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This dissertation investigates the physics underlying the propagation of ultrasonic waves
in cancellous bone. Although quantitative ultrasound has the potential to evaluate bone
quality even better than the current gold standard X-ray based modality, its clinical utility
has been hampered by the incomplete understanding of the mechanisms governing the inter-
action between ultrasound and bone. Therefore, studies that extend the understanding of
the fundamental physics of the relationship between ultrasound and trabecular bone tissue
may result in improved clinical capabilities.

Ultrasonic measurements were carried out on excised human calcaneal specimens in order
to study the effects of overlapping fast and slow compressional mode waves on the ultrasonic
parameters of attenuation and velocity. Conventional analysis methods were applied to
received sample signals that appeared to contain only a single wave mode. The same signals
were also analyzed using a Bayesian parameter estimation technique that showed that the
signals, which appeared to be only a single wave, could be separated into fast and slow wave
components. Results demonstrated that analyzing the data under the assumption that only
a single wave mode is present, instead of two interfering waves, yielded a phase velocity that
lay between the fast and slow wave velocities and a broadband ultrasound attenuation that

was much larger than the ultrasound attenuations of the individual fast and slow waves.
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The fast and slow wave ultrasonic parameters were found to correlate with microstructural
parameters, including porosity, determined by microCT measurements.

Simulations of fast and slow wave propagation in cancellous bone were carried out to
demonstrate the plausibility of a proposed explanation for an anticipated sample-thickness
dependence of the apparent attenuation in bovine bone. The results showed that an appar-
ent sample-thickness dependence could arise if the fast and slow waves are not separated
sufficiently and if frequency-domain analysis is not performed on broadband data.

The sample-thickness dependence of the ultrasonic parameters was explored further using
experimental data acquired on an equine cancellous bone specimen that was systematically
shortened. The thickness of the sample varied the degree to which the fast and slow waves
overlapped, permitting the use of conventional analysis methods for sufficiently long sample
lengths. Bayesian parameter estimation was performed successfully on data from all sample
lengths. The ultrasonic parameters obtained by both conventional and Bayesian analysis
methods were found unexpectedly to display small, systematic variations with sample thick-
ness.

A very thorough and systematic series of studies were carried out on one-mode Lexan
phantoms to investigate the potential cause of the observed sample-thickness dependence.
These studies ruled out a series of potential contributors to the sample-thickness dependence,
but yielded no clear cause. Although the clinical implications of the small but systematic
sample-thickness dependence may be negligible, these studies may provide additional insights
into the propagation of ultrasonic waves in cancellous bone and how to maximize the quality

of information obtained.
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CHAPTER 1

INTRODUCTION

1.1 Background and Motivation

The broad theme of this dissertation is to further investigate the physics underlying the
interactions of ultrasound with cancellous (trabecular) bone tissue. Ultrasound is a particu-
larly useful modality for characterizing tissue because the wave propagation characteristics
can be related to both the material and the structural properties of the medium being interro-
gated. Therefore, knowledge of the ultrasonic physics within cancellous bone may provide an
improved understanding of the microstructure and composition of trabecular bone thereby
leading to an improved ability to detect, diagnose, and monitor the effects of pharmacological
intervention on diseases such as osteoporosis.

Osteoporosis is characterized by a decrease in bone quality due to structural deterioration
and a decrease in bone mass, leading to an increased risk of fragility-related fractures (Laugier
and Haiat, 2011; WHO, 2004; NIH, 2001). The current gold standard technique for measur-

ing bone mineral density and diagnosing osteoporosis is dual energy X-ray absorptiometry
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(DXA). Quantitative ultrasound (often referred to as QUS) is an alternative technique for
evaluating bone quality. Although quantitative ultrasound has many advantages over X-ray
based devices, including portability and modest costs, quantitative ultrasound has only been
able to equal the fracture prediction capability of DXA rather than surpassing it, as would
be anticipated because ultrasound is sensitive to structure as well as bone mineral density
which DXA is not (Krieg et al., 2008). The use of quantitative ultrasound in clinical settings
has been hampered, in part, by the structural complexity of bone and its role in the inter-
pretation of QUS data. The mechanisms of how ultrasound interacts with bone are still not
well understood. In order to interpret the results of ultrasound measurements, it is helpful to
understand the propagation of fast and slow wave compressional modes (which are discussed

in Chapter 2) and their propagation paths and characteristics (Laugier and Haiat, 2011).

1.2 Overview of the Dissertation

This dissertation is arranged such that each chapter represents a relatively self-contained
study or series of studies. However, later chapters use methods or build upon results discussed
in earlier chapters.

Chapter 2 provides background on bone, specifically cancellous bone, and the pathophysi-
ology of osteoporosis. A brief overview of the current state of quantitative (bone) ultrasound
is discussed, as well as some of the complications that arise due to the multi-mode wave
propagation that may occur in trabecular bone.

Chapter 3 presents a description of the methods used to analyze the trabecular bone
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data presented in this thesis. The analysis method used depends on the experimental ar-
rangement as well as on the specific properties of the sample itself. This chapter discusses
both conventional and Bayesian analysis methods, highlighting similarities and differences
between the two methods.

The application of both conventional and Bayesian analysis methods to data acquired
from excised human heel data are presented in Chapter 4. The results determined by the
two analysis methods are compared in order to investigate the effects of overlapping fast and
slow waves on the determination of ultrasonic parameters, such as the phase velocity and
the frequency dependence of the attenuation coefficient.

The next three chapters address the unanticipated sample-thickness dependences ob-
served in specific ultrasonic parameters. Chapter 5 uses simulated data to investigate the
effects of both overlapping fast and slow wave modes and the choice of method of analysis
on measurements of the apparent attenuation as a function of sample thickness.

An study analogous to that presented in Chapter 5 is discussed in Chapter 6 using exper-
imental data acquired on an equine bone specimen that was systematically shortened. The
unexpected sample-thickness dependence observed in the ultrasonic parameters determined
by both conventional and Bayesian analysis methods in Chapter 6 are explored further in a
series of systematic studies using one-mode Lexan phantoms in Chapter 7.

A brief summary and concluding remarks are given in Chapter 8.
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CHAPTER 2

BACKGROUND

2.1 Preface

This Chapter presents an overview of bone structure and physiology as well as the mo-

tivation behind the studies presented in this thesis.

2.2 Bone Structure and Physiology

Bone is a highly specialized form of connective tissue that provides not only the shape
of the body, but also provides mechanical support, protection of organs and bone marrow,
and metabolic pathways related with mineral homeostasis (Laugier and Haiat, 2011). Bone
is a composite material consisting of an organic and an inorganic or mineral phase. Table
2.1 details the components of bone by percent weight.

There are two primary types of bone tissue: cortical (compact) bone and cancellous
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TABLE 2.1: The composition of bone by weight.

Bone Tissue Composition (% weight)
70% 22-25% 5-8%

Inorganic/mineral: Organic: Water

95% crystalline 98% Type I collagen

hydroxyapatite

(trabecular) bone, as shown in Figure 2.1. The adult human skeleton is comprised of ~80%
(by mass) cortical bone and ~20% trabecular bone (Clarke, 2008). Cortical bone is a dense
material with typical porosities of up to 15% (Laugier and Haiat, 2011). This type of
bone composes the outer shell of all bones. Due to the low porosity of cortical bone, it
can be approximated to be a homogenous, isotropic solid for clinically relevant ultrasound
frequencies ( 0.2 - 1.0 MHz). In contrast, cancellous bone is a highly porous material and
is found in the interiors of certain bones such as the hip, spine, wrist, heel, and the end of
long bones. The three-dimensional structure of cancellous bone is made of connected rods
and /or plates, called trabeculae, interspersed with bone marrow. Trabeculae can range from
approximately 50 - 400 pm thick and are typically spaced 700 - 2000 pm apart (Thomsen
et al., 2002; Ulrich et al., 1999; Njeh et al., 1999). The porosity of human cancellous bone
can range from 60% to over 95% (Hodgskinson et al., 1996; Lee et al., 2003; Wear, 2005).
The structure of the trabeculae in cancellous bone depends on the magnitude and direction
of the loads applied to it (Whitehouse and Dyson, 1974). For example, if the stress pattern is
complicated, then the trabecular network will also likely be complicated and asymmetrical.

Whereas in bones where the loading is predominantly uniaxial, the trabeculae will arrange
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FIGURE 2.1: Top picture: bones of the foot. The calcaneus (heel) is circled. Left bottom: A
sagittal cross section of an ex vivo human calcaneus harvested from a cadaver donor. A thin
layer of cortical bone and some residual soft tissue surround interior cancellous (trabecular)
bone. (Photo by Christian C. Anderson, used with permission). Right bottom: a three
dimensional image of trabecular bone from a human calcaneus specimen reconstructed from
microCT measurements. (Photo by Amber Groopman).

in a more column-like structure (Njeh et al., 1999).

Bone evolves continuously over time due to a process called bone remodeling, in which
mature bone tissue is replaced by new bone tissue. Remodeling occurs primarily in the adult
skeleton to maintain bone mass and mineral homeostasis, repair microcracks and fractures,
and adapt to changes in mechanical loading (Wolff’s law) (Wolff, 1986). Activation of bone

remodeling depends not only on mechanical stimuli but also on several hormonal stimuli,
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such as estrogen and parathyroid hormones, and growth factors (Manolagas and Jilka, 1995;
Parfitt, 1984). Specialized bone cells, called osteoclasts, breakdown and resorb the bone
matrix at the targeted site. Subsequently, another bone cell known as osteoblasts secrete
collagen and proteins into the cleft by resorption. Eventually, this collagen matrix will nucle-
ate and fully mineralize into new bone. The link between bone resorption (osteoclasts) and
bone formation (osteoblasts) is referred to as coupling (Njeh et al., 1999). In normal adult
bone, the coupling is ”perfect” in that bone formation only occurs where bone resorption
has already occurred. Both cortical and trabecular bone undergo the remodeling process,
although trabecular bone has an eight times higher rate of turnover than that of cortical
bone (Njeh et al., 1999; Manolagas and Jilka, 1995). This is because bone turnover is a

surface event, and trabecular bone has a much greater surface area than cortical bone.

2.3 Osteoporosis

If osteoclast and osteoblast activity become uncoupled in remodeling leading to more bone
resorption than formation, the result will be a net loss of bone mass and strength. Cortical
bone loss occurs mostly at the endosteal surface, leading to the expansion of the marrow
space and thinner cortical thickness. For the more rapidly remodeled trabecular bone, bone
loss results in thinner trabeculae and the disconnection of the trabecular network. As this
negative imbalance continues over the aging process, bone quality decreases due to structural
deterioration and a decrease in bone mass, leading to an increased risk of fragility-related

fractures (Laugier and Haiat, 2011). These conditions characterize the disease known as
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osteoporosis (WHO, 2004; NIH, 2001).

2.3.1 Prevalence

According to the National Osteoporosis Foundation, approximately 54 million Americans
over 50 years of age have osteoporosis or osteopenia (low bone mass), with over 12 million
having osteoporosis. Of these, approximately eighty percent are women. The clinical end-
point of osteoporosis is a fracture, usually occurring in the wrist, spine, and hip. It was
estimated that at least 90% of all hip and spine fractures among elderly white women were
attributed to osteoporosis. Hip fractures are the most serious result of osteoporosis and are
associated with high degrees of morbidity and mortality. Approximately 20-24% of patients
that suffer hip fractures die within the following year due to related complications, and a
large percentage of survivors require some kind of living assistance (Leibson et al., 2002;
Cooper et al., 1993). Due to the increasing elderly population, the number of people with
osteoporosis, and thus the number of osteoporotic-related fractures is expected to increase
dramatically, causing a strain on the healthcare system and the economy. In 2008, the med-
ical cost of osteoporosis and related fractures in the United States was estimated at $22

billion (Blume and Curtis, 2011).

2.3.2 Diagnosis

Since there is no current clinical technique that accurately assesses bone quality, the
diagnosis of osteoporosis depends on measurements of bone mass, specifically areal bone

mineral density (BMD) at the hip or lumbar spine (Gluer et al., 1996; Kanis, 2002). The
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current gold standard technique for measuring BMD is dual energy X-ray absorptiometry
(DXA), which uses two X-ray beams with different energy peaks in order to differentiate soft
tissue from calcified bone. DXA directly measures the bone mineral content (BMC) of the
specific site (based on the attenuation of the X-rays), and the bone mineral density (BMD)
is derived from dividing the BMC by the area measured. Therefore, the size of the bone
can affect the apparent density (Kanis, 2002). Although dual X-ray absorptiometry can be
performed on the entire skeleton and on peripheral sites such as the forearms and heels, the
gold standard for diagnosis of osteoporosis is BMD measurements of the hip, since it has the
highest predictive value for hip fracture (Marshall et al., 1996).

Skeletal mass and density remain relatively constant until approximately 50 years of age
(Bonjour and Rizzoli, 1996). The density of bone mineral content in young adults is approx-
imately a normal Gaussian, as illustrated in Figure 2.2. Because of this distribution, the
bone density values in subjects can be expressed in terms of standard deviations (SD) from
a mean reference population. This number, in units of standard deviations from the mean of
a healthy reference population, is defined as a T-score. In 1994, the World Health Organiza-
tion (WHO) proposed four general diagnostic categories based on hip BMD measurements
(T-scores) as assessed by DXA. Normal is classified as a hip BMD greater than one standard
deviation below the mean of the young adult female population (T-score > -1), low bone
mass (osteopenia) is defined as a hip BMD greater than one standard deviation but less than
2.5 standard deviations below the mean (-2.5 < T-score < -1), and osteoporosis is defined as
a hip BMD 2.5 or more standard deviations below the young adult mean (T-score < -2.5)

(Kanis, 2002). Severe or established osteoporosis is classified as osteoporosis along with one
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Osteoporosis mass (based on young white women)
{osteopenia)
-4 -3 -2 - 0 1 2 3 4
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FIGURE 2.2: Diagnostic criteria for bone quality based on bone mineral density (BMD)
proposed by the World Health Organization (WHO). The normal distribution of bone mineral
density is based on the values for young (30 years old) adult white females. A value of BMD
between 1 and 2.5 standard deviations below the mean BMD is classified as low bone mass,
which is also referred to as osteopenia. A BMD more than 2.5 standard deviations below
the mean is defined as osteoporosis.
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or more fragility fractures. Since the WHO classification is based on a reference population
of young, healthy, white women, misdiagnoses may occur when applying these definitions to
men or other ethic groups.

In addition to BMD measurements, clinical risk factors are useful in predicting fracture
risk and determining the appropriate treatment. There is a tool known as FRAK® (Fracture
Risk Assessment Tool) that can be used to calculate the individual 10-year risk of fracture
(Kanis et al., 2008). It considers factors such as age, sex, height, and weight along with
clinical risk factors including previous fragility fractures, premature menopause, family his-
tory, smoking, excessive alcohol intake, arthritis, and other causes of secondary osteoporosis

(Laugier and Haiat, 2011; Kanis, 2002).

2.4 Quantitative Ultrasound

An alternative technique for evaluating bone quality is quantitative ultrasound, which
is often referred to as QUS. The first clinical application of ultrasound to bone was in the
late 1950s for monitoring fracture healing at the tibia (Siegel et al., 1958). The use of QUS
methods in the field of osteoporosis was introduced after a study published in 1984 demon-
strated that the slope of the frequency-dependent attenuation at the calcaneus (heel) could
discriminate osteoporotic from non-osteoporotic subjects (Langton et al., 1984). Currently,
there are a variety of different devices and techniques that have been developed to assess
bone quality in vivo by measuring the ultrasonic parameters of cancellous or cortical bone at

sites such as the calcaneus (Langton et al., 1984), finger phalanges (Fredfeldt, 1986), radius
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(Hans et al., 1999), tibia (Foldes et al., 1995), and proximal femur (Barkmann et al., 2008b).
The main clinical application of QUS is fracture risk prediction for osteoporosis; however,
other bone-related application, such as monitoring fracture healing, may also benefit from
QUS measurements (Laugier and Haiat, 2011). Another potential application of QUS would
be for monitoring the effectiveness of pharmacological interventions designed to inhibit or
reverse bone loss.

Current QUS devices can be classified into two groups based on the type of interro-
gation employed: transverse transmission and axial transmission. Transverse transmission
techniques are more common than axial transmission methods and is the configuration con-
sidered throughout this thesis. In the transverse transmission method, two transducers (a
transmitter and a receiver) are placed on opposite sides of the site of interest. Typically,
these sites are located at the peripheries of the skeleton such as the finger phalanges, the
radius (forearm), and, preferentially, the calcaneus (heel). These sites are often used in
transverse QUS methods due to their relatively flat surfaces, which aids in coupling and the
transmission of the ultrasonic wave through the bone, and the relatively small amount of
overlying soft tissue.

The most common clinical QUS devices utilizing transverse transmission are heel bone
sonometers, which typically use planar or focused broadband transducers with a center
frequency of 0.5 MHz. An image of such a device, the General Electric (GE) Achilles
Insight®, is shown in Figure 2.3. The Achilles Insight® has two fixed transducers: the
transmitter is a large, single element transducer that emits a broadband plane wave and

the receiver is a 590 element 2D array that permits active focusing. The transducers are
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LCD Screen

FIGURE 2.3: Left: An image of the General Electric Achilles Insight® used for heel quan-
titative ultrasound. The subject’s foot (either right or left) is placed between the two trans-
ducer housings. Ultrasonic signals are propagated through the calcaneus (heel) bone in the
mediolateral direction as illustrated on the right. The patient’s information (age, sex, height,
weight, etc.) can be input using the LCD touchscreen. The screen also displays an image
of the heel bone to ensure correct positioning and displays the results at the end of testing.
Photograph of the GE Achilles Insight ® by Christian Anderson (used with permission).

encased in temperature-regulated, water-filled membranes that permit better coupling to the
patient’s skin/heel.

The ultrasound parameters of interest for transverse transmission sonometers are atten-
uation and velocity, and are obtained using the substitution technique. In the substitution
technique, the signal transmitted through the bone of interest is compared to a signal trans-
mitted through a reference medium of known attenuation and speed. For example, the GE
Achilles Insight® uses a stored reference signal that has traveled through water, maintained
at body temperature, a distance corresponding to the transducer separation. In principle,
the velocity can be measured using two approaches. The first assumes that the speed is
frequency-independent and uses time-of-flight measurements. An issue with this approach is

14
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that various techniques can be used to determine time-of-flight (TOF), such as first arrival
point, the first zero-crossing point, or a fixed threshold on the rising front of the received
signal (Laugier and Haiat, 2011), leading to inconsistent velocity results among investigators
(Nicholson et al., 1996; Wear, 2000). In reality, both attenuation and velocity are frequency-
dependent, resulting in the inconsistencies described above when measurements are made in
the time-domain as opposed to the frequency-domain (Haiat et al., 2006). The second ap-
proach is measuring the frequency-dependent phase velocity. This method eliminates some
of the issues present with the time-of-flight velocity, but does require more computation
time. Phase velocity measurements will be explained in more detail in Chapter 3. For both
methods of determining the velocity, the thickness of the skeletal site must also be known. In
some cases, it is simply assumed to be a constant thickness. For the GE Achilles Insight®,
the heel thickness is assumed to be 40 mm, which may be an underestimate or overestimate
of the actual heel thickness, depending on the subject.

Attenuation is usually reported as the slope of a linear fit to the frequency-dependent
signal loss, and is referred to as ”Broadband Ultrasound Attenuation” (BUA) (Langton
et al., 1984; Langton and Njeh, 2008; Wear, 2008). In some instances, BUA is normalized by
the bone thickness and is reported as the "normalized Broadband Ultrasound Attenuation
(nBUA). Determination of ultrasonic attenuation will be discussed in Chapter 3. Clinical
bone sonometers, including the GE Achilles Insight®, combine the velocity and BUA mea-
surements into a single index to reflect bone quality. However, there is no standardization
for this index among manufacturers (Bonnick, 2004).

In contrast to transverse ultrasound transmission, which is predominantly done on can-
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cellous bone sites, axial transmission techniques are performed almost exclusively on cortical
bone sites, such as the forearm and tibia. For axial transmission, a transmitter and receiver
are aligned along the bone axis to generate and measure guided waves that propagate in
the cortical layer of long bones (Laugier and Haiat, 2011). One complication with axial
transmission techniques is that the received signals often contain multiple dispersive wave
modes making signal analysis challenging. The parameter of interest in current clinical axial
transmission devices is the velocity of the first arriving signal (FAS). The FAS velocity was
shown, numerically and experimentally, to increase with increasing cortical thickness as long
as the cortical thickness was smaller than the wavelength of the compression bulk wave inside
the bone (Laugier and Haiat, 2011). Thus, the FAS velocity provides an indirect measure of

bone strength.

2.4.1 Comparison to DEXA

A limitation of current QUS is that their access is mostly restricted to peripheral sites such
as the heel or wrist. In contrast, the X-ray based technology permits measurements at the
sites most prone to osteoporotic fracture (hip and spine), allowing for a better assessment of
potential fracture risk at those sites. Due to the complexity of the anatomy and the presence
of (more) soft tissue, ultrasonic measurements at locations such as the proximal femur (hip)
and spine are quite challenging. In recent years, progress has been made to adapt transverse
techniques, similar to those of the heel devices, to perform measurements directly at the hip
(Barkmann et al., 2008a, 2010).

Another roadblock preventing widespread clinical use of quantitative ultrasound is the
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lack of standardization among manufacturers. QUS devices from various manufacturers may
have differences in hardware, transducer design, analysis regions, signal processing, modality
of transmission (axial or transverse) and coupling agents (Laugier and Haiat, 2011). Due
to these differences, there may be significant differences in the measured QUS parameters
(BUA and SOS) among the commercial devices. As a consequence, results are not directly
comparable between different QUS systems (Cepollaro et al., 2005).

In spite of this, QUS devices may offer advantages over the current gold standard X-ray
based devices including the absence of ionizing radiation, portability, and a more modest
cost. Additionally, in principle, ultrasound modalities should provide more information
about bone quality than DXA because ultrasound wave characteristics are related to both
material and structural properties of the propagation medium. In the linear propagation
regime, the velocity of an acoustic wave in a medium is directly related the elasticity and

density of that medium by

(2.1)

where v is the velocity, M, is an effective elastic modulus, and p, is an effective mass density
(Shutilov, 1988). The definitions of M, and p. depend on the wave type (bulk compres-
sion, bulk shear, guided waves, etc.) and the medium type (liquid, isotropic homogenous
solid, anisotropic homogenous solid, etc.). Despite its potential, QUS has only been able to
equal the fracture prediction capability of DXA instead of surpassing it (Krieg et al., 2008).
The present research is designed to achieve a better understanding of the physics underly-
ing ultrasonic wave propagation in bone with the goal of obtaining additional information

on material and structural properties beyond that provided by bone mineral density, thus
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improving the evaluation of bone quality and fracture risk.

2.5 Fast and slow waves in bone

The presence of two compressional waves propagating in bone, known as fast and slow
waves, were first observed in cortical bone by Lakes et al. (1983). It was more than 10
years later that Hosokawa and Otani experimentally observed fast and slow waves in bovine
cancellous bone (Hosokawa and Otani, 1997). Since then, many other investigators have
observed these two wave modes in bovine (Mizuno et al., 2010, 2008; Cardoso et al., 2003;
Lee et al., 2003; Lakes et al., 1983; Hosokawa and Otani, 1998), in equine (Fujita et al., 2013),
and in human (Mizuno et al., 2009; Sebaa et al., 2006; Nicholson et al., 1998) cancellous bone
specimens from various anatomical sites. The complicated, anisotropic, and porous structure
of cancellous bone is what seems to give rise to the fast and slow wave modes. From one
point of view, the fast wave appears to be associated more with propagation through the
hard trabeculae whereas the slow wave appears to be associated more with propagation
through the pore spaces. This point of view is supported by studies that observed that the
fast wave amplitude increases and the slow wave amplitude decreases with increasing bone
volume fraction (Hosokawa and Otani, 1997) and that replacing the fluid filling the pores
with marrow, water, or alcohol primarily changes the measured slow wave velocity (Pakula
et al., 2009).

The degree of anisotropy and the direction of insonification are factors that influence

whether both fast and slow wave modes will be observed in the time domain. Hosokawa
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and Otani (1998) found that if the cancellous bone was insonified along (or parallel to) the
main trabecular orientation, then separated fast and slow waves would be observed in the
received signal, as shown in Figure 2.4. However, as the insonification angle became more
perpendicular to the predominant trabecular orientation, the two wave modes became more
overlapped, ultimately appearing to merge into a single wave. These results were expanded
further by Nicholson et al. (1998) who measured the ultrasonic waveforms propagating
through human vertebral cancellous bone in three orthogonal directions. In this study, fast
and slow waves were only observed in one of the three insonification directions, the one
that corresponded to the direction with the highest degree of trabecular orientation. In the
other two directions, where the trabecular orientation was not as strong, only one wave was
apparent. Other factors that influence the degree to which the fast and slow waves overlap
include the porosity of the specimen and the ultrasonic path length (Lee and Choi, 2007;

Haiat et al., 2008).

2.5.1 Theoretical Models

Several theoretical models have attempted to explain the presence and propagation of fast
and slow waves in cancellous bone. The most extensively applied model is Biot theory. The
original theory from Biot was introduced in 1956 and modeled wave propagation for fluid-
saturated porous rocks (Biot, 1956a,b). The theory is derived by considering the separate
motion of the solid elastic frame and the interspersed fluid caused by the ultrasonic wave
(Haire and Langton, 1999). Biot theory predicts the existence of two longitudinal waves,
which Biot referred to as "waves of the first kind” (now called fast waves) and ”waves of
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FIGURE 2.4: Left: Ultrasonic insonification parallel to (or along) the predominant trabecular
alignment. Right: Insonification perpendicular to the predominant trabecular alignment.
From (Hosokawa and Otani, 1998).

the second kind” (now called slow waves). The fast wave in Biot theory represents the fluid
and solid moving in-phase, and the slow wave represents the fluid and solid moving out-of-
phase. Biot theory was first applied to cancellous bone by McKelvie and Palmer (1991),
and has been used extensively since then to predict the velocities of the fast and slow waves
as functions of bone porosity (Wear et al., 2005; Williams, 1992; Sebaa et al., 2006; Pakula
et al., 2008; Fellah et al., 2008). Although the theoretical predictions for the speeds of the
fast and slow waves were found to agree quite well with experimental results, Biot theory
predictions for the attenuation were found to deviate significantly from the experimentally
measured attenuations. This discrepancy may be due to the fact that Biot’s model only
considers absorption loss due to viscous friction at the interfaces between the solid and fluid,
and does not account for other sources of energy loss such as scattering, diffraction, or phase
cancellation at the receiving transducer (Laugier and Haiat, 2011). One difficulty in the

application of Biot theory to cancellous bone is the large number of physical parameters
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that must be measured or estimated. For cancellous bone, many of the parameters required
are unknown and can only be estimated. Examples include the Young’s modulus of the solid,
the bulk modulus of the fluid, Poisson’s ratio for the solid, the fluid viscosity, and tortuosity.

Schenberg introduced a stratified model, which is composed of periodically alternating
solid (trabecular) and fluid layers, that also predicts the existence of fast and slow waves
(Schoenberg, 1984). Although this model is easier to implement than Biot theory and can
provide insight into the angle-dependency between the trabecular orientation and insoni-
fication angle of the fast and slow wave speeds, it is a highly idealized model that cannot
provide a complete understanding of the interaction between ultrasound and the complicated

trabecular structures of cancellous bone.

2.5.2 Complications arising from two wave modes

The potential presence of two waves in the acquired bone signal can cause complications,
especially when analyzing the data and subsequently, interpreting the results. Under certain
circumstances, the transit times of the fast and slow waves are sufficiently different that they
are separated in the time-domain data. In these cases, windowing can be applied to the data,
and the phase velocities and attenuations of the individual wave modes can be measured.
Although this approach is relatively straightforward in laboratory settings, clinical bone
sonometers may not provide this option (Anderson et al., 2011). In many situations, the
transit times of the fast and slow waves are too similar, causing them to overlapping in the
acquired signal. The degree to which the fast and slow waves overlap depends on the factors

described above, and can vary significantly from sample to sample or even at different sites
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within the same sample due to the heterogeneity of trabecular bone (Anderson et al., 2011).
If the two wave modes overlap in time, the windowing process becomes difficult because the
waves cannot be separated cleanly from each other. Therefore, the ultrasonic properties of
the individual fast and slow waves cannot be determined. For some experimental conditions
and arrangements, such as perpendicular insonification of the calcaneus, the two waves may
overlap to such a degree that it appears as if one wave were propagated. In those cases, the
acquired data may be processed assuming only one wave is present, potentially leading to
artifacts in the results.

One such artifact of analyzing cancellous bone data comprised of multiple overlapping
wave modes under the assumption that only one wave mode is present is negative dispersion
(Anderson et al., 2008; Marutyan et al., 2006). Numerous studies of cancellous bone reported
finding phase velocities that decreased with increasing frequency (Droin et al., 1998; Haiat
et al., 2006; Wear, 2005, 2007; Pakula et al., 2009). This negative dispersion is considered
to be anomalous because it conflicts with the causality-imposed Kramers-Kronig relations.
For linear ultrasonic wave propagation, the Kramers-Kronig relations connect the real and
imaginary parts of the system response. In this context, the real part, which is related to the
phase velocity, can be obtained from knowledge of the imaginary part, which is related to the
attenuation coefficient (O’Donnell et al., 1981; Mobley et al., 2005; Waters et al., 2003, 2005;
Waters and Hoffmeister, 2005). For the frequencies used in clinical bone sonometers, the
attenuation coefficient of cancellous bone rises approximately linearly with frequency; this
is why the slope of attenuation (BUA) can be used as a clinically relevant parameter. The

approximate form of the Kramers-Kronig relations valid for media with linearly increasing
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2.5 Fast and slow waves in bone

attenuation coefficients predicts that the phase velocity should increase logarithmically with
frequency - that is, have positive dispersion. An example of the discrepancy between the
Kramers-Kronig prediction and the experimental results for phase velocity is illustrated in
Figure 2.5.

Simulations have shown that when two waves with phase velocities and attenuations
similar to those exhibited in cancellous bone interfere with one another, negative dispersion
can occur even though the apparent attenuation coefficient remains approximately linear
with frequency (Anderson et al., 2011). The mixed-mode signal can exhibit anomalous
dispersion even though the individual wave modes that comprise it each exhibit positive
dispersion, in accordance with the Kramers-Kronig relations.

Since overlapping fast and slow waves may cause artifacts in phase velocity measurements
of cancellous bone, it is reasonable to assume that they might also cause artifacts in the
attenuation measurements. The effects of overlapping wave modes on measurements of the
attenuation coefficient of human calcaneal bone are explored in Chapter 4.

If the interference of fast and slow waves are responsible for artifacts such as negative
dispersion, then methods for separating the individual waves from acquired data containing
overlapped fast and slow waves may prove useful. Such methods may improve the assessment
of bone quality and fracture risk by permitting the individual fast and slow waves to be
analyzed in place of or in addition to the analysis of the composite wave. It is possible that
the ultrasonic properties of the fast wave alone or the slow wave alone may correlate more
strongly to microstructural properties of trabecular bone than the ultrasonic properties of

the entire received signal. One such method for recovering the properties of the separated
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FIGURE 2.5: Panel A: The nearly linear attenuation coefficient of an excised human cal-
caneus specimen. Panel B: The measured phase velocity (black circles) displays anomalous
negative dispersion, which is in disagreement with the positive dispersion predicted by the
Kramers-Kronig relations (gray curve). Reprinted with permission from (Anderson, 2010).
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2.6 Summary

fast and slow waves makes use of Bayesian probability theory, which will be discussed in

Chapter 3.

2.6 Summary

Quantitative ultrasound techniques and devices have been gradually introduced into clin-
ical practice, although this has mainly occurred in countries outside the United States where
DXA systems are less widely available. The use of quantitative ultrasound in clinical settings
has been hampered, in large part, by the structural complexity of bone and its role in the
interpretation of QUS data. The mechanisms of how ultrasound interacts with bone are
still not well understood. In order to interpret the results of ultrasound measurements, it
is first necessary to understand the propagation of ultrasound through bone with identifi-
cation of the different (fast and slow) wave modes and their exact propagation paths and
characteristics (Laugier and Haiat, 2011).

The use of multi-element receiving transducers may provide an improved approach for
evaluating the interaction mechanisms between ultrasound and bone. Although some clinical
bone sonometers have receiver arrays, many devices, especially those in developing countries,
are limited to the use of a single element receiving transducer. The higher cost of fabrication
and the need for substantially increased processing capabilities limit the use of systems with
receiving transducer arrays. As a consequence, this dissertation explores approaches for
maximizing the quality of information that can be obtained from data acquired with single

element receiving transducers.

25



Bibliography

Bibliography

Anderson, C. C. (2010), “Physics of ultrasonic wave propagation in bone and heart charac-
terized using Bayesian parameter estimation”, Ph.D. thesis, Washington University in St.
Louis.

Anderson, C. C., Bauer, A. Q., Marutyan, K. R., Holland, M. R., Pakula, M., Bretthorst,
G. L., Laugier, P., and Miller, J. G. (2011), “Phase velocity of cancellous bone: Negative
dispersion arising from fast and slow waves, interference, diffraction, and phase cancella-
tion at piezoelectric receiving elements”, in “Bone quantitative ultrasound”, , edited by
Laugier, P. and Haiat, G., chapter 12 (Springer Science), 319-330.

Anderson, C. C., Marutyan, K. R., Holland, M. R., Wear, K. A., and Miller, J. G. (2008),
“Interference between wave modes may contribute to the apparent negative dispersion
observed in cancellous bone”, J Acoust Soc Am 124, 1781-89.

Barkmann, R., Dencks, S., Laugier, P., Padilla, F., Brixen, K., Ryg, J., Seekamp, A., Mahlke,
L., Bremer, A., Heller, M., and Gluer, C. C. (2010), “Femur ultrasound (FemUS) - first

clinical results on hip fracture discrimination and estimation of femoral BMD”, Osteoporos
Int 21(6), 969-976.

Barkmann, R., Laugier, P., Moser, U., Dencks, S., Klausner, M., Padilla, F., Haiat, G.,
and Gluer, C. C. (2008a), “A device for in vivo measurements of quantitative ultrasound

variables at the human proximal femur”, IEEE Trans Ultrason Ferroelectr Freq Control
55(6), 1197-1204.

Barkmann, R., Laugier, P., Moser, U., Dencks, S., Klausner, M., Padilla, F., Haiat, G.,
Heller, M., and Gluer, C. C. (2008b), “In vivo measurements of ultrasound transmission
through the human proximal femur”, Ultrasound Med Biol 34(7), 1186-1190.

Biot, M. (1956a), “Theory of propagation of elastic waves in a fluid saturated porous solid:
I. low frequency range”, J Acoust Soc Am 28, 168-178.

Biot, M. (1956b), “Theory of propagation of elastic waves in a fluid saturated porous solid:
II. higher frequency range”, J Acoust Soc Am 28, 179-191.

Blume, S. W. and Curtis, J. R. (2011), “Medical costs of osteoporosis in the elderly Medicare
population”, Osteoporos Int 22(6), 1835-1844.

Bonjour, J. P. and Rizzoli, R. (1996), “Bone acquisition in adolescence”, in “Osteoporosis”,
, edited by Marcus, R., Feldman, D., and J., K. (Academic Press), 465-76.

