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Executive summary

This deliverable presents the Journal papers preparpdrt of theIRBREASTBTIO project.

A manuscript asediagsésamdnt 6f Pdtienrandmevdle targeting accuracy of
robotic devicesforMRgui ded needl e bi o plstgraetionakleurnal afb mi t t e
Medical Robotics and Computer Assisteargeryin November 2022The manuscript was

subject tgpeer review and revisiawice, and was eventuallgccepted and publishedlinein

May 2023. It should be noted that ®IRI compatible positioning device developed previously

by our group was equipped with a biopsy needleuwitided for the purposes of the specific

studyin order to avoid didosure of theVIRBREASTBIO system.

Another paper entitledDevelopment and el#ation of a robotic device for MRjuided
needle breast biopsywas prepared by the teamand will be submitted after the relevant
patent application is filed since itincludes confidentialdata (i.e., detailed description of the
systemobds ¢ omp o n,ewhithsshoddnrbt bé didosed priorstpthe patent
application Otherwise the technological novelty will be decreased, thus compromising the
possibility of obtaining a patent.

Both the published and draft manuscirpts are presented below.
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1 | INTRODUCTION

Percutaneous needle biopsies constitute an alternative to surgical
biopsies offering reduced invasiveness and faster recovery.? Over
the years, technological advances have led to the increasing adoption

Abstract

Background: The current study proposes simple methods for assessing the per-
formance of robotic devices intended for Magnetic Resonance Imaging (MRI)-
guided needle biopsy.

Methods: In-house made agar-based breast phantoms containing biopsy targets
served as the main tool in the evaluation process of an MRI compatible positioning
device comprising a needle navigator. The motion accuracy of mechanical stages
was assessed by calliper measurements. Laboratory evaluation of needle targeting
included a repeatability phantom test and a laser-based method. The accuracy and
repeatability of needle targeting was also assessed by MRI.

Results: The maximum error of linear motion for steps up to 10 mm was 0.1 mm.
Needle navigation relative to the phantom and alignment with the various biopsy
targets were performed successfully in both the laboratory and MRI settings. The
proposed biopsy phantoms offered tissue-like signal in MRI and good haptic feed-
back during needle insertion.

Conclusions: The proposed methods could be valuable in the process of validating
the accuracy of MRI-guided biopsy robotic devices in both laboratory and real
environments.

KEYWORDS
agar phantoms, breast biopsy, motion accuracy, MRI-guided, needle targeting, robotic device

of robotically assisted image-guided percutaneous biopsies over
traditional biopsy, which is based on manual needle insertion by the
radiologist.™? The superior stability and precision of robotic manip-
ulators compared to human hands have enabled more reliable biopsy
procedures. Ultrasound (US), Magnetic resonance imaging (MRI) and
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computed tomography are typically employed for localising the sus-
picious lesion and guiding the needle manipulator based on image
feedback.!? Robotically assisted biopsy has been introduced in
multiple organs including the lung,® breast,* prostate,” liver,® etc.

Breast cancer is the most common form of cancer malignancy in
women and the fifth cause of cancer-related death worldwide.”®
Diagnosis at an early stage provides patients with the best man-
agement and increased survival rates. Following clinical examination
and imaging assessment, percutaneous biopsy is required for lesions
suspicious for malignancy.

US is the modality of choice for image-guided biopsy of soft le-
sions that are visible on the US and is usually performed free-handed
using core biopsy sampling. Various robotic systems'®*3 for US-
based needle guidance have been developed at the experimental
level through the vyears to facilitate doctors.’® Stereotactic
mammography guidance is usually the gold standard for tumours that
are not visible on US images, such as microcalcifications. Accordingly,
there are several commercially available robotic mechanisms for
needle alignment under the specific modality.*>*¢

MRI is increasingly being used as the guidance modality for
breast biopsy, especially for women with a high risk of breast
cancer.'” Since small lesions may not be detectable with the stan-
dard methods,’® MRI-guided biopsy is needed to histologically
determine the possible malignancy of the tumour. A wide variety of
robotic systems that can be utilised in combination with an MRI
scanner for automatic positioning of the needle have been devel-
oped so far, 1?2 thus addressing the requirement to move the
patient out of the scanner multiple times and pointless acquisition
of a large tissue volume, as well as reducing the procedure duration.
These systems address challenges regarding safe operation of ro-
botics in the MRI environment.

Such robotic-assisted approaches require high accuracy and
precision in order to reach a target with minimal invasion and fulfil
the clinical requirement. All methodologies for testing a robot's me-
chanical accuracy as well as the accuracy and repeatability of posi-
tioning a biopsy needle are based on comparing the intended with the
actual motion step as determined using a distance-measuring
method.?>?* Before a process can be implemented in in vivo appli-
cations, its accuracy is typically assessed in free space, also known as
the intrinsic system accuracy. Following demonstration of appro-
priate motion accuracy and repeatability through benchtop testing,
the system should be employed in the real environment (e.g., an MRI
system) to ensure that a high level of accuracy is maintained.??

Several motion tracking methods were employed in the context
of evaluating the targeting accuracy in benchtop experiments.?%24-28
Optical tracking devices have been frequently utilised in this regard,
where the error of positioning was defined as the divergence of the
actual from the intended location of the needle tip.2%2%"2¢ As an
example, a robot designed for breast biopsy was tested by navigating
a rigid tool to reach target positions following both straight and
curved pathways and tracking its motion using an optical tracker.?° A
similar approach was followed in a study by Groenhuis et al.* in
which the needle positioning accuracy of a robot proposed for breast
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biopsy was tested in free air utilising a board with multiple crosshairs,
which served as the targets. The needle tip was instructed to punc-
ture these targets, and the positioning error was calculated by
measuring the distance between the centre of each target and the
respective punched hole.*

High-quality breast biopsy phantoms constitute a valuable tool in
needle biopsy training and experimentation, as well as in testing the
needle positioning accuracy of robotic-assisted biopsy devices.
Commercially available breast biopsy phantoms are composed of
patented realistic and durable breast tissue with several types of
masses of varying sizes interspersed randomly throughout them.?%-32
Membranes mimicking the skin are utilised to cover the tissue,
providing realistic needle resistance to trainees.??-32

Not only commercially available, but also ‘laboratory’ phantoms
have been proposed over time for biopsy training purposes. In fact,
many institutions preferred home-made alternatives for their studies,
utilising food or animal products, since they are low cost and easy to
make. Turkey or chicken breast, as well as gel-based tissue-mimicking
phantoms are commonly used to simulate soft tissue.>* The inserts
could be of liquid or solid content depending on the type of biopsy
procedure that will be followed. For freehand US-guided breast bi-
opsy training, raw materials including olives with pimentos, grapes,
capers, strawberries, peas and potatoes have been proposed in the
literature as tumour mimics.**

Household and raw materials were also utilised for mimicking
lesions in Magnetic Resonance (MR)-compatible breast phantoms. In
that case, the success of the biopsy procedure can be confirmed
directly by visualisation of the tumour material in the obtained
sample®® or through MRI by the location of the needle or the created
void in relation to the target on intra-operative or follow up MRI
images.®® For instance, Werner et al.>* assessed the reliability of an
MRI-guided biopsy procedure in agarose phantoms containing peas,
where the biopsy success was defined as the visual inspection of the
specimen. Similarly, the accuracy of an automated system designed
for lesion localization while operating at the MRI isocenter was
demonstrated in a grapefruit phantom, in which the artificial lesions
were vitamin E capsules,®® by checking whether the capsule material

1.3° also

was contained in the specimen chamber. Schneider et al
assessed an MRI-guided breast lesion localization system in a
grapefruit-based phantom, in which breast tissue was mimicked by a
grapefruit and the tumour by an embedded long wooden dowel. The
success of the procedure was defined by whether pieces of the
wooden dowel were contained within the sample, as well as from the
void showed up on follow-up MRI.*®

Polyvinyl-alcohol cryogel (PVA-C) was also utilised to imitate the
breast tissue in MRI-guided biopsy procedures.**7-*® The benefits of

? as well as its

PVA-C include its robust mechanical properties,®
ability to mimic the acoustic and MR relaxation properties of human
tissue, and thus, to offer realistic visualisation on both MRI and US.*’
An indicative example is a study by Groenhuis et al.* in which the
‘Stormram 4’ breast biopsy robotic system was tested by phantom
studies in the MRI environment. Breast-shaped phantoms were

manufactured by pouring Polyvinyl Chloride (PVC) mixtures into
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3D-printed dedicated moulds.* Lesions with a size varying from 5 to
20 mm were simulated by fish oil capsules or pieces of stiff PVC
added in the phantoms during the cool-off procedure. Various
phantom sites were targeted by the needle based on pre-operative
MR images and the error was estimated by the offset between the
targeted site and reconstructed needle position. Following insertion,
the needle was clearly visualised in MRI scans as a hole in the
phantom.*

Gel phantoms based on agar and gelatin have been proposed as a
valuable cost-effective tool in the process of breast biopsy training
under ultrasound needle guidance too.# In this effort, a recent study
presents the development of an agar-based phantom mimicking
breast, whose Young's modulus and acoustic properties were tuned
to match those of fat, glandular and tumour tissues, thus providing
realistic haptic feedback and US visibility during needle insertion.** A
double-layered gelatin-based phantom with simulated tumours have
been recently proposed for similar purpose in another study.®®
Interestingly, a glove finger filled with coloured solution served as a
cyst, whereas the benign and malignant tumours were simulated by
plant-based raw materials.>®

Agar phantoms could also constitute a valuable testing tool for
MRI-guided robotic-assisted biopsy systems and protocols, mainly
owing to its tissue-like MRI properties.**™*® In fact, agar gels are
predominantly chosen for MRI phantom studies because they can
generate tissue-like MRI signal*? and replicate the MR relaxation
properties of different types of soft tissue upon addition of proper
concentration of supplementary ingredients.*® Furthermore, MRI
phantoms are typically employed in the process of MRI safety testing
of such devices,*® which is required before the accuracy and preci-
sion of needle targeting can be actually tested in the real environ-
ment. Of note, Gadopentetate dimeglumine (Gd-DTPA); a commonly
used contrast agent for MR imaging>* can be added in gel-based
lesion mimics to improve the MRI contrast with respect to the sur-
rounding breast tissue-mimicking material.>?

