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Abstract: Photoacoustic (PA) imaging can be used to monitor high-intensity focused ultrasound
(HIFU) therapies because ablation changes the optical absorption spectrum of the tissue, and this
change can be detected with PA imaging. Multi-wavelength photoacoustic (MWPA) imaging makes
this change easier to detect by repeating PA imaging at multiple optical wavelengths and sampling
the optical absorption spectrum more thoroughly. Real-time pixel-wise classification in MWPA
imaging can assist clinicians in monitoring HIFU lesion formation and will be a crucial milestone
towards full HIFU therapy automation based on artificial intelligence. In this paper, we present a
deep-learning-based approach to segment HIFU lesions in MWPA images. Ex vivo bovine tissue is
ablated with HIFU and imaged via MWPA imaging. The acquired MWPA images are then used to
train and test a convolutional neural network (CNN) for lesion segmentation. Traditional machine
learning algorithms are also trained and tested to compare with the CNN, and the results show that
the performance of the CNN significantly exceeds traditional machine learning algorithms. Feature
selection is conducted to reduce the number of wavelengths to facilitate real-time implementation
while retaining good segmentation performance. This study demonstrates the feasibility and high
performance of the deep-learning-based lesion segmentation method in MWPA imaging to monitor
HIFU lesion formation and the potential to implement this method in real time.

Keywords: multi-wavelength photoacoustic imaging; high-intensity focused ultrasound therapy;
lesion segmentation; deep learning; machine learning; convolutional neural network

1. Introduction

High-intensity focused ultrasound (HIFU) is a minimally invasive technique for in
situ tissue destruction [1]. In HIFU ablation, ultrasound (US) waves are focused at a target
within the human body to deliver and deposit acoustic energy, causing tissue destruction
through thermal and mechanical effects [2]. The thermal effect causes a local temperature
rise that leads to irreversible cell death through coagulative necrosis. The mechanical
effect, also called cavitation, causes irreversible damage by mechanically disrupting cell
membrane permeability and altering the structure of cells [3]. In the past several decades,
HIFU has been clinically used to treat bone, breast, kidney, liver, pancreas, and prostate
cancer [4-9]; uterine fibroids [10]; and cardiac arrhythmias [11-13]. To ensure safe and
precise ablation, a reliable imaging modality is needed to guide and monitor the HIFU
therapy [14]. Two imaging modalities, magnetic resonance imaging (MRI) and US imaging,
are currently used for HIFU monitoring [15].

MRI has been used to monitor HIFU for breast fibroadenoma and uterine
fibroids [16,17]. It provides superior depiction of anatomic detail and superb real-time
thermometry [14,18]. Therefore, it allows precise spatial assessment of the tissue and is
the only imaging technique in clinical practice that provides quantitative temperature
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measurements [19]. However, MRI is limited by its high cost and relatively low frame
rate [20,21]. Compared with US-based imaging modalities, MRI equipment is bulkier and
less compatible with HIFU therapies.

While MRI mainly monitors the thermal effect caused by HIFU, US imaging focuses
more on the mechanical effect, which produces a hyperechoic spot at the focal point of
the HIFU transducer [22]. This real-time and low-cost imaging modality can be easily
integrated into an HIFU system [23] and has been used to monitor HIFU therapies for
prostate cancer [24], breast fibroadenoma [25], and uterine fibroids [26,27]. However,
the biological and physical mechanisms of the hyperechoic depiction in US images are
not yet fully understood [28], which makes US imaging less reliable for HIFU monitoring.
Furthermore, US imaging has relatively low-imaging contrast, sensitivity, and specificity
for non-invasive detection [29]. Although US imaging can also provide thermometry by
measuring local changes in speed of sound, its sensitivity and accuracy of thermometry
are relatively low becuase of the complex physical nature of acoustic tissue properties and
mechanisms of cavitation [3].

Since both thermal and mechanical effects fade gradually after the cessation of HIFU
exposure, an imaging modality that focuses on monitoring the permanent tissue property
change caused by HIFU could greatly supplement or even replace MRI and US imaging.
Photoacoustic (PA) imaging is a hybrid imaging modality that combines the contrast of
optical absorption with the resolution and penetration depth of US imaging [30-33]. This
imaging modality can be used to monitor HIFU therapies because HIFU induces changes
in the optical absorption spectrum of the ablated tissue [34]. However, these changes
could be too subtle to be observed because the optical absorption spectrum does not
change very significantly at some arbitrarily chosen wavelength [35]. Multi-wavelength
photoacoustic (MWPA) imaging generates a multi-channel PA image with each channel
corresponding to a specific wavelength. This makes it easier to detect the changes in
optical absorption spectrum since changes in tissue absorption can be observed at multiple
wavelengths. An initial study on the potential of MWPA imaging in revealing HIFU-
induced tissue denaturation was reported in 2013 [36], followed by a study in 2014 [34]
that demonstrated the feasibility of MWPA imaging in detecting HIFU-induced thermal
lesions. In 2018, Iskander-Rizk et al. proposed a lesion detection algorithm based on
dual-wavelength PA imaging [37]. These studies demonstrated the feasibility of detecting
HIFU lesions with MWPA imaging. However, none of these studies provided an approach
to segment the lesions in MWPA images. A correlation-based approach to segment HIFU
lesions was reported in 2016 [38]. In this approach, each pixel was classified based on its
Pearson correlation values with the ablated and non-ablated reference spectra, respectively.
The ablated reference spectrum is obtained by averaging pixel values inside a region of
interest (ROI), which is selected based on the PA image contrast. However, this mean
value is not a comprehensive representation of the averaged pixels, especially when their
variance is not small. The non-ablated reference spectrum is obtained by normalizing the
known extinction spectrum for deoxyhemoglobin (Hb). However, the actual non-ablated
reference spectra could be different. This approach does not extract “deeper” features that
could be more effective in pixel classification than the Pearson correlation values.

Semantic segmentation is a task of simultaneous object recognition and pixel-wise clas-
sification [39]. The past eight years have witnessed the rapid development of convolutional
neural network (CNN) as a novel approach for semantic segmentation [40-45]. Compared
with the per-pixel classification approaches that process each pixel independently, CNN
captures the 2D textural features in the MWPA images in addition to the optical absorption
spectrum. It therefore has potentially better performance in lesion segmentation. In this
paper, we propose a CNN-based approach for HIFU lesion segmentation in MWPA images.
HIFU is applied on ex vivo bovine tissue to create HIFU lesions. The bovine tissue is then
imaged with MWPA imaging. The acquired MWPA images are processed with a CNN to
segment the HIFU lesions. To evaluate the performance of this approach more comprehen-
sively, traditional machine learning algorithms including quadratic discriminant analysis
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(also called quadratic classifier) [46], fully connected neural network [47], support vector
machine [48], and random forest [49] are also trained and tested, and the performance
is compared with that of the CNN. Feature selection is performed to reduce the number
of wavelengths to facilitate real-time implementation while keeping an acceptable perfor-
mance. The target application for this approach is catheter-based cardiac ablation with a
capacitive micromachined ultrasonic transducer (CMUT) array that can be used for both
imaging and ablation [50], where the lesion depth is up to 8 mm, which is comparable to
the depth of radiofrequency ablation [51]. The experiment for MWPA data acquisition and
the preprocessing of MWPA images are described in detail in Section 2. The CNN-based
approach and the traditional machine learning algorithms are also introduced in Section 2,
followed by a comparison of their performances and an analysis in Section 3. Section 4
discusses the advantages and disadvantages of the presented approach and the potential to
operate it in real time.

