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ABSTRACT

Electroacoustic imaging is an imaging modality used to detect electric field energy distribution during electroporation, offering valuable
guidance for clinical procedures, particularly in deep tissues. Traditionally, single-element piezoelectric transducers or arrays have been
employed for this purpose. However, these piezoelectric sensors are sensitive to electromagnetic interference and require physical contact
with the sample through a coupling medium, raising concerns for both clinical and preclinical applications. To overcome these limitations, a
multi-channel random quadrature ultrasonics system has been developed, enabling non-contact detection of electroacoustic signals. In this
study, we demonstrated that this non-contact technique effectively detects electroacoustic signals, identifies electroporation regions, and
reconstructs electric energy distribution, offering a promising approach for monitoring electroporation therapy.

Published under an exclusive license by AIP Publishing. https://doi.org/10.1063/5.0244192

The application of electric fields in medical treatments has a long
history of development.1,2 Numerous studies have reported the use of
electric fields in areas such as cancer treatment,3 tissue engineering,4

and wound healing.5 Among these, electroporation has gained signifi-
cant attention due to its widespread applications in tumor ablation,6

drug delivery,7 and deoxyribonucleic acid (DNA) transfection.8

Electroporation is a technique that uses pulsed electric fields (PEF) to
create pores in the cell membrane. When short, high-intensity pulses
are applied to tissue, the permeability of the cell membrane increases
due to pore formation. In reversible electroporation (RE), the cell mem-
brane recovers after a period of time. However, when the pulse parame-
ters (voltage, pulse width, etc.) are too strong, the cell cannot maintain
homeostatic and lead to cell death, a process known as irreversible elec-
troporation (IRE).

Traditional electroporation techniques use pulse widths rang-
ing from hundreds of microseconds to several milliseconds, but
recently, electroporation induced by nanosecond pulsed electric
fields (nsPEF) has attracted attention.9,10 Compared to conven-
tional electroporation protocols, nsPEF-induced electroporation
offers advantages such as reduced thermal effects and minimized
muscle contractions.11,12 Several studies have demonstrated its

effective use in immunotherapy and cancer treatment.13–15

Current electroporation treatment protocols often depend on
numerical simulations, with post-operative assessments relying on
magnetic resonance imaging (MRI), ultrasound, and other imaging
modalities.16 However, there is a need for a method that enables
real-time detection during the procedure. To address this, we pro-
pose electroacoustic tomography (EAT) as an intraoperative imag-
ing technique to detect the treatment area.17

Electroacoustic tomography (EAT) is a noninvasive, label-free,
and non-radiative imaging technique that uses ultrasound signals to
map electric field distribution within tissues, based on their absorption
of nsPEF energy. Traditional acoustic imaging systems rely on piezo-
electric ultrasound transducer, which require coupling media like
water or ultrasound gel.18 However, in specific clinical situations, such
as burn injuries or during surgery, direct contact with the coupling
medium should be minimized or avoided.18 Meanwhile, piezoelectric
transducers are sensitive to electromagnetic interference (EMI), and
the detection sensitivity drops as the size of piezoelectric elements is
reduced.19

As an alternative method, optical methods have been developed
by measuring surface displacement induced by thermoacoustic effect
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and shock wave propagation.20,21 Compared to piezoelectric sensors,
the sensitivity of optical sensing is independent of its size, which is less
sensitive to EMI and some of them allow non-contact measurement.
Recently, several studies have been reported to use optical methods to
detect electroacoustic signals including probe beam deflection
(PBD),22 optical spectroscopy,23 and coherent anti-stokes Raman scat-
tering and micro-spectroscopy (CARS).24 However, these methods are
usually applied for cellular level study, which hinders its clinical
application.

In this paper, we propose to use the multi-channel random quad-
rature (MCRQ) interferometer to remotely detect the electroacoustic
signal generated during electroporation.25 The EA signal is generated
by two clinical needle electrodes inserted in agarose based phantom
and potato phantom with different electrical parameters. The results
show that this method effectively reflects changes in the electrical
parameters of electroporation and demonstrates the ability to identify
the IRE ablated region. A two-dimensional (2D) EAT image was
obtained through rotational scanning, with the results aligning well
with those previously obtained using conventional ultrasound piezo-
electric transducers.26

Electroacoustic tomography detects electric fields in soft tissues
by inducing acoustic pressure with high-voltage pulses. When both
thermal and stress constraints are satisfied, thermal diffusion and stress
propagation in the tissue during pulse delivery are negligible.
Therefore, the initial acoustic pressure can be expressed as17

p0 r; tð Þ ¼ b rð Þr rð Þ
j rð Þq r; tð ÞCv rð ÞE rð Þ2g tð Þ; (1)

where bðrÞ is the thermal coefficient, rðrÞ denotes the specific electri-
cal conductivity, jðrÞ is the isothermal compressibility, qðr; tÞ is the
mass density, and CvðrÞ denotes the specific heat capacity at constant
volume. EðrÞ is the electric field strength at point r, and gðtÞ is the
duration of the electric pulse.

