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Fiducial markers are used for image guidance to verify the correct positioning of the target
for the case of tumors that can suffer interfractional motion during proton therapy. The
markers should be visible on daily imaging, but at the same time, they should produce
minimal streak artifacts in the CT scans for treatment planning and induce only slight dose
perturbations during particle therapy. In this work, these three criteria were experimentally
investigated at the Heidelberg lon Beam Therapy Center. Several small fiducial markers
with different geometries and materials (gold, platinum, and carbon-coated ZrO,) were
evaluated. The streak artifacts on treatment planning CT were measured with and without
iIMAR correction, showing significantly smaller artifacts from markers lighter than 6 mg and
a clear improvement with iIMAR correction. Daily imaging as X-ray projections and in-room
mobile CT were also performed. Markers heavier than 6 mg showed a better contrast in
the X-ray projections, whereas on the images from the in-room mobile CT, all markers
were Clearly visible. In the other part of this work, fluence perturbations of proton beams
were measured for the same markers by using a tracker system of several high spatial
resolution CMOS pixel sensors. The measurements were performed for single-energy
beams, as well as for a spread-out Bragg peak. Three-dimensional fluence distributions
were computed after reconstructing all particle trajectories. These measurements clearly
showed that the ZrO, markers and the low-mass gold/platinum markers (0.35mm
diameter) induce perturbations being 2-3 times lower than the heavier gold or platinum
markers of 0.5mm diameter. Monte Carlo simulations, using the FLUKA code, were used
to compute dose distributions and showed good agreement with the experimental data
after adjusting the phase space of the simulated proton beam compared to the
experimental beam.

Keywords: fiducial marker, dose perturbation, proton therapy, CMOS pixel sensor, image guidance, streak
artifacts, Monte Carlo simulation
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1 INTRODUCTION

Over the last years, innovative techniques for particle therapy
were developed in order to deliver a more conformal dose to the
tumor and better spare healthy tissues. A mispositioning of the
patient can lead to severe under- and overdosage, especially for
proton and ion beams where high doses are delivered at the end
of their range (1, 2).

During radiation therapy, the positioning of the patient is
ensured by daily imaging, usually performed by X-ray
projections, cone beam computed tomography (CBCT), or in-
room mobile CT. In most cases, a patient is aligned to the
absolute coordinate system of the treatment room by matching
its bony structure, visible on the daily image, to the one
reconstructed from the treatment planning CT. In the case of
interfractional motion due to anatomical changes, e.g., prostate
cancer, the tumor can move in the range 0-2 cm due to the filling
of the bladder and rectum (3-5). Therefore, fiducial markers are
implanted inside or nearby the tumor before the treatment and
are used for image guidance during radiation therapy (6, 7) since
the alignment with the bony structure of the patient is not
reliable for tumor position in some regions. Their position on
the daily image is compared to the one from the treatment
planning CT, and the consistency of the tumor position is
assessed to decide if the treatment can be performed or if
corrections are necessary.

Several criteria are to be considered for the fiducial markers.
Three important ones were evaluated in this study: low streak
artifacts on the treatment planning CT, good visibility on the
daily images, and low perturbation of the dose distribution
during particle therapy. For a good visibility on the daily
image, the markers are generally composed of high density and
high atomic number materials such as gold or platinum, but also
fiducial markers with lower-density material such as zirconium
dioxide (ZrO,) were considered (8-10). However, due to their
high atomic number and density, metallic markers induce streak
artifacts on the treatment planning CT and may cause errors in
the dose calculation during treatment planning (11). Several
studies have been performed to evaluate the visibility of different
markers and the streak artifacts that they produce, showing that
high-density markers are necessary in order to be visible on X-
ray projections (8, 9). In addition to streak artifacts, high-density
fiducial markers induce dose perturbations and additional range
uncertainties during particle therapy, due to inhomogeneous
scattering through high-density gradient edges and their
different stopping power relative to water, respectively. The
multiple Coulomb scattering depends on the projectile species
and energy, as well as the material dimensions and composition,
and can be estimated by the Highland formula (12, 13). In
previous studies, the severeness of this effect was evaluated for
different markers by Monte Carlo simulations (14-16) and/or by
measurements with radiochromic films (17-19). Another
experimental study, conducted by our group, quantified the
fluence perturbation of carbon ions for different fiducial
markers with an advanced measurement technique, using
CMOS pixel sensors (20). These studies showed that the
strength of the perturbation mostly depends on the size and

density of the fiducial marker. The ZrO, marker showed less
perturbation than did gold markers of comparable size. On the
other hand, this marker was less visible on the daily X-ray
projection imaging. The present work intends to investigate
these effects and to discuss the trade-oft between the visibility
versus the dose perturbations during proton therapy, which is
more frequently used than carbon ion therapy. Moreover,
perturbations are larger for protons than carbon ions due to
the stronger multiple Coulomb scattering, which gives an
additional motivation for this work.

In the present work, a comprehensive study, including
imaging, experimental measurements for proton beams, and
Monte Carlo simulations, was performed for various fiducial
markers made of different materials and geometries. In a first
part, an imaging study was carried out to evaluate the streak
artifacts on the treatment planning CT, and the visibility on X-
ray projections and on the images taken with an in-room mobile
CT. In a second part, fluence perturbations of proton beams due
to fiducial markers were measured with CMOS pixel sensors,
where the maximum perturbation and its position along the
beam axis were quantified. Both experimental parts were
conducted at the Heidelberg Ion Beam Therapy Center (HIT)
(21). For the fluence perturbation measurements, a set of high
spatial resolution Mimosa-28 pixel sensors was used (22), as in
our previous work (20). In a last part, Monte Carlo simulations,
performed with the FLUKA code (23-25), were compared
against the experimental results, and dose perturbations in a
spread-out Bragg peak (SOBP) were computed for the same
markers and proton beams as in the experiment.

2 MATERIALS AND METHODS
2.1 Fiducial Markers

The experimental study was performed for 8 fiducial markers
clinically in use, with their properties listed in Table 1. The
folded Gold Anchor markers were evaluated during the imaging
study only, while the linear Gold Anchor was used during the
proton beam experiment because of its more defined geometry.
All the other listed markers were used in both experiments. In
the case of the Visicoil markers, the length and diameter were
given by the manufacturer and each marker was weighted. The
inner diameter, referred in Table 1, was calculated and adjusted
compared to the mass of the marker.

2.2 Imaging Study

The imaging was performed for 7 fiducial markers [all markers
listed in Table 1, except the linear Gold Anchor (5)]. This study
was conducted at HIT, using the treatment planning CT, the
recently installed in-room mobile CT, and the standard X-ray
projection method for daily imaging (see specifications in the
sections below). The fiducial markers were inserted in a
container of around 30 cm diameter, filled with a
homogeneous gelatin solution. To obtain a more realistic case,
two bone-like slabs of different density, manufactured by
GAMMEX, were placed at one side of the phantom. The X-ray
images were performed using two projections, one traversing the
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TABLE 1 | Properties of all fiducial markers used in this study for the imaging and proton beam experiments.

Marker Name Manufacturer

number

1 Visicoil RadioMed Gold

2 Visicoil RadioMed Gold

3 Visicoil RadioMed

4 Visicoil RadioMed

Gold Anchor Naslund Gold

Medical AB

6 Gold Anchor Naslund Gold
Medical AB

7 Gold Anchor Naslund Gold
Medical AB

8 Acculoc Carbon Medical ZrO,

Carbon marker Technologies

Material

Platinum
Platinum

Shape Length Diameter Mass
(mm) (mm) (mg)
Coiled 5 0.35% 3.8
Coiled 5 0.5° 10.8
Coiled 5 0.35° 3.6
Coiled 5 0.5¢ 12.6
Linear 15 0.28 12.3
Folded 10 0.28 7.3
Folded 20 0.28 14.2
Bone 3 1 5.5

(carbon-coated)

Inner diameter calculated according to the mass (mm).
40.27, ©0.33, ©0.28, 90.32.

bone materials that shadowed the markers, and a second offset by
90° where the bone material does not shadow the markers.
Therefore, it was possible to compare the X-ray projections
with and without bone slabs in front of the markers. A
schematic of the phantom used for the imaging study is
sketched in Figure 1.