2. Materials and Methods
2.1. Data Acquisition and Image Preprocessing
2.1.1. Experimental Setup

A programmable imaging system (Vantage 64 LE, Verasonics Inc., Kirkland, WA, USA),
a personal computer (PC) (Precision T7910, Dell Inc., Round Rock, TX, USA), a linear US
transducer array (L7-4, Philips, Bothell, WA, USA), an HIFU transducer (5-MHz, 19-mm
circular aperture, 15-mm focal distance, Precision Acoustics Ltd., Dorchester, Dorset, UK),
and a programmable laser system (Phocus Mobile, Opotek Inc., Carlsbad, CA, USA) with a
customized dual-output laser fiber were used in the experiment (Figure 1). The laser system
worked in internal flashlamp and external Q-switch mode to ensure stable synchronization
between laser firing and PA data acquisition. The flashlamp trigger output provided the
primary clock signal that drove the system. In each iteration, the imaging system passively
waited until the rising edge of the flashlamp trigger output was detected and then waited
another 235 us (the flashlamp to Q-switch delay value unique to the laser system for the
desired power level). After that, the imaging system sent a trigger signal to the Q-switch
trigger input port of the laser so that it fired and started acquiring PA data simultaneously.
The laser system was programmed to scan the wavelengths from 690 nm to 950 nm with a
step size of 5 nm. Because the imaging system had 64 parallel receive channels with a 2:1
multiplexing capability to receive from the 128 elements of the linear array, the laser must
fire twice at each wavelength to acquire the data needed to reconstruct a complete frame
(Figure 1). In order to increase the signal-to-noise ratio (SNR), 100 frames of PA data were
acquired and averaged at each wavelength. A summary of the experimental conditions can
be found in Table 1.

Pause until N
flashlamp trigger out
signal is received

Flashlamp

Trigger in trigger out

Imaging probe

Imaging
system

Wait for 235 ps

Laser system ;—_\\

Send a trigger
signal to Q-switch /
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trigger in and / tissue
acquire PA data ; )/ PC Quswitch
/ trigger in

Figure 1. Experimental setup for multi-wavelength photoacoustic characterization of HIFU-
induced lesions.
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Table 1. Experimental Conditions.

Linear array:

Center frequency 52 MHz
Number of elements 128
Size (azimuth) 38 mm
Imaging system:
Sampling rate 62.5MS/s
Number of receive channels 64
Multiplexing capability 2:1
Number of acquisitions for average 100
Laser system:
Pulse width 5ns
Repetition rate 20Hz *
Imaging wavelength 690 nm to 950 nm
Scanning step size 5nm
Number of wavelengths 53
Maximum pulse energy 14.74 m] (715 nm) **
Minimum pulse energy 7.93 mJ (950 nm) **

Dual-output fiber:
Aperture (per branch) 0.25 mm x 40 mm

* This value refers to the repetition rate of the laser. The ideal single-wavelength photoacoustic data acquisi-
tion rate of the system is 20 firing/second =+ 2 firing/frame = 10 frames per second. Its actual value turned
out to be approximately 7 frames per second due to the overhead associated with the file I/O operations.
** The energy values were measured at the output of the dual-output fiber.

2.1.2. Experimental Procedure

Ex vivo bovine tissue (sirloin) was cut into blocks (approximately 4.0 cm x 3.0 cm X 2.5 cm)
as imaging specimens. The tissue block was then placed in a water bath on top of an agar
backdrop at room temperature for imaging. Placing the sample on this agar block eliminates
possible image artifacts due to possible reflections from the back side or light absorption in
the background. The system performed the first round of MWPA and US data acquisition
(Figure 2). Next, HIFU was applied with the HIFU transducer to create a lesion on the
block approximately 5 mm left of the block’s centerline, and the system performed the
second round of data acquisition; after that, one more lesion was created on the block
at approximately its center position, and the system performed the third round of data
acquisition; finally, a third lesion was created on the block approximately 5 mm right of
the block’s centerline, and the system performed the fourth round of data acquisition.
A 3D-printed holder held the linear array, dual-output laser fiber, and the HIFU transducer
to keep their relative geometric positions fixed and to ensure that the created lesions were
always on the imaging plane. The holder was attached to a linear stage (PRO165, Aerotech
Inc., Pittsburgh, PA, USA) to allow for accurate component movement (Figure 2). With this
data acquisition procedure, 4 frames of 53-wavelength MWPA and US data were acquired
from each block of tissue, and they contained 0, 1, 2, and 3 HIFU lesions, respectively. This
procedure was repeated on 19 samples, resulting in 4 x 19 = 76 MWPA images.

2.1.3. Multi-Wavelength Photoacoustic Image Preprocessing

MWPA and US images were reconstructed from the acquired data with the standard
delay-and-sum algorithm [52]. The image-related parameters can be found in Table 2. Each
MWPA image is a 512 x 339 x 53 array, and the value of each pixel is a 53-element vector.
Each element in the vector represents the PA signal intensity at the corresponding location
and wavelength. For example, the 5th element in the pixel at location (1, 1) represents
the intensity of PA signal at the top left corner of the image acquired at wavelength
690 + (5 — 1) x 5=710 nm. Likewise, each US image is a 512 x 339 array and the value of
each US image pixel is a single value representing the reflected US signal intensity at the
corresponding location.
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Figure 2. Imaging components held by the 3D-printed holder attached to the linear stage.

Table 2. Imaging Parameters.

5.2 MHz

73.92 pm (% wavelength)

3.78 (width) em x 2.5 (height) cm
512 (width) x 339 (height)

Imaging frequency
Distance between pixels
Size of the image view
Number of pixels

The ablated tissue was cut open after the data acquisition process was finished,
and then color photographs of the cross-sections of the ablated tissue were taken. By visu-
ally matching the features in the color photographs and the US images and leveraging the
co-registration of the US and MWPA images, ablated and non-ablated pixels were manu-
ally labeled to generate training and test examples for the learning algorithms (Figure 3).
The red pixels were labeled as ablated and the green pixels were labeled as non-ablated.
The other pixels were not labeled because their status was uncertain. This uncertainty was
caused by uncontrollable randomness in the ablation depth, inevitable deformation when
cutting the tissue blocks, and difficulty in perfectly overlapping the cut plane with the
imaging plane as well as co-registering US images with the color photographs by visual
inspection. The uncertainty along the lateral direction was less significant because the
lateral position of the HIFU transducer with its tight lateral focus (0.25 mm) was accurately
controlled by the linear stage, which was also why the unlabeled gap area had smaller
thickness in the lateral direction than the axial direction.
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Figure 3. (a) Photoacoustic and ultrasound images of the bovine tissue with three lesions created.
(b) Color photograph of the cross-section of the bovine tissue after ablation. (c) Manual labeling on top
of the photoacoustic and ultrasound images. (d) Manual labeling on top of the color photograph of the
cross-section of the bovine tissue. (e) Co-registration of the photograph of the bovine tissue with the ultra-
sound image (video: https:/ /drive.google.com/file/d/16MRtYhNZHpTM5PQdD1bMANRmMhPvVTO
Do/view?usp=share_link, accessed on 30 December 2022). The colorbar is valid for (a,c,e).

The amplitude of PA pressure waves po(r, T, A) can be calculated with the following
formula [30,38]:

po(r, T,A) = T(T)phaps(r, A)®@(r, 1) 1)

where I'(T) is the Griineisen coefficient at temperature T, and pgs(r, A) and ®(r, A) are
the optical absorption coefficient of the tissue and the optical fluence at location r and
wavelength A, respectively.

Assuming the imaging system is linear [21], the pixel value v(r, T, A) in the MWPA
image can be written as a function of the PA pressure:

o(r,T,A) = E(r)po(r,T,A) + N )


https://drive.google.com/file/d/16MRtYhNZHpTM5PQdD1bMAnRmhPvVT0Do/view?usp=share_link
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where E(r) is a constant that depends on the PA imaging system and is a function of the
location r. N is the system noise.
The optical fluence ®(r, A) can be calculated as [35]:

®(r,A) = F(A)y(r,A) ®)

where F(A) is the optical fluence of the laser at wavelength A measured at the output of the
dual-output laser fiber and y(r, A) is the percentage of laser fluence at wavelength A that
can reach location r.