Bonnick, S. L. (2004), Bone densitometry in clinical practice (Humana Press).

Cardoso, L., Teboul, F., Sedel, L., Oddou, C., and Meunier, A. (2003), “In vitro acoustic
waves propagation in human and bovine cancellous bone”, J Bone Miner Res 18(10),
1803-1812.

26



Bibliography

Cepollaro, C., Gonnelli, S., Montagnani, A., Caffarelli, C., Cadirni, A., Martini, S., and
Nuti, R. (2005), “In vivo performance evaluation of the Achilles Insight QUS device”, J
Clinical Densitometry 8(3), 341-346.

Clarke, B. (2008), “Normal bone anatomy and physiology”, Clin J Am Soc Nephrol 3,
S131-S139.

Cooper, C., Atkinson, E. J., Jacobsen, S. J., O’Fallon, W. M., and Melton, L. J. (1993),
“Population-based study of survival after osteoporotic fractures”, Am J Epidemiol 137(9),
1001-1005.

Droin, P., Berger, G., and Laugier, P. (1998), “Velocity dispersion of acoustic waves in
cancellous bone”, IEEE Trans Ultrason Ferroelectr Freq Control 45, 581-92.

Fellah, Z., Sebaa, N., Fellah, M., Mitri, F. G., Ogam, E., Lauriks, W., and Depollier, C.
(2008), “Application of the Biot model to ultrasound in bone: direct problem”, IEEE
Trans Ultrason Ferroelectr Freq Control 55, 1508-1515.

Foldes, A. J., Rimon, A., Keinan, D. D., and Popovtzer, M. M. (1995), “Quantitative
ultrasound of the tibia: a novel approach assessment of bone status”, Bone 17, 363-367.

Fredfeldt, K. E. (1986), “Sound velocity in the middle phalanges of the human hand”, Acta
Radiol Diagn 27, 95-96.

Fujita, F., Mizuno, K., and Matsukawa, M. (2013), “An experimental study on the ultrasonic
wave propagation in cancellous bone: waveform changes during propagation”, J Acoust
Soc Am 134(6), 4775-4781.

Gluer, C. C., Cummings, S. R., Bauer, D. C.; Stone, K., Pressman, A., Mathur, A., and
Genant, H. K. (1996), “Osteoporosis: association of recent fractures with quantitative US
findings”, Radiology 199(3), 725-732.

Haiat, G., Padilla, F., Cleveland, R. O., and Laugier, P. (2006), “Effects of frequency-
dependent attuation and velocity dispersion on in vitro ultrasound velocity measurements
in intact human femur specimens”, IEEE Trans Ultrason Ferroelectr Freq Control 53,
39-51.

Haiat, G., Padilla, F., Peyrin, F., and Laugier, P. (2008), “Fast wave ultrasonic propa-
gation in trabecular bone: Numerical study of the influence of porosity and structural
anisotropy”, J Acoust Soc Am 123(3), 1694-1705.

Haire, T. J. and Langton, C. M. (1999), “Biot theory: a review of its application to ultra-
sound propagation through cancellous bone”, Bone 24(4), 291-295.

Hans, D., Srivastav, S., Singal, C., Barkmann, R., Njeh, C. F.; and Kantorovich, E. (1999),
“Does combining the results from multiple bone sites measured by a new quantitative
ultrasound device improve discrimination of hip fracture?”, J Bone Miner Res 14, 644—
651.

27



Bibliography

Hodgskinson, R., Njeh, C. F., Whitehead, M. A.; and Langton, C. M. (1996), “The non-
linear relationship between BUA and porosity in cancellous bone”, Phys Med Biol 41,
2411-2420.

Hosokawa, A. and Otani, T. (1997), “Ultrasonic wave propagation in bovine cancellous
bone”, J Acoust Soc Am 101, 558-62.

Hosokawa, A. and Otani, T. (1998), “Acoustic anisotropy in bovine cancellous bone”, J
Acoust Soc Am 103, 2718-22.

Kanis, J. A. (2002), “Diagnosis of osteoporosis and assessment of fracture risk”, Lancet
359, 1929-36.

Kanis, J. A., Burlet, N., Cooper, C., Delmas, P. D., Reginster, J. Y., Borgstrom, F., and
Rizzoli, R. (2008), “European guidance for the diagnosis and management of osteoporosis
in postmenopausal women”, Osteoporos Int 19(4), 399-428.

Krieg, M. A., Barkmann, R., Gonnelli, S., Stewart, A., Bauer, D. C., Del Rio Barquero, L.,
Kaufman, J. J., Lorenc, R., Miller, P. D., Olszynski, W. P., Poiana, C., Schott, A. M.,
Lewiecki, E. M., and Hans, D. (2008), “Quantitative ultrasound in the management of
osteoporosis: the 2007 ISCD Official Positions”, J Clinical Densitometry 11, 163-187.

Lakes, R., Yoon, H. S., and Katz, J. L. (1983), “Slow compressional wave propagation in
wet human and bovine cortical bone”, Science 220, 513-515.

Langton, C. M. and Njeh, C. F. (2008), “The measurement of broadband ultrasonic atten-
uation in cancellous bone - a review of the science and technology”, IEEE Trans Ultrason
Ferroelectr Freq Control 55, 1546-1554.

Langton, C. M., Palmer, S. B., and Porter, S. W. (1984), “The measurement of broadband
ultrasonic attenuation in cancellous bone”, Eng Med 13(2), 89-91.

Laugier, P. and Haiat, G. (Eds.) (2011), Bone quantitative ultrasound (Springer).

Lee, K., Roh, H., and Yoon, S. (2003), “Acoustic wave propagation in bovine cancellous
bone: application of the modified Biot-Attenborough model”, J Acoust Soc Am 114,
2284-2293.

Lee, K. I. and Choi, M. J. (2007), “Phase velocity and normalized broadband ultrasonic at-
tenuation in polyacetal cuboid bone-mimicking phantoms”, J Acoust Soc Am 121, EL263—
EL269.

Leibson, C. L., Tosteson, A. N., Gabriel, S. E., Ransom, J. E., and Melton, L. J. (2002),
“Mortality, disability, and nursing home use for persons with and without hip fracture: a
population-based study”, J Amer Geriatrics Soc 50(10), 1644-1650.

Manolagas, S. C. and Jilka, R. L. (1995), “Bone marrow, cytokines, and bone remodeling:
emerging insights into the pathophysiology of osteoporosis”, N Engl J Med 332, 305-311.

28



Bibliography

Marshall, D., Johnell, O., and Wedel, H. (1996), “Meta-analysis of how well measures of
bone mineral density predict occurence of osteoporotic fractures”, BMJ 312, 1254-59.

Marutyan, K. R., Holland, M. R., and Miller, J. G. (2006), “Anomalous negative dispersion
in bone can result from the interference of fast and slow waves”, J Acoust Soc Am 120,
EL55-61.

McKelvie, M. L. and Palmer, S. B. (1991), “The interaction of ultrasound with cancellous
bone”, Phys Med Biol 36, 1331-40.

Mizuno, K., Matsukawa, M., Otani, T., Laugier, P., and Padilla, F. (2009), “Propagation
of two longitudinal waves in human cancellous bone: an in vitro study”, J Acoust Soc Am
125, 3460-3466.

Mizuno, K., Matsukawa, M., Otani, T., Takada, M., Mano, 1., and Tsujimoto, T. (2008),
“Effects of structural anisotropy of cancellous bone on speed of ultrasonic fast waves in
bovine femur”, IEEE Trans Ultrason Ferroelectr Freq Control 55(7), 1480-1487.

Mizuno, K., Somiya, H., Kubo, T., Matsukawa, M., Otani, T., and Tsujimoto, T. (2010),
“Influence of cancellous bone microstructure on two ultrasonic wave propagations in bovine
femur: an in vitro study”, J Acoust Soc Am 128(5), 3181-3189.

Mobley, J., Waters, K. R., and Miller, J. G. (2005), “Causal determination of acoustic group
velocity and frequency derivative of attenuation with finite-bandwidth Kramers-Kronig
relations”, Phys Rev E 72, 016604.

Nicholson, P., Lowet, G., Langton, C. M., Dequeker, J., and Van der Perre, G. (1996),
“A comparison of time-domain and frequency domain approaches to ultrasonic velocity
measurements in trabecular bone”, Phys Med Biol 41, 2421-2435.

Nicholson, P., Muller, R., Lowet, G., Cheng, X. G., Hildebrand, T., Ruegsegger, P., Van der
Perre, G., Dequeker, J., and Boonen, S. (1998), “Do quantitative ultrasound measure-

ments reflect structure independently of density in human vertebral cancellous bone?”,
Bone 23, 425-431.

NIH (2001), “Osteoporosis prevention, diagnosis, and therapy”, JAMA 285, 785-795.

Njeh, C. F., Hans, D., Fuerst, T., Gluer, C. C., and Genant, H. K. (Eds.) (1999), Quanti-

tative ultrasound: assessment of osteoporosis and bone status (Martin Dunitz).

O’Donnell, M., Jaynes, E., and Miller, J. G. (1981), “Kramers-Kronig relationship between
ultrasonic attenuation and phase velocity”, J Acoust Soc Am 69, 696-701.

Pakula, M., Padilla, F., and Laugier, P. (2009), “Influence of the filling fluid on frequency-
dependent velocity and attenuation in cancellous bones between 0.35 and 2.5 MHz", J
Acoust Soc Am 126(6), 3301-3310.

29



Bibliography

Pakula, M., Padilla, F., Laugier, P., and Kaczmarek, M. (2008), “Application of Biot’s the-
ory to ultrasonic characterization of human cancellous bones: determination of structural,
material, and mechanical properties”, J Acoust Soc Am 123, 2415-23.

Parfitt, A. M. (1984), “Age-related structural changes in trabecular and cortical bone:
cellular mechanisms and biochemical consequences”, Calcif Tissue Int 36, S123-8.

Schoenberg, M. (1984), “Wave propagation in alternating solid and fluid layers”, Wave
Motion 6, 303—-320.

Sebaa, N., Fellah, E. A.] Fellah, M., Ogam, E., Wirgin, A., Mitri, F. G., Depollier, C., and
Lauriks, W. (2006), “Ultrasonic characterization of human cancellous bone using the Biot
theory: inverse problem”, J Acoust Soc Am 120, 1816-1824.

Shutilov, V. (1988), Fundamental physics of ultrasound (Gordon and Breach).

Siegel, 1., Anast, G. T., and Melds, T. (1958), “The determination of fracture healing by
measurement of sound velocity across the fracture site”, Surg Gynecol Obste 107(3),
327-332.

Thomsen, J., Ebbesen, E., and Mosekilde, L. (2002), “Age-related differences between thin-
ning of horizontal and vertical trabeculae in human lumbar bone as assessed by a new
computerized method”, Bone 31, 136-142.

Ulrich, D., van Rietbergen, B., Laib, A., and Ruegsegger, P. (1999), “The ability of three-
dimensional structural indices to reflect mechanical aspects of trabecular bone”, Bone 25,
55-60.

Waters, K. R. and Hoffmeister, B. K. (2005), “Kramers-Kronig analysis of attenuation and
dispersion in trabecular bone”, J Acoust Soc Am 118, 3912-20.

Waters, K. R., Hughes, M. S.; Mobley, J., and Miller, J. G. (2003), “Differential forms of
the Kramers-Kronig dispersion relations”, IEEE Trans Ultrason Ferroelectr Freq Control
50, 68-76.

Waters, K. R., Mobley, J., and Miller, J. G. (2005), “Causality-imposed (Kramers-Kronig)
relationships between attenuation and dispersion”, IEEE Trans Ultrason Ferroelectr Freq
Control 52, 822-823.

Wear, K. A. (2000), “The effects of frequency-depedent attenuation and dispersion on sound
speed measurements: applications in human trabecular bone”, IEEE Trans Ultrason Fer-
roelectr Freq Control 47, 265-273.

Wear, K. A. (2005), “The dependencies of phase velocity and dispersion on trabecular
thickness and spacing in trabecular bone-mimicking phantoms”, J Acoust Soc Am 118,
1186-1192.

30



Bibliography

Wear, K. A. (2007), “Group velocity, phase velocity, and dispersion in human calcaneus in
vivo”, J Acoust Soc Am 121, 2431-37.

Wear, K. A. (2008), “Mechanisms for attenuation in cancellous-bone-mimicking phantoms”,
IEEE Trans Ultrason Ferroelectr Freq Control 55.

Wear, K. A., Laib, A., Stuber, A. P., and Reynolds, J. C. (2005), “Comparison of mea-
surements of phase velocity in human calcaneus to Biot theory”, J Acoust Soc Am 117,
3319-3324.

Whitehouse, W. J. and Dyson, E. D. (1974), “Scanning electron microscope studies of
trabecular bone in the proximal end of the human femur”, J Anat 118(3), 417-444.

WHO (2004), “Prevention and management of osteoporosis”, World Health Organ Tech
Rep Ser 921, 206.

Williams, J. L. (1992), “Ultrasonic wave propagation in cancellous and cortical bone: pre-
diction of some experimental results by Biot’s theory”, J Acoust Soc Am 91, 1106-1112.

Wolff, J. (1986), The law of bone remodeling (Springer).

31



CHAPTER 3

METHODS OF CONVENTIONAL AND

BAYESIAN ANALYSIS

3.1 Preface

This chapter details the various analysis methods used in this thesis to determine the
ultrasonic properties of cancellous bone. First, we present an overview of how certain ul-
trasonic properties, such as the phase velocity and attenuation coefficient, are determined
through conventional analysis techniques. In order to deal with the complicated waves some-
times observed in trabecular bone, a Bayesian probability method was employed to extract
the fundamental ultrasonic properties of the fast and slow waves. The chapter concludes
with a discussion of potential complications that can arise as a result of specific features of
the experimental apparatus and detailed characteristics of the propagation and detection of

diffracting ultrasonic waves.
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3.2 Background

3.2 Background

In many cancellous bone studies with ultrasound, the analysis method used assumes
only a single wave is present in the received through-sample signal, or if multiple waves are
present, that these waves can be completely separated by time gating. This conventional
analysis method is performed in the frequency domain and permits the determination of
intrinsic ultrasonic properties of the sample, such as the phase velocity and the attenuation
coefficient. Due to the unique structure of trabecular bone, conventional analysis methods
applied to cancellous bone data may lead to misleading results for the ultrasonic properties.
A Bayesian probability algorithm presented in Section 3.4 may permit the true intrinsic
ultrasonic properties of cancellous bone specimens to be determined.

A number of ultrasonic properties are of interest for characterizing a material (like bone)
ultrasonically. The phase velocity is one such parameter. If the propagating medium has
a phase velocity that varies with frequency, which is the case with most biological tissues,
then that medium is said to be dispersive. As indicated in Chapter 2, cancellous bone has
been shown to display both positive and negative dispersion.

Another intrinsic ultrasonic property of interest is the attenuation coefficient. The atten-
uation coefficient is a frequency-dependent measure of the loss in signal amplitude occurring
in a sample as a function of distance traveled. The attenuation coefficient of a medium is
useful in determining the range of frequencies that can be used to interrogate that medium
because ultrasonic signals typically attenuate more rapidly at higher frequencies as well as

with increasing sample thickness. In most studies of trabecular bone, the frequencies typ-
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3.8 Conventional Data Analysis

ically employed range from 500 kHz to 1 MHz, although some studies present results at
frequencies as high as 10 MHz (Hoffmeister et al., 2008; Hoffmeister, 2011). Attenuation
properties offer a way to study the structure of a material. Some studies have investigated
the anisotropy of the attenuation coefficient and slope of the attenuation coefficient in sam-
ples of trabecular bone. These parameters were found to be significantly larger along the
trabecular axis than perpendicular to that axis (Gliier et al., 1993; Wear, 2000a). Similar re-
sults were found in studies of the fiber structure of hearts (Gibson et al., 2009; Baldwin et al.,
2006). More accurate measurements of the attenuation properties of bone, perhaps using
the Bayesian formalism, may provide additional insight and information about the structure

of trabecular bone and may improve diagnostic capabilities of clinical bone sonometers.

3.3 Conventional Data Analysis

3.3.1 Broadband Phase Spectroscopy

The formalism used in this thesis was originally developed by Sachse and Pao (1978) and
was adapted by Rebecca Trousil, a Laboratory for Ultrasonics alumnus, in her Ph.D. thesis
(Trousil, 2002). All of the broadband phase velocity measurements discussed in this thesis
were made using the through-transmission method, so the formalism of phase spectroscopy
discussed will be based on this approach.

Figure 3.1 shows the two measurements needed for the phase spectroscopy method in the

case of a through-transmission experiment. The general complex frequency response at the
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Reference Path

AN i -

FiGUurE 3.1: Experimental set-up for a through-transmission experiment that measures the
frequency dependence of the phase velocity. The top panel depicts the reference signal in
which the ultrasonic pulse travels a distance L through water only before being detected.
The bottom panel shows the sample signal which travels the same path as the reference
except that a sample of thickness d is inserted between the transducers.
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receiving transducer can be expressed as,

U(l’, w) _ N(w>€i[k(w)a:+ia(w)z+§(w)] (31)

where N(w) is the frequency dependent amplitude, k(w) is the wavenumber, a(w) is the
amplitude attenuation coefficient, x is the propagation distance, and ( is an arbitrary phase
factor (Trousil, 2002). The reference trace corresponds to a signal that has traveled a distance
L in the host or reference medium, usually water. The complex frequency response of the

reference signal at the receiving transducer can be written as

Uref(iﬁ' = L,w) — [N(w)efaref(w)L] ,ei(kref(w)L+C(w))
(3.2)

07"5]“(37 e L’w)’ . eid)ref(w)

where |U,.y| is the magnitude of the complex frequency response and ¢,.s(w) is the phase

of the complex frequency response of the reference measurement.

The through-sample signal corresponds to a pulse that has traveled the same path as the
reference except that a portion of the path has been replaced with a sample of thickness d.
The complex frequency response of the sample measurement at the receiving transducer can

be written as

D = Lots) = [(T], T2 )N ()= rer =] _gilles (0 1i14(0)

h—s* s—h

(3.3)
= ‘Usamp<l’ = ij) . 6i¢8amp(w)

where ‘ Usamp

is the magnitude of the complex frequency response and ¢gqmp(w) is the phase
of the complex frequency response of the sample measurement (Trousil, 2002). The pressure

amplitude transmission coefficients, TV

P .and T?,, in Equation 3.3 account for the partial
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transmission of the incident wave at the boundary between the host medium and the sample
(h — s) and at the boundary between the sample and host medium (s — h).

The phase velocity can be determined from the phase difference between the reference and
the sample measurement. The phase difference can be obtained by subtracting Equation 3.2

from Equation 3.3 to obtain

A¢<w>=¢mmp<w>—¢ref<w>:wd( ! 1) (3.4)

vs(w) o,

By rearranging the terms in Equation 3.4, an expression for the phase velocity in the sample

can be obtained

) = o (wd ¥ :wa)) 335)

In all the experiments discussed in this thesis, the host medium was water. The phase
velocity of the water was calculated using a fifth degree polynomial developed by Marczak
that depends on the water temperature (Marczak, 1997). In order to calculate the phase

velocity in Equation 3.5, the phase difference, A¢(w), must be determined.

Determining the Experimental Phase Difference

For both the reference measurement and the sample measurement, phase is being accu-
mulated from the instant the transmitting transducer is excited to when the received signal
is detected. This phenomena of accumulating phase in the frequency domain as the signal

propagates in time can be described by the Fourier Shift Theorem

Flfit—a)] = e_iawﬁ(w) (3.6)
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where a is the shift in the time domain, F is the Fourier transform, and F(w) is the Fourier
transform of f(¢) (Bracewell, 2000). However, the amount of phase accumulated is different
between the water measurement and the sample measurement due to replacing a portion of
the water path with a sample of thickness d. The accumulated phase at a specific frequency

per distance traveled can be calculated by the wavenumber defined as

k(w) = (3.7)

where w is the angular frequency and v(w) is the phase velocity. For example, if we consider
an experiment with a host medium of water with a phase velocity of 1480 m/s and a plastic
sample with a velocity of 2200 m/s at 1 MHz, the corresponding wavenumbers would be
kref(IMHz) = 4,243 rad/m and Kgqmp (1M Hz) = 2,855 rad/m, respectively. This calculation
indicates that the phase accumulates more slowly in the medium with the higher phase
velocity, in this example, the plastic sample. Since the difference in the accumulated phase
between the reference signal and the sample signal depends upon the difference in their
phase velocities, the phase difference can be used to calculate the phase velocity of the
experimentally measured sample.

The total experimental phase associated with the reference signal and the through-sample

signal can be expressed as

rer(w) = (851, (W) + 2mm) + wriel +wrlil, (3.8)
Psamp(W) = (Pt 1 (W) + 21n) + WTit + w7y (3.9)

where ¢gp;f, is the phase of the shifted (or symmetrized) spectrum, 27m and 27n are ambi-

guities in the shifted reference and sample phase spectra, Tgeiqy is the b-delay time, and 74 ¢+
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is the amount of time the signal is shifted. The formalism used here originated with Trousil
(2002) and was modified by Benjamin Johnson (2012). The phase difference in Equation 3.4

can be re-written in terms of Equation 3.8 and Equation 3.9 so that

AP(W) = Gsamp(w) = Pref(w)
= [(omm (@) = @5lp@)) + 2mm = )|+ w (o = 7ich, ) +w (7ot = i)
(3.10)
where the quantity (m — n) is known as the phase sheet offset. A description of each
component in Equation 3.10 is detailed in the following paragraphs.

samp
The terms Telay

and Tgflj;y refer to the trigger delay (b-delay) which informs the oscil-
loscope to start digitizing the rf signals after some time has elapsed relative to the time of
excitation of the transmitting transducer. This permits the signal of interest to be centered
on the oscilloscope window and viewed over an expanded time interval. However, the total
phase associated with an rf signal must take into account the phase accumulated up to the
b-delay time and the phase accumulated within the digitized window.

The phase spectrum associated with an rf signal, termed ¢4p;f+ is obtained from the
argument of the Fourier transform of the rf trace,
Im [U(w)]
Re [U(w)]

1

Gshift(w) = tan~ (3.11)

The phase calculated in Equation 3.11 is restricted on the interval [—m, +7]. This restriction
causes the phase spectrum to wrap at its £7 boundaries, resulting in a phase that rapidly
changes with frequency as shown in Figure 3.2. Since this function is a four quadrant inverse

tangent, the resulting phase spectrum is ambiguous to integer multiples of 27, which requires
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FIGURE 3.2: The effects of shifting the radiofrequency (rf) trace. The top panel shows that
if a signal is not shifted (or symmetrized) the phase rapidly changes over the bandwidth. In
the bottom panel, the same signal has been shifted using the peak positive criterion, allowing
the phase to change more gradually over the bandwidth.

the inclusion of the phase sheet offset in Equation 3.10.

In order to allow the phase spectrum to vary more slowly with frequency, the rf signal
is shifted or symmetrized prior to calculating its phase spectrum. This symmetrization
reduces the amount of phase wrapping that occurs by distributing the energy in the pulse
evenly about the ends of the digitized recording. There are numerous methods for shifting
or symmetrizing an rf signal. The approach used in this thesis is to shift the peak positive
voltage to the start of the digitized record, wrapping earlier points to the end of the trace.

This approach is illustrated in the bottom row of Figure 3.2 along with the corresponding
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F1GURE 3.3: The effects on the phase velocity results by using different phase sheet offsets
(m-n). The correct phase sheet is (m-n) = 0, which produces the least amount of dispersion.

By changing the phase sheet offset by one integer the phase velocity as a function of frequency
changes quite dramatically.

phase spectrum. The figure demonstrates the significant change in the phase spectra that
occur due to shifting the rf signals. The term 74, in Equation 3.10 is the amount of
time the rf signals were shifted when performing the symmetrization process. The last term
needed to determine the phase difference is the phase sheet offset or the (m —n) term. In the
majority of experiments performed in this Laboratory, the value for (m —n) is often 0 or 1.
This is true for samples that exhibit modest dispersion over the experimental bandwidth.
For studies of cancellous bone, the phase sheet offset may be larger (m —n = +2) since
dispersions might be greater. The effects of changing the phase sheet offset by one integer

are usually quite significant, as illustrated in Figure 3.3.
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3.8 Conventional Data Analysis

Two approaches that can be employed to resolve the phase sheet ambiguity are performing
narrowband phase velocity measurements or using the Kramers-Kronig relations (Trousil
et al., 2001). For most of the studies in this thesis, the Kramers-Kronig relation method was
used to determine the correct phase sheet offset. However, as discussed in Chapter 2, the
presence of overlapping fast and slow waves in cancellous bone can cause the phase velocity

to display apparent negative dispersion.

Kramers-Kronig Relations

The Kramers-Kronig relations were used to determine the correct phase sheet offset for
the broadband phase velocity measurements performed on plastic samples in Chapter 7 and
on some bone specimens in Chapters 4 and 6. The Kramers-Kronig relations also provided
a check on the experimentally measured dispersion based on the connection between the
dispersion and the attenuation coefficient in a material. If the attenuation coefficient of a
material is known or measured, the dispersion of the phase velocity can be predicted. In me-
dia exhibiting linear-with-frequency attenuation coefficients, the predicted dispersion can be
obtained from the nearly local Kramers-Kronig relations with one subtraction (Trousil, 2002;
Waters et al., 2003, 2005). If a sample has an attenuation coefficient that follows a frequency
power law with an exponent greater than 1, then two or more subtractions are necessary to
obtain the correct Kramers-Kronig relations (Trousil, 2002; Waters et al., 2000). The plastic
samples investigated in this thesis (Chapter 7) all exhibit linear-with-frequency attenuation
coefficients; therefore the nearly-local Kramers-Kronig relations with one subtraction were

used. The frequencies (500 kHz and 1 MHz) used in the bone studies presented in this
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thesis have been shown both in experiment (Chaffai et al., 2000; Jenson et al., 2006) and
in simulation (Bossy et al., 2005) to produce linear-with-frequency attenuation coefficients.
For frequencies greater than approximately 1.2 MHz, the attenuation coefficient might be
better characterized using a power law fit with the exponent greater than 1.

For media with a linear attenuation coefficient of the form

a(w) = a(w.) + %(w — W) (3.12)

where [ is the slope of the amplitude attenuation coefficient and w, is the angular frequency
at the center of the bandwidth, the nearly-local Kramers-Kronig relations with one sub-
traction were employed to predict the dispersion and to verify the phase sheet offset. The
predicted dispersion for the nearly-local Kramers-Kronig relations with one subtraction is
approximately given by

1 1 2

o) o(wn) = —;%ln (w/wo) (3.13)

where v(w) is the phase velocity as a function of frequency and wy is some frequency in the
usable bandwidth, generally the center frequency. If the dispersion in the phase velocity is

small, then Equation 3.13 can be expanded to first order in the dispersion such that

v(w) — v(wy) =~ [U(u;#ln (w/wp) (3.14)

The Kramers-Kronig relations do not predict absolute values for the dispersion, just relative
differences in the phase velocity. In order to compare the Kramers-Kronig prediction to
experimental phase velocity measurements, the phase spectroscopy derived phase velocity at

band center was used to set the absolute value of the Kramers-Kronig prediction dispersion
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F1GURE 3.4: The phase velocity as determined by phase spectroscopy of the plastic Lexan
along with the dispersion prediction by the nearly-local Kramers-Kronig relations with one
subtraction.

(wo = 27 f.). An example of Kramers-Kronig dispersion prediction along with the phase
velocity measured using phase spectroscopy (phase sheet offset = 0) for a sample of Lexan,
with an average slope of attenuation 8 = 4.6 dB/cm/MHz and v(wy) = 2238 m/s, is shown

in Figure 3.4.

3.3.2 Determination of the Attenuation Coefficient

The attenuation properties of a medium can be determined using the same through-
transmission measurements acquired for the phase velocity, shown in Figure 3.1. The
frequency-dependent attenuation coefficient is determined using the log-spectral subtrac-
tion method (Trousil, 2002; Ophir et al., 1984), which compares the signal traveling through
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a sample to the signal traveling only through water. The reference (water-only) power spec-

trum, |V,.;(f)]?, received by the transducer is given by

f/ref(f) . [ef%ost(f)-L]2 (3.15)

'

where |E0( )|? represents the frequency-dependent responses of both transducers and the
electronics, s (f) is the amplitude attenuation coefficient of the reference medium (water
for all studies in this thesis), and L is the distance between the two transducers (Trousil,
2002).

When the sample, of thickness d, is inserted into the path (Figure 3.1), the received
power becomes
‘2

 [emnont(DL=d]? . [emasmmn(O)a]® ] (3.16)

s—h

‘;;amp (f)

where vgump(f) is the amplitude attenuation coefficient of the sample, T}, _ is the intensity
transmission coefficient at the boundary between the host medium and the sample, and

TL,, is the intensity transmission coefficient at the interface between the sample and the

host medium. Each of the intensity transmission coefficients in Equation 3.16 has the form

4)21.22

2

I _
Tl%Z -

i — (3.17)
‘Zl + 7,

where Z, and Z, are the complex acoustic impedances of the two media (water and sample).
In much of our Laboratories’ previous work in soft tissues and solids, and in the majority of

this thesis, the complex acoustic impedance was approximated as a real quantity

1 ()4 (§)+
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3.8 Conventional Data Analysis

where p is the mass density of the medium and v is the phase velocity. This approximation
can only be implemented when the attenuation coefficient, «, is small compared to the
propagating portion of the complex wave number, k.

In principle, the system dependent effects, described by |Eo(f)|?, can be eliminated by

dividing the reference power spectrum by the sample power spectrum yielding

|‘~/'r'e (f)’g €2d(asamp(f)—0éhost(f))
() ! 2 - TI TI : (319)
Vsamp(f)] s Laosn

At the frequencies used in this thesis, the attenuation coefficient of the sample, ®sgm,(f), is
several orders of magnitude larger than the attenuation coefficient of the host medium (wa-
ter), anost(f). The attenuation coefficient in water is on the order of 107* Np/cm at 1 MHz
(Trousil, 2002; Markham, 1951), whereas the attenuation coefficients of the bone specimens
studied in this thesis ranged, on average, from 0.6 to 4.4 Np/cm at 1 MHz. Therefore, for
the attenuation measurements presented in this thesis, the attenuation coefficient of water
was considered to be negligible and Equation 3.19 could be rewritten as

Vier (|2 e2daseme(f)
|‘7samp(f>|2 Tff—)s ’ Tslah.

(3.20)

Equation 3.20 gives the measured signal loss, whereas experimentally, the attenuation co-
efficient is often expressed logarithmically in units of decibels [dB]. Equation 3.20 can be

converted from base-e to base-10 logarithm using the standard logarithm rule

Ina=1n10-loga (3.21)
to give
~ ~ 20
1010g (Vs (F)I*) = 10108 (Veamp(F)I?) = 175 - [@samp(£) -] = 1010g[T,, - T, ). (3:22)
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The natural units of the attenuation coefficient are Np/cm. The factor of 20/In10 is a
conversion factor between Nepers (base-e) and decibels (base-10) and has the approximate
value of 8.686 dB/Np. Equation 3.22 illustrates why the approach to calculating the signal
loss is often called ”log spectral subtraction”, since the two terms on the left side are the
reference and through-sample power spectra, respectively. Equation 3.22 can be solved for

the parameter of interest, aamp(f), in units of dB/cm

ol f) = = [10108 (Vres (D7) — 10108 ([Tl F)P) + 10108 (T, TL)| - (3:23)

The attenuation coefficient of the sample, vsomp(f), in Equation 3.23 can be determined
by following the steps illustrated in Figure 3.5. The first step is to calculate the water-path
only (reference) power spectrum and the through-sample power spectrum from the acquired
reference and sample radiofrequency (rf) signals (top panel of Figure 3.5). Log spectral
subtraction of these two power spectra generates the frequency-dependent signal loss shown
in the second panel of Figure 3.5. The signal loss contains not only the loss incurred within
the sample but also the loss incurred at the interfaces. To obtain the attenuation coefficient,
which is the bulk loss per unit length, the insertion loss must be subtracted from the signal
loss (panel 3 of Figure 3.5) and the result divided by the sample length, d (panel 4). The
frequency-independent insertion losses (panel 3) can be determined two ways. The first
method is using the intensity transmission coefficients, defined in Equation 3.17, and shown
as the final term in Equation 3.23. This method requires knowledge of the sample’s density
and velocity in order to calculate the acoustic impedance of the sample (Equation 3.18).

An alternative method for determining the insertion losses is to find the zero-frequency
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FI1GURE 3.5: The steps needed to determine the attenuation coefficient of the sample. The
first step is to calculate the power spectra of the reference and sample traces. The signal
loss is obtained by the difference between the sample and reference power spectra. Next the
insertion losses, or the losses at the boundaries, must be subtracted from the signal loss.
The attenuation coefficient is obtained by then dividing the result of the previous step by
the sample thickness.

48
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intercept of a least-squares fit to the signal loss versus frequency plot. The vertical offset
(at zero frequency) of the signal loss should, in principle, be the total interface loss. Thus,
after compensation for these losses, the resulting attenuation coefficient should be zero at
zero frequency. With experimental data, this technique does not usually produce reasonable
insertion loss values. It has often been observed that the signal loss intercept is a negative
value, implying that energy was gained. This can be seen in Figure 3.6 which displays the
insertion loss for Lexan predicted by the transmission coefficients (red line) and the insertion
loss determined using the zero-frequency intercept of the signal loss versus frequency plot.
Diffraction and phase cancellation at the face of the receiving transducer, topics which are
discussed later in this chapter, may be possible explanations of why the intercept of the
signal loss does not provide a reasonable estimate of the insertion losses. The physics of
how the ultrasound beam interacts with the sample at very low frequencies (approaching
zero) is difficult to assess. The assumption that the signal loss is approximately linear with
frequency may break down as the frequency being used approaches zero (and the wavelength
increases).

In studies of cancellous bone, the presence of two waves that often overlap in time, makes
determination of the insertion losses using the above methods very difficult or impossible.
Typically, the insertion losses are considered to be negligible in comparison to the bulk losses
occurring in the bone (McKelvie and Palmer, 1991; Strelitzki and Evans, 1998). Therefore,
in the majority of bone studies, the attenuation reported is actually the signal loss or the
normalized (by the sample length) signal loss and not the fully compensated attenuation

coefficient (Equation 3.23).
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FIGURE 3.6: The insertion losses of Lexan determined using two methods: (1) the intercept
of a least-squares fit to the signal loss vs. frequency curve (gray dashed line) and (2) calcu-
lation of the transmission coefficients in the last term of Equation 3.23. The solid black line
is the experimentally acquired 2.25 MHz Lexan data. The right panel is a zoomed in portion
of the left panel and shows that the intercept of the signal loss curve produces a negative
insertion loss.

Another parameter of interest to characterize the lossy properties of a sample is the slope
of the attenuation, 5. In most studies of soft tissue (Goss et al., 1978; Mimbs et al., 1980;
Mottley and Miller, 1990; Gibson et al., 2009), the attenuation coefficient rises approximately

linearly with frequency
Qsamp(f) = BS. (3.24)

The slope of the attenuation, (3, is considered to be a more robust parameter than the atten-
uation coefficient because it is less susceptible to potential errors such as those arising from
diffraction. The attenuation coefficient in hard tissue, such as bone, is approximately linear
only over a more limited range of frequencies than in the case of soft tissue. The attenuation
coefficients of bone are typically linear over frequencies ranging from approximately 0.3 MHz

to 1.3 MHz (Strelitzki and Evans, 1996; Chaffai et al., 2000; Jenson et al., 2006; Waters and
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Hoffmeister, 2005; Barkmann et al., 2008; Wear, 2008). The slope of attenuation () gener-
ally reported is the slope of a linear fit to the frequency-dependent signal loss (in contrast to
the attenuation coefficient) and is referred to as the ”Broadband Ultrasound Attenuation”
(BUA) or, if normalized by the sample thickness, the "normalized Broadband Ultrasound
Attenuation” (nBUA) (Petley et al., 1995; Langton and Hodgskinson, 1997; Langton and

Njeh, 2008).