The excitation of acoustic signals induced by the thermoelastic
expansions of the tissue can be described by wave equations and then
solved by Green’s functions. The acoustic pressure at position r and
time t can be described as17

p r; tð Þ ¼ 1
4pv2s

ð
dr0

1
r�r0j jp0 r0ð Þd t � r � r0j j

vs

 !
: (2)

The relationship between electroacoustic pressure and sample
displacement can be expressed as follows:

q
@2

@t2
d r; tð Þ ¼ �rp r; tð Þ; (3)

where vector d is the sample displacement induced by electroacoustic
pressure. The displacement will change the phase of backscattered sig-
nals which after interfering with reference beam can be detected by a
photon detector array,

In ¼ Inref þ Inobj þ 2
ffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffi
Inref � Inobj

q
� cos ;n tð Þ þ uea tð Þ� �

; (4)

where In is the interference signal detected by detector array, Inref and
Inobj are the intensity of reference beam and object beam, ;n is the initial
phase of random speckle, and uea is the phase variation induced by
electroacoustic pressure. After linear demodulation to recover the dis-
placement direction,27 the phase change can be retrieved by the proc-
essed output signal Vout ,

Vout ¼ uea tð Þ � 2
X
n

ffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffi
Inref � Inobj

q
� sin ;n tð Þ� �

: (5)

Therefore, we can obtain the intensity of electric field energy
information in tissue through the output signal.

To validate the effectiveness of our optical interferometer system
in detecting EA signals, we constructed the experimental setup as
shown in Fig. 1. The system is divided into two parts: (1) EA signal
excitation and (2) optical detection part. For signal excitation session, a
custom nanosecond pulse generator was used to deliver the electrical
pulses. The generator allows for adjustable voltage (0–2000V), pulse
width (100ns–100ls), and repetition frequency (1–1MHz), enabling
customized treatment protocols. The generated electrical pulses were
delivered to two clinical needle electrodes with a diameter of 1mm
and adjustable exposed length (AngioDynamics, 20400107), which
were inserted into the phantom to induce the electroacoustic signal. As
to the optical detection part, the MCRQ interferometer consists of two
primary components: the optical head and a compact Modulo receiver,
connected by a multimode fiber. In the compact quartet receiver, a
30mW continuous-wave (CW) laser with a wavelength of 1064 nm is
employed for the interrogation system. A 24 channel detector array is
utilized to detect interference signals. The multimode fiber delivers the
incident laser beam to the optical head and collects the backscattered

FIG. 1. Schematic of MCRQ interferome-
ter based EAT system. M1–M3: mirror;
HWP: half-wave plate; PBS: polarization
beam splitter; L1–L4: lens; MMF: multi-
mode fiber; Piezo: piezo actuator; and DA:
multi-channel detector array.
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object beam from the optical head. Within the optical head, a piezo
actuator at 330 kHz is used for signal calibration and to implement lin-
ear demodulation at 400kHz. The signal processing mainly involves
linear demodulation, which uses logic switches to accurately recover
the displacement direction.27 The output signal is amplified by 60dB
(JSR Ultrasonics, DPR 300, Japan) and detected using an oscilloscope
(Tektronix Inc., MSO54B, USA).

To demonstrate the performance of the system, a 1% agarose
phantom was tested with different electric pulse parameters. To pro-
vide the necessary conductivity and scattering properties for imaging,
1% sodium chloride and 1% intralipid were added. The exposed dis-
tance of the electrodes was set to 10mm, and they were inserted later-
ally into the cylindrical phantom until the exposed portion of the
electrodes was positioned at the center of the phantom. The detection
beam of the interferometer was focused on the top surface of the phan-
tom. We initially examined the effect of pulse voltage on the detected
signals. The output voltage was set to 500, 1250, and 2000V, with a
pulse width of 500 ns and at a frequency of 50Hz. The average
denoised signals are presented in Fig. 2(a). As shown, no significant

signal was detected at 500V, but as the voltage increased, the ampli-
tude of the detected signals rose accordingly. Next, we fixed the voltage
at 2000V and varied the pulse width to 300, 500, and 700ns at 50Hz.
The average denoised signals are shown in Fig. 2(b). As the pulse width
increased, the energy per pulse increased, resulting in a stronger
detected signal. These two sets of experiments demonstrate that the
detected signal can clearly reflect the dosage of the electrical pulses.
Figure 2(c) shows signal’s time of flight varied with the electrode depth
reference with sample surface. The distance between electrodes and
phantom surface was gradually decreased by 2.5mm. The calculated
signal propagation speed was approximately 1500 m/s, similar to the
speed of ultrasound in water.