Combing Equations (1)-(3):

o(r, T, A) = E(r)T(T) paps (r, A)F(A)y(r,A) + N 4)

Assuming that the system noise N is negligible and by normalizing the pixel value
v(r, T, A) to the laser fluence F(A):

U<rr T,)t) = E(T)F(T)Vabs(r/)‘)')/(rr/\) )

PA imaging was performed at 53 wavelengths (A;,i = 1,2, ...,53) in the experiment
(Table 1) and each MWPA pixel is a 53-element vector. Assuming that the maximum
element of the pixel at r is at wavelength A,y and by normalizing each element to this
maximum element:

Mabs (r, Ai)y (r, Ai)
om0 L) = M) (8, M) ©

Equation (6) shows that the normalization converts the MWPA image pixel into the
optical absorption spectrum which is first weighted with the optical transmission efficiency
v(r,A) and then normalized to the peak value, eliminating the positional dependence
introduced by the imaging system, the wavelength dependence introduced by the laser
fluence, and the temperature dependence introduced by the Griineisen coefficient. If one
assumes that the optical transmission efficiency at a shallow depth and relatively narrow
range of wavelengths has a weak dependence on the wavelength, Equation (6) reduces to a
normalized absorption spectrum for a given pixel.

Based on Equations (5) and (6), we came up with our preprocessing steps for each
MWPA images. First, we normalized each pixel to the laser fluence, which was measured
with an energy meter (201235B, Gentec-EO, Quebec City, QC, Canada). Second, we normal-
ized each pixel by its maximum element. The preprocessed MWPA images were fed into
the segmentation algorithms introduced in the next section.

2.2. Lesion Segmentation

The MWPA images acquired from the 19 blocks of bovine tissue were used as training
and test examples for the learning algorithms. In total, 15 were used as training examples
and 4 as test examples.

2.2.1. Lesion Segmentation with Traditional Machine Learning Algorithms

A total of four machine learning algorithms including quadratic discriminant analysis
(QDA), neural network (NN), support vector machine (SVM), and random forest (RF) were
used for lesion segmentation. Scikit-learn [53] was used to implement these algorithms.

Each pixel in the MWPA image was processed independently. Since the ablated
portion was always smaller than the non-ablated portion in each MWPA image, there was
an imbalance between the numbers of ablated and non-ablated pixels. Machine learning
algorithms tend to produce unsatisfactory classifiers when faced with imbalanced datasets.
Therefore, the non-ablated pixels were under-sampled to make the training examples
balanced. For each MWPA image, all the ablated pixels were used as positive training
and test examples, and an equal number of non-ablated pixels were selected randomly as
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negative examples. This approach eliminated the imbalance between positive and negative
examples in the training data set.

Neural network, support vector machine, and random forest involved some parame-
ters that needed to be customized. To find the optimal parameter value, the training set
(15 blocks) was divided into two groups, one group (group A, 12 blocks) for training and the
other group (group B, 3 blocks) for validation. Tentative models with different parameters
were trained on group A and tested on group B to calculate the model’s F1 score [54],
and the optimal model parameters were selected. F1 score, a commonly used metric to eval-
uate the performance of a classifier, is the harmonic mean of recall and precision. Assuming
that in the segmentation result on a MWPA image, TP (true positive) pixels are labeled as
ablated and classified as ablated, TN (true negative) pixels are labeled as non-ablated and
classified as non-ablated, FP (false positive) pixels are labeled as non-ablated and classified
as ablated, and FN pixels are labeled as ablated and classified as non-ablated, recall and
precision are defined as:

TP
— _ 7
recall TP+ EN (7)
.. TP
pTECZSlOTl = m (8)
The F1 score is calculated as:

2 - recall - precision

- P )

recall + precision

The F1 score of a segmentation algorithm is the average value of the algorithm’s F1
scores on the MWPA images used as test examples.

The neural network contained three layers: an input layer, a hidden layer, and an
output layer. Neural networks with different numbers of hidden layer nodes were trained
on group A and tested on group B to check how the F1 score would change as the number
of hidden layer nodes increased. Based on the F1 score vs. number of hidden layer nodes
curve (Figure 4a), the number of hidden layer nodes was set to 53 because increasing
this number further did not increase the F1 score significantly and would consume more
resources and increase the run time.

The support vector machine used the default radial basis function kernel. Models with
different values for the penalty term C [55] were trained on group A and tested on group
B to check how the F1 score would change as term C increased. Based on the F1 score vs.
log2(C) curve (Figure 4b), C was set to 16 because the F1 score was close to its maximum
value and increasing C further resulted in significantly longer run time.

Random forest classifiers with different numbers of trees were trained on group A and
tested on group B to check how the F1 score would change as the number of trees increased.
Based on the F1 score vs. number of trees curve (Figure 4c), the number of trees was set
to 50 because the F1 score was close to its maximum value and increasing the number of
trees further would consume more resources and increase the run time. Then, the num-
ber of trees was fixed, and random forest classifiers with different “minimum number of
samples in each leaf node” (min_samples_leaf [53]) were trained on group A and tested
on group B. The F1 score decreased (by approximately 5%) as the min_samples_leaf value
increased from 100 to 5000 (Figure 4d), and so does the maximum tree depth (by approxi-
mately 20) (Figure 4e). In order to prevent overfitting while retaining good performance,
the min_samples_leaf value was set to 1000.

2.2.2. Lesion Segmentation with Convolutional Neural Network

The CNN was composed of 6 layers (Figure 5). Layers 1-3 were composed of a
convolutional layer followed by rectified linear unit (ReLU) activation [56] and a max-
pooling layer. In the convolutional layer, the 53-channel input image was convolved with a
53-channel 3 x 3 convolution kernel (Table 3) to generate a single-channel output of the
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same size as the input (Figure 6). This operation was repeated with 53 different kernels
to generate a 53-channel output, and then ReLU activation function was applied to each
pixel in the output. In the max-pooling layer, a 2 x 2 window slided over each channel
with a step size of 2 in each dimension (Table 3), and the maximum value in the window
was selected as the value in the output of the max-pooling layer. With such an operation,
each max-pooling layer halved the image size without changing the number of channels.

0.90 \fww 0.90
0.88 0.88
o o
§ 0.861 g 0.86
= 0.84 m 0.84
0.82 0.82
0.80 0.80
0 50 100 150 200 250 300 -7.5-5.0-25 00 25 50 7.5
Number of hidden layer nodes log2(C)
(a) (®
50
0.90 0.90
45
k=]
0.88 /'— 0.88 240
=
o o o
§ 0.86 § 0.86 ﬂé 35
T 084 T 0.84 z 30
0.82 0.82 ER
’ ’ =20
0.80 0.80 15
0 50 100 150 200 250 300 0 1000 2000 3000 4000 5000 0 1000 2000 3000 4000 5000

Number of trees Minimum number of samples per leaf node Minimum number of samples per leaf node
(© @ (e)

Figure 4. (a) F1 score vs. number of nodes in the hidden layer of the neural network. (b) F1 score vs.
logy(C) in the support vector machine. (c) F1 score vs. number of trees in the random forest. (d) F1

score vs. minimum number of samples per leaf node in the random forest. (e) Maximum tree depth
vs. minimum number of samples per leaf node in the random forest.

Figure 5. Architecture of the convolutional neural network. The size of each image is described as
width x height x depth (number of channels). The size of each kernel is described as width x height.

* P —>

53

Figure 6. Convolutional layer in layer 1-3.
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Table 3. Convolutional Neural Network Parameters.

Layer 1-3:
Convolution kernel size 3x3
Convolution stride 1x1
Activation function relu
Max-pooling kernel size 2x2
Max-pooling stride 2x2
Layer 4-5:
Convolution kernel size 1x1
Convolution stride 1x1
Activation function relu

Layers 4 and 5 did not contain max-pooling layers and their convolution kernel size
was 1 x 1 (Table 3), so layers 4 and 5 were equivalent to a pixel-wise fully connected neural
network. 53 convolution kernels were used in the convolutional layer in layer 4 and 2 were
used in layer 5 to generate a 2-channel output. Layer 6 was a bilinear upsampling layer that
interpolated the 2-channel output from layer 5 to the same size as the input MWPA image.
Each channel in the output of layer 6 was a map of scores that reflected how likely each
pixel was to belong to the class that the channel corresponded to. The argmax function was
applied to the output of layer 6 to generate the final segmentation result. The CNN was
implemented with TensorFlow [57].

The CNN was trained by minimizing a loss function. The loss function calculated a
weighted average cross entropy between the output of the network and the human labeling.
For non-ablated pixels, the weight was 1. For ablated pixels, the weight was the ratio of
the number of non-ablated to ablated pixels. For unlabeled pixels, the weight was 0. This
strategy helped minimize the impact of the imbalance between ablated and non-ablated
pixels. An Adam optimizer [58] was used for training the CNN for 200 epochs.