Either commercially available or home-made phantoms utilising
household raw and laboratory materials are of great use in testing
the performance of robotic-assisted breast biopsy devices and
procedures. Herein, we propose some simple and cost-effective
methods for testing MRI-guided breast biopsy robotic devices in
terms of the accuracy of mechanical motion and needle targeting in
both laboratory and MRI settings. In-house made dedicated phan-
toms containing agar as the gelling agent and biopsy targets served
as the main tool in the evaluation process. An MRI compatible 2-
degrees of freedom (DOF) positioning device developed previously
by our group was utilised in all the experiments.>® Signal to noise
ratio (SNR) experiments were initially carried out to confirm the
safe and proper operation of the system in a 3T MRI scanner.
Planning for needle navigation relative to the target was performed
on MRI images utilising the tools of a custom-made biopsy soft-
ware. Laboratory evaluation of the needle targeting accuracy was
based on a repeatability phantom test and a laser based-method.
The accuracy of needle targeting was then assessed by MRI phan-
tom studies.

2 | MATERIALS AND METHODS

2.1 | Robotic positioning device

A positioning system previously developed by our group was
employed for the purpose of the current study.>® The system was
manufactured on a 3D printing machine (FDM400, Stratasys) using
Acrylonitrile Butadiene Styrene thermoplastic. The positioning
mechanism features two DOF with a 6 cm motion range each, which
are driven by piezoelectric motors (USR30-53, Shinsei Kogyo Corp.)
while motion feedback is provided by optical encoders (EM 1-0-500-1,
US Digital Corporation). The mechanical components were enclosed
within a compact enclosure, resulting in the development of the
device shown in Figure 1. As shown in the computer-aided design
drawing of Figure 1A, a needle holder served as the end effector of
the device extending from the mechanism through an arm.

The robotic device was designed based on two main requirements:
(a) MRI compatibility and (b) highly accurate motion and needle
positioning. In terms of MRI compatibility, the robot's materials and
mechatronic components were carefully selected to ensure no inter-
ference with the scanner and safe operation of the robot in the MRI
bore. A dedicated design is also required for the robot to fit the
scanner while leaving sufficient space for comfortable patient place-
ment, given the restricted space of the bore. The compact dimensions
of the device of 40 cm in length, 15 cm in width and 7 cm in height
enable its placement inside the MRI scanner between the subject and
the bore for lateral approach of the needle, as shown in Figure 1AB.
Regarding the second requirement, the targeting accuracy should be
sufficiently high for targeting early stage cancer with the required
precision and accuracy. A detailed description of the system design
and manufacturing can be found in the study by Drakos et al.>®

2.2 | Needle navigation software

Navigation software integrating commands for MRI interfacing and
robotic positioning control was interfaced with the robot for the
purpose of the study. The software includes tools for navigation
planning on pre-operative MR images and automatic positioning of
the biopsy needle relative to the target area in the X-Y plane (robot
coordinates). Figure 2A is a screenshot of the software interface for
navigation planning.

An image-based registration approach involving the use of a
water-filled syringe was followed to pre-operatively register the ro-
bot's workspace to the MRI coordinates. The robot is initially secured
laterally to the subject and adjacent to the region of interest (ROI)
with the needle supporter at its home position. A water-filled syringe
was attached to the needle supporter to facilitate registration. Two
parallel sagittal scans are acquired at the level of the syringe and
subject/phantom, as shown in Figure 2B. Pre-operative images are
directly transferred to the dedicated navigation software, thus
transferring the planning to the robot's coordinate system. The user
defines the desired target on the subject's image and the software
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FIGURE 1 Computer-aided design drawings of the robotic device with the breast phantom within the robot's workspace: (A) isometric
view showing the motion stages and the needle holder, (B) side view, and (C) front view.
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FIGURE 2 (A) Screenshot of the software interface for navigation planning showing the main tools: (1) draws navigation points, (2) manual
motion control, (3) starts navigation planning process, (4) erases all navigation points, (5) ‘Homing” menu, and (6) creates a new layer. (B) Side
view of the device and phantom indicating the location of the sagittal slices at the level of the needle (1) and cherry tomato in the phantom (2).

automatically extracts the motion wvectors defining the two-
dimensional path of the neadle supporter.

Communication with the mechatronic parts of the positioning
mechanism is achieved through the electronic driving system located
outside the MRI room through shielded cables. The extracted motion
commands are thus sent to the electronic driving system for execu-
tion so that the syringe moves from its initial position to align with
the target location (in a sagittal plane). Therefore, the entire pro-
cedure is conducted remotely in the control room, thus streamlining
the biopsy process and increasing the overall efficiency. Figure 2

illustrates a hardware wiring diagram indicating the connection and
flow signal among components.

2.3 | Agar-based biopsy phantoms

Phantoms simulating breast and tumour tissue were developed to be
utilised as the main tool for evaluating the positioning device in terms
of MRI compatibility and targeting accuracy. The main requirements
for the phantoms were (a) suitability for MRI, (b) tissue-like MRI
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appearance, (c) excellent delineation of tumour mimics, and (d)
proper stiffness both in terms of achieving reusability and providing
tissue-like haptic feedback to the user during needle insertion. Agar
was selected as the main ingredient of the phantoms considering the
low cost and ease preparation of agar gels as well as their ability to
emulate critical properties of various body tissues, including MRI
properties.*?

A single-target breast-shaped phantom was prepared by
embedding a cherry tomato in pure agar (Merck KGaA) gel of 4%
weight per volume (w/v) concentration. The realistic shape of the
phantom was achieved by pouring the agar mixture into a dedicated
3D-printed mold having a breast-shaped cavity. Figure 4A,B show
photos of the developed phantom. Figure 4C shows a T2-Weighted
(T2-W) Turbo Spin Echo (TSE) image of the phantom. Image acqui-
sition was performed utilising the following parameters: Repetition
time (TR) = 2000 ms, Echo time (TE) = 24 ms, Field of view
(FOV) = 200 x 200 mm? Slice thickness = 10 mm, Matrix
size = 128 x 128, Number of averages (NEX) = 1, Echo train length
(ETL) = 16, Flip angle (FA) = 180° and Pixel bandwidth
(PB) = 200 Hz/pixel. Note that tomatoes have high water content and
thus appear brighter with excellent contrast from the surrounding
agar-based material in T2-W TSE imaging.

A multiple-tumour phantom having a square shape and six
embedded cylindrical targets of 10 mm in diameter was created by

MRI room

FIGURE 3 Hardware wiring diagram
indicating the connection and signal flow
among components.
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molding in a specially designed mold. Two agar mixtures with
notable difference in the MRI relaxation times were prepared to
mimic tumour and breast tissue. The concentration of materials for
each phantom compartment was selected taking into consideration
the T1 and T2 relaxation times of various agar/silica mixtures as
measured in a previous study of our group,*” in order to achieve
good MRI contrast. Specifically, an agar gel was prepared using 6%
w/v agar and 2% w/v silicon dioxide powder (Sigma-Aldrich) to
mimic breast tissue, whereas another mixture of 6% w/v agar and a
higher silica concentration of 6% w/v was prepared to mimic
tumour tissue. Figure 5A shows a cross section view of the phan-
tom, whereas Figure 5B shows a T2-W MR image of the phantom
acquired with the following parameters: TR = 2500 ms, TE = 48 ms,
FOV = 200 x 200 mm? Slice thickness = 10 mm, Matrix
size = 320 x 320, NEX = 1, ETL = 16, FA = 180°, and PB = 50 Hz/
pixel. Note that the slight difference in material content resulted in
excellent MRI contrast between the tumour mimic and surrounding
tissue.