Next, we performed scans on agarose and potato phantom
[Fig. 3(a)] to obtain the distribution of EA signal intensity across the
surface of the phantoms. Potato is a commonly used plant model for
evaluating the ablation regions in IRE.28 The agarose phantom used in
this experiment had the same specifications as the one used in the
experiments described in Fig. 2. The electrical pulses were delivered at
500 ns pulse width and 50Hz repetition rate at 1500 and 2000V for

FIG. 2. Electroacoustic signals detected by the MCRQ interferometer at different parameter settings. The EA signal increases with increasing (a) pulse voltage and (b) pulse
width; (c) the time-of-flight of the EA signal decreases with decreasing distance from the electrodes to the phantom surface. All results were averaged 200 times.

FIG. 3. EA signal intensity distribution on the surface of the phantom. (a) Scanning path of the beam (dashed arrows) and electrode arrangement. (b) and (c) The photographs
and signal scanning points of the agarose and potato models, and the line graph below shows the EA signal contours obtained from the scans. The scans show that the inten-
sity of the signal is strongest around the electrodes and decreases as one moves away from the electrodes. All results were averaged 200 times.
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agarose and potato phantom, respectively. After applying the electrical
pulses, we cut 5mm potato phantom from the treatment area. The sli-
ces were then immersed in 50ml of 1% 2,3,5-triphenyltetrazolium
chloride (TTC) solution for 3 h of staining to compare the results with
the EA signal scan. The use of TTC stain on the potato provides a
faster and more accurate assessment.29 The dehydrogenase produced
by cell mitochondria reduces TTC to insoluble red triphenylformazan
crystals, which causes the non-ablated areas to appear red, while the
unstained white regions can be identified as IRE ablation zones as
shown in Fig. 3(c).

The EA signal intensity of agarose and potato phantom is shown
in Figs. 3(b) and 3(c), respectively. The white circles in the figure indi-
cate the positions where signals were acquired, with the red-filled
circles representing the locations where the signals were captured
directly in front of the electrodes. It was observed that the signal
strength was highest at the electrodes and significantly decreases as the
detection point moves away from them. The distribution of the EA sig-
nal intensity profile is similar for both agarose and potato phantom,
and the signal intensity dropped by approximately 50% within a 5mm
distance, indicating that the energy of the electrical field attenuates rap-
idly as it propagates. When the signal strength dropped below approxi-
mately 50% of the maximum detected EA signal intensity, only
irreversible electroporation or no electroporation occurred.

Next, to demonstrate the imaging capabilities of our system, we set
up the imaging system as shown in Fig. 4(a). In this setup, a 1% saline
solution was used to induce the EA signal. One side of the water tank
was opened and covered with polyvinyl chloride (PVC) film, on which
the detection beam was focused. Meanwhile, the focused beam path
crosses the electrodes rotation axis. The electrodes with 10mm spacing
were fixed on a rotating platform and rotated along the central axis of

the electrodes. The rotation angle was set to 3 degrees, with a total of 120
steps to scan all viewing angles. The electrodes output 1500V, 500ns
pulses, and at each angle, 100 pulses were averaged for denoising.

Figure 4(b) shows the signals collected at rotation angles of 0, 45,
and 90 degrees. It can be observed that the signals from the two elec-
trodes gradually converge as the rotation proceeds, eventually overlap-
ping into a single signal. This indicates that the system can capture not
only the variations in signal strength but also depth of the electric filed.
As shown in Fig. 4(c), we used a back-projection algorithm to recon-
struct a two-dimensional image from the signals collected at all
angles.30 The distance between the two reconstructed hotspots is
approximately 10mm, which is consistent with the spacing of electro-
des. The signal intensity is strongest at the center and gradually
decreases with the location away from center. In addition, we per-
formed a physical simulation (COMSOL Multiphysics 6.0, Sweden),
and the resulting electric field streamlines were overlapped onto the
reconstructed image. The arrows represent the direction of the electric
field. Figure 4(d) shows a profile line extracted along the dashed line in
Fig. 4(c). The results are consistent with our previous work.17,31