2.2.1 Streak Artifacts on Treatment Planning CT

The CT scans were acquired by a SOMATOM Confidence®
scanner (Siemens, Erlangen, Germany), using the standard
protocol for head planning CT at HIT, with 120 kVP, 255
mAs, and 500 mm field of view. The transversal pixel
resolution was 0.977 mm, and the scans were performed with
0.5 and Imm slice thicknesses, with and without applying an
iterative metal artifact reduction (iMAR) correction in the

Projection 1

Bone (B200) ¢
1 cm thick

p=1.15 g/em®

Container
with gelatin solution
(@ =30 cm, p ~1 g/em®)

Cortical bone (SB3)
1 cm thick
p=182g/m’

Projection 2 —>

7 fiducial markers

FIGURE 1 | Phantom used for the imaging study where 7 fiducial markers
were inserted inside a gelatin solution. Two bone-like slabs were placed on
one side of the phantom.

reconstruction. The images were later analyzed with the
software Image] (26). A square of 2mm length was drawn at
the marker position where the Hounsfield value was maximum.
Square-shaped rings with a thickness of one pixel (~1 mm) and
with an inner length as the one of the previous ring were then
drawn around the marker (see Figure 3C). The streak artifacts,
defined as the maximum and minimum values inside the
different square-shaped rings, were computed as a function of
the distance from the marker position.

2.2.2 Visibility on X-Ray Projections and In-Room
Mobile CT Images

A qualitative comparison of the visibility from the different
fiducial markers on X-ray projections was performed with an
AXIOM Artis (Siemens) robotic arm, installed in the treatment
room at HIT (8). This on-board imaging device is used for
patient position verification prior to the treatment. In this study,
imaging was performed with and without collimation, and with
and without the bone slabs in front of the markers. The settings
of the X-ray machine for the different acquisitions are listed
in Table 2.

The images analysis was then performed with the software
Image] (26). A rectangular window of 3mm height and 6mm
width was drawn perpendicularly to each marker placed in
vertical position. The profile was integrated within this
window, and the maximum value I,,,, was extracted from the
profile. In order to evaluate the background, a window of
identical size as the previous one was drawn close to the
marker position. In this work, the background I, was
computed as the mean value of the integrated window, while
the pixel noise was defined as the standard deviation 6. The
errors on I,,,,, and I, were considered the same, and the contrast
C was then computed as

C:|Imax_lb‘i g VZ/N’ (1)
where N is the sample number in the window area.

The in-room mobile CT images were obtained with an AIRO
(Mobius Imaging, LLC), which is the in-room mobile CT
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TABLE 2 | Settings of the X-ray machine for the different acquisitions of fiducial marker images at HIT.

In-line bone kVP Current time product (mAs) Exposure time (ms) Collimation
No 69 172 59 No
No 69 254 94 Yes
Yes 69 176 61 No
Yes 69 279 105 Yes

installed in one of the treatment rooms at HIT. The scans were
performed with 120 kVP, 80 mAs, and 493 mm field of view. The
transversal pixel resolution was 0.963 mm for a slice thickness
of 1 mm.

2.3 Fluence Perturbation Measurements
2.3.1 Mimosa-28 Pixel Sensor and Software Analysis
The Mimosa-28 (Minimum Ionizing MOS Active pixel sensor)
detector, based on CMOS technology, is a high spatial resolution
pixel sensor (22). The sensor has an active area of ~ 2 x 2 cm”
and is composed of 928 rows x 960 columns with squared pixels
of 20.7um length. The total thickness of the sensor is 50 wm, with
an epitaxial layer of 14 um. Each pixel delivers a binary output
after discrimination of the signal, and the sensor has a readout
time of 186.5 s (~5 kHz frame rate).

When a particle passes through the sensor, charges produced
by ionization are collected by a certain number of pixels in the
sensor. The analysis software Qarivi (27), based on the Roor (28)
and GeaNT4 (29) libraries, reconstructs the groups of fired pixels,
referred to as clusters. The cluster position is defined as the
center of mass of the group of fired pixels, and a straight line
(called track) matching the clusters in the different sensors is
reconstructed. The tracking procedure was performed with the
implemented algorithm based on multiple Coulomb scattering.
The resolution of a single track is better than 10 pm, and the
performance of the algorithms is described in the study from
(30). In order to reach a high track resolution, it is necessary to
align the sensors using a dedicated no-target run to compensate
mechanical mispositioning of the sensors via a software
alignment procedure (31).

2.3.2 Experimental Setup

The fluence perturbation measurements of proton beams due to
fiducial markers were conducted in the experimental room at
HIT, placing a tracker system of 7 Mimosa-28 pixel sensors along
the beam axis. The experimental setup was similar to the one
used in our previous work (20). A water aquarium of 4cm length,
representing the tumor volume, was positioned in between two
sets of three sensors. To improve their handling, the markers
were glued to a thin polymethyl methacrylate (PMMA) plate of
Imm thickness and 1.18g/cm’ density. The markers were
positioned along the vertical axis perpendicular to the beam at
the isocenter of the experimental room. The PMMA plate,
including the marker, was glued behind the water aquarium. In
our last study with carbon ion beams, the marker was immersed
in the water aquarium. However, the maximum perturbation of
proton beams was expected to be closer to the marker; therefore,

their position was adjusted in order to place the tracker system
closer to the marker. The markers were surrounded by a thin
layer of gelatin solution to have a more realistic setup where the
edges of the marker were surrounded by tissue-like material. In
addition, a polyethylene (PE) block of 9cm length was placed in
front of the first set of three sensors to simulate the healthy
tissues of a patient. Another sensor was positioned in front of the
PE block in order to monitor the stability of the beam profile
between different measurements, and a 5mm plastic scintillator
(BC-400) monitored the beam intensity by counting the
incoming particles. A range modulator (2D RM) (32) was
placed in front of the first MmMosa-28 sensor. The modulator
used in the present work was optimized for a proton SOBP of
5 cm and is composed of 13 x 13 pins within an area of around 4
x 4 cm”. The pin length is 5 cm, and the modulator is composed
of Rigur, which is a polypropylene-like material for 3D printing.
The experimental setup is depicted in Figure 2A.

The beam time campaign was divided in several parts. First,
the runs were performed only with the 7 Mimosa-28 sensors and
the plastic scintillator in order to properly align the sensors and
tune the initial beam parameters for the Monte Carlo
simulations. Second, the measurements were performed with
the PE block and the water aquarium to obtain a reference
measurement without marker. In a next step, the fiducial
markers were placed behind the water aquarium, as explained
above. These measurements were performed with two single-
energy proton beams (142.10 and 169.02 MeV), which were
chosen to have a range difference of 5 cm. In a last step, the 2D RM
was positioned in front of the first sensor and the measurements
were performed with the PE block and the water aquarium, with
and without fiducial marker. For this set of measurements, a single
proton energy of 170.05 MeV together with the 2D RM was used to
produce a 5cm SOBP. The primary energy was chosen slightly
higher than 169.02 MeV because of the additional base plate of the
2D RM. The primary beam energies, their full width half maximum
(FWHM), and their range in water are listed in Table 3. The
energies and FWHM at isocenter position were assumed as the
nominal values from HIT (ensured by the regular QA), while the
ranges were calculated with LISE++ (33). In Figure 2B, the depth-
dose profiles in water equivalent are shown for 142 and 169MeV
protons, as well as the SOBP produced by the 2D RM for a primary
beam of 170MeV protons. The PE block, the water aquarium, and
the positions of the fiducial marker and of the last sensor S7 are also
indicated. The total range of the different proton beams used in the
experiment was chosen to have enough energy to pass through the
PE block, the water aquarium, and the sensors placed behind the
water aquarium.
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FIGURE 2 | (A) Experimental setup for fluence perturbation of proton beams due to fiducial markers, measured with 7 Mimosa-28 pixel sensors. (B) The depth—dose
profiles in water equivalent are shown for 142 and 169MeV protons, as well as for the 170-MeV proton beams modulated by a 2D RM. The depth—dose profiles
were laterally integrated and obtained with the Monte Carlo code FLUKA (23-25). In this panel, the PE block, the water aquarium, and the positions of the fiducial

2.3.3 Beam Profile Analysis

The beam profiles, measured with the Mimosa-28 pixel sensors,
were used to validate the Monte Carlo simulations. The beam
profiles were extracted from the cluster maps, defined by the
position of all clusters in x and y, for all 7 CMOS pixel sensors
placed at different positions along the z-axis (see Figure 2A for
the coordinate system). The beam profiles in x and y were
obtained after integrating (averaging) the cluster maps over the
perpendicular directions y and x, respectively. The profiles were
used to adjust the initial beam parameters of the Monte Carlo
simulations for 142.10 and 170.05 MeV. In a next step, the beam
profiles were computed with the fiducial markers. For this, the
profiles were obtained after integrating the cluster maps over a
given window along the y-axis that was chosen according to the
marker length.

