reports of PNS presented here are also in line with previous findings [Ham et al., 1997, Schaefer
et al., 2000], namely that the PNS probability is higher when pulsing the Y-gradient, most likely
due to the larger anatomical cross-sectional area normal to the Y-axis. At ramp times longer than
1.5 ms, fewer reports of PNS were obtained (33.3% of participants across all imaging landmarks
and gradient axes). A fraction of these PNS reports may have been sensations of gradient coil
vibrations which are substantial at higher gradient amplitudes. When participants were uncertain,
these observations were included as a report of PNS. Although the intensity of the PNS was reported
to increase with higher amplitudes of the applied impulse, comparison to literature is not feasible;
in previous works, protocols were stopped upon reaching the physiological threshold [Davids et al.,
2019, Tan et al., 2020].

4.4.3 Other physiological effects

We questioned participants on any aspects of discomfort during the study to investigate any une-
xpected effects of high gradient field systems [Kangarlu et al., 2004]. The reported effects, such as
elevated heart rate, dizziness or a sensation of warming during the scan, were consistent with reports
from participants in studies on other systems in our centre. However, in our study, changes in vision
(related to gradient switching, not static magnetic field) were more consistently reported, especially

for high gradient amplitudes, as expected due to change of body position within the scanner bore.

4.4.4 Study limitations

The sampling of the gradient/ramp time points was limited by the scanner: the PNS limit (as
implemented by the SAFE model [Hebrank et al., 2000]) and the IEC cardiac limiter [[EC 60601-2-
33, 2015] (as implemented via a hardware limit on gradient output) were both enabled during the
study. Additionally the set of gradient/ramp time measurement points was kept consistent for all
gradient axes. This results in participants reporting less PNS for the X- and Z-gradients than for
the Y-gradient. As a result, it was not possible to define a physiological threshold in all cases, e.g.,
the phosphene threshold usually exceeds the existing scanner’s cardiac limit for ramp times shorter
than 3 ms. This is due to a conservative interpretation of the IEC cardiac limit, based on Reilly
extrapolations from animal studies [Reilly, 1990], which was set to an estimated probability of 10~°
to produce an ectopic beat (ISO/IEC-60601-2-33).

The magnetophosphene guidelines yield indicative values for when further investigation is required
when planning a study involving a novel gradient waveform or pulse sequence. Further work will be
conducted to investigate physiological effects in applications using alternative diffusion encodings
such as multidimensional g-space imaging [Westin et al., 2016], and to evaluate the consistency of
the magnetophosphene guidelines on the application of different waveforms. For generalized gradient
encoding, as well as for newly-developed gradient systems [McCurdy et al., 2020, Versteeg et al.,
2020], further work is required to predict the stimulation patterns precisely [Davids et al., 2019].
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Comparisons with other studies using bipolar gradient schemes can be impaired by slight differences
in the timing between the studies [Davids et al., 2019, Tan et al., 2020].

As our main interest was in the longer ramp time/stronger gradient domain, a limited data set
was acquired in the gradient/ramp time combinations more commonly sampled during PNS studies
(less than 100 mT/m and 1 ms). As a consequence, the conclusions that can be drawn relating to
PNS are limited.

Finally, the participant group contained only males (due to the interest in the prostate). Thus
the magnetophosphene and PNS probabilities may be different for females, adolescents or younger
groups, as differences in anatomical distances will lead to participants experiencing different parts
of the gradient field (Figure 4.1).

4.5 Conclusions

Evaluation of the physiological limits is critical for human safety on high-performance gradient MR
systems. This study investigated the elicitation of magnetophosphenes by a high-gradient field
system when different anatomical locations were placed at isocentre. Based on the framework
provided by this work, the likelihood of magnetophosphenes can be estimated in future studies of

different anatomical regions when using ultra-strong gradient whole-body MR systems.
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5.1 Introduction

Over several decades, dMRI has gained recognition in cancer detection and diagnosis [Guo et al.,
2002, Yamasaki et al., 2005, Yoshikawa et al., 2008, Zelhof et al., 2009], and its role is extending
into areas of staging, grading and treatment design.

The ADC (here apparent diffusion coefficient) [Le Bihan et al., 1986] - derived from data with low-
to-moderate diffusion weightings - has been used in multiparametric mp-MRI as a sensitive surrogate
for microstructural changes in cancer. However, several studies reported a lack of specificity and
limited sensitivity of ADC, e.g., in tumour grading [Shaish et al., 2017]. Moreover, cancerous lesions
with microscopic changes are not always visible on mp-MRI [Johnson et al., 2019, Lee et al., 2018,
van Houdt et al., 2020] due to intra-tumour heterogeneity [Kweldam et al., 2019].

More comprehensive characterisation of tumours by applying stronger diffusion weightings (com-
monly quantified by the b-value) at multiple diffusion times and coupling the dMRI signal to a ma-
thematical model or representation of tumour tissue include, e.g., VERDICT [Johnston et al., 2019,
Panagiotaki et al., 2015]. In prostate cancer, a proxy for intracellular signal contributions derived
from VERDICT has shown to result in improved classification of clinically significant PCa than the
ADC [Singh et al., 2022]. For more comprehensive overview of methodological advances in prostate
cancer please refer to Chapter 3, Section 3.4. However, strong diffusion weightings and exotic enco-
dings on clinical scanners can significantly lengthen the TE thus decreasing the SNR per unit time.
Moreover, short diffusion times and short echo times at higher diffusion weightings are off-limits on
clinical systems due to the limited gradient power.

To ameliorate these issues, various ultra-strong whole-body [Kimmlingen, 2017, Setsompop et al.,
2013] and head-only [Foo et al., 2020, Versteeg et al., 2021, Webb, 2016, Weiger et al., 2018]
gradient systems have been designed. In short, strong gradients provide a shorter TE for a given
b-value, and hence a higher SNR - i.e., reduced signal loss due to transversal relaxation - per unit
b-value (please see Figure 5.1 and also Chapter 2, Section 2.7). These technological advancements
have greatly facilitated the characterisation of human tissue microstructure, albeit currently only
in the brain [Jones et al., 2018, McNab et al., 2013, Nilsson et al., 2017, Palombo et al., 20203,
Tax et al., 2020]. Nevertheless, the advantages of strong gradients outlined above represent new
opportunities for dMRI with enhanced diffusion resolution for clinical use-cases, and among many
applications, they hold promise for advancing the early detection of cancerous lesions, e.g., in the
brain and the prostate.

This work assesses the feasibility of prostate dMRI with ultra-strong gradients in healthy popu-
lation and patients with PCa and compares the image quality to more commonly-available gradient
strengths. Using advanced gradients, the signal decays can be examined over a much larger range of
b-values at shorter diffusion times and TEs off-limits on clinical scanners. Therefore, the hypothesis
of this work is that strong gradients enhance the contrast of tumour lesions compared to healthy
tissue at high b-value data. In addition, achievable shorter TEs unlock possibility of evaluation of

the SNR gains for fitting a representation using higher b-values such as DKI.
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Figure 5.1: A. Diffusion sequence diagrams of single-shot EPI readout with Stejskal-Tanner diffusion
encoding and gradient capabilities of clinical (top) and ultra-strong gradients (bottom) MRI systems.
ADC (here analog to digital converter) & RF: Spectral fat saturation, excitation and refocusing pulses
(in black), and ADC (in blue). G: Slice selective and refocusing gradients with spoilers (in light
grey), diffusion gradients (in green and orange), EPI RO (in blue). B. Simulation of b-value vs
minimum achievable TE for EPI readout and different maximum gradient amplitudes of 300 mT/m,
80 mT/m and 40 mT/m, using a PGSE sequence with readout parameters provided in the plot.
For each point, the colour coding gives the achieved diffusion time (A — §/3 [ms]). The chosen
b-value range for simulation is beyond the upper limit of interest for application in prostate cancer
MRI; however, high b-values between 2-5 ms/pm? can be advantageous to characterise restrictions
[Johnston et al., 2019, Panagiotaki et al., 2015, Tang and Zhou, 2019].

5.2 Methods

5.2.1 Study participants

Ethical approvals for the study were obtained from the School of Psychology Research Ethics Com-
mittee (REC) of Cardiff University and from the REC of the National Health Service (NHS), Wales
(Health Research Approval, HRA, and Health and Care Research Wales, HCRW) (CVUHB ref
21/0CT/8264).

Four healthy men (age range: 46-64 years, M = 54.8, SD = 7.9, weight range: 75-104 kg,
M = 85.6 kg, SD = 12.7 kg, height range: 1.68-1.81 m, M = 1.76 m, SD = 0.06 m; M - mean,
SD - standard deviation) and six patients on Active Surveillance (age range: 67-74 years, M = 70.2,
SD = 2.9, weight range: 75.3-100 kg, M = 85.5 kg, SD = 9.2 kg, height range: 1.72-1.81 m,
M = 1.76 m, SD = 0.04 m) with the PZ prostate cancer confirmed by MRI and TRUS guided
biopsy were included in the study, after providing written consent to participate. Detailed patient
cohort information is provided in Table 5.1. We advised our participants to follow a diet for 24 hours

prior to imaging to reduce the risks of artefacts in the data.

5.2.2 Data acquisition

Imaging data were acquired on a Connectom research-only MRl scanner, a modified 3T MAGNETOM
Skyra system equipped with a 300 mT/m gradient coil (Siemens Healthcare, Erlangen, Germany)
using Spine32 and Body18 coils (Siemens Healthcare, Erlangen, Germany).
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Structural MRI data were acquired using a 3D T2-weighted turbo spin echo (TSE) sequence with
parameters: FOV read = 230x230 mm, matrix size = 230x230, isotropic voxel = 1 mm3, TR =
1920 ms, TE = 102 ms, varying flip angle (due to different SAR limitations across subjects), phase
encoding (PE) direction = right-left. The total acquisition time of structural data was 10 min.

Diffusion-weighted images were acquired using a PGSE EPI sequence [Stejskal and Tanner, 1965],
with anterior-posterior PE direction. Six shells of 15 non-collinear directions distributed on a sphere
atb =10, 0.05, 0.5, 1, 2, 3] ms/pm? were sampled, where non-diffusion-weighted, i.e. b =0 ms/pm?
images were interspersed throughout the sampling scheme. The order of acquisition was randomised
to limit the thermal load of the scanner. Three non-diffusion weighted images with posterior-anterior
PE direction were acquired for the assessment and correction of susceptibility-induced geometrical
distortions.

dMRI datasets were acquired with gradient strengths reflecting high-performance (Gn.x =
300 mT/m, at SR =110 T/m/s) and clinical systems (Gpax = 40 or 80 mT/m, at SR =200 T/m/s).
The minimum achievable TE, 6 and A, were as follows (TE/d/A [ms]): (P1, where P stands for
protocol) 54/5/25, (P2) 70/16/32, and (P3) 95/26/48, for a maximum achievable gradient strength
of 300, 80, 40 mT/m, respectively. TR was constant across protocols and set to 3.5 s, to harmonise
longitudinal relaxation effects [Baur et al., 2020]. The in-plane resolution was 1.3x1.3 mm?2, FOV
= 220 mmx220 mm, matrix size = 168x168, slice thickness = 5 mm, slices = 14, GRAPPA =
2, simultaneous multislice = 2, and partial Fourier = 6/8, bandwidth of 1860 Hz/pixel. The total
acquisition time of dMRI data was 20 min.

In addition, for two patients we designed a set of three protocols (P4-P6) with increased maxi-
mum b-value (additional b-values were b = [3.5, 4, 4.5, 5] ms/pm2) to further investigate the signal
decay from restricted diffusion in lesions. The achievable TE/J/A ([ms]) were as follows: (P4)
56/6/26, (P5) 79/20/35, and (P6) 106/34/50, for maximum achievable gradient strength of 300,

Table 5.1: Clinical cohort data overview. (PT - patient, PNI - perineural invasion, EPE - extrapro-
static extension, year of clinical examination - mp-MRI and TRUS biopsy). The clinical information
(apart from age) is dated as per year reported in the 3™ column.

Year of
PSA T
ID | Age | clinical PIRADS Tumour location ur.nour Histology Gleason score
[ng/ml] size
exam
right posterolateral PZ at A Prostatic ad )
mm, rostatic adenocarcinoma
PT1| 74 | 2021 5.2 443 the apex, left anterior PZ 3+3
3 mm (no PNI or EPE)
at the apex
right posteriolateral . )
PT2]| 68 2021 6 3 7 mm Prostatic adenocarcinoma 343
PZ at the base
left posteri d lateral PZ 2
PT3| 72 | 2022 12.8 5+3 ¢ .pos eror a'm ateral 74, 0 mm, Prostatic adenocarcinoma 3+4
right posteriorlateral PZ 9 mm
Prostatic ad i
PT 4| 67 | 2019 4.7 4 left PZ at the base and midgland | 13 mm rostatic adenocarcinoma 3+4
(no PNI or EPE)
pTs5 | 68 2020 43 3 left lateral F.’Z, right 4 mm, Prostatic adenocarcinoma 344
lateral PZ at midgland level 5 mm (no PNI or EPE)
Prostatic ad i
PT6| 72 2021 6 no record | left PZ at the base and midgland | no record rostatic adenocarcnoma 343
(no PNI or EPE)
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80, 40 mT/m, respectively, with remaining parameters as above. The total acquisition time of these
additional dMRI protocols was 28 min.

