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ABSTRACT
Diagnostic ultrasound is ubiquitous in clinical practice because it is safe, portable, inexpensive, has high spatial
resolution and is real time. Therefore, improving the capabilities of diagnostic ultrasound is a highly significant
clinically. In this talk we will discuss different applications of quantitative ultrasound (QUS) imaging and how
QUS approaches have evolved over time. Specifically, we will discuss the use of spectral-based approaches to
estimate the backscatter coefficient (BSC) and attenuation slope and the use of envelope statistics to describe
underlying tissue microstructure. These QUS approaches have been successful at classifying tissue state, monitoring focused ultrasound therapy, detecting early response of breast cancer to neoadjuvant chemotherapy and
the automatic detection of nerves in the imaging field. We will demonstrate how QUS approaches can be incorporated on breast tomography machines, which allow an expansion of the tradeoff between spatial resolution and
the variance of QUS estimates. One of the ongoing issues with QUS is the inability to properly account for losses
in tissues that affect the estimates of the backscatter coefficient. We will demonstrate new calibration procedures
that can improve the ability to account for tissue losses. Finally, we will discuss how machine learning approaches
can further improve QUS techniques by eliminating the need for models and in some cases eliminating the need
for a reference scan.
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1. INTRODUCTION
Ultrasound is ubiquitous in clinical medicine because it is inexpensive, portable, real time and considered the safe
imaging modality. Ultrasound offers a variety of modes for both anatomical (e.g., B-mode) and functional (e.g.,
Doppler and color flow) imaging. More recent modes of imaging that have been added to clinical ultrasound
devices are strain and shear elastography. These modes allow assessment of tissue mechanical properties with
the goal of providing more quantitative information regarding tissue state.
Other quantitative ultrasound (QUS) modes have been under development for several years and have only
recently been explored for adoption in ultrasound scanners for use in clinical medicine. Techniques that make use
of the backscattered spectra through the backscatter coefficient (BSC) or techniques that quantify the statistics
of the envelope have continued to make strides by demonstrating success in improving diagnostics.1, 2 With
improved technologies and demonstration of success of these techniques, the outlook for QUS techniques is very
promising. Some roadblocks to implementation still exist, such as properly accounting for losses in the signals
and the need for acquiring reference signals. However, these issues have been diminished over recent years with
solutions to improve compensation of tissue losses and facilitate ease of implementation.
This paper briefly discusses the successes of QUS techniques both in the past, in the present and in the future.
Foundational work in QUS will be highlighted followed by current research successes in QUS clinically. Finally,
the future of QUS will be considered and how technical advances can broaden acceptance clinically.
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2. PAST
The BSC is defined as a backscattered cross section per unit volume from a scattering medium.3 The BSC is a
fundamental tissue property and is a function of frequency. The BSC is usually represented is a spectrum and is
calculated by taking the power spectrum of a scattered signal and dividing by a reference spectrum to account
for system settings and field effects from the source. In this way, the BSC is considered an operator independent
measure because over the same frequency band, the BSC from a medium can be replicated on different platforms
assuming a correct accounting for the system effects through calibration. Several studies have demonstrated that
the BSC can be consistently estimated across ultrasonic imaging platforms.4–7
QUS backscattering techniques based on the BSC have been successfully used to characterize different aspects
of tissue microstructures. Noteworthy are the pioneering works of the mid-80s and early 90s that demonstrated
the ability of QUS based on spectral features to ultrasonically quantify ocular, liver, prostate, renal and cardiac
tissues.8–10 The work of Lizzi et al. (Ref. 8) is especially notable because they developed the theoretical
framework to implement a calibration spectrum approach to account for system-dependent effects.
If implemented correctly, spectral-based QUS using the BSC provide operator- and system-independent imaging biomarkers that can be used to diagnose disease or identify tissue state. In order to better quantify the BSC
for diagnostic representation, the BSC is often parameterized using a model to describe the frequency dependence of the BSC. An approach used by Lizzi et al. was to parameterize the normalized backscatter power
spectrum converted to a decibel scale by fitting a line to the normalized power spectrum versus frequency.11
The spectral slope, mid-band fit and spectral intercept were then used to parameterize the normalized power
spectrum. Other approaches used models of tissue microstructure to derive features from the BSC related to
the tissue microstructure. Specifically, based on the Born approximation for weak scattering, the BSC has been
modeled using an intensity form factor approach.3, 12, 13 Based on the form factor models, estimates of scatterer
properties (i.e., effective scatterer diameter (ESD) and effective acoustic concentration (EAC)) related to the
underlying tissue microstructure are obtained.14
QUS imaging began to emerge, where color-coded images based on QUS parameter values were superimposed
on B-mode images of different tissues structures.15, 16 These images provided an immediate display of QUS
parameters and how they could differentiate between different kinds of tissues. For example, Fig. 1 shows QUS
images of three different kinds of rodent tumors. Using the appearance of the tumors in B-mode imaging alone
did not provide sufficient diagnostic information to differentiate the benign tumors from the malignant tumors.
However, the use of the ESD parameter provided clear separation between the benign tumors (Fig. 1, left) and
the malignant cases (Fig. 1, middle and right).17