2.3.4 Fluence Distribution Analysis

This study aims at determining the maximum perturbation and
its position along the beam axis with high spatial resolution. For
this, a three-dimensional (3D) fluence distribution was
computed after reconstructing the trajectory of each particle

crossing the tracker system. This distribution was computed
from all tracks, which are defined by 3D vectors, reconstructed
with the tracker placed behind the aquarium (sensors S5-S7 in
Figure 2A), and extrapolated to the fiducial marker position.
Voxels of 20 x 20 x 200 m’ were defined, and the fluence in each
voxel was determined as the sum of all the tracks passing through
this voxel. Therefore, the 3D fluence distribution scores the total
number of intersections between the reconstructed tracks and
the voxels. The 2D fluence distributions (referred to as fluence
maps), extracted from the 3D fluence distributions, are presented
in this study to quantify the propagation of the perturbation in
the (x,z) plane. The fluence map was computed by integrating the
tracks over a given window along the y-axis that was chosen
according to the marker length. From the integrated fluence
map, the perturbation at any position along the beam axis can be
assessed. The fluence maps with and without marker were
reconstructed, and the beam profiles were extracted at the
position along the beam where the perturbation was
maximum. The maximum fluence perturbation was then
quantified by comparing the beam profiles (x,y) with and
without marker. The fluence maps were computed for the case

TABLE 3 | Primary beam energy, FWHM at the isocenter, and range in water (calculated with LISE++) of the proton beams used for the measurements.

Energy (MeV) FWHM (mm) Range in water (mm)
142.10 1.7 143.6
169.02 10.0 194.3
170.05 10.0 196.4
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(1) Visicoil gold (@ = 0.35 mm) (2) Visicoil gold (@ = 0.5 mm)

(6) Gold anchor (1= 10 mm) (7) Gold anchor (1 = 20 mm)

(1) Visicoil gold (@ = 0.35 mm) (2) Visicoil gold (@ = 0.5 mm)

(4) Visicoil platinum (@ = 0.5 mm)

(6) Gold anchor (I = 10 mm)

Section 2.2.1.

of single-energy beams and for the modulated beam by the 2D
RM. It is important to note that during the experiment the beam
moved due to unintended drift effects of the ion optics, which
made it difficult to use the reference measurement, in
particular for the 2D RM case. Therefore, the beam profile
from the reference measurement could not be used to quantify
the perturbation. For this case, the beam profile of the
corresponding maximum perturbation was computed, and the
reference was defined as the fit of the profile without taking into
account the perturbation. Since the beam was slightly shifted and
tilted compared to the tracker system, the beam profiles obtained
after the tracking were not perfectly Gaussian-like. Therefore,
they were fitted by convoluting three Gaussian functions. This
method was verified and validated on the beam profiles with a
single energy, where the reference measurement could be
used properly.

2.4 Monte Carlo Simulations

The Monte Carlo simulations were performed with the
FLUKA2020 code version 0.10 (23-25). The default PRECISIO
settings were used. In FLUKA, single Coulomb scattering events
are condensed in a multiple scattering algorithm. Fluence and
dose profiles were calculated using the USRBIN scorer.

(7) Gold anchor (I = 20 mm)

(3) Visicoil platinum (@ = 0.35 mm) | (4) Visicoil platinum (@ = 0.5 mm)

(8) ZtO, (carbon-coated)

(3) Visicoil platinum (@ = 0.35 mm)

(8) Z10, (carbon-coated)

FIGURE 3 | Reconstructed images for conventional treatment planning CT (A) and with iIMAR correction (B) of 0.5mm slice thickness for 7 different fiducial markers
(Table 1). (C) Square-shaped rings (yellow lines) used to determine the minimum and maximum values as a function of the distance from the marker, as explained in

2.4.1 Setup Geometry

The setup geometry of the FLUKA simulations reproduced the
one used during the experiment. For this, several layers of
different thicknesses and materials were placed along the beam
axis. The beam nozzle, which is composed of several detectors
and air gaps, was simulated by a water volume of 320mm length
and 0.0115 g/cm”’. The MiMosa-28 sensors were simulated by a
silicon volume of 50um thickness, and the scoring volume was
defined as the sensitive layer of the sensor of 14-pm thickness.
The sensor is surrounded by a printed circuit board (PCB) of
1.7mm thickness. The PCB of the sensor was also implemented
in the simulation since low-energy particles can be stopped in
this material layer. The primary energy of the proton beams was
chosen as the ones used during the experimental campaign (see
Table 3). The simulations were also performed for an initial
beam shift (and tilt), which means that the beam position and
divergence in front of the exit window were set as the ones
obtained from the CMOS measurements. The fiducial markers
were designed as tubes for the 4 Visicoil markers and as cylinders
for the Gold Anchor and the ZrO, markers. The approximations
of the markers as cylinder/tube neglect the helical structure of the
Visicoil and the bone shape of the ZrO, markers. Considering
the size of these fine structures compared to the resolution of the

Frontiers in Oncology | www.frontiersin.org

March 2022 | Volume 12 | Article 830080


https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

Reidel et al.

Fiducial Markers in Proton Therapy

scoring grid, those assumptions are believed to be reasonable.
The dimensions used for the Monte Carlo simulations are
indicated in Table 1.

2.4.2 Benchmarking

To benchmark the Monte Carlo code FLUKA against the
Mimosa-28 pixel sensor measurements, the optical beam
parameters (FWHM and divergence) were tuned to reproduce
the measured lateral beam spread along the beam axis. The
transport code ScatTMaN (1, 34) was used to extract the ion
optical parameters (phase space), in particular the beam width
and divergence in front of the vacuum exit window. The
parameters were obtained based on the measured beam
profiles and were used as initial parameters for the Monte
Carlo simulations. The beam profiles from the Monte Carlo
simulations were computed in the scoring volume, which
represents the CMOS sensors, at different positions along the
beam axis. First, the simulated beam profiles were compared to
the measured ones on one hand without any target and on the
other hand with the PE block and the water aquarium. Second,
the simulations were performed with the PE block, the water
aquarium, and the fiducial marker. For these simulations, the
PCB of the sensor and the initial beam tilt and shift were also
implemented. In addition, the primary beam energy of the
Monte Carlo simulations was verified to the one calculated
from the energy loss estimation in the sensors (35). To
compare the perturbation from the fiducial markers, the 2D
beam profiles were extracted at each sensor position for the
simulated and experimental results. The beam profiles were then
computed after integration over a given window along the y-axis
that was chosen according to the marker length. The
perturbations were quantified by comparing the beam profiles
with and without fiducial markers.

2.4.3 Dose Distribution

The dose distributions were computed with a simple setup
composed of a water phantom and the fiducial markers
implanted at 15cm depth. A 5cm length SOBP from 14 to
19 cm (lateral extensions 5 x 5 cm?) was simulated with
several proton pristine Bragg peaks. The lowest and highest

energies were set to 142 and 169 MeV as the ones used during
the experiment, respectively. The dose distributions in the water
phantom were scored as 2D maps to quantify the cold spots. The
resolution of the 2D maps was 0.02 mm in x and 0.4 mm in z,
after integrating over the length of the marker in y. A reference
simulation without marker was also performed to quantify the
cold spot. The maximum cold spot and its position along the
beam axis could then be evaluated.