Images were reconstructed using 'adaptive combine’ with optimal phase shift factor = 4 [Setsom-
pop et al., 2012]. Data filtering methods implemented by the vendor, apart from 'prescan normalize’,

were switched off.

5.2.3 Quality assessment and data preprocessing

The unprocessed dMRI data were checked for signal intensity errors [Sairanen et al., 2018], and the
noise standard deviation was estimated on low b-value magnitude data (up to 1.5 ms/pm?) [Cordero-
Grande et al., 2019]. SNR was subsequently computed for protocols P1-P3 as % where Sgor is
the median signal over all voxels across repetitions for each of the b-value and within a mid-gland
slice mask (delineated on the average b = 0 ms/um?), and Gro; is the median of the estimated noise
standard deviation of the noise map within the same mask. To avoid overestimation of the SNR,
SNR was calculated based on unprocessed data. The effect of protocol choice on SNR was evaluated
using a linear mixed effects model, including both subject and b-value as random effects. This test
was followed by a second linear mixed effect model, evaluating the effect of protocol within each
b-value (correcting for multiple comparisons across b-values using the Bonferroni method). Final
pairwise comparisons were performed using the Wilcoxon test for non-parametric paired values, with
correction for multiple comparisons using the Bonferroni method.

Data were subsequently denoised [Cordero-Grande et al., 2019], and corrected for Gibbs ringing
accounting for partial Fourier acquisition [Lee et al., 2021a], By field inhomogeneity distortions
[Andersson et al., 2003], and gradient nonlinearity (GNL) distortions [Jovicich et al., 2006], and
spatio-temporal corrections of b-matrices were computed [Bammer et al., 2003, Rudrapatna et al.,
2021]. The results of each step were inspected manually and a 'minimal’ preprocessing pipeline was

adopted; neither eddy currents nor motion correction was applied.

5.2.4 Data analysis

For qualitative analysis, direction-averaged signals were calculated [Callaghan et al., 1979]. For the
comparison of quantitative measures, maps of MD, FA, MK, AK and RK were derived from the
weighted linear least squares estimation of the DKI representation [Veraart et al., 2013] on each

non-averaged dataset (up to b = 2 ms/pum?) and accounting for b-matrix deviations.

5.2.4.1 Simulations

Signals were simulated for benign and cancerous tissue based on a three pool model [Zhang et al.,
2020] composed of stroma, epithelium and lumen with different 75, and diffusivities. For simulations,
we used SNR = 25 and SNR = 30 for healthy and cancerous tissue, respectively. The SNR was
calculated at b = 0 ms/pm? at TE = 0 ms as SNRy—o 7520 = SNRy—o.15-0 - exp(—%) using
the SNR estimates from in vivo data and average 75 values of prostate tissue [Lee, 2019]. We

performed 15 Rician noise realisations per b-value to reflect number of different gradient directions



5.2. Methods 57

in our protocols. To enable direct comparisons with in vivo data, we multiplied the simulated
normalised signals by the estimated Sy signal at b = 0 ms/pm? and TE = 0 ms using experimental
Sp values at b = 0 ms/pm? measured at different TEs ('benign case’ - healthy control 1, 'cancerous

case' - patient 4).

5.2.4.2 Image distortion and contrast evaluation

The images acquired with P1-P3 were evaluated by a radiologist with 5 years of experience in
reporting prostate MRI to investigate whether the acquired high b-value images with strong gradients
improve the conspicuity and delineation of lesions. Thus, we included only data from clinical cohort
in this experiment. The following images were presented simultaneously in agreement with clinical
practice: the T2-weighted image and a set of dMRI images acquired with either P1, P2, or P3,
including the average b = 0 ms/pm? image, the average high b-value image at any of b-values
= [0.5, 1.5, 2] ms/um?, and the estimated MD map. As a result, for all the patients scanned
with P1-P3 we obtained 45 combinations (5 subjects x 3 protocols x 3 high b-value images). The
order of combinations was randomised within each subject. Each dMRI set (i.e., combination of

b =0 ms/um?

and high b-value at the TE corresponding to the maximum gradient strength) was
evaluated establishing the diagnostic quality (being able to rule in or out clinically significant PCa)
of the prostate MRI scans (1 - all sequences are below the minimum standard of diagnostic quality,
3 - the scan is of sufficient diagnostic quality, 5 - all images are of optimal diagnostic quality). For
the purpose of our study, we tailored the proposed PI-QUAL system [Giganti et al., 2020, 2021] to
fit our case study needs. Importantly, the radiologist was not informed on the GS but aware that
the included patients were on Active Surveillance.

In addition, each set of images was assessed subjectively using 5-point Likert image quality scale
w.r.t. distortions and zonal anatomy. The “distortion” was defined as the presence of artefacts, e.g.,
signal pile-ups, signal drop-out, warping, ghosting, and blurring. It was assessed on a 5-point scale
(1 = severe; 2 = significant; 3 = moderate; 4 = low; and 5 = no influence). The “zonal anatomy”
was defined as the ability to distinguish the prostate gland zones (transitional and peripheral) and
was assessed on a 5-point scale (1 = poor; 2 = below average; 3 = average; 4 = above averagg;
and 5 = excellent).

Finally, the dMRI data collected with 3 protocols were presented to the radiologist side-by-side

with the question to select the preferred dMRI acquisition per patient.

5.2.4.3 ROI analysis

ROIs were manually outlined on the dMRI (either 1.5 or 2 ms/pm?) after confirmation of lesion
location by a radiologist. Two different types of ROIs were defined. The first type covered the
tumour lesions with up to three ROls per lesion. In total, ten ROls in lesions were delineated using
a high b-value image from the preferred by the radiologist protocol (either P1 or P4), all in the PZ.
The second type of ROI covered normal-appearing PZ regions, e.g., contralateral side of the PZ

(with no tumour at the corresponding location in histology in the clinical group). Up to three ROIs
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per subject were defined in healthy regions, total of nine ROls. From each ROI, values of signals at
high b-values (b = 0.5-3 ms/um?) were extracted. Two sets of data were defined: normal-appearing
prostate tissue and cancerous tissue (patients with GS 3+3 and 344 pulled together). Extracted
values were averaged over ROI and within-subject normalised difference between mean signal across
lesions and healthy tissue was calculated to represent each subject in group analysis. A normalisation
factor was defined as the mean of the signal in ROI placed in the bladder extracted from P1 protocol
data.

The data were compared statistically following the steps described in Section 5.2.3 to assess
whether there is a main effect of protocol across b-values and to test which protocols give statistically

significant signal differences within each b-value.

5.3 Results

5.3.1 Quality assessment and preprocessing

The results overall showed feasibility of dMRI with ultra-strong gradients in healthy controls and
patients. Slicewise outlier profiles revealed only few signal dropouts (Figure 5.2). Looping through
the interleaved b = 0 ms/pm? images, subtle image misalignments were observed in protocols with
the highest gradient strength (P1 and P4), presumably due to short- and long-term eddy currents
and/or frequency drift (Figure 5.3). Additionally, for the volumes acquired with non-zero diffusion
weighting and sufficient tissue contrast (e.g. b < 1.5 ms/pm?), minor misalignment to the first
b = 0 ms/pm? volume image could be observed due to EC; for higher b-values, visual assessment
of artefacts in individual images was challenging to evaluate.

Figure 5.4 shows the results of preprocessing in three datasets from patients, each differently

affected by distortions. After correction for distortions resulting from susceptibility differences and
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Figure 5.2: Results of outlier rejection performed with SOLID [Sairanen et al., 2018] for two worst
case scenarios subjects (one healthy control and one patient). Modified Z-score is a robust version
of the Z-score and assesses whether an observation is far away from the median value of the signal
across all dMRI measurements with a similar b-value. In our processing analysis, the values below
3.5 have weight 1, the values above 10 have weight 0, and the values between 3.5-10 are linearly
transformed to weights on 1-0 range.
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Figure 5.3: Diffusion sampling scheme (left): The total gradient amplitude applied (top panel)
for each volume acquisition in the sampling scheme (P1-P3 protocols). Diffusion vectors (bottom
panel). Eddy current effects presented used a single healthy control dataset (right). The image
shift from EC (caused by By or slice direction EC) is shown on b = 0 ms/pm? and b = 0.5 ms/pm?
(1%t column). In addition, the read EC and phase EC (causing shearing - 2" column, and stretching
- 34 column) are shown using b = 0.5 ms/um? single shot images.
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Figure 5.4: Visualisation of the distortion correction processing steps applied to the acquired data:
Patient 1 - ideally positioned at isocentre, Patient 2 - positioned offcentre, Patient 3 - positioned
at isocentre, with perceptually more severe distortions. The reference T2-weighted images with
prostate gland delineation (dashed lines) are shown, alongside with AP and PA phase encoded
b = 0 ms/um? image from dMRI EPI scans. The result of the applied corrections is shown in the
last column.
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GNL, the correspondence with the T2-weighted scan was generally improved with most of the
signal pileups corrected (Patient 1-3) and therefore signals spatial location recovered. In addition, in
Patient 2 with benign prostatic hyperplasia (BPH) which leads to an enlarged gland, GNL associated
with ultra-strong gradients systems caused visible geometric distortions at the edges of the image
and minor deformations within the prostate gland (Patient 2).

Figure 5.5A. highlights the gain in SNR from shortening the TE by using higher gradient strength,
especially within the prostate gland at higher b-values. The estimated median values (with interqu-
artile range, IQR) of SNR based on the data from all subjects from P1-P3 qualitatively show notable
SNR increases for the P1 protocol for each b-value. Although our sample size was small, statistical
comparisons between the three protocols using a linear mixed effects model, followed by pairwise
comparisons of protocols within each b-value, revealed statistically significant differences, crucially
for the highest b-value (b = 3 ms/pm?) used in the acquisitions.

For participants accurately positioned with the prostate gland at the scanner isocentre, the
estimated effective b-values inside the prostate deviated from the imposed ones by maximally 5%
(mostly 0-3%). Nevertheless, careful positioning is crucial as a significant shift of +/- 80-100 mm
along the Z-axis can cause on average 10% and up to 25% deviation (Figure 5.5B, Patient 2 and
Healthy control 1).

A. SNR analysis
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B. Effects of gradient nonlinearities on b-values
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Figure 5.5: A. SNR analysis. (left) Spatial distributions of SNR values for two representative patients
and three selected diffusion weighted volumes. Note the different color scales. (right) The shell-wise
SNR across all acquired b-values. Dots represent SNR estimate at subject level, and the box plot
represents the median and interquartile range of SNR per given protocol at a group level (* - p <
0.05, ** - p < 0.01). B. Distribution plots of the b-value deviations caused by gradient nonlinearities
for all b-values in data from four selected subjects (Patient 1 - positioned at isocentre, Patient 2 -
positioned offcentre by approx. 8 cm, Healthy control 1 - positioned offcentre by approx. -10 cm,
Healthy control 2 - positioned at isocentre).
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5.3.2 Simulations

The benefits of ultra-strong gradients in the context of imaging distinct microstructural compart-
ments of prostate tissue are shown in Figure 5.6. Reducing the TE at a given b-value significantly
increases the signal contribution from the supportive stromal compartment (short T5-pool of appro-
ximately 30 ms with intermediate diffusivity of 1-2 ms/um?) as well as the epithelium. For changes
associated with cancerous tissue in which diffusion becomes more restricted, higher b-values contain
significant information above the noise floor. The simulations resemble the signal decays obtained

from in vivo data (see the following sections and Figure 5.7 and 5.8).

5.3.3 Healthy controls

Figure 5.7 (top) shows the direction-averaged dMRI images as a function of b-value for two healthy
controls. The signal intensity in most of the prostate tissue decays substantially at b-value >
1.5 ms/pm? acquired at the longest TE (P3), whereas for the protocols at shorter TE (specifically
Gmax © 300 mT/m, P1), there is significant residual signal present, well above noise floor, at
the highest acquired b-value (3 ms/pm?). This also becomes apparent in the signal decay curves
(bottom) from the manually delineated ROIs (within the PZ), with an estimate of the noise floor.
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Figure 5.6: (left) Diagram of prostate T, — D spectrum in benign tissue and malignant adenocarci-
noma (GS 3+4). (right) Simulation of the three pool model (median with interquartile range) per
the values in [Zhang et al., 2020] with diffusivities multiplied by a factor of 2 to reflect in vivo tissue.
Ex vivo estimates of T5 values were used. The expected volume fractions of three microenvironments
present in the prostate as given on T, — D diagrams. Further simulation details in the main text.
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Figure 5.7: Representative example of a healthy control dataset. The direction-averaged diffusion
signals of selected b-shell data: 300 mT/m (P1), 80 mT/m (P2) and 40 mT/m (P3) systems
(from top to bottom) are presented for two healthy controls. Based on the T2-weighted image (an
example shown in bottom left), a prostate mask was drawn and overlaid on high b-value diffusion
dataset. Signal decays (median with interquartile range) of the direction-averaged signals from ROls
drawn in the prostate gland are shown. The gray lines represent the mean of the estimated noise
floor in each ROI [Cordero-Grande et al., 2019], and, in most cases, the lines from each ROI visually
overlap.

