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ABSTRACT

Quantification of tissue properties with photoacoustic (PA) imaging typically requires a highly accurate repre-
sentation of the initial pressure distribution in tissue. Almost all PA scanners reconstruct the PA image only
from a partial scan of the emitted sound waves. Especially handheld devices, which have become increasingly
popular due to their versatility and ease of use, only provide limited view data because of their geometry. Owing
to such limitations in hardware as well as to the acoustic attenuation in tissue, state-of-the-art reconstruction
methods deliver only approximations of the initial pressure distribution. To overcome the limited view problem,
we present a machine learning-based approach to the reconstruction of initial pressure from limited view PA
data. Our method involves a fully convolutional deep neural network based on a U-Net-like architecture with
pixel-wise regression loss on the acquired PA images. It is trained and validated on in silico data generated with
Monte Carlo simulations. In an initial study we found an increase in accuracy over the state-of-the-art when
reconstructing simulated linear-array scans of blood vessels.

Keywords: Photoacoustics, Machine learning, Deep learning, Photoacoustic tomography, Limited view problem

1. INTRODUCTION

Photoacoustic imaging (PAI) is a novel and fast emerging modality that combines the strengths of ultrasound
(US) and optical imaging and offers high optical contrast as well as great imaging depth and spatial resolution.!
In multispectral applications, PAI is especially suitable for real-time imaging of functional tissue parameters such
as local blood oxygenation or perfusion,??3 which can be indicative of cancer hallmarks such as local hypoxia
and angiogenesis.®®

PATI is able to measure optical absorption by using pulsed laser light to induce the photoacoustic effect. The
absorbed light creates an initial pressure distribution which gives rise to a sound wave. PA raw sensor data of this
wave can be measured with a common US transducer.® To be able to access the information contained in the raw
data, the initial pressure distribution needs to be reconstructed. While standard reconstruction algorithms such
as the radon transform can be used for tomographic scans,” they can currently only be applied to small animal
imaging,® but not to clinically used scanners’ without the introduction of imaging artifacts. This is, because
clinical scanners used for PA usually have a linear sensor geometry, therefore PA images have to be reconstructed
from a partial scan of the emitted sound waves. This so-called limited view problem causes undersampling during
image reconstruction, giving rise to artifacts and noise amplification.'”
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Two state-of-the-art methods are currently mainly used for reconstructing PA images from raw sensor data.
These are time reversal'! and delay-and-sum (DAS)'? beamforming. Time reversal is a method where a numerical
model of the forward problem is simulated backwards in time and delivers approximations of the initial pressure
distribution.'* DAS beamforming was originally developed for US image reconstruction and is commonly used
in PA. Tts purpose is to yield the origins of the measured soundwaves.'? It is a simple and fast algorithm but
lacks the ability to provide quantitative estimations of the initial pressure distribution.'®1?

While the vast majority of reconstruction methods is model-based, first attempts have been made to apply
deep learning approaches - which have yielded breakthrough success in a number of medical image processing
challenges'®19 - to the reconstruction of PA images. For example, Antholzer et al.?’ have proposed a deep
learning based reconstuction of PA images from a sparse representation of raw sensor data, Hauptmann et al.'”
have used an iterative approach using a deep learning neural network to reconstruct initial pressure based on a
vessel segmentation of lung CT images, and Reiter et al.?! have used a convolutional network with feed-forward
fully connected layers to identify locations of PA point sources. To our knowledge, however, deep learning has
not yet successfully been applied to the reconstruction of the initial pressure distribution directly from limited
view PA raw sensor data using linear US transducers.

In this paper, we address the challenge of reconstructing the initial pressure distribution from PA raw sensor
data with convolutional neural networks (CNNs) based on a modification of the widely used U-Net deep neural
network architecture.?? We investigate two different variants of our method: (1) CNN-based post-processing
of limited view DAS beamformed images and (2) direct CNN-based reconstruction of the initial pressure from
PA raw sensor data as illustrated in Fig 1, without previous assumptions such as spherical wave propagation or
speed of sound. According to first in silico experiments, qualitative and quantitative improvements compared
to reconstruction with DAS beamforming can be achieved.
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Figure 1. Visualization of two approaches to estimate initial pressure distributions from the PA raw sensor data. The
first method (upper path) initially processes the PA raw sensor data with standard Delay-And-Sum (DAS) beamforming
and the resulting image is post processed with a standard U-Net (post-processing model). The second approach (bottom
path) can directly estimate the initial pressure distribution from the PA raw sensor data with a modified U-Net (direct
estimation model).