3 RESULTS

3.1 Imaging Study
3.1.1 Treatment Planning CT Streak Artifacts
The images from the treatment planning CT of 0.5mm slice
thickness with and without iMAR correction are presented in
Figure 3 for 7 different markers (see Table 1). It is important to
note that the markers are smaller than one voxel in the
reconstruction. Therefore, the maximum HU values are
determined by the marker density and partial volume effects.
The maximum and minimum gray levels of the recorded
images with the treatment planning CT were computed for 7
fiducial markers, as described in Section 2.2.1. In Figure 4, the
minimum and maximum values in Hounsfield units (HU) are
shown as a function of the distance to the fiducial marker for the
conventional planning CT and the one with iMAR correction.
For all fiducial markers, the maximum value reaches 3060 in
the marker area, while for the Gold Anchor also -1024 is reached,
even if the markers fill only a partial volume of the reconstructed
voxels. Before treatment planning, these saturated voxels need to
be overwritten by a realistic value. In Table 4, the distance from
the fiducial marker position, at which the maximum and
minimum values of the streak artifacts become lower than 3%
of the background level, is summarized for the 7 fiducial markers
for the conventional treatment planning CT and the one with
iMAR correction. The folded Gold Anchor of 20mm length (7),
which is also the heaviest marker, shows the strongest streak
artifacts. The Visicoil markers (1) and (3) of 0.35mm diameter
(gold and platinum) and the ZrO, marker (8), which are the
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FIGURE 4 | Maximum and minimum HU as a function of the distance to the fiducial marker for the conventional treatment planning CT (A) and with iIMAR correction
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TABLE 4 | Distance from the fiducial marker position, at which the streak artifacts become lower than 3% of the background level for 7 fiducial markers (Table 1), for

the conventional treatment planning CT and the one with iIMAR correction.

Marker number 1 2 3 4 6 7 8
CT distance artifacts 7 16 7 19 ikl 18 7
(mm)

CT distance artifacts 4 5 4 5 5 6 5
iIMAR (mm)

lighter studied markers, are the ones producing less intense
streak artifacts. The Viscoil markers (2) and (4) of 0.5mm
diameter and the Gold Anchor of 10mm length (6) show
similar values. Figure 4B shows that streak artifacts are
significantly reduced when using an iMAR correction. The HU
drops down to the background level around the marker, while for
the conventional treatment planning CT, the artifacts propagate
at further distances from the marker. Therefore, the application
of an iMAR correction could significantly reduce the errors in
dose calculation due to fiducial markers and should be
investigated further in the future.

3.1.2 X-Ray Visibility

The images acquired during the X-ray measurements are shown
in Figure 5 for the different scenarios with and without
collimation, as well as with and without bone slabs placed in
front of the markers. The contrast of the different fiducial
markers was computed as described in Section 2.2.2. In
Figure 6, the contrast of 7 fiducial markers is shown for the X-
ray imaging with the 4 different scenarios.

Figure 6 shows that the contrast is significantly improved
when a collimation is applied during the imaging, which is the
common practice in order to reduce the patient exposure. In a
more realistic case, where a bone slab was placed in front, the

contrast decreases. The heavier markers, with high-density
materials and a mass larger than 10 mg, such as the Gold
Anchor (7) and the two Visicoil markers of 0.5mm diameter
(2) and (4), show a contrast of around 400. For the Gold Anchor
(6) and the ZrO, (8) of mass between 5 and 10 mg, the contrast is
around 300. For the smaller Visicoil markers (1) and (3) of mass
lower than 5 mg, the contrast is around 200. However, all
markers are visible on the images. The images from the in-
room mobile CT study are shown in Figure 7 for 7 fiducial
markers. All markers are clearly visible with this imaging
method. Streak artifacts are also present, but not particularly
important when the images are not used for dose calculation.

3.2 Fluence Perturbation:

CMOS Measurements

Fluence perturbations due to the fiducial markers are induced by
multiple Coulomb scattering, which means that the perturbation
varies along the beam axis. In addition, for low-energy beams,
fiducial markers can also create considerable range shifts due to
energy losses in the markers. In this section, the results of the
maximum perturbation due to the fiducial markers were
computed from the fluence map of all reconstructed tracks, as
explained in Section 2.3.4.

(A)

(©)

Bone

in front of the markers without and with collimation, respectively.

FIGURE 5 | X-ray images of 7 different fiducial markers for the different settings described in Table 2. From left to right: Gold Anchor (6), Gold Anchor (7), ZrO, (8),
Viscoil (2), Visicoil (3), Visicoil (4), and Visicail (1), listed in Table 1. (A, B) show the images without and with collimation. (C, D) show the images with the bone slabs
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FIGURE 6 | Contrast of different fiducial markers (listed in Table 1) from the X-ray imaging study for the different settings of Table 2.

3.2.1 Single-Energy Proton Beam

In this study, the perturbation of proton beams was measured for
6 fiducial markers and two different energy proton beams of
142.10 and 169.02 MeV. To determine the maximum
perturbation, the beam profile with marker was compared to
the beam profile without marker for the same integrated window
at the same position along the beam axis. In Figure 8, an example
of fluence maps and the corresponding profiles from the
maximum fluence perturbations are shown for 4 fiducial
markers and different energy proton beams. The zero positions
in x and z are the coordinates of the fiducial marker position. The

(1) Visicoil gold (@ = 0.35 mm)

(2) Visicoil gold (@ = 0.5 mm)

(6) Gold anchor (I = 10 mm)

(7) Gold anchor (1 = 20 mm)

(3) Visicoil platinum (@ = 0.35 mm)

statistical uncertainties on the maximum perturbation values
were calculated as the quadratic sum of the uncertainty on the
beam profiles with and without marker. The uncertainty on the z
position, where the maximum perturbation is present, was
determined as 1.5 mm, comprising the uncertainty of the
sensor positioning and the uncertainty of the reconstructed
track. A summary of the maximum fluence perturbation values
from the fiducial markers and their corresponding position along
the beam axis is listed in Table 5. These values were obtained
from the back-projected tracks to the marker position, measured
in air (see experimental setup in Figure 2A). The maximum

(4) Visicoil platinum (@ = 0.5 mm)

(8) ZrO, (carbon-coated)

FIGURE 7 | In-room mobile CT images of 7 different fiducial markers listed in Table 1.
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FIGURE 8 | Measured fluence maps and beam profiles of 142.10 and 169.02MeV proton beams through Visicoil (1), Visicoil (3), Visicoil (4), and ZrO, (8), placed at
position zero along the z-axis and x-axis. (A, C, E, G) show the fluence maps reconstructed from all tracks. (B, D, F, H) show their corresponding profile at the z
position where the perturbation is the strongest. The black vertical dash-dotted line on the fluence map represents the corresponding position along the beam axis
where the fluence perturbation is maximum. In (B, D, F, H), the red line shows the profile at this position with the marker, while the black line shows the profile
without marker for the same z position. In the same panels, the vertical dotted line indicates the position in x of the maximum perturbation while the dotted horizontal
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TABLE 5 | Maximum fluence perturbation values and their position along the beam axis for the different fiducial markers for 142.10 and 169.02 MeV proton beams.

Marker 142.10 MeV protons 169.02 MeV protons
Perturbation (%) z position (mm) Perturbation (%) z position (mm)

Visicoil (1) 176 £1.3 5+15 3114 9+15
Visicail (2) 525+1.2 3+15 145+1.3 8+15
Visicoil (3) 202 +1.3 5+15 59+14 9+15
Visicoil (4) 56.2+1.2 3+15 154 +1.4 9+15
Gold Anchor (5) 17113 2+15 73+x14 7+15
ZrO, (8) 585+ 1.1 3+15 6.2+14 183+15

The given error on the perturbation value is the statistical uncertainty.

perturbations and their position vary as a function of the markers
and the primary beam energy. The lower the energy is, the
stronger is the effect induced by the marker. Moreover, markers
with high density and high atomic number create stronger and
larger perturbations. For 142.10MeV protons, the perturbation
is significantly higher for the fiducial markers with diameter
> 0.5 mm, which additionally stop the low-energy particles and
induce a significant range shift.