24 | Motion accuracy assessment

The accuracy of motion in the X- and Y-axes was evaluated using a
digital calliper with a measuring resolution of 0.1 mm, which was

Control room
MRI workstation

images

Navigation
software

Motion feedback Il Motion commands

FIGURE 4 Photos of the agar-based phantom containing a cherry tomato: (A) whole phantom and (B) cross-sectioned phantom. (C) Axial
T2-W Turbo Spin Echo coronal image of the phantom containing a cherry tomato.
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FIGURE 5 (A) Photo of the agar-based phantom with six similar agar-based biopsy targets. (B) T2-W Turbo Spin Echo image of the

phantom.

mounted on the motion stage under evaluation using specially
designed 3D-printed supports. Bidirectional motion steps of 1, 5, 10
and 40 mm were commanded through the controlling software in
both axes and directions. The actual displacements as measured by
the calliper's incremental distance were then compared to the com-
manded (intended) steps to estimate the movement error.

2.5 | MRI compatibility assessment

The next step in the evaluation process was to access the MRI
compatibility of the robotic system. The experiment was carried
out at the premises of the Germany Oncology Centre in a 3T MR
scanner (MAGNETOM Vida, Siemens Healthineers). The assessment
was based on SNR measurements in the breast-shaped phantom
under the following activation states of the electronic driving
system: (a) cables disconnected and DC OFF, (b) cables connected
and DC OFF, and (c) cables connected and DC ON. For SNR
calculation, the mean signal intensity (n = 5) in a single circular
ROI set within the breast-shaped phantom (Slpnantom) Was divided
by the standard deviation from the relevant ROI defined in air

(Onoise) as follows:>*

SNR = S‘phantom/o-mJise (1)

In each case, the phantom was positioned at the isocenter of the
magnet (0,0) and the signal was calculated as the average intensity in
acircular ROI of 5 mm diameter, which was consistently placed at the
same location in the phantom/air at a specific distance away from the
coil, thus avoiding inhomogeneities due to inconsistent coil
placement.

For each activation state, MR axial images were acquired with a
Fluid-attenuated Inversion Recovery (FLASH) sequence (TR = 25 ms,
TE = 10 ms, FOV = 280 x 280 mm?, Slice thickness = 6 mm, Matrix
size = 128 x 128, NEX=1,ETL =1, FA = 30°, PB = 240 Hz/pixel), as
well as with a T2-W SE sequence (TR = 2000 ms, TE = 24 ms,
FOV = 200 x 200 mm? Slice thickness = 10 mm, Matrix
size = 128 x 128,NEX = 1, ETL = 16, FA = 180°, PB = 200 Hz/pixel)
utilising a multi-channel body coil (18-channel, Siemens
Healthineers).

2.6 | Needle targeting accuracy
2.6.1 | Benchtop evaluation

Repeatability phantom test

The purpose of this experimental part was to assess both the accu-
racy and repeatability of needle targeting in a developed phantom
containing a cherry tomato, which served as the target. Figure 6 il-
lustrates the experimental setup arranged in the laboratory. The
device was interfaced to the laptop with the relevant biopsy software
through the custom made electronic driving system and the breast
phantom was securely mounted on a dedicated holder within the
robot's workspace, allowing for easy access of the needle. A 3D-
printed needle made out of Acrylonitrile Styrene Acrylate thermo-
plastic of 3-mm in diameter was utilised. Once the needle was placed
at the location determined by the software coordinates (in X-Y robot
coordinates), it was manually inserted in the phantom to puncture
the target. The success of the procedure was visually assessed by
checking whether the plastic needle pierced the cherry tomato.
Needle navigation was performed 10 times to check the repeat-
ability. Before each repetition, the needle holder was commanded to
return to its home position.

Laser based method

The current experiment was carried out in another laboratory setting
involving the use of a plastic grid instead of a phantom. The needle
was replaced by a laser pointer (HY3003, Mastech DC Power Sup-
ply), which was navigated in the two PC-controlled axes (X and Y) to
target preselected cells of the plastic grid shown in Figure 7A. The
cells had dimensions of 2 x 2mm?, and the thickness of the grid lines
was 1 mm. The user selected a random cell on the relevant pre-
obtained MR image of the grid, as shown in the software screen-
shot of Figure 7B. The laser pointer was then automatically posi-
tioned according to the extracted software coordinates and the
success of the procedure was determined by the offset between the
location of the red light of the laser pointer and the target position as
set in the software. The exact position of the red light was estimated
by measuring the cells from the origin point in the X- and Y-axes and
translating them to distance in mm. Overall, 20 grid cells were
randomly selected and visited.
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FIGURE 6

(4]
<

12.5 cm =

Photo of the experimental setup arranged in the laboratory for the assessment of the needle targeting accuracy.

12.5 cm

FIGURE 7
magnetic resonance imaging image of the grid.

2.6.2 | MRI evaluation

The targeting accuracy of the biopsy needle was then assessed by
MRI. The experiment was carried out in a 3T MR scanner (MAG-
NETOM Vida) utilising the in-house made agar-based phantoms. The
robotic device was securely placed on the MRI couch with the breast-
shaped phantom fixed on the dedicated holder used for benchtop
evaluation (Figure 6), and covered by the 18-channel body coil
(Siemens Healthineers) with the assistance of a dedicated plastic
positioner. A water-filled syringe was attached to the needle holder
of the robot.

Images were acquired at the level of the syringe and phantom, as
shown in Figure 8, using a T2-W SE sequence with the following
parameters: TR = 2000 ms, TE = 24 ms, FOV = 200 x 200 mm?, Slice
thickness = 10 mm, Matrix size = 256 x 256, NEX = 1, ETL = 16,
FA = 180° and PB = 200 Hz/pixel, to determine the desired co-
ordinates of the syringe. The syringe was robotically moved along the

(A) Plastic grid utilised for the laser-based technique. (B) Screenshot of the software interface for navigation planning on the

planned path to coincide with the selected location within the cherry
tomato in the sagittal plane (X-Y plane in robot coordinates).
Following positioning of the syringe, T2-W images (with the above-
mentioned parameters) were acquired and fused to visualise the
syringe position relative to the cherry tomato. Once confirming
proper positioning, the syringe was replaced by a needle that was
manually inserted in the phantom to puncture the target. Again, T2-
W images were acquired for assessing the targeting accuracy.

A similar planning procedure was followed for the multiple-
tumour model, in which a specific tumour target was randomly
selected by the user through the software. After motion execution
and manual needle insertion, image acquisition was performed with a
T1-Weighted (T1-W) TSE sequence with the following parameters:
TR = 700 ms, TE = 23 ms, FOV = 280 x 280 mm?, Slice thick-
ness = 10 mm, matrix size = 128 x 120, ETL = 6, NEX = 2, FA = 30°,
and PB = 50 Hz/pixel, to detect the needle location relative to the
targeted tumour mimic.
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3 | RESULTS
3.1 | Motion accuracy assessment

The measured range of actual displacement for each commanded
distance (1, 5, 10, and 40 mm) in both the X- and Y-axes is listed in
Table 1. Figure 9 shows the mean-measured distance (n = 20) versus
the intended distance for the X-axis right and left directions, while
Figure 10 shows the corresponding graph for the Y-axis upward and
downward directions. The results indicate a maximum error of
0.1 mm for linear motion steps of up to 10 mm, whereas a two-times
larger maximum error was observed for the motion step of 40 mm.

3.2 | MRI compatibility assessment

MRI compatibility was assessed by comparing the SNR of phantom
images acquired at various activation conditions of the electronic

11
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# X-axis right direction ® X-axis left direction
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40.0 2bes S

35.0

30.0

25.0

20.0

15.0

10.0 10.1
10.0 =
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0.0 - _
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FIGURE 9 Mean value of measured distance plotted against
the intended distance for the X-axis in the right and left directions.
Error bars represent the standard deviation of the mean.

T —-

&

=

cherry tomato

FIGURE 8 Sagittal T2-W images showing (A) the water-filled syringe located at its initial position, and (B) the breast-shaped agar-based

phantom featuring a cherry tomato.

TABLE 1 The measured range of actual displacement for each commanded distance (1, 5, 10, and 40 mm) in the X- and Y-axes for 20

repetitions.

Intended motion step

(mm) 1.0 5.0
Y-stage Upward Downward Upward
direction direction direction
Range of 09-11 08-1.1 49-51
measured
distance
(mm)
X-stage Right Left direction  Right
direction direction
Range of 0.9-11 09-11 49-51
measured
distance
(mm)

10.0 400
Downward Upward Downward Upward Downward
direction direction direction direction direction
49-5.1 9.9-10.1 9.9-10.1 39.9-40.1  39.8-40.0
Left direction  Right Left direction  Right Left direction
direction direction
5.0-5.1 9.9-10.1 10.0-10.1 39.8-40.1  39.8-40.0
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driving system, as shown in Figures 11 and 12. Specifically, Figure 11
shows the axial 2D FLASH and T2-W SE images acquired at each
tested state. A bar chart of the relevant SNR measurements for both
tested sequences is shown in Figure 12.