Current electroporation treatment plans are often developed
through simulations, lacking real-time monitoring capabilities, which
significantly limits their advancement. The introduction of electro-
acoustic tomography (EAT) offers a potential solution for real-time
monitoring during electroporation treatments. In previous studies,
EAT imaging systems were built using piezoelectric transducers, but
the requirement for physical contact and coupling media restricted
their broader clinical application. The MCRQ interferometer based
EAT system offers a non-contact monitoring solution to this limita-
tion, simplifying clinical workflows while reducing the risk of infection
for special populations such as infants and individuals with sensitive

FIG. 4. 2D EAT reconstruction image with
rotation platform. (a) Experiment setup.
(b) EA signal at different rotation angles.
(c) Reconstructed 2D EAT image. (d) The
image profile along with the white dash
line.
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skin.32 The results demonstrate that the system can effectively detect
EA signals generated in deep tissues and has the potential to provide
real-time feedback on treatment outcomes.

Since the detected EA signal correlates with the intensity of the
electrical pulse energy within the tissue, it is possible to estimate the
energy distribution at different locations during IRE treatment, which
can further help with the assessment of tissue ablation. In the potato
phantom experiment, the intensity of the detected EA signal correlated
with the ablation area. Although the number of scanning points is lim-
ited, the signal intensity at even a single location can be valuable. For
example, when control of the ablation area is critical, monitoring
points may be placed near important tissues to ensure that they are
not affected. Similarly, in cases where the electrode spacing is large,
placing the monitoring point in the center helps to avoid incomplete
ablation. Limited by the sensitivity of the system, we delivered 200
pulses at each detection point in the phantom for averaging. Although
the number of pulses affects the ablation range, the effect is small
when the total number of pulses is high, and therefore has a small
effect on the ablation range.33

The proposed MCRQ interferometer detection system provides
signals with detailed information, offering the potential to capture elec-
tric field data from deep tissues in a noncontact manner. Unlike con-
ventional interferometer systems, the MCRQ employs a multimode
fiber to collect more backscattered signals, and its multichannel detec-
tor array enhances performance on uneven surfaces. A 330kHz piezo
actuator is employed for signal calibration to compensate phase change
for uneven surfaces and minor vibrations. However, several limitations
still require improvement. One challenge with laser interferometry is
its sensitivity to temperature fluctuations and vibrations, which can
reduce both sensitivity and detection range. Additionally, the noise
equivalent power of the optical detection system is higher compared to
conventional piezoelectric transducers, making it difficult to detect EA
signals induced by low-power electrical pulses. That is why hundreds
of averages are needed to get a high signal noise ratio (SNR) EA signal,
which limits the imaging speed of the system.

Limited by the sensitivity of our system, hundreds of electrical
pulses are needed for averaging. The signal intensity is affected by the
electrodes spacing, the distance between sample surface and electrodes
tips, and alignment between light scanning beam and exposed electro-
des tips. In addition to the electrodes alignment, the system noise sup-
pression in the experiment is also crucial. The strong electric field
brought by the high-voltage pulse will cause interference to the cir-
cuitry of the instrument, and electromagnetic shielding of the wires
and instruments can effectively reduce electromagnetic interference
(EMI). To improve the performance of MCRQ interferometer, more
channels for detector array are needed to enhance signal averaging
without extending the acquisition time. Some optical resonators could
also further increase system sensitivity compared to traditional inter-
ference system.34–36 Furthermore, defocusing of the detection beam
can decrease sensitivity and result in inaccurate measurements. In
addition to the hardware system part, some more efficient post-
processing noise reduction methods, such as wavelet denoising and
deep learning based signal enhancement methods, have been reported
to significantly improve the signal processing speed of the system to
significantly improve the signal processing speed of the system.26,37

In summary, an ultrasound signal acquisition system was devel-
oped and validated for the non-contact assessment of electroporation

treatment in deep tissues. EA signals, which varied with treatment
parameters, were detected in both agarose phantoms and potato phan-
toms using the MCRQ interferometer system. A 2D distribution of
electric field energy in saline was obtained through rotate scanning.
Since electroporation treatment outcomes are significantly influenced
by pulse parameters, the real-time EA signals and their reconstructed
images were shown to reflect these variations, offering a potential
method to guide electroporation treatments. The non-contact EA sig-
nal acquisition capability of the MCRQ interferometer-based system
eliminates the need for physical contact via coupling media, which is
non-sensitive to EMI, thereby enhancing the clinical applicability of
this technology.
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