3.2.2 2D Range Modulator

In this study, the perturbation of proton beams was measured for
4 fiducial markers, and the fluence maps were reconstructed for a
170.05MeV proton beam modulated by a 2D RM in order to
obtain a more realistic case (see Figure 2B for the position of the
marker). To determine the maximum fluence perturbation, the
beam profile with the marker was computed for a certain
integrated window. As explained in Section 2.3.4, the reference
measurement was considered as the fit of the beam profile
without taking into account the perturbation. In Figure 9, the
fluence maps and the corresponding profiles of the maximum
fluence perturbations are shown for the studied fiducial markers.
The uncertainties were computed as the ones obtained for the
single-energy beams. A summary of the maximum perturbation
values of the fiducial markers and their corresponding position
along the beam axis are listed in Table 6. As for the single-energy
beams, these values were obtained from the back-projected
tracks to the marker position, measured in air (see
experimental setup in Figure 2A).

3.3 Monte Carlo Simulations

3.3.1 Initial Beam Parameter Tuning

Monte Carlo simulations were performed with the FLUKA code
(23-25), as described in Section 2.4. The initial beam optics were
tuned to reproduce the experimental data as explained in
Section 2.4.2. In Table 7, the initial beam width and beam
divergence, extracted from ScatTMaN (1, 34) and introduced in
the FLUKA simulations, are listed for 142 and 170 MeV. The
initial beam optics for 169 and 170 MeV were found to be
the same.

In Figure 10, the beam width as a function of the distance to
the vacuum exit window was computed for 142 and 170 MeV
with the initial ion beam optics listed in Table 7. The results are
shown for the Scartman code, as well as for the CMOS
measurements and the FLUKA simulations. The Monte Carlo
simulations were performed with and without including the

initial beam shift (and tilt) and the PCB of the sensors (as
explained in Section 2.4.1).

In all cases, the beam width of the FLUKA simulations and
the CMOS measurements are in good agreement. The good
agreement between ScATTMAN and the measurements were
expected since the ion optical parameters in the ScATTMAN
model were adapted from the CMOS measurements. In
Figure 10C, deviations can be observed between the FLUKA
simulations and the CMOS measurements. However, these
deviations are significantly reduced when the simulation takes
into account the PCB layer and the initial beam tilt. For 142 MeV
with the PE block and the water aquarium, the proton beam has
an energy of around 8 MeV in the last sensor, which is equivalent
to around 2mm range in water. Therefore, the PCB of the first set
of sensors plays a role in the energy loss, and this effect becomes
significant only for low-energy beams.

3.3.2 Fluence Perturbation Comparison With Marker
The FLUKA simulations with fiducial markers were compared to
the CMOS measurements following the simulated setup
described in Section 2.4.1. The beam profiles were obtained
with the Monte Carlo simulations and the CMOS
measurements as explained in Section 2.4.2. In Figure 11, the
beam profiles at sensor 5 position (see Figure 2A) are shown for
the Visicoil (3) for 142MeV protons and for the Visicoil (2) for
169MeV protons.

In Tables 8, 9, the fluence perturbation values are compared
for the FLUKA simulations and the CMOS measurements for
142 and 169MeV protons, respectively. The fluence
perturbations were computed for several positions (sensor 5,
sensor 6, and sensor 7) to compare its propagation along the
beam axis.

The results show a good agreement between the Monte Carlo
simulations and the CMOS measurements within the
uncertainties. For 142MeV protons, the deviations are bigger
than for 169 MeV. This was expected since the primary protons
of 142 MeV have an energy of around 10 MeV behind the water
aquarium, compared to around 80 MeV in the case of the
169MeV primary proton beam. This means that small
variations of the layer thicknesses of the simulated geometry,
in the case of 142MeV protons, lead to larger fluctuations of the
energy losses compared to the 169MeV proton beam. Therefore,
small geometrical uncertainties in the simulated setup have a
stronger impact on the perturbation values for low-energy
beams. However, the results from both the simulations and the
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FIGURE 9 | (A, C, E, G) show the fluence maps reconstructed from all tracks. (B, D, F, H) show their corresponding profile at the z position where the perturbation
is the strongest. The black vertical dash-dotted line on the fluence map represents the corresponding position along the beam axis where the fluence perturbation is
maximum. In (B, D, F, H), the red line shows the profile at this position with the marker, while the black line shows the profile without marker for the same z position.
In the same panels, the vertical dotted line indicates the position in x of the maximum perturbation while the dotted horizontal lines quantify the strength of the

experiments are in good agreement, showing the same
tendencies. The Monte Carlo simulations could reproduce
correctly the perturbation and its propagation along the

beam axis.

3.3.3 Dose Perturbation: FLUKA Simulations

Compared to our previous work (20), where only fluence
measurements were performed, dose distributions were also
simulated in the present work. The dose distributions were
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TABLE 6 | Maximum fluence perturbation values and their position along the
beam axis for the different fiducial markers for the 170.05MeV proton beam
modulated by a 2D RM.

Marker Perturbation (%) z position (mm)
Visicoil (1) 77 +1.4 9+15
Visicoil (3) 6.3+1.4 9+15
Gold Anchor (5) 8.1+1.3 8+15
ZrO5 (8) 75+13 12+15

The given error on the perturbation value is the statistical uncertainty.

computed following the description in Section 2.4.3, where a
5cm SOBP was created with protons and the fiducial markers
were placed at the beginning of the SOBP at the 15cm depth. The
simulated depth-dose profiles showed a very similar distribution
to the measured ones from other experiments (32). In Figure 12,
the dose maps are shown for the gold Visicoil (@ = 0.35 mm) and
the platinum Visicoil (@ = 0.5 mm).

In Figure 13, the depth-dose profiles in the central line
obtained from the dose maps are presented for all the studied
markers. A reference simulation without marker is also shown in
the same figure. The maximum perturbations and their position
behind the fiducial marker along the beam axis are listed in
Table 10 for 6 fiducial markers. The two Visicoil markers of
0.5mm diameter (2) and (4), which are the heaviest markers used
in this study, show the strongest perturbation of around 8%. The
Gold Anchor (5) shows a maximum cold spot of around 6%,
while the other lighter markers (1), (3), and (8) produce a
perturbation of around 3-4%. The dose perturbations
presented in this section show the same tendency as for the
fluence measurements presented in Section 3.2.2.

4 DISCUSSION

In this work, a comprehensive study was performed for fiducial
markers used for image guidance in proton beam therapy. Three
main criteria for these markers, which are streak artifacts on
treatment planning CT, visibility on daily imaging methods, and
dose perturbations during particle therapy, were evaluated.
Fiducial markers composed of different materials (gold,
platinum, and ZrO,) and with different geometries were
studied. The markers of high-density materials (such as gold
and platinum) had a diameter <0.5 mm, which is recommended
for particle therapy (8, 20).

The streak artifacts on treatment planning CT, reconstructed
with and without iMAR correction, were quantified for 7 fiducial
markers. The maximum and minimum HU were computed as a
function of the distance to the fiducial markers. The gold and
platinum Visicoil of 0.5mm diameter and the two Gold Anchor

TABLE 7 | Initial ion beam optics (FWHM and divergence at the vacuum exit
window) used for the Monte Carlo simulations for 142 and 170 proton beams.

Energy (MeV) FWHM (mm) Divergence (mrad)
142 3.5 7.0
170 35 7.5

markers, which have a mass bigger than 6 mg, were the ones
inducing the strongest streak artifacts. The distance at which the
streak artifacts were lower than 3% of the background level was
found to be bigger than 10 mm for these markers, and 7 mm for
the gold and platinum Visicoil of 0.35mm diameter and the ZrO,
markers, which were lighter than 6 mg. For the case of treatment
planning CT with iMAR correction, the streak artifacts are
significantly reduced. The distance at which they are lower
than 3% of the background level is reduced by a factor 2
compared to the conventional treatment planning CT in all
cases. However, the iMAR correction would need to be further
investigated to be applied for clinical treatment planning. It is
important to note that the markers are smaller than a CT voxel;
however, they appear in up to 4 neighboring voxels. Before
treatment planning, the voxels need to be overwritten by a
realistic value, considering the partial volumes and the
stopping power of the marker material relative to water. This
could lead to inaccurate range predictions around the marker.

The visibility of fiducial markers on X-ray projections was
measured in 4 different scenarios with and without collimation,
as well as with and without bone slabs in front of the markers. As
expected, the contrast of the fiducial markers with bone slabs is
significantly reduced. In a realistic case, with bone slabs and
collimation, the heavier the marker is and higher is its density,
the stronger the contrast is. However, all markers were visible in
all cases.