3.3 | Needle targeting accuracy
3.3.1 | Benchtop evaluation

Regarding the repeatability test, the needle pierced the targeted
tumour successfully in all 10 repetitions. Furthermore, there was a
very good agreement in the location of the needle tip among repe-
titions. An indicative photo showing the punctured tomato is shown
in Figure 13. Figure 14 shows indicative results of the laser-based
experiment, where a randomly selected cell located at the lower

# Y-axis upward direction = Y-axis downward direction

45.0
40.0 39.9

40.0 e——
35.0 '
30.0
25.0
20.0
15.0

10.0 10.0
10.0 Llies

50 50
5.0 i —

Mean value of measured distance (mm)

10 1.0 : | |
(i) —s— | N—
1.0 5.0 10.0 40.0

Intended distance (mm)

FIGURE 10 Mean value of measured distance plotted against
the intended distance for the Y-axis upward and downward
directions. Error bars represent the standard deviation of the mean.
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Cables connected
& DC OFF
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2000

” 1500

SN

7
1000

500

Cables connected Cables connected
DC OFF DC OFF DC ON
FIGURE 12 Bar chart of the signal to noise ratio measured at
different activation states of the electronic driving system using
FLASH and T2-W SE sequences.

FIGURE 13 Photo of the phantom showing the needle tip
location after motion execution and needle insertion in the cherry
tomato. Arrow indicates the plastic needle.

Cables connected
C ON

onnected Cables connected
~ OFF DCON

& DC OFF

T2-W SE

- -
@ ®

FIGURE 11 Axial 2D FLASH and T2 W SE images of the breast-shaped agar-based phantom acquired at different activation states of the

electronic driving system.

“SALT00 10 1/10P; 02" L3 ATeI1qIauT[uo;, :s Ay oLy papeo[wuo( ‘) ‘X965 8L 1

TST

0T/50/11] W Lrezqry smQ Loy ‘surdd) swero) £q 9

!

S5uRAIT ST 24neary s[qeardde 3T Aq patiiaiod SIE S3[ITIE Y O ‘351 0 SN 103 LTEIQUT STEQ AR[I\\ TO (STOLPTO>- Pie- ST} Xr0d L [Liv-1e1q a0 - s J]) STORIPUO)) Pue Scure ] o3 335 [



10 of 15 WILEY |

right of the grid was targeted. The results of the actual (measured)
and software coordinates for all visited cells (n = 20) showed a mean
targeting error of 1 mm in both the X- and Y-axes.

3.3.2 | MRI evaluation

Typical results of the needle targeting accuracy in the MRI setting are
presented in Figures 15 and 16. After localization and placement of
the syringe relative to the cherry tomato, T2-W sagittal SE images at
the level of the syringe and the phantom were fused into the image of
Figure 15A, which confirmed successful placement. The syringe was
aligned with all the tumour mimics successfully, with a maximum
offset between the commanded and actual syringe tip location of
1 mm. Successful puncture of the tumour was followed in all cases by
manually advancing the needle. Figure 15B shows a T2-W SE image

syringe needle
cherry tomato

needle

FeET
) s - 2

cherry tomato

ANTONIOU e AL

acquired after needle insertion, where the needle tip is visualised as a
spot of reduced intensity within the tomato.

Figure 16 shows indicative results of the experiment carried out
in the multiple-tumour phantom model, where the middle bottom
tumour mimic was targeted. After motion execution and manual
needle insertion, the needle tip was clearly visualised within the
target in the T1-W SE image of Figure 16A without any noticeable
susceptibility artefacts. Figure 16B is a photo of the punctured
phantom.

4 | DISCUSSION

In the current study, we aimed to share our experience in assessing
the motion and needle targeting accuracy of a biopsy positioning
device through simple and inexpensive benchtop and MRI

FIGURE 14 (A) Random grid cell
selected on the software. (B) The laser
location after motion execution.

FIGURE 15 (A) Fused sagittal T2-W SE
images showing the location of the water-filled
syringe relative to the cherry tomato.

(B) Sagittal T2-W SE image showing the needle
as inserted in the cherry tomato.

FIGURE 16 (A) T1-W SE image of the
phantom featuring six agar-based tumour
mimics after needle targeting. (B) Photo of the
punctured phantom.
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experiments. For this purpose, an MRI compatible positioning device
featuring two DOF that was previously developed by our group®®
was equipped with a dedicated holder serving as the end-effector of
the mechanism to accommodate a 3D-printed plastic needle of 3-mm
diameter. The motion accuracy of the two mechanical stages offering
motion in the X- and Y-axes was assessed by a benchtop calliper-
based methodology, whereas in-house made phantoms mimicking
both breast and tumour tissue served as the main tool for evaluating
the accuracy and repeatability of needle targeting. A custom-
designed MRI-guided biopsy software allowed navigation planning
on pre-procedural MR images for manoeuvring the needle holder
relative to the ROI.

The first step in the evaluation process concerned the motion
accuracy of the two linear motion stages (X and Y) in the benchtop
setting. The maximum error of linear motion for motion steps of up to
10 mm in the X- and Y-axes was estimated at 0.1 mm, thus demon-
strating a highly accurate mechanical motion in both axes. High ac-
curacy and repeatability of robotic motion in the free field is required
so that sufficient accuracy in the real environment where other
sources of error are present is maintained. Notably, the described
calliper-based methodology is considered universal since it could be
used for assessing the motion accuracy of any positioning biopsy or
therapeutic device provided that its design is appropriate.

Two phantom models containing biopsy targets were created
using agarose as the main ingredient to assess the biopsy device in
terms of MRI compatibility and needle targeting accuracy. Both
phantoms offered tissue-like signal in MRI and realistic haptic feed-
back, that is, a realistic haptic feeling for users throughout the needle
insertion procedure (soft-tissue like density). SE imaging yielded
phantom images of very good quality in terms of resolution and
contrast between tumour mimics and surrounding tissue (Figures 4
and 5). It is now generally accepted that agar phantoms can provide a
tissue-like signal in MRI.%? In this study, a cherry tomato was selected
as the first target since it has high water content appearing brighter
than the surrounding tissue, whereas the MRI appearance of the
agar-based tumour mimics was differentiated from the surrounding
by adding a higher silica concentration. Notably, in case a fine-needle
aspiration or a core biopsy needle will be utilised instead, the breast
shaped phantom embedding a cherry tomato will allow for direct
confirmation of the success of the sampling procedure through the
visualisation of tomato pieces within the sample.

According to the tumor, nodes, and metastases classification for
clinical breast cancer staging, invasive breast tumours are cat-
egorised into stages 1 through 4.5° In terms of size, the first stage
(T1) concerns tumours that are 20 mm or smaller in size at their
widest area.®® In this study, the authors selected a cherry tomato of
almost 20 mm in diameter, whereas the agar-based tumour simula-
tors had a smaller diameter of 10 mm. Therefore, the tumour models
used can be considered representative of T1 stage tumours at least in
terms of size. Although simplified tumour models of spherical/ellip-
soid shape were employed in the study, one could easily create
tumour models of a more complex shape using 3D printed dedicated
molds.
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Before assessing the system's accuracy in the real environment,
its compatibility with a 3T MRI scanner was assessed. In general,
according to the American Society for Testing and Materials stan-
dards (F2503), the system is classified as ‘MR conditional’ because
electricity is required for its operation. In this study, MRI compati-
bility was defined as the ability of the system to operate in the MRI
environment without significantly affecting the quality of diagnostic
and monitoring information and was tested by comparing the SNR in
the breast phantom among different activation conditions of the
electronic driving system. Of note, the SNR is a typical metric in the
context of MRI compatibility assessment of robotics.”**¢>” The SNR
in the presence of the robotic device in a passive mode (cables
disconnected) served as the reference value since it was similar to
that obtained using the phantom alone (mounted on the patient ta-
ble). In fact, an SNR reduction in the order of 2.5% occurred in the
presence of the device, which was considered insignificant in terms of
the resultant image quality.

According to the results, the SNR of FLASH images was mini-
mally affected by changes in the activation mode varying in the range
of 205-220. The employed T2-W SE sequence yielded 7- to 9-fold
higher SNR values than the FLASH sequence depending on the
examined activation state. The SNR of T2-W SE images was reduced
by approximately 25% upon connection and activation of electronics
compared to the reference value (device present but deactivated).
However, it remained at a satisfactory level for high-quality imaging,
thus demonstrating the suitability of the positioning system for the
purposes of the study.

It is worth discussing that the presence of the robotic device
in the MRI scanner can lead to various susceptibility artefacts.
Motion actuators and encoders may contain magnetic materials
that perturbate the magnetic field homogeneity causing signal
dephasing and faults in the image readout process, thus resulting
in areas of signal loss (appear hypointense) and distortion phe-
nomena.’® Accordingly, some geometric distortion occasionally
observed on MRI images (Figures 14 and 16) can be attributed to
magnetic field inhomogeneities. However, it was only present at
the edges of the imaged objects and did not prevent the successful
targeting and puncture of the various tumour mimics. At this point,
it is essential to mention that there have been proposed some
measures to minimise such susceptibility phenomena in previous
literature.>*

Benchtop experiments were then carried out to assess the
ability of the biopsy needle to reach targets with the required
precision and accuracy. A repeatability test was carried out in the
laboratory setting, where the needle was repetitively commanded
(n = 10) to align with the location of the cherry tomato in the
breast-shaped phantom (in X-Y vertical plane) while needle inser-
tion was performed manually. In all repetitions, the needle pierced
the tumour mimic successfully at the exact location defined by the
software, with excellent agreement in the location of the needle tip
among repetitions. Regarding the laser-based approach, a mean
targeting error of 1 mm was estimated for the X- and Y-axes, thus
providing additional evidence of highly accurate needle positioning.
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Although simple and straightforward, this method has the limitation
that it can only provide results with a mm resolution.