Data augmentation was used to generate more training examples for the CNN because
it required significantly more training examples than traditional machine learning algo-
rithms. Each image was blurred witha 3 x 3,5 x 5,and 7 x 7 window and also corrupted
with 2 versions of random Gaussian noise (Figure 7). Additionally, the image was flipped
upside down, left to right, and rotated by 180°. In this way, the number of examples was
multiplied by 24, resulting in 15 blocks x 4 frames/block x 24 = 1440 MWPA images
for training.

T -1.5-1.0-0.50.0 05 1.0 1.5 ~ -15-1.0-050.0 05 1.0 1.5 T -1.5-1.0-0.50.0 05 1.0 1.5 ~ -15-1.0-0.50.0 0.5 1.0 1.5 T -1.5-1.0-0.50.0 05 1.0 1.5
cm cm cm cm

em
(a) (b) (©) (d) (©)

S —
—60 =50 —40 =30 =20 =10 0

Figure 7. An example for data augmentation on a photoacoustic image: (a) Original image. (b) Image
corrupted with Gaussian noise. (c) Image blurred with a 3 x 3 window. (d) Image blurred with a
5 x 5 window. (e) Image blurred with a 7 x 7 window.

2.2.3. Wavelength Selection

Scanning 53 wavelengths with a 20-Hz repetition-rate laser system would result
in a frame rate smaller than 0.5 frames per second (FPS), even when system channels
could address all transducer elements concurrently and no signal averaging is employed.
To facilitate real-time implementation, wavelength selection was conducted to reduce the
number of wavelengths that were needed to segment HIFU lesions in MWPA images.
The built-in sequential feature selection function in MATLAB (The MathWorks, Inc., Natick,
MA, USA) [59] was used for wavelength selection. The ablated and non-ablated pixel
data were shuffled and divided into two groups: one for training (90%) and the other
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for testing (10%). The algorithm started with an empty wavelength set. In each iteration,
the algorithm added each one of the unselected wavelengths to the wavelength set, fit
the training data to a quadratic classifier, and calculated its error rate on the test data.
The algorithm then selected the wavelength that produced the minimum error rate, added
it to the wavelength set, and stepped into the next iteration. This process continued
until the error rate stopped decreasing. The quadratic classifier was chosen for this step
because it was simple and trained quickly. Since the wavelength selection algorithm took a
greedy approach, the earlier-selected wavelengths were more “important”. The learning
algorithms were trained and tested with the first 5, 4, 3, and 2 most important wavelengths
to evaluate the performance as the number of wavelengths decreased. The inference time
(time needed for an algorithm to produce the segmentation result for one MWPA image)
of each algorithm for a single frame was also measured for each wavelength count on a
PC (Precision T5610, Dell Inc., Round Rock, TX, USA) with two 16-core central processing
units (CPU) (Intel Xeon processor E5-2650 v2 @ 2.6 GHz, Intel Corporation, Santa Clara,
CA, USA).

3. Results
3.1. Lesion Segmentation with All Wavelengths

The test results show that all the learning algorithms are able to capture the major part
of the lesion (Figure 8). The results of the traditional machine learning algorithms appear
significantly noisier than the CNN. The F1 score of each algorithm is calculated for the test
examples (row 1, Table 4). The F1 scores of traditional machine learning algorithms are
mostly around 90%. The F1 score of the CNN is close to 100%, which means that it achieves
almost 100% precision and recall. The test results of the CNN on the four MWPA images
from the same block of bovine tissue clearly show the process of lesions being laterally
extended after each application of HIFU (Figures 9 and 10). The lesion boundaries were
generated with the same method as in [35].

Manual labeling
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Figure 8. Segmentation results (with 53 wavelengths) superimposed on the ultrasound image for a
training (row one) and test (row two) example that contains 3 lesions. Each column except the last
one corresponds to a specific learning algorithm (from left to right: quadratic discriminant analysis
(QDA), neural network (NN), support vector machine (SVM), random forest (RF), and convolutional
neural network (CNN)), the last column shows the manual labeling for training and measuring the
segmentation performance.

Table 4. F1 Score (%) for Machine Learning Algorithms.

Number of Wavelengths QDA NN SVM RF CNN
53 91.34 92.62 92.65 89.93 99.63
5 84.77 85.42 85.51 85.13 96.26
4 84.64 84.68 84.76 84.67 94.05
3 82.71 82.77 83.08 82.60 96.60
2 78.45 78.16 78.74 78.18 92.79
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Figure 9. Segmentation results (with 53 wavelengths) of the convolutional neural network superim-
posed on the ultrasound image showing lesion formation for a training example (row two). Each
column corresponds to a different number of lesions formed (from left to right: 0, 1, 2, 3). Row one
shows the manual labeling for training.
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Figure 10. Segmentation results (with 53 wavelengths) of the convolutional neural network superim-
posed on the ultrasound image showing lesion formation for a test example (row two). Each column
corresponds to a different number of lesions formed (from left to right: 0, 1, 2, 3). Row one shows the
manual labeling for measuring the segmentation performance.

3.2. Lesion Segmentation with Reduced Wavelengths

The sequential feature selection algorithm selected 46 wavelengths, which include
every wavelength except 695, 700, 705, 755, 765, 800 and 915 nm. As the number of
wavelengths increased from 1 to 46, the error rate went down from 27.36% to 14.69%
(Figure 11). To examine how the wavelengths selected by the automated feature selection
algorithm relate to the PA spectra of the ablated and non-ablated pixels, we calculated
an average normalized spectrum for both types of pixels. To do this, we first normalized
the measured PA spectrum by the laser energy spectrum for each class of pixels that were
manually labeled. Then the spectrum for each pixel was normalized to its own maximum
resulting in a normalized representation of optical absorption for each pixel. The spectra
for ablated and non-ablated pixels were then averaged (Figure 12a). The ratio of the
spectra was used to depict in what range the spectra of the ablated and non-ablated pixels
differ most significantly (Figure 12b). The five most “important” wavelengths in lesion
segmentation reported by the feature selection algorithm are 780, 775, 785, 790, and 720 nm
(sorted from most to least important). At these wavelengths, we observe that the ratio of
the average normalized ablated pixel value to the average normalized non-ablated pixel
value is at or close to the maximum. We chose the PA images at these wavelengths for our
reduced-wavelength MWPA images for lesion segmentation. These MWPA images were
preprocessed the same way as the 53-wavelength MWPA images before being processed by
the segmentation algorithms.
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Figure 11. Error rate vs. number of wavelengths in feature selection.
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Figure 12. (a) The average normalized ablated and non-ablated pixel value as a function of wave-
length. (b) The ratio of average normalized ablated to average normalized non-ablated pixel value
as a function of wavelength. Positions of the five vertical lines (five most “important” wavelengths)
from left to right: 720, 775, 780, 785, and 790 nm.

With 5 wavelengths instead of 53, the segmentation results of all the traditional
machine learning algorithms are noisier (Figure 13). The noise level of the results from the
CNN is not apparently higher, but the shape of its lesion segmentation appears less natural.
The F1 scores of all the learning algorithms decreased (row 2, Table 4). The F1 scores of the
traditional machine learning algorithms decreased by between 4.80% and 7.20% while the
F1 scores of the CNN decreased by less than 3.40% (row 1, Table 5). With 5 wavelengths,
the test results of the CNN on the four MWPA images from the same block of bovine tissue
still clearly show the process of lesions being laterally extended after each application of
HIFU (Figures 14 and 15).
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Figure 13. Classification results (with 5 wavelengths) superimposed on the ultrasound image for a
training (row one) and test (row two) example that contains 3 lesions. Each column except the last
one corresponds to a specific learning algorithm (from left to right: quadratic discriminant analysis
(QDA), neural network (NN), support vector machine (SVM), random forest (RF), and convolutional
neural network (CNN)), the last column shows the manual labeling for training and measuring the
segmentation performance.

Table 5. F1 Score (%) Decrease for Machine Learning Algorithms.