3.4 Bayesian Probability Data Analysis

3.4.1 Background

The conventional methods of data analysis detailed in Section 3.3 are useful for data that
contain only one wave mode or contain multiple signals that can be separated completely
using time gates. For some through-transmission studies on cancellous bone, the fast and
slow waves are separated and clearly distinct in the time-domain, thus permitting the use of
conventional analysis methods. However, in certain circumstances, the two waves overlap,
sometimes significantly, in the time-domain causing difficulties in resolving the individual fast
and slow waves (Hosokawa and Otani, 1998; Padilla and Laugier, 2000; Marutyan et al., 2006;
Haiat et al., 2008; Anderson et al., 2008). If conventional analysis methods are applied to
data containing multiple interfering wave modes, the resulting apparent ultrasonic properties
may differ substantially from the ultrasonic properties of the individual fast and slow waves
(Marutyan et al., 2006; Anderson et al., 2008), as shown in Figure 3.7, which illustrates the

results of processing simulated data. Our Laboratory has shown that the observed anomalous
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negative dispersion reported by many laboratories (Strelitzki and Evans, 1996; Droin et al.,
1998; Wear, 2000b; Waters and Hoffmeister, 2005; Anderson et al., 2008; Marutyan et al.,
2006; Pakula et al., 2009) may result from analyzing interfering fast and slow waves as if
only one wave were present (Marutyan et al., 2006; Anderson et al., 2008). Therefore, it
appears that an alternative method of analysis needs to be applied to overlapping fast and
slow wave data in order to determine the true ultrasonic properties of the bone.

One solution would be to solve the inverse problem: recover the individual properties
of the fast and slow waves from acquired mixed-mode data. Our Laboratory proposed a
technique that implements Bayesian probability theory to provide estimates of the ultrasonic
properties of individual fast and slow waves (Marutyan et al., 2007a,b; Anderson et al., 2010).
Subsequently, several other approaches have been investigated to address the inverse problem
in studies of cancellous bone (Sebaa et al., 2008; Dencks et al., 2008; Dencks and Schmitz,
2013; Wear, 2010b,a, 2013). The following sections describe the wave propagation model
used in the calculations as well as how the Bayesian algorithm calculates estimates of the

ultrasonic parameters.

3.4.2 Two-mode wave propagation model

Figure 3.8 illustrates the division of an incoming ultrasonic wave into fast wave and slow
wave components resulting from propagation through a bone specimen of thickness d. In

the frequency domain, propagation through cancellous bone can be modeled as

Output(f) = Input(f) [ Hrast(f) + Haou (/)] + 1 (3.25)
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FiGure 3.7: Effects of performing conventional one-mode analysis on a simulated mixed-
mode signal. The top two rows show individual waves and their respective phase velocities
and attenuation coefficients. The bottom row shows the mixed-mode signal resulting from
adding signal 1 and signal 2 along with the phase velocity and attenuation coefficient obtained
from conventional (one-mode) analysis. Both the phase velocity and attenuation coefficient
results of the mixed-mode signal display artifacts caused by the interference of the two waves.

23



3.4 Bayesian Probability Data Analysis

Wave Propagation Model

B Sfd i(ot=k  d)
Aﬁ,ste fust’® 5 fast

+

- ﬁslow fde i ( wt—ksfowd)

o (O1—H)

e

slow

w 0)]
where k = and kslaw -

Sast slow

FI1GURE 3.8: The two-mode wave propagation model used in the Bayesian probability theory
analysis. The incident (input) wave is divided into a fast wave and a slow wave in the bone
specimen. The output (mixed-mode) wave is the sum of the fast and slow waves.

where Output(f) and Input(f) are the complex Fourier spectra of the model waveform
and the transmitted ultrasonic signal, respectively, and n is an additive noise term. For
experimentally acquired data, a reference water-path-only signal was used as a source for
Input(f). The transfer functions, Hy.s(f) and Hgew(f), in Equation 3.25 for the fast and

slow waves are given by

12 fd
Hfast(f) = Afast eXp(_ﬂfastfd) €xp (%‘ast{f)) (326)
Hslow(f) == Aslow exp(_ﬂslowfd) exXp (CZZQW{?)> (327)

where Ay,q and Agy, are the frequency-independent amplitudes of the two waves, 845 and

Bsiow are the slopes of attenuation, d is the sample thickness, and cgqs¢(f) and cgon(f) are the
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phase velocities for the fast and slow waves. The parameters, A, and Ag,, are constrained
to lie between 0 and 1, indicating that the amplitude of the fast and slow waves must be
less than or equal to the amplitude of the reference (water-path-only) signal. In order to
satisfy the causality-induced Kramers-Kronig relations, the phase velocities are related to

the attenuation coefficients by

cpan() = eranl ) + epaa 2252 10 (L) (3.25)
Cslow(f) - Cslow(fO) + [Cslow(fO)]QB;gw In (%) (329)

where fj is a reference frequency within the experimental bandwidth, typically the nominal
center frequency of the transducer. Based on Equations 3.28 and 3.29, the fast and slow
wave phase velocities are required to increase logarithmically with frequency, thus exhibiting
positive dispersion.

In Equations 4.2 - 3.29, Bfqs and S0, are written in natural units of Nepers per length
per frequency [e.g. Np/ecm/MHz]. Since nBUA is more commonly reported in units of
decibels per length per frequency [dB/cm/MHz], nBUA values reported in the remainder of

this thesis will be in units of dB/cm/MHz.

3.4.3 Bayesian parameter estimation

The Bayesian-based approach used in this thesis parallels closely to methods previously
developed and tested by members of this Laboratory (Anderson et al., 2010; Anderson, 2010;
Marutyan et al., 2007a,b). All of that work was inspired by the creative contributions of
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F1GURE 3.9: Schematic illustrating the use of the Bayesian algorithm.
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Bretthorst and Jaynes (Jaynes and Bretthorst, 2003; Bretthorst, 2005).

As illustrated in Figure 3.9, Bayesian probability theory can be used to give the most
probable estimates for the six propagation parameters (Ayust, Asiow, Bfasts Bsiows Cfasts Csiow)
in the model above. These terms can be represented by a vector © = {Ayqst, Brasts Crast(fo),
Agtows Bstow, Csiow(fo)}. The joint posterior probability for all the parameters, ©, given the
experimental data and any prior information is obtained by applying Bayes’ Theorem

P(D|®, I)P(O|I)
P(D,1)

P(O|D, 1) = (3.30)

where D is the acquired experimental data, such as the reference and sample signals, and [
is the relevant background information, such as the propagation model. The term P(D|©, I)
is known as the likelihood, or the direct probability for the data given the parameters (©)
and prior information (/). P(0|I) is the joint prior probability for the parameters given only
background information. The term in the denominator of Equation 3.30 is considered to be
a normalization factor.

In the work presented in this thesis, the likelihood function (P(D|©,I)) was assigned
using a Gaussian prior probability to represent what is known about the noise (Anderson,
2010). The dependence on the standard deviation of this Gaussian was removed using
marginalization with a Jeffreys prior (Jeffreys, 1961). The joint prior probability, P(©|I),
can be factored into the product of the prior probabilities of each individual parameter using

the product rule (Cox, 1946) of probability theory

PO|I) = P(Agast|I)-P(Brast|I)-P(crast(fo) 1) P(Asiow| 1) P(Bsiow| ) P(Csion(fo)|I). (3.31)

The factorization in Equation 3.31 assumes that the parameters are logically independent -
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that is, each prior probability depends only on the parameter of interest. For instance, it
is assumed that what is known about [.s does not depend on cge,. The individual prior
probabilities for the six parameters were assigned using bounded Gaussian distributions
described by 4 parameters: mean, standard deviation, upper bound and lower bound. The
priors are chosen to be general enough such that the results of the parameter estimation are
not dependent on the specific values used. The mean is chosen to be the midpoint between
the upper and lower bounds, and the standard deviation is chosen to one half of the difference
between the upper and lower bounds.

In order to determine the most probable value (posterior probability) for each parameter,
a procedure called marginalization is applied to the joint posterior probability so that the
dependence on the other five parameters is removed. For example, the marginalized posterior

probability for Ay, is computed as

P(Apuel D T) = / / / / / P(O1D. 1) st s fo) dAsion@Buonleaonl fo).  (3.32)

The posterior probabilities for the other parameters can be obtained in a similar way by
marginalizing over all the parameters except the one of interest.

Equation 3.32 represents a complicated five-dimensional integral that must be repeated
six times, once for each parameter in the model. These multi-dimensional integrals are
difficult or impossible to evaluate analytically. Therefore, a Markov chain Monte Carlo
simulation with simulated annealing was employed to determine an approximate solution.
A Markov chain is a discrete stochastic process in which samples are drawn from a state

space, and the current state (i) depends only on the previous state (i — 1). In the Bayesian
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algorithm, a Markov chain is initialized at an arbitrary location in the parameter space set
by the prior probability densities. The chain eventually converges to the desired posterior
probability density (Anderson, 2010).

The steps within a Markov chain are determined using the Metropolis-Hastings algorithm
(Metropolis and Ulam, 1949; Metropolis et al., 1953; Hastings, 1970). This algorithm works
by proposing a move within a certain region from the current location. The move to the new
location is accepted if the probability at the new location is higher than the probability at

the current location. However, even if the proposed location has a smaller probability than

prob(newlocation)

prob(oldlocation) (Anderson,

the current location, the move is still accepted with probability
2010). Therefore, some downhill moves are allowed, although small downhill moves are more
favorable than large downhill moves.

To help prevent Markov chains from becoming trapped on a local maxima, simulated
annealing can be introduced to the Bayesian algorithm (Kirkpatrick et al., 1983). This allows
the chains to explore a series of intermediate probability densities for a sufficient number
of Metropolis-Hastings steps. An advantage of simulated annealing is that it can be easily
parallelized, thus allowing for multiple independent Markov chains to be run simultaneously
and in parallel (Anderson, 2010). The use of multiple Markov chains provides another
safeguard against local minimum because low-probability chains can be "killed” and replaced
by higher-probability chains.

Further details on Bayesian probability theory are given by Jaynes and Bretthorst (2003),

Sivia and Skilling (2006), Bretthorst (2005), and the doctoral thesis of Christian Anderson

(2010).
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3.5 Comparison of conventional and Bayesian methods

of analysis

Conventional and Bayesian methods were discussed above as possible techniques to an-
alyze data from cancellous bone. Although the two methods evaluate similar parameters,
there are fundamental differences between the two methods that require consideration. Con-
ventional analysis is carried out entirely in the frequency-domain, whereas the Bayesian
analysis does the comparison of the model-generated wave and the experimental wave in the
time-domain.

Both conventional and Bayesian analysis methods measure the phase velocity of the
sample. Conventional methods, using phase spectroscopy, give the phase velocity over the
entire usable bandwidth. In contrast, the Bayesian estimation technique gives the phase
velocity at a specific frequency, fy, which is usually chosen to be the center frequency of
the usable bandwidth. The phase velocity at other frequencies can be determined using the
Kramers-Kronig relations (Equations 3.28- 3.29), which can be applied separately for both
the fast and slow waves.

Similarly, both methods of analysis give values of 8. As discussed above, ( is properly
defined as the slope of the attenuation coefficient plotted as a function of frequency, which has
had the insertion losses removed. However, in most studies of bone, the reported g or nBUA
value is actually the slope of the signal loss, which still includes the loss at the boundaries. In
spite of this, if the insertion losses are frequency-independent, the slopes of the attenuation

coefficient and signal loss are equal. Insertion losses are dependent on the relative acoustic
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3.5 Comparison of conventional and Bayesian methods of analysis

impedances at the boundary. As indicated in Equation 3.18, impedances (and consequently
insertion losses) can be frequency dependent, but are approximately independent of frequency
if the ratio of a/k is sufficiently small. Because the Bayesian method performs the comparison
of the model-generated wave and the experimental wave in the time-domain, the estimated
values for Byqs and By, may be influenced by the estimation of the A 45 or Ago parameters,
since they also contribute to the overall loss of the signal.

Perhaps the most challenging parameters to interpret in the Bayesian method are the
fast and slow wave amplitudes, Ay, and Ay, It is assumed that these parameters account
for the frequency-independent (and distance-independent) losses, in contrast to the term
exp(—(fd) which accounts for the frequency and distance-dependent losses. In the case of
a one-mode signal, the A parameter should be equivalent to the (two surface) transmission
losses and therefore can be compared to the insertion losses calculated with conventional
methods using Equation 3.17. However, in the case of two-mode propagation, these ampli-
tude terms contain information about the distribution of the incident energy into the two
wave modes in addition to information about the insertion losses. The fact that both the
insertion losses and the distribution of energy occur at the same location - the boundary
- adds to the complexity of the problem (Hoffman et al., 2012). When an incident pulse
hits the boundary between the water and the specimen, there will be three resulting waves.
The reflected wave contains information corresponding to the insertion losses. There will
also be two transmitted waves, a fast wave with amplitude A,y and a slow wave with am-
plitude Ag,,. Since some of the incident waves energy is lost to the reflected wave, it is

difficult to determine a simple relationship between Afqs and Agy, or even to interpret the
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individual values of Aj,q and Age, (Hoffman et al., 2012). It is also possible that A,
and Ag,, also include contributions from diffraction and phase cancellation at the receiving
transducer (Anderson et al., 2010). Since diffraction and phase cancellation are dependent
on frequency, the assumption that Ay, and Agy, are frequency-independent might prove
inaccurate. Given all of these complicating factors, it is difficult to predict the expected

values of Ay,q and Agppy, in two-mode systems.

3.6 Other potential complicating factors

In addition to the difficulties caused by two overlapping wave modes, there are other
complicating factors that are not addressed in the conventional analysis method and are
not directly accounted for in the propagation model used in the Bayesian analysis method.
Perhaps the two largest potential factors are diffraction and phase cancellation at the face
of a piezoelectric receiving transducer (Bauer et al., 2008, 2009). Both of these effects
could introduce systematic errors, which could then influence the estimates of the ultrasonic
parameters, especially those involved in the signal loss (A fast; Asiow 5 Bfasts Bsiow) (Anderson,
2010). The sample thickness dependence observed in bone data (Chapter 6) and in plastic
phantom data (Chapter 7) presented in this thesis may be, in part, due to one or both
of these effects. The Bayesian analysis method may be more sensitive to diffraction and
phase cancellation effects than the conventional method. The Bayesian method performs
the comparison of the model-generated wave and the experimental wave in the time-domain,

in contrast to the case for conventional analysis which processes the data in the frequency
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domain. In the Bayesian approach, the estimated values for 845 and S0, may be influenced
by the estimation of the Afqs or Age, parameters, whereas in the conventional approach
the value of § is not influenced by the determination of the insertion losses. The effects of

diffraction on both conventional and Bayesian results will be discussed further in Chapter 7.
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CHAPTER 4

EFFECTS OF INTERFERING FAST AND
SLOW WAVES ON THE ULTRASONIC

PROPERTIES OF HUMAN CALCANEAL BONE

4.1 Preface

This Chapter details the methods and results of ultrasonic measurements made on human
calcaneal (heel) bone specimens. Phase velocity and apparent attenuation properties of
the bone specimens obtained from assuming one wave mode are compared to those results
obtained from a Bayesian two wave mode technique. Micro-computed tomography was also
performed on the samples to assess microstructural information. It was investigated whether
the Bayesian-derived ultrasonic parameters correlate with the clinically-relevant microCT
parameters. These results are presented in the peer-reviewed journal article, “Cancellous

bone fast and slow waves obtained with Bayesian probability theory correlate with porosity
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from computed tomography” by Joseph J. Hoffman, Amber M. (Nelson) Groopman, Mark
R. Holland, and James G. Miller and published in The Journal of the Acoustical Society
of America, Vol. 132, No. 3, pp. 1830-37 and in the conference proceeding, ”Single mode
analysis appears to overestimate the attenuation of human calcaneal bone based on Bayesian-
derived fast and slow wave mode analysis” by Amber M. (Nelson) Groopman, Joseph J.
Hoffman, Mark R. Holland, and James G. Miller for the 2012 IEEE Ultrasonics Symposium,

pp. 1015-18.

4.2 Introduction

It is well known that cancellous bone can support the propagation of two compressional
wave modes, referred to as the fast wave and the slow wave. Depending on the experimental
situation, these two wave modes can overlap substantially in the time-domain. Analysis
of this interfering two-mode signal can lead to misleading results of the bone’s ultrasonic
properties (Marutyan et al., 2006; Anderson et al., 2008; Bauer et al., 2008). To ensure
that the true ultrasonic properties of the cancellous bone are determined, the fast and slow
waves should be separated and analyzed individually. We have previously demonstrated
an approach utilizing Bayesian probability theory that is capable of isolating the fast and
slow waves, even in cases of extreme overlap and interference (Marutyan et al., 2007). This
Bayesian technique has proven successful at separating the two wave modes in experimental
data from both plastic phantoms (Anderson et al., 2010) and from cancellous bone (Nelson

et al., 2011).
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One significant determinant of fast and slow wave separation or overlap in the time do-
main is the angle of ultrasonic insonification. Previous studies have shown that for parallel
insonification or insonification along the primary direction of the trabeculae there are often
distinct fast and slow waves (Hosokawa and Otani, 1997, 1998). This means that these
waves can be separated using time gates and conventional methods of analysis. However, for
perpendicular insonification there often appears to be only one wave present in the received
time domain signal. Clinical bone sonometry systems applied to the heel involve propa-
gation perpendicular to the predominant trabecular orientation and these systems measure
quantitative ultrasound parameters assuming one wave.

There were three objectives for this study. The first objective was to isolate and identify
fast and slow waves in the case of perpendicular insonification of the calcaneus (heel bone).
The second objective was to compare directly the results of one-mode analysis and two-mode
(Bayesian) analysis. This comparison was designed to quantify the effects arising from the
presence of, and potential interference of, two waves on ultrasonic measurements of phase
velocity and broadband ultrasound attenuation. The third objective was to compare the
Bayesian-derived fast and slow wave ultrasonic properties to anatomical data acquired by

microCT (Hoffman et al., 2012).

71



4.3 Methods

4.3 Methods

4.3.1 Calcaneal sample preparation

Eight human calcaneal samples obtained from cadavers were prepared by sawing off the
cortical edges resulting in approximately rectangular specimens of only trabecular bone.
India ink was used to mark the medial face of the samples. The dimensions of the samples
were measured using digital calipers at five locations in each dimension. The thicknesses of
the samples, in the medial-lateral direction, ranged from 8.09 mm to 15.45 mm and are listed
in Table 4.1. The samples were defatted by soaking them for approximately 48 hours in a 1:1
solution of ethyl alcohol and acetone and then rinsing with a water jet (Ding et al., 1997).
The samples were then dried in a vacuum desiccator. The process of defatting resulted in
a loss of approximately 20-50% of the initial mass. Apparent mass densities of the defatted
specimens were determined by dividing the mass of the sample by the mean volume and can

be found in Table 4.1.

4.3.2 MicroCT measurements

Three-dimensional trabecular bone microstructure was measured by micro-computed to-
mography (SCANCO Medical vivaCT 40, Wayne, PA). The volume-of-interest (VOI) used
for the microstructural analysis included approximately 95% of the total sample volume.
The system was configured to have a spatial resolution of 17.5 ym in all three dimensions. A
grayscale threshold was chosen to be used for all of the scans. The threshold determines what
is categorized as bone (white) and what is categorized as not bone (black). If the threshold
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TABLE 4.1: Physical characteristics of the human calcaneal samples. The thickness mea-
surements listed are for the medial-lateral direction and are the mean plus or minus one
standard deviation of five measurements. The apparent mass density was calculated from
the mass and the mean volume. The bone volume fraction (BV/TV) was determined by
microCT measurements.

Sample Thickness (mm) Apparent Density (g/cm?) BV/TV
B-1 11.52 £ 0.18 0.22 0.086
B-2 11.74 £ 0.22 0.50 0.171
B-3 11.36 £ 0.26 0.49 0.213
B-4 8.09 £+ 0.52 0.47 0.198
B-5 15.45 £ 0.55 0.35 0.162
B-6 12.68 £ 0.15 0.48 0.165
B-7 12.44 £ 0.81 0.14 0.059
B-8 11.52 £ 0.40 0.24 0.116

is set too low, bone structures may appear much thicker than in the original, unsegmented
image. However, if the threshold is set too high, some bone structure might be missed or
thinned compared to the unsegmented image. Figure 4.1 shows the region of interest (ROI)
used for segmentation and the effects of thresholding on the eight calcaneal samples. From
these segmented and thresholded images, automated distance transformation algorithms
were used to calculate the following parameters: bone volume fraction (BV/TV), trabecular
number (Th.N), trabecular thickness (Th.Th), trabecular spacing (Th.Sp), structural model
index (SMI), and the connective density (Conn. D). Table 4.2 gives brief descriptions of

these structural parameters.
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Sample First slice of VOI Last slice of VOI Last slicz:::iéhreshold
B-1
B-2
B-3
B-4
B-5 Image unavailable
B-6 Image unavailable
B-7 Image unavailable
B-8

FiGURE 4.1: MicroCT images of the eight human calcaneal samples studied. The first
column shows the first slice in the volume of interest (VOI). The second column shows the
last slice in the VOI. The third column shows the last slice in the VOI after the threshold
has been applied (white = bone, black = not bone). The green boxes represent the region
of interest segmented for the measurements of bone histomorphometry in each slice.
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TABLE 4.2: Definitions and descriptions of the trabecular bone microstructural parameters
obtained from microCT.

Abbreviation Variable Description Units
BV/TV Bone volume fraction Ratio of the segmented bone volume to the total volume of %
the ROI
Th. N Trabecular number Measure of the average number of trabeculae per unit length 1/mm
Tb. Th Trabecular thickness Mean thickness of trabeculae mm
Tb. Sp Trabecular spacing Mean distance between trabeculae mm
SMI Structure model index Indicator of the structure of the trabeculae:
SMI = 0 for parallel plates and SMI = 3 for cylindrical rods
Conmn. D Connective density Measure of the degree of connectivity of trabeculae 1/mm?
normalized by the total volume (TV)

4.3.3 Ultrasonic measurements

Data were acquired in a water tank at room temperature (T = 21.1£ 0.1 C) using a
matched pair of 1.125 inch diameter, 1.5 inch focal length, broadband transducers (Pana-
metrics v391, Waltham, MA) nominally centered at 500 kHz in a through-transmission
arrangement. The two transducers were separated by approximately 76 mm (3 inches) or
twice the focal length. One hour prior to ultrasonic testing, the samples were degassed un-
derwater in a desiccator to remove any air trapped inside the samples. Since the specimens
were small and not all the same size, custom sample holders were constructed from high
density styrofoam as shown in Figure 4.2. The calcaneal samples were placed on a motion
controller located halfway between the transducers and were insonified with the ultrasonic
beam in the mediolateral direction, which is the same orientation used in clinical heel bone

sonometers. The excitation signal was a 500 kHz center frequency, single-cycle sine wave
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FIGURE 4.2: Sample holder consisting of a custom-cut piece of high density styrofoam
fit into a Delrin frame. The Delrin frame was attached to a computer-controlled motion
controller. Photograph by Amber Groopman.

burst with a peak-to-peak amplitude of 400 mV from a pulse/function generator (HP 8116A,
Palo Alto, CA). Before being sent to the transmit transducer, the signal was amplified by a
50 dB gain radiofrequency (rf) power amplifier (ENI 240L, Rochester, NY). Received signals
were first low-pass filtered (1.6 MHz) then amplified by a preamplifier (Panametrics 5676,
Waltham, MA) before being digitized using an 8-bit Tektronix oscilloscope (TDS 5052B,
Beaverton, OR). The time-domain traces were digitized at a rate of 50 MS/s (20ns/pt) and
temporally averaged 128 times. Radiofrequency data were collected at 9 individual sites in
the middle of each sample, as shown in Figure 4.3. These sites covered an 8 mm by 8 mm grid
with 4 mm spacing between data sites. The 4 mm spacing was chosen to correspond to the
theoretical 6 dB down beam width, which ensures that the sites are spatially independent.
The radiofrequency data acquired from the calcaneal samples along with reference (water

path only) time-domain traces were used as inputs into a Bayesian probability algorithm
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Medial
side
marking

FIGURE 4.3: Bone specimen with raster scan locations. The spacing between sites was
approximately 4 mm. Photograph by Amber Groopman.

that estimated the ultrasonic parameters of the separated fast and slow waves.

4.3.4 Bayesian parameter estimation

In this study, Bayesian probability theory was implemented to estimate a total of six
ultrasonic parameters: three for the fast wave (Afast, Bfasts Crast(f)) and three for the slow
wave (Asiow, Bsiow, Csiow(f)). These six parameters come from a model that represents the
received sample signal as the sum of a fast wave and a slow wave. The details of the ultrasonic
wave propagation model can be found in Chapter 3.

In the frequency domain, ultrasonic data through cancellous bone can be modeled as

Output(f) = Input(F) [ Hyost(f) + Hutou ()] (4.1)

where Input(f) and Output(f) are the complex Fourier spectra of the transmitted signal
and the received sample signal, respectively. In this study, a reference water path only signal

was used for Input(f). Hyqst(f) and Hgey(f) are the transfer functions for the fast and slow
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4.3 Methods

TABLE 4.3: Prior probability distributions for each model parameter. The means and
standard deviations define Gaussian distributions that are bounded by the minimum and
maximum values.

A fast Asiow B fast Bstow c fast<500 kHZ) Cslow(500 kHZ)
(dB/em/MHz) (m/s)
Minimum 0 0 0 0 1500 1300
Mean 0.5 0.5 21.7 21.7 1750 1500
Maximum 1.0 1.0 43.3 43.3 2000 1700
Std. Dev. 0.5 0.5 21.7 21.7 250 200

waves. The transfer function for the fast wave is given by

(4.2)

Hfast(f) = Afastexp(_ﬂfastfd>€l’p ( ZZT(fd )

Crast(f)

where Ay.q is a frequency-independent loss term, Bfqs is the slope of attenuation for the
fast wave, d is the sample thickness, and ¢, (f) is the phase velocity for the fast wave. The
transfer function for the slow wave, Hy,, ( f), has the same form as Eq. 4.2; the subscript A o
is replace with Ag,,. In order to satisfy the causality-induced Kramers-Kronig relations, the
phase velocities were required to increase logarithmically with frequency, thus exhibiting
positive dispersion.

For the Bayesian parameter estimation, the prior probabilities for each of the six parame-
ters were assigned to be bounded Gaussian distributions as shown in Table 4.3. The posterior
probability density functions for each of the parameters are five dimensional integrals. They

were approximated using a Markov chain Monte Carlo simulation with simulated annealing.
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4.3.5 Data Analysis

The same method of data analysis was applied to both the unseparated sample wave,
which likely consists of interfering fast and slow waves, and the Bayesian-separated fast wave
and slow wave.

Phase velocities were calculated using a phase spectroscopy technique, which determines
the phase velocity in a sample by comparing the phases of the Fourier transforms of a refer-
ence and a through-sample signal (Trousil, 2002). The frequency dependent phase velocity

of the sample was obtained from

2 fd

)= | s T e i) (4:3)

where ¢, is the speed of sound in water and ¢(f) is the difference in phase between the sample
and reference spectra. The phase velocities of the unseparated sample wave (Coqmp(f)), the
individual fast wave (crqs:(f)), and the individual slow wave (csiow(f)) were determined for
all 72 sites (9 sites per sample) studied.

The attenuation coefficient, in units of dB/cm, was determined by performing a log-

spectral subtraction technique of the form,

10log ((f/w(f)r) —10log (

2
V[ ) 10108 [, 7L
d

a(f) = (4.4)

and

- 2 2
where ’Vw(f)’ ‘

Vi(f)

are the power spectra of the reference and through-sample
signals, and T}, and TZ,, are the intensity transmission coefficients for the front wall and
back wall boundaries, respectively (Trousil, 2002). The insertion losses at the boundaries

between the water and sample (i.e., the third term in Equation 4.4) were neglected since the
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FIGURE 4.4: Top panel: The acquired sample radiofrequency data (solid black line) along
with the model generated with the parameters estimated by the Bayesian algorithm (dashed
orange line). Bottom panel: The individual fast wave (red line) and slow wave (blue line)
that comprise the model waveform shown in the top panel.

estimated interface losses for the samples in this study were less than 0.5 dB, which agrees
with the values found in the literature (McKelvie and Palmer, 1991; Strelitzki and Evans,
1998). The normalized slope of attenuation or broadband ultrasound attenuation (nBUA)
was determined by performing a linear fit of the attenuation coefficient over the bandwidth

from 350 to 630 kHz (the -6 dB bandwidth).
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4.4 Results

For all the sites interrogated, the Bayesian two-mode algorithm converged on a set of
parameters that produced a model wave that was similar to the acquired signal traveling
through the specimen. Radiofrequency (rf) data acquired from one representative site is
shown in the top panel of Figure 4.4. The model constructed from the parameters estimated
using the Bayesian probability technique is overlaid for comparison. To quantify the quality
of agreement between the model and the data, the coefficient of variation(CV) of the root-

mean-square-deviation (RMSD) was calculated for each spatial site and was defined as

RMSD B \/Zzz?($datu‘;§_zmodel,i)2

Ldata Tdata

CV(RMSD) = (4.5)

where Tg., is the mean of the observed data and n is the number of data points. The
CV(RMSD) was calculated for the data over a 22 us window. For the eight samples,
the CV(RMSD) ranged from 5.1% to 14.2% with an average value of 8.9%. These values
indicate satisfactory agreement between the data and models. The separated fast wave and
slow wave modes that make up the model waveform are displayed in the bottom panel of
Figure 4.4. As seen in this figure, the fast and slow waves overlapped substantially, with an
approximate 90 degree phase shift between the two waves. A similar trend was seen in the

signals from the other bone specimens.

4.4.1 Phase velocity

Phase velocity analysis applied to the unseparated sample wave revealed that 40 out of 72

total sites displayed negative dispersion as shown in Figure 4.5. In each of the eight samples,
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FIGURE 4.5: Left: The phase velocity and dispersion of the 72 sites investigated (9 sites
per sample). The black circles represent sites with positive dispersion and the green circles
represent sites displaying negative dispersion. Right: The number (out of 9 possible) sites
in each sample that displayed negative dispersion using single mode analysis.

at least one of the nine sites interrogated displayed negative dispersion. This appearance of
negative dispersion, which is in conflict with the causality-imposed Kramers-Kronig relations,
may indicate that there are two waves present in the received sample signal, as reported in
previous studies from our laboratory (Anderson et al., 2010). The average magnitude of
dispersion ranged from -77 m/s/MHz to +29 m/s/MHz. There was no apparent correlation
between the bone volume fraction of the sample and the sample’s average magnitude of
dispersion. The mean phase velocity at 500 kHz over all eight samples was 1565 + 52 m/s
(mean + SD) for the unseparated sample waves.

Phase velocity analysis of the separated fast and slow waves showed that these waves
exhibited positive dispersion, as required by the model. Figure 4.6 shows an example of the
frequency dependence of the phase velocity obtained from two-mode analysis. The fast and

slow wave phase velocity results for all 72 sites are shown in Figure 4.7. The mean phase
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FIGURE 4.6: The fast and slow wave phase velocities (N=9 sites) as a function of frequency
for bone sample B-4. The red lines represent the fast wave and the blue lines represent the
slow wave. Both fast and slow wave phase velocities display positive dispersion as required
by the model.

velocities at 500 kHz over all eight samples were 1645 + 68 m/s and 1523 + 40 m/s for the
fast and slow waves, respectively. Figure 4.8 shows the phase velocity at 500 kHz averaged
over nine sites for the sample wave, the individual fast wave, and the individual slow wave for
all eight specimens. The phase velocity obtained from the one-mode analysis of the sample
wave always lay between the fast and slow wave phase velocities estimated by the two-mode

Bayesian algorithm.
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squares).
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FI1GURE 4.9: The one mode attenuation coefficient as a function of frequency for bone sample
B-4. The black lines are the attenuation coefficients at each spatial site and the orange line is
the average + one SD. For all 9 sites, the attenuation coefficients were approximately linear
with frequency.

4.4.2 Broadband ultrasound attenuation (nBUA)

At all 72 sites interrogated, the attenuation coefficient of the unseparated sample wave
increased approximately linearly over the bandwidth. Figure 4.9 shows the attenuation co-
efficients at each of the nine sites interrogated from sample B-4, as well as the average atten-
uation coefficient. The average attenuation coefficients as a function of frequency obtained
from the one mode analysis are displayed in Figure 4.10 for all eight samples. The slope of
the attenuation coefficient, also known as the normalized broadband ultrasound attenuation
(nBUA), was determined by a least squares fit over the usable bandwidth. The mean nBUA

over all eight samples for the unseparated sample waves was 19.3 £+ 8.2 dB/cm/MHz.
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FIGURE 4.10: The average (N=9) attenuation coefficients obtained from one mode analysis
for each of the eight bone samples.

The attenuation coefficient curves for both the fast and slow waves were also linear with
frequency. Asillustrated in Figure 4.11, the attenuation coefficients of the fast and slow waves
had similar values. This was not necessarily expected because the fast wave attenuation is
often larger than the slow wave attenuation. However, the samples investigated in this study
had high porosities and therefore relatively less hard tissue to attenuate the signal. The
propagation direction (along the predominant trabecular axis) might also be playing a role
in why the attenuation coefficients of the fast and slow waves have comparable values.

The fast and slow wave normalized broadband ultrasound attenuations (nBUA) for all
72 sites are shown in Figure 4.12. This figure illustrates the substantial heterogeneity of
the bone samples; there is a large variation in nBUA values from site to site within a single

sample.The mean nBUA over all eight samples for the fast and slow waves were 5.6 + 4.0
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FIGURE 4.11: The fast and slow wave attenuation coefficients (N=9 sites) as functions of
frequency for bone sample B-4. The red lines represent the fast wave and the blue lines
represent the slow wave. Both fast and slow wave attenuation coefficients were linear with
frequency and displayed similar values.

dB/em/MHz and 4.1 + 3.0 dB/em/MHz, respectively. For some samples, specifically samples
B-1 and B-8, the slopes of attenuation for the fast and slow waves were approximately zero.
A possible explanation for these very small nBUA values is that both of these samples have
high porosities (91% and 88% respectively) thus the losses in the sample are small. An
alternative explanation is that there is truly only one wave present. Figure 4.13 compares
the average normalized slope of attenuation for the fast and slow waves to the average slope
of attenuation for the unseparated sample wave. The nBUA obtained from the one-mode
analysis of the sample wave was consistently larger than the nBUAs from either the fast

waves or slow waves.
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TABLE 4.4: Pearson’s correlation coefficients between the Bayesian parameters and the bone
sample’s structural parameters. Porosity is defined as (1-BV/TV). Negative values imply an
inverse relationship.