Needle navigation relative to the developed biopsy phantoms
was also performed successfully in the MRI setting without any re-
ported mechanical malfunction. The method involved the use of a
water-filled syringe which was navigated to align with the location of
a tumour mimic (in X-Y robot coordinates), which was then punctured
by manually pushing the needle forward. The needle tip was clearly
visualised within the target in follow-up T1-W and T2-W SE images
with minor susceptibility artefacts. Remarkably, a small offset be-
tween the position of the syringe and needle was observed in the
MRI scans and was attributed to the error introduced by the user.
These results further demonstrated that the system maintains ac-
curate positioning when operated in the real environment and could
be utilised for image-guided robotic-assisted biopsy procedures.

The robotic system employed in the study was designed in a
simplified and ergonomic manner for lateral needle approach, thus
avoiding accidental interaction with the ribs. The positioning
mechanism allows needle navigation in a single plane perpendic-
ular to the needle insertion direction (X-Y plane in robot co-
ordinates and sagittal place in MRI coordinates) followed by the
user pushing the needle towards the target. This is the typical
clinical scenario where the doctor performs final needle insertion,
thus maintaining human control. Accordingly, the proposed
methods as described herein were designed based on the func-
tionalities of the employed robotic system. However, they can be
easily adjusted to suit biopsy systems with more DOF as well as
systems allowing angulation. In that case, multi-dimensional plan-
ning and probably the incorporation of deep learning methods will
be required.

An important question associated with the navigation planning
procedure is whether the accuracy of the proposed techniques can
be compromised by poor image resolution. In the current study, since
navigation planning to align the syringe/needle supporter with the
target was limited to the plane of interest, only the in plane resolu-
tion was considered to affect the accuracy of results, whereas the
slice thickness was not. Therefore, given the size of the syringe
(diameter of about 3 mm) and tumour mimics, the voxel size of
approximately 0.78 x 0.78 mm? used for image acquisition was
considered sufficiently small for proper delineation of the syringe and
target and allowed for accurate registration of the needle supporter
position relevant to the target. Successful alignment of the syringe
with the biopsy targets also confirmed that the motion vectors
defining the two-dimensional needle path were accurately extracted.
Others could adjust the MRI resolution to the specific features of
their biopsy system.

According to the study findings, the mechanical stages of the
robot can move in free space with a minimum accuracy of 0.1 mm.
When MRI-based needle navigation is involved, other sources of
error related to image registration as well as the image quality (e.g.,
pixel size) may affect the positioning accuracy. In that case, MRI
experiments revealed a maximum error of needle positioning of
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1 mm, which agrees with the mean positioning error estimated using
the laser-based method. In experiments involving puncture of the
tumour mimics, the procedure was deemed either successful when
the target was punctured or ‘unsuccessful’ when not. Although all
targets were successfully punctured, occasionally, the needle
appeared slightly shifted from the desired location, which was
attributed to the repeatability error introduced by the user. In other
words, while the robotic system is characterised by high accuracy and
repeatability of needle positioning in both benchtop and MRI set-
tings, the success of tumour puncture and final needle position are
highly dependent on the user's performance.

In this study, the system was able to accurately target tumours of
at least 10 mm in their widest area. However, the estimated
maximum error of needle alignment with the target of 1 mm suggests
that smaller tumours of at least 3 mm in diameter could also be
targeted accurately in both benchtop and MRI environments. How-
ever, further investigation is required in this regard. Generally, given
the high sensitivity of MRI for cancer detection (higher than
mammography).®? very early stage cancer can be detected by MRI
and if needed, directly biopsied using the proposed system. Accord-
ingly, upon preclinical validation and acquisition of sufficient evi-
dence demonstrating safe and efficient operation, the system could
be translated to the clinical setting for the biopsy of early stage
cancer.

Overall, this study aimed to provide a detailed description of
several phantom-based methods dedicated to evaluating the tar-
geting accuracy of biopsy robotic devices. The suggested methods are
straightforward to implement without special training using easily
sourced and cost-effective materials. The developed phantoms are
made of inexpensive ingredients that are easily accessible to other
researchers. It is noted that gel phantoms are generally considered
more ergonomic than phantoms where turkey or chicken breast is
used to simulate soft tissue.** While there are numerous evaluation
methods proposed in the literature, they are typically more compli-
cated and/or require the use of specific equipment. For example,
motion tracking methods are commonly employed in the context of
evaluating the accuracy of needle positioning?°24°2% but they
require the use of dedicated equipment, such as optical tracking
devices, thus being less cost-effective and ergonomic. At the same
time, they cannot be employed in the MRI environment. Overall, the
methods proposed herein are considered much simpler, ergonomic,
and universal.

5 | CONCLUSIONS

The current study proposes ergonomic and cost-effective methods
for assessing the performance of robotic devices intended for MRI-
guided needle biopsy in both laboratory and real environments.
The in-house made biopsy phantoms offered tissue-like signals in
MRI and good haptic feedback during needle insertion. The proposed
benchtop and MRI techniques provided useful data regarding the
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accuracy and repeatability of robotic motion and needle targeting as
well as proper functionality of the biopsy software and integrated
navigation algorithms. MRI experiments further allowed us to
determine whether highly accurate operation is maintained in the
real environment. All methods can be easily implemented without
training using easily sourced and cost-effective materials individually
or interchangeably to confirm each other. Although the study was
focused on breast biopsy, the methods and experience can be
expanded for other organs as well.
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ABSTRACT

Background This study concerns the development and evaluation of a robotic system intended
for Magnetic Resonance Imaging (MRjluided needle breast biopsy with lateral needle

approach.

Methods The device comprises twpiezoelectricallyactuated linear stages intended to
aligning a needle supporter with the target location for manual needle insertion by the doctor.
Evaluation of targeting accuracy was performed in dminse agabased phantom simulating

the MR relaxatin properties of real tissue in the laboratory and a 3T scanner.

Results Tumour simulators of 5, 10, and 15 mm diameter were punctured successfully by the
needle in 10/10 trials. Accurate placement of a whited syringe relative to each target was
evidenced by MRI, Ssimultaneously verifying th

scanner.

Conclusions The developed MRI compatible robotic biopsy device is characterized by a
simplified design and advanced ergonomics. Feasibility phantom studiesidhigivaccuracy
and repeatability of targeting. The proposed detiggpotential for future clinical use upon

further validation.

KEYWORDS: MRI-guided, breast biopsy, positioning device, agar phantom, accuracy
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1. INTRODUCTION

The use of roboticallassisted, imagguided percutaneous biopsies over conventional ones
that rely on manual insertion of the biopsy needle by the radiologist has grown over time
offering less invasiveness and quicker recovénaccordingly, bopsy procedurehave
becomemore reliable thanks to the improved stability and accuracy of robotic manipulators
compared to human hands. Typically, localization of the suspicious lesion and guidance of the
needle manipulator are based on ultrasound (US), magnetic resonance irvéigi)gatd

computed tomography (CT) image feedb&ék.

Globally, the most prevalent type of cancer malignancy and the sixth leading cause of cancer
related deatlin womenis breast cancér* A triple diagnostic method is followed including

clinical examinationimaging assessmerdand thenpercutaneous biopsiy case oflesions

suspected of malignancy. US is the preferred modality for irgagked biopsy of lesions
identifiable on U$ where freeehanded core biopsy (CB) sampling is typicaliflized. It

provides reatime guidance without ionizing radiati@ndaccessibility to all breast area$
Variousrobotic systems foUS needle guidance have been developed on experimental level
through the yeafs? to facilitatedoctorswho usually suffer from fatigue and musculoskeletal
problems'® Most ofthemare based on the same principle, where the doctor marks the region

of interest(ROI) on therelevantUS imagef or r egi strati on ,iwhicht he r C

thenmoves to align the needle with the desired location for final insertion by the dbctor