Number of Wavelengths QDA NN SVM RF CNN
from 53 to 5 6.57 7.20 7.14 4.80 3.37
from 5 to 4 0.13 0.74 0.75 0.46 2.21
from 4 to 3 1.93 191 1.68 2.07 —2.55
from 3 to 2 4.26 4.61 4.34 4.42 3.81
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Figure 14. Segmentation results (with 5 wavelengths) of the convolutional neural network superim-
posed on the ultrasound image showing lesion formation for a training example (row two). Each
column corresponds to a different number of lesions formed (from left to right: 0, 1, 2, 3). Row one
shows the manual labeling for training.
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Figure 15. Segmentation results (with 5 wavelengths) of the convolutional neural network superim-
posed on the ultrasound image showing lesion formation for a test example (row two). Each column
corresponds to a different number of lesions formed (from left to right: 0, 1, 2, 3). Row one shows the
manual labeling for measuring the segmentation performance.
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As the number of wavelengths continued decreasing, the F1 scores continued de-
creasing in general (row 3-5, Table 4). For the traditional machine learning algorithms,
one fewer wavelength caused between 0.13% and 4.61% drop (row 2—4, Table 5). As the
number of wavelengths became smaller, the F1 score decreased at a higher rate. For the
CNN, one fewer wavelength caused between 0.01% and 3.81% drop (row 2-4, Table 5).
The F1 score of the CNN with 2 wavelengths is higher than the traditional machine learning
algorithms with 53 wavelengths, and the lesions can be clearly segmented with lower noise
level (Figure 16).
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Figure 16. Segmentation results of the convolutional neural network superimposed on the ultrasound
image for a training (row one) and test (row two) example that contains 3 lesions. Each column
except the last one corresponds to a different number of wavelengths used in segmentation (from
left to right: 2, 3, 4, 5, 53), the last column shows the manual labeling for training and measuring the
segmentation performance.

4. Discussion
4.1. High-Performance Lesion Segmentation

The CNN performs well in segmenting HIFU lesions in MWPA images. With
53 wavelengths, the F1 score is almost 100%. Even when the number of wavelengths
is reduced to 2, the F1 score is still higher than 92%. The performance of the traditional
machine learning algorithms is good with 53 wavelengths, but decreases significantly and
more quickly than the CNN as the number of wavelengths decreases. This is because the
traditional machine learning algorithms process each pixel independently and thus the
segmentation results are purely based on the optical absorption spectrum information.
Meanwhile in the CNN, the convolutional layers capture not only the optical absorption
spectrum but also the 2D textural features in the MWPA images. This also explains why
some side lobes of the lesions are classified as ablated in traditional machine learning
algorithms yet classified as non-ablated in the CNN. In MWPA image preprocessing, most
of these side lobe pixels are not labeled because they are close to the lesion boundaries and
have uncertain status. Traditional machine learning algorithms tend to classify these pixels
as ablated because their optical absorption spectrum is consistent with the lesions from
which the side lobes are derived, while the CNN is less likely to classify these pixels as
ablated because their 2D textural features could differ from real ablated pixels.

The CNN architecture used in this study was inspired by the fully convolutional
network in [40], which is the basis for the current state-of-the-art deep learning semantic
segmentation techniques [60]. A more sophisticated neural network could be used to further
improve the lesion segmentation performance if more training examples were available.

4.2. Convenient Implementation

With off-the-shelf machine/deep learning libraries, lesion segmentation in MWPA
images is a convenient software development task. The learning algorithms are trained
end-to-end, and no extra processing is required to extract “deeper” features from the
MWPA images. In our lesion segmentation task, most of the development effort was spent
tuning the parameters of the learning algorithms to find the optimal values. However, some
learning algorithms (e.g., CNN, support vector machine) require longer training times and
thus it is difficult to identify parameter values that are comprehensively optimal. Further
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data analysis is necessary in order to extend beyond the application level and explore what
features distinguish ablated and non-ablated tissue apart.

4.3. Advantages over Temperature-Measurement-Based Methods

HIFU lesion formation can also be monitored by measuring temperature in the image
view. MRI has superb temperature-mapping capability and is widely used for tempera-
ture measurement during HIFU therapies. Due to the linear dependence of the PA signal
amplitude on temperature and the linearity of the PA imaging system, temperature can
be measured indirectly from PA imaging with proper calibration [21]. A drawback of
this temperature-measurement-based approach is that the temperature change is transient.
This means that it can segment HIFU lesions only when the HIFU therapy is on, and it
is not possible to repeat the segmentation after the therapy is completed. The approach
we proposed in this work is based on the optical absorption spectrum and the 2D textural
information, which change permanently during HIFU therapies. Therefore, the segmenta-
tion can be performed during the HIFU therapy as well as after its completion. Another
drawback of the temperature-measurement-based approach with PA imaging is that it
needs calibration, which requires temperature data. In experimental settings, the data can
be acquired by inserting extra devices (e.g., thermocouples) into the tissue to measure the
temperature. However, this is challenging to perform in vivo. Furthermore, this insertion
introduces unpredictable exogenous factors that could affect the linear relation between the
temperature and the PA signal amplitude in the tissue, resulting in suboptimal calibration
results. The approach we proposed does not require additional devices to be inserted into
the tissue for calibration. So, this approach is more reliable and easier to be validated.

4.4. Potential for Real-Time Implementation

When running on a PC with two 16-core CPUs, the inference time of quadratic dis-
criminant analysis, neural network, random forest, and CNN is less than one second
(Table 6). So, all of the presented methods can process more than one frame within a second.
As the number of wavelengths decreases, the inference time of quadratic discriminant
analysis, neural network, random forest, and CNN also decreases. When the number of
wavelengths is 2, the inference time of the CNN is 157.38 ms, which corresponds to a frame
rate of 6.35 FPS, while the maximum frame rate for the current imaging system used in this
study is 5 FPS (20 repetition/second = 2 repetition/wavelength =+ 2 wavelength /frame)
when no signal averaging was employed. So, the computational power of the PC is po-
tentially sufficient to implement an MWPA imaging system with the CNN running in
real time. With accelerating hardware such as a graphics processing unit (GPU) [61] or a
field-programmable gate array [62], the inference time will be further decreased.

Table 6. Inference Time (millisecond) for Machine Learning Algorithms.

Number of Wavelengths QDA NN SVM RF CNN
53 377.99 357.57 >1000 322.55 504.20
5 45.96 127.61 >1000 307.75 170.21
4 42.29 118.73 >1000 303.97 163.19
3 34.99 112.87 >1000 271.98 161.82
2 33.65 108.06 >1000 248.31 157.38

Compared with the other algorithms, the inference time of quadratic discriminant
analysis is significantly shorter because it assumes that the distribution of each category
of pixels is a single Gaussian distribution, and this model is computationally simpler.
The inference time of support vector machine is significantly longer. This is because
its inference time complexity is O(n?) [63] where n is the number of training examples.
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The inference times of quadratic discriminant analysis, neural network, random forest,
and CNN do not change with n.

In our experiment, a commercial transducer probe (L7-4) is used for PA data acqui-
sition. In order to increase the SNR, multiple (100) acquisitions are averaged for each
frame. A 2D CMUT with integrated electronics has been shown to achieve high SNR in PA
imaging [64] and is a good alternative to commercial piezoelectric probes for HIFU lesion
segmentation in real-time MWPA imaging. For the presented application in this study,
we developed a similar system capable of HIFU ablation, and real-time ultrasound and
photoacoustic imaging [65].

4.5. Potential Improvement with Gold-Standard Training Examples

The MWPA images were not fully labeled since we labeled the ablated pixels manually
mainly by visual inspection of the tissue cross-section after completing the experiment.
With this information, it is not possible to label every pixel with complete confidence.
The difficulty lies not only in distinguishing ablated from non-ablated tissue in the tissue
picture but also in co-registering the tissue picture with the PA and US images since
deformation is inevitable when cutting the tissue blocks. Furthermore, we could not
guarantee that the cut plane perfectly overlaps with the imaging plane. An imaging
modality that can provide a gold-standard reference (such as MRI) on lesion segmentation
would improve the experiment and provide stronger validation of our approach.