Results from other healthy controls are presented in the Appendices (Figure A.1).

5.3.4 Prostate cancer patients

For the clinical cohort (Figure 5.8 top), we observe substantial improvement of lesion-to-healthy
tissue contrast for the protocol at high b-values and short TE (P1). One can readily appreciate the
increased signal in ROls at b = 3 ms/pm? across patients with different Gleason scores (Figure 5.8).
Furthermore, Figure 5.8 (bottom) presents the benefit of increasing the b-value up to 5 ms/pm?
(protocols P4-P6): while the signals from the datasets acquired with clinical gradient strength
(80 mT/m - P5, and 40 mT/m - P6) approach the noise floor at intermediate b-values (1-3 ms/pm?),
the decay curve at 300 mT/m shows residual signal at the highest b-values (4.5-5 ms/pm?). Results
from other patients are presented in the Appendices (Figure A.2).

Normalised signal differences from the patient cohort scanned with P1-P3 protocols across high
b-values are shown in Figure 5.9. The estimated group-level median values with IQR of signal change
show increases within each b-value for the P1 the protocol. The main effect of protocol on signal
differences between tissue types (cancerous lesions vs. healthy regions) was evaluated using linear
mixed effects modelling, with subject and b-value included as random effects. This test confirmed
the presence of a statistically significant effect of protocol, including the evaluation of the effect

within each of the b-values. However, pairwise comparisons yielded no statistically significant results,
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Figure 5.8: Representative example of patient datasets (P1-P3 protocols - top, P4-P6 protocols
with ultra-high b-value - bottom). The direction-averaged diffusion signals of selected b-shell data
are presented for three patients. As in the case of healthy controls, a prostate mask was drawn on
T2-weighted image and overlaid on high b-value (1.5 ms/pm?) diffusion dataset (contrast which is
obtain in the clinics through signal extrapolation). Signal decays (median with interquartile range)
of the direction-averaged signals from ROls (boxes) drawn in the cancerous lesions (depicted by
arrows) are shown. The gray lines represent the mean of the estimated noise floor in each ROI
[Cordero-Grande et al., 2019], and, in most cases, the lines from each ROI visually overlap.
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Figure 5.9: Boxplots of signal differences across ROI lesions and healthy tissue across patients
scanned with P1-P3 protocols for 4 selected high b-values. The signal difference was normalised by
signal at b = 0 ms/pm? in a ROI drawn in the bladder. Dots represent normalised signal difference
at subject level, and the box plot represents the median and interquartile range per given protocol
at a group level.
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most likely due to the small number of subjects (low statistical power) included in this pilot study.

5.3.5 Prostate MRI diagnostic quality evaluation

A summary of selected image quality scores for different protocols combinations is given in Fi-
gure 5.10. All dMRI data were classified as of diagnostic quality with the highest average scores
for dMRI data combinations with b-values of 0 and 0.5 ms/pm? included (P1 - 3.6+0.55, P2 -
3.840.45, P3 - 3.60.89). For the combinations with higher b-values (1.5 and 2 ms/pm?), P1 and
P2 protocols were scored to be equally good or better than P3. The acquired high b-value image in
P1 protocol at 0.5 ms/pm? was always scored to be of diagnostic quality whereas for P2-P3 these
scores were lower. For the remaining combinations with high b-values (1.5 and 2 ms/um?) there
was no clear preference of the scan from different protocols. The 'zonal anatomy’ demarcation of
dMRI data, combinations with b-values of 0 and 0.5 ms/pm? were scored above average across
P1-P3 protocols (3.2+0.45 for all protocols), reaching scores close to below average for remaining
combinations. The 'distortions’ were the most prominent in combinations with dMRI data from P3
protocol (3.440.89, 2.64-0.55, 1.6+0.55, respectively for 0 and 0.5 ms/pm?, 0 and 1.5 ms/pm?,
0 and 2 ms/pm?). Similar extent of distortions was reported for combinations of dMRI data from P1-
P2 protocols, with P1 scored higher for combinations including higher b-values (P1 - 2.4+1.14, and
2.240.45, versus P2 - 2.240.45, and 2+0.71, for 0 and 1.5 ms/ym?, 0 and 2 ms/pm?, respectively).

Across 5 patients, for P1-P3 protocols presented side-by-side to the radiologist, dMRI P1 protocol
was the preferred one, with two cases where P2 protocol could be used in exchange due to better
prostate-background tissue contrast. The selection of the P1 protocol was supported by improved

diffusion contrast, i.e., more signal within prostate gland at high b-values, however not always
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Figure 5.10: Image quality assessment by expert radiologist. Violin plots (trimmed to the range of
the data) showing distributions and average scores with standard deviations for overall image quality
(with 1: poor to 5: excellent), clinical utility of acquired high b-value image (binary scale: 0-1),
zonal anatomy (1: poor to 5: excellent) and distortions (1: severe to 5: no influence) for different
combinations of dMRI protocols. The associated standard deviations are also indicated for all scores,
apart from quality metric using binary scale.
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Figure 5.11: Quantitative results. MD and MK maps estimated from data of two patients (P1-P3
protocols). The cancerous lesions are indicated with white arrows.

unequivocal for confident lesions delineation. Importantly, it was commented that even though

more signal present in the surrounding tissue could be seen as 'distortions’, the gain of the signal

within prostate gland was still valuable.
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5.3.6 DKI parametric maps

DKI parameters maps (Figure 5.11) show differences in values estimates due to different diffusion
time effects and relaxation effects captured with P1-P3 dMRI protocols. For P1 protocol, the maps
are more homogeneous in lesion in comparison to P2 and P3 and also show the lowest estimates of
MD and MK in prostate gland. The best contrast between cancerous lesion and healthy tissue is

observed in the P3 protocol (e.g., Patient 4).

5.4 Discussion

This study showed the feasibility of employing ultra-strong gradient dMRI for prostate imaging in
healthy subjects and patients diagnosed with PCa. Particularly in cancerous tissue characterised by
increased restriction, higher b-values at sufficient SNR can provide novel information. The results
show that employing stronger gradients and thus higher b-values at shorter TE (and diffusion times)
enhances the conspicuity of cancerous lesions in patients with suspected clinically relevant prostate

cancer.

5.4.1 Data quality and artefacts

dMRI commonly suffers from artefacts such as gradient-induced vibrations, eddy currents, gradient
nonlinearities and susceptibility-induced off-resonance fields [Tax et al., 2022]. These effects may be
amplified with strong gradients and particularly off-resonance fields caused by magnetic susceptibility
differences can be more prominent in abdominal imaging compared to, e.g., brain. This, in turn,
can cause a significant deterioration of data quality such as signal pile-ups or stretching, image
misalignment, and signal drop-out, potentially resulting in poor depiction of the zonal anatomy and

outweighing the expected benefits of strong gradients.

5.4.1.1 Susceptibility artefacts

Upon thorough visual evaluation, the quality of the acquired datasets using different maximum
gradient strength was satisfactory as also supported by the radiologist's evaluation. Susceptibility
artefacts were modest with no severe susceptibility artefacts due to gas in the rectum in both groups,
and could be corrected using blip-up/blip-down Field Map Estimation ('topup’ in FSL) [Andersson
et al., 2003]. However, the estimation and correction of susceptibility induced distortions may not
have been completely accurate in all acquired datasets as the 'topup’ approach suffers from the
lack of a unique solution between the corresponding locations in the blip-up and blip-down images.
However, the reported results (Figure 5.7 and 5.8) are not severely affected by signal pileups, leading
to blurring in the post-topup images.

Alternatively, the Direct Field Map approach can be used in which a separate gradient echo
sequence is used to estimate the By field map [Jezzard and Balaban, 1995]. It was shown that

pixel shifts and distortions in prostate dMRI can be corrected for [Tong et al., 2019]. More recently,
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a joint reconstruction framework for prostate dMRI was proposed which accounts for changes or
inaccuracies in the By field due to any potential origin such as scanner frequency drift, motion or
physiological changes near the prostate-rectal area [Usman et al., 2019, 2020]. The combination of
the model based reconstruction with dynamic By field estimation improved dMRI images quality.
However, it requires to acquire double the amount of data, i.e., both blip-up and blip-down directions

for selected diffusion gradient scheme, and therefore significantly increases the scan time.

5.4.1.2 Eddy current-induced distortions

Regarding eddy-current image distortions, the alignment of the non diffusion-weighted images (which
have the highest SNR) and diffusion-weighted volumes varied across participants. Qualitative as-
sessment across protocols (P1-P3) revealed more substantial misalignment between non diffusion-
weighted images in the protocol with the highest gradient strength (P1) across all subjects. The
suggested cause of this are EC effects as an image shift in PE-direction is caused by slice-direction
or By EC in EPI-based acquisitions, and By EC on the Connectom system have longer decay times
(data unpublished; provided by system manufacturer) than the reported ~ 260 ms in the literature
[Jehenson et al., 1990]. We hypothesise that dMRI data acquired with P1 is the most affected by
EC (including shearing and stretching, coming from read-direction and phase-direction EC) as EC
effects scale with gradient amplitude. However, the visual assessment of EC-induced misalignments
in single shot images unique to each diffusion-encoding (b-value and direction) turned out to be
challenging and less trivial than in brain, therefore we only investigated those effects at 0.5 ms/pm?
(Figure 5.3). Additionally, we suspect that higher or similar degree of residuals of acquired signal
and estimated from DKI (results not shown) for 300 and 80 mT/m can be caused by interaction of
motion and EC.

A common method to correct for EC in brain dMRI is combined predictive modelling with stan-
dard registration techniques (e.g. 'eddy’ in FSL [Andersson and Sotiropoulos, 2016]). However,
image registration-based method may fail to perform satisfactorily in body applications due to lower
SNR [Kale et al., 2009, 2008] and less apparent tissue contrast than in brain. We adopted a minimal
processing approach and plan to further evaluate EC correction in future work. Alternative appro-
aches to address EC-based distortions such as EC-compensated diffusion gradients [Aliotta et al.,
2018] for single-refocused SE or EC-correction methods [Mueller et al., 2017] in twice-refocused SE
[Reese et al., 2003] can null EC induced fields. However, applicability of those are the cost of either
requirement to access sequence source code to implement new optimisation schemes or increased

TE, compared to the Stejskal-Tanner experiment with symmetric trapezoidal gradients.

5.4.1.3 Gradient non-linearities

Gradient linearity is often sacrificed in high-performance whole-body or head-only ultra-strong gra-
dient systems [Foo et al., 2020, Jones et al., 2018, Setsompop et al., 2013, Weiger et al., 2018].
Discrepancies between effective and expected gradients emerge as geometric image deformations,

with associated signal intensity deviations, and discrepancies from the intended diffusion encoding.
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On the Connectom system used in this study, dMRI data is not corrected for gradient non-linearities
during online image reconstruction with currently available programmes.

Even though the prostate is a small gland, correction for the GNL effects is crucial before any
further quantitative dMRI analysis, as all b-values are affected [Guo et al., 2021], and if uncorrected,
it can lead do biased results. Nevertheless, our results show that also lower b-values are affected.
Therefore, spatially-varying b-matrix discrepancies, i.e., each voxel having a unique b-matrix, re-
sulting from GNL have to be accounted for to limit biases of the estimated diffusion coefficient
[Bammer et al., 2003], diffusion tensor directions and DTI/DKI scalar measures [Mesri et al., 2020],
and measures derived from b-tensor encoding [Paquette et al., 2020]. Although it was investigated
so far in brain, those errors can be problematic in big clinical trials, e.g., INNOVATE [Singh et al.,

2022], once extended to different centres.

5.4.1.4 Motion

Subject motion can be an important confounding effect, which can cause misalignment between
images and signal drop-out (result of phase dispersion) when occurring during diffusion-encoding.
In our study, we did not use any hypotonic agents to control peristalsis, or perform breath-hold
acquisitions. Since patient preparation is not specified in PI-RADS v2 [Turkbey et al., 2019, Weinreb
et al., 2016], we solely advised participants to follow a light diet for 24 hours and fast on the day of
the scan to minimize image artefacts. Even though this step is not necessary, [Engels et al., 2020]),

it may help to limit bowel activity and therefore decrease distortions close to the PZ-rectal wall.