Around two decades ago, Megali et @roposedan USguided biopsy systemomprising an
already existing robotic arm witkight degrees of freedom (DQFR) 3D optical localizer for
trackingthemains y st e md s s, aml th@relevantcomputkased main processing unit.
Mallapragada et &f® followed a different approach and developed a robotic system for

manipulating the breast mass instead of the needle. Around the same time, agRidlediS
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two-DOF robotic arm comprising a 14G needle was developed and found to posseas a
trajectory error of 0.7% 0.42 mm® The system was tested by radiologists on chicken tissue
andfound to be faster and more accurate than thehtaed techniquéAnotherrobotic system
was developed by Smith et.%flor CB under 3D US guidance simultaneously offering breast
stabilizationNelson et al® presentec complete biopsy system comprising aBRF robotic
armthat wagntegrated with an US imaging syst@ffiering volume breast US datas well as

a dedicated table for prone positioning of the patient. Its targeting accuracy was tested based
on a camerdracking technique and found to be within +1 mNptable,a later study
introduced a needle steering systimat combines twoDOF needle insertion device with
five-DOF systemdesignedior maneuvering atS transducer to obtain 3D imaging data.
More recently, a mechanical eeffector forrobotically-assistedD USbreast scanning and
biopsy that can accommodate needles of sing has been propos&dThis system enables

needle guidance in three DOF while nleddsertion is performed by the user

Lesionsthat are notidentifiable on US imagesare typically sampled undeteseotactic
mammography guidandéThis procedure caloe performecitheron adedicatediopsy table

with the patient in the prone position, lmy fixing an addon stereotactianit on the existing
mammographic equipmettin bothtechniques, the breast is compressed and vacuum assisted
biopsy (VAB) sampling is usually preferred due to the &nahtes of falsmegative result®’

There are severaharketedrobotic systemdor automaticneedle alignment. As an example,
the Affirm biopsy system exists both as an-addunit® and a table systef offering needle
guidance in the artesiancoordinatesystem as well as2D and tomosynthesis imaging
capabilities.They are both based on mammographic images, on which the doctor marks the
ROI. Theneedle holders automatically moved to the corresponding coordinates in tive X
plane withan estinated targeting accuracy 1 mmfor manual insertion of the needle in the Z

direction. Interestingly, a few mechanical systems have been developed on a research level
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combining both US and stereotactic mammography guidance to overcome the limitations each

modality presents when used as a stalotie method? 24

MRI is considered a superior guidance modality in that it can detect lesions while still being
occult intraditionalexaminationsand it is recommendeekpecially for womeltbeingat high

risk of developing breast cancr® In such cases, aMR-guided biopsy is needed to
histologically determine possible malignancy of thenour. The patient is commonly in a

prone position on a specially designed MR bed with a hole for the breasts, which are
immobilized by vertical compression plates for avoiding any shift during the procédime

initial scanning is conducted for lesion localization. The optimum hole of a localization grid
(lying in line with the lesion), as well as the insertion depth of the needle are determined by a
combined biopsy softwaré The patients thenmoved out of the bore and a sheath is inserted,
through which the biopsy needle will be advanced to the target. The coaxial sheath is placed
with the help of a stylet, whicis replaced by a plastic MRisible obturator. An additional
scan is followed to confirm that the& Tmebturat
biopsy is usually performed outside of the magnet and involves inserting a hollow needle
towards the lesion. Lateral approach of the needle is recoded® especially for deep
lesions®® with the localization methods involving grid, pillar and post, as well asHaeels

techniques®

Even though high succdstrates of the current approach of MfRided breast biopsy have
been achieved in several studies, the technique has a number of draveoatksisthe
necessity ofepetitively moving the patient into and out of the scanner, the possible lesion
movemendue to involuntary movements or tissoeedle interaction, thecquisitionof large

volumes of tissue and tipeolongedorocedures? Therefore, a robotic contributios required
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for addresing the aforesaid limitations, thus providing a more accurate and efficient biopsy of

the involved lesions.

Some initial trials for roboticbreastinterventions in the MRI setting resulted in the
development of a si®OF robotic system for both biopsydatherapy of breast tumoutsa
systemfeaturing five DOHor minimally-invasiveremote intervenon in the breast by means

of ultrasonic motorg® and a singleDOF teleoperated needle driver roBbtater, a SixDOF
masterslave pbotic system intended to be placed underneath the headrest was dévéoped
accurate needle positioning and insertion. Actuated by five pneumatic cylinders and one
piezomotor, the slave robot can be tedkn the MRI coordinates allowing the physician to
operate the master console under-teaé MRI guidance. Although sufficient target accuracy

of a 12G MRI coaxial needle was achieved, the robot workspace is coafigedccess to
challenging lesion lodns is infeasiblg® A six-DOFimageguidedautomated robdiGAR)
actuated by piezoelectric motors was also designed to be accommodated under the’headrest
Needle interventions were performed only outside of the MRI bore utilizing an intreducer

localization systendemonstrating aub-millimeter targeting ability in free spaée

More recently, a piezoelectricalactuated robotic manipulation system (ME®N) with four

DOF controlled by an image guidance software was manufactUhsdslim design makes it
suitable for lateral approach thfe needle since it cdit in the MRI borebetween the patient

and the gantry. Due tihne confined workspacehe system featurestendable 135 needle.
Experiments performed in a breast phantom showed a targeting accuracy of + 2.5 mm
Although the lateral approachs considerecadvantageous for targeting challenging lesions,

insertion of the bendable needle is limited only in several directions.

More technological advanceshawee en t he production of ¢ he 0St

DOF serial kinematic manipulator driven by two liner and two curved pneumatic stepper
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motors® It constitutes a 3Bprinted improved version of earlier desigh®’ in terms of
accuracy, size, complexity, aravailableworkspace. It utilizes curved giressuremotors
allowing it to fit and operate inside the MRI scanner. Lateral approaches for automatic insertion
of the needle are allowed. According to trials in breast phantoms, this robot offers needle

targeting with a mean positioning error of 1.29 £ 0.59 mm.

It is interesting that a novel palshaped breast deformation robot was desitfriede placed

in the MR borewith the aimto optimize breast compression and provide flexible breast
configuration and comfort to the patients. With multipl©F actuated by a piezoelectric motor

and multiplepneumatic bladders, the robot can compress the breast in multiple angles, thus

increasing the biopsy precisiéh

In this study, we propose an Miebmpatible breast biopsy robodevicethatis characterized

by a simplified desig with all the mechanical componefiisingarranged in a st rectangular
enclosurethat is placed laterally to the patienThe device comprises two 3@rinted
piezoelectricallyactuated linear stages of motion that are based on jackscrew mechanisms for
positioning a needle supporter along the antgrasterior ad inferiorsuperior axes of an MRI
scanner. Remote control of the mechanism is achieved through an electronic driving system,

which is in turn interfaced with a custemade biopsy planning software.

Thedeviceproposed herein is universahce it carbe seated on the table of any conventional
scanner of up to 7While previous devices angositioned underneath the patiéht® thus
requiring modification of the MRI table or the addition of a dedicateel. It is also easily
portable due to its small size and ligieight as well astraightforwardand ergonomito use
through the usefriendly commands of the biopsy software. In cast with existing

devices"3°the system is also considered to offer advanced safety features since tinere are
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moving parts in the scanné&urthermore, manual insertion of the needle by the physician does

not withdraw the f.actor of fhuman control o

The performance of the developed biopsy system in terms of accurate and repeatable needle
targeting was assessleyl laboratory and MRI studies in a dedicated dgesed phantom with

tumour simulators, which was designed nomic critical MRI propertiesof real tissue.
Notably, tissue mimicking phantoms based on agar have become a key tool in the preclinical

testingof medical systems and protocfs'

2. MATERIALS A ND METHODS

2.1 Robotic design

Theroboticdevice was specially designed on the Inventor Software® (Autp8askRafael,
California, United States) to operate in the MRI scanner for ndedbest biopsyhrough a
lateral approach anchanufactured on a rabptototyping system (FDM400, Stratasys, 7665
Commerce Way, Eden Prairie, Minnesota, 55344, USA) using Acrylonitrile styrene acrylate
(ASA) and Polylactic acid (PLA) thermoplastics. It comprises a positioning mechanism
intended to navigating a biopsy neettialign with a target position. The mechanisomsists

of two piezoelectricallyactuated USR6GS3N, Shinsei Kogyo Corp., Tokyo, Japangtion
stageofferinglinearmotionin two orthogonal axes (X and Y). Optical encoders (EIWE00-

I, US Digital Corpoation, Vancouver, Washington, USA) were incorporabearovidemotion

feedbackthusensuringaccurate needle positioning.

TheY-st age enabl es adj us theverjcalatisextendiageirdanteriors p o s i
posterior directiorwith the use of a jackscrew mechanism. As shown in the Computer Aided
Design (CAD) drawing of Figure 1a, the-akis jackscrew has a first end attached to the Y

axis motor while being advanced through the respective threaded hole ofatkis dftiver
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braceso as to convert the angular motion of the motor into linear motion of the brace. Two
plastic drive shafts were incorporated enhancing motion stability of the driver brace. As it can
also be seen in Figure la, the driver brace includes three equallyd dpales that can

accommodate a needle supporter, thus increasing the available motion range.

TheXst age shown in Figure 1b enabl es adjust me
axis, which extends in superiorferior direction. Motion of théX-stage is actuated based on

the same principle as the-stage but through a quite more complicated mechanism.
Specifically, the angular motion of theakis motor is transmitted vertically to two jackscrews

located at the top and bottom opposite sideh®fstage through a series of gears. Similar to

the Y-stage, these jackscrews are advanced though the respective threaded holesagfghe X

drive braces thus converting the angular motion of the motor into simultaneous linear motion

of the two braces. Aajn, a drive shaft was added at each side for enhancing structural stability.