Bayesian Parameter Porosity Th.Sp Th.N Conn. D SMI
Cfast -0.85 -0.70 0.70 0.52 -0.87
Cslow -0.93 -0.80 0.79 0.61 -0.90
Bfast -0.80 -0.93 0.93 0.73 -0.64
Bsiow -0.72 -0.86 0.85 0.61 -0.61
Afast -0.54 -0.71 0.66 0.57 -0.40
Asiow 0.66 0.41 -0.39 -0.36 0.70

4.4.3 Correlation with structural parameters

The mean + SD porosity of the eight samples was 0.85 4+ 0.05. Table 4.4 shows the
Pearson’s correlation coefficients between the estimated Bayesian parameters and the mi-
croarchitectural parameters determined by microCT. Figure 4.14 shows the correlation plots
of the six Bayesian parameters with the porosity determined by microCT. The structural
model index (SMI) values, which can range from 0 for parallel plate architecture to 3 for
cylindrical rod architecture, had a mean of 1.43, suggesting that the bone samples had al-
most equal amounts of plate-like and rod-like structures. The best predictor of the fast and
slow wave speeds was porosity or (1-BV/TV). The best predictors of the slopes of attenu-
ation(nBUA) for the fast and slow waves were trabecular spacing (Tb.Sp) and trabecular
number (Th.N). Trabecular spacing and trabecular number were highly correlated with R?

= 0.99, thus the Pearson’s correlation coefficients for these two parameters with the Bayesian
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FIGURE 4.14: The Bayesian-derived parameters plotted against sample porosity. The top
plots show the three fast wave parameters and the bottom plots show the three slow wave
parameters. Porosity was determined by microCT. Each value shown is the mean of nine
independent sites plus or minus one standard deviation.

parameters would be expected to be almost identical. The best predictor for the ratio of

Afast 10 Agoy, which may provide a good measure of how the incident energy is divided
between the two modes, was trabecular spacing (Th.Sp).
4.5 Discussion

Regarding the comparison of one mode versus two mode analyses, the results of this
study showed two significant features: a phase velocity for the single mode that lay between

the fast and slow wave velocities and a broadband ultrasound attenuation for the single
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mode that was much greater than the broadband ultrasound attenuation values associated
with either the fast or slow waves. This suggests that the phase velocity from the one mode
analysis is a mixture of the fast and slow wave velocities. To explore this hypothesis, the
one mode phase velocity was taken to be a weighted sum of the fast and slow wave phase
velocities,

Csamp = A x Cfast + B * Cgion- (46)

The coefficients, A and B, in Equation 4.6 were determined by a linear best fit to a plot of
Csamp/Cfast VS. Csiow/Cfast- From this linear fit, it was determined that A = 0.25 and B = 0.75.
Thus, on average, the phase velocity of the unseparated signal contains approximately 75%
of the slow wave velocity and 25% of the fast wave velocity. Figure 4.15 shows the predicted
one mode phase velocity using Equation 4.6 and the one mode phase velocity determined by
phase spectroscopy.

The overestimation of the nBUA value for the single mode appeared to be due to the
significant interference of the fast and slow waves in the time-domain. The interference be-
tween these two wave modes was unintentionally being perceived as true signal loss occurring
within the bulk of the sample. Additionally, the conventional one mode analysis did not take
into account insertion losses (the losses at the boundaries of the sample). Therefore, all of
the loss must be accounted for in the slope of attenuation (nBUA) term. In contrast, the
Bayesian parameters, Afqs and Agyy, included the losses at the boundaries as well as how the
initial wave energy was divided between the two waves propagating in the sample. However,
as stated earlier in Section 4.3.5, the insertion losses estimated for the specimens studied in

this chapter were negligible in comparison to the losses occurring within the samples.
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FIGURE 4.15: The average phase velocity using one mode (phase-spectroscopy) analysis
(black squares) and the predicted one mode phase velocity (gray asterisks) using the weighted
sum of fast and slow wave velocities found in Eq. 4.6.

The dependences of the Bayesian ultrasonic parameters (Cfast, Csiows Bfasts Bsiows Afast/Asiow)
on the microarchitectural parameters were consistent with those previously reported (Chaffai
et al., 2002; Nicholson et al., 2001; Wear et al., 2012). The correlation coefficients between
Bast and porosity (r =-0.80) and B0, and porosity (r = -0.72) were slightly lower than those
reported for single-mode nBUA versus BV/TV by Nicholson et al. (2001), 0.86, Chaffaiet
al. (2002), 0.88, and Wear et al. (2012), 0.85. However, the correlation coeflicients for ¢ s
and porosity (r = -0.85) and ¢4, and porosity (r = -0.93) were similar to those reported
for single-mode phase velocity versus BV /TV by Nicholson et al. (2001), 0.86, Chaffaiet al.
(2002), 0.90, and Wear et al. (2012), 0.81. Differences in the correlation coefficients between
the present study and previous studies may arise as a result of the fact that these previous

studies were using the phase velocity and the slope of attenuation (nBUA) from an assumed
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FIGURE 4.16: The phase velocities and normalized slopes of attenuation (nBUA) obtained
from one mode analysis plotted versus porosity. Porosity was determined by microCT. Each
point is the mean plus or minus one standard deviation of nine spatial sites.

single wave, whereas in the current study the analysis was performed assuming two waves
are present. In order to investigate if the two-mode Bayesian parameters provided improved
correlations to clinically meaningful structural parameters, the results of the one mode anal-
ysis were plotted as functions of porosity as shown in Figure 4.16. The phase velocity and
nBUA results obtained from one mode analysis both correlated well with porosity (R =
0.93) and actually correlated better than any one of the Bayesian parameters. Although
this was unexpected, it may not be entirely surprising. With the assumptions that only a
single wave is present, the resulting values for the speed and the nBUA are presumably some
combination of the individual fast and slow wave speeds and nBUAs, respectively. This may
imply that the one mode results contain more information than any one Bayesian parameter.
However, it may be possible to combine the Bayesian parameters in such a way to improve

the correlations with the structural parameters, such as porosity.
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To justify the assumption of a two-mode model, a comparison was carried out to deter-
mine if the two-mode model fit the experimental data better than the one-mode model. For
this portion of the study, a Bayesian one-mode model was applied to the data using three pa-
rameters (Aone, Sones Cone) instead of the six parameters (Cast, Csiows Bfasts Bstows Afasts Asiow)
in the two-mode model. For all 72 sites investigated, the two-mode model produced a smaller
coefficient of variation (CV) of the root-mean-square-deviation (RMSD) than the one-mode
Bayesian model. This result might be expected because the number of adjustable parameters
was changed from 6 to 3.

The results from the one-mode Bayesian analysis were compared to the results obtained
from conventional (one-mode) analysis. The phase velocity, c,ne, obtained from the one-
mode Bayesian algorithm agreed well with the velocities obtained from the conventional
one-mode analysis (R* = 1.0), with an average percent difference of 0.18 £+ 0.11 m/s. The
nBUA values, f,,e, obtained from the one-mode Bayesian technique also correlated well (R?
= 0.93) with the nBUA values determined from the conventional one-mode analysis, however
the actual values differed. The nBUA values obtained from the one-mode Bayesian technique
were consistently smaller than those obtained from conventional one-mode analysis. The
mean difference in 5 between the two methods, AS, was 7.3 £ 3.1 dB/em/MHz for all
72 sites. Figure 4.17 shows the average differences in  between the conventional one-mode
analysis and the Bayesian one-mode analysis. As shown in the right panel of Figure 4.17, the
differences between the nBUA values obtained with the two methods of one-mode analysis
(Bayesian and conventional) were quite large for lower bone porosities and then decreased as

porosity increased. This trend with porosity held true even when A,,. was set to equal one
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FIGURE 4.17: Left: The average (N = 9) £ one standard deviation nBUA values obtained
from the one-mode conventional analysis (black squares) and from the one-mode Bayesian
analysis (gray diamonds) as a function of sample porosity. Right:The mean difference in 3,
Af, between conventional one-mode analysis and Bayesian one-mode analysis (shown in the
left panel) plotted versus sample porosity.

in the Bayesian one-mode model, which was more consistent with conventional one-mode
analysis where the insertion losses were considered negligible. The discrepancy between
conventional and Bayesian nBUA values also occur in other studies presented later in this
thesis (Chapters 6 and 7).

To investigate the reproducibility of the two-mode Bayesian algorithm, all 72 sites were
run through the algorithm five times using the same priors as shown in Table 4.3. In order

to quantify the reproducibility, the relative standard deviation (RSD) given by

RSD(%) =

QD

x 100 (4.7)

was calculated for each spatial site. Table 4.5 gives the mean RSD (N = 9) of each Bayesian
parameter for all eight samples. For four out of the six Bayesian parameters (Afast, Asiow,
Cfast, and Cgoy ), the RSD was less than 2.5% for all the samples, which suggests that the

Bayesian algorithm is robust and reproducible. However, for some of the samples, 845 and
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TABLE 4.5: The mean (over 9 sites) relative standard deviation (RSD) £ SD of the six
Bayesian parameters for the eight calcaneal samples studied. The RSD was calculated after
running all 72 sites through the Bayesian algorithm five times.

Mean relative standard deviation (RSD) %
Sample Cast Cslow ﬁfast ﬂslow Afasi Asluw

B-1 0.02 £ 0.03 0.01£0.01 29.7+£275 59.3+£503 0.61 £0.88 0.52£0.79
B-2 0.01 £0.00 0.00+0.00 0.43 £0.37 0.23+£021 0.27+£0.11 0.22£0.13
B-3 0.01 £0.01 0.00+0.00 328+£5.73 312+484 0.33+£0.15 0.25£0.11
B-4 0.08 £ 0.09 0.04+0.04 3.05+3.85 2.23+£3.29 1.62 £ 1.81 1.65+£1.94
B-5 0.03 £0.02 0.01£0.01 1.67 £ 1.56 1.20 £ 1.32 1.07 £ 0.92 1.00 £ 0.86
B-6 0.07 £ 0.07 0.03 £0.03 328 +2.38 1.85+ 1.65 214 +£2.15 203+£2.74
B-7 0.06 £ 0.05 0.04 £ 0.06 27.1£28.1 9.38+£17.5 243 +£247 2.09 £2.59
B-8 0.01 £0.00 0.00+0.00 599 +£46.5 90.4+£292 0.19+£0.11 0.09 £0.03

Bsiow had RSD values greater than 20%. This high degree of variation was associated with

values of 3 very close to zero.

4.6 Conclusions

The results of this study show that fast and slow waves identified by the Bayesian method
have properties that correlate with microstructural parameters, such as porosity. Results
also show that the Bayesian technique can separate the fast and slow waves even in cases
of significant temporal overlap. In light of potential artifacts caused by interfering fast and
slow waves, analyses performed on segregated fast and slow waves might represent a useful

step toward deriving additional diagnostically useful information from bone sonometry.
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CHAPTER 5

SIMULATION OF THE EFFECTS OF
OVERLAPPING FAST AND SLOW WAVES ON
THE APPARENT ATTENUATION OF

CANCELLOUS BONE

5.1 Preface

This chapter is based on the peer-reviewed journal article ”Determining attenuation
properties of interfering fast and slow ultrasonic waves in cancellous bone” by Amber M.
(Nelson) Groopman, Joseph J. Hoffman, Christian C. Anderson, Mark R. Holland, Yoshiki
Nagatani, Katsunori Mizuno, Mami Matsukawa, and James G. Miller and published in The

Journal of the Acoustical Society of America, Vol. 130, No. 4, pp. 2233-40.
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5.2 Abstract

5.2 Abstract

Previous studies have shown that interference between fast waves and slow waves can
lead to observed negative dispersion in cancellous bone. In this study, the effects of over-
lapping fast and slow waves on measurements of the apparent attenuation as a function of
propagation distance are investigated along with methods of analysis used to determine the
attenuation properties. Two methods are applied to simulated data that were generated
based on experimentally acquired signals taken from a bovine specimen. The first method
uses a time-domain approach that was dictated by constraints imposed by the partial overlap
of fast and slow waves. The second method uses a frequency-domain log-spectral subtraction
technique on the separated fast and slow waves. Applying the time-domain analysis to the
broadband data yields apparent attenuation behavior that appears to be larger in the early
stages of propagation and decreases as the wave travels deeper. In contrast, performing
frequency-domain analysis on the separated fast waves and slow waves results in attenuation
coefficients that are independent of propagation distance. Results suggest that features aris-
ing from the analysis of overlapping two-mode data may represent an alternate explanation
for the previously reported apparent dependence on propagation distance of the attenuation

coefficient of cancellous bone.

5.3 Introduction

Although dual-energy X-ray absorptiometry (DXA) is the current gold standard for di-

agnosing osteoporosis, quantitative ultrasound represents an approach for evaluating the
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quality of cancellous bone that has the potential for determining the likelihood of osteoporo-
sis (Hans and Krieg, 2008; Laugier, 2008; Frost et al., 2001). In Japan, ultrasonic screening
for osteoporosis is recommended by the government and is included in the publicly funded
annual health check. Cancellous bone is a porous material consisting of a matrix of solid
trabeculae filled with soft bone marrow. The heterogenous structure of cancellous bone can
result in the propagation of complicated ultrasonic waveforms that obfuscate measurements
and make the interpretation of results difficult.

Cancellous bone is known to support the propagation of two compressional wave modes,
often referred to as fast waves and slow waves (Hosokawa, 2010; Hosokawa and Otani, 1998,
1997; Mizuno et al., 2009; Haiat et al., 2008; Cardoso et al., 2003; Padilla and Laugier,
2000). In some experimental situations, the two waves are separated in the time-domain
data, whereas in other circumstances the two waves substantially overlap and may appear
as only a single wave. The degree to which the fast waves and slow waves overlap depends
on a number of factors including porosity, structural anisotropy, ultrasonic path length, and
the angle of insonification relative to the predominant trabecular orientation (Hosokawa and
Otani, 1998; Haiat et al., 2008; Mizuno et al., 2008; Lee and Choi, 2007).

When the fast waves and slow waves are clearly distinct and separated in time in the
radiofrequency data, each mode can be analyzed individually to obtain intrinsic ultrasonic
properties such as the attenuation coefficient and phase velocity. However, under circum-
stances in which there is overlap between the two wave modes, conventional analysis methods
may suggest potentially misleading material properties. Previous studies have demonstrated

that interfering fast wave and slow wave modes can account for the apparent negative dis-
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persion sometimes observed in measurements of cancellous bone (Anderson et al., 2011;
Marutyan et al., 2006b; Anderson et al., 2008; Marutyan et al., 2006a; Bauer et al., 2008).
This apparent negative dispersion arises when conventional phase spectroscopy analysis of
two overlapping waves is performed as if only one wave were present. Sometimes the presence
of an additional wave is not apparent in the RF signal.

One objective of the current study was to examine the effects of interfering fast and
slow waves on the determination of the attenuation properties of cancellous bone. A second
objective was to investigate the influence of the choice of methods employed to extract the

attenuation properties.

5.4 Methods

In this study, two methods for determining the attenuation properties as a function of
propagation distance were applied to the same simulated data to permit a comparison of the
relative advantages and disadvantages of the two methods of analysis. The two methods of
analysis include a previously reported time-domain technique (Nagatani et al., 2008) and a
frequency-domain technique performed on separated fast and slow waves. Details of these

methods of analysis are presented later in this section.

5.4.1 Generating simulated ultrasonic waves

The experimental observations that provided the basis for the simulated data employed in

this study were reported in a manuscript by Nagatani et al.(2008). In that study, through-
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transmission measurements were conducted on a 20 x 20 x 15 mm sample from a bovine
femoral head, which was immersed in degassed water. Planar PVDF transmitting and
receiving transducers were separated by 60 mm. The transmitter was excited by a single
cycle of a 1 MHz sinusoid. The direction of wave propagation was parallel to the predominant
bone axis. To investigate whether the fast wave attenuation properties were influenced by
the thickness of the sample and thus the propagation distance, in that earlier study the
specimen was gradually shortened from 15 mm to 6 mm in steps of 1 mm by removing bone
tissue from one end of the sample.

In the present work, signals presented in that previous study were employed in conjunc-
tion with a model that explicitly accounts for the presence of fast and slow wave modes

(Anderson et al., 2008, 2010). The ultrasonic propagation through bone was modeled as

Output(f) = Input(f)[Hasi(f) + Hatow(f)] (5.1)

where Output(f) and Input(f) are the complex Fourier spectra of the received mixed mode
waveform and the incident waveform, respectively, and H o (f) and Hgo (f) are the transfer
functions for the fast and slow waves. In this study, the input wave was taken as the reference
water-path only signal from the Nagatani et al. paper, which is shown in panel(a) of Figure

7 of that paper (Nagatani et al., 2008). The transfer functions for the individual fast and
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slow waves are given by

Hfast(f) = Afastexp(_ﬂfastfd)eajp (63272{;1)> (52&)
Hslow(f) - Aslowexp(_ﬁslowfd)exp (%) (52b)

in which Agqs and Agyy, are frequency-independent signal loss parameters, Srqs and Sgow
are the slopes of attenuation for the fast and slow waves, d is the sample thickness, and
Crast(f) and cgouw(f) are the phase velocities for the fast and slow waves. The phase ve-
locities of the fast and slow waves were required to satisfy the Kramers-Kronig relations
for media exhibiting linear-with-frequency attenuation coefficients (Waters and Hoffmeister,
2005; Bauer et al., 2007; O’Donnell et al., 1978, 1981; Waters et al., 2005, 2000), thus having

the following form

cpan() = eran ) + epaal 2252 0 (L) (5.3)
Cslow(f) = Cslow(fO) + [Cslow(fO)]zﬁ:gw In (%) (53b>

where fj is a reference frequency taken from within the experimental bandwidth, usually at
or near midband. In our calculations, fy was set at 1 MHz, which was the frequency of the
excitation pulse.

The parameters in Equations 5.2 - 5.3 (A yast, Asiows Bfasts Bsiows Crast(fo), Csiow(fo)) were
estimated using Bayesian probability theory applied to the reference water-only signal and

the sample signal traveling through 9 mm of bone from the Nagatani et al. paper(2008)
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TABLE 5.1: The values used for the six parameters in the propagation model. This set of
parameter values was used because it maximized the posterior probability of the model.

Parameters
Afast Aslow Bfast leow CfGSt(l MHZ) CSlow(l MHZ)
(dB/cm/MHz) (m/s)
Bayesian 1.00 0.13 49.2 7.1 1933 1475

estimate

(panels (a) and (b) from Figure 7, respectively). More detailed explanations of Bayesian pa-
rameter estimation can be found in Anderson et al.(2010), Bretthorst (2005), and Marutyan
et al.(2007). The values of the six parameters used in the propagation model above are
given in Table 5.1. Once these six parameters were known, the individual fast and slow
waves could be generated for each sample thickness d, which was varied from 6 mm to 15

mm in 1 mm increments.

5.4.2 Methods of analysis of attenuation properties

The two analysis methods discussed in this section were applied to the simulated data
generated using the propagation model above.
Time-domain analysis of unseparated wave

The method of analysis used in this section is described in the Nagatani et al. paper
(2008). Tts use was suggested by the limitations imposed by the overlapping wave modes.
In this time-domain technique, the amplitudes of the first peak of the received signal, which

are assumed to correspond to the fast waves, are compared for a series of sample thicknesses.
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The apparent attenuation value, ayjne, of the fast wave is defined by

20 log (VLH>

Ntime — Ad (54)

where V,, and V,,; are the amplitudes of the first arriving peaks in the received RF wave-
forms. The indices n and n + 1 correspond to successive sample thicknesses differing by
Ad = 1mm. This analysis method was employed to determine the apparent attenuation of
the fast waves, but not the slow waves. This choice was made because the amplitudes of
the slow waves were sometimes affected by interference from the fast waves, thus leading to

meaningless determination of the attenuation of the slow waves (Nagatani et al., 2008).

Frequency-domain analysis of separated fast waves and slow waves

The frequency-domain method of determining the attenuation coefficient of a sample
(dB/cm) is carried out by performing a log-spectral subtraction technique (Ophir et al.,

1984; Baldwin et al., 2006),

e 10log ( Vn(f)r) —A;o log ( ~n+1(f))2) o

where |V, (f)| and |V,41(f)| are the magnitudes of the Fourier transforms of the received
signals when the sample has a thickness corresponding to length indices n and n + 1, respec-
tively, and Ad = Imm. Typically, a through-sample power spectrum is subtracted from a
water-only reference power spectrum. In the present study, to apply this frequency-domain
analysis method in a fashion analogous to that used in the time-domain analysis method

described above, differences between spectra at thickness indices n and n 4 1 were analyzed.
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Determining the attenuation coefficient using the difference of two through-sample power
spectra eliminated the need for compensating for the insertion losses at the boundaries.

In this method, Equation 5.5 was applied to the isolated fast wave signal and the isolated
slow wave signal. This method of analysis is expected to yield the attenuation coefficient of
only the fast wave, free from artifacts caused by interference with the slow wave, and visa
versa. The attenuation coefficients corresponding to the fast wave and the slow wave will be

referred to as a e (f) and agew(f), respectively.

5.5 Results

5.5.1 Simulated ultrasonic waves

Simulated ultrasonic data were generated using the model in Equations 5.1-5.3 for sample
thicknesses ranging in 1 mm steps from 6 mm to 15 mm. Examples of the simulated sample
waveforms along with the input reference waveform from the Nagatani et al. paper (2008)
are shown in Figure 5.1. Fast and slow waves can be observed in all of the sample traces.
As the sample thickness and thus propagation distance were increased, the fast wave was

highly attenuated relative to the slow wave.

5.5.2 Time-domain analysis results of unseparated wave

The attenuation value ay;,. of the fast wave at specific propagation distances within the
sample was determined from the peak amplitudes of fast waves that had traversed different

sample thicknesses 6, 7, 8,...,15 mm. Figure 5.2 shows the attenuation ay;,. of the fast wave
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FIGURE 5.1: (a) Reference (water-path only) waveform. Simulated sample waveforms trav-
eling through (b) 6 mm, (c¢) 10 mm and (d) 15 mm of sample.
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distance using the time-domain analysis method.

as a function of propagation distance. Similar to the results reported in the Nagatani et al.
paper (2008), the results depicted in Figure 5.2 show that the attenuation of the fast wave
appears to be larger at the beginning of propagation and then gradually smaller as the wave

travels farther into the sample.

5.5.3 Frequency-domain analysis results of separated fast waves
and slow waves

The propagation model and Bayesian probability theory analysis used in this study per-
mitted the separation of the sample waveform into fast waves and slow waves. Representative
examples of the individual fast waves and slow waves obtained from sample waveforms that
have propagated through 6 mm, 10 mm, and 15 mm of sample are shown in Figure 5.3. The
fast waves, identified as those arriving earlier in time, have lower amplitudes than the slow

waves.
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FIGURE 5.3: The top panels show the sample waveform comprised of overlapping fast and
slow waves for sample thicknesses of 6 mm, 10 mm, and 15 mm, respectively. The middle
and bottom panels display the individual fast waves and individual slow waves, respectively,
for the three sample thicknesses.
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For this method of analysis, the individual fast waves and slow waves were used in the
log-spectral subtraction technique expressed in Equation 5.5. Separating the fast and slow
waves permits determination of the fast wave’s attenuation coefficient without introducing
interference artifacts from the slow wave. Similarly, the slow wave’s attenuation coefficient
can be determined free from interference effects introduced by the fast wave. Performing
the frequency domain analysis on the separated waveforms is essentially an inversion of
the process used to simulate them from the values produced by the Bayesian parameter
estimation. For this reason, it is guaranteed that this method will recover the attenuation
coefficients used to initially simulate the waves. Furthermore, these attenuation coefficients
cannot vary with distance. Figure 5.4 shows that, as required, the attenuation coefficient at
1 MHz of the fast wave, afqs(f =1 MHz), and the attenuation coefficient at 1 MHz of the
slow wave, ago,(f =1 MHz), as a function of sample thickness display no dependence on
the propagation distance, and that the numerical values of a s (f =1 MHz) and g0 (f =1
MHz) are consistent with those used as input to the simulations. This result, though only a
consistency check on the method, stands in contrast to the time-domain analysis shown above
that seems to indicate a propagation distance dependence of the attenuation, despite the
fact that the analyzed signals were simulated to have a strictly constant-with-propagation-

distance attenuation coefficient.
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FIGURE 5.4: The attenuation coefficient of the separated fast wave, oy (f), and slow wave,
asow(f), at 1 MHz as a function of propagation distance.

5.6 Discussion

Cancellous bone can support the generation and propagation of two compressional wave
modes, fast waves and slow waves. Depending on factors, such as sample length and relative
velocities of the fast and slow waves, these two wave modes can overlap substantially and
therefore interfere in the time-domain signal. Analysis of these overlapping waveforms can
lead to unexpected conclusions. Conventional phase spectroscopy analysis performed on
mixed mode signals as if only one wave were present can yield apparent negative dispersion
(Marutyan et al., 2006a; Anderson et al., 2008; Bauer et al., 2008). Previous work has
demonstrated, however, that when decomposed, the fast wave and slow wave each exhibit
positive dispersion as required by the casuality-induced Kramers-Kronig relations (Anderson
et al., 2010; Marutyan et al., 2007). Negative dispersion has been measured not only in
trabecular bone (Haiat et al., 2006; Strelitzki and Evans, 1996; Wear, 2001, 2000; Droin
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et al., 1998) and cortical bone (Haiat et al., 2008) in wvitro but also in trabecular bone-
mimicking phantoms (Lee and Choi, 2007; Wear, 2005). Several models have been proposed
that predict negative dispersion including multilayer models (Wear, 2001, 2007), multiple
scattering models (Haiat et al., 2008), and independent scattering models (Haiat and Naili,
2011). The objective of this study was to investigate the potential value of separating the
fast waves and slow waves for determining the attenuation properties of cancellous bone and
to compare the results of time-domain and frequency-domain methods for the analysis of
attenuation.

In this study, two methods of analysis were investigated using the same simulated cancel-
lous bone data. The time-domain analysis method applied to the mixed-mode signal yielded
a fast wave attenuation that started high at the beginning of propagation and then decreased
as the wave traveled farther into the sample. However, the waves had been simulated with
a strictly constant-with-propagation-distance attenuation coefficient. The frequency-domain
analysis method applied to the separated fast waves and slow waves that made up that
mixed-mode signal, recovered the attenuation coefficients of both wave modes and did not
introduce a dependence on the propagation distance. This finding demonstrates that appli-
cation of time-domain based analysis to determine the attenuation properties of mixed mode
waves can introduce an apparent dependence of the properties on propagation distance.

The ability to separate the fast and slow waves permits application of frequency-domain
methods. If the separation is performed and the resulting waves are analyzed in the frequency
domain, the known attenuation coefficients can be recovered. Figure 5.5 demonstrates that

performing either these steps in isolation can introduce an apparent dependence on propaga-
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FIGURE 5.5: The attenuation behavior as a function of sample thickness results when
applying, panel (a): the time-domain method to the unseparated fast wave, panel (b): log-
spectral subtraction to the entire sample wave, consisting of overlapping wave modes, panel
(c): the time-domain method to the individual fast wave and slow wave, and panel (d):
log-spectral subtraction to the separated fast wave and slow wave.

tion distance. As illustrated, frequency-domain analysis of the unseparated wave (Fig. 5.5,
panel (b)) and time-domain analysis of the separated waves (Fig. 5.5, panel (c)) both result
in variable-with-distance apparent attenuation.

When the time-domain method was applied to the individual separated fast waves and

fast
time?

slow
time

slow waves, the attenuation of the fast wave, « and the attenuation of the slow wave, «
, both showed a dependence on sample thickness (Fig. 5.5, panel (c)). This phenomenon
results from estimating the attenuation from the time-domain amplitude of a broadband

pulse. In the current system, a 1 MHz center-frequency, broadband pulse was used as the
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input signal. Typically, the attenuation coefficient for both fast and slow waves increases
with frequency in the range of interest. As a result, early in the propagation, the higher
frequency components of the broadband signal are reduced more rapidly than the lower
frequency signals, thus resulting in a signal exhibiting proportionally more of the lower
frequency components. These lower frequency components are attenuated less with distance
than the higher frequencies, resulting in a perceived attenuation coefficient that appears to
decrease with distance. (Because of the shift to lower frequency components, to permit a
better comparison with the time-domain analysis results, in Figure 5.5 the frequency-domain
attenuation coefficients for both the unseparated wave (panel (b)) and the separated fast and
slow waves (panel (d)) are shown for f =0.75 MHz rather than f =1 MHz. In panel (b)
the values of agumpre (0.75 MHz) are negative below sample thicknesses of 0.8 cm due to
interference between the fast and slow waves.)

The frequency-domain analysis method properly accounts for the broadband nature of
the data; however, applying this method to the mixed-mode sample waveform still yields an
apparent attenuation coefficient that depends on the thickness of the sample (Fig. 5.5, panel
(b)). This effect, observed previously in bone mimicking phantoms (Bauer et al., 2008, 2007),
appears to be a result of interference between the fast and slow waves being perceived as
attenuation. Figure 5.6 shows the apparent attenuation coefficient of the combined wave for
three propagation distances, along with the known attenuation coefficients for the fast and
slow wave. Panel (a) shows that when the signals have propagated a short distance, there
is substantial interference between the two waves and a resulting anomalous attenuation

coefficient. By the time the signals propagate to 10 mm (panel (b)) and 15 mm (panel (c)),
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FIGURE 5.6: The attenuation coefficients determined using the frequency-domain technique
for the entire sample wave (solid line) and the separated fast and slow waves (dashed lines)
for three propagation distances: 6 mm (panel a), 10 mm (panel b), and 15 mm (panel c).

the fast wave has been attenuated more than the slow wave, so the attenuation coefficient
of the combined wave approaches the slow wave value. As illustrated in Figure 5.4, the
underlying attenuation coefficient of each mode can be obtained if separated fast waves and
slow waves are available.

The results presented above might provide insight into the interpretation of the recent
study by Nagatani et al.(2008). That previous work showed that the attenuation properties
of cancellous bone appear to vary substantially on the scale of millimeters. The current
work attempts to demonstrate that in a simulated sample with constant attenuation prop-
erties, apparent variation with sample thickness can be introduced by the analysis methods.
The nature and scale of the variation with depth reported by Nagatani et al. may not be
fully accounted for by the effects originating from use of time-domain analysis, but gaining
a complete understanding of this complicated system will likely require isolation of these
effects.

As described previously, the complicated trabecular structure of cancellous bone could
potentially be an alternative or additional cause for the previously reported apparent decrease

with distance of the attenuation coefficient (Nagatani et al., 2008). The substantially higher
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speed of sound within the trabeculae (approximately 3500 m/s) relative to the lower speed
of sound in the intervening marrow (approximately 1470 m/s) (Laugier, 1999) causes the
portions of the propagating signal that travel through the hard bone to advance much more
quickly than the signal that propagates primarily through the interstitial marrow. When
these faster signals have propagated only a short distance through the sample (relative to the
pertinent scales determined by the trabecular spacing and by the wavelength of the sound),
their phase fronts might be significantly misaligned. As a result, signals from a relatively
large (compared to the wavelength) phase sensitive receiving aperture (real or simulated)
would be subject to phase cancellation artifacts at its face (Busse and Miller, 1981a,b). This
phase cancellation represents irretrievable loss of information that would appear as apparent
attenuation. Similar examples of phase cancellation appearing as apparent attenuation in
bone have been reported previously (Petley et al., 1995; Langton and Subhan, 2001; Bauer
et al., 2007, 2008; Wear, 2007, 2008; Cheng et al., 2011).

In the context of this attenuation explanation, if the fast wave is permitted to propagate
farther into the sample, the phase front will tend towards realignment as the randomness
induced by the trabeculae averages out over this longer path (Nagatani et al., 2008). A phase
sensitive receiver placed at the end of such a longer propagation path will be subject to less
phase cancellation, and therefore less perceived attenuation. This phenomenon is described
more fully in Nagatani et al. (2008) and is demonstrated in Figure 10 of that paper.

This phenomenon potentially complicates the interpretation of signals propagated through
cancellous bone. However, because it is intrinsically linked to the size and spacing of tra-

beculae, this effect might ultimately be exploited to infer from apparent attenuation mea-
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surements the relevant length scales of the sample under investigation. Knowledge of these
length scales might then be used to estimate clinically useful parameters such as the porosity
and bone volume per total volume (BV/TV).

If the mixed-mode signal cannot be decomposed into its individual wave modes, then
both the time-domain method and the frequency-domain method might introduce an appar-
ent dependence on distance of the attenuation properties that is not representative of the
underlying structure. Therefore, the ability to separate the fast waves and slow waves is
of considerable importance. Bayesian probability theory is one method for determining the
individual properties of the interfering wave modes (Anderson et al., 2010; Marutyan et al.,
2007), but in principle any method that can isolate the two waves could be applied. Wear,
for example, recently demonstrated that the modified least squares Prony’s method was
also able to decompose a mixed-mode signal and yield accurate estimates of its ultrasonic
properties (Wear, 2010a,b).

The results of this study show that overlapping fast waves and slow waves can complicate
the determination of the attenuation properties of cancellous bone. Specifically, the subtleties
introduced by certain analysis methods applied to these temporally overlapped waves might
represent, in part, an alternative explanation for the previously observed dependence on
propagation distance of the attenuation properties of cancellous bone. Frequency domain
analysis performed on the separated fast and slow waves was shown to be the least susceptible

to such artifacts.
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CHAPTER 6

STUDY OF SYSTEMATICALLY SHORTENED

EQUINE CANCELLOUS BONE

6.1 Introduction

The material presented in this chapter makes use of a powerful approach introduced by
Professor Mami Matsukawa and her co-investigators at Doshisha University in Kyoto, Japan.
The approach pioneered by Dr. Matsukawa consists of systematically shortening a carefully
prepared bone specimen, with ultrasonic data acquired at each sample length. Professor
Mami Matsukawa and her co-investigators prepared the bone specimen and acquired the
data used in this investigation.

The bone specimen investigated, which was of unusually high bone volume fraction
(BV/TV), was obtained from the radius of a horse. The relatively high bone volume fraction
resulted in a rather large separation between the fast wave and slow wave velocities. This,

in turn, permitted investigation with both conventional and Bayesian techniques for a wide
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FIGURE 6.1: The equine trabecular specimen was obtained from the distal end of the
left radius. The ultrasonic signal was propagated along the main bone axis, which is the
predominant trabecular orientation. Adapted from Fujita et al. (2013).

range of sample thicknesses.

6.2 Methods

6.2.1 Data acquisition

The following sample preparation and ultrasonic measurements were performed at Doshisha
University in Kyoto, Japan by Dr. Mami Matsukawa’s group. A rectangular cancellous bone
specimen, approximately 22.4 mm x 22.4 mm x 11.8 mm in size, was extracted from the left
radius of a 36 month old horse as shown in Figure 6.1. The sample was defatted using a
water pick. Micro-CT, with a spatial resolution of 41 pum, was performed on the sample to
obtain measurements of the bone volume fraction (BV/TV).