5.4.1.5 Rician bias

dMRI was reconstructed using "adaptive combine’ [Setsompop et al., 2012], and therefore the ma-
gnitude data are Rician distributed. For low SNR magnitude data, e.g., long TEs and/or ultra high
b-values, one observes a spurious SNR-dependent signal increase — the noise floor. This signal bias
propagates in all diffusion measures if not corrected for before fitting [Koay et al., 2009, Veraart
et al., 2013] or not accounted for during model fitting [Jones, 2004, Veraart et al., 2013]. For exam-
ple, the impact of such noise bias has been observed in DKI (overestimated kurtosis) [Veraart et al.,
2011]. For our acquisitions, for a given b-value, shortening the TE by means of stronger gradients,
and thus increasing data SNR, should help reducing the impact of the Rician bias. Preferably more
recent strategies relying on complex-data [Cordero-Grande et al., 2019, Eichner et al., 2015] could

be applied to remove the bias early in data pre-procsessing.

5.4.2 Study limitations

There are several limitations to this study. The sample sizes of healthy controls and clinical cohort
were small and not per se demographically matched. Moreover, the protocol was designed to
obtain the highest b-value per given TE for three different gradient strengths disregarding diffusion
time-dependence and transverse relaxation effects. This study focuses on assessing the cancerous-

to-healthy tissue contrast enhancement and data quality and future work will study time- and
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TE-dependence into more detail. Lastly, the data processing did not include any steps to correct for
EC, signal drift or inter-image motion, which may have a residual effect on the presented analyses.
To address majority of the challenges in the data processing, one would obtain on-the-fly accurate
information about scanner instabilities and gradient system imperfections, e.g., through concurrent
field monitoring, so that information about MR field perturbations could be leveraged at the data
reconstruction stage [Wilm et al., 2015] (Chapter 6).

5.4.3 Future directions

The tissue-background contrast of dMRI at 2-3 ms/um? with strong gradients are significantly higher
in healthy and patient cohorts. Moreover, significantly shorter TEs are achievable owing to shortened
time for diffusion encoding, provided significant SNR gains at higher b-values and more residual signal
in lesions. These advances can be even more powerful in combination with radiotherapy to deliver
more precise tumour delineation in the radiotherapy planning process [Beaton et al., 2019].

Currently, ADC is actively used as a biomarker aiding in identifying suspicious lesions in men
with suspected prostate cancer. However, a recent study recognized that changes in epithelium,
stroma, and lumen signal fractions estimated from MR data correlate more strongly with Gleason
grade than any cellularity metrics from histological data (e.g., nuclear count) [Chatterjee et al.,
2022b, 2015]. Our proof of concept adaptation of strong gradients in prostate imaging shown in
this work, holds great potential for quantifying microstructure heterogeneity which is an important
consideration in Gleason scoring for prostate cancer [Kweldam et al., 2019] as some of the lesions
are not MR-invisible [van Houdt et al., 2020]. Moreover, in this study, we observed the effects of
average T of the underlying tissue on the contrast in maps from the DKI representation. This
dependence hints that indeed choosing a certain TE may maximise this contrast; strong gradients
allow for this to be investigated and optimised in experiments. Ultimately, as stronger gradients
become more available, they can enable widespread adaptation of comprehensive characterization
of the prostate in a multidimensional space [Langbein et al., 2021, Nilsson et al., 2021], at different
TEs [Chatterjee et al., 2018, Lemberskiy et al., 2018, Zhang et al., 2020], and range of diffusion
times to explore time-dependence effects [Lemberskiy et al., 2017, Palombo et al., 2020b, Reynaud,
2017, Wu et al., 2022]. Our study is a first important step towards showing the feasibility and
highlighting the benefits, and demonstrating that they outweigh potential confounds.

5.5 Conclusions

This works addresses the main technical impediment of clinical dMRI in prostate: low SNR at
high b-values. The benefits of 300 mT/m gradients compared to more commonly-available gra-
dient strengths outweigh their drawbacks as a significant gain in sensitivity to signal restrictions
occurring in low-grade PCa. Strong gradient amplitudes enable novel acquisitions which in turn can
improve specificity and/or sensitivity of current MRI methods for prostate cancer characterisation

and detection.
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6.1 Introduction

Strong diffusion weighting can provide unique information for the characterisation of tissue micro-
structure. Among other applications, it holds promise for advancing the early detection of PCa
[Johnston et al., 2019, Panagiotaki et al., 2015], by allowing the separation of intra- and extra-
cellular signal contributions and, in turn, reducing the number of performed biopsies. Unfortunately,
clinical dMRI suffers from inherently limited diffusion weighting per unit time due to the low gradient
amplitudes available on current MR systems. This leads to prolonged TEs and low SNR, all of which
limit diagnostic efficacy.

Acquiring higher b-values with weaker clinical gradients, e.g., 40 mT/m, inevitably results in
longer TEs (e.g., in VERDICT analysis [Panagiotaki et al., 2015]), which, in turn, increases chances
of motion and signal drift. Moreover, data correction by means of image registration is especially
challenging at high b-values. As shown in Chapter 5, advancement in gradient hardware enabling
higher b-values per unit time, allows for lesion-to-healthy tissue contrast enhancement. However,
strong diffusion gradients can inherently lead to more severe eddy current effects, which consequently
results in inaccurate localisation, misrepresentation of tissues, and misalignment between images
[DeSouza et al., 2018, Koch and Norris, 2000, Kyriazi et al., 2010], having lasting impact on
accurate delineation and characterisation of prostate lesions. Accounting for field perturbations
through measurement using NMR probes can correct for the detrimental effects of, e.g., eddy
currents with a high degree of accuracy [Wilm et al., 2011].

The typical EPI readout used in dMRI leads to prolonged echo times in classical PGSE experi-
ments, as the k-space readout does not start at its centre, and thus, additional dead time has to
be included to meet the spin echo condition. This becomes more detrimental in single shot high
in-plane resolution acquisitions. Alternative readouts can be employed to increase the efficiency of
signal sampling. The non-Cartesian spiral readout allows for maximisation of time for diffusion en-
coding as the readout trajectory starts at the centre of k-space. This enables shorter TEs and SNR
benefits. Moreover, spiral trajectories are efficient in sampling speed and can be straightforwardly
adapted to take into account constraints, e.g., PNS, on a point-by-point basis as opposed to EPI
for which those have to be considered globally.

This works demonstrates considerable enhancement of dMRI quality and tissue-to-lesion contrast
in prostate as a result of combining 300 mT /m gradients for diffusion encoding with spiral readouts
for spatial encoding, accounting for field perturbations in the image reconstruction [Wilm et al.,
2015]. We present prostate dMRI with high b-values at short echo times for microstructural tissue
characterisation. Our objective was three-fold: (i) to reduce geometrical distortions resulting from
MR system imperfections, (ii) to boost SNR, and (iii) to improve in-plane resolution. The feasibility

of this approach is demonstrated in a healthy subject and a patient diagnosed with prostate cancer.
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6.2 Materials and Methods

6.2.1 NIST isotropic diffusion phantom

An isotropic diffusion phantom containing multiple vials in a 3D-printed shell developed at the Na-
tional Institute of Standards and Technology, (NIST; current official producer CaliberMRI, previously
called QualibreMD) [Keenan et al., 2018] was used for sequence testing. This phantom has an array
of thirteen 30-mL cylindrical vials filled with variable amounts of the polymer polyvinylpyrrolidone
(PVP) with mass fractions of 0% (de-ionized water), 10%, 20%, 30%, 40%, and 50% and resulting
diffusivities of 1.127, 0.843, 0.607, 0.403, 0.248, and 0.128 pm?/ms at 0°C, respectively. The phan-
tom was placed in the scanner with the principal axis of the vials pointing along the main magnetic

field direction, therefore, the cross-section of vials was imaged in the axial plane.

6.2.2 Study participants

Ethical approvals for the study were obtained from the School of Psychology Research Ethics Com-
mittee (REC) of Cardiff University and from the REC of the National Health Service (NHS), Wales
(Health Research Approval, HRA, and Health and Care Research Wales, HCRW) (CVUHB ref
21/0CT/8264).

One healthy control (age: 51 years, weight: 75 kg, height: 1.68 m) and one patient (age: 53
years, weight: 69.5 kg, height: 1.61 m) with GS 343 PCa were scanned after providing written
consent. We advised our participants to follow a diet for 24 hours prior to imaging to reduce the

risks of artefacts in the data.

6.2.3 Data acquisition

Images were acquired on a 3T Connectom research-only scanner (Siemens Healthcare, Erlangen, Ger-
many) using two surface coils (Body18 and Spine32). For both phantom and in vivo measurements
the sequences used were as described below.

Multi-echo gradient echo (GRE) images were acquired for the estimation of static By maps and
receive coil sensitivities. The imaging parameters were: TEs = 2.32/4.64/6.96/9.28 ms, TR =
547 ms, in-plane resolution = 3.07 x 3.07 mm, slice thickness = 5.0 mm, number of slices = 18.

A prototype PGSE sequence with the flexibility of using arbitrary readouts (Figure 6.1 A.) was
used to acquire dMRI images along 15 non-collinear directions distributed on a sphere at b = [0,
0.05, 0.5, 1.5, 2, 3] ms/um? (Gpax= 247 mT/m, SR =83.3 T/m/s, d = 5.7 ms, A = 23.3 ms) and
TEs of 53 and 35 ms for EPI and spiral, respectively, TR = 3 s, in-plane resolution = 1.3 mm, slice
thickness = 5 mm, and 18 slices without gap. Importantly, the resolution of the spiral readout is
defined by the k. of the outermost trajectory evolution. EPI and spiral readouts were designed in
MATLAB using prototype code and the Time Optimal Gradient Design toolbox [Lustig et al., 2008],
respectively, and were matched in length and spatial resolution (i.e., covered k-space area, Figure
6.1 B.); for both: Gpax = 39.11 mT/m, SRyax = 186.24 T/m/s, for EPI: undersampling factor
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Figure 6.1: A. Sketch of the Stejskal-Tanner diffusion encoding sequence diagrams: Single-shot EPI
readout (top) and single-shot spiral readout (bottom). The EPI product sequence had additional
navigators for phase correction [Heid, 1997] (not shown). ADC (here analog to digital converter) &
RF: Spectral fat (Gaussian) saturation, excitation and refocusing pulses (in black), and ADC event
(in blue). G: Slice selective and refocusing gradients with crushers/spoilers (in light grey), diffusion
gradients (in orange), readout event (EPI or spiral, in blue), and trigger for dynamic field camera
(Tx, in dark grey). B. Parametric view of matched k-space area coverage: partial Fourier EPI (blue
line, yellow dashed line indicates reconstructed points) and spiral (purple line).

(Rug) = 2, partial Fourier factor = 6/8, phase encoding = anterior-posterior, and for spiral: Ry
= 2.24). For the sequence comparison, dMRI with the vendor's PGSE EPI sequence was acquired,
with the EPI readout train matching the one in the prototype sequence (referred to as the 'Reference
EPI', in short 'Ref. EPI').

In addition, a dMRI dataset from a healthy participant using the high resolution spiral was
acquired (Section 6.2.3.1). The maximum PNS tolerance was 96% of the maximum allowed ac-
cording to the SAFE model, with 4% buffer, allowing for remaining PNS from sequence modules
other than the readout train to occur. Spiral readout length was 76.43 ms, G.x = 45.78 mT/m,
SRmax = 200 T/m/s, with remaining sequence parameters as described in the previous paragraph.
Overall, each of the dMRI protocols took 4 min, 45 s.

Structural MRI scans were acquired using a 2D T2-weighted TSE sequence in the axial plane
(voxel size = 0.625 x 0.625 x 3 mm).

The magnetic field dynamics during the readout were monitored in a separate experiment using
a dynamic field-camera (Skope Magnetic Resonance Technologies) [Dietrich et al., 2016]. To this
end, the prototype sequence was equipped with a trigger event followed by a 500 ms gap free of
any gradients right before the start of the readout. As MR raw data and field monitoring data are
acquired on two different spectrometers, the relative delay between the data has to be found for
the reconstruction to perform optimally. In our framework, a method which uses an artificial time
varying RF signal (proposed by Skope Magnetic Resonance Technologies) is deployed. The method
estimates the relative delay between the signals fed into the field probes and the receive coils. This

value determines the best alignment of both signals.
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Figure 6.3: Properties of the optimised high resolution spiral readout. (top panel) Frequency content
of the readout gradients (black line), with overlaid hardware resonances (red boxes). (bottom panel)
Predicted PNS using SAFE model.

6.2.3.1 High in-plane resolution spiral readout optimisation

In any gradient design, e.g., diffusion or readout gradients, one should include constraints to avoid
any unwanted effects such as PNS (SAFE model, [Hebrank et al., 2000]) and hardware resonances.
Including those constraints becomes especially valuable for high resolution readouts, as otherwise
one would have to operate using very low slew rates in order not to hit the PNS limit, which then
extends the readout excessively. Moreover, for larger radii of the spiral (due to higher resolution)
one could enter critical hardware resonance bands (mechanical resonances).