Both stages incorporate an optical encoder system for motion feedback and accurate
positioning along the two linear axes. The encoder strips were securely attached to the
mecharmsm extending in the Xand Y-axes with the assistance of dedicated strip holders while
the encoder modules were mounted on the respective driver braces, thus moving along the
respective stripes for generating position signals during motion. The motiom ila@f and

130 mm in the Xand Y-axes, respectively.

The X- and Y-stages were assembled together and arramifbch a rectangular frame as
shown in Figure 2a. The CAD drawing of the final device including covers and the needle
supporter is shown in FHige 2b whereas Figure 2C is a photo of the manufactured device. In
the real environment, the device is intended tplaeedbetween the subject and the MRI bore,

as illustrated in Figure 3, thadlowing forlateralneedleapproacho the breasts.



28
2.2 Navigation software for MRIguided needle biopsy

The robot was interfaced with aniouse developed navigation software that includes tools

for MRI interfacing, biopsy planning and control of the motion stages. The navigation features
enable selection of tharget location on preperative MR images of the ROI and automatic
placement of the needle supporter based on the extracted motion vectors that are sent by the
software to the electronic driving system. Remote device control is possible through the
softwae commands and corresponding driving electronics, thereby creating an efficient

procedural workflow. The software interface and main navigation tools are shown in Figure 4.

23Systemds evaluation in MRI compatible phan:

2.3.1 MR relaxation properties otandidate agatbased mixtures

Agar-based phantoms with different concentrations of inclusions were prepared and contained
in the rectangulamold shownin Figure 5a along with two reference liquids (water, oil).
Agarose (Merck KGaA, EMD Millipore Corporiah, Darmstadt, Germany) and silicon
dioxide (SigmaAldrich, St. Louis, Missouri, United States) were utilized in different
concentrations to demonstrate their effect on MRI properties. Three phantoms were prepared
with varying concentration of agarosezif 6 % weight per volume (w/v), which serves as the
gelling agent. Various amounts of silicon dioxidé 8% w/v) were added in phantoms with

a fixed concentration of 6 % w/v agar. A detailed description of the preparation process can be

found in a studyy Drakos et at’

The container was sited on the table of a 3TIMBanner MAGNETOM Vida, Siemens
Healthineers, Erlangen, Germanfpr imaging and te Biomatrix 12 channel body coil
(Siemens Healthinedrarassecurelypositiored at sufficient distance above the container using

a supporting structure. The experimental setup can berségjure 5b.
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2.3.1.1Variable Flip Angle T1 Mapping

Images of the phantoms were obtained in coronal plane using a Gradient Echo (GRE) sequence
atvariable flip angle (FA) of 5 26° for T1 mapping. The data were fitted into the following

equation 1*

y - ———— OHI [1]

wherey is the longitudinal magnetization, is the magnetization at thermal equilibrium,
TR is the pulse sequence repetition time, axisl the excitation flip angle. Image acquisition
was performed using the following parameteegetition time TR) = 15 ms,echo time (TE)

= 1.95 ms, echo trailength (ETL) = 1, pixel bandwidth (pBW) = 277 kHz, matrix size = 160

x 160, slice thickness = 5 mm, and number of excitations (NEX) = 1.

2.3.1.2Variable Echo Time T2 Mapping

A T2-weighted (T2W) Spin Echo (SE) sequence was employed for estimating the transverse
relaxation time. Multiple scans were obtained at varidbBsalues of 13.8 69 ms and the

measured signal intensity ovérovas fitted to the exponential decay function of equatith 2
0 0 Q [2]
wherel s the transverse magnetization and is its maximum value. The images were

acquired with the following parameters: TR = 1910 ms, TE =i188ms, FA =180°, ETL =

5, pBW = 228 kHz, matrix size = 160 x 160, slice thickness =3 mm, and NEX =1

The MR relaxation times of each phantom were estimated through abgxeixel analysis,
where parametric maps were derived from the series of acquired images by fitting the
mathematic models to the acquired data for each individual voxel through automated

algorithmic processing.
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2.3.2 Agar-based phantom development

A phantomcontainingmultiple biopsy targetsvasthen createdThe selection of materil6
concentration was mainly based on the T1 and T2 measurements of the variesicagar
mixturesand the resultant gel stiffness. Specifically, thogndrical tumoursimulators with
diameters of 5, 10, and 15 mmere created my molding in a dedicated@@ned mold. Two

gel mixtures of different agar/silica concentration that presemitable diference in both T1

and T2were utilized for simulating the tumour and breast tis¥the.developed phantom was
imaged utilizing a T2V Turbo Spin Echo (TSE) sequence (TR = 2500 ms, TE = 46 ms, FA =
180°, ETL = 8, pBW = 50 Hz/pixel, FOV = 200 x 200 mrmatrix size = 128 x 128, slice

thickness = 8 mm, and NEX = 1) to evaluate MRI visibility.

2.3.3 Benchtop and MRI targeting accuracy

Evaluation of the accuracy and precision of the needle supporter in reaching biopsy targets was
carried out in benchtop and MRI 8egs. For the purpose of this experiment-@@ plastic

needle was 3fprinted using ASA thermoplastic and attached to the needle supporter. The
experimental setip as arranged in the laboratory is illustrated in the photo of Figure 6. The
device was coretted to the laptop integrating the relevant biopsy software through the eustom
made electronic driving system. The agar phantom was fixed within the workspace of the robot

on a dedicated holder allowing for direct access to the biopsy targets by the need|

The needle was repetitively commanded (n=10) to reach each one of the tumour simulators.
Guidance of the needle supporter in relation to the target location was planned on previously
obtained MR images involving the use of a water filled syringe. Bee chose the tumour
simulator to be targeted on the relevant phantom image, and then pushed the needle to puncture
the phantom following motion execution. The targeting procedure was considered successful

when the needle tip was visually detected at trrdd position within the tumour simulator.
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The experimental setp for MRI evaluation in the 3T scanner (Magnetom Vida) is presented

in Figure 7. The electronic driving system remained outside of the MRI room while being
connected to the device throughiedded cables. A watdilled syringe was attached to the
needle supporter of the robotic device and the phantom was covered by a multichannel body
coil (18channel, Siemens Healthineers). Registration of the needle supporter in relation to the
phantom wa achieved by acquirinaxial scansshowing thesyringe and phantom. The syringe

was then robotically moved from its initial position to align with the target location following
navigation planning on FWeighted (TiW) TSE axial images of the relevant ROIs. The
following imaging parameters were employed: TR = 700 ms, TE = 22 ms, FOV = 2020 mm
Matrix size = 128x128, ETL = 3, FA = 18®lice thickness = 8 mm, and NEX = 2. Following
execution of the commanded motion steps, imagguisition was repeated to assess the

accuracy of syringe placement.
3 RESULTS

3.1 MR relaxation properties of candidate agdrased mixtures

Indicative T2W SE image®f the various agar/silica mixturesquiredat different TE values

for T2 mappingare presented ifigure 8. Table 1 listthe mean value athe T1 andT2
relaxation timesind the corresponding standard deviatbmach recipas estimated by the
voxekby-voxel analysisNote that loth T1 and T2 were gradually decreased with increasing
agar concentration {8 % w/v). The same behavias observed with increasing silica

concentration (B % wi/v).

3.2 Agar-based phantom development

Thesilica concentration of 8 % w/v (in a 6 % w/v agar gel) resulted in a very stiff phantom,
whereas the agar concentration of 2 % w/v (pure agar gel) resulted in a slightly loose phantom

and herefore, the specific recipes were abandoBaded on the T1lnal T2 estimates of the
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remaining recipes (Table 1), tumour simulators of 5, 10, and 15 mm dianeseemade out
of 6 % w/vagarand 4 % w/silica powdeywhereas in the surrounding tissa % w/v agar
and no silica were usedA photo and ar2-W TSE image of the developed phantom are

respectively showm Figures 9a and 9b.

3.3Benchtop and MRI targeting accuracy

Regarding laboratory evaluation, all three tumour simulators were successfully punctured by

the needle in 10/10 trials with high repeatabilitpang repetitions. Successful alignment of

the syringe with the targets was also obseryv
targeting accuracy are presented in Figures 10 and 11. Figure 10a shows the target location as
defined in the softare wheread-igure 1® is an indicative photo of the punctured phantom

taken in the laboratory. Note that the needle tip is located at the center eimtmet&rget.
Accordingly,Figures 1@ and 1@ show fusedr 1-W TSEaxialimages showing the initiand

final (following navigation) location of the syringe relation tothe 5>-mm tumour simulatqr
respectively. The corresponding results obtained for therhGumour simulator are shown in

Figure 11.
4 DISCUSSION

Biopsy procedures have become more rédiathanks to the accuracy and precision of
robotically assisted, imagguided percutaneous biopsies. The current study provides a detailed
description of a new developedl@OF MRI compatible breast biopsy robotic device tats

designed tdoe placed in ta MRI scanner laterally to the patigmta s ed on t he tea
experience in the design of Milided robotic8%°¢ Both linear stages are actuated by
piezoelectric mtors and possess an accuracy of about 0.1 mm as estimated through numerous
experiments performed to evalugtesviousrobotic device®f the team, which use the same

principle of motior” %° Sufficient evidence of MRI compatibility is also available in previous
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publications of the group. Specifically, the device employs materials that were proven proper
for integration in the MRI bore in terms of having no significatéraction with the scanner

and introducing acceptable noise level when using proper imaging seqereti€ed.is noted

that the use of piezoelectric motors and encoders makes the systeconiiRonal in
accordance with the F2503 standard of the American Society for Testing and Materials

(ASTM) as described by Stoianovici efal.