2. METHODS

We tackle the acoustic inverse problem by estimating the initial pressure distribution from simulated PA raw
sensor data. We investigate two different approaches using U-Net architectures (cf. Figure 1). In the first
approach, we use a U-Net to post-process images reconstructed with DAS beamforming and in the second
approach we estimate the initial pressure directly from the PA raw sensor data using a modified U-Net.
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2.1 Image post-processing of DAS beamformed raw sensor data

We propose the use of a deep learning algorithm to estimate the initial pressure distribution from DAS reconstruc-
tions of PA raw sensor data. Specifically, we use a U-Net as it is the most successful and versatile state-of-the-art
deep neural network?? in medical image processing. The U-Net architecture is widely applied in image processing
because of its ability to represent contextual and local image features on several levels of abstraction.?? In our
implementation the U-Net consists of three layers. The contracting steps consist of the repeated application of
two convolutions with kernel size 3 x 3 and stride 1 x 1, each followed by a rectified linear unit (ReLu) and
a batch normalization. The down-sampling is performed by a 2 X 2 max pooling operation. The expansive
units consist of an upsampling followed by the same convolutions, RelLus and batch normalization steps as in
the contracting units. Information from the contracting units is concatenated via the skip connections. For
optimization we use PyTorch’s*® implementation of Adam with a base learning rate of 10~* and a weight decay
of 1075 as well as a L1 loss function for back propagation.
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Figure 2. Architecture of the post-processing U-Net: The U-Net is trained to estimate the initial pressure distribution
from the DAS beamformed images. Each computational unit, indicated by a blue box, consists of a convolution, a batch
normalization and a leaky rectified linear unit. The downsampling is performed by max pooling operations and the
upsampling is performed by upsampling operations. The number of feature maps is denoted as first number on the boxes,
the image dimensions as second entry.

2.2 Direct estimation of the initial pressure from raw sensor data

A direct reconstruction of PA raw sensor data was performed with a modified U-Net architecture. In this case,
we did not preprocess the PA raw sensor data with DAS beamforming but used the sensor data directly. The
major challenge was to transform the data from a space and a time domain to a 2 dimensional space domain.
Therefore, the skip connections of the U-Net shown in Figure 2 were altered by introducing a layer in each skip
connection which reduces the image dimensions in one direction by using an anisotropic kernel size of 20 x 3
and striding of 20 x 1. The modified U-Net maps the information from the time axis to a spatial dimension
and thereby reduces the resolution of the input PA raw sensor data from 2560 x 128 pixels to the target output
resolution of 128 x 128 pixels.
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Figure 3. Architecture of the direct reconstruction U-Net. The modified U-Net is trained to estimate the initial pressure
distribution directly from the PA raw sensor data. The skip connections of the U-Net include a convolutional layer that
resizes the information to the target resolution. The contracting and expansive layers are the same as used with the
standard U-Net.

2.3 Simulation of training data

In silico images of initial pressure distributions were simulated given a distribution of optical parameters using
an adaptation of the widely used Monte Carlo simulation framework mexyz.?* The simulation pipeline is inte-
grated in the Medical Imaging Interaction Toolkit (MITK)?® and the process is explained in detail in a previous

publication.?®
Property Value range  Unit
Reduced Scattering 15 em ™t
Background Absorption 0.1 em ™t
Vessel Absorption U(2-8) em™1
Vessel Radius U0.5 - 4) em
Number of Vessels Ul-17

Table 1. Table with the tissue properties used in the mexyz Monte Carlo Simulation. Here, U denotes a uniform distribution
over the given value range.

To simulate raw sensor data from initial pressure distribution, we used the k-Wave framework with the
k-Wave 2D FFT pseudo-spectral domain method for a line sensor. We used a virtual US probe with 128
transducer elements. To reduce artifacts produced by image borders we embedded our input images into a larger
homogeneous pressure distribution. Our input images had a resolution of 128 x 128 pixels with an isotropic pixel
spacing of 0.3 mm. The simulation depth for the PA raw sensor data was 57.6mm corresponding to 2560 Pixels
with a time spacing of 1.5 x 1078 s. The medium tissue density was approximated with 1000 kg/m? and the
speed of sound was set to 1500 m/s.
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3. EXPERIMENTS

We used a data set simulated as described above for training and validation, and a second dataset for testing
of the two presented approaches. Using mcxyz and k-Wave, we simulated a data set with 3600 images of which
20% were used as test set, the rest was split 80/20 in training and validation set. We added random Gaussian
noise with an amplitude of 20% of the mean maximum pixel intensity over all simulated image slices to the
PA raw sensor data. The U-Net was implemented in python with the PyTorch framework® and we performed
DAS beamforming with the MITK framework. Images in the training set were mirrored for data augmentation
to increase the number training samples. Both models were trained with the same amount of data presented.
The results reported in the following section were calculated on the test set while the validation set was used to
supervise convergence of the training process and hyper-parameter optimization.