Therefore, we included constraints to account for PNS and hardware resonances in the design
of high-resolution spiral readout. By default, the Time Optimal Gradient Design toolbox does not
include those in the trajectories optimisation. For a single gradient axis (e.g., z), the k, Cartesian
coordinate of the spiral trajectory (in polar coordinates, (R, wt)) is defined as:

dt wR dt Ww:R

k., = Rsin(wt) — G, = Tcos(wt) = S, = —Tsin(wt) (6.1)
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where R is the radius of the circle in k-space, i.e., a certain distance from the k-space origin, and

maximum gradient amplitude and slew rate are:

wR

Gmaz = —, 6.2a
5 (6.2a)
2

e = 1 (6.2b)
r‘)/

To avoid certain frequency bands, it has to be calculated at which point on the spiral pathway
which frequency is hit. Thus, we approximate any given point on the trajectory with a circle to find
the radius Ry, (threshold radius) from which onward one would be operating at maximum speed.
We are interested in maximum speed as we approximate the feasible velocity in k-space with that

one of a circle of the same radius R. Therefore, the imposed constraints are:

e amplitude limit:

wR ’meaaz ’meaaz

Gmaz:7_>f: o R — R = 27Tf (633)
2
if Rip(f) > R > Rup(f) = Goar = @ (6.3b)
e slew rate limit:
VSmaz 1 [vSmax VSmaz
= - 4
“ R -/ 27 R - h (27 f)? (6.42)
. R 9
if RLB(f) >R > RUB(f> — Smaz = ; (27TfLB> (64b)

where Rrp and Ryp stand for lower and upper radius bound.
The maximum speed is reached when the system is at gradient amplitude limit (i.e., Equation
6.2a holds true) and for this gradient amplitude, the slew rate can be anything smaller or equal to

the maximum slew rate given by Equation 6.2b. If we resolve for w, we obtain:

2

G
Rthr = ’y% (65)

The spiral readout operates in amplitude limit for R > Ry, and in slew rate limit for R < Ry,
with Ry, defined by Equation 6.5. If for both modes we express the radius R as a function
of the frequency (Equations 6.3a and 6.4a) and thus find the radius ranges which hit hardware
resonances. In the given ranges, if there was a likelihood of hitting hardware resonance or activation
of PNS watchdog, the algorithm reduced the maximum slew rate/gradient amplitude such that these
frequency bands are avoided (Equations 6.3b and 6.4b). The designed spiral is then broad-banded,

i.e., it sweeps through a wide band of frequencies.
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The algorithm relies on user dependent choice of maximum PNS tolerance and width of the
frequency band (defined by the scanner’s vendor during assessment of mechanical vibrations of the

system).

6.2.4 Data reconstruction

The dMRI EPI data acquired with the vendor's PGSE sequence were reconstructed using a GRAPPA-
based reconstruction [Griswold et al., 2002] provided by the vendor.

The data acquired with the prototype sequence were reconstructed using an expanded encoding
model [Wilm et al., 2011, 2015] (SENSE-based approach) [Pruessmann et al., 2001] including static
By-inhomogeneities, coil sensitivities and the measured field dynamics (up to 3'-order spherical
harmonics and 2"-order concomitant fields [Bernstein et al., 1998, Vannesjo et al., 2016]). For
those reconstructions, the vendor's correction of By eddy currents was undone prior to feeding the
coil data into the reconstruction, which was performed using commercially available software (Skope-
i, Skope Magnetic Resonance Technologies). In addition, to evaluate the degree of image distortions
caused by system imperfections, the patient data were reconstructed with prescribed trajectories (EPI
and spiral), i.e., the measured field perturbations were disregarded, without undoing the vendor's
By EC correction, but including static By-inhomogeneities.

Since the nominal resolution is given by the covered k-space extent, i.e., in case of the spiral-out
how long the trajectory is allowed to go on rotating outward, the impact of the nominal resolution
on actual resolution and SNR can easily be studied by trimming the number of k-space samples
included in the reconstruction. This was done for a range of different resolutions. Therefore, we
reconstructed data from the full readout train for the prescribed resolution of 0.85 x 0.85 mm
for spiral (0.96 x 0.96 mm for quadratic k-space area, such as EPI, based on formula resgia =
\/TE - resgpr); the remaining resolutions were: 2.30, 2.04, 1.77, 1.60, 1.33, 1.15, 1.02, 0.87 mm
(corresponding to 2.60, 2.30, 2.00, 1.81, 1.50, 1.30, 1.15, 0.98 mm for EPI). The reconstruction
matrix size was kept constant across all resolutions leading to different degrees of zero-filling for
the trimmed spiral readouts/lower resolution reconstructions. The most coarse resolutions were
defined according to the PI-RADSv2 guidelines [Turkbey et al., 2019, Weinreb et al., 2016], i.e.,
the maximal voxel volume could be < 25 mm3 (2.5 x 2.5 x 4 mm). In our study, the biggest
voxel volume reconstructed with high resolution spiral is higher, ~ 27 mm3 (2.3 x 2.3 x x5 mm)
which corresponds to ~ 34 mm? in EPI). Figure 6.2 shows the k-space parametric view for a set of
resolutions (top panel), and time courses of readout gradient (Gro) amplitudes (middle panel) and
SR for a set of selected resolutions (bottom panel). Figure 6.3 shows the spectra of the Gro (top
panel) and predicted PNS over the time course of the readout (bottom panel).

6.2.5 Data processing and analysis

dMRI images were corrected for gradient nonlinearity induced distortions [Bammer et al., 2003,
Jovicich et al., 2006], and spatio-temporal b-matrices [Rudrapatna et al., 2021] were computed. For

qualitative analysis, direction-averaged signals were calculated for each shell.
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6.2.5.1 NIST phantom data

Phantom data were used to assess eddy current-induced distortions and to evaluate the diffusivity
estimation for two types of readouts (EPI and spiral).

The degree of eddy current induced image artefacts in the data reconstructed with the vendor's
default reconstruction programme and the expanded encoding model, was assessed with a pixel-
wise coefficient of variation (CoV) of diffusivities for a given b-shell [DeSouza et al., 2018]. The
diffusivities were estimated assuming mono-exponential decay for each diffusion direction for all
sampled b-values separately, and the CoV was calculated as %-100%. where o is standard deviation,
and p is mean value of the estimated diffusivity across all directions.

A diffusion tensor model with non-linear weighted least squares fit [Sairanen et al., 2018], which
decreases the weighting of outliers, was estimated from the data acquired with the prototype se-
quence to evaluate the accuracy and precision of the mean diffusivity estimation. The voxel-wise
estimates of MD were extracted from within the vials of a single slice (Figure 6.5) and grouped based
on the concentration of the PVP. The voxel extraction mask was defined on the b = 0 ms/pm?
image acquired with spiral readout using an automatic edge detection algorithm with erosion to exc-
lude voxels in proximity of vial edges. Means with standard deviations with parameter distributions
(kernel probability density of the data at different values) were obtained. Importantly, since for our
measurements the phantom was not cooled down to 0°C, we used scaling coefficients as reported in
[Wagner et al., 2017] for PVP K30 used in the phantom [Boss et al., 2014, Pierpaoli et al., 2009],
to compare the measured mean diffusivity at 22°C with the reported ground truth values in the

phantom manual.

6.2.5.2 In vivo data

In the ROI analysis of the direction-averaged signals, the estimated noise floor in each ROl was
calculated using the method from [Gudbjartsson and Patz, 1995, Jones and Basser, 2004].

For quantitative analysis, MD, FA, MK, AK, and RK were computed [Veraart et al., 2013],
accounting for b-matrix deviations.

SNR maps were determined using the 'pseudo multiple replica method" [Robson et al., 2008]
following the steps as in [Lee et al., 2021b]. First, the covariance matrix of noise in raw data was
calculated from noise prescans (without gradient and RF transmission). Gaussian noise of the same
covariance was then added to the given raw k-space data, followed by image reconstruction. Noise
maps were estimated from 200 image reconstructions, i.e., with 200 different noise instances as
the pixel-wise standard deviation of image magnitude. Magnitude SNR maps were calculated by
dividing a magnitude image reconstructed without additional noise by the respective noise maps.
The SNR analysis was performed using the data from the healthy participant, across all directions
and all b-values, but only for a single slice to limit computation time. Voxel-wise percent SNR gain
of spiral over EPI images was calculated as SNRg,in [%] = 100 - (SNRspiral - SNRepi)/SNRgpy, where
SNRgpirai and SNRgp are mean SNR of the spiral and EPI data across all voxels within a manually

drawn mask outlining the prostate gland.
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The degree of image misalignment caused by long-term EC and susceptibility effects (likely to
differ across slices and diffusion directions if the subject had moved) in in vivo data was assessed via
calculation of the edge congruency maps using b = 0 ms/um? images interleaved throughout the
diffusion sampling scheme. The congruency map is defined as a sum of the binary masks (of each
b = 0 ms/pm?) containing edges of the tissue. The higher the value of the voxel in the congruency
map, the more frequently the given voxel was classified as 'edge’ during an automatic edge detection.

The high-resolution spiral dMRI dataset was in addition analysed quantitatively using Structural
Similarity Index Measure (SSIM) [Wang et al., 2004], for which the set of the low resolution images
only at b = 0 ms/um? was compared to the ground truth high-resolution b = 0 ms/pm? image at

0.85 x 0.85 mm in-plane resolution.

6.3 Results

6.3.1 Phantom imaging: Eddy current-induced distortions

CoV maps of diffusivites (Figure 6.4) for acquisitions with the vendor's and prototype PGSE sequen-
ces show much higher values of the CoV for the Ref. EPI scans (vendor's sequence and reconstruction
software) across all selected b-values, and are constantly high for the vials filled with the PVP of
the highest concentration. High CoV values at the edges of the vials reflect directionally-dependent
eddy current-induced distortions, which were minimised once the data were reconstructed with the
expanded encoding model accounting for field inhomogeneities as well as EC. The significant impro-
vement in reduction of distortions was obtained for both EPI and spiral readout with the prototype
sequence. For Ref. EPI, the observed spatial distribution of high CoV appear quite clear around the

vials and is consistent with the most likely occurrence, i.e., in EPI, in the phase encoding direction.

6.3.2 Phantom imaging: Accuracy and precision of diffusivity estima-
tion

Figure 6.5 shows the estimation of the MD of PVP solutions of different concentrations. The
estimated MD shows minor differences in accuracy between EPI and spiral readouts. For the 10%
PVP concentration, MD is slightly more overestimated than for the remaining concentrations. Across
all PVP solutions, the precision of the MD estimation is improved for the spiral readout as shown

by the narrower distributions of parameter values.

6.3.3 In vivo data: dMRI sequence comparison and image alignment
evaluation
Figure 6.6 shows single (top row) and average (middle row) b = 0 ms/um? images acquired with

either EPI or spiral readouts, reconstructed using two different approaches. Fine anatomical features

are better defined when accounting for field perturbations using the expanded signal model (2" vs
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Figure 6.4: Evaluation of eddy current effects in a diffusion phantom. The CoV was measured across
ADC maps of fifteen diffusion directions within each sampled b-value for dMRI data acquired with
three sequences (vendor's PGSE sequence - Ref. EPI, prototype PGSE sequence with EPI and spiral
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Figure 6.5: MD estimates of PVP solutions in diffusion phantom for EPI and spiral readout. Box
plots (mean, standard deviations, and outliers - black points) with density plots of estimated values
across voxels, with ground truth values are shown. The phantom image shows the corresponding
mask (white circles) used to extract the voxel-wise values of the estimated parameters.
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Figure 6.6: Qualitative evaluation of dMRI images acquired and reconstructed using different me-
thods. A single b = 0 ms/pum? image (1 in each series of acquisition) from a patient imaged
with three PGSE sequences: the vendor's EPl-sequence and prototype sequence with EPI and spiral
readout (top row). Average b = 0 ms/pm? from three protocols (middle row), zoomed in and
with overlaid edges detected on T2-weighted image (bottom row). The improved alignment of fine
anatomical features across modalities is highlighted with white arrows.

1% column). The signal intensity in the prostate and surrounding muscles is higher at shorter TE
(34 column). In addition, the spatial correspondence of fine anatomical features clearly visible in
the T2-weighted image, is better preserved in dMRI data reconstructed with the expanded encoding
model.

The edge congruency maps calculated from b = 0 ms/um? (Figure 6.7) confirm better image
alignment across shots in data reconstructed with the expanded encoding model. Importantly, the
fine features within the prostate gland and the surrounding tissue are more consistently delineated,
e.g., between prostate PZ and rectum. For the Ref. EPI acquisition, the edges are more blurred
due to By and long term slice-direction EC that vary across the experiment and, if present, motion

between shots, which was not apparent from the images.