For the ultrasonic measurements, the sample was immersed in a room temperature tank
filled with degassed water. The sample itself was placed in an ”acoustic tube” as shown
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FIGURE 6.2: Through-transmission arrangement for the ultrasonic measurements. For each
sample thickness, the bone sample was placed in an acoustic tube approximately 75 mm
from the transmitting transducer. The two rectangular PVDF transducers were separated
by a distance of 100 mm. Figure adapted from Fujita et al. (2013).
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FI1GURE 6.3: Water-path-only reference signal with a center frequency of 1 MHz.
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FIGURE 6.4: Power spectrum of the reference signal shown in Figure 6.3. Left: The power
spectrum around 1 MHz, the center frequency of the transducer. Right: The same power
spectrum over a wider frequency range. As is evident from the figure, the reference trace
contained high levels of the harmonic frequencies.

in Figure 6.2. The walls of the acoustic tube were covered by polystyrene to prevent the
ultrasonic waves from reflecting off the acoustic tube. A pair of planar, wideband polyvinyli-
dene fluoride (PVDF) transducers, with an active area of 15 mm x 15 mm, were used to
investigate the sample. The transducers were separated by a distance of 100 mm, with the
front surface of the sample positioned at 75 mm from the transmitting transducer. The
transmitter was excited by a single cycle of a 1 MHz sinusoidal pulse with a peak-to-peak
amplitude of 5 V generated by a function generator and then amplified by 20 dB using a
power amplifier. Figure 6.3 shows the water-path-only reference signal and Figure 6.4 shows
the power spectrum of the reference signal. The received signal, after passing through the
sample, was first amplified by a 20 dB preamplifier and then digitized with an oscilloscope.
This process was repeated as the equine sample was shortened from 11.8 mm down to 0.5

mm in 0.5 mm increments, for a total of 24 data sets. At each step, the sample was ground
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down using a polishing machine.

The received signals that traveled through each of the sample thicknesses are shown in
Figure 6.5. Separated fast and slow waves are clearly evident at the larger sample thicknesses,
ranging from 11.8 mm to 6 mm. Samples thinner than approximately 6 mm produced a
sample signal that had either overlapping fast and slow waves or that appeared to be only
one wave. The effects of sample thickness on the presence of fast and slow waves are more
clearly observed in Figure 6.6, in which the slow wave was normalized to unit amplitude for

each trace.

6.2.2 Data analysis

Data analysis was carried out in the Laboratory for Ultrasonics at Washington University
in Saint Louis. Bayesian parameter estimation analysis and conventional analysis, both
described in more detail in Chapter 3, were applied to the data acquired at specific sample

lengths.

Bayesian parameter estimation analysis

The Bayesian probability method was performed on the 24 data sets acquired at sample
lengths ranging from 11.8 mm to 0.5 mm. The six fast and slow wave ultrasonic parameters,
Avast, Asiows Brast, Bsiow, Crast(fo), Csiow(fo), were estimated using the wave propagation model
detailed in Section 3.4.2. For the Bayesian parameter estimation, the prior probabilities for
each of the six parameters were assigned to be bounded Gaussian distributions as shown in

Table 6.1 and f; was set to 1 MHz, the center frequency of the transmitted signal.
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FIGURE 6.5: Acquired experimental data on the equine sample at 24 different lengths. As
the sample thickness decreased, the originally separated fast and slow waves became more
overlapped until the received signal appeared to contain only a single wave.
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FIGURE 6.6: The received signals shown in Figure 6.5 with the maximum voltage normalized
to unity for each thickness. This normalization permitted the fast waves present in the longer
sample lengths to be visible. As the sample thickness decreased, the location of the fast wave
moved closer to the location of the slow wave. The slow wave also shifted to earlier times as
the sample thickness changed.
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TABLE 6.1: Prior probability distributions for each model parameter. The means and
standard deviations define Gaussian distributions that are bounded by the minimum and
maximum values.

Afast Asiow Bfast Bstow Cfast(1 MHZ) Cslow(l MHZ)
(dB/em/MHz) (m/s)
Minimum 0 0 0 0 1500 1300
Mean 0.5 0.5 25 25 2000 1500
Maximum 1.0 1.0 50 20 2500 1700
Std. Dev. 0.5 0.5 25 25 500 200

Conventional analysis

Conventional analysis was performed on the sample lengths that were sufficiently long as
to permit enough separation of the fast and slow waves so that time-domain gating could be
carried out effectively. A 90% Tukey window, shown in Figure 6.7, was used to time-gate the
received sample signals into individual fast and slow waves for sample thickness from 6.0 mm
to 11.8 mm, a total of 13 lengths. A Tukey window is a rectangular window with sinusoidal
tapering on either end. It is referred to as a 90% Tukey window because the central 90% of
the window is equal to unity.

In this analysis, the individually windowed fast and slow waves were compared to a
reference signal obtained by recording a signal traveling only through water, as shown in
Figure 6.3. The phase velocities were determined using the phase spectroscopy methods
detailed in Section 3.3.1. In order to determine the attenuation coefficients of the fast and
slow waves as detailed in Section 3.3.2, the insertion losses for the fast and slow waves,

respectively, were taken into account. The insertion losses were estimated by determining
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FIGURE 6.7: Representative 90% Tukey windows used to separate the fast waves (red) and
the slow waves (blue). The specific windows plotted were for sample length d = 11.8 mm.
Window lengths varied depending on the degree of separation of the fast and slow waves and
the systematic variation in frequency of the fast and slow waves.

the zero-frequency intercepts of the signal loss versus frequency curves, as illustrated in
Figure 6.8. The fast and slow wave impedances are unknown. Therefore the intensity
transmission coefficients of the fast and slow waves can not be determined independently.
The average (4 one standard deviation) insertion losses of the fast and slow waves for
sample thickness ranging from 6.0 mm to 11.8 mm are shown in Figure 6.9. The normalized
broadband ultrasound attenuations (nBUA) of the fast and slow waves were determined by

the slope of a linear fit of the attenuation coefficient over the bandwidth 0.58 - 1.25 MHz.

Estimation of apparent frequency

In Fujita et al. (2013), the apparent frequencies of the fast waves and slow waves at
each sample length were determined using time intervals of peaks and zero-crossings in

the time-domain signals. As discussed in Chapter 5, time domain analysis methods may be
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FIGURE 6.8: Average + one standard deviation signal loss of the fast waves (red) and slow
waves (blue) over 13 sample lengths ranging from d = 6.0 mm to 11.8 mm. The gray lines
are the linear fits over the usable bandwidth. In principle, the zero - frequency intercepts of
the gray lines represent the insertion losses of the fast and slow waves.
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FIGURE 6.9: The average (N = 13) + one standard deviation insertion loss for the fast and
slow waves as determined by the zero-frequency intercepts of the signal loss curves, as shown
in Figure 6.8, for sample thicknesses from 6.0 mm to 11.8 mm.
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inappropriate for broadband ultrasonic wave propagation. In contrast, the Bayesian methods
recovered the individual fast and slow waves permitting the apparent frequencies of the fast
and slow waves to be determined using frequency-domain methods. The Bayesian-separated
fast and slow waves at each sample length were Fast Fourier Transformed so that the centroid
of the linear power spectrum of the fast and slow waves were used to determine the shifted
center frequencies. (The centroid or center-of-mass was employed rather than the maximum
value because the majority of the spectra were either asymmetric or contained multiple peaks
of similar amplitude.)

The experimental spectral shifts in frequency of the fast and slow waves where compared
to the spectral shifts predicted by Ophir and Jaeger (1982). When a wideband ultrasonic
pulse propagates through a lossy medium whose attenuation coefficient increases with in-
creasing frequency, the higher frequency components will be attenuated more than lower
frequency components. This results in a downshift in the center frequency of the received
power spectrum. In the case of a linear-with-frequency attenuation coefficient or f = 1

dependence, the spectral shift is given by

Af = fo— f. = 28do’ (6.1)

where fj is the center frequency of the reference signal, f,. is the downshifted center frequency,
f3 is the slope of the attenuation coefficient (nBUA), d is the propagation distance, and o? is
the variance of the spectrum of the transmitted pulse. To determine a value for the variance,

o2, Ophir and Jaeger (1982) state the relationship between the half amplitude bandwidth
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FIGURE 6.10: Fits to the reference power spectrum (black) of Gaussians with o = 0.105
MHz? (green) and o2 = 0.08 MHz? (blue).

and the variance of a Gaussian spectrum as

exp [— M] —1/2. (6.2)

202

Equation 6.2 can be solved for f;, the low and high frequencies for which the amplitude of

the spectrum is 1/2, resulting in

fl7h = fo + 1.180. (63)

The best Gaussian fit to the reference power spectrum yielded a variance of o2 = 0.105 MHz2.
However, it was observed that the experimental spectral shifts of the fast and slow waves
were better fit by the predicted spectral shift when o2 = 0.08 MHz2. The Gaussian curves
with 02 = 0.105 MHz? and with 0% = 0.08 MHz? along with the reference power spectrum
are shown in Figure 6.10. The predicted spectral shifts for the fast and slow waves, shown

in Figure 6.11, were determined using Equation 6.1 with ¢* = 0.08 MHz?, d the sample
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FIGURE 6.11: The downshifts in the center frequency of the fast and slow waves as deter-
mined by Equation 6.1.

thickness, and (3 the Bayesian-derived nBUA.

Estimation of segmental attenuation

Fujita et al. (2013) also reported the apparent attenuation of the fast and slow waves us-
ing a segmental approach identical to that employed by Nagatani et al., which was discussed
in Chapter 5. This segmental time-domain method for determining the apparent attenua-
tion uses the peak amplitudes of the fast and slow waves for successive sample thickness and

defines the attenuation as
Vi
o Wlos (i) 6.4
Ad
where V,, and V,,;; are the amplitudes of the peaks in the received RF waveforms. The

indices n and n + 1 correspond to successive sample thicknesses differing by Ad = 0.5 mm.

An analysis similar to that performed in Section 5.4.2, was carried out on the Bayesian-
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separated fast and slow waves obtained at each sample thickness. This analysis method is a
combination of the conventional analysis detailed above (because it occurs in the frequency-
domain) and the Fujita et al. (2013) time-domain attenuation analysis (because it compares
the loss at successive sample thicknesses). Equation 6.5 gives what will be referred to as the

segmental attenuation coefficient

ol = (15r) o (1501 (65

where |V, (f)| and |V,,1(f)| are the magnitudes of the Fourier transforms of the Bayesian
fast or slow waves when the sample has a thickness corresponding to length indices n and
n + 1, respectively. For the initial analysis Ad = 0.5 mm (in subsequent work, values of Ad
were systematically increased). Figure 6.12 illustrates the difference between the conven-
tional (bulk) analysis, which uses a water-path-only signal as a reference, and the segmental
analysis, which uses a through-sample signal at a different sample thickness as a reference.
This segmental method has both advantages and disadvantages. The main advantage is
that the insertion losses do not need to be known because the sample signals at two dif-
ferent lengths should have approximately the same insertion losses and thus cancel. Other
advantages to the segmental attenuation approach include providing information about local
inhomogeneities and potentially being less susceptible to diffraction effects. Some disadvan-
tages include larger fractional errors from any uncertainties in the path lengths (Ad) as well

as very limited clinical utility .
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FIGURE 6.12: Left: The bulk attenuation method referred to as conventional analysis in
this thesis. In the bulk method the sample trace is compared to a water-path-only reference
trace. In this method, the resulting attenuation is the loss in the whole sample of thickness
d;. Right: The segmental attenuation method, in which the signal at sample thickness d;
is compared to a signal at a sample thickness of dp. In the segmental method, the resulting
attenuation is the loss in the sample thickness d;-ds.

6.3 Results

6.3.1 Results of Bayesian parameter estimation

In order to illustrate the results of Bayesian analysis, the experimental data and the
models constructed from Bayesian parameter estimation are shown in Figure 6.13 for four
selected sample thicknesses. For a sample thickness of 1.1 mm, only one wave was apparent.
For a thickness of 4.0 mm, the fast and slow waves were significantly overlapped. For a
sample thickness of 7.0 mm, the fast and slow waves were just barely separated. For a
thickness of 11.0 mm, the fast and slow waves were completely separated. The residuals,
the difference between the experimental trace and the model trace, are shown in the middle

panel of each subplot, and were scaled to be consistent with the overall amplitude of the
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experimental signal. Table 6.2 gives the coefficient of variation (CV) of the root-mean-
square-deviation (RMSD), given by Equation 4.5, for the Bayesian-constructed model and
the data. As is evident in Figure 6.13 and Table 6.2, the Bayesian algorithm provided a
better fit to the signals from the thicker samples than the signals obtained from the thinner
samples. However, even for the thinner samples, in which the fast and slow waves were
significantly overlapped, the Bayesian algorithm still produced model fits that were in good
agreement with the data.

The average results of the Bayesian probability analysis for the six model parameters over
sample thickness d = 3.5 mm to 11.8 mm are shown in Figures 6.14 - 6.16. Samples shorter
than d = 3.5 mm were not included in the averages. As will be seen in later analysis shown
in Figures 6.28, 6.30, and 6.34, there was significant variability in the Bayesian estimates of
the six model parameters for samples thinner than 3.5 mm.

Figure 6.14 displays the average fast and slow wave phase velocities at 1 MHz determined
by Bayesian parameter estimation over 18 sample thickness (d = 3.5 mm to 11.8 mm). The
average fast wave velocity, shown in Table 6.3, was 2409.7 + 17.0 m/s which is consistent
with previously reported values. The average slow wave velocity was 1402.0 + 2.7 m/s.
This velocity is lower than the velocity of the 1 MHz ultrasonic signal in water, which was
approximately 1489 m/s. The significant difference in velocity between the fast wave and
slow wave allowed the two waves to achieve separation in the time-domain even for relatively
small sample lengths. This is in contrast to the human heel study detailed in Chapter 4
where the fast and slow wave velocities differed by only 120 m/s on average for similar

sample thicknesses.
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FIGURE 6.13: Model results constructed using the parameters estimated from Bayesian
probability theory for four representative thicknesses of the equine sample. For each sample
thickness: the top panel shows the experimental data along with the model constructed from
the Bayesian estimates, the middle panel shows the residual or difference between the data
and model, and the bottom panel shows the individual fast and slow waves that make up
the model signal. In each panel, the vertical scale was adjusted to facilitate visualizing the
signals.
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TABLE 6.2: Goodness-of-fit of the Bayesian-derived model to the experimentally acquired
signals. The coefficient of variation (CV) of the root-mean-square-deviation (RMSD), shown
in Equation 5.5, was determined to quantify the fit of the model generated by the Bayesian
estimated parameters to the experimental data.

Sample thickness (mm) CV(RMSD) ( %)
11.8 12.7
11.3 17.9
11.0 18.8
10.4 17.6
10.0 16.1
9.5 19.0
9.0 18.0
8.5 224
8.0 19.4
7.5 174
7.0 21.5
6.5 18.4
6.0 20.6
5.4 22.0
4.9 22.5
4.4 22.6
4.0 24.6
3.5 26.7
3.0 29.1
2.4 37.6
2.0 43.9
1.5 57.9
1.1 54.3
0.5 324
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FIGURE 6.14: The average value £ one standard deviation over sample lengths d = 3.5 mm
to 11.8 mm (N = 18) of ¢f4st and ¢y as estimated by Bayesian methods. The error bars
are too small to be seen.

The average fast wave nBUA over 18 sample thicknesses (d = 3.5 mm to 11.8 mm) was
31.4 + 1.4 dB/em/MHz and the average slow wave nBUA was 11.5 £ 0.6 dB/cm/MHz, as
shown in Figure 6.15 and Table 6.3. It is typically reported that the fast wave has a larger
nBUA than the slow wave since it is thought that the fast wave travels mainly through the
bony trabeculae, which is more attenuating than the water or marrow filling the porous
areas.

The average model parameters Ay,q and Ag,, over sample thicknesses d = 3.5 mm to
11.8 mm (N = 18) are shown in Figure 6.16. The mean values for Ay, and Ay, in
Table 6.3, were 0.36 4+ 0.04 and 0.52 £ 0.10, respectively. A value of A = 1 means that the
total input signal is transmitted into and out of the sample with no reflection losses at either

boundary. If Az, and Agy,, are purely insertion losses then these results imply that more
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FIGURE 6.15: The average values + one standard deviation over sample lengths d = 3.5
mm to 11.8 mm (N = 18) of ff.s and B0, as estimated by Bayesian methods. The error
bars for the slow wave nBUA are too small to be seen.

signal is transmitted through the boundaries for the slow waves than for the fast waves.

6.3.2 Results of conventional analysis

The phase velocities as a function of frequency for the windowed fast waves and slow waves
over sample lengths d = 6.0 mm to 11.8 mm (N=13) are shown in Figure 6.17. All of the
phase velocities exhibited positive dispersion, which implies a good separation of the waves
using time gates. If, when time gated, a signal contained parts of both fast and slow waves,
then the signal might have displayed negative dispersion when analyzed conventionally. The
average fast wave velocity, shown in Table 6.4, was 2412.2 + 11.8 m/s and the average slow
wave velocity was 1404.8 + 1.1 m/s. These average values for the fast and slow wave phase

velocities using conventional phase spectroscopy agreed well with those obtained using the
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FIGURE 6.16: The average value & one standard deviation over sample lengths d = 3.5 mm
to 11.8 mm (N = 18) of Ay, and Ay, as estimated by Bayesian methods.

Bayesian analysis method. The average difference in the phase velocity at 1 MHz between
conventional and Bayesian methods was 6.1 £+ 3.8 m/s for the fast wave and 1.5 £ 0.9 m/s
for the slow wave.

The attenuation coefficients of the fast waves and slow waves for sample lengths from d =
6.0 mm to d = 11.8 mm are shown in Figure 6.19. All of the attenuation coefficients showed
approximately a linear dependence with frequency over the bandwidth, which is demarcated
by the vertical dashed lines in Figure 6.19. The average slopes of the attenuation coefficient
(nBUA) over that bandwidth are shown in Figure 6.20 for the fast and slow waves. The
average fast wave nBUA, shown in Table 6.4, was 37.7 + 1.4 dB/cm/MHz and the average
slow wave nBUA was 11.8 + 0.6 dB/cm/MHz. The average value for 5, using conventional

methods was in good agreement with that estimated by Bayesian methods, Table 6.3, whereas
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FIGURE 6.17: Phase velocities as a function of frequency for the fast waves (red) and the

slow waves (blue) as determined by conventional analysis methods for sample thicknesses d
= 6.0 mm to 11.8 mm (N = 13).
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FIGURE 6.18: Average (+ one standard deviation) phase velocities at 1 MHz of the fast
waves (left) and the slow waves (right) as determined by conventional analysis methods over

sample thicknesses d = 6.0 mm to 11.8 mm (N = 13). The error bars are too small to be
seen on this scale.
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TABLE 6.3: The mean and standard deviation of the parameters estimated using the
Bayesian algorithm for sample thicknesses from 3.5 mm to 11.8 mm (N = 18). The val-
ues for sample thicknesses under 3.5 mm were not included due to large variabilities and
uncertainties.

Bayesian parameters Mean value Standard deviation
Cast(m/s) 2409.7 17.0
Cstow(M/8) 1402.0 2.7

Brast(dB/cm/MHz) 31.4 14

Bstow(dB/cm/MHz) 11.5 0.6

Afast 0.36 0.04
Aslow 0.52 0.10

the average values for f4s agreed only moderately well.

The parameters Ay,q and Agy, for conventional analysis were obtained from the insertion
loss (IL) values determined by the zero-frequency intercepts of the signal loss. This conversion
assumes that the Bayesian Aqs and Ay, parameters are primarily determined by the losses

at the boundaries between the sample and the reference medium,

IL[dB] = 201log(A). (6.6)

The average conventional insertion losses for the fast wave, Ay,q, and slow wave, Ay, are
shown in Figure 6.21 for sample lengths d = 6.0 mm to 11.8 mm (N=13). The average values
for Agqse and Aoy, were 0.65 + 0.11 and 0.49 £ 0.05, respectively. The results of conventional
analysis for Ay,q and Agy,, exhibited a trend opposite to that seen in the Bayesian estimates.
For the conventional analysis, A.s was larger than Ag,,, implying that more of the inital

signal is transmitted through both boundaries for the fast wave than for the slow wave.
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FIGURE 6.19: Attenuation coefficients of the fast waves (red) and slow waves (blue) as
determined by conventional analysis. The vertical dashed lines show the low and high fre-
quencies of the bandwidth. The slopes of the linear fit between those dashed lines are the
nBUA values for the fast and slow waves.

6.3.3 Results of apparent frequency

The apparent frequency of the fast and slow waves as determined by the centroids of
the Bayesian-separated fast and slow waves are shown as a function of sample length in
Figure 6.22. The fast waves exhibited a rapid downshift in center frequency from the original
center frequency of fo = 1 MHz with longer sample lengths. At the longest sample length
(d = 11.8 mm), the downshifted center frequency of the fast wave was 507 kHz, which is
approximately half the center frequency of the reference signal. The slow waves also displayed
a downshifted center frequency, although not as signficant as the fast wave. At the longest

sample thickness, the center frequency of the slow wave was approximately 814 kHz.
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FIGURE 6.20: Average (£ one standard deviation) slopes of the attenuation coefficients
(nBUA) of the fast waves (left) and slow waves (right) as determined using conventional
analysis methods over sample thicknesses d = 6.0 mm to 11.8 mm (N = 13).

In Figure 6.23, the results of the (frequency-domain) centroid frequencies were compared
to both the (time-domain) apparent frequencies reported by Fujita et al. (2013) and the
predicted center frequencies, f. determined by Equation 6.1 along with the spectral shifts
shown in Figure 6.11. The downshifted center frequencies determined by the centroid agree
very well with the predicted frequencies calculated using Equation 6.1. There was even good
agreement between the two experimentally determined apparent frequencies, even though
one was done in the frequency-domain and one was done in the time-domain. This good
agreement may imply that for specific parameters, time-domain methods may produce rea-
sonably accurate estimates and could be beneficial in clinical settings where time constraints
prohibit more involved frequency-domain methods. It should also be noted that the results

from Fujita et al. (2013) may not be from the same sample as that studied in this chapter.
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FIGURE 6.21: Average values of Az, and Agy, determined using conventional methods
over sample thickness d = 6.0 mm to 11.8 mm (N = 13). A, and Ay, were determined
using the insertion loss values shown in Figure 6.9.

6.3.4 Results of segmental attenuation

The segmental attenuation coefficients at 1 MHz of the fast and slow waves are shown
in Figure 6.24 and Figure 6.25, respectively, along with the time-domain attenuation results
reported in Fujita et al. (2013). For both the fast and slow waves, the segmental attenuation
varied dramatically with sample length position. These segmental attenuation coefficients
are the losses occurring within a piece of the sample that is only 0.5 mm thick. These
large variations in the segmental attenuation might be due to actual inhomogeneities in the
bone sample but may be artifacts caused by uncertainties in the sample lengths. Estimating
attenuation in very thin samples is also quite challenging. The average segmental attenuation
coefficient at 1 MHz for the fast wave was 28.8 + 10.8 dB/cm for the frequency-domain

method (over N = 23 sample segments) and was 26.7 £ 11.0 dB/cm for the time-domain
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TABLE 6.4: The mean and standard deviation of the parameters determined using conven-
tional analysis methods for sample thicknesses from 6.0 mm to 11.8 mm.

Conventional parameters Mean value Standard deviation
Cast(1 MHz)(m/s) 2412.2 11.8
Csiow(1 MHz)(m/s) 1404.8 1.1
Bfast(dB/cm/MHz) 37.7 1.4
Bsiow(dB/cm/MHz) 11.8 0.6
Afast 0.65 0.11
Aglow 0.49 0.05

method (over N = 13 sample segments). The average segmental attenuation coefficient at
1 MHz for the slow wave was 19.0 £+ 8.3 dB/cm for the frequency-domain method and was
28.8 + 12.6 dB/cm for the time-domain method as shown in Figure 6.25.

The segmental attenuation coefficients were also determined for combinations of Ad =
2 mm, 4 mm, 6 mm, 8 mm, 10 mm, and 11 mm. The Ad = 11 mm segmental attenuation
coefficients compared the longest and the shortest sample lengths. Figure 6.26 shows the
segmental attenuation coefficient at 1 MHz for the combinations of Ad values listed above.
For both the fast and slow waves, the segmental attenuation coefficients were more consistent
for larger values of Ad. In spite of this, the average within any one Ad produced a value
for the attenuation coefficient that was in good agreement with the segmental attenuation
coefficient averaged over all Ads. This was also true for the slope of the segmental attenuation

coefficient (segmental nBUA), shown in Figure 6.27.
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FIGURE 6.22: The shifting center frequencies of the fast and slow waves as a function of
sample length. The center frequencies were determined by calculating the centroid of the
Bayesian-separated fast and slow waves.

6.3.5 Trends with sample thickness

Results presented thus far indicate reasonable consistency among several methods of
data analysis, including substantial agreement between Bayesian-derived results and those
obtained over the more limited range for which conventional analysis can be applied. Even
though trabecular bone is not a homogenous material, it was anticipated that each of the six
model parameters (Crqst; Csiows Bfast, Csiows Afast, Afast) would be consistent over all sample
lengths, that is distance-independent. Furthermore, this trabecular bone specimen had a
relatively consistent bone volume fraction throughout the sample, as is shown in Table 6.5.

Results showed Bayesian methods permitted reliable measurements down to sample

lengths as small as 3.5 mm whereas conventional analysis methods could not be used for
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FI1GURE 6.23: Comparison of the apparent frequencies of the fast waves and the slow waves
using three different methods. The squares show the shifting center frequencies of the two
waves using the (frequency-domain) centroid of the Bayesian-separated fast and slow waves.
The black triangles are results presented in Fujita et al. using time intervals. The gray stars
represent the predicted center frequency determined using Equation 6.1.

lengths less than 6.0 mm. However, even Bayesian methods produced somewhat variable
results for sample lengths less than 3.5 mm, as will be seen in Figures 6.28, 6.30, and 6.34.

Shorter sample lengths present obvious challenges. At shorter lengths there is less actual
sample being interrogated by the ultrasonic signal. It was shown in Chapter 4 that the
Bayesian algorithm was able to determine, with quite good reproducibility, estimates of the
six model parameters for almost completely overlapped fast and slow waves, so presumably
the Bayesian approach was not responsible for the observed variability at very short sample
lengths. Another potential explanation is the presence of higher frequency components in
the original water-only reference signal. As is evident in Figure 6.6, for the received signals
at sample thickness under d = 3.5 mm, these high frequency components are still prominent,

perhaps causing the Bayesian algorithm difficulty in fitting the data. Due to the variability
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FIGURE 6.24: Left: Segmental attenuation coefficients of the fast waves at each adjacent 0.5
mm step. The attenuation coefficients shown are for Ad = 0.5 mm. The squares represent
the segmental attenuation coefficient using the frequency-domain method from Equation 6.5.
The triangles show the results from Fujita et al. (2013), which determined segmental atten-
uation coefficients using time-domain methods in Equation 6.4. Right: Average values of
the segmental attenuation coefficients of the fast waves for the time-domain method (open
triangle) and the frequency-domain method over all sample lengths (N = 23) (solid square)
and over similar lengths used in the time domain method (N = 13) (open square).
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FIGURE 6.25: Left: Segmental attenuation coefficients of the slow waves at each adjacent
0.5 mm step. The attenuation coefficients shown are for Ad = 0.5 mm. The squares represent
the segmental attenuation coefficient using the frequency-domain method from Equation 6.5.
The triangles show the results from Fujita et al. (2013), which determined segmental atten-
uation coefficients using time-domain methods in Equation 6.4. Right: Average values of
the segmental attenuation coefficients of the slow waves for the time-domain method (open
triangle) and the frequency-domain method over all sample lengths (N = 23) (solid square)
and over similar lengths used in the time domain method (N = 13) (open square).
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FIGURE 6.26: Segmental attenuation coefficients at 1 MHz of the fast waves (left) and slow
waves (right) for Ad = 0.5 mm, 2 mm, 4 mm, 6 mm, 8 mm, 10 mm, and 11 mm. The black
stars show the mean attenuation coefficient at 1 MHz for each value of Ad. As the thickness,
Ad, of the segment increases, the estimate of the attenuation coefficient appears to improve.
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FIGURE 6.27: Segmental slopes of the attenuation coefficient (nBUA) of the fast waves
(left) and slow waves (right) for Ad = 0.5 mm, 2 mm, 4 mm, 6 mm, 8 mm, 10 mm, and 11
mm. The black stars show the mean nBUA for each value of Ad. As the thickness, Ad, of
the segment increases, the estimate of the nBUA appears to improve. Note the change in
scale for the slow wave nBUA.

in the results for sample lengths under 3.5 mm, only the results for sample lengths greater
than that were included in the results presented in Figures 6.14, 6.15, and 6.16.

In addition to the variability observed for sample thicknesses less than 3.5 mm, an unan-
ticipated systematic variation with sample length was also observed. Figure 6.28 displays the
fast and slow wave phase velocities at 1 MHz determined by Bayesian parameter estimation
for each sample thickness, from d = 0.5 mm to 11.8 mm. The fast wave velocities appeared
to show a systematic dependence on sample thickness. The fast wave velocities increased
slightly, changing by approximately 6.1 m/s/mm over sample lengths d = 3.5 mm to 11.8
mm. In contrast, the slow wave phase velocities exhibited a more constant behavior, increas-
ing by only 0.82 m/s/mm over the same range of sample lengths. The phase velocity results

as a function of sample thickness from d = 6.0 mm to 11.8 mm for both conventional analysis
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TABLE 6.5: Bone volume fraction (BV/TV) for various positions in the trabecular bone
specimen. Position 1- 3 mm was located at the distal end of the specimen, which is where
the ultrasonic signal entered. Position 9 - 11 mm was at the proximal end of the specimen,
from which the sample was shortened.

Position 1-3 mm 3-5 mm 5H-7 mm 7-9 mm 9-11 mm

BV/TV 39.4% 38.9% 37.7% 37.5% 37.3%

and Bayesian analysis are shown in Figure 6.29. The fast wave phase velocities obtained by
conventional analysis also increased with sample length, and the slow wave phase velocities
also stayed relatively constant. Thus, the Bayesian method of analysis and conventional
method of analysis agree very well in both the values of the phase velocities and the small,
but systematic trends with sample length.

Figure 6.30 shows the results of Bayesian estimation for A,y and Ago, as a function
of all sample lengths (d = 0.5 mm to 11.8 mm). It is clear that A, and Ay, both ex-
hibited systematic dependencies on sample thickness. In contrast to the phase velocities,
Agiow showed significantly more dependence on sample length than Ag,g. As discussed in
Section 3.5, in principle Ajqs and Ay, account for insertion losses and the distribution of
energy between the fast and slow wave modes. In view of the unexpected sample length
dependencies, Aj,s and Ay, might also be sensitive to potential diffraction (Xu and Kauf-
man, 1993; Kaufman et al., 1995) and phase cancellation effects (Bauer et al., 2008, 2009).
As a function of sample length, A, increased by approximately 0.01 per mm of sample

while Ay, decreased by 0.04 per mm of sample. At d = 3.5 mm, A,y equaled 0.29 and
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FIGURE 6.28: Bayesian estimation of the fast wave (right) and slow wave (left) phase
velocities at 1 MHz as a function of sample thickness over all sample lengths, d = 0.5 mm
to 11.8 mm (N = 24).

at d = 11.8 mm, Ay,s equaled 0.39, corresponding to an absolute change of 2.57 dB. For
the slow wave, at d = 3.5 mm, Ay, equaled 0.71 and at d = 11.8 mm, Ay, equaled 0.46,
corresponding to an absolute change of 3.77 dB.

Values for Aj,q and A, using conventional analysis were determined from Equation 6.6
along with the insertion loss values at each sample length, which are shown in Figure 6.31.
Afqst determined from conventional analysis showed a strong sample length dependence,
increasing by 0.05 per mm of sample. Ay, determined from conventional analysis also dis-
played a sample length dependence, although it was not as large as that in Ay, decreasing
by 0.02 per mm of sample. At d = 6.0 mm, A,y equaled 0.55 and at d = 11.8 mm, Agqs
equaled 0.87, corresponding to an absolute change of 3.98 dB. For the slow wave, at d = 6.0
mm, A, equaled 0.54 and at d = 11.8 mm, A, equaled 0.45, corresponding to an absolute

change of 1.58 dB. Comparisons of the results for A, and Ay, between conventional and
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FIGURE 6.29: Comparison of the phase velocities at 1 MHz obtained by conventional (phase-
spectroscopy) methods (squares) and by Bayesian probability methods (circles) for the fast
wave (left) and the slow wave (right) at sample thicknesses d = 6.0 mm to 11.8 mm (N =
13).

Bayesian analysis techniques are shown in Figure 6.32. Bayesian and conventional analysis
results of Ay, agreed remarkably well, with both methods displaying the fact that A,
has a systematic dependence with sample length. For Ay,, the two methods did not agree
as well but did show the same trend with sample length. Conventional analysis produced
Ajqst values that were more strongly dependent on sample length than those estimated by
Bayesian methodology.

Another parameter of interest was the relative amplitude ratio of the fast and slow waves,
or Afast/Asiow. In Figure 6.33, the ratio of Ay to Age, for both Bayesian and conventional
analysis is plotted against sample length for d = 6.0 mm to 11.8 mm. The dependence
on sample thickness was very evident for Aj,s/Agey using either method of analysis. The

ratio Agast/Asiow determined by Bayesian methods increased by 0.07 per mm, whereas the
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FIGURE 6.30: Bayesian estimation of A,y and Age, as a function of sample thickness,
ranging from d = 0.5 mm to 3.5 mm (N = 24).

conventionally-determined A s/ Ao increased by 0.15 per mm.

Figure 6.34 shows the results of Bayesian estimation for ff.s and Bg.w as a function
of sample length, for d = 0.5 mm to 11.8 mm. The normalized broadband ultrasound
attenuation (nBUA) for the fast and slow waves displayed some sample-length dependence,
even though these parameters were expected to be distance-independent. For sample lengths
from 3.5 mm to 11.8 mm, the fast wave nBUA values decreased by 0.42 dB/cm/MHz per
mm of sample whereas the slow wave nBUA values decreased by only 0.04 dB/cm/MHz per
mm of sample.

Figure 6.35 shows the comparison of the slopes of the attenuation coefficients (nBUA)
among three analysis methods: conventional, Bayesian, and segmental. The segmental slope
of attenuation shown in the figure was obtained by taking the average of the mean nBUA

values at each Ad from Figure 6.27. The mean segmental nBUA agreed well with the
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FIGURE 6.31: Insertion losses for the fast and slow waves as determined by the zero-
frequency intercepts of the signal loss using conventional analysis methods, for sample thick-
nesses from 6.0 mm to 11.8 mm (N = 13).

Bayesian estimated nBUA for both fast and slow waves. This would be expected because
the segmental analysis was performed on the Bayesian-derived fast and slow waves. For
the slow wave, the conventional nBUA agreed with the Bayesian and segmental nBUA
values. Both conventional and Bayesian analyses produced slow wave nBUA values that
increased with increasing sample length. The opposite trend was observed for the fast wave
nBUA. Conventional and Bayesian analyses produced fast waves nBUA values that decreased
with increasing sample length, although the conventional values were on average 6.8 4+ 1.2
dB/cm/MHz larger than the Bayesian values. The reason for this difference between the
Bayesian and conventional fast wave nBUA values is unclear. However, if the effects of both

the frequency-independent losses (A fqs and Agoy,) and the frequency-dependent losses (B4t

161



6.3 Results

1
QO Bayesian
0.8 O Conventional O
- D n
O g oo
3 0.6 o0o g
<‘0—
0.4 000000
0000000
0.2
0 6 8 10 12
Sample length (mm)
FIGURE 6.32:

slow

0.8

0.6

0.4

0.2

O Bayesian
O Conventional

(m)

ga
580855%556

6 12

8 10
Sample length (mm)

Comparison of the Ay, and Agy, obtained by conventional methods

(squares) and by Bayesian probability methods (circles) at sample lengths ranging from
d = 6.0 mm to 11.8 mm (N = 13).