Figure 1. QUS images of three types of rodent tumors using the ESD parameter from a spherical Gaussian form factor.
(Left) Benign fibroadenoma, (middle) malignant mammary carcinoma, (right) malignant mammary sarcoma.

3. PRESENT
In more recent work, i.e., in the last 10 years, several QUS successes have been able to move from laboratory
animals to the clinic. A few of these successes are noted below. In most cases, QUS was first developed in
an appropriate animal model for testing but was then translated to studies in humans with varying degrees of
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success. The translation of QUS from animals to humans was not without difficulty. However, the work over the
past decade has paved the way for clinical implementation of QUS.

3.1 Cancer Diagnostics and Therapy Monitoring
QUS has been used to improve cancer diagnostics clinically. In one recent example, QUS was used predict
the early response of breast cancer patients to neoadjuvant chemotherapy.18 Furthermore, in this study QUS
parameters were used to predict survival of breast cancer patients. In the study, the ESD and EAC parameters
were estimated from breast tumors at baseline, 1 week, 4 weeks, 8 weeks post initiation of chemotherapy and just
before surgery. The EAC was observed to increase in patients responding to therapy as early as one week post
treatment initiation, which further increased at week 4 and reached a maximum value at week 8 after therapy
initiation. In contrast, non-responding patients did not exhibit changes in the QUS parameters. Figure 2 shows
a graph of the EAC parameters versus days on the treatment regimen for both responders and nonresponders.
The best predictor of treatment response was through the combination of EAC and ESD parameters at week
4 achieving a sensitivity of 82% and specificity of 100%. The results demonstrate that spectral-based QUS
parameters extracted from ultrasound data are predictive of ultimate clinical chemotherapy response, as early as
1 week post treatment initiation. The improved predictive capabilities provided by QUS could allow clinicians to
further customize cancer therapies and to change ineffective treatments within days to weeks of starting therapy.

Figure 2. Graph of the average change in the EAC parameter per tumor estimated for breast cancer patients undergoing neoadjuvant chemotherapy for responders and nonresponders. ** represents statisitcally signficant differences were
observed between responders and nonresponders.

3.2 Liver Disease
Another application of QUS that has recently demonstrated success in in vivo animal studies and in clinical
human studies is the ability of QUS to predict steatosis.19, 20 In a study involving rabbits on a high fat diet,
QUS techniques were able to classify between high and low lipid levels in the liver.20 Figure 3 shows plots of
the ESD versus lipid level and the EAC versus lipid level. Similarly, in human clinical studies, QUS techniques
were able to predict the grade of steatosis (grade 1, 2 or 3) with 68.3% accuracy.19

Figure 3. Graphs of the ESD versus lipid level and the EAC versus lipid level for rabbits on a high fat diet.
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4. FUTURE
Some of the remaining challenges associated with QUS are properly accounting for losses between the imaging
probe and the region of interrogation, optimizing models to extract information from the signals and simplifying
calibration procedures in the clinical workflow. The next three sections discuss possible approaches to remedying
some of the remaining challenges.