6.3.4 In vivo data: SNR analysis

Magnitude SNR maps (Figure 6.8) confirm higher SNR in dMRI data across all b-values if acquired
with spiral readout rather than EPI with partial Fourier. The mean of the SNR and gains within
a prostate mask are reported alongside each image. The median values of SNR gains (with inte-

rquartile range given in the round brackets) of the spiral readout over EPI ranged between 31.34%
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Figure 6.7: Image alignment evaluation in PCa patient. Edge congruency maps for b = 0 ms/pm?
are shown for three sequences and two different reconstruction algorithms. The scaling of the map
was defined by the total number of images at b = 0 ms/pm? that were acquired, e.g., bright yellow,
17, means the given voxel was detected as being an 'edge’ voxel across all 17 b = 0 ms/pm?
volumes. An example of areas of (in-)consistent edge detection are highlighted (white arrows); for
those regions (e.g. the wall between PZ of the prostate and rectum), the best performance was
achieved once the data were reconstructed with the expanded encoding model, regardless of the
readout technique employed.
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Figure 6.8: Magnitude SNR of b = 0 ms/um? (1%t column) and diffusion-weighted images from
(2" to last column) obtained with the sequences shown in Figure 6.1 (PGSE with EPI or spiral
readout) reconstructed with the expanded encoding model. Note the different color scales between
rows and columns. SNR gain maps are presented for each b-value (bottom row). Reported values
in the bottom right corners of the images are median with interquartile range of SNR or SNR gain
within the prostate mask (white/black dashed line), which for legibility of maps was only shown on
the images from the lowest and highest b-values.

(18.71, 47.00) and 45.12% (35.48, 57.32), depending on the b-value, with the lowest obtained for
b = 2 ms/pm?, and the highest obtained for b = 0.5 ms/um?. Please note that only little signal is
expected to be left for high b-values in a healthy prostate, hence, the SNR maps do not reflect the
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Figure 6.9: The diffusion direction-averaged signals of data from a PCa patient obtained with the
expanded encoding reconstruction using measured field perturbations and nominal trajectories of
EPI (top) and spiral (bottom).

full potential of spiral in terms of clinical application. The reported gain might be different in PCa

patients.

6.3.5 In vivo data: Reconstruction with prescribed trajectory

Figure 6.9 shows direction-average signals of data from a PCa patient obtained with the expanded
encoding reconstruction using measured field perturbations and nominal trajectories of EPI (top)
and spiral (bottom) readouts. As expected, the b = 0 ms/pm? appear to have decent quality for
both readouts with different reconstruction approaches. From lower to higher b-values, artefacts
become increasingly visible; for EPI, the blurring is only in the phase encoding direction while for
spiral readout blurring occurs in all directions. Significant improvement is achieved if field monitoring

information is included during reconstruction.

6.3.6 dMRI image contrast evaluation in the prostate

The direction-averaged dMRI images for a healthy control (Figure 6.10) show enhanced tissue-to-
background contrast across all b-values with spiral compared to EPI. For the latter, the signals from
the chosen ROIs decay substantially at b-value ~ 1.5 ms/pm?, whereas for spiral, the noise floor is
only approached at the highest b-value (3 ms/pum?).

The conspicuity of cancerous lesions in a PCa patient (Figure 6.11) is improved in high b-value
images (4™ to 6 column) and signal values from an ROI drawn around the lesion are well above

the noise floor at b = 3 ms/pm? only for dMRI with spiral readout.
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Figure 6.10: Representative example of a healthy control dataset. Diffusion direction-averaged
signals for each b-value obtained with the prototype sequence using EPI at TE = 53 ms and spiral
at TE = 35 ms (top row). Signal decays (median and interquartile range) from 2 ROIs (bottom
right) drawn on high b-value images and depicted on the T2-weighted image (bottom left).
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Figure 6.11: Representative example of a prostate cancer patient dataset. Diffusion direction-
averaged signals of each b-value obtained with the prototype sequence using EPIl at TE = 53 ms
and spiral at TE = 35 ms (top row). Signal decay (median and interquartile range) from ROls
drawn in the cancer lesion (ROl 1, bottom left) and in healthy PZ (ROI 2, bottom right) drawn
on high b-value images (PGSE spiral, bottom left). The T2-weighted image is shown for reference
(middle left). The grey lines represent the estimated noise floor in each ROI. The arrows highlight
anatomical features corresponding between T2-weighted and dMRI scans.
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6.3.7 Quantitative MRI of the prostate

Quantitative maps obtained from DKI (Figure 6.12) show: i) fine anatomical details consistent with
those observed in the T2-weighted image, ii) excellent conspicuity of the cancerous lesion (i.e., lower
MD, higher MK and AK) in the right PZ regardless of the readout employed, iii) less noisy maps if
estimated from the data acquired with spiral readout, and iv) ability to distinguish prostate zones
(peripheral and transitional) (e.g., on MD and FA). The maps estimated from the dataset acquired
and reconstructed with the vendor’s software are more blurry, and therefore, the borders of the lesion
and zones are less congruous. Despite being visually less affected by noise than images reconstructed
with the expanded encoding model, the map’s reliability might be lower due to distortions present

in the data, e.g., EC and off-resonance effects, and therefore estimates might be inaccurate.

6.3.8 Prostate dMRI at high in-plane resolution

An overview of dMRI data acquired with high-resolution spiral trimmed to a range of different
resolutions is shown in Figure 6.13. As expected, the images with higher resolution have visibly
lower SNR across all sampled b-values. The decreased tissue to background contrast at high b-

values for resolutions smaller than 1.33 mm is a result of ongoing T3 decay which leads to points
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Figure 6.12: Quantitative maps from DKI estimated using data from a healthy control and PCa
patient acquired using product PGSE (patient only) and prototype PGSE with EPI or spiral readouts
(manually delineated gland edges are depicted with a dashed white line). The cancerous lesion

(identified by the white arrows on selected maps where it is most recognisable) shows lower MD,
and higher MK and AK.
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sampled late within the readout train, i.e., farther out from the centre of k-space for a spiral-out,
contributing an increasing amount of noise rather than signal to the image. Nevertheless, at the
finest in-plane resolution (0.85 x 0.85 mm), the non-diffusion weighted image shows fine anatomical
features preserved and at high b-value, the outline of the prostate gland is still noticeable despite
noise amplification. For the comparison of the highest in-plane resolution data with the structural
T2-weighted image please refer to Figure 6.10.

Figure 6.14 presents quantitative maps obtained from DKI for datasets shown in Figure 6.13.
The MD and MK maps from the data at lower resolutions are blurrier and the zonal anatomy is
difficult to outline, whereas maps from high-resolution dMRI data show greatly preserved zonal
anatomy. Regarding the estimates, MD maps have similar spatial contrast (distribution of values)
across different resolutions and are consistent with the values reported for the healthy prostate tissue
in group studies [Sen et al., 2022]. However, in the MK maps one can observe increasing values for
increasing resolutions.

The image quality comparison is shown in Figure 6.15. As expected, the SSIM decreases when

the resolution decreases. SSIM maps present voxel-wise distributions of SSIM values with the lowest
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Figure 6.13: Overview of the diffusion direction-averaged signals of all b-values (different columns)
obtained from a healthy control with the prototype sequence using a spiral readout and different
resolutions (with corresponding voxel volumes reported). Please refer to Figure 6.10 for a comparison
with the structural T2-weighted scan.
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Figure 6.14: Quantitative maps from DKI (MD and MK) estimated using data acquired with high-
resolution spiral reconstructed on a range of resolutions. The corresponding voxel volumes are

reported.

Healthy control ) )
in-plane resolution [mm]

0.85 1.02 1.?:5’) 1.77

1000

500

SSIM map b0-image
F
. =~
? ’ : -
=N
.O 5
|

3.6 5.2 3.8 15.7

voxel volume [mm?]

Figure 6.15: Comparison of structural similarities of the prostate across different images resolutions.
Average b = 0 ms/um? image (top row) and corresponding SSIM map are shown (bottom row).
In bottom right corner of SSIM map, the global SSIM value for the image is reported with respect

to the ground-truth at 0.85 x 0.85 mm in-plane resolution.

ones observed in the peripheral zone of the prostate for the biggest in-plane resolutions (2.04 and

2.33 mm). Moreover, SSIM maps highlight interesting areas in which structural information is being

mostly lost, e.g., at the gland edges and the interface of zones.

6.4 Discussion

We successfully devised advanced field sensing and image reconstruction techniques for the prostate.
Thereby, we achieved high dMRI quality even at high b-values exhibiting fine anatomical features.
We deployed these methods for spiral readout, which provides shorter TEs and thus higher SNR

[Lee et al., 2021b, Mueller et al., 2021].
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6.4.1 EC correction in prostate dMRI with expanded encoding model

The results from phantom data (Figure 6.4) show that eddy current-induced distortions were evident
in the data reconstructed with the vendor's programme, while effectively nulled in reconstructions
using the expanded encoding model. The phantom experiment used the same protocol as the in
vivo imaging, with the benefit of reduced motion (residual 'motion’ could be coming from table
vibrations) and smaller susceptibility differences compared to in vivo tissue; therefore, we carefully
speculate that the observed high values in CoV maps for Ref. EPI can be mostly attributed to
incompletely compensated eddy current effects. The directionally-dependent discrepancies of the
vial boundaries were minimised with the expanded encoding model reconstruction, leading to very
low CoV at the edges of the vials - even lower than with bipolar or eddy current nulled (ENCODE)
gradients (Figure 2 in [Zhang et al., 2020]) - at no cost of complexity of the waveform design, no
TE increase nor b-value penalty; however, with increased complexity of the reconstruction in the
current set up.

Since EC originate purely from the MR hardware, and are gradient waveform design dependent,
we expect to observe the same level of image discrepancies in vivo for the same diffusion sampling
schemes. We did not specifically compare the EC induced distortions for in vivo prostate data in the
same way as in the phantom experiment as it would be more challenging to interpret the results due
to other confounding effects, e.g., surrounding tissue still contributing signal, whereas for the brain
the signal decays away in the surrounding tissue. However, the results of improved image alignment
presented in Figure 6.7 and the remaining distortions in diffusion-weighted volumes if reconstructed
with the prescribed trajectory in Figure 6.9, support qualitative improvement of the data. Based
on the analytical description of EC, one would expect to observe more prominent EC artefacts with
increasing b-value; while the phantom experiment does clearly show this trend (Figure 6.4), the
reconstruction of in vivo dMRI data with prescribed trajectories leads to more pronounced image
distortions at higher b-values (Figure 6.9). This would need further investigation as short and long
term eddy currents effects may be mixed and information on exact operations on k-space data by the
vendor is not always available. If field monitoring with NMR probes is not possible, characterisation

of those effects could be done in a repeated experiment as in [Jehenson et al., 1990].

6.4.2 Enhanced SNR of high b-value prostate dMRI

The expected SNR gain by shortening TE with a spiral readout rather than a partial-Fourier EPI
would be 30% at 75 = 70 ms as observed in the prostate tissue [Storas et al., 2008] (assuming mo-
noexponential decay). This value is close to but lower than the observed SNR gain in b = 0 ms/um?
images seen in this study. For the remaining b-values, the SNR gains reached maximally 45% gain.
The reported SNR gains could be attributed to a mixture of effects: significant difference in TE
(spiral readout leads to 18 ms shorter TE than EPI) and fundamental properties of spiral readouts
(more uniform readout time allocation and more spatially uniform g-factor maps [Lee et al., 2021b,
Pruessmann et al., 2001, 1999]). In this study, we do not report g-factor maps since no fully sampled

data were acquired and therefore SNR differences can not be reliably explained by differences in noise
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penalty for parallel imaging with different readouts. Moreover, the readout duration and k-space
coverage were matched across EPI and spiral readouts, and thus the T3 decay effects are not the
same and therefore should be considered as factors contributing to the observed SNR difference.
The reported mean SNR gains of spiral over EPI are somewhat higher for low b-values (0.05-
1.5 ms/pm?) and lower for high b-values (2-3 ms/pm?) than at b = 0 ms/pm?. Regardless of the
variability, one could expect approximately 35% SNR gain with spiral readout based on an estimate
from b = 0 ms/pm? (Figure 6.8), since sequence differences relevant to SNR efficiency (i.e., readout
trajectory, and g-factor) are equally at play with and without diffusion weighting. However, in
the case of multicompartmental tissues with varying diffusion properties, like the prostate, this is
subject to further evaluation. Thus, the reported SNR gains are valuable, especially at high b-value
acquisition, since it is a key contrast to explore cellular restrictions occurring in prostate cancer. In
our work, the SNR experiment was limited only to the healthy control dataset for the assessment of
the SNR gain in healthy tissue. An equivalent experiment in prostate cancer would provide added

insight into SNR gains as, in lesions there is more signal present.

6.4.3 Improved image quality and diffusion contrast

Undoubtedly, image quality of dMRI data was improved once reconstructed with the expanded
encoding model. Our pilot Stejskal-Tanner PGSE experiment with spiral readout shows that the
gain in diffusion contrast improved conspicuity of the GS 343 PCa lesion, the extent of which seems
visually bigger on a spiral scan compared to EPI at high b-values. Ideally, this observation would
require validation with excised tissue to precisely delineate the lesion volume. Improvements in the
depiction of prostate tissue - as suggested by the high-resolution dMRI images with spiral readout -

could help radiological evaluation of prostate anatomy [Medved et al., 2014, Nguyen et al., 2016].