The manufactured robotic device has a simple, slim and legghwvdesign that makes it easily
transportable, cosdffective and more ergonomic compared to more complex systems having
their components moving in the bore of the scafm&rit can be placed between the patient
and the gantrallowing for lateral approach of the needle, whishbieneficial especially for

deep lesions while leaving sufficient space for comfortable placement of the phfiaid.
configuration also enhances the safety of the procedure since there are no moving
(mechatronic) partat the side of the patierBy usingthis simplifieddesignand the rapid

prototypingmethod, manufacturing amdaintenance costs are l@s well.

The mechanism comprisdsetX- and Y-stage of motion that individuallynovethe needle
supporterlong theX- andY -axes, respectively, offering a workspace of 90 x 13C.nine
jackscrew mechanisms used to generate the linear motion increase the torque of the motors
producing a smooth, controllabieovement Furthermore, the motion mechanism possesses
high structural stiffness and rigidity that were further increased with the incorporation of the
plasticshafts therebyoffering stable positioning of the watbited syringeor needle, as well

as the load gqaacity to accommodate a biopsy gun in future experiments. Placement of the
needlesupporterelative to the target is achieved remotely through a cugraloped biopsy
software that was interfaced with the robotic device allowing for needle navigadiomir

on MR images of the RGhnd realtime monitoring of motion execution through its interface.
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The creation of a phantowith three targets of varying diameteas the initial stage of the
assessment proce3$e phantom was designed to evaluate tkelmical effectiveness of the
developed biopsy system in terms of the accuracy of needle placement in laboratory and MRI
environmentsT1 and T2 measurementd different mixturesof agar and silicon dioxide
powderswere initially conductedb investigag theeffect of varying the concentratiarf these
ingredientson theresultantrelaxation times. Both T1 and T2 were gradually decreased with
increasingamount ofagarandsilica. A similar trend was observed in a previous stbfdip,

which T1 and T2 mapping was performed in a 1.5 T MRI scanner. Heneiestimated T2
relaxation times ranged from 23 to 112 ms (3T) andpartly consistent with the values
reported for soft tissues irraview article by Bottomley et &.roughly ranging from 40 to 80
ms.Note that the T2 value of oil could not be measured because of chemical shift artifacts that
were obscuring the location of the measuremi@egjarding the longitudinal relaxation time

T1, literature values (at 3 T) are harshly betweersB@l 000 m&*for soft tissues andetween
898and1509 ms for muscl&’ The T1 estimates (3T) for the agaased phantoms are higher,

ranging from 1975 to 3080 ms.

The variation of properties among the tested recipes allowed the creation of tumour simulators
with excellent MR visibility. In fact, the mixture containitg¥ w/vagarand 4 % w/silica

powder and the one containing oAl$ w/vagar thashowedsufficientdifference intheir MR
relaxation timesvere selected to mimitumour and breagtssue respectively SE imaging
yielded phantom images of very good qualityterms of contrast and resolution with very

gooddelineation othe phantom edgeandall biopsy targed.

I n this study, evaluation of the systembs
repeatability of targeting biopsy targets embedded in a gel phantom. All tinmesur

simulatorswere sequentially targeted in laboratory and MRId&s.In each casehe two
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dimensional path of the needle supponasextracted from the softwa based on the obtained

axial imagesllustrating the syringe and the phantom at the level of the tumour simulators.

In the benchtop studya plastic nee@l made out of ASA was attached to the robot and
repetitively commanded to align with each tumour mifardinal inserton by the user (n=10).

The results showed excellent targeting repeatability with ntaofet insertions (Figures R0

and 1b). Similaly, MRI evaluation involved navigating wateffilled syringe asattachedo

the needle supporter t owharéthe gositiomngtadturacyhwas t ar g
examined by fusing MRI scainé the syringe and targdh all cases, theyringe waobserved

as a white spoat the desired locatiowithin the tumour simulator, whichappeared with

reduced intensity compared to the surroundingast mimickingmaterial (Figures ldand

11d). These findingf ur t her demonstr at e ,tarddhattheosiystemwar e 6 s
responds properly in the real environméntterms ofexecuting the software's commands
correctly and maintaining accurat@eeedleplacement without compromising the quality of

imaging

5 CONCLUSIONS

The study introduced an MRJompatible robotic biopsy device that is characterized by a
simplified design and advanced ergonomics. Phantom studies provide initial evidence of
accurate targeting in both the laboratory and MRI ro@s well asproper software
functionality and communation with the relevant hardware. Overall, the system possesses
potential for future clinical use upon further evaluation of the accuracy and repeatability in the
real environment. In this regard, the system may be equipped with a breast stabilizagion syst

and a biopsy gun for the acquisition of tissue samples.
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Phantom # Material Composition T1 £ SD (ms) T2 £ SD (ms)

1 2 % agar 3080.1+ 121 111.7+ 2.6
2 4 % agar 2486.2+ 53.9 53.3x15
3 6 % agar 2137.9+ 30.5 40.2+ 2.2
4 6 % agar, 2% silica 2259.6+41.2 32.9+0.8
5 6 % agar, 4% silica 2040.7x 47 29.7+£ 0.7
6 6 % agar, 6% silica 2039.2+ 38.4 23.8+0.6
7 6 % agar, 8% silica 1975+ 54.2 22.7+ 0.7
8 Water 3468.9+ 238.6 96.4+ 2
9 oil 309.8+ 4.3 -

Table 1: Mean values of T1 and T2 relaxation times and the corresponding standard deviation

(SD) of each phantom recipe estimated by voxdbased analysis.
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LIST OF FIGURES LEGENDS

Figure 1: CAD drawings of the (a) »tage and (b) ¥tage indicating the various components

Figure 2: CAD drawings of the (a) assembled mechanism integrated within the &rzaahile)
final device with all mechanical partsnclosedwithin the outer cover(c) Photo of the

manufactured device.

Figure 3: CAD drawing of the biopsy device placed in the M&Ranner for lateral needle

approactto the breast.

Figure 4: Software interface screenshot witie main navigation tools indicatedl. placing
navigation points, 2controlling motion manually 3. startingnavigation planning, 4erasing

navigation points, 51 bmingd menu, and 6creatingnew layes.

Figure 5: (a) Ploto of the phantoms in thmold and the corresponding recip@) The

experimental setup for T1 and T2 measurements.

Figure 6: Experimental setip for accuracy evaluatioarranged in the laboratory settingth

the various system components indicated.

Figure 7: Experimental setip for accuracy evaluatiomside the 3 T MRI scanner with the

various system components indicated

Figure 8: Coronal slices of the phantoms acquired using-&VI3E sequence at TE values of
(A) 13.8 (B) 41.4 and(C) 69ms Imaging parameters: TR = 1910 ,nFA = 180°, ETL =5,

pBW = 228 kHz, matrix size = 160 x 160, slice thickness = 3 mm, and NEX =

Figure 9: The developedgarbased biopsy phantom: (@)oto indicating the diameter of each

tumoursimulator andb) T2-W TSE coronal image with TR = 2500 ms, TE = 46 ms, FA =
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180°, ETL =8, NEX = 1pBW = 50 Hz/pixel, FOV = 200 x 200 miymatrix size = 128 x 128,

and slice thickness = 8 mm.

Figure 10: (a) Target location set at therbm tumour (red bullet) in the biopsy softwafie)
Needletip locationafter manuaheedle insertion in the-®m tumour mimic in the laboratory.
(c) FusedMR image showing the initial location of the syringe relative to thenjaima. (d)
FusedVR image showing the syringethin the targeted tumour after navigation. MR images
were acquired with @1-W TSE sequenc€lR = 700 ms, TE = 22 ms, FOV = 20x20 fim

Slice thickness = 8 mm, ETL = 3, FA = I8Matrix size = 128x128&ndNEX = 2).

Figure 11: (a) Target location set at the -bf@m tumour (red bullet) in the biopsy softwafie).
Needletip location aftemanualneedle insertion in the 2®m tumour mimic in the laboratory.
(c) FusedMR image showing the initial location of ttsgringe relative to the phantorfd)
FusedVR image showing the syringethin the targeted tumour after navigatidfR images
were acquired with Z1-W TSE sequenc€TR = 700 ms, TE = 22 ms, FOV = 20x20 fim

Slice thickness = 8 mm, ETL = 3, FA = P8Matrix size = 128x128ndNEX = 2).
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