O Bayesian
O Conventional

1.5

slow

O
o0 ..

A t/A

fas

0.5 O

O

On On

O

Oood3
0000

—

O

Qo
O

8 10
Sample length (mm)

12

FIGURE 6.33: The ratio of Af,s to Agow as a function of sample thickness (d = 6.0 mm to
11.8 mm) for both Bayesian (circles) and conventional (squares) analysis.

16

2



6.3 Results

o
O
a

Fast nBUA (dB/cm/MHz)
S
O
Slow nBUA (dB/cm/MHz)
2 S
5 |

50

B
=]
O,
=
=]

N
=]
N
=]

—h
2

5 10 5 10
Sample length (mm) Sample length (mm)

FIGURE 6.34: Bayesian estimation of the fast wave (right) and slow wave (left) normalized
broadband ultrasound attenuation (nBUA) as a function of sample thickness.

and fg,,) are taken into account by considering

Aexp[—B fod] (6.7)

for both the fast and slow waves, it appears that the two analysis methods are relatively
consistent with each other, as shown in Figure 6.36. In Equation 6.7 and for Figure 6.36, f,
was set to 1 MHz. Based on these results, it is apparent that there is a trade-off between the
A terms, where A = 1 means no loss, and the § terms when accounting for the total loss.
Although the Bfqs obtained conventionally was larger than that obtained with Bayesian
analysis, the conventionally-obtained Ay,s was also larger than the Bayesian-derived Ajqs,

thus producing an overall loss similar to that found with Bayesian methods.

163



6.4 Discussion and Conclusions

50 20r
O Bayesian O Bayesian
~ O Conventional ~ O Conventional
E 45 ¢ Mean segmental é ¢ Mean segmental
£40p Ono O oo o £ 15
~ O -
s oo 5 “oog s
< oo 2 | opePenBeReRT
S 119709277728 | B
2300 11711 :
17}
8 25 -
20 8 10 12 S 6 8 10 12
Sample length (mm) Sample length (mm)

FIGURE 6.35: Comparison of Sf.q (right) and Sge, (left) obtained by using three tech-
niques: (1) conventional method (squares), (2) Bayesian probability method (circles), and
(3) segmental (frequency-domain) method (solid dots) at sample thickness ranging from d
= 6.0 mm to 11.8 mm. The segmental fast and slow nBUA values shown here are the mean
(£ one standard deviation) segmental nBUA over all values of Ad as shown in Figure 6.27.

6.4 Discussion and Conclusions

It was shown in Chapter 5 that frequency-domain analysis of broadband data provides an
effective method for the determination of the attenuation and phase velocity of trabecular
bone. However, in many experimental situations with cancellous bone, the conventional
(frequency-domain) analysis methods also cannot be employed due to the strong overlap of
fast and slow waves. In the study presented in this chapter, conventional analysis could
not be used for sample lengths under 6.0 mm. In contrast, Bayesian probability methods
were able to estimate the fast and slow waves ultrasonic parameters for all sample lengths.
For sample lengths that were sufficiently long as to permit both conventional and Bayesian

analysis, both techniques yielded comparable values.
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FIGURE 6.36: The prefactor of the received amplitude (at 1 MHz) of the fast waves (left) and
slow waves (right) as determined by conventional (squares) and Bayesian (circles) analysis
methods. The prefactor of received amplitude at 1 MHz is determined by Equation 6.7.

In a homogeneous medium, all six ultrasonic parameters (¢rast, Csiow, Bfasts Bsiow, Afast,
Agow) should be constant with sample thickness because they are intrinsic properties of the
material. Although some variation is to be expected because trabecular bone is hetero-
geneous, relatively small, systematic changes with sample length were observed. Possible
contributions for the systematic dependences on sample length include diffraction effects,
phase cancellation at the face of the finite aperture phase-sensitive receiving transducer, and
other experimental factors not included in the Bayesian analysis model.

Even though the ultrasonic parameters displayed a modest sample length dependence,
these variations are not likely to influence clinical applications. Compared to the site-to-
site variations in phase velocity and nBUA observed in the human heel measurements of
Chapter 4, the relatively small, systematic variation with sample thickness is not likely to

be clinically significant.
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CHAPTER 7

EXPLORING UNEXPECTED SAMPLE
THICKNESS-DEPENDENCE USING PLASTIC

PHANTOMS

7.1 Preface

This chapter outlines the work completed in an attempt to explain the sample length
dependence of the ultrasonic parameters observed in measurements of equine bone presented

in Chapter 6.

7.2 Plastics

In order to determine the cause of the sample thickness-dependence observed in the
Bayesian and conventionally derived ultrasonic parameters from the equine bone sample,
similar measurements were taken on bone-mimicking plastic phantoms. The plastic phan-
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toms used in this chapter were all constructed from Lexan™

, a material that has been
previously been measured in our Laboratory. Plastic phantoms were used in these stud-
ies rather than other materials or bone in order to simplify the propagation model and to
limit the number of variables to be determined. In homogeneous plastics, there is only one
longitudinal wave mode propagating and the properties of the material, such as velocity,
attenuation, and insertion losses, are known from previous studies.

In applying Bayesian probability theory, as described in Section 3.4, to the data acquired
from the plastic phantoms presented in this chapter, the wave propagation model used in
the Bayesian analysis was altered slightly to allow for only one wave to propagate. This was
accomplished by setting A, = 0, thereby eliminating the fast wave. Therefore, the three

parameters that were estimated by the Bayesian algorithm for the plastic phantom studies

were Aslowa ﬂslowa and Cslow-

7.3 Initial plastic phantom studies

In response to the unexpected sample thickness dependence observed in the ultrasonic pa-
rameters determined with both conventional and Bayesian analysis methods, measurements
were carried out on three circular (3 inch diameter) Lexan™ phantoms with thicknesses
of approximately 9.5 mm, 19 mm, and 38 mm. Each sample was approximately double
the thickness of the previous sample. This was expected to produce predicted bulk losses
that doubled for each doubling of thickness, but not affect the surfaces losses. The three

Lexan™ phantoms were measured with a matched pair of 1 MHz nominal center frequency
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FIGURE 7.1: The average (N = 5) phase velocity using conventional phase spectroscopy
methods for the three Lexan™ samples (d = 9.5 mm, 19 mm, and 38 mm). The error bars
represent plus or minus one standard deviation.
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FIGURE 7.2: The average (N = 5) attenuation coefficient using conventional analysis meth-
ods for the three Lexan™ samples (d = 9.5 mm, 19 mm, and 38 mm). The error bars
represent plus or minus one standard deviation and are too small to be seen.

focused transducers (0.5 inch diameter, 4 inch focus) in a through-transmission arrangement.
Measurements were acquired at five spatial locations on each Lexan™ phantom.

The data were analyzed using both conventional and Bayesian analysis methods as dis-
cussed in Chapter 3. The average phase velocities determined using conventional phase
spectroscopy were consistent among the three thicknesses of Lexan™, only differing by ap-
proximately 2 m/s for each doubling of sample thickness, as shown in Figure 7.1. Consistent
results for the average attenuation coefficients for the three Lexan™ phantoms were also
observed, as seen in Figure 7.2.

Bayesian analysis generated model waveforms that fit the experimental data extremely
well. The average (of 5 spatial sites per sample) Bayesian estimates for phase velocity (c),
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Ficure 7.3: Comparison of the average (N = 5) phase velocity (at 1 MHz) obtained

using conventional analysis (black squares) and Bayesian analysis (gray diamonds) for three
thicknesses of Lexan™. The error bars represent plus or minus one standard deviation.

slope of attenuation (f), and transmission coefficient-related term (A) are shown in Fig-
ures 7.3 - 7.5 as a function of sample thickness, along with the results determined using
conventional methods. The phase velocities at 1 MHz were approximately identical for con-
ventional and Bayesian analysis. This was in contrast with the results obtained for nBUA
and A. As shown in Figure 7.4, the slope of attenuation determined by the Bayesian algo-
rithm systematically decreased with increasing sample length, whereas the conventionally-
derived nBUA was slightly more constant among the sample lengths. A similar situation
was observed for the transmission coefficient-related A term (Figure 7.5). The predicted

transmission coefficient-related A term (conventional analysis) was determined using the
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FIGURE 7.4: Comparison of the average (N = 5) slope of attenuation (nBUA) obtained
using conventional analysis (black squares) and Bayesian analysis (gray diamonds) for three
thicknesses of Lexan™. The error bars represent plus or minus one standard deviation and
are too small to be seen.

impedance difference between water and Lexan™, and had an average value of 0.92, which
corresponded to total surface losses of 0.75 dB. The transmission coefficient-related terms de-
termined using Bayesian analysis systematically increased with increasing sample thickness.
For the thickest Lexan™ phantom (d = 38 mm), the Bayesian transmission coefficient-
related A term was 1.0, which corresponds to no surface losses. This was surprising because
the Bayesian-derived nBUA was smallest for the thickest Lexan™ phantom, implying there

T™

was less total (surface + bulk) loss for the thickest Lexan'™ sample.
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FIGURE 7.5: Comparison of the average (N = 5) predicted transmission coefficient-related
terms (black squares) and the average Bayesian-estimated A terms (gray diamonds) for three
thicknesses of Lexan™. The error bars represent plus or minus one standard deviation and
are too small to be seen.

7.3.1 Checking dependences of the parameters in the Bayesian
model

We first wanted to verify was that the Bayesian algorithm was estimating the parameters
in a predictable manner, and also to check for any unexpected dependences of the parameters
on each other. All of the following tests were carried out using the data acquired on the

three Lexan™ phantoms discussed above.
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TABLE 7.1: Results of the Bayesian algorithm when a sample signal from the 9.5 mm thick
Lexan™ sample was artificially modified so that its amplitude was half and one quarter of
the original amplitude.

Amplitude | A I6]
(dB/cm/MHz)
Original | 0.95 4.66
0.5x 0.47 4.66
0.25x 0.24 4.67

Amplitude test

One sample trace from each of the three Lexan™

samples was digitally modified to
produce a signal with half the original amplitude and another signal was produced with a
quarter of the original amplitude. These modified sample signals along with the unmodified
reference (water-path-only) signals were processed with the Bayesian algorithm. As expected,
the estimate for $ did not change but the estimate for A changed proportionally to the change

in amplitude, as shown in Table 7.1 for the 9.5 mm Lexan™

sample. The value of 5 was not
expected to change because an overall decrease in amplitude does not affect the frequency

components or shape of the signal.

Sample length test

One input to the Bayesian algorithm is the thickness of the samples being studied. In
this test, the sample thickness input into the Bayesian algorithm was varied (artificially) to
investigate how the parameters A and (8 were affected. We expected that the parameter A

should remain unchanged since it should not depend on sample thickness, but that g should
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TABLE 7.2: Results of the Bayesian algorithm on a signal from the 9.5 mm thick Lexan™
sample when the sample thickness input into the Bayesian algorithm was changed from the
original thickness d to 2*d and to 4*d. Neither the sample nor reference signals were modified
before being input into the Bayesian algorithm.

Sample thickness A 6]
(dB/em/MHz)
Original d (9.5 mm) | 0.95 4.66
2%d (19 mm) | 0.95 2.33
4*d (38 mm) 0.95 1.16

change inverse proportionally to the change in sample thickness. One trace from each of the

M

three Lexan™ samples was processed with the Bayesian algorithm with the input sample

thickness set to three different values: the original length d, 2*d, and 4*d. The results, as

M

shown for the 9.5 mm Lexan™ sample in Table 7.2, were consistent with our predictions.

Additional Bayesian tests

Next we wanted to explore whether the Bayesian algorithm would correctly recover one
of the parameters if the remaining parameters were constrained to be the values determined
using conventional analysis, as listed in Table 7.3. For example, if the parameters A, 3, and
¢ were all set to the conventional analysis results, could the Bayesian algorithm correctly
recover the sample thickness d? Since conventional and Bayesian analysis produced different
values for these three parameters, it was not necessarily expected that the Bayesian algorithm
would recover the correct sample thickness if the other parameters were set to the conven-
tional analysis values. Although d is not usually an adjustable parameter, the algorithm can

be modified easily to permit the sample thickness to be a searchable parameter. As shown in
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TABLE 7.3: Input values of the three parameters in the Bayesian algorithm for the tests listed
in Table 7.4. These values were determined by conventional analysis methods performed on
the data from the three Lexan™ phantoms.

Parameter Input value for Bayesian algorithm
A 0.92
B 4.66 dB/cm/MHz
c 2200 m/s

Table 7.4, the Bayesian algorithm was able to correctly estimate the sample thickness of the
three Lexan™ phantoms. However, the model waveforms generated by these simulations
did not fit the experimental signals as well as those generated when allowing the Bayesian
algorithm to estimate all of the parameters. It was found that the residuals from the tests
constraining A, 3, and ¢ were 3 -10 times larger than the residuals from the tests allowing
A, B, and ¢ to be adjustable. This may imply that the Bayesian algorithm does a better
job at fitting the rf data than conventional analysis. The other tests that were performed
are listed in Table 7.4 along with their respective results. Other tests were performed are as

listed in Table 7.4, with the outcomes summarized in the column labelled ”Result”.

7.3.2 Noise levels

Another concern was the effect of noise in the estimation of the parameters by the
Bayesian algorithm. The received signals are typically zero-padded prior to analysis to
increase the frequency resolution, but values of zero cause problems in the Bayesian code

(Kay and Marple, 1981). Therefore, a small amount of random noise is added to the refer-
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TABLE 7.4: The tests performed on the Bayesian algorithm using data from the three
Lexan™ phantoms. For these tests, some of the parameters were set to be the value deter-
mined by conventional analysis (listed in Table 7.3) and investigating how that affected the
Bayesian estimate of the remaining parameter(s).

Set constant Find Result

A,B,and ¢ d Bayesian algorithm recovered correct sample thickness d.

B cd A Bayesian estimate of 4 became worse (more sample thickness
dependence).
A e d B Estimates of f smaller (by 0.21 — 0.29 dB/cm/MHz) when
compared to unconstrained Bayesian runs.
b c dand A Bayesian algorithm correctly estimated sample thickness d, but
the estimates of 4 became worse.

TABLE 7.5: Results of the Bayesian algorithm on a signal from the 9.5 mm thick Lexan™

sample with four different levels of added random noise.

Noise level | A 15} ¢
(dB/em/MHz) | (m/s)
Initial 0.95 4.66 2200
25x 0.94 4.60 2200
50x 0.95 4.67 2200
100x 0.97 4.83 2200

ence and sample signals before they are processed by the Bayesian algorithm. The added
random noise eliminates these issues. In this study, added noise levels were varied from the
initial level to 100 times the initial level in steps of 25 (total of 4 noise levels). The initial
level of added random noise depended on the peak-to-peak amplitude of the sample signal.

™ samples. The noise

This was done on one sample signal from each of the three Lexan
level of the reference signal was left unchanged. Figure 7.6 shows a sample signal from the

9.5 mm Lexan™ sample with the four levels of added random noise.
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FIGURE 7.6: Sample signals from the 9.5 mm Lexan™ sample with four different levels of

added random noise.
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Table 7.5 shows the results of the Bayesian algorithm for the 9.5 mm thick Lexan™

phantom. Overall the parameters are stable for all levels of random noise although this
begins to break down for the 100x the initial noise level. Similar results were observed for
the 19 mm and the 38 mm thick Lexan™ samples. It is possible that if the signal-to-
noise ratio is low, that the Bayesian may have more difficulty determining estimates of the
Bayesian parameters. Anderson et al.(2010) found that as signal-to-noise ratio decreased,
the peaks of the marginal posterior probability distributions for each Bayesian parameter
do not change significantly, but the widths of these distributions do increase, indicating less

confidence in the parameter value.

7.3.3 Removing Kramers-Kronig requirement

In the propagation model used in the Bayesian algorithm, the fast and slow wave phase
velocities are forced to increase logarithmically with frequency by assuming that the nearly-
local form of the Kramers-Kronig relations are valid for the fast and slow waves. This form
of the Kramers-Kronig relations requires that the attenuation coefficient is linear with fre-
quency. To ensure that this restriction on the velocity was not causing the observed sample-
thickness dependence, the Kramers-Kronig requirement was removed from the Bayesian code.
This caused each frequency present in the signal to travel at the same velocity (the velocity
at the center frequency). One trace from each of the three Lexan™ phantoms was run
through the Bayesian algorithm without the Kramers-Kronig requirement.

The Bayesian algorithm without the Kramers-Kronig requirement yielded slightly differ-
ent estimates for the parameters A and  than the original (with Kramers-Kronig) Bayesian
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TABLE 7.6: Results of the Bayesian algorithm with and without the Kramers-Kronig (KK)
requirement on one trace from each of the three Lexan™ phantoms.

Sample thickness A g ¢ (1 MHz)

(mm) (dB/em/MHz) (m/s)

9.5 mm with KK 0.95 4.66 2200
without KK | 0.96 4.77 2201

19 mm with KK 0.97 4.52 2202
without KK | 0.99 4.64 2202

28 mm with KK 1.00 4.47 2204
without KK | 1.00 4.52 2202

algorithm, as shown in Table 7.6, but there was still an unexpected sample-thickness depen-
dence. In comparison to the Kramers-Kronig version of the Bayesian method, the non-KK
Bayesian method estimated slightly larger values of A, slightly larger values for 3, and the
same values for speed. A comparison of the residuals showed that the inclusion of the
Kramers-Kronig requirement significantly improved the model fit to the experimental data

because it takes into account dispersion.

7.3.4 Explicitly defining A

The frequency independent terms Ay, and Age, in our original propagation model
account for transmission of the signal from the surrounding medium (which for laboratory-
based immersion studies would be water) into the cancellous bone and subsequently back
out of the bone into the surrounding medium. Presumably the initially one-mode signal
propagates as a two-mode compressional signal in the cancellous bone. In analogy with the

simpler problem of transmission at a boundary between media that each support only a single
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compressional mode, the assumption is that characteristic impedances provide an approach
that accounts for the fraction of the incoming pressure (or stress) and particle velocity (or
time rate of change of strain) transmitted from the host medium into the cancellous bone.

It was hypothesized that by explicitly specifying the functional forms of the transmission
coefficients at the entry and exit surfaces, additional information that might further charac-
terize bone structure could be obtained, as well as potentially reduce the sample thickness
dependence. As shown below, this extension of the propagation model leads directly to the
introduction of fast wave and slow wave effective mass densities, prqst and psion-

Our original propagation model, discussed in Section 3.4.2, explicitly identifies the phase
velocities ¢ and cgo, slopes of attenuation S.s and By, and the frequency independent

signal loss prefactors Ayqq and Aggy.

Output(f) = Input(f) | Afast exp(—PBrastfd) exp (;272{?) )
+ Aslow exp(_ﬁslowfd) €Xp (CZZQW](E?)) :| (71)

where Output(f) and Input(f) are the complex Fourier spectra of the received waveform
and the incident waveform, respectively, and d is the sample thickness.

This study attempted to enhance this model by accounting for transmission into and out
of water-immersed cancellous bone specimens, resulting in an explicit dependence of Ajfqgs

and Age, on the complex impedances Zyqs and Zgjoq:

QZre 27 as
Afast = |: ! :| |: Jast :| (72)
Zref + Zfast Zfast + Zref
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and

2Zre 2Zs ow
Aslow = |: ! :| |: : :| (73)
Zref + Zslow Zslow + Zref

where Zfqs: and Zg,, are of the form

astCfas O fas
Zpoq = —PLastCfast ll—l—zkf t} (7.4)
1+ <m> fast
kfast
and
Zslow _ PslowCslow |:1 + Z-Zslow:| (75)
slow

2
1+ (e

where « is the attenuation coefficient expressed in inverse distance units, k is the wave
number also in inverse distance, and pyfqst and pgew are the effective mass densities of the
fast wave and slow wave, respectively. In Equations 7.2 and 7.3 for A, and Agpy, the
first term in the product represents the particle velocity transmission coefficient for the front
(water to bone) surface and the second term in the product represents the corresponding
quantity for the back (bone to water) surface.

As illustrated in Figure 7.7, although the transmission coefficients for pressure and for
particle velocity differ, the product of the front surface (water to bone) and back surface (bone
to water) transmission coefficients are identical whether one is considering either pressure or
particle velocity.

The newly updated Bayesian model, with the A terms rewritten as Equations 7.2 and 7.3,
was tested on the data acquired from the three thicknesses of Lexan™. This permitted us
to determine if the newly updated Bayesian algorithm estimated a different transmission
coefficient than that estimated using the Bayesian model with the A terms not explicitly

M

defined. Additionally, because the mass density of Lexan™ can be measured experimentally,
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FIGURE 7.7: The total transmission coefficients, accounting for both the front and back
surfaces, for pressure and for particle velocity.

the mass density estimated by this updated propagation model should provide a check on
whether this redefinition of A is satisfactory.

It was determined for Lexan™ (and for the heel bone samples in Chapter 4), that the
complex impedances given by Equations 7.4 and 7.5 could each be simplified to Z = pc
since a/k was sufficiently small compared to one. In the case of Lexan™, where 3 = 5.4e-5

Np/m/Hz (4.7 dB/cm/MHz) and ¢ = 2200 m/s:

Be
o 0.019 (7.6)

> Q

™ samples, the enhanced model yielded

For all five sites on each of the three Lexan
results identical to those of the original model for phase velocity, slope of attenuation 3, and

transmission coefficient-related term A. The estimated mass density p obtained from the
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TABLE 7.7: The measured mass density and the Bayesian-estimated mass density of the
three Lexan™ samples.

Sample thickness | Measured mass density | Bayesian estimated mass density
(mm) (kg/m?) (kg/m?)
9.5 mm 1217 1072 £ 2
19 mm 1216 949 £ 7
38 mm 1218 673 £1

enhanced model did not agree with the experimentally measured mass density of the Lexan™
samples, and displayed a significant sample-thickness dependence. It was determined that
the modified Bayesian model attempted to keep the same A term as the original model even
though it was redefined in terms of mass densities and speeds. Since the velocity, ¢, was also
essentially fixed, then the only other adjustable parameter was the density p, thus leading
to unrealistic density values. Another issue was that the resulting transmission coefficient-
related term (A) was not very sensitive to p. Figure 7.8 displays the transmission coefficient
A as a function of p determined using Equation 7.3 with ¢y, = 2200 m/s, ¢y = 1486 m/s,
and p,e; = 1000 kg/m3. This graph illustrates two concerns:(1) there is not a unique p for a
given A value (2) for some regions, a large change in density p only leads to modest changes
in A. Therefore, if the modified Bayesian model attempts to achieve the same A value as
the original model, and the value is only a little off from the true transmission coefficient,
the Bayesian-estimated mass density may be a very poor estimate of the true mass density.

Since the density of the Lexan™ samples were known (paeua = 1200 kg/m?), the data
were reprocessed using the modified Bayesian model with the mass density parameter limited

to values between 1000 - 2000 kg/m? (in these units, water is 1000 kg/m?). For all of these
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FI1GURE 7.8: Plot of the transmission coefficient-related term A as a function of mass density
p determined using Equation 7.3 with cge, = 2200 m/s, ¢, = 1486 m/s, and p,.; = 1000
kg/m3. The inset is zoomed in around the actual density of Lexan™ (p ~ 1200 kg/m?).

runs, the modified Bayesian algorithm estimated the mass density to be 1000 kg/m?, the

minimum amount allowed.

7.3.5 Checking for nonlinearities

Another possible explanation for the observed sample-thickness dependence was the pres-
ence of nonlinear propagation effects. Water itself is a nonlinear medium, and in our ex-
periments there can be relatively long path lengths of water that the signal must travel
between the two transducers. In nonlinear propagation, energy at a frequency, f may be
”promoted” to the higher harmonics (2f, 3f, etc.) (Wallace, 2001). The effects of nonlinear

propagation can be difficult to measure since attenuation usually increases with frequency,
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FIGURE 7.9: Left: Results of the slope of attenuation using conventional analysis for varying
driving voltages (input attenuations) on the three Lexan™ phantoms. Right: The results
of the slope of attenuation using Bayesian analysis for varying driving voltages. The ap-

proximately constant § with driving voltage suggest that there are no nonlinear propagation
effects.

thus the energy promoted to higher frequencies are "killed off” in the sample and not seen
at the receiving transducer.

To determine if nonlinear propagation effects were occurring, the three Lexan™ phan-
toms ( d = 9.5, 19, and 38 mm) were remeasured using the same experimental set-up but
systematically varying the driving voltage. The original driving voltage (to the transmit-
ter) was set to approximately 60 V. Click-stop attenuators, on the transmit side, were then

increased in steps of 6 dB from 0 until the signal fell into the noise for each of the three

M

Lexan™ samples. The slope of attenuation, 3, was determined with conventional analysis

and with Bayesian analysis.
Figure 7.9 shows the results for § as a function of driving voltage (input attenuation)
using both conventional and Bayesian analysis. The results suggested that there were no

effects from nonlinear propagation. If there had been nonlinearities, the value of 3 would have
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increased at low transmit attenuations (that is, high drive voltages). The slope of attenuation
estimated by the Bayesian algorithm started to decrease at transmit attenuations greater

than 36 dB, presumably due to low signal-to-noise ratios.

7.3.6 Introducing quadratic attenuation term

The original propagation model used in the Bayesian algorithm assumes that the atten-
uation within the sample is linear with frequency, o = g f. This assumption might be valid
only for specific samples and over specific frequency ranges. If the attenuation coefficient
has a slight curvature, then trying to fit it with a line may result in an overestimation or
underestimation of the true attenuation depending on the curvature. In order to account
for any not-linear-with-frequency dependence of the attenuation coefficient, the loss term in
the propagation model used in the Bayesian algorithm was modified to include a quadratic

attenuation term,

AeBfd _y pp—(Bf+vF*)d (7.7)

Although the modified attenuation term in Equation 7.7 does account for any curvature
present in the attenuation coefficient as a function of frequency, it is not the most realistic
form for experimental data which is only reliable over a certain (limited) bandwidth. It
also assumes knowledge of the attenuation at zero frequency, which is not valid for most
experiments. Therefore, it made more physical sense to expand the attenuation coefficient

around the center frequency, fy,

Ae~l0otB(f = fo)+7(f~fo)?)d (7.8)
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TABLE 7.8: Bayesian analysis results using the propagation model with the additional
quadratic attenuation term (Eq. 7.8) for the three Lexan™ phantoms. The original Bayesian
estimates for A, (3, and ¢ are also shown for comparison.

Parameter Propagation Model 9.5 mm Lexan | 19 mm Lexan | 38 mm Lexan
4 Original 0.95 + 0.00 0.97 + 0.00 1.00 £+ 0.00
Quadratic Attenuation 0.57 £ 0.00 0.36 £ 0.00 0.14 £ 0.00
Original 4.66 £ 0.00 4.52 4+ 0.01 4.47 £ 0.00
(dB/CHﬁl/MHZ) Quadratic Attenuation 4.66 + 0.00 4.53 £ 0.01 4.52 £ 0.00
¢ (1 MHz) Original 2200 + 2 2202 £+ 2 2204 £ 1
(m/s) Quadratic Attenuation 2200 £ 2 2202 £+ 2 2204 £ 1
Original - - -
(dB/cm’Y/MHz2) Quadratic Attenuation | 0.03 £+ 0.01 0.15 + 0.01 0.00 + 0.00

where ay = a(fo).

The modified propagation model with the expanded quadratic attenuation term in con-

junction with the Bayesian algorithm was applied to the data from the three Lexan™
phantoms (d = 9.5 mm, 19 mm, and 38 mm). With this version of the propagation model,
the adjustable parameters to be estimated by the Bayesian algorithm include the original
three parameters A, 3, and ¢ plus two additional parameters, oy and ~.

The results of the Bayesian analysis with the additional quadratic attenuation term for
the three Lexan™ phantoms are shown in Table 7.8. The Bayesian estimates for 3 and ¢
were very similar to those obtained with the original Bayesian algorithm (only linear-with-
frequency attenuation). However, the estimates for A varied significantly from the original
Bayesian algorithm. Additionally, the estimates for the parameter, g, are not shown in
the Table because the Bayesian algorithm did not appear to be capable of sampling the

parameter space for it. The posterior probability distributions for ag ended up being the

same as the prior probability distributions. It was determined that the Bayesian algorithm
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was combining the two frequency-independent losses in the propagation model into one
parameter, thus minimizing the number of adjustable parameters. Therefore, the A value

given by the propagation model with the quadratic attenuation term (Ag,q.q) was actually

[e7

Aquad = Aoriginalei od = Aoriginaleiﬁf()d- (79)

This can be verified by looking at the values for the 9.5 mm sample of Lexan™ in Table 7.8

and using Equation 7.9.

— d
Aquad = Aoriginale Aio

_ 0'956—0.536Np/cmMHz*1MHz*O.95cm — 0.95 % 0.60 (7,1())

= 0.57

M

Similar results were verified for the 19 mm and the 38 mm thick Lexan™ samples. This

explained why the Bayesian algorithm appeared not to estimate a value for «y.

T™M

7.4 Systematic shortening of Lexan ™ sample

In order to study more thoroughly the sample-thickness dependence observed in the
equine sample discussed in Chapter 6, a Lexan™ phantom of approximately the same di-
mensions as the equine specimen was measured while systematically decreasing the thickness
of the sample. A piece of Lexan™ was machined to have a square face with dimensions of
22 mm x 22 mm and a starting thickness of 30 mm. These are similar (face) dimensions
to those of the equine specimen. Measurements were acquired using both 1 MHz and 2.25

MHz nominal center frequency transducers arranged in a through-transmission configuration
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22 mm

%M

FIGURE 7.10: Left: Lexan™ sample with approximately the same (face) dimensions as the
equine sample studied in Chapter 6. This Lexan™ phantom was gradually shortened from
30 mm down to 10.5 mm in increments of approximately 2 mm. Right: The experimental
configuration used on the Lexan™ sample. Measurements were taken using both 1 MHz
and 2.25 MHz transducers although only the 2.25 MHz data is presented in this thesis.

as shown in Figure 7.10. The sample was attached to a motion-controller permitting the
sample to be moved in the y-z plane and permitting measurements at four spatial locations
for each sample thickness. The Lexan™ phantom was gradually shortened from 30 mm
down to 10.5 mm in increments of approximately 2 mm (N = 11 sample thicknesses) using
a fly cutter. After each cut, the cut face was polished smooth using sandpaper and oil, and
the new thickness was measured using digital calipers. The Lexan™ sample was shortened
only to 10 mm, in contrast to the 0.5 mm for the equine sample, due to the constraints of
the cutting system

For this study, only the results of the 2.25 MHz measurements will be presented. The
1 MHz data yielded not-linear-with-frequency attenuation coefficients and not smoothly
varying (with frequency) phase velocities. It was hypothesized that the beam width of

the 1 MHz transducers may have been large enough in comparison to the size of the face
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FIGURE 7.11: The average (N = 4) phase velocity at 2.25 MHz as a function of the 11
thicknesses of Lexan™ using conventional analysis (black squares) and Bayesian analysis
(gray triangles). The error bars represent plus or minus one standard deviation.

of the sample that a portion of the beam may have gone around the sample, producing
the distortions observed. The theoretical beam diameter at -6 dB down for the 1 MHz
transducers used in the study was calculated to be approximately 12 mm. Although this
theoretical beam diameter is smaller than the sample face, the actual beam diameter is much
larger when the energies below -6 dB are considered.

The data acquired from each of the 11 sample thicknesses were analyzed using both
conventional and Bayesian analysis. The phase velocities and dispersions determined us-
ing conventional phase spectroscopy agreed well with the Kramers-Kronig predictions and
displayed no systematic sample thickness dependence (Figure 7.11). The phase velocities

estimated using the Bayesian algorithm were in very good agreement with the conventional

192



T™

7.4 Systematic shortening of Lexan'™ sample

Power (dB)

== Reference measurement
10r — Sample measurement

0 14 16 1.8 2 22 24 26 28 3
Frequency (MHz)

FIGURE 7.12: Power spectra of the reference measurements (black line) and the sample
measurements (gray line) acquired for each of the 11 thicknesses of the Lexan™ sample
using the 2.25 MHz transducers. For each sample thickness, four spatial locations on the
sample were measured.

results as shown in Figure 7.11.

The power spectra of the reference measurements and the sample measurements for
each of the 11 thicknesses are shown in Figure 7.12. This figure displays the systematic
increase in power of the sample signal as the sample is gradually shortened. The average
(over four spatial sites) attenuation coefficients, determined using conventional analysis, for
the 11 thicknesses of the Lexan™ sample are shown in Figure 7.13. Based on this figure,
the attenuation coefficients for the various sample thicknesses are quite similar. However,
when the attenuation coefficients at the center frequency (2.25 MHz) were plotted as a
function of sample thickness, it was observed that the attenuation coefficients decreased

slightly but systematically as the sample thickness increased (Figure 7.14). This small but

193



‘M

7.4 Systematic shortening of Lezan™ sample

—
=3

N = 4 for each thickness of Lexan

- -
(=] N
‘ L]

Avg. Attenuation Coefficients (dB/cm)
o)

N

14 16 1.8 2 22 24 26 28 3
Frequency (MHz)

FIGURE 7.13: The average attenuation coefficients for each of the 11 thicknesses of Lexan™.

For each thickness of the plastic phantom, four spatial locations were measured. The error
bars on each of the 11 attenuation coefficients are too small to be seen.

systematic variation of the attenuation coefficient is unexpected and unexplained. Perhaps
it is a consequence of diffraction effects as will be discussed later in Section 7.8.

In contrast to the attenuation coefficient at 2.25 MHz, the slope of attenuation (nBUA)
obtained using conventional analysis displayed no sample thickness dependence as shown in
Figure 7.15. Over all 11 sample thicknesses, the average conventional nBUA was 4.51 +
0.01 dB/ecm/MHz. On the other hand, Bayesian analysis estimated the slope of attenuation
to be, on average, 4.40 £+ 0.03 dB/cm/MHz. The Bayesian-estimated nBUA also displayed
a slight systematic sample-thickness dependence, as shown in Figure 7.15. The Bayesian
nBUA of 4.36 dB/cm/MHz at a sample thickness of 30 mm increased to 4.45 dB/cm/MHz

at a sample thickness of 10.5 mm.
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FIGURE 7.14: The average attenuation coefficients (N = 4) at 2.25 MHz for each of the 11
thicknesses of Lexan™. The error bars represent plus or minus one standard deviation and
are too small to be seen on most of the measurements.

A similar trend was observed for the transmission coefficient-related A terms. The pre-
dicted conventional transmission coefficients determined using the impedance difference be-
tween water and Lexan™ were, as expected, to be constant as a function of sample thick-
ness (Figure 7.16). In contrast, the Bayesian-estimated A terms increased systematically
towards 1 (no loss at surfaces) as the sample thickness increased. This trend was even more
pronounced if the transmission coefficient-related terms were determined using the zero-
frequency intercept of the signal loss versus frequency graph. Using that approach, the A
terms increased linearly with sample thickness and even surpassed a value of one, which
implies energy is gained instead of lost at the surfaces.