6.4.4 Blurring in dMRI with spiral readouts

Comparing dMRI data across readouts, minor blurring (e.g., of fine structures anterior to the pro-
state) can be observed for acquisitions using spiral (Figure 6.11). The reason for this can be two-fold.
dMRI with spiral readout is more prone to spatial dependent blurring due to changing phase and fre-
quency encoding directions interacting with off-resonance differences caused by By inhomogeneity,
local susceptibility variations and chemical shift offsets. Therefore, we observe distortions (blurring)
in all directions rather than distortions in one direction as in imaging with EPI readout which are
less disturbing visually.

Secondly, the way By maps are computed is that the raw By maps are being thresholded and
then extended, any holes are filled up and smoothed. Therefore, either a considerable amount of
information has to be filled in or is lost during smoothing and a trade-off has to be made. So far, the
expanded encoding model has been optimised for the brain, for which the By field mapping is more
straightforward. In abdominal imaging, there is wider diversity of tissue types, i.e., fat, muscles,
bones, voids, that are interwoven over the imaging FOV. Therefore, the susceptibility can vary

greatly over short distances in abdominal imaging and can be discernible in intra- and inter-subject
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scans. Moreover, subject motion and peristalsis in the bowel will alter the field with respect to the
initially acquired map. ldeally, one would do simultaneous estimation of the image and By map, i.e.,
an update of By for each shot would be exploited to robustify the reconstruction framework [Patzig
et al., 2021, Sutton et al., 2004].

6.4.5 dMRI data at sub-millimetre in-plane resolution with high-

resolution spiral readout

High-resolution dMRI with single shot EPI readout results in long TE and thus low SNR, which
is further affected when high b-values are required. A combination of strong gradients and spiral
readout schemes can drastically shorten TE. Our results demonstrate that obtaining sub-millimetre
in-plane resolution with high b-value in a single shot acquisition is feasible.

Since spirals start k-space transversal at its centre, the minimum achievable TE is independent
of the image resolution whereas it increases proportionally with the resolution for acquisitions with
EPI readout. Therefore, the higher the resolution the larger the SNR advantage spirals provide over
full-Fourier EPI. This gain is less prominent with partial-Fourier sampling, which - depending on the
partial-Fourier factor - can bring down TE. Conversely, the advantage of spirals over EPI decreases
once the resolution further increases, i.e., finer voxels; this is the effect of the ratio of time spent on
sharp turns relative to the overall readout duration of EPI.

Based on the sequence simulations with the vendor's Ref. EPI, the achievable TE for high in-plane
resolution partial-Fourier (= 6/8) single-shot EPI at 0.96 x 0.96 mm would be 80 ms. In this study,
we did not acquire dMRI dataset with EPI at this resolution as the readout train would coincide with
forbidden frequency bands based upon closer evaluation. Therefore, the bandwidth would have to be
lowered, thus slowing down the timecourse of the trajectory globally, and increasing the readout time
and TE further. With spiral readout, these constraints can be addressed on a per-trajectory-point
basis, therefore maximising its sampling efficiency. The direct comparison of high-resolution spiral
and EPI readouts would require a more complex optimisation as well as careful testing, and thus,

was beyond the scope of this work.

6.4.6 Noise enhancement in dMRI data with high-resolution spiral

The same FOV and matrix size were used for reconstructions across different resolutions for high-
resolution spiral readout to remove the pixelated appearance and need for dMRI data re-interpolation
before numerical and visual comparisons. Thus, the improved quality of lower resolution images is
a result of the application of zero filling, which smooths the image and reduces partial volume
effects. As a result, higher resolution images may seem to be of inferior quality not only due to
the noise amplification, which is a result of sampling points further out from the k-space centre
that are mostly noise. Importantly, the investigation of signal decay curves from an ROI in the
peripheral zone across resolutions (result not shown), confirmed significant signal increase for the
finest resolutions at higher b-values. Therefore, we suspect that signal increase as a result of noise

amplification at higher b-values leads to biased estimates of MK for the smallest voxel sizes. In
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future work, we will employ recently proposed strategies of complex data denoising to remove noise

from the data [Huynh et al., 2021] or account for noise bias in parameter estimation.

6.4.7 Study limitations

This study has several limitations. Firstly, it included data from a single healthy control and a single
PCa patient and no statistical analysis of the differences (or improvements) could be performed.
Therefore, to explore the full potential of strong gradients and spiral readouts with expanded en-
coding model reconstruction, the size of the study cohort should be increased. Nevertheless, the
presented improved data quality with SNR gain for both standard and higher resolution imaging
protocols should help improve PCa diagnosis, including low grade lesions that are challenging to
image.

Secondly, our reconstruction framework relies on the measurement of field dynamics using an
expensive commercial product in a separate session. As long as the acquisition protocol does not
change, the same single measurement of field perturbations can be used across many in vivo scans.
However, this approach has the drawback that the state of the MR system and field changes due to
the volunteer in the scanner can be different between field camera and in vivo measurements, and
therefore minor differences in monitored field perturbations, e.g., due to different thermal effects, may
affect reconstruction performance. Concurrent field monitoring would address this problem, provided
that a dedicated surface coil for abdominal imaging is constructed to enable such measurement as
in the case for brain imaging [Wilm et al., 2015]. However, this would require placement of the
probes around the abdomen constituting a larger area than the head, which extends out the bore
on both ends. Therefore, the conditioning of the field computation would be challenging.

Thirdly, the By field inhomogeneity can change over prolonged scan times due to subject and
organ motion. Ideally, the By field would be monitored dynamically during data acquisition and thus
its variations could be incorporated in the reconstruction process. In our study, we assumed that
the By field mapped prior to EPI and spiral dMRI protocols (approximately 10-11 min overall) was
correct. However, in cases of deviation from optimal field homogeneity over the scan time, e.g.,
as caused by changes in the susceptibility of the imaging object by varying content of gas in the
rectum, it is likely that this assumption would not hold, leading to artefacts in the data.

Finally, in all dMRI protocols we used monopolar Stejskal-Tanner trapezoidal gradients, which are
routinely employed in clinics. Since the prostate is a highly heterogenous gland, more advanced dif-
fusion encoding could be employed to assess properties of multiple microscopic tissue compartments
[Langbein et al., 2021, Nilsson et al., 2021] with characterisation of transverse relaxation properties
at a wider range of echo times enabled by spiral readouts. Our study can form a solid foundation
for advanced dMRI of the prostate at higher SNR, higher in-plane resolution and improved image
quality.
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6.5 Conclusions

The combination of strong gradients and spiral readouts unlocks sampling at short diffusion times and
short TEs and can potentially lead to improved differentiation between low GS cancer and healthy
tissue [Lemberskiy et al., 2017, Molendowska et al., 2022] and enable the accurate characterisation
of short 75 compartments (e.g., stroma) [Zhang et al., 2020]. Moreover, it addresses the current
limitations of clinical diffusion imaging of the prostate. Clinical MRI can only be pushed up to
moderate b-values (between 0.8-1.4 ms/pm? on more modern scanners) due to time constraints, as
a high number of averages is required. The presented work could translate into higher b-value or

sub-millimetre resolution without the need for averaging, or with a reduced number of averages.
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Chapter 7
Concluding remarks

This thesis showcases the use of an ultra-strong gradient system to image the human body below
the neck, thus expanding the potential of ultra-strong gradient dMRI outside the brain. In particular,
state-of-the-art hardware and image reconstruction techniques were exploited to tackle the challenge
of obtaining increased sensitivity to microstructural difference in the prostate gland.

As a consequence of the limited gradient amplitude available on clinical systems, prostate dMRI
typically relies on up to two acquisitions at distinct b-values smaller than 1 ms/pm?, from which
a high b-value image (e.g., at 1.4 ms/pm?) is extrapolated assuming monoexponential signal decay.
Such acquisitions limit the MR parameters available for diagnostic purposes to ADC maps whose
poor microstructural specificity increases the likelihood of missing cancerous lesions. Thus, critical
improvements to the sensitivity and specificity of dMRI measurements may be yielded upon leveraging

the latest MR hardware advancements.

We first showed in Chapter 4 that the Connectom scanner - capable of delivering 300 mT/m
gradient amplitude - can be safely used for imaging landmarks below the neck (including the pro-
state). Physiological effects such as magnetophosphenes and PNS were assessed and found to be
at most similar to those experienced in head imaging.

We then exploited the Connectom hardware in Chapter 5 to measure dMRI signals over an exten-
ded range of b-values at shorter TEs than those found in the clinical setting, thereby enhancing SNR.
Qualitative examination by a radiologist confirmed that the newly enabled contrasts are of diagnostic
quality. The results from data acquired in a clinical cohort supported the hypothesis of increased
diseased-to-healthy tissue contrast. However, the advantages of strong gradients used at high b-
values could be diminished by prominent image distortions, e.g., by eddy currents, and thus limit
the utility of the image for diagnostic purposes. Even though data-driven corrections in the image
domain have been developed to tackle these detrimental effects, they usually require an increased
number of acquisitions, leading to unreasonably long scan times.

To tackle this issue, we leveraged our own prototype MR sequence and product reconstruction
server (Skope Technologies) in Chapter 6 with field camera measurements to account for MR field
perturbations. This, in turn, allowed us to acquire robust dMRI with spiral readouts, resulting in

further echo time reduction. Successful deployment of advanced image reconstruction software with
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monitoring of the MR field perturbations paved the way towards highly accurate prostate dMRI with
minimised artefacts. Moreover, using high resolution spiral readout, we improved spatial resolution
of the images capitalising on the fact that, for spiral readout that starts from the centre of k-space,
the TE is independent of the image resolution.

To summarise, the deployed field monitoring relying on NMR sensors and the expanded encoding
model for data reconstruction have jointly contributed to minimise artefacts in prostate dMRI,
greatly improving data quality. The results from this dissertation will form the groundwork of future
work dedicated to the design of new prostate dMRI experiments covering a much wider accessible
parameter space, such as higher b-values, and improved sub-millimetre spatial resolutions. Such
experiments will push quantitative dMRI of the prostate towards enhanced quality imaging with

high microstructural accuracy and sensitivity.

Even though only four Connectom systems are operational worldwide, other advanced hardware
systems have been proposed such as head-imaging dedicated systems, e.g., MAGNUS insert and
Connectom 2.0. Recently, Siemens has introduced ultra-strong gradients in a commercial scan-
ner called Cima.X capable of 200 mT/m gradient amplitude. Most importantly, this scanner also
supports an open-source reconstruction framework (Open Recon) that enables more efficient data
transfer from the scanner to the reconstruction unit (e.g., a product server such as Skope-i or an in-
house reconstruction platform) and back to the scanner. The latest MR imaging system also offers
improved shimming and duty cycle, allowing for the significant shortening of the time required for
acquisition of multi-shell dMRI sequences. Importantly, Cima.X allows to run experiments without
further restrictions from physiological monitors (PNS and cardiac watchdogs) in comparison to the
currently used clinical MR machines.

In this initial work, reconstruction relies on the use of an expensive commercial product (i.e.,
the Skope field camera). Nonetheless, characterising the MR field using NMR probes is the gold-
standard option and ensures the most reliable information about the MR system imperfections. While
alternative less costly approaches, such as phantom-based methods relying on the scanner hardware
directly, could be explored, they come at the cost of more tedious measurement procedures as those
have to be performed multiple times with different parameters to obtain complete information.
Nevertheless, regardless of the chosen method for collecting information about MR field properties,
usually additional measurements are needed prior to data reconstruction.

From a clinical standpoint, the aforementioned advances are not yet ready to become part of
clinical MR frameworks as they are currently too expensive and/or require too much additional scan
time. Nevertheless, one can imagine the benefits they would bring if these limitations were alleviated
in the future (please see Chapter 8, Future Directions). Determining the location of lesions could
be made more accurate and precise, which is critical in radiotherapy treatment planning. Moreover,
conspicuity of small lesions could be improved, especially in cases when information about those is

lost due to artefacts originating from imperfections in the scanner hardware.

To conclude, even though the presented measurements rely on expensive hardware of limited
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availability, we envision adoption of new hardware in the clinic in the next decades. This study
provides first insights into what new information can be gleaned from new hardware and drive
further development in the context of prostate cancer imaging. With better high-end MRI systems
soon to be available worldwide, there will be opportunities to apply the results from this study and

from any further research that this thesis has laid the groundwork for.
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8.1 Future directions

Findings from this thesis provide a proof of the utility of the advanced dMRI using state-of-the-art
MR hardware and reconstruction software in the prostate. As such, these results suggest a number
of subsequent improvements.

As a part of our study, we explored the feasibility of high in-plane resolution spiral readout.
However, the imaging slice thickness was quite big (5 mm), and thus, it remains as a shortfall in
the dMRI protocols used in this study. In dMRI of the brain, super-resolution approaches have
been proposed [Poot et al., 2013, Van Steenkiste et al., 2016, Vis et al., 2021]. Similar ideas could
be explored to address this limitation in the prostate. Alternatively, reduced field-of-view imaging
relying on RF design to excite only the inner volume of the tissue [Rieseberg et al., 2002] could be
combined with a high in-plane resolution spiral. Fortunately, these solutions are available on newer
MR system platforms as, e.g., ZOOMIitPRO (Siemens Healthineers). This would allow for even higher
spatial resolution and significantly reduced measurement times.