The fluence perturbation from different fiducial markers was
measured for proton beams with an advanced technique by using
high resolution CMOS pixel sensors. With this method, 3D
fluence distributions could be computed after reconstructing
the trajectory of each particle. The measurements were
performed with two single-energy beams and with a
modulated beam using a 2D range modulator, producing an
SOBP of 5cm length. The maximum fluence perturbation,
created behind the fiducial marker and its position along the
beam axis, was quantified, using the 2D fluence map. As in our
previous study (20), the perturbations creating a small
overdosage were not reported since it is less critical than a
local underdosage that could cause a recurrence of the tumor.
The created fluence perturbations can be caused by edge
scattering but also due to particles stopping in the marker
when the particle beam is at the end of its range. Both
phenomena were observed in this study for the single-beam
energy experiments, using 142.10 and 169.02MeV protons. For
fiducial markers of diameter smaller than 0.5 mm, the
perturbations were found to be lower than 8%, while the two
Visicoil markers of 0.5 mm showed a maximum perturbation of
around 15% for 169.02MeV protons. In the case of the lower
energy proton beam, the maximum fluence perturbation was
found to be around 50% for the markers thicker than 0.5 mm.
These strong perturbations were due to high-energy losses in the
fiducial markers, which fully stopped the low-energy proton
beam. The perturbations induced by the Visicoil markers of
0.35mm diameter, the Gold Anchor, and the ZrO, marker were
also measured for a modulated beam. These measurements
provided a more realistic situation of a mixed beam, where
the markers were positioned at the entrance of a 5cm SOBP.
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FIGURE 10 | Beam width as a function of the distance to the vacuum exit window for 142 MeV (A, C) and 170 MeV (B, D) with the initial beam optics from
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water aquarium (C, D). The Monte Carlo simulations were performed with and without including the initial beam tilt and the PCB of the sensors.
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FIGURE 11 | Beam profile comparison between the FLUKA simulations (A, B) and the CMOS measurements (C, D) for 142MeV protons passing through the
Visicail (3) (A, C) and 169MeV protons passing through the Visicoil (2) (B, D). The red and black lines show the beam profiles with and without marker, respectively.
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TABLE 8 | Comparison of the fluence perturbation values at several positions (sensor 5, sensor 6, and sensor 7) between the FLUKA simulations (Sim.) and the CMOS
measurements (Meas.) for the different fiducial markers for the 142MeV proton beam.

Marker Perturbation on S5 (%) Perturbation on S6 (%) Perturbation on S7 (%)
Sim. Meas. Sim. Meas. Sim. Meas.
Visicoil (1) 82+14 9.0+14 34+14 42+14 18+1.4 37+14
Visicoil (2) 16.8+1.3 191 £1.3 80x14 72+x14 4114 47 +£1.4
Visicoil (3) 6.4+1.4 88+1.4 34+14 50+14 31+14 31+14
Visicoil (4) 172+1.3 214 £13 6.8+14 83+14 38+14 39+14
Gold Anchor (5) 94 +1.4 11.3+£1.3 38+14 52+1.4 2414 30+14
ZrO5 (8) 140+14 249+13 6.4+14 9.7+14 38+14 24+14
The given error on the perturbation value is the statistical uncertainty.
The created fluence perturbations were found to be between 6% 5 CONCLUSIONS

and 8% in all cases, which is closer to the perturbations created
for 169.02MeV protons. This was expected since the marker was
positioned in the plateau region of the pristine Bragg peak with
the higher weight in the SOBP. The maximum perturbation
depends on the position of the fiducial marker. The closer the
marker is to the end of the SOBP, the bigger the perturbation is
due to the stronger scattering and higher energy losses of the
protons with the higher weighted pristine Bragg peak (36).

In addition, Monte Carlo simulations were performed with
FLUKA (25) to compute a 5cm length SOBP, from 14 to 19 c¢m,
created with protons in a water target. Dose perturbations
induced by the fiducial marker were computed, and the created
cold spots were quantified. The simulations, with and without
fiducial marker, were first validated against the experimental
measurements performed with the CMOS sensors. The FLUKA
simulations and CMOS measurements were in good agreement.
The perturbation of the different fiducial markers was computed
for a marker placed at 15cm depth at the beginning of the SOBP.
The maximum cold spot was found to be around 8% for the
heaviest markers and around 4% for the smallest ones.

In this work, the perturbations were measured and simulated
for a single field. However, in a realistic case, a patient would be
treated with multiple fields, partly compensating the
perturbation from one field to another (37). Moreover, daily
alignment, which is generally performed with the bony structure
of the patient, can be performed with an accuracy of only 0.5 cm.
This would also blur out the effect during the particle therapy
treatment between different fractions. However, the
perturbations remain the same in the tissue for every fraction.

In this work, streak artifacts on treatment planning CT, visibility on
daily imaging, and dose perturbations during proton therapy were
studied for different fiducial markers that are used for image
guidance in radiotherapy. The markers of different geometries
were composed of different materials such as gold, platinum, and
ZrO,. The streak artifacts on a treatment planning CT were found
to be the lowest for fiducial markers with a mass lower than 6 mg.
However, the treatment planning CT reconstructed with iMAR
correction showed a significant reduction of the streak artifacts for
all markers. Visibility on X-ray projections was also evaluated, and a
better contrast for heavier markers was found. However, all markers
were visible in all studied scenarios. Imaging with in-room mobile
CT was also performed showing a clear visibility from all markers.
An advanced measurement method was used to quantify fluence
perturbations due to fiducial markers in proton therapy, using high
resolution CMOS pixel sensors. Based on the fluence maps, the
measurements showed that the perturbations due to fiducial
markers are reduced for small and low-density markers of mass
lower than 6 mg. Monte Carlo simulations were performed with a
comparable setup as the one used during the experiments. The
simulations were validated against the experiments with and
without fiducial marker, showing good agreement with the
experimental data after adjusting properly the ion optical
parameters (beam width and divergence). Dose maps were
simulated for an SOBP in water created with protons, where the
fiducial marker was positioned at the beginning of the SOBP. From
this work, fiducial markers with a low mass, such as the gold and
platinum Visicoil of 0.35mm diameter as well as ZrO, (carbon-

TABLE 9 | Comparison of the fluence perturbation values at several positions (sensor 5, sensor 6, and sensor 7) between the FLUKA simulations (Sim.) and the CMOS
measurements (Meas.) for the different fiducial markers for the 169MeV proton beam.

Marker Perturbation on S5 (%) Perturbation on S6 (%) Perturbation on S7 (%)
Sim. Meas. Sim. Meas. Sim. Meas.

Visicoil (1) 46+1.4 3.7+14 20+14 25+1.4 22+1.4 16+14
Visicoil (2) 9.4 +1.4 93+ 1.4 46 +1.4 40+ 1.4 36+1.4 33«14
Visicoil (3) 52+1.4 46+1.4 25+1.4 28+ 1.4 21 +1.4 25+1.4
Visicoil (4) 12314 121 +£1.4 54+14 69+1.4 39+14 46+1.4
Gold Anchor (5) 52+ 1.4 42 +1.4 21+1.4 24 +1.4 15+14 16+14
ZrO5 (8) 6.1+1.4 53+14 3114 32+1.4 29+14 25+14

The given error on the perturbation value is the statistical uncertainty.
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TABLE 10 | Maximum cold spot values and their position behind the fiducial
marker along the beam axis for 6 different markers (Table 1), computed with

FLUKA simulations.

Marker Cold spot (%) z position (mm)
Visicail (1) 43+14 41+£05
Visicoll (2) 75+14 46+05
Visicail (3) 3.6+14 3.6+05
Visicoil (4) 84+14 51+05
Gold Anchor (5) 57+1.4 26+0.5
2105 (8) 34+14 46+05

The given error on the cold spot value is the statistical uncertainty.

DATA AVAILABILITY STATEMENT

The original contributions presented in the study are included in
the article/supplementary material. Further inquiries can be
directed to the corresponding author.