4.1 Model-Free and Reference-Free
In a study on characterizing the liver of rabbits (N = 57) on a high fat diet, ultrasonic scans of the rabbits
were kept the same for each session. Therefore, we hypothesized that a 1D convolutional neural network (CNN)
could separate the system-dependent signal from the tissue-dependent signal, and perform classification in a
reference-free manner and without having to resort to a scattering model. A CNN learns a nonlinear mapping
from the input to the output via stacking of multiple connected convolutional filter layers at different resolutions.
The learned features from the convolutional layers can then be concatenated into a vector and classified by fully
connected layers. In the case of ultrasonic tissue characterization, the problem was formulated as a supervised
learning strategy using a CNN where the input was the backscattered radiofrequenyc (RF) data and the output
was the pathological indicator (e.g. fatty/non-fatty).
The traditional spectral-based QUS approach does not utilize the phase information in the RF signal, because
only the magnitudes of the power spectra from RF data were computed. We hypothesized that a CNN could
extract classification power from the lost phase information from the time-domain RF data and perform feature
extraction and classification simultaneously. In this study we compared the reference-free and model-free CNN
approach with traditional QUS approaches that require a reference scan to classifying liver state and a model to
extract parameters like the ESD and EAC. When classifying the liver state, i.e., below 5% lipid liver or above 5%
lipid liver, classification accuracies were 59% when using QUS parameters with a support vector machine while
the accuracy when using the CNN was 74%. Therefore, the CNN provided better classification than traditional
QUS methods that required both a model and reference spectra to be measured.

4.2 In Situ Calibration
One way to alleviate the need for a separate external calibration scan and to account for ultrasonic wave propagation losses incurred between the imaging array and the region of interrogation is to take advantage of a
calibration target in the tissue.21 In the case of breast cancer imaging, before and during therapy, radiological
clips are embedded in tumors and lymph nodes. Appropriately shaped clips could be used to provide a calibration spectrum for BSC estimation and to account for losses incurred. Figure 4 shows a B-mode image of a
chicken breast sample having an overlying layer of fat on top and with a small 2-mm titatnium bead embedded
in the tissue to act as a marker and as a calibration source. The BSC was calculated for the chicken breast
using tradional reference phantom methods using external calibration targets and with the in situ calibration
bead and compared. The results indicate the the BSC estimated using the in situ bead with a lossy layer on top
was similar to the BSCs estimated without the lossy layer. The traditional reference phantom approach did not
provide consistent BSC estimates.

4.3 Combining with Ultrasound Computed Tomography
Combining spectral-based QUS with ultrasound computed tomography (USCT) provides a means of accounting
for system dependencies because the systems are already well calibrated. Furthermore, losses due to attenuation
and transmission losses can be compensated because USCT provides maps of sound speed and attenuation.
Finally, because the tomography devices rotate around the object, QUS estimates from multiple angles can be
compounded reducing the variance of estimates and improving the trade off between estimate variance and spatial
resolution. Figure 5 shows images from a tissue mimicking phantom scanned in a USCT system (Techniscan,
Inc) with the sound speed image of the phantom, an uncorrected B-mode image of the phantom, a QUS ESD map
of the phantom from a single view and finally a QUS ESD map made from compounding 64 angles.22 Combining
QUS with USCT resulted in much better performance of QUS imaging with reduced variance of estimates and
reduced bias because of attenuation correction.
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Figure 4. (Left) B-mode image of chicken breast with calibration bead and fatty layer on top and (right) BSCs estimated
using traditional methods and in situ calibration target.

Figure 5. Tomography images of tissue mimicking phantom: (row 1) Sound speed image, (row 2) B-mode image with
refraction artifact, (row 3) refraction corrected single shot QUS image and (row 4) compounded QUS image.

5. CONCLUSION
While QUS techniques based on the BSC and the spectrum of backscattered signals have been around for several
decades, recent successes have allowed multiple clinical translations of these techniques. QUS has demonstrated
the ability to detect response of breast cancer patients to chemotherapy, to quantify liver steatosis and to improve
cancer diagnosis in the clinic. Future developments in QUS will be to eliminate the need for scattering models,
reduce the need for external calibrations and improving performance by marrying the QUS technology with
ultrasound computed tomography.
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