5. Conclusions

In this paper, we presented a CNN-based approach to segment HIFU lesions in
MWPA images. Traditional machine learning algorithms were also trained and tested to
compare with the CNN-based approach, and the results show that the performance of
CNN significantly exceeds traditional machine learning algorithms. Feature selection was
conducted to reduce the number of wavelengths to facilitate real-time implementation.
The performance of the CNN with 2 wavelengths exceeds the traditional machine learning
algorithms with 53 wavelengths. This work demonstrates the high performance of CNN
in HIFU lesion segmentation and the potential to operate it in real time. Further work
includes running the CNN with accelerating hardware to assess its capability in monitoring
HIFU lesion formation in real time and potentially in vivo, as well as further improving the
segmentation performance with more sophisticated neural networks.

Author Contributions: Conceptualization, 0.0.; Data curation, X.W.; Formal analysis, X.W., J.L.S.,
M.M.D. and 0.0,; Funding acquisition, 0.0, Investigation, X.W. and ]J.L.S.; Methodology, X.W.
and J.L.S.; Project administration, 0.0.; Software, X.W.; Supervision, 0.0.; Visualization, X.W.;
Writing—original draft, X.W.; Writing—review and editing, J.L.S., M.M.D. and 0.0. All authors have
read and agreed to the published version of the manuscript.

Funding: This work was supported by the National Institutes of Health under Grant 1R0OIHL117740.
Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: In the manuscript, it is mentioned that the target application for the presented
approach is catheter-based cardiac ablation with a capacitive micromachined ultrasonic transducer
(CMUT) array that can be used for both imaging and ablation. Omer Oralkan is an inventor on patents
related to capacitive micromachined ultrasonic transducer (CMUT) fabrication on glass substrates
and a co-founder of ClearSens, Inc., Raleigh, NC, USA, which has licensed some of these patents.



Bioengineering 2023, 10, 1060 18 of 20

References

1. Kennedy, ].E. High-intensity focused ultrasound in the treatment of solid tumours. Nat. Rev. Cancer 2005, 5, 321-327. [CrossRef] [PubMed]

2. vanden Bijgaart, R.J.; Eikelenboom, D.C.; Hoogenboom, M.; Fiitterer, ].J.; den Brok, M.H.; Adema, G.]. Thermal and mechanical
high-intensity focused ultrasound: perspectives on tumor ablation, immune effects and combination strategies. Cancer Immunol.
Immunother. 2017, 66, 247-258. [CrossRef]

3. Ozsoy, C.; Lafci, B.; Reiss, M.; Dedn-Ben, X.L.; Razansky, D. Real-time assessment of high-intensity focused ultrasound heating
and cavitation with hybrid optoacoustic ultrasound imaging. Photoacoustics 2023, 31, 100508. [CrossRef] [PubMed]

4. Li, C.; Zhang, W.; Fan, W.,; Huang, J.; Zhang, F.; Wu, P. Noninvasive treatment of malignant bone tumors using high-intensity
focused ultrasound. Cancer 2010, 116, 3934-3942. [CrossRef] [PubMed]

5. Merckel, L.G.; Bartels, L.W.; Kohler, M.O.; van den Bongard, H.D.; Deckers, R.; Willem, P.T.M.; Binkert, C.A.; Moonen, C.T,;
Gilhuijs, K.G.; van den Bosch, M.A. MR-guided high-intensity focused ultrasound ablation of breast cancer with a dedicated
breast platform. Cardiovasc. Interv. Radiol. 2013, 36, 292-301. [CrossRef] [PubMed]

6. Klingler, H.C.; Susani, M.; Seip, R.; Mauermann, J.; Sanghvi, N.; Marberger, M.]. A novel approach to energy ablative therapy of
small renal tumours: Laparoscopic high-intensity focused ultrasound. Eur. Urol. 2008, 53, 810-818. [CrossRef]

7. 1lling, R,; Kennedy, J.; Wu, E; Ter Haar, G.; Protheroe, A.; Friend, P.; Gleeson, F.; Cranston, D.; Phillips, R.; Middleton, M. The
safety and feasibility of extracorporeal high-intensity focused ultrasound (HIFU) for the treatment of liver and kidney tumours in
a Western population. Br. ]. Cancer 2005, 93, 890-895. [CrossRef]

8.  Wu, F. High intensity focused ultrasound: A noninvasive therapy for locally advanced pancreatic cancer. World J. Gastroenterol.
2014, 20, 16480-16488. [CrossRef]

9. Blana, A,; Walter, B.; Rogenhofer, S.; Wieland, W.F. High-intensity focused ultrasound for the treatment of localized prostate
cancer: 5-year experience. Urology 2004, 63, 297-300. [CrossRef]

10. Zhang, L.; Chen, W.Z; Liu, Y.J.; Hu, X.; Zhou, K.; Chen, L.; Peng, S.; Zhu, H.; Zou, H.L.; Bai, J.; et al. Feasibility of magnetic
resonance imaging-guided high intensity focused ultrasound therapy for ablating uterine fibroids in patients with bowel lies
anterior to uterus. Eur. |. Radiol. 2010, 73, 396—403. [CrossRef]

11.  Ninet, J.; Roques, X.; Seitelberger, R.; Deville, C.; Pomar, ].L.; Robin, J.; Jegaden, O.; Wellens, E.; Wolner, E.; Vedrinne, C.; et al.
Surgical ablation of atrial fibrillation with off-pump, epicardial, high-intensity focused ultrasound: Results of a multicenter trial.
J. Thorac. Cardiovasc. Surg. 2005, 130, 803.e1-803.e8. [CrossRef] [PubMed]

12. Nakagawa, H.; Antz, M.; Wong, T.; Schmidt, B.; Ernst, S.; Ouyang, F; Vogtmann, T.; Wu, R.; Yokoyama, K.; Lockwood, D.;
et al. Initial experience using a forward directed, high-intensity focused ultrasound balloon catheter for pulmonary vein antrum
isolation in patients with atrial fibrillation. J. Cardiovasc. Electrophysiol. 2007, 18, 136-144. [CrossRef] [PubMed]

13.  Mitnovetski, S.; Almeida, A.A.; Goldstein, J.; Pick, A.W.; Smith, J.A. Epicardial high-intensity focused ultrasound cardiac ablation
for surgical treatment of atrial fibrillation. Hear. Lung Circ. 2009, 18, 28-31. [CrossRef] [PubMed]

14. Copelan, A.; Hartman, J.; Chehab, M.; Venkatesan, A.M. High-intensity focused ultrasound: Current status for image-guided
therapy. Semin. Interv. Radiol. 2015, 32, 398—415. [CrossRef]

15.  Elhelf, L.S.; Albahar, H.; Shah, U.; Oto, A.; Cressman, E.; Almekkawy, M. High intensity focused ultrasound: The fundamentals,
clinical applications and research trends. Diagn. Interv. Imaging 2018, 99, 349-359. [CrossRef]

16. Hynynen, K.; Pomeroy, O.; Smith, D.N.; Huber, PE.; McDannold, N.J.; Kettenbach, J.; Baum, J.; Singer, S.; Jolesz, FA.
MR imaging-guided focused ultrasound surgery of fibroadenomas in the breast: A feasibility study. Radiology 2001, 219,
176-185. [CrossRef]

17.  Tempany, C.M.; Stewart, E.A.; McDannold, N.; Quade, B.J.; Jolesz, FE.A.; Hynynen, K. MR imaging-guided focused ultrasound
surgery of uterine leiomyomas: A feasibility study. Radiology 2003, 226, 897-905. [CrossRef]

18. Rieke, V.; Butts Pauly, K. MR thermometry. J. Magn. Reson. Imaging 2008, 27, 376-390. [CrossRef]

19. Li, S.; Wu, PH. Magnetic resonance image-guided versus ultrasound-guided high-intensity focused ultrasound in the treatment
of breast cancer. Chin. . Cancer 2013, 32, 441. [CrossRef]

20. Steiner, P; Botnar, R.; Dubno, B.; Zimmermann, G.G.; Gazelle, G.S.; Debatin, J.F. Radio-frequency-induced thermoablation:
Monitoring with T1-weighted and proton-frequency-shift MR imaging in an interventional 0.5-T environment. Radiology 1998,
206, 803-810. [CrossRef]

21.  Wu, X;; Sanders, J.L.; Stephens, D.N.; Oralkan, 0. Photoacoustic-imaging-based temperature monitoring for high-intensity
focused ultrasound therapy. In Proceedings of the 2016 38th Annual International Conference of the IEEE Engineering in
Medicine and Biology Society (EMBC), Orlando, FL, USA, 16-20 August 2016; pp. 3235-3238.