In an effort to account for all the experimental variables that were present in the equine
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FIGURE 7.15: The average slope of attenuation (N = 4) as a function of the 11 thicknesses of
Lexan™ using conventional analysis (black squares) and Bayesian analysis (gray triangles).
The error bars are too small to be seen on this scale.
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FIGURE 7.16: The average (N = 4) transmission coefficient-related terms as a function of
the 11 thicknesses of Lexan™ using Bayesian analysis (gray triangles) and the signal loss
intercept (gray diamonds). The predicted values for A are represented by black squares. The
error bars represent plus or minus one standard deviation.
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bone study, a similar Lexan™ phantom (with dimensions 22 mm x 22 mm x 30 mm)

was sent to Professor Mami Matsukawa’s laboratory in Japan. The Lexan™

sample was
measured in the same acoustic tube apparatus as the equine specimen, thereby permitting
us to determine if the experimental set-up introduced any additional effects. The Matsukawa
laboratory performed measurements on the Lexan™ sample at 0.7, 1, and 2 MHz for sample
thicknesses ranging from 20 mm down to 6 mm in approximately 2 mm increments (N = 8).
The data was sent back to the Laboratory for Ultrasonics for analysis using both conventional
and Bayesian methods.

The data acquired from the laboratory of Professor Matsukawa were consistent, in some

ways, with the data taken in our Laboratory on a similar Lexan™

sample. The data from
both laboratories had average attenuation coefficients that were consistent with each other, as
shown in Figure 7.17. However, some of the data from our Japanese collaborators displayed
large amounts of random variation with sample thickness that may have overshadowed any
potential systematic dependence on sample thickness. One example of such data is the phase
velocity at 2 MHz as a function of sample thickness. The phase velocities of the Matsukawa
-lab data varied from 2187 m/s to 2230 m/s for different thicknesses of the same sample.

T™

In contrast, the phase velocities measured by our laboratory for a similar Lexan'™ sample

varied by less than 1 m/s over a wider range of the sample thicknesses.

7.4.1 Frequency filtering

As discussed in Chapter 3, conventional analysis methods are performed in the frequency
domain over a limited range of frequencies, typically the -6 dB or -10 dB down bandwidth.
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FIGURE 7.17: Comparison of the average attenuation coefficient of a systematically short-
ened Lexan™ phantom measured by the laboratory of Mami Matsukawa (blue) and by our
laboratory (gray). Conventional analysis was performed by our laboratory on both sets of
data. The Matsukawa laboratory acquired data on the Lexan™ sample at 0.7, 1, and 2
MHz. Our laboratory acquired data at 2.25 MHz. The error bars represent plus or minus
one standard deviation.

In contrast, the Bayesian algorithm determines the best model parameters by trying to
fit the time-domain signal. This time-domain signal may contain frequencies outside the
bandwidth used in the conventional analysis. It was hypothesized that by restricting the
frequencies present in the reference and sample signals input into the Bayesian algorithm to
those frequencies used in the conventional analysis, the Bayesian estimates for nBUA and
the transmission coefficients might be more constant as a function of sample thickness.

For this study, a Butterworth filter was chosen. An example of a low-pass Butterworth

filter of various orders (n) is illustrated in Figure 7.18 with a cutoff frequency of 4 MHz. At
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F1cURE 7.18: Illustration of a low-pass Butterworth filter with a cutoff frequency of 4 MHz
and and with an order ranging from n = 1 to n = 10.

the cutoff frequency, the filter attenuates the input power by half or 3 dB, which corresponds
to a 0.707 decrease in amplitude. The order, n, of the filter determines the amount of
additional attenuation for frequencies higher than the cutoff frequency. For a first order (n
= 1) Butterworth filter, the signal amplitude is reduced by half (or the power by 6 dB) every
time the frequency doubles (goes up one octave). For higher order filters, the power rolloff
is 6n dB per octave.

Bandpass Butterworth filters were applied to the data acquired on the systematically

M samples measured by both our laboratory and by the Matsukawa lab-

shortened Lexan™
oratory. The shortened Lexan™ data set taken by Professor Matsukawa’s laboratory were

very useful for this study, due to the significant presence of higher frequency components in

the reference signals as shown in Figure 7.19. The power spectra of the reference signals from
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FIGURE 7.19: Reference (water-path only) radiofrequency signals acquired by Mami Mat-
sukawa’s laboratory for the three sets of transducers with center frequencies of approximately
0.7 MHz, 1 MHz, and 2 MHz. These signals showed evidence of higher frequency components.
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FiGURE 7.20: The power spectra of the three reference signals shown in Figure 7.19 for the
shortened Lexa data acquired by Professor Mami Matsukawa’s laboratory using transducers
with center frequencies of 0.7 MHz, 1 MHz, and 2 MHz. For all three transducer sets, the
reference signal contained significant amounts of higher frequency components that were
only 10 to 15 decibels lower than the main frequency lobe.
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sample

Low cutoff High cutoff .
frequency (MHz) | frequency (MHz) Filter Order (n)
Butterworth filter 1 1.2 3.5 n=4,8
Butterworth filter 2 0.8 4.5 n=4,8§, 12

Center fi Conventional Butterworth filter Butterworth filter
en ‘*(‘I;I‘i;g)“ency Bandwidth bandwidth 1 (MHz) | bandwidth 2 (MHz)
(MHz) ordern=26 ordern=10
0.7 040-1.16 03-14 0.1-1.9
1 0.58—1.65 05-19 03-24
2 1.16—3.36 1.05-3.60 0.7-42

TABLE 7.9: Bandpass Butterworth filters applied to the data from the shortened Lexan™
sample measured in our laboratory.

TABLE 7.10: Bandpass Butterworth filters applied to the shortened Lexan™ sample mea-
sured by the laboratory headed by Professor Mami Matsukawa.

the three frequencies (0.7 MHz, 1 MHz, and 2 MHz) used in the Matsukawa measurements,
shown in Figure 7.20, contain lobes of the higher harmonics that are only 10-15 decibels
down from the main lobe at the center frequency. Therefore, the application of bandpass
frequency filters to this data set should show more of an effect than filtering the data from
our laboratory.

The specifications of the bandpass Butterworth filters applied to the shortened Lexan™
data from our laboratory and from Professor Matsukawa’s laboratory are displayed in Ta-
bles 7.9 and 7.10, respectively. A representative example of the effects of applying a But-
terworth filter on a reference signal and power spectrum are shown in Figure 7.21 for the 2

MHz signal acquired by Professor Matsukawa’s laboratory. The filters were applied to both
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F1GURE 7.21: The effects of applying two different bandpass Butterworth filters to the 2
MHz reference signal and power spectrum acquired by Professory Matsukawa’s laboratory.
The original (unfiltered) signals and power spectra are shown in blue while the filtered rf
signals and power spectra are shown in red. The specifications of the two Butterworth filters
are listed in Table 7.10.

the reference and sample signals before they were input into the Bayesian algorithm.

For both data sets (our laboratory’s and Professor Matsukawa’s laboratory), frequency
filtering produced no change in the phase velocity estimations determined by Bayesian anal-
ysis. Frequency filtering produced a slight, but insignificant improvement in the Bayesian-
estimated nBUA (less sample thickness dependence) in our Lexan™ data and in the 0.7
MHz and 1 MHz Lexan™ data from our Japanese collaborators. There was no difference

between the filtered and unfiltered Bayesian estimated nBUA for the 2 MHz Lexan™ data

203



7.4 Systematic shortening of Lezan™ sample
0.7 MHz 1 MHz 2 MHz

_55 5.5 55
N
é 5 5 5
g o 8 g o o
gasf O ast O o] o o 1|45 = o
<|® 8 | B g |
S 4} g a at a at
=

3.5 3.5 3.5

“ 05 1 1.5 2 0.5 1 1.5 2 05 1 1.5 2
Sample thickness (cm) Sample thickness (cm) Sample thickness (cm)

0 Conventional [J Original Bayesian O Filtered Bayesian (Filter 1) D Filtered Bayesian (Filter 2)

FIGURE 7.22: Comparison of the slopes of attenuation (nBUA) for a subset of the 0.7
MHz, 1 MHz, and 2 MHz data acquired by the Matsukawa laboratory using conventional
analysis (black circles), Bayesian analysis with the original (unfiltered) signals (blue squares),
Bayesian analysis after filtering with Butterworth filter 1 (red squares), and Bayesian analysis
after filtering with Butterworth filter 2 (maroon squares).

from the Matsukawa laboratory, as shown in Figure 7.22. Similar results were seen for the
Bayesian-estimated transmission coefficient-related terms A.

Based on these results, it does not appear that frequency filtering the signals input into
the Bayesian algorithm to those frequencies used in the conventional analysis significantly
reduces the sample thickness dependence observed in the shortened Lexan™ data from

either laboratory.

7.4.2 Iteration of the Bayesian method

Another proposed idea, which was applied to the shortened Lexan™ data taken by
our laboratory, was to iterate the Bayesian algorithm. The Bayesian model for one-mode
plastic data contained three parameters to be estimated: A, 3, and c. The iteration process

consisted of first running the Bayesian algorithm with A = 1. By setting A to one, all the
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TABLE 7.11: Comparison of the Bayesian-estimated nBUA when A is allowed to vary and
when A is set to 1.

Sampe thickness 11 mm 14 mm 18 mm 22 mm 26 mm 30 mm
(mm)
Original Bayesian
4.45 4.41 4.41 4.39 4.38 4.36
A#£1)
I““’a‘(‘ff‘ges‘a“ 4.73 4.61 4.53 4.48 4.46 441

loss should be put into the § term, thus providing an upper limit for the slope of attenuation.
This first step also provided the estimate for the speed, ¢. The second step of the iteration
was to rerun the Bayesian algorithm with the speed parameter set to the value estimated in
step one, the upper limit of 5 to be that value given by step one, and allowing A to vary
between 0 and 1. For both step one and step two, the Bayesian algorithm is only estimating
two parameters since the other parameter is fixed at a constant value. This iteration of the
Bayesian method was applied to 6 of the 11 sample thicknesses from the shortened Lexan™
sample.

The results of 5 from step one of the iterated Bayesian method are displayed in Table 7.11.
As expected, when compared to the original Bayesian (A # 1) estimates for nBUA, the
results of § after step one are consistently larger since all of the loss must be accounted for
by this term. Step one of the iterated Bayesian method also produced S values that were
more sample thickness dependent than the original Bayesian method. This is likely caused
by the sample-thickness dependence of the A term being folded into the 3 term since A was

forced to be 1. The velocity estimated by step one of the Bayesian iteration was unchanged
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FIGURE 7.23: Comparison of the original Bayesian (red squares) and the iterated Bayesian
(maroon circles) results for nBUA (left panel) and A (right panel) as a function of sample
thickness from measurements on the shortened Lexan™ sample.

from the original Bayesian method.

For step two of the Bayesian iteration, the upper limit for S for all sample thicknesses
was set to 4.75 dB/ecm/MHz, which was the largest value estimated by step one, and the
lower limit was set to 4.3 dB/ecm/MHz. The velocity, ¢, was fixed at the value determined
by step one. The results of step two of the iterative Bayesian method for nBUA and A are
shown in Figure 7.23. There was no significant difference in the values estimated by the
original Bayesian method and the iterative Bayesian method for either nBUA or A, and no

reduction in the observed sample thickness dependence of these parameters.

7.5 Position of sample within the ultrasonic field

In most through-transmission studies, the transmitting and receiving transducers are
placed approximately twice the focal length apart, with the sample being studied placed

halfway between the two transducers such that the focus of the transmitting transducer is
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FIGURE 7.24: The experimental configuration for testing if the position of the sample within
the ultrasonic field effects the received signal. The same experiment was performed with 1
MHz and 2.25 MHz center frequency transducers using Lexan™ samples with thicknesses

of 20 mm and 40 mm.
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located just inside the front surface of the sample. This transducer and sample arrangement
was thought to produce the best acquired signal and reduce potential diffraction-related
effects. Simulations done in our Laboratory by alum Kirk Wallace suggested that the position
of the sample does not affect the signal acquired by the receiving transducer. To examine
experimentally whether the location of the sample between the transmitting and receiving
transducer does matter, two Lexan™ samples with thicknesses of approximately 20 mm and
40 mm were measured using both 1 MHz and 2.25 MHz focused transducers. For each set
of transducers, the transmitting and receiving transducers were separated by approximately
twice their reported focal length, which was 8 inches for the 1 MHz transducers and was 5
inches for the 2.25 MHz transducers. Data were acquired at six different distances from the
transmitting transducer as illustrated in Figure 7.24 for both thicknesses of Lexan™. For
the 1 MHz transducers, the samples were placed at 0.5, 1, 2, 3, 4, and 5 inches from the
transmitting transducer. For the 2.25 MHz transducers, data were acquired for when the
samples were positioned 0.5, 1, 1.5, 2, 2.5, and 3 inches from the transmitting transducers.

The results for the 1 MHz transducers are shown in Figures 7.25 and 7.26. Figure 7.25
shows the radiofrequency signals that have propagated through the 20 mm thick Lexan™
sample positioned at 0.5 inches, 2 inches, and 4 inches from the transmitting transducer. The
rf signals appeared not to change amplitude, shape, or arrival time. This was confirmed by
measuring the peak-to-peak amplitudes of the acquired signals at different sample positions.
Figure 7.26 shows the peak-to-peak amplitude of the signals traveling through both the

M

20 mm and 40 mm Lexan™ samples using the 1 MHz transducers. The amplitude stays

exactly constant as a function of sample position in relation to the transmitting transducer
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7.5 Position of sample within the ultrasonic field
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FIGURE 7.25: Radiofrequency signals that have propagated through a 20 mm thick Lexan™
sample positioned at 0.5 inches (top panel), 2 inches (middle panel), and 4 inches (bottom
panel) from the transmitting transducer. This data was from the 1 MHz set of transducers.
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FIGURE 7.26: Peak-to-peak voltages of the rf signals that have propagated through 20 mm
and 40 mm thick Lexan™ samples positioned at six distances from the 1 MHz transmitting

transducer.
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7.6 Systematically varying the surface losses

Similar results were observed for the 2.25 MHz transducers. These results suggested that

the locations of the samples were not factors in the observed sample thickness variation.

7.6 Systematically varying the surface losses

In order to investigate the effects of varying the transmission (or insertion) losses without

™ were measured in the

affecting the attenuation coefficient, multiple samples of Lexan
arrangement shown in Figure 7.27 using a focused matched pair of transducers with a nominal
center frequency of 1 MHz. The number of samples placed between the aligned transducers
ranged from one sample (2 interfaces) up to 4 samples (8 total interfaces). The complete set
of sample combinations along with their respective total thicknesses and number of interfaces
is listed in Table 7.12. The thickness of each individual Lexan™ sample was measured using
digital calipers. For all of these sample combinations, the attenuation coefficients and slopes
of attenuation (nBUA) should be the same since these parameters are intrinsic properties of
Lexan™. However, the insertion losses should vary based on the number of samples since
the number of water-sample interfaces varies.

The phase velocities of all 15 Lexan™ sample combinations were determined using the
broadband phase spectroscopy methods discussed in Section 3.3. The phase velocities as a
function of frequency for all 15 sample combinations are shown in Figure 7.28. The average
phase velocity at 1 MHz of all the sample combinations (N = 15) was 2193 4+ 1.0 m/s, which

are consistent with earlier measurements made by our Laboratory (Anderson et al., 2010;

Bauer et al., 2007). To further validate the measurements, a prediction of the dispersion was
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7.6 Systematically varying the surface losses
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FIGURE 7.27: The experimental configuration for varying the surface losses or the Bayesian
A term. The number of Lexan™ samples ranged from one sample (2 surfaces) between

the transducers up to four samples (8 surfaces). This experiment was expected to alter the
insertion losses or A term, but not to alter the attenuation coefficient or nBUA.

determined using the nearly local Kramers-Kronig relations with one subtraction (Waters
et al., 2003). The method for the Kramers-Kronig prediction is described in Section 3.3.1.
The experimentally measured phase velocity at 1 MHz, the nominal center frequency, was
used to set the absolute level of the predicted phase velocity. The Kramers-Kronig prediction
agreed well with the average broadband phase velocity as shown in Figure 7.29.

The signal loss as a function of frequency for the 15 Lexan™

sample combinations is
shown in Figure 7.30. For a fixed number of samples (or number of interfaces), the signal
loss, at a given frequency, is larger for thicker samples, as expected. This is because signal
loss is explicitly dependent on the sample thickness. The magnitude of the signal loss is
also dependent on the number of interfaces that are present as the signal is propagated from
the transmitting transducer to the receiving transducer. The signal losses were reduced to
attenuation coefficients using the conventional analysis methods described in Section 3.3.2.

The predicted insertion losses, determined using the transmission coefficients defined in

Equation 3.17, are listed in Table 7.13 for the corresponding number of interfaces (2, 4, 6,
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7.6 Systematically varying the surface losses

TABLE 7.12: The combination of Lexan™ samples used along with their respective effective
length and number of surfaces.

Sample(s) Effective length (mm) # of surfaces
L1 10.04 2
L2 19.99 2
L3 29.99 2
L4 40.02 2
L1+L2 30.03 4
L1+L3 40.03 4
L1+1L4 50.06 4
L2+13 49.98 4
L2+14 60.01 4
L3+14 70.01 4
L1+L2+L3 60.02 6
L1+L2+1L4 70.05 6
L1+L3+L3 80.05 6
L2+L3+L4 90.00 6
L1+L2+1L3+1L4 100.04 8

or 8). The mass density of these Lexan™

samples were measured, using a mass scale and
volume measurements, to be approximately 1193 kg/m?. The attenuation coefficients as a
function of frequency are displayed in Figure 7.31 for the individual sample combinations
(N=15) as well as the average attenuation coefficient. All 15 combination of Lexan™ samples

produced similar attenuation coefficients even though the number of interfaces varied from 2

surfaces up to 8 surfaces. This implies that the predicted insertion losses in Table 7.13 were

212



7.6 Systematically varying the surface losses
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FiGURrE 7.28: The phase velocities as a function of frequency, determined by conventional
phase spectroscopy, for the 15 Lexan™ sample combinations listed in Table 7.12.

reasonably accurate.

A comparison of the Bayesian-derived and conventionally-derived phase velocity at 1
MHz as a function of sample length are shown in Figure 7.32 for all 15 sample combinations.
The color of each data point represents the number of sample interfaces that the ultrasonic
wave propagated through for that particular data set. The phase velocities estimated by
the Bayesian algorithm agreed very well with the phase velocities determined using phase
spectroscopy. This implies that varying the number of interfaces does not affect phase
velocities measurements by either method of analysis.

The slope of the attenuation coefficient (nBUA) determined using conventional analysis

methods showed a slight dependence on sample length and no systematic dependence on the
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FIGURE 7.29: The average phase velocity of the 15 Lexan™ sample combinations and the
Kramers-Kronig prediction for the dispersion. Error bars are plus or minus one standard
deviation.

number of interfaces, as seen in Figure 7.33. This result is consistent with the fact that nBUA
should only be dependent on the losses within the sample and not the losses occurring at the
interfaces. In contrast, the Bayesian-estimated nBUA displayed a significant dependence on
sample thickness, causing it to differ substantially from the conventional result, especially
for total sample thicknesses greater than 50 mm. For the thickest total sample length (d
~ 100 mm), the Bayesian-determined nBUA was 0.65 dB/cm/MHz smaller than the nBUA
determined using conventional analysis methods.

Figure 7.34 shows the results, as a function of sample thickness, for A determined using

Bayesian probability theory compared to the predicted transmission coefficient-related term,
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7.6 Systematically varying the surface losses

60 | — 2 surfaces (N =4)
- 4 surfaces (N = 6)
— 6 surfaces (N =4)
- 8 surfaces (N =1)

Signal Loss (dB)

0 0.6 0.7 0.8 0.9 1 1.1 1.2
Frequency (MHz)

FIGURE 7.30: Signal losses of the 15 Lexan™ sample combinations as listed in Table 7.12.
The different shades of black, red, green, and blue represent different combinations (or total
thickness) of samples with 2, 4, 6, and 8 interfaces, respectively.
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7.6 Systematically varying the surface losses

TABLE 7.13: The predicted insertion losses and the predicted transmission coefficient-
related A terms for the number of total sample interfaces. As, A4, Ag, and Ag represent the
A term for 2, 4, 6, and 8 total interfaces, respectively.

Predicted .
# of surfaces Insertion Loss (dB) Predicted A
2 0.68 A,=0.92
4 1.37 A=(A) =085
6 2.05 A, =(A) =0.79
8 2.73 Ag;=(A)* =0.73

as given in Table 7.13. Since the impedance difference between the water and the Lexan™

samples, which is determined using the phase velocity at the center frequency and the mass
density of the media, does not change with sample thickness, the predicted A terms are
also independent of the total sample thickness. In contrast, the Bayesian-estimated A terms
displayed a noticable dependence on sample thickness, although the trend changed with the
number of the interfaces present. For two interfaces (one sample), the Bayesian-estimated
transmission coefficient-related term increased linearly with sample thickness and had a
value higher than that predicted using conventional methods. This implies that for thicker
samples, less loss was attributed to the A term. This result was unexpected since the
corresponding nBUA values also decreased with increasing sample thickness (for one sample
present). Therefore, as the sample thickness increased, the net total loss (both insertion loss
and sample loss) decreased. A similar trend was seen for four surfaces (two samples), until

the sample thickness excessed 60 mm. For a total sample thickness less than 60 mm, the
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FIGURE 7.31: The attenuation coefficients of the 15 Lexan™ sample combinations (black

lines) along with the average attenuation coefficient (gray line). Error bars represent plus or
minus one standard deviation.

Bayesian-estimated A term increased with sample thickness and was larger than the predicted
A term. When the total sample thickness exceeded 60 mm, the Bayesian transmission
coefficient-related A term started to decrease and grew closer in value to the predicted
value. For 6 surfaces (three samples), the Bayesian A term systematically decreased with
increasing sample thickness, starting off larger than the predicted value but then becoming
smaller than the predicted value. This trend continued with the data from 8 surfaces (four
samples), with the A term obtained with Bayesian analysis being significantly smaller than

that predicted.
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7.6 Systematically varying the surface losses
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F1GURE 7.32: The phase velocities at 1 MHz as a function of total sample thickness using
both conventional phase spectroscopy (squares) and Bayesian analysis (crosses) for the 15
combinations of Lexan™ samples listed in Table 7.12. The colors of the squares and crosses
represent the number of water-sample interfaces that are present for that data set.

The conventional method of determining the transmission coefficient-related term A, by
finding the zero-frequency intercept of the signal loss curve, was also applied to this data set
and the results are shown as a function of the number of interfaces in Figure 7.35. The A
terms based on the signal loss intercept displayed even more dependence on sample length
than the calculated and Bayesian-estimated A terms. Even more problematic was the fact
that the majority of the transmission coefficient-related terms determined using the signal
loss intercept had values greater than one, which implied that energy was gained instead of

lost at the surfaces. One possible explanation is diffraction, which will be discussed later in

218



7.7 Constant thickness while varying surface losses
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FIGURE 7.33: The slopes of attenuation (nBUA) as a function of total sample thickness
using both conventional analysis (squares) and Bayesian analysis (crosses) for the 15 com-
binations of Lexan™ samples listed in Table 7.12. The colors of the squares and crosses
represent the number of water-sample interfaces that are present for that data set.
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Section 7.8.

7.7 Constant thickness while varying surface losses

In order to explore further the potential effects caused by varying the surface losses (by
increasing the number of interfaces), the five combinations of Lexan™ samples that had a
total sample length of approximately 100 mm were measured, as illustrated in Figure 7.36.

One configuration had two samples (4 interfaces), three configurations had three samples
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7.7 Constant thickness while varying surface losses
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FIGURE 7.34: The transmission coefficient-related A terms as a function of total sample
thickness using Bayesian analysis (crosses) and calculated (squares) for the 15 combinations
of Lexan™ samples listed in Table 7.12. The colors of the squares and crosses represent the
number of water-sample interfaces that are present for that data set.

(6 interfaces), and another configuration had four samples (8 interfaces) positioned between
the transmitting and receiving transducers. In this experiment, a matched pair of 0.5 inch
diameter, 4 inch focus transducers with a nominal center frequency of 1 MHz were used in
a through-transmission arrangement. As seen in Figure 7.37, the radiofrequency (rf) signals
acquired from the five sample configurations have similar shapes (and thus similar frequency
components), but have different amplitudes and arrive at different times. The peak-to-

M

peak amplitudes for the five Lexan™ sample combinations are displayed in Figure 7.38,

and shows that as the number of water-sample interfaces increased, the signal amplitude

220
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FI1GURE 7.35: The transmission coefficient-related A terms as a function of total number of
interfaces using impedance differences (black squares), Bayesian analysis (gray crosses), and
the zero-frequency intercepts of the signal loss curve (red diamonds) for the 15 combinations
of Lexan™ samples listed in Table 7.12.
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7.7 Constant thickness while varying surface losses

decreased systematically.

The data acquired for the five sample combinations were analyzed using both conventional
and Bayesian methods. A comparison of the phase velocity at 1 MHz determined using both
analysis methods is shown in Figure 7.39. For both conventional and Bayesian analysis, there
was a slight increase in the phase velocity as the number of interfaces increased, although
the change was only ~ 1 m/s for each additional sample. The Bayesian and conventional
phase velocities differed in value by approximately 1 m/s for all five sample combinations.

Signal loss versus frequency plots for the five sample combinations determined using
conventional analysis are shown in Figure 7.40. As anticipated, the signal losses, at a given
frequency, increased with an increasing number of interfaces. The offset at 1 MHz between
four and six interfaces and six and eight interfaces was, on average, 0.86 dB. Based on
predicted insertion losses determined using the calculated transmission coefficients, this offset
was expected to be approximately 0.68 dB. Although the signal loss offsets were not identical
to the predicted values, the attenuation coefficients of the five sample combinations were very
similar, as shown in Figure 7.41. The attenuation coefficient at 1 MHz did slightly increase
with an increase in the number of interfaces, but the change was only 0.02 dB/cm.

The slope of the attenuation (nBUA) for both conventional and Bayesian analysis are

™ samples. For both types of analy-

shown in Figure 7.42 for the five combinations of Lexan
sis, the resulting nBUAs were approximately independent of the number of interfaces present,
which should be expected. However, the Bayesian-estimated nBUAs were, on average, 0.65

dB/cm/MHz smaller than the nBUAs determined using conventional methods. A similar

trend was observed for the transmission coefficient-related A terms shown in Figure 7.43. As
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7.7 Constant thickness while varying surface losses
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FIGURE 7.36: The experimental and sample configurations used for varying the number of
interfaces while keeping the overall sample thickness approximately constant. In this exper-
iment, two samples (4 interfaces), three samples (6 surfaces), or four samples (8 surfaces)
were placed between two matched, focused 0.5 inch diameter transducers with a nominal
center frequency of 1 MHz. All five sample combinations yielded a total sample length of
approximately 100 mm.
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7.7 Constant thickness while varying surface losses
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FIGURE 7.37: The radiofrequency (rf) traces acquired from going through two samples
(red), three samples (green), or four samples (blue) of Lexan™. As the number of samples
(and thus interfaces) increased, the rf traces shifted to the left in time and decreased in
peak-to-peak amplitude.

predicted, the transmission coefficient-related A term depended on the number of interfaces
present. However, the Bayesian estimated A was, on average, 0.16 smaller than the predicted
value. Based on the results for both nBUA and the A terms, the Bayesian algorithm is al-
locating more loss to insertion (that is, surface) losses and less loss to bulk (sample) losses
than the conventional analysis. When both types of losses (surface and bulk) are taken
into account using the expression A xexp[—ffd], the conventional analysis has more overall
loss than that estimated by the Bayesian algorithm, as illustrated in Figure 7.44. In this
figure, the predicted time-domain sample traces for conventional and Bayesian analysis were
generated using the values of A, 3, and ¢ determined by the respective analysis method and
inserted into the propagation model discussed in Section 3.4. Based on these results, con-

ventional analysis appeared to overestimate the total loss producing large residuals, whereas
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7.8 Effects of Diffraction
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FI1GURE 7.38: The peak-to-peak amplitude of the radiofrequency signals that propagated
through the five Lexan™ sample combinations that all had an approximate total sample
length of 100 mm, as shown in Figure 7.36. As the number of water-sample interfaces
increased, the signal amplitude decreased systematically.

the Bayesian method seemed to fit the experimentally acquired data quite accurately.

7.8 Effects of Diffraction

The formula for the attenuation coefficient given in Equation 3.23 makes two assumptions
about the ultrasonic field. The first is that the phase sensitive sum over the face of the
receiving transducer, which results in some phase cancellation, does not change between
measurements. The second is that the axial diffractive pattern remains unchanged between
measurements. If these assumptions are not valid, then the observed signal loss may have

contributions arising from these additional factors, thus producing an error in the attenuation
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FIGURE 7.39: Phase velocity at 1 MHz as a function of the number of interfaces of the five
Lexan™ sample combinations that all had an approximate total sample length of 100 mm,
determined using conventional phase spectroscopy (squares) and Bayesian analysis (crosses).
The colors of the squares and crosses represent the number of interfaces present.

coefficient (Lloyd, 2010). As will be discussed, diffractive effects depend on the thickness
of the sample being insonified. Therefore, diffraction was a possible cause for the sample
thickness dependence observed in the equine bone study discussed in Chapter 6 and in the
plastic studies discussed earlier in this chapter. An experimental diffraction correction has
been published by Xu and Kaufman (1993). An independent derivation was carried out
by Christopher Lloyd, an alumnus of the Laboratory for Ultrasonics ((Lloyd, 2010)). The
formalism developed by Lloyd (2010) will be used in this section.

The near field distance (N) for a given continuous wave (single frequency) of a planar
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FIGURE 7.40: Signal losses of the five Lexan™ sample combinations that all had an approxi-
mate total sample length of 100 mm, determined using conventional log-spectral subtraction.
At a given frequency, the signal loss increased with an increasing number of interfaces.
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FIGURE 7.41: Left: Attenuation coefficients versus frequency of the five Lexan™ sample

combinations that all had an approximate total sample length of 100 mm. Right: The
attenuation coefficients at 1 MHz as a function of the number of interfaces.

=5 ()] (711

where a is the radius of the transmitting transducer and A is the wavelength of the emitted

transducer is given by

ultrasonic signal. The near field distance is the last and strongest of the maxima in the
ultrasonic field along the axial direction. For all of the transducers (0.5 inch to 1.125 inch
diameters) and frequencies (0.5 to 2.25 MHz) used in this thesis, the term \/2a << 1 and

can be ignored. Therefore, the near field distance can be approximated by
2
a
N~ —=— 7.12
a (712)

where c is the speed of sound of the material and f is the frequency of the signal. For a given
experimental measurement, the frequency and transducer radius are fixed, and therefore, by

Equation 7.12 the near field distance is inversely proportional to the sound speed.
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FIGURE 7.42: Slopes of attenuation (nBUA or () as a function of the number of interfaces
of the five Lexan™ sample combinations that all had an approximate total sample length of
100 mm, determined using conventional analysis (squares) and Bayesian analysis (crosses).
The colors of the squares and crosses represent the number of interfaces present.

Equation 7.12 can be rewritten as
N - ¢ = constant = a*f (7.13)

The terms on the right do not change for a given experimental setup because the frequency
and aperture of the transmitting transducer remain fixed between measurements. The terms
on the left are related to each other in an inverse manner. An interpretation of Equation 7.8 is
that for a given fixed location in the diffractive field, the propagation distance to that specific
location in the diffractive field varies inversely with the speed of sound of the propagation
medium (Lloyd, 2010).
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FIGURE 7.43: Transmission coefficient-related A terms as a function of the number of
interfaces of the five Lexan™ sample combinations that all had an approximate total sample
length of 100 mm, determined using Bayesian analysis (crosses) or calculated (squares). The
colors of the squares and crosses represent the number of interfaces present.

The terms on the left side of Equation 7.8 can be rewritten as the product of the propa-
gation distance between the transmitting and receiving transducers, L,.r, and the speed of
sound in the host medium, c,.s, for a reference measurement as illustrated in Figure 7.45.
This product, Lyescrer, is fixed. For the measurement of a sample with a speed cgqmp and

thickness d, the position of the receiving transducer, Lgq,, can be found by

Lycscres = constant = (Lsgmp — d)Cref + dCsamyp (7.14)

Equation 7.14 can be rearranged to solve for the position of the receiving transducer when
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FIGURE 7.44: Predicted sample signals for conventional (purple) and Bayesian (orange)
methods using their respective values of A, 3, and ¢ in the propagation model discussed in
Section 3.4 for the sample combination with 4 interfaces (left) and 8 interfaces (right). The
black signal corresponds to the experimentally acquired trace. The bottom panel of each
graph shows the residual (or difference) of the experimental signal and the predicted signals.
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FIGURE 7.45: The experimental configuration for measuring the attenuation properties of
the Lexan™ samples implementing the diffraction correction.
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7.8 Effects of Diffraction

the sample is inserted

Loamp = Lyes +d (1 _ Ccﬂ) (7.15)
ref

Equation 7.15 has three regimes depending on the ratio of the sample speed of sound to
the reference speed of sound. If the sample and the host medium have the same speeds of
sound, then the path lengths between the transmitting and receiving transducers (L,.; and
Lgamp) are the same, regardless of the sample thickness. If the speed of sound in the sample
is less than that in the reference medium, the term in the parentheses is positive and Ly,
is greater than L,.;. If the speed of sound in the sample is greater than that in the reference
medium (as is true for all the studies in this thesis), the ratio of speeds is greater than one
and the term in parentheses is negative. Therefore, the total path length for the sample
measurement, Lgq,,, must be shorter than the path length for the reference measurement,
L,.¢, by a factor proportional to the sample thickness. Experimentally, this means that the
receiving transducer must be moved closer to the transmitting transducer, by a distance of
AL = Lggmp— Lyey, when taking the sample measurement in order to be at the same location
in the diffractive field as in the reference measurement.

The effects of diffraction were studied using six samples of Lexan™ with thicknesses listed
in Table 7.14. Measurements were taken using the same set of 1 MHz center frequency,
focused transducers used in earlier studies in this chapter. The experimental diffraction
corrections, given by Equation 7.15, were calculated using the measured phase velocities
at the center frequency for each thickness of Lexan™. Table 7.14 displays the diffraction
correction for each of the six Lexan™ phantoms, with a negative sign indicating that the

receiving transducer must be moved closer to the transmitting transducer when acquiring
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7.8 Effects of Diffraction

TABLE 7.14: The mean thicknesses of the six Lexan™ samples used in the study on
diffraction effects. The diffraction corrections were calculated using Equation 7.15. The
negative correction indicates that the receiving transducer must be moved closer to the
transmitting transducer for the sample measurements.

Sample Sample thickness . . 1 MHz .
(mm) Diffraction correction (AL)
L1 10.04 -4.76 mm
L2 19.99 -9.47 mm
L3 29.99 -14.21 mm
L4 40.02 -18.96 mm
L5 30.03 -23.71 mm
L6 40.03 -28.42 mm

the sample measurement. For each of the six Lexan™

samples, the three measurements
illustrated in Figure 7.45 were acquired. Two sample measurements were acquired for each
Lexan™ phantom: one measurement when the transmitting and receiving transducers were
separated by the same propagation distance as the reference measurement, L,.r, and another
measurement after the receiving transducer was moved by the diffraction-corrected distance
listed in Table 7.14.