Given the prominent role of diffusion contrast in clinical evaluation of prostate cancer, a future
line of inquiry could investigate new microstructural MRI paradigms probing diffusion and T in the
same acquisition. This would provide a more complete picture of tissue and studies have shown
promise in prostate albeit with non-optimised acquisition [Zhang et al., 2020]. Specifically, joint
diffusion-T5 experiments can better separate signal contributions from water trapped inside cells
(including epithelium), extracellular/extravascular water (including lumen and stroma), and water
in capillary blood [Palombo et al., 2020b]. Critically, previous studies suggest the existence of
a short T, compartment that could reflect a difference in chemical composition between stroma and
lumen [Storés et al., 2008] and characterising changes specific to stroma could potentially improve
prediction of tumour agressiveness [Lawrence et al., 2020]. Unlocking shorter TEs by means of
strong gradients and spiral readouts could help to access this previously-inaccessible measurement
space. But this task is not as simple as mere collection of multitude of contrasts. Ideally one would
like to maximse the amount of relevant information collected over the experiment time to minimise
scan times and thus obtain a protocol that would be clinically feasible.

Finally, as an example of a future direction for research, that capitalises on all the work presen-
ted in earlier chapters, this chapter will close with a proof-of-concept of moving beyond traditional
Stejskal-Tanner encoding to get more detailed characterisation of tissue microstructure in the pro-

state.

8.2 Towards comprehensive microstructure characterisa-

tion: B-tensor encoding with spiral readout

Introduction

In the field of microstructural MRI, b-tensor encoding has gained broad attention in recent years.

Its main asset is the separability of the macro- and microscopic diffusion effects (Chapter 2, Section
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2.5.2). In brief, the method relies on two pillars, namely, acquisition of diffusion contrasts at strong
diffusion weighting and with encoding tensors of varying shapes. These measurements allow for
exploration of non-Gaussian diffusion effects and separation of three main effects, namely microscopic
diffusion anisotropy, isotropic heterogeneity, and orientation coherence.

Two research studies investigated the feasibility of b-tensor encoding in assessment of tissue
heterogeneity of prostate cancer using clinical systems [Langbein et al., 2021, Nilsson et al., 2021].
The reported results demonstrated viability of the method in mapping macroscopic and microscopic
heterogeneity of PCa. Importantly, the initial validation with histopathological data proves added
value of new contrasts in characterisation of tissue properties undergoing changes in disease. Ho-
wever, ensuring high b-values, sufficient SNR of the data and high in-plane spatial resolution is
a challenging task in itself due to hardware limitations of standard systems and long-established EPI
readout employed in those studies.

In this proof of concept experiment, we build upon results in this thesis and our previous work
[Mueller et al., 2021], and apply combined spiral readout with b-tensor encoding, capitalising on
300 mT/m gradient strength. The primary goal of this exploratory work is extend the dimension
of diffusion encoding, and show high quality b-tensor encoded dMRI data enabled by better MR
hardware, alternative readout trajectory and advanced reconstruction software. As a secondary
objective, we want to address the limitations of the previous studies, i.e., large voxel sizes causing
significant partial volume effects, and long echo times, which significantly reduce signal contributions

from compartments with shorter T5, the epithelium and stroma.

Methods

Study participants

One patient (age: 64 years, weight: 70 kg, height: 1.75 m) with confirmed prostatic adenocarcinoma:
GS 343, two lesions - one in the PZ and one in the TZ, PSA level at 6.2 ng/ml at the age of the

diagnosis in 2018, was scanned after providing written consent.

Data acquisition

The protocol was based on the experiment reported in Chapter 6, Section 6.2. Here, we repeat
a few details briefly.

dMRI images were acquired on a 3T Connectom research-only scanner (Siemens Healthcare,
Erlangen, Germany) using two surface coils.

Multi-echo GRE images were acquired for the estimation of static By maps and receive coil
sensitivities.

A prototype sequence with the flexibility of using arbitrary diffusion encodings and readouts
was used to acquire dMRI images. The spiral readout used was as in Chapter 6, Section 8.2.
dMRI images were acquired using user-defined free gradient waveforms [Sj6lund et al., 2015] which
were compensated for concomitant gradient effects [Szczepankiewicz et al., 2019]. Linear and

spherical tensor encoding (LTE and STE, respectively), were not matched in their diffusion time
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spectrum (Figure 8.1); the parameters for optimisation were: dephasing/rephasing gradient duration
= 21.64 ms, pause time = 8.34 ms, Euclidean norm, with Maxwell-compensation but no first nor
second gradient moment compensation. B-tensor acquisitions were performed along a set of non-
collinear directions (n = [14, 8, 8, 10, 10, 10, 12, 12, 12]) distributed on a sphere at b = [0, 0.05,
0.2, 05, 0.8, 1.1, 1.5, 2, 3] ms/um? (Gmax ~ 220 mT/m, SR < 60 T/m/s) and TE = 54.8 ms,
TR = 3 s, in-plane resolution = 1.15 mm, slice thickness = 5 mm, and 18 slices without gap. The
total scan time was 9 min and 50 s.

Structural MRI scans were acquired using a 2D T2-weighted TSE sequence in the axial plane
(voxel size = 0.625 x 0.625 x 3 mm?3).

The magnetic field dynamics during the readout were monitored in separate experiment using
a dynamic field-camera (Skope Magnetic Resonance Technologies) [Dietrich et al., 2016].

Data reconstruction

dMRI data were reconstructed using an expanded encoding model [Pruessmann et al., 2001, Wilm
et al., 2011, 2015] including static By-inhomogeneities, coil sensitivities and the measured field dy-
namics [Bernstein et al., 1998, Vannesjo et al., 2016] using product reconstruction software (Skope-i,

Skope Magnetic Resonance Technologies).

Data processing and analysis

dMRI images were denoised [Cordero-Grande et al., 2019], corrected for gradient nonlinearity induced
distortions [Bammer et al., 2003, Jovicich et al., 2006], and powder-averaged [Arvidson, 1977,

Sequence diagram: B-tensor encoding with spiral readout
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Figure 8.1: Prototype sequence with b-tensor encoding and spiral readout. Please note that diffusion
gradients amplitudes are scaled to reflect differences in the maximum gradient amplitude used in
the study for STE and LTE encodings. Importantly, gradient amplitudes of the spiral readout were
also accordingly adjusted. Here, by G we denote G, (X-axis), G, (Y-axis) and G, (Z-axis) gradients
axes together.
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Callaghan et al., 1979]. No smoothing nor motion correction was applied prior to further analysis.

We estimated features of the DTD. Using gamma distribution approximation [Lasic et al., 2014]
(Chapter 2, Section 2.6.2), following maps were obtained: MD, MK;, MK,, and pFA. The analysis
was performed using open-source software available at https://github.com/markus-nilsson/md-dmri
(SHA-1 hash ab7a2ee).

Results

The sequence diagram for STE and LTE encodings is shown in Figure 8.1 alongside with encoding
power spectra of each shape of the b-tensor used in the protocol.

The data were evaluated and lesions were confirmed by the radiologist with 5 years of experience.
Figure 8.2 shows dMRI images acquired at different b-values with LTE and STE. As expected, at
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Figure 8.2: Overview of dMRI images acquired with LTE and STE - in rows - across wide range
of b-values - in columns. For a comparison to an anatomical scan, a corresponding image slice of
T2-weighted contrast is shown.
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Figure 8.3: Overview of the parameter maps from fitting the DTD using gamma distribution appro-
ximation. The rows present results from two slices with suspected low-grade lesions. All the maps
are unitless, except from MD, which is given in units of ym?/ms.
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higher b-values, subtle differences across two b-tensor encodings are observed. Importantly, tissue
edges on dMRI data are nicely preserved in comparison to the T2-weighted scan.

The data were jointly analysed to obtain parameters maps with excellent in-plane resolution as
shown in Figure 8.3. Two of the maps are the most intense in the PZ (So and MD), whereas the
remaining ones (MK;, MK,, and pFA) are more intense in the TZ.

The PCa lesions are depicted with white arrows. Based on the clinical data, two lesions are
identified: one in the right PZ in the apex, and second in the left TZ in the midgland. While the
lesion in the PZ was straightforward to identify, the lesion in the TZ is more challenging to recognise.
Nevertheless, as expected, in the lesions MD is lower than in the healthy tissue. MK;, MK, and
uFA values are higher in the PZ lesion than in the other areas of the PZ (Figure 8.3, top row).
Similar changes are observed in the lesions in the TZ (Figure 8.3, bottom row), however, opposite

to observation in the PZ, those contrast less with the other healthy areas of the TZ.

Discussion and Conclusions

We demonstrate the feasibility of deriving microstructural measures, such as pFA, from free gradient
waveform diffusion encodings with spiral readouts in the prostate using ultra-strong field gradients.
The gain in TE and SNR that was recently demonstrated [Lee et al., 2021b] and, for our purposes,
estimated in the prostate dMRI in PGSE experiment (Chapter 6), can be translated to free gradient
waveforms. However, in this pilot experiment, we did not deploy high resolution spiral due to
concerns regarding enhanced noise as reported in Chapter 6, Section 6.4.6.

The PZ showed lower values of MK, than the TZ, suggesting that the TZ contains more elon-
gated cells [Szczepankiewicz et al., 2016]. Therefore, the TZ can be interpreted as a region with
considerable amount of stroma. Moreover, the cancerous lesion in the PZ shows higher values of
both MK; and MK, with respect to surrounding healthy tissue. Those parameters could reflect
undergoing changes in the epithelium, i.e., proliferation of cells having a wide range of diffusivities,
and/or stroma, the presence of which increases microscopic kurtosis anisotropy (as also suggested by
increased pFA). It is crucial to note that changes in stroma could also contribute to the heterogeneity
in diffusion coefficients, i.e., increase MK;.

The parameters maps from this proof of principle experiment align with the results reported in
[Nilsson et al., 2021]. The estimated MD maps in both studies are higher than reported in the
literature [Nezzo et al., 2016]. In our case, we hypothesise that this can be most likely attributed
to the data analysis model. A separate analysis of low b-value LTE data using DTI representation
corroborates this as it yields MD values 50% lower than with the gamma model. In addition, the
estimated parameters maps depend on the TE. In our study, we obtained significantly lower TE
(= 54.8 ms), which results in smaller attenuation of the signals from shorter T, compartments, the
epithelium and stroma. Thus, the overall accuracy of the analysis model and the dependence of
the MD, MK; and MK, on the TE should be further investigated as suggested in [Nilsson et al.,
2021]. Lastly, in our work we address the issue with large voxel sizes which form a risk of conflating
heterogenous diffusion on the microscopic scale with partial volume effects. In our datasets, higher

in-plane resolution also benefits more accurate lesion delineation as confirmed by the radiologist.
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Results from this pilot show that it is feasible to estimate DTD features and obtain plausible
parameter maps at higher in-plane resolution, higher SNR and shorter TEs. Future studies will
focus on a combination of b-tensor encoding with acquisitions at a range of different echo times
to estimate accurately other properties of the different tissue components, such as volume fractions
and 75 values. In addition, those would also include correlative validation with histopathology as
in [Langbein et al., 2021] as well as tailored diffusion encodings to explore effects of exchange and
time dependence [Chakwizira et al., 2023, Wu et al., 2022]. This would validate the results obtained
in previously-reported diffusion-relaxation correlation studies [Chatterjee et al., 2018, Zhang et al.,
2020] and support deployment of new analysis frameworks relying on the bespoke multi-contrast

prostate MRI protocols.
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Supplementary Figures to Chapter 5
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Figure A.1: Healthy control datasets. The direction-averaged diffusion signals of selected b-shell
data: 300 mT/m (P1), 80 mT/m (P2) and 40 mT/m (P3) systems (from top to bottom) are
presented. Based on the T2-weighted image (shown bottom right of each column), a prostate mask
was drawn and overlaid on high b-value diffusion dataset. Signal decays (median with interquartile
range) of the direction-averaged signals from ROls drawn in the prostate gland (boxes depicted
alongside 'ROI 1" plot) are shown. The gray lines represent the mean of the estimated noise floor
in each ROl [Cordero-Grande et al., 2019]; in most cases, the lines from each ROI visually overlap.
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Figure A.2: Patient datasets (P1-P3 protocols - top, P4-P6 protocols with ultra-high b-value -
bottom). The direction-averaged diffusion signals of selected b-shell data are presented for three
patients. As in the case of healthy controls, a prostate mask was drawn on T2-weighted image and
overlaid on high b-value diffusion dataset. Signal decays (median with interquartile range) of the
direction-averaged signals from ROIls drawn in the cancerous lesions (boxes and arrows are depicting
those lesions) are shown. The gray lines represent the mean of the estimated noise floor in each
ROI [Cordero-Grande et al., 2019]; in most cases, the lines from each ROI visually overlap.
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