For the following results we calculated the relative initial pressure estimation error to the ground truth for
each estimated image.
P 1P

T2 (1)

err =

where err is the calculated error, I P is the initial pressure estimation and 7P is the simulated ground truth
initial pressure.

4. RESULTS

The quantitative comparison of the pixelwise mean difference on the entirety of the images is shown in Figure
4. The images have been normalized using z-score normalization over the whole dataset before the evaluation.
The median relative initial pressure estimation error improved from 98% with an interquartile range (IQR) of
[52% - 296%] in case of the DAS beamforming to 10% with IQR [0.5% - 26%] using the proposed deep learning
architecture for correcting DAS beamformed images. The relative error of the direct deep learning approach was
14% with IQR [0.6% - 32%]. In a direct comparison, without prior image normalization, the median relative
initial pressure estimation error was 12% with IQR [0.4% - 31%] in case of the correction of DAS beamformed
images and the direct approach yields a median error of 14% with IQR [0.5% - 43%].
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Figure 4. Boxplots of the pixel-wise relative initial pressure distribution estimation errors. Both methods reveal advan-
tages compared to DAS beamforming, as both deep learning based approaches achieved a median relative initial pressure
estimation error of less than 15%.

Figure 5 shows qualitative comparisons of DAS Beamformend images, of post processed images, directly
reconstructed images and the ground truth simulated initial pressure distribution. To evaluate the best and
worst performances we sorted the results on the test set by the distance to the ground truth. Only images
containing vessel structures were taken into account.
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(a) Image with the smallest error err. The signal is very close to the tissue surface and the shape is preserved well.
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(b) Image with a median error err. Even though both different shaped vessels were reconstructed, the direct approach
yields some inaccuracies especially in the lower parts.
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(c) Tmage with the largest error err. The signal is very deep inside the tissue hardly visible in the DAS beamformed
image and with large errors in the direct approach.

Figure 5. Sample images from the test set, where the directly reconstructed image from had the best, worst or median
error err.

5. DISCUSSION

In this paper we present two methods that could improve currently used PAT reconstruction algorithms for limited
view PA data. The first method was used as post-processing after Delay-And-Sum (DAS) beamforming of PA raw
sensor data as also done by previous work.!?:?! We also demonstrate that in our dataset the DAS beamformed
data can be corrected with state-of-the-art deep learning methods. In fact, the presented post-processing method
achieved qualitative, as well as quantitative, improvements compared to DAS beamforming and yielded accurate
results even under application of noise. However, one has to acknowledge that comparing DAS beamforming
with the proposed methods is not fair, as it was not originally developed to yield a quantitative estimate of the
initial pressure distribution.

Furthermore we showed that initial pressure distributions can be directly reconstructed from the PA raw
sensor data with a modified U-Net without the use of any prior processing steps. This method needs one less
calculation step but gives higher relative errors than the deep learning correction method. The main challenge
was to transform the image dimensions from the PA raw sensor data to the initial pressure distribution. This was
solved by introducing additional convolutional layer in the skip connections of the U-Net. As skip connections
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were originally introduced to retain the entire range of high frequency information, further work could be done
to improve the use of a U-Net for direct image reconstruction.

We have not yet tested the proposed methods on in vivo or in vitro data. This is because our in silico model
does not include a realistic modelling of noise, angular sensitivity of the US transducer, the presence of artifacts
and local variations of speed of sound and acoustic attenuation leading to a generally lower contrast to noise
ratio. Due to the manner in which we trained and tested on random data from the same Monte Carlo distribution
we cannot ensure that there exists no bias in the dataset. This fact should also be taken into account when
comparing the results or our two algorithms to the DAS baseline approach. As such, our next challenge is to
generalize these methods to be applicable to realistic data.

In limited view PA imaging it is essential to develop accurate and fast reconstruction methods. In this study
we show two methods that can be used to either enhance reconstruction of DAS beamforming with a post-
processing step or provide a direct reconstruction of the initial pressure distribution from PA raw sensor data.
Results show high accuracy even with application of noise, while providing a qualitative improvement compared
to beamforming. Future work will include comparing our methods to other advanced reconstruction algorithms
such as done by Hauptmann et al.'® and we will apply the methods to in vitro and in vivo data.
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