AUTHOR CONTRIBUTIONS

coated), can be recommended for image guidance in proton therapy
since they provide a good trade-off between visibility versus dose
perturbation. In principle, even smaller markers could be used as
long as they are still visible on the daily imaging method.

Conceptualization and methodology: C-AR, FH, CS, and UW.
Investigation: C-AR, FH, and CS. Resources: OJ, SE, KH, and SB.
Project administration, OJ, SE, KH, SB, MD, and UW. Original
draft of the manuscript: C-AR. All authors contributed to the
article and approved the submitted version.

Frontiers in Oncology | www.frontiersin.org

March 2022 | Volume 12 | Article 830080


https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

Reidel et al.

Fiducial Markers in Proton Therapy

ACKNOWLEDGMENTS

We would like to thank the Heidelberg Ion Therapy Center
(HIT) for providing the beam to perform several measurements.
We thank RadioMed, an IZI Medical company, for providing the

REFERENCES

1.

10.

11.

12.

13.

14.

15.

16.

Schardt D, Elsdsser T, Schulz-Ertner D. Heavy-Ion Tumor Therapy: Physical
and Radiobiological Benefits. Rev Mod Phys (2010) 82:383. doi: 10.1103/
RevModPhys.82.383

. Durante M, Orecchia R, Loeffler JS. Charged-Particle Therapy in Cancer:

Clinical Uses and Future Perspectives. Nat Rev Clin Oncol (2017) 14:483.
doi: 10.1038/nrclinonc.2017.30

. Balter JM, Sandler HM, Lam K, Bree RL, Lichter AS, Haken RKT.

Measurement of Prostate Movement Over the Course of Routine
Radiotherapy Using Implanted Markers. Int J Radiat Oncol Biol Phys
(1995) 31:113-8. doi: 10.1016/0360-3016(94)00382-U

. Crook J, Raymond Y, Salhani D, Yang H, Esche B. Prostate Motion During

Standard Radiotherapy as Assessed by Fiducial Markers. Radiother Oncol
(1995) 37:35-42. doi: 10.1016/0167-8140(95)01613-L

. Haken RT, Forman ], Heimburger D, Gerhardsson A, McShan D, Perez-

Tamayo C, et al. Treatment Planning Issues Related to Prostate Movement in
Response to Differential Filling of the Rectum and Bladder. Int ] Radiat Oncol
Biol Phys (1991) 20 6:1317-24. doi: 10.1016/0360-3016(91)90244-X

. Coronel E, Cazacu I, Sakuraba A, Luzuriaga Chavez A, Uberoi A, Geng Y,

et al. EUS-Guided Fiducial Placement for GI Malignancies: A Systematic
Review and Meta-Analysis. Gastrointest Endosc (2019) 89:659-70.e18.
doi: 10.1016/j.gie.2018.10.047

. Bhutani MS, Herman JM. Endoscopic Ultrasound-Guided Fiducial

Placement for Gastrointestinal Malignancies. Gastroenterol Hepatol (2019)
15:167.

. Habermehl D, Henkner K, Ecker S, Jikel O, Debus J, Combs SE. Evaluation of

Different Fiducial Markers for Image-Guided Radiotherapy and Particle
Therapy. ] Radiat Res (2013) 54:i61-8. doi: 10.1093/jrr/rrt071

. Handsfield LL, Yue NJ, Zhou ], Chen T, Goyal S. Determination of Optimal

Fiducial Marker Across Image-Guided Radiation Therapy (IGRT) Modalities:
Visibility and Artifact Analysis of Gold, Carbon, and Polymer Fiducial
Markers. ] Appl Clin Med Phys (2012) 13:181-9. doi: 10.1120/jacmp.
v13i5.3976

Slagowski JM, Colbert LE, Cazacu IM, Singh BS, Martin R, Koay EJ,
et al. Evaluation of the Visibility and Artifacts of 11 Common Fiducial
Markers for Image Guided Stereotactic Body Radiation Therapy in the
Abdomen. Pract Radiat Oncol (2020) 10:434-42. doi: 10.1016/
j-prro.2020.01.007

Huang JY, Kerns JR, Nute JL, Liu X, Balter PA, Stingo FC, et al. An Evaluation
of Three Commercially Available Metal Artifact Reduction Methods for CT
Imaging. Phys Med Biol (2015) 60:1047-67. doi: 10.1088/0031-9155/60/3/
1047

Highland VL. Some Practical Remarks on Multiple Scattering. Nucl Instrum
Meth (1975) 129:497-9. doi: 10.1016/0029-554X(75)90743-0

Highland. Erratum. Nucl Instrum Meth (1979) 161:171. doi: 10.1016/0029-
554X(79)90379-3

Newhauser W, Fontenot J, Koch N, Dong L, Lee A, Zheng Y, et al. Monte
Carlo Simulations of the Dosimetric Impact of Radiopaque Fiducial Markers
for Proton Radiotherapy of the Prostate. Phys Med Biol (2007) 52:2937.
doi: 10.1088/0031-9155/52/11/001

Giebeler A, Fontenot J, Balter P, Ciangaru G, Zhu R, Newhauser W. Dose
Perturbations From Implanted Helical Gold Markers in Proton Therapy of
Prostate Cancer. ] Appl Clin Med Phys (2009) 10:63-70. doi: 10.1120/
jacmp.v10i1.2875

Herrmann R, Carl J, Jakel O, Bassler N, Petersen JB. Investigation of the
Dosimetric Impact of a Ni-Ti Fiducial Marker in Carbon Ion and Proton
Beams. Acta Oncol (2010) 49:1160-4. doi: 10.3109/0284186X.2010.505934

Visicoil fiducial markers studied in this work. We also want to
thank the mechanical workshop at GSI for their help for building
many mechanical parts to improve the experimental setup. We
would like to thank Dr. Lennart Volz for the fruitful explanations
about imaging.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35

Cheung J, Kudchadker RJ, Zhu XR, Lee AK, Newhauser WD. Dose
Perturbations and Image Artifacts Caused by Carbon-Coated Ceramic and
Stainless Steel Fiducials Used in Proton Therapy for Prostate Cancer. Phys
Med Biol (2010) 55:7135. doi: 10.1088/0031-9155/55/23/s13

Huang JY, Newhauser WD, Zhu XR, Lee AK, Kudchadker R]. Investigation of
Dose Perturbations and the Radiographic Visibility of Potential Fiducials for
Proton Radiation Therapy of the Prostate. Phys Med Biol (2011) 56:5287.
doi: 10.1088/0031-9155/56/16/014

Gleeson FC, Tryggestad EJ, Remmes NB, Beltran CJ, Kruse JJ, Haddock MG,
et al. Knowledge of Endoscopic Ultrasound-Delivered Fiducial Composition
and Dimension Necessary When Planning Proton Beam Radiotherapy.
Endosc Int Open (2018) 6:E766-8. doi: 10.1055/a-0588-4800

Reidel CA, Schuy C, Horst F, Ecker S, Finck C, Durante M, et al. Fluence
Perturbation From Fiducial Markers Due to Edge-Scattering Measured With
Pixel Sensors for '*C Ion Beams. Phys Med Biol (2020) 65(8):085005.
doi: 10.1088/1361-6560/ab762f

Haberer T, Debus J, Eickhoff H, Jikel O, Schulz-Ertner D, Weber U. The
Heidelberg Ion Therapy Center. Radiother Oncol (2004) 73:5186-90.
doi: 10.1016/S0167-8140(04)80046-X

Valin I, Hu-Guo C, Baudot J, Bertolone G, Besson A, Colledani C, et al. A
Reticle Size CMOS Pixel Sensor Dedicated to the STAR HFT. J Instrum (2012)
7:C01102. doi: 10.1088/1748-0221/7/01/C01102

Ferrari A, Sala PR, Fasso A, Ranft J. Fluka: A Multi-Particle Transport Code.
(2005) CERN-2005-10. doi: 10.2172/877507

Bohlen T, Cerutti F, Chin M, Fasso A, Ferrari A, Ortega P, et al. The FLUKA
Code: Developments and Challenges for High Energy and Medical Applications.
Nucl Data Sheets (2014) 120:211-4. doi: 10.1016/j.nds.2014.07.049