22.  Vaezy, S.; Shi, X.; Martin, RW.; Chi, E.; Nelson, PI.; Bailey, M.R.; Crum, L.A. Real-time visualization of high-intensity focused
ultrasound treatment using ultrasound imaging. Ultrasound Med. Biol. 2001, 27, 33-42. [CrossRef] [PubMed]

23. Zhang, S.; Li, C,; Zhou, F; Wang, S.; Wan, M. Evaluate thermal lesion using Nakagami imaging for monitoring of high-intensity
focused ultrasound. AIP Conf. Proc. 2017, 1816, 050002.

24. Gelet, A.; Chapelon, J.; Bouvier, R.; Rouviere, O.; Lasne, Y.; Lyonnet, D.; Dubernard, J. Transrectal high-intensity focused
ultrasound: Minimally invasive therapy of localized prostate cancer. J. Endourol. 2000, 14, 519-528. [CrossRef] [PubMed]

25. Kovatcheva, R.; Guglielmina, J.N.; Abehsera, M.; Boulanger, L.; Laurent, N.; Poncelet, E. Ultrasound-guided high-intensity

focused ultrasound treatment of breast fibroadenoma-a multicenter experience. J. Ther. Ultrasound 2015, 3, 1-8. [CrossRef]


http://doi.org/10.1038/nrc1591
http://www.ncbi.nlm.nih.gov/pubmed/15776004
http://dx.doi.org/10.1007/s00262-016-1891-9
http://dx.doi.org/10.1016/j.pacs.2023.100508
http://www.ncbi.nlm.nih.gov/pubmed/37228577
http://dx.doi.org/10.1002/cncr.25192
http://www.ncbi.nlm.nih.gov/pubmed/20564113
http://dx.doi.org/10.1007/s00270-012-0526-6
http://www.ncbi.nlm.nih.gov/pubmed/23232856
http://dx.doi.org/10.1016/j.eururo.2007.11.020
http://dx.doi.org/10.1038/sj.bjc.6602803
http://dx.doi.org/10.3748/wjg.v20.i44.16480
http://dx.doi.org/10.1016/j.urology.2003.09.020
http://dx.doi.org/10.1016/j.ejrad.2008.11.002
http://dx.doi.org/10.1016/j.jtcvs.2005.05.014
http://www.ncbi.nlm.nih.gov/pubmed/16153932
http://dx.doi.org/10.1111/j.1540-8167.2006.00715.x
http://www.ncbi.nlm.nih.gov/pubmed/17239138
http://dx.doi.org/10.1016/j.hlc.2008.08.003
http://www.ncbi.nlm.nih.gov/pubmed/19084476
http://dx.doi.org/10.1055/s-0035-1564793
http://dx.doi.org/10.1016/j.diii.2018.03.001
http://dx.doi.org/10.1148/radiology.219.1.r01ap02176
http://dx.doi.org/10.1148/radiol.2271020395
http://dx.doi.org/10.1002/jmri.21265
http://dx.doi.org/10.5732/cjc.012.10104
http://dx.doi.org/10.1148/radiology.206.3.9494505
http://dx.doi.org/10.1016/S0301-5629(00)00279-9
http://www.ncbi.nlm.nih.gov/pubmed/11295268
http://dx.doi.org/10.1089/end.2000.14.519
http://www.ncbi.nlm.nih.gov/pubmed/10954310
http://dx.doi.org/10.1186/s40349-014-0022-3

Bioengineering 2023, 10, 1060 19 of 20

26.

27.

28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.

39.

40.

41.

42.
43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.
56.

Lee, J.S.; Hong, G.Y.; Park, B.J.; Kim, T.E. Ultrasound-guided high-intensity focused ultrasound treatment for uterine fibroid &
adenomyosis: A single center experience from the Republic of Korea. Ultrason. Sonochem. 2015, 27, 682-687.

Zhang, C.; Jacobson, H.; Ngobese, Z.; Setzen, R. Efficacy and safety of ultrasound-guided high intensity focused ultrasound
ablation of symptomatic uterine fibroids in black women: A preliminary study. BJOG Int. |. Obstet. Gynaecol. 2017, 124,
12-17. [CrossRef]

Zhang, S.; Zhou, F.; Wan, M.; Wei, M,; Fu, Q.; Wang, X.; Wang, S. Feasibility of using Nakagami distribution in evaluating the
formation of ultrasound-induced thermal lesions. J. Acoust. Soc. Am. 2012, 131, 4836-4844. [CrossRef]

Cui, H,; Staley, J.; Yang, X. Integration of photoacoustic imaging and high-intensity focused ultrasound. J. Biomed. Opt. 2010,
15,021312. [CrossRef]

Xu, M.; Wang, L.V. Photoacoustic imaging in biomedicine. Rev. Sci. Instrum. 2006, 77, 041101. [CrossRef]

Wang, L.V.; Wu, H.i. Biomedical Optics: Principles and Imaging; John Wiley & Sons: Hoboken, NJ, USA, 2012.

Li, C.; Wang, L.V. Photoacoustic tomography and sensing in biomedicine. Phys. Med. Biol. 2009, 54, R59-R97. [CrossRef]

Wang, L.V.; Hu, S. Photoacoustic tomography: In vivo imaging from organelles to organs. Science 2012, 335, 1458-1462. [CrossRef]
Alhamami, M.; Kolios, M.C.; Tavakkoli, ]. Photoacoustic detection and optical spectroscopy of high-intensity focused ultrasound-
induced thermal lesions in biologic tissue. Med. Phys. 2014, 41, 053502. [CrossRef] [PubMed]

Wu, X.; Sanders, J.; Dundar, M.; Oralkan, O. Multi-wavelength photoacoustic imaging for monitoring lesion formation during
high-intensity focused ultrasound therapy. Proc. SPIE 2017, 10064, 100644A.

Sun, Y.; O’'Neill, B. Imaging high-intensity focused ultrasound-induced tissue denaturation by multispectral photoacoustic
method: An ex vivo study. Appl. Opt. 2013, 52, 1764-1770. [CrossRef] [PubMed]

Iskander-Rizk, S.; Kruizinga, P.; van der Steen, A.F,; van Soest, G. Spectroscopic photoacoustic imaging of radiofrequency ablation
in the left atrium. Biomed. Opt. Express 2018, 9, 1309-1322. [CrossRef]

Gray, J.; Dana, N.; Dextraze, K.; Maier, F; Emelianov, S.; Bouchard, R. Multi-wavelength photoacoustic visualization of high
intensity focused ultrasound lesions. Ultrason. Imaging 2016, 38, 96-112. [CrossRef]

Vezhnevets, A.; Buhmann, ].M. Towards weakly supervised semantic segmentation by means of multiple instance and mul-
titask learning. In Proceedings of the 2010 IEEE Computer Society Conference on Computer Vision and Pattern Recognition,
San Francisco, CA, USA, 13-18 June 2010; pp. 3249-3256. [CrossRef]

Long, J.; Shelhamer, E.; Darrell, T. Fully convolutional networks for semantic segmentation. In Proceedings of the 2015 IEEE
Conference on Computer Vision and Pattern Recognition, Boston, MA, USA, 7-12 June 2015; pp. 3431-3440. [CrossRef]
Badrinarayanan, V.; Kendall, A.; Cipolla, R. Segnet: A deep convolutional encoder-decoder architecture for image segmentation.
IEEE Trans. Pattern Anal. Mach. Intell. 2017, 39, 2481-2495. [CrossRef]

Yu, F,; Koltun, V. Multi-Scale Context Aggregation by Dilated Convolutions. arXiv 2015, arXiv:1511.07122.

Lin, G.; Milan, A.; Shen, C.; Reid, I. Refinenet: Multi-path refinement networks for high-resolution semantic segmentation. In
Proceedings of the IEEE Conference on Computer Vision and Pattern Recognition, Honolulu, HI, USA, 21-26 July 2017.