The peak-to-peak amplitudes of the sample signals acquired at the reference measurement
transducer separation differed slightly from the amplitudes of the sample signals acquired at
the diffraction-corrected transducer separation, as shown in Figure 7.46. The amplitudes of
both the diffraction-corrected and the not diffraction-corrected sample signals displayed the

same trend with sample thickness, decreasing logarithmically with increasing sample thick-

ness, as expected. However, it was unexpected that the difference in peak-to-peak amplitude
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FIGURE 7.46: Peak-to-peak amplitude of the sample traces for the six Lexan™ phantoms
for a typical (not diffraction corrected) measurement and one that has been corrected for
diffraction. (a) The peak-to-peak amplitudes shown on a log scale. (b) The same peak-to-
peak amplitudes displayed on a linear scale. (c) The difference in P-P amplitude between
the not diffraction corrected sample signal and the diffraction corrected sample signal.

between the diffraction-corrected and the not diffraction-corrected sample signals seemed to
decrease with increasing sample thickness. Since the diffraction correction is proportional to
the sample thickness, it was expected that the amplitudes of diffraction-corrected and the
not diffraction-corrected sample signals would diverge as the sample thickness increased.

Both sets of data (diffraction corrected and not diffraction corrected) on the six Lexan™
phantoms were analyzed with conventional and Bayesian methods. The phase velocities,
as determined by conventional phase spectroscopy, are shown in Figure 7.47. The phase
velocity at 1 MHz was consistent over the six samples measured and were consistent with
the phase velocity measurements taken in Sections 7.6 - 7.7 on combinations of the same
Lexan™ samples.

The attenuation coefficients for the six Lexan™ phantoms determined using conven-
tional analysis methods are displayed in Figure 7.48 for both the diffraction-corrected and

not diffraction-correction measurements. The attenuation coefficients from the not diffrac-
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FIGURE 7.47: The phase velocities as a function of frequency, determined using conventional
phase spectroscopy, for the six thicknesses of Lexan™ listed in Table 7.14. The average phase
velocity (4 one standard deviation) is also displayed.

™ samples agreed remarkable well. This

tion corrected measurements on the six Lexan
seemed to imply that diffraction effects were not significant. If the effects of diffraction were
large enough and were not adequately compensated for, it was expected that the attenuation
coefficients would show more disparities. This figure shows that the diffraction-corrected at-
tenuation coefficient was smaller than the attenuation coefficient that was not diffraction
corrected. This was consistent with the amplitude data shown in Figure 7.46, since the
diffraction-corrected sample signals always had a larger peak-to-peak amplitude than the
not diffraction corrected signals. An unexpected result was that the differences between
the diffraction-corrected attenuation coefficients at 1 MHz and the not diffraction corrected

attenuation coefficients were approximately constant with sample thickness, as listed in Ta-
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FIGURE 7.48: The attenuation coefficients plotted as a function of frequency, determined
using conventional analysis methods, for the six thicknesses of Lexan™ listed in Table 7.14.
The black lines represent the measurements that were not diffraction corrected and the gray
lines represent the measurements that were diffraction corrected.
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TABLE 7.15: The attenuation coefficient at 1 MHz for the six Lexan™ phantoms for a typ-
ical (not diffraction corrected) measurement and one that has been corrected for diffraction.
The difference between the attenuation coefficient at 1 MHz for the not diffraction cor-
rected measurement and the attenuation coefficient at 1 MHz for the diffraction corrected
measurement is displayed in the last column.

Attenuation Coefficient at 1 MHz
(dB/cm)
Sample N 0:‘; Diffraction Diffraction Difference
orrected Corrected (dB/cm)
L1 4.81 4.62 0.19
L2 4.71 4.52 0.19
L3 4.65 4.46 0.19
L4 4.64 4.45 0.19
L5 4.64 4.46 0.18
L6 4.64 4.45 0.19

ble 7.15. Since the diffraction correction is proportional to sample thickness, it was again
expected that the difference between the attenuation coefficients would increase with in-
creasing sample thickness.

The slopes of attenuation (nBUA) determined using conventional analysis for both diffraction-
corrected and not diffraction corrected measurements are listed in Table 7.16 for the six
thicknesses of Lexan™. The differences between the diffraction-corrected nBUAs and the
nBUAs that were not diffraction corrected were negligible. If only the amplitudes (and not
the shapes) of the signals are different between diffraction-corrected and not diffraction cor-
rected measurements, then the slopes of the attenuation coefficient would remain unchanged.

Based on the results shown in Tables 7.15 and 7.16 it appeared that diffraction was not having
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TABLE 7.16: The slope of the attenuation coefficient (nBUA) for the six Lexan™ phantoms
for a typical (not diffraction corrected) measurement and one that has been corrected for
diffraction. The difference between the nBUA for the not diffraction corrected measurement
and the nBUA for the diffraction corrected measurement is displayed in the last column.

Slope of Attenuation (dB/cm/MHz)
Sample N o(t_J Diffraction Diffraction Difference
orrected Corrected (dB/cm)
L1 4.99 5.00 -0.00
L2 4.93 4.93 -0.01
L3 4.86 4.86 -0.01
L4 4.88 4.88 -0.00
L5 4.90 4.89 0.01
L6 4.91 4.88 0.03

a significant effect, or at least was not displaying the expected sample thickness dependence.

Figure 7.49 shows the comparison between the phase velocity at 1 MHz determined using
conventional phase spectroscopy and the phase velocity estimated by the Bayesian algorithm
for the six thicknesses of Lexan™. As has consistently been the case, the Bayesian and con-
ventional phase velocity results were almost identical and were approximately independent
of sample thickness.

The results of nBUA as a function of sample thickness are shown in Figure 7.50. As dis-
cussed above, conventional analysis applied to both diffraction-corrected and not diffraction-
corrected measurements yielded similar slopes of attenuation. The conventional nBUA dis-
played some sample thickness dependence for the shorter sample lengths (i.e. 10 mm sample).

However, this may be due to other experimental effects such as sample alignment and not an
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FIGURE 7.49: Comparison of the phase velocity at 1 MHz as a function of sample thick-
ness determined using conventional analysis methods (black squares) and Bayesian analysis
methods (gray diamonds).

effect of diffraction. In contrast, Bayesian analysis of the diffraction-corrected measurements
and the not diffraction-corrected measurements yielded estimates of nBUA that systemat-
ically decreased with increasing sample thickness. The diffraction-corrected measurements
analyzed by the Bayesian algorithm estimated values of § as low as 4.48 dB/cm/MHz for
the thickest Lexan™ sample (d = 60 mm).

The results for the transmission coefficient-related term A as a function of sample thick-
ness are shown in Figure 7.51. The predicted A term, determined using the impedance dif-

T

ference between water and Lexan™ with the experimentally-determined velocity and mass

density, was approximately independent of sample thickness as expected. Bayesian analysis
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F1GuRE 7.50: Comparison of the slope of the attenuation coefficient (nBUA) as a function
of sample thickness determined using conventional and Bayesian analysis methods on both
measurements not corrected for diffraction and for measurements corrected for diffraction.

of the not diffraction-corrected measurements yielded values of A that were always greater
than the predicted value of 0.92, and that increased with sample thickness until reaching
the maximum value of A = 1 by sample thickness d = 40 mm and remaining at that value
for thicker samples of Lexan™. Similar results were observed for Bayesian analysis of the
diffraction-corrected measurements. However, in that case, the estimate of A reached the
maximum value of 1 by sample thickness d = 20 mm, and remained at that value for all
thicker samples. These results, in conjunction with the results of § in Figure 7.50, implied
that as sample thickness increased the Bayesian algorithm estimated less total (surface plus
bulk) loss, and put the majority of the loss in the £ term (since A = 1 for most thicknesses).

The Bayesian estimates of the diffraction-corrected measurements are lower (less lossy) than
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the estimates of the not diffraction-corrected measurements because of the amplitude differ-
ences in the sample signals discussed above.

The transmission coefficient-related A terms obtained from the zero-frequency intercept
of the signal loss versus frequency plot were also determined and are plotted in Figure 7.51.
Both the diffraction-corrected and not diffraction-corrected A terms using the signal loss
intercept showed significant sample thickness dependence, even more than either Bayesian
estimate. Both diffraction-corrected and not diffraction-corrected A terms had values much
greater than one, implying that energy was gained. Similar results for the A terms determined
by signal loss intercept were observed in Sections 7.4 and 7.6.

Since the values of § and A determined using Bayesian analysis were significantly differ-
ent from those determined using conventional analysis, especially for thicker samples, model
waveforms were generated using both sets of parameters to investigate how well the mod-
els fit the experimental data. This was done for both the diffraction-corrected and the not
diffraction-corrected measurements on the 60 mm thick Lexan™ phantom. The 60 mm

Lexan™

sample was chosen because the discrepancies between the Bayesian and conven-
tional results were the largest among the sample thicknesses measured. The values of A, [,
and ¢, shown in Figures 7.49 - 7.51, were put into the wave propagation model along with
the reference (water-path-only) signal and forward propagated to generate a model sample
signal. Two model waveforms were generated using the same conventional results for 5 and ¢
but different values for A. One model waveform used the predicted value of A = 0.92, while

the other model waveform used the A value determined by the zero-frequency intercept of

the signal loss versus frequency plot.
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FIGURE 7.51: Comparison of the transmission coefficient-related term (A) as a function of
sample thickness for the six thicknesses of Lexan™. The predicted A was determined using
the impedance difference between water and Lexan™ with the experimentally-determined
velocity and mass density. Bayesian analysis methods were applied to measurements not
corrected for diffraction and to measurements corrected for diffraction. The conventional
results were determined by the zero-frequency intercept of the signal loss versus frequency

curve.
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Figure 7.52 shows the comparison of the three model fits (two conventional and one
Bayesian) to the experimental data that did not correct for diffraction from the 60 mm

™ gsample. These results imply that using the conventional parameter results with

Lexan
the predicted A term generates a model waveform that has more loss than the experimental
signal. The conventional model waveform using the A term determined from the signal
loss versus frequency intercept fit the experimental signal very well, although an A value
greater than one does not make physical sense. It seems that having a A greater than one is
counteracting the loss from [, thus producing a better fit. The model waveform generated
using the Bayesian estimated parameters fit the experimental data very well, even though
all the loss was placed into the § term (since A = 1) and the estimate of § was smaller than
the 8 determined by conventional analysis methods.

Similar results were observed for the diffraction-corrected measurements on the 60 mm
Lexan™ phantom and are displayed in Figure 7.53. In this case, the predicted transmis-
sion coefficient-related term A along with the conventional results for § and ¢ generated a
model waveform that did an even worse job of fitting the experimental data than the not

diffraction-corrected case discussed in the previous paragraph. Similar to the results shown

in Figure 7.52, the Bayesian-generated model fit the experimental waveform the best.
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FiGURE 7.52: Comparison of model waveforms to the experimental data from the 60 mm
thick Lexan™ phantom with no diffraction correction. (a) Model waveform generated using
the propagation model with the values determined by conventional analysis for A, 3, and
c. In this panel, A is the predicted value of A = 0.92. (b) Model waveform generated with
the values determined by conventional analysis. In this panel, A is the value determined by
the zero-frequency intercept of the signal loss versus frequency plot. (c¢) Model waveform
generated using the values of A, 3, and ¢ estimated by the Bayesian algorithm.
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FiGure 7.53: Comparison of model waveforms to the experimental data from the 60 mm
thick Lexan™ phantom that was diffraction corrected. (a) Model waveform generated using
the propagation model with the values determined by conventional analysis for A, 3, and
c. In this panel, A is the predicted value of A = 0.92. (b) Model waveform generated with
the values determined by conventional analysis. In this panel, A is the value determined by
the zero-frequency intercept of the signal loss versus frequency plot. (c) Model waveform
generated using the values of A, 3, and ¢ estimated by the Bayesian algorithm.

245



7.9 Effects of receiver location relative to the transmitting transducer

7.9 Effects of receiver location relative to the trans-

mitting transducer

Since the diffraction study discussed in the previous section did not reduce the observed
distance-dependence of the parameters A and 3, a more thorough study was carried out
to investigate if the location of the receiving transducer, in relation to the transmitting
transducer, affected the ultrasonic parameters determined by either conventional or Bayesian
analysis. This study used the same pair of transducers and experimental set-up implemented
in the diffraction experiment. Both reference and sample measurements were acquired with
the receiver at specific axial locations. The receiving transducer was moved axially from
+40 mm to -40 mm in 10 mm steps, with 0 mm being the normal separation between the
transmitting and receiving transducer (typically twice the focal length of the transducer).
The 1 MHz transducers used in this study were typically separated by 8 inches (203 mm). The
axial translation of the receiving transducer from -40 mm (closer to transmitting transducer)
to +40 mm (further from transmitting transducer) corresponded to more than 1.5 inches in
either direction from the orignal transducer separation (0 mm). In order to prevent any
backlash effects, the receiving transducer which was attached to a computerized motion
controller was moved beyond the +40 mm location first and then only moved in one direction
during the data collection. The measurements presented in this section were made on a 40
mm thick Lexan™ phantom.

The data collected in this study was analyzed two different ways. The data was first

analyzed using the reference and sample data acquired at the same axial location (or same
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7.9 Effects of receiver location relative to the transmitting transducer

distance from transmitting transducer). Comparing reference measurements to sample mea-
surements acquired at the same receiver position is the typical way to collect and analyze
ultrasonic data. This analysis technique should provide insight into if the axial location
of the receiver, in relation to the transmitting transducer, matters. It was already shown
earlier in this chapter that the position of the sample between the transmitting and receiving
transducer does not effect the results.

The second way the data was analyzed was to compare the reference data taken at the
normal transducer separation (AL = 0 mm) to the sample data acquired when the receiving
transducer was moved to nine axial locations (AL = -40 mm, -30 mm, -20 mm, -10 mm, 0
mm, +10 mm, +20 mm, 430 mm, +40 mm). This was an expansion of the diffraction study
discussed above. In the diffraction study, the diffraction correction for the 40 mm thick
Lexan™ phantom was approximately -19 mm (receiver moved closer to transmitter). In
this study, one of the acquired axial positions was AL = -20 mm, which was approximately

the diffraction-corrected distance, in addition to eight other sample receiver locations.

Analysis of reference and sample data from same axial locations

™ sample were acquired

Reference and sample measurements on the 40 mm thick Lexan
at nine axial locations and were analyzed using both conventional and Bayesian analysis.
Figure 7.54 shows the peak-to-peak amplitudes of the reference and sample signals as a
function of receiver location. Both the reference and sample signals displayed a systematic

(approximately linear) decrease in P-P amplitude as the receiver was moved away from the

transmitting transducer. This systematic dependence was unexpected since the effects of
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FIGURE 7.54: The peak-to-peak amplitude of the reference (water-path-only) signal and the
sample signal as a function of distance from the transmitting transducer for measurements
made on the 40 mm thick Lexan™ phantom. AL = 0 mm corresponds to the receiving
transducer located at twice the focal length (8 inches) from the transmitting transducer.
The third panel shows the difference in peak-to-peak voltage of the reference and sample
signals as a function of axial location.

diffraction and phase cancellation both within the field and at the face of the receiving
transducer are not necessarily linear with axial location. The peak-to-peak amplitude of
the reference signal changed more rapidly than the P-P amplitude of the sample signal.
The amplitude of the reference signal decreased by approximately 0.5 mV per millimeter of
axial translation, while the amplitude of the sample signal decreased by only 0.05 mV per
millimeter of axial translation. Although the amplitudes of the reference and sample signals
do suggest that the position of the receiver may matter, these results cannot be used to
infer the effects of receiver position on the attenuation properties, such as (3, since amplitude
measurements assume a narrowband signal, not a broadband signal like the one that was
used in this study.

Signal loss measurements were determined by log-spectral subtraction for the nine axial
locations. The predicted insertion (surface) losses were calculated to be approximately 0.68

dB. This was the total loss at both front and back surfaces. Thus, it was expected (by
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FIGURE 7.55: The predicted and actual zero-frequency intercepts of the signal loss as a func-
tion of the axial location of the receiving transducer. Reference and sample measurements
were analyzed for the same axial location.

theory) that the zero-frequency intercept of the signal loss versus frequency plots should
be approximately 0.68 dB. However, the actual zero-frequency intercepts of the signal loss
curves were all negative values and decreased with increasing transducer separation, as shown
in Figure 7.55. As will be seen later in Figure 7.58, these negative signal loss intercepts
correspond to transmission coefficient-related terms that are greater than one, implying
that energy was gained, not lost at the surfaces. Although this result did not follow the
predictions, it was consistent with the results of the other Lexan™ studies in this chapter.
The attenuation coefficient, determined using conventional analysis methods, of the 40
mm Lexan™ phantom at the nine axial locations are shown in Figure 7.56. They appeared
to be consistent with each other even though the receiving transducer was moved over a range

of 3 inches. However, when the data was examined on a finer scale, it was discovered that the
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FIGURE 7.56: Left panel: Attenuation coefficient as a function of frequency for the 40
mm Lexan™ phantom for data acquired at 9 axial locations. Right panel: The attenuation

coefficient at 1 MHz as a function of the axial location of the receiving transducer. Reference
and sample measurements were analyzed for the same axial location.

attenuation coefficient at 1 MHz decreased slightly as the receiving transducer was moved
farther away from the transmitting transducer. However, the change in the attenuation
coefficient when moving the receiving transducer from -40 mm to +40 mm was only 0.06
dB/cm. This result was consistent with, but not fully explained by, the decrease of the signal
loss intercept with axial location.

The slopes of the attenuation coefficient (nBUA) as functions of the axial location of
the receiving transducer for the 40 mm Lexan™ phantom are shown in Figure 7.57 and
Table 7.17 for both conventional and Bayesian analysis. Consistent with other studies in
this thesis, the § estimated by the Bayesian algorithm was smaller than the g determined
using conventional analysis for all axial locations. The slope of attenuation determined using
conventional methods increased slightly as the receiving transducer was moved farther away

from the transmitting transducer, whereas the nBUA estimated by the Bayesian algorithm
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FIGURE 7.57: The slope of the attenuation coefficient (nBUA) determined using conven-
tional and Bayesian analysis methods as a function of the axial location of the receiving
transducer. Reference and sample measurements were analyzed at the same axial location.

decreased with increased transducer separation.

The results for the transmission coefficient-related terms (A) are shown in Figure 7.58 as a
function of the axial location of the receiving transducer. The predicted value was calculated
to be approximately 0.92 and constant over all transducer positions. Similar to the results
in the other Lexan™ studies presented in this chapter, the results of the Bayesian algorithm
estimated the A term to be a value of one for all transducer positions except for AL = -40
mm. This implied that all the loss was attributed to bulk loss (#) and none attributed to
surface losses. Using the zero-frequency intercept of the signal loss plot to determine the A
term yielded values that were greater than one for all locations and increased with increasing

separation between the transducers.
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TABLE 7.17: The slopes of the attenuation coefficient (nBUA) for the 40 mm thick Lexan™
phantom for nine axial locations of the receiving transducer determined using conventional
and Bayesian analysis methods. Reference and sample measurements were analyzed at the
same axial location.

Axial location (AL) | Conventional Bayesian (3

(mm) (dB/em/MHz) | (dB/em/MHz)
-40 mm 4.87 4.77
-30 mm 4.88 4.79
-20 mm 4.88 4.78
-10 mm 4.89 4.78

0 mm 4.89 4.77
+10 mm 4.89 4.76
+20 mm 4.90 4.75
+30 mm 4.91 4.74
+40 mm 4.93 4.74

The results of this study implied that the location of the receiving transducer relative to
the transmitting transducer had small, mostly negligible effects on the ultrasonic parameters
determined using either conventional or Bayesian analysis. It may be possible that the small

effects seen in this study were caused by diffraction, which were not taken into account.

Analysis of reference and sample data from different axial locations

For this study, the sample signals acquired when the receiving transducer was moved to
nine axial locations in the ultrasonic field were compared to the reference signal acquired
at the typical transducer separation (twice the focal length or AL = 0 mm). For receiver
position AL = 0 mm, the sample and reference signal were analyzed for the same transducer

separation, which is the typical analysis method. For receiver position AL = -20 mm, the
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FI1GURE 7.58: The transmission coefficient-related A term determined using conventional
and Bayesian analysis methods as a function of the axial location of the receiving trans-
ducer. The predicted value of A is also displayed. Reference and sample measurements were
analyzed at the same axial location.

sample signal acquired at AL = -20 mm was compared to the reference signal at AL = 0 mm,
which is the diffraction-corrected analysis for the 40 mm thick Lexan™ phantom. It was
hoped that this study would shed light on the diffraction-correction used in Section 7.8 and
perhaps identify a diffraction correction that produced results that agreed with predicted
values.

Figure 7.59 shows the zero-frequency intercept of the signal loss versus frequency plot
as a function of the axial location of the receiving transducer. As before, the predicted
signal loss intercept was calculated to be approximately 0.68 dB and independent of receiver
location. The actual signal loss intercept was dependent significantly on receiver position,

increasing linearly with increasing transducer separation. Based on these results, it appeared
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FIGURE 7.59: The predicted and actual zero-frequency intercepts of the signal loss as a
function of the axial location of the receiving transducer. Sample measurements at the nine
axial locations of the receiving transducer were compared to the reference measurement at
the typical transducer separation (AL = 0 mm).

that moving the receiving transducer to AL = +30 mm yielded a signal loss intercept that
was close to the predicted value.

The attenuation coefficients for the 40 mm thick Lexan™ phantom when sample data
was acquired at nine axial locations is shown in Figure 7.60. All the attenuation coefficients
plotted as a function of frequency appeared to have the same slope but had a vertical offset
from each other. This effect can be seen more clearly in the right panel of Figure 7.60,
which displays the attenuation coefficient at 1 MHz as a function of the axial position of the
receiving transducer. As was expected, the attenuation coefficient at 1 MHz for AL = 0 mm
agreed with the non-diffraction-corrected attenuation coefficient presented in Section 7.8,

while the attenuation coefficient at 1 MHz for AL = -20 mm agreed with the diffraction-
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FIGURE 7.60: Left panel: Attenuation coefficient as a function of frequency for the 40 mm
Lexan™ phantom for data acquired at 9 axial locations. Right panel: The attenuation
coefficient at 1 MHz as a function of the axial location of the receiving transducer. Sample
measurements at the nine axial locations of the receiving transducer were compared to the
reference measurement at the typical transducer separation (AL = 0 mm).

M sample. The attenuation

corrected attenuation coefficient for the 40 mm thick Lexan™
coefficient at 1 MHz consistently increased by approximately 0.1 dB/cm for every 10 mm
the receiving transducer was moved away from the transmitting transducer.

The slopes of the attenuation coefficient (nBUA) as a function of the axial location of
the receiving transducer for the 40 mm Lexan™ phantom are shown in Figure 7.61 and
Table 7.18 for both conventional and Bayesian analysis. The slopes of attenuation deter-
mined using conventional methods were consistent with the nBUA values determined in
the previous section with the sample and reference data analyzed at the same axial loca-
tion. This suggested that conventionally-determined 5 may be relatively less susceptible to
diffraction-related effects even though the attenuation coefficient is influenced. This was in

contrast to the nBUA estimated by the Bayesian algorithm which increased linearly from

4.34 dB/cm/MHz to 4.77 dB/cm/MHz when the receiving transducer was moved from AL
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FIGURE 7.61: The slope of the attenuation coefficient (nBUA) determined using conven-
tional and Bayesian analysis methods as a function of the axial location of the receiving
transducer. Sample measurements at the nine axial locations of the receiving transducer
were compared to the reference measurement at the typical transducer separation (AL = 0

= -40 mm to AL = 0 mm, and then remained at a relatively constant value for all other
axial locations.

An opposite trend was observed for the Bayesian-estimated A term shown in Figure 7.62
as a function of axial location of the receiving transducer. For axial locations AL = -40
mm through AL = 0 mm, the Bayesian algorithm estimated the value of A to be equal
to one, and for axial locations greater than AL = 0 mm, the estimated A term decreased
linearly. The transmission coefficient-related term determined using the signal loss intercept
decreased linearly across all axial locations. The values of A determined by the Bayesian

algorithm and the signal loss intercept agreed with those found in Section 7.8 for the 40 mm
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TABLE 7.18: The slopes of the attenuation coefficient (nBUA) for the 40 mm thick Lexan™
phantom for nine axial locations of the receiving transducer determined using conventional
and Bayesian analysis methods. Sample measurements at the nine axial locations of the
receiving transducer were compared to the reference measurement at the typical transducer
separation (AL = 0 mm).

Axial location (AL) | Conventional § | Bayesian 3

(mm) (dB/em/MHz) | (dB/em/MHz)
-40 mm 4.89 4.34
-30 mm 4.89 4.44
-20 mm 4.89 4.56
-10 mm 4.89 4.67

0 mm 4.89 4.77
410 mm 4.89 4.79
420 mm 4.90 4.80
+30 mm 4.91 4.80
+40 mm 4.92 4.81

thick Lexan™ sample. Based on these results, it appeared that the A term determined by
both the Bayesian algorithm and the signal loss intercept agreed the best with the predicted
value for AL = 430 mm, and agreed quite poorly for AL = -20 mm, which was the value

predicted by the diffraction correction in Equation 7.15.

7.10 Discussion

The sample-thickness dependence of the ultrasonic parameters observed in studies pre-
sented in this thesis on both equine cancellous bone, which permits two longitudinal wave
modes, and on Lexan™ phantoms, which permits only one longitudinal wave mode, is per-

plexing and still currently unexplained. This unexpected phenomenon is not limited to our
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FIGURE 7.62: The transmission coefficient-related term A determined using conventional
and Bayesian analysis methods as a function of the axial location of the receiving transducer.
The predicted values of A are also displayed. Sample measurements at the nine axial locations
of the receiving transducer were compared to the reference measurement at the typical
transducer separation (AL = 0 mm).

data and the Bayesian technique. Keith Wear, a former post doc in the Laboratory for
Ultrasonics and current researcher at the FDA, recently reported similar sample thickness
dependences with data acquired from bovine cancellous bone and analyzed with a modified
least-squares Prony’s method, which decomposes the received signal into its fast and slow
wave components in a fashion that is analogous to that of the Bayesian method (Wear et al.,
2014).

The variation with sample thickness may be the result of several different effects working
in combination, thus making it difficult to determine the exact causes. One potential series
of experiments that may provide additional insights into the observed sample-thickness de-

pendence would be to remeasure the samples studied in this chapter using a two-dimensional
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array of point-like receivers (hydrophones). The data collected could then be processed us-
ing phase-insensitive analysis methods to determine if phase cancellation at the face of the
phase sensitive receiving transducer is contributing to the sample-thickness effects seen in
this thesis. Such a data set would permit the use of well-known focusing techniques (in-
cluding simple time-of-flight focusing and correlation focusing) that might yield additional

insights.

7.11 Summary and conclusions

A series of systematic studies were performed on Lexan™ phantoms to explore the possi-
ble explanations for the sample-thickness dependence of the ultrasonic parameters observed
in the measurements of equine bone presented in the previous chapter.

Initial measurements were acquired on three Lexan™ phantoms with approximate thick-
nesses of 10, 20, and 40 mm. These data were used to perform consistency checks of the
Bayesian algorithm and the propagation model, and to investigate the influence of noise lev-
els. The frequency-independent loss term A in the propagation model used in the Bayesian
model was explicitly defined in terms of the amplitude transmission coefficients along with
inclusion of the explicit complex acoustic impedances that account for loss. However, this
change to the propagation model did not produce any significant changes in the Bayesian
estimate of A or any of the other parameters. Another study determined that nonlinear
propagation effects were not present in these experiments.

Measurements were also carried out on a systematically shortened Lexan™ phantom
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with dimensions similar to those of the equine specimen. The results of Bayesian and con-
ventional analysis on this data set were consistent with those results from the initial Lexan™
measurements. The phase velocity results estimated by the Bayesian algorithm were in excel-
lent agreement with the phase velocities determined by conventional analysis. Additionally,
neither analysis method produced phase velocities that were sample-thickness dependent.
However, the Bayesian-estimated nBUA was consistently smaller than the conventionally-
determined nBUA and also displayed a modest, systematic dependence with sample thick-
ness. A similar trend was seen for the transmission coefficient-related A term. While the
predicted A term was independent of sample thickness, the Bayesian-estimated A increased
systematically with thickness and was always larger than the predicted value. However, the
conventionally-determined A, found by the zero-frequency intercept of the signal loss, had
even larger values which for larger sample thickness even surpassed the value of one. Band-
pass Butterworth filters were applied to this data set to limit the range of frequency present
in the signals used as input into the Bayesian algorithm to those frequencies used in con-
ventional analysis. The application of frequency filters produced a slight, but insignificant
reduction in the sample thickness dependence of the Bayesian-estimated nBUA and A term.

The location of the sample between the transmitting and receiving transducers was de-
termined to have no effect. The effects of the position of the receiving transducer, relative
to the transmitting transducer, was also studied. Analysis of the reference and sample
measurements acquired at the same axial location yielded nBUA and A values that were
modestly dependent on the axial location of the receiving transducer. This implies that

the receiver location may cause an effect (presumably due to alterations in the ultrasonic
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field as it propagates) but the magnitude of that effect may be negligible depending on the
lossiness of the sample being studied. The effects of diffraction were also described and

™ ranging from approximately 10 mm up to 60 mm.

studied using six thicknesses of Lexan
The predicted diffraction correction did not reduce the sample-thickness dependence and
actually increased the dependence observed in the Bayesian-estimated nBUA and A term.
There was no change observed in the nBUA determined by conventional methods for the
diffraction-corrected data.

Additional studies were carried out to vary systematically the surface losses. The was
done to further explore the issue of surface losses versus volume (that is, bulk) losses. The
results found for nBUA were consistent with those results from the other Lexan™ studies.
While the nBUA determined using conventional analysis was approximately constant with
sample thickness, the Bayesian-estimated nBUA decreased systematically with increasing
sample thickness. This trend was observed for each number of surfaces. A more complicated
dependence with sample thickness and number of surfaces was observed for the Bayesian-
estimated A term.

In all of the studies carried out in this chapter, the model waveform generated using
the parameters estimated by the Bayesian algorithm fit the experimental sample waveform
better than the waveform generated using the parameters determined by either conventional
analysis or predictions.

The studies and results presented in this chapter provide insight into the potential con-

tributors of the observed sample thickness dependence. Although none of the studied tests

corrected this unexpected behavior, some of the possible causes were eliminated.

261



Bibliography

Bibliography

Anderson, C. C., Bauer, A. Q., Holland, M. R., Pakula, M., Laugier, P., Bretthorst, G. L.,
and Miller, J. G. (2010), “Inverse problems in cancellous bone: estimation of the ultrasonic
properties of fast and slow waves using Bayesian probability theory”, J Acoust Soc Am
128(5), 2940-48.

Bauer, A. Q., Marutyan, K. R., Holland, M. R., and Miller, J. G. (2007), “Is the Kramers-
Kronig relationship between ultrasonic attenuation and dispersion maintained in the pres-
ence of apparent losses due to phase cancellation?”, J Acoust Soc Am 122(1), 222-28.

Kay, S. M. and Marple, J., S. L. (1981), “Spectrum analysis - A modern perspective”,
Proceedings of the IEEE 69(11), 1380-1419.

Lloyd, C. (2010), “Enhancing nonlinear ultrasonic methods for laboratory and clinical ap-
plications”, Ph.D. thesis, Washington University in St. Louis.

Wallace, K. D. (2001), “Characterization of the nonlinear propagation of diffracting, finite
amplitude ultrasonic fields”, Ph.D. thesis, Washington University in St. Louis.

Waters, K. R., Hughes, M. S., Mobley, J., and Miller, J. G. (2003), “Differential forms of
the Kramers-Kronig dispersion relations”, IEEE Trans Ultrason Ferroelectr Freq Control
50, 68-76.

Wear, K., Nagatani, Y., Mizuno, K., and Matsukawa, M. (2014), “Temporal evolution of fast
and slow waves during propagation through bovine cancellous Bbone in vitro”, Abstract:
IEEE International Ultrasonics Symposium .

Xu, W. and Kaufman, J. (1993), “Diffraction correction methods for insertion ultrasound
attenuation estimation”, IEEE Trans Biom Eng 40, 563-570.

262



CHAPTER &

SUMMARY AND CONCLUDING REMARKS

This dissertation detailed simulated and experimental studies that investigated the physics
underlying the interaction between cancellous bone and ultrasound. A central theme was
the comparison between the results determined by conventional analysis methods and the re-
sults estimated by a Bayesian probability theory analysis method. An additional, unexpected
need emerged to investigate the sample-thickness dependence of the ultrasonic parameters
obtained by either method of analysis.

Chapter 2 provided background information related to bone physiology, as well as the use
of quantitative ultrasound to diagnose and monitor osteoporosis. The potential presence of
two longitudinal wave modes (fast and slow waves) propagating in bone was also discussed
along with the complications that may arise from overlapping waves.

Chapter 3 described the methods of analysis that were used in later chapters of this
thesis. An overview of how ultrasonic parameters of interest are determined by conventional
analysis methods were presented. A brief introduction to Bayesian probability theory was

given along with an explanation of how Bayesian methods in conjunction with a two-mode
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wave propagation model can be used to provide estimates of the ultrasonic parameters for
fast and slow waves.

Studies carried out on human calcaneal bone specimens were the focus of Chapter 4.
Conventional and Bayesian analysis methods were applied to data acquired on eight hu-
man heel bone samples with insonification in the medial-lateral (perpendicular) direction.
Although the received sample signals all appeared to be comprised of a single wave mode,
the Bayesian algorithm was able to successfully separate the received trace into its fast and
slow wave components. The results showed that the phase velocity for the single (unsep-
arated) wave mode lay between the fast and slow wave velocities, and that the nBUA for
the single mode was much greater than the nBUA associated with either the fast or slow
waves. This implied that performing conventional analysis on a wave that is comprised of
two overlapping waves modes may overestimate the true signal loss. Results also showed
that the Bayesian-estimated parameters for the fast and slow waves correlated moderately
well with microstructural parameters determined by microCT measurements.

Chapter 5 investigated the effects of overlapping fast and slow waves on measurements
of the attenuation as a function of sample thickness along with the method of analysis em-
ployed in determining the attenuation properties. Two methods of analysis were applied to
simulated data for a range of sample thicknesses. Applying time-domain analysis to broad-
band data yielded apparent attenuations that were sample length dependent. In contrast,
performing frequency-domain analysis on separated (by the Bayesian algorithm) fast and
slow waves resulted in attenuation coefficients that were independent of sample length.

In Chapter 6, conventional analysis and Bayesian parameter estimation were applied to
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ultrasonic data acquired on a cancellous bone specimen extracted from an equine radius. The
sample was systematically shortened in 0.5 mm increments from approximately 12 mm down
to 0.5 mm, with measurements taken at each sample length. Conventional analysis methods
were performed on the sample lengths that were sufficiently long as to permit separation of
the fast and slow waves in the time-domain. Bayesian analysis was performed on data from
all sample lengths. Over the same sample lengths, the average Bayesian and conventional
results for phase velocity and nBUA agreed quite well. However, it was found (unexpectedly)
that the parameters obtained by both conventional and Bayesian analysis displayed small,
systematic variations with sample length.

The unexpected sample thickness dependence of the ultrasonic parameters observed in
Chapter 6 was investigated more thoroughly using one-mode Lexan phantoms in Chapter 7.
A series of systematic studies were performed to eliminate or confirm the cause or causes of
the observed sample thickness dependence. Although no clear cause was found, the results
among the various studies performed on Lexan were very consistent and provided some
insights into the potential contributors of the observed sample thickness dependence. In
spite of these unexplained observations, the studies in this thesis represent a potentially
useful advance in the understanding of the physics of the interaction between cancellous

bone tissue and ultrasound.
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