Battistoni G, Bauer J, Boehlen TT, Cerutti F, Chin MPW, Dos Santos Augusto
R, et al. The FLUKA Code: An Accurate Simulation Tool for Particle Therapy.
Front Oncol (2016) 6:116. doi: 10.3389/fonc.2016.00116

Schneider CA, Rasband WS, Eliceiri KW. NIH Image to Imagej: 25 Years of
Image Analysis. Nat Methods (2012) 9:671. doi: 10.1038/nmeth.2089

Finck C, Karakaya Y, Reithinger V, Rescigno R, Baudot ], Constanzo J, et al.
Study for Online Range Monitoring With the Interaction Vertex Imaging
Method. Phys Med Biol (2017) 62:9220. doi: 10.1088/1361-6560/aa954e
Brun R, Rademakers F. ROOT - an Object Oriented Data Analysis Framework.
Nucl Instrum Meth A (1997) 389:81-6. doi: 10.1016/S0168-9002(97)00048-X
Agostinelli S, Allison J, Amako K, Apostolakis J, Araujo H, Arce P, et al.
Geant4—A Simulation Toolkit. Nucl Instrum Meth A (2003) 506:250 — 303.
doi: 10.1016/50168-9002(03)01368-8

Rescigno R, Finck C, Juliani D, Spiriti E, Baudot J, Abou-Haidar Z, et al.
Performance of the Reconstruction Algorithms of the FIRST Experiment Pixel
Sensors Vertex Detector. Nucl Instrum Meth A (2014) 767:34-40.
doi: 10.1016/j.nima.2014.08.024

Reidel CA, Finck C, Schuy C, Rovituso M, Weber U. Alignment Procedure of
Silicon Pixel Detectors for Ion-Beam Therapy Applications. Nucl Instrum
Meth A (2019) 931:142-50. doi: 10.1016/j.nima.2019.03.042

Simeonov Y, Weber U, Schuy C, Engenhart-Cabillic R, Penchev P, Durante M,
et al. Monte Carlo Simulations and Dose Measurements of 2D Range-
Modulators for Scanned Particle Therapy. Z Med Phys (2020) 31:203-4.
doi: 10.1016/j.zemedi.2020.06.008

Tarasov O, Bazin D. LISE++: Radioactive Beam Production With in-Flight
Separators. Nucl Instrum Meth B (2008) 266:4657-64. doi: 10.1016/
j.nimb.2008.05.110

Weber U. Volumenkonforme Bestrahlung Mit Kohlenstoff-Ionen Zur
Vorbereitung Einer Strahlentherapie. Ph.D. Thesis. Universitit Kassel (1996).
. Reidel CA, Schuy C, Finck C, Horst F, Boscolo D, Baudot J, et al.
Response of the Mimosa-28 Pixel Sensor to a Wide Range of Ion Species

Frontiers in Oncology | www.frontiersin.org

March 2022 | Volume 12 | Article 830080


https://doi.org/10.1103/RevModPhys.82.383
https://doi.org/10.1103/RevModPhys.82.383
https://doi.org/10.1038/nrclinonc.2017.30
https://doi.org/10.1016/0360-3016(94)00382-U
https://doi.org/10.1016/0167-8140(95)01613-L
https://doi.org/10.1016/0360-3016(91)90244-X
https://doi.org/10.1016/j.gie.2018.10.047
https://doi.org/10.1093/jrr/rrt071
https://doi.org/10.1120/jacmp.v13i5.3976
https://doi.org/10.1120/jacmp.v13i5.3976
https://doi.org/10.1016/j.prro.2020.01.007
https://doi.org/10.1016/j.prro.2020.01.007
https://doi.org/10.1088/0031-9155/60/3/1047
https://doi.org/10.1088/0031-9155/60/3/1047
https://doi.org/10.1016/0029-554X(75)90743-0
https://doi.org/10.1016/0029-554X(79)90379-3
https://doi.org/10.1016/0029-554X(79)90379-3
https://doi.org/10.1088/0031-9155/52/11/001
https://doi.org/10.1120/jacmp.v10i1.2875
https://doi.org/10.1120/jacmp.v10i1.2875
https://doi.org/10.3109/0284186X.2010.505934
https://doi.org/10.1088/0031-9155/55/23/s13
https://doi.org/10.1088/0031-9155/56/16/014
https://doi.org/10.1055/a-0588-4800
https://doi.org/10.1088/1361-6560/ab762f
https://doi.org/10.1016/S0167-8140(04)80046-X
https://doi.org/10.1088/1748-0221/7/01/C01102
https://doi.org/10.2172/877507
https://doi.org/10.1016/j.nds.2014.07.049
https://doi.org/10.3389/fonc.2016.00116
https://doi.org/10.1038/nmeth.2089
https://doi.org/10.1088/1361-6560/aa954e
https://doi.org/10.1016/S0168-9002(97)00048-X
https://doi.org/10.1016/S0168-9002(03)01368-8
https://doi.org/10.1016/j.nima.2014.08.024
https://doi.org/10.1016/j.nima.2019.03.042
https://doi.org/10.1016/j.zemedi.2020.06.008
https://doi.org/10.1016/j.nimb.2008.05.110
https://doi.org/10.1016/j.nimb.2008.05.110
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

Reidel et al.

Fiducial Markers in Proton Therapy

and Energies. Nucl Instrum Meth A (2021) 1017:165807. doi: 10.1016/
j.nima.2021.165807

Newhauser WD, Koch NC, Fontenot JD, Rosenthal SJ, Gombos DS, Fitzek
MM, et al. Dosimetric Impact of Tantalum Markers Used in the Treatment of
Uveal Melanoma With Proton Beam Therapy. Phys Med Biol (2007) 52:3979.
doi: 10.1088/0031-9155/52/13/021

Matsuura T, Maeda K, Sutherland K, Takayanagi T, Shimizu S, Takao S, et al.
Biological Effect of Dose Distortion by Fiducial Markers in Spot-Scanning
Proton Therapy With a Limited Number of Fields: A Simulation Study. Med
Phys (2012) 39:5584-91. doi: 10.1118/1.4745558

36.

37.

Conlflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Reidel, Horst, Schuy, Jikel, Ecker, Henkner, Brons, Durante and
Weber. This is an open-access article distributed under the terms of the Creative
Commons Attribution License (CC BY). The use, distribution or reproduction in other
forums is permitted, provided the original author(s) and the copyright owner(s) are
credited and that the original publication in this journal is cited, in accordance with
accepted academic practice. No use, distribution or reproduction is permitted which
does not comply with these terms.

Frontiers in Oncology | www.frontiersin.org

March 2022 | Volume 12 | Article 830080


https://doi.org/10.1016/j.nima.2021.165807
https://doi.org/10.1016/j.nima.2021.165807
https://doi.org/10.1088/0031-9155/52/13/021
https://doi.org/10.1118/1.4745558
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

	Experimental Comparison of Fiducial Markers Used in Proton Therapy: Study of Different Imaging Modalities and Proton Fluence Perturbations Measured With CMOS Pixel Sensors
	1 Introduction
	2 Materials and Methods
	2.1 Fiducial Markers
	2.2 Imaging Study
	2.2.1 Streak Artifacts on Treatment Planning CT
	2.2.2 Visibility on X-Ray Projections and In-Room Mobile CT Images

	2.3 Fluence Perturbation Measurements
	2.3.1 Mimosa-28 Pixel Sensor and Software Analysis
	2.3.2 Experimental Setup
	2.3.3 Beam Profile Analysis
	2.3.4 Fluence Distribution Analysis

	2.4 Monte Carlo Simulations
	2.4.1 Setup Geometry
	2.4.2 Benchmarking
	2.4.3 Dose Distribution


	3 Results
	3.1 Imaging Study
	3.1.1 Treatment Planning CT Streak Artifacts
	3.1.2 X-Ray Visibility

	3.2 Fluence Perturbation: CMOS Measurements
	3.2.1 Single-Energy Proton Beam
	3.2.2 2D Range Modulator

	3.3 Monte Carlo Simulations
	3.3.1 Initial Beam Parameter Tuning
	3.3.2 Fluence Perturbation Comparison With Marker
	3.3.3 Dose Perturbation: FLUKA Simulations


	4 Discussion
	5 Conclusions
	Data Availability Statement
	Author Contributions
	Acknowledgments
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