Zhao, H.; Shi, J.; Qi, X.; Wang, X,; Jia, J. Pyramid scene parsing network. In Proceedings of the IEEE Conference on Computer
Vision and Pattern Recognition, Honolulu, HI, USA, 21-26 July 2017; pp. 2881-2890.

Chen, L.C.; Papandreou, G.; Kokkinos, I.; Murphy, K.; Yuille, A.L. Deeplab: Semantic image segmentation with deep convolutional
nets, atrous convolution, and fully connected crfs. IEEE Trans. Pattern Anal. Mach. Intell. 2018, 40, 834-848. [CrossRef]

Kim, K.S.; Choi, H.H.; Moon, C.S.; Mun, C.W. Comparison of k-nearest neighbor, quadratic discriminant and linear discrim-
inant analysis in classification of electromyogram signals based on the wrist-motion directions. Curr. Appl. Phys. 2011, 11,
740-745. [CrossRef]

Wilamowski, B.M. Neural network architectures and learning algorithms. IEEE Ind. Electron. Mag. 2009, 3, 56—63. [CrossRef]
Suykens, J.A.; Vandewalle, J. Least squares support vector machine classifiers. Neural Process. Lett. 1999, 9, 293-300. [CrossRef]
Liaw, A.; Wiener, M. Classification and regression by randomForest. R News 2002, 2, 18-22.

Yoon, H.; Chang, C.; Jang, J].H.; Bhuyan, A.; Choe, ].W.; Nikoozadeh, A.; Watkins, R.D.; Stephens, D.N.; Butts Pauly, K.; Khuri-
Yakub, B.T. Ex Vivo HIFU Experiments Using a 32 x 32-Element CMUT Array. IEEE Trans. Ultrason. Ferroelectr. Freq. Control
2016, 63, 2150-2158. [CrossRef] [PubMed]

Wittkampf, FH.; Hauer, R.N.; Robles de Medina, E. Control of radiofrequency lesion size by power regulation. Circulation 1989,
80, 962-968. [CrossRef]

Thomenius, K.E. Evolution of ultrasound beamformers. In Proceedings of the 1996 IEEE Ultrasonics Symposium, San Antonio,
TX, USA, 3-6 November 1996; Volume 2, pp. 1615-1622.

Pedregosa, F; Varoquaux, G.; Gramfort, A.; Michel, V,; Thirion, B.; Grisel, O.; Blondel, M.; Prettenhofer, P.; Weiss, R.; Dubourg, V.; et al.
Scikit-learn: Machine learning in Python. J. Mach. Learn. Res. 2011, 12, 2825-2830.

Powers, D.M. Evaluation: From precision, recall and f-measure to roc., informedness, markedness & correlation. J. Mach. Learn.
Technol. 2011, 2, 37-63.

Cherkassky, V.; Mulier, EM. Learning from Data: Concepts, Theory, and Methods; John Wiley & Sons: Hoboken, NJ, USA, 2007.
Ramachandran, P.; Zoph, B.; Le, Q.V. Searching for Activation Functions. In Proceedings of the ICLR 2018 Conference, Vancouver,
BC, USA, 30 April-3 May 2018.


http://dx.doi.org/10.1111/1471-0528.14738
http://dx.doi.org/10.1121/1.4711005
http://dx.doi.org/10.1117/1.3365948
http://dx.doi.org/10.1063/1.2195024
http://dx.doi.org/10.1088/0031-9155/54/19/R01
http://dx.doi.org/10.1126/science.1216210
http://dx.doi.org/10.1118/1.4871621
http://www.ncbi.nlm.nih.gov/pubmed/24784408
http://dx.doi.org/10.1364/AO.52.001764
http://www.ncbi.nlm.nih.gov/pubmed/23478783
http://dx.doi.org/10.1364/BOE.9.001309
http://dx.doi.org/10.1177/0161734615593747
http://dx.doi.org/10.1109/CVPR.2010.5540060
http://dx.doi.org/10.1109/CVPR.2015.7298965
http://dx.doi.org/10.1109/TPAMI.2016.2644615
http://dx.doi.org/10.1109/TPAMI.2017.2699184
http://dx.doi.org/10.1016/j.cap.2010.11.051
http://dx.doi.org/10.1109/MIE.2009.934790
http://dx.doi.org/10.1023/A:1018628609742
http://dx.doi.org/10.1109/TUFFC.2016.2606126
http://www.ncbi.nlm.nih.gov/pubmed/27913330
http://dx.doi.org/10.1161/01.CIR.80.4.962

Bioengineering 2023, 10, 1060 20 of 20

57.

58.

59.

60.

61.

62.

63.

64.

65.

Abadi, M.; Barham, P,; Chen, J.; Chen, Z.; Davis, A.; Dean, ].; Devin, M.; Ghemawat, S.; Irving, G.; Isard, M.; et al. Tensorflow: A
system for large-scale machine learning. In Proceedings of the Symposium on Operating Systems Design and Implementation,
Savannah, GA, USA, 2-4 November 2016; Volume 16, pp. 265-283.

Kingma, D.P; Ba, J. Adam: A method for stochastic optimization. arXiv 2014, arXiv:1412.6980.

Sequential Feature Selection—MATLAB Sequentialfs. 2018. Available online: https://www.mathworks.com/help/stats/
sequentialfs.html (accessed on 1 January 2008).

Garcia-Garcia, A.; Orts-Escolano, S.; Oprea, S.; Villena-Martinez, V.; Garcia-Rodriguez, J. A review on deep learning techniques
applied to semantic segmentation. arXiv 2017, arXiv:1704.06857.

Shi, S.; Wang, Q.; Xu, P; Chu, X. Benchmarking state-of-the-art deep learning software tools. In Proceedings of the 7th
International Conference on Cloud Computing and Big Data, Macau, China, 16-18 November 2016; pp. 99-104.

Zhang, C.; Li, P; Sun, G.; Guan, Y,; Xiao, B.; Cong, J. Optimizing FPGA-based accelerator design for deep convolutional neural
networks. In Proceedings of the 2015 ACM/SIGDA International Symposium on Field-Programmable Gate Arrays, Monterey,
CA, USA, 22-24 February 2015; pp. 161-170.

Abdiansah, A.; Wardoyo, R. Time complexity analysis of support vector machines (SVM) in LibSVM. Int. ]. Comput. Appl. 2015,
128, 28-34. [CrossRef]

Kothapalli, S.; Ma, T.; Vaithilingam, S.; Oralkan, 0.; Khuri-Yakub, B.T.; Gambhir, S.S. Deep Tissue Photoacoustic Imaging
Using a Miniaturized 2-D Capacitive Micromachined Ultrasonic Transducer Array. IEEE Trans. Biomed. Eng. 2012, 59,
1199-1204. [CrossRef] [PubMed]

Jang, ].H.; Chang, C.; Rasmussen, M.F.; Moini, A.; Brenner, K.; Stephens, D.N.; Oralkan, O.; Khuri-Yakub, B. Integration of a
dual-mode catheter for ultrasound image guidance and HIFU ablation using a 2-D CMUT array. In Proceedings of the 2017 IEEE
International Ultrasonics Symposium, Washington, DC, USA, 6-9 September 2017; pp. 1-4. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://www.mathworks.com/help/stats/sequentialfs.html
https://www.mathworks.com/help/stats/sequentialfs.html
http://dx.doi.org/10.5120/ijca2015906480
http://dx.doi.org/10.1109/TBME.2012.2183593
http://www.ncbi.nlm.nih.gov/pubmed/22249594
http://dx.doi.org/10.1109/ULTSYM.2017.8091627

	Introduction
	Materials and Methods
	Data Acquisition and Image Preprocessing
	Experimental Setup
	Experimental Procedure
	Multi-Wavelength Photoacoustic Image Preprocessing

	Lesion Segmentation
	Lesion Segmentation with Traditional Machine Learning Algorithms
	Lesion Segmentation with Convolutional Neural Network
	Wavelength Selection


	Results
	Lesion Segmentation with All Wavelengths
	Lesion Segmentation with Reduced Wavelengths

	Discussion
	High-Performance Lesion Segmentation
	Convenient Implementation
	Advantages over Temperature-Measurement-Based Methods
	Potential for Real-Time Implementation
	Potential Improvement with Gold-Standard Training Examples

	Conclusions
	References

