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Abstract

Background /Purpose: The aperture shape controller (ASC) was introduced in the
Eclipse treatment planning system to reduce plan complexity by counteracting irregu-
lar multileaf collimator (MLC) shapes. This should lead to decreased difference between
the planned and measured dose distribution. The ASC was investigated to examine if it
could limit plan complexity so that the planned and measured dose distributions are more
consistent with each other, without compromising plan quality. The different ACS levels
were studied with the aim to find the most optimal level regarding both agreement between
measured and planned dose as well as plan quality.

Material and methods: Fifteen patients from three treatment sites; prostate, prostate
including adjuvant lymph nodes (prostate lgl) and head and neck (H&N), were used in
this study. A volumetric modulated arch therapy (VMAT) treatment plan using ASC
level "Very low" was optimized for each patient. Six VMAT plans were then re-optimized
for each of the patients using the same optimization objectives as for the original "Very
low" plan, the only parameter changed was the ASC level. The plan quality was evalu-
ated using homogeneity index (HI), conformity index (CI) and dose-volume histograms
(DVH) parameters where the statistical significance was examined through Friedman tests
and post hoc Wilcoxon tests. Two different complexity metrics, the modulated complexity
score (MCS,) and the edge area metric (EAM), were calculated for each treatment plan.
The agreement between planned and delivered dose distribution was evaluated through
measurements on a Varian TrueBeam using a Delta* phantom+ (ScandiDos AB). The cor-
relation between the gamma analysis pass rate (3 % / 2 mm and 2 % / 2 mm) and plan
complexity was analyzed using scatter plots and statistically investigated using Spearmans
correlation tests.

Result: Generally, only small differences were observed in plan quality between the dif-
ferent ASC levels. In general, a higher ASC level decreased the complexity, and this trend
was most prominent for the EAM. All plans passed the clinical pass rate at SUS (90 % for
3% / 2mm). A correlation between both investigated pass rates and EAM (p = 0.000 and
p = 0.000) and MCS, (p = 0.003 and p = 0.045) was detected for the prostate patients.
No correlation was observed for the prostate lgl and H&N.

Conclusions: In general, the plan complexity decreased without compromising plan qual-
ity for higher ASC levels. However, a better agreement between the planned and delivered
dose was not found. An ASC level between "Very low" and "High" is optimal as the plan
quality is not affected and the plan complexity is reduced for these levels.



Popular scientific summary in Swedish:
En ny teknik som kan gora stralbehandlingsplaner mindre komplexa

Alla paverkas av cancer, direkt eller indirekt och under de senaste decennierna har an-
talet cancerfall 6kat. Med stralbehandling kan man bekdmpa cancern genom att bestrala
tumoren med joniserande stralning samtidigt som man férscker skydda omkringliggande
frisk vivnad i den man det gar. Med dagens teknik kan man uppna béattre tumorkontroll
samtidigt som den friska vivnaden kan skyddas i storre utrstréackning, men i och med detta
genereras aven mer komplexa behandlingsplaner.

En vanlig stralbehandlingsteknik &r "volumetric modulated arc therapy" (VMAT). Maski-
nen som anvands for att bestrala tumoren roterar da runt patienten samtidigt som stralfal-
tet formas (moduleras) med hjélp av bland annat en flerbladskollimator (MLC). MLCn
bestar av flera sma wolframblad vars 6ppning justeras under bestralningen fér att passa
tumorens form samtidigt som héansyn tas till riskorgan och tidigare dosbidrag med mera.
Desto mer modulerad en plan &r, desto mer komplex brukar den vara. VMAT-planer bestar
ofta av sma och oregelbundna MLC-6ppningar, vilket innebér att det kan bli svarare att
berdkna och leverera stralningen korrekt, man far alltsa en &n mer komplex plan. Detta
kan i sin tur medfora en skillnad mellan den planerade och levererade stralningsfordelnin-
gen till patienten.

Ett forsok till att 16sa problemet med komplexa VMAT-planer ar att géra MLC-formen
jdmnare. En ny funktion, som kallas "aperture shape controller" (ASC), har utvecklas
av en leverantor for att gora just detta. Genom att anvinda ASCn forvéntas skillnaden
mellan den planerade och levererade stralningsfordelningen bli mindre.

ASCn har sex olika nivaer som avgor hur mycket vikt som ldggs pa att géra MLC 6pp-
ningarna jamna. Syftet med detta arbete var att forsoka identifiera en optimal ASC niva
genom att framstalla VMAT-planer med olika ASC-nivaer for 15 patienter med prostata-
cancer och cancer i huvud/hals omradet. Planernas komplexitet och kvalité (d.v.s. hur vl
planmalen uppfylls) berdknades och planerna levererades till ett métfantom for att kunna
jamfora skillnaden mellan den planerade och levererade stralningsfordelningen. Detta
gjordes for att undersoka om ASCn kan begridnsa komplexiteten utan att plankvalitén
paverkas samt hitta en lamplig niva pa ASCn.

Resultatet fran denna studie visar att ASCn jamnade ut MLC 6ppningen och gjorde den
planerade behandlingsplanen mindre komplex utan att forsdmra plankvalitén i nagon storre
utstrickning. Skillnaden mellan planerad och levererad straldos tycks dock inte paverkas.
Den optimala ASC nivan skiljer sig ocksa mellan patienterna. Detta gor det svart att
bestdmma vilken niva som generellt &r den bésta. Slutsatsen fran dessa resultat ar att
anvanda nést hogsta nivan eller lagre, dock inte ha den avstangd. Ytterligare studier med
fler patienter behéver goras for att kunna precisera detta.
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Abbreviations and acronyms

3DCRT - Three dimensional conformal radiation therapy
AAA - Anisotropic analytical algorithm
AAV - Aperture area variability

ASC - Aperture shape controller

CI - Conformity index

CT - Computed tomography

CTV - Clinical target volume

EBRT - External beam radiotherapy
GTV - Gross target volume

HI - Homogeneity index

H&N - Head and neck

HU - Hounsfield unit

IMRT - Intensity modulated radiotherapy
IMAT - Intensity modulated arc therapy
LINAC - Linear accelerator

LSV - Leaf sequence variability

MCS - Modulated complexity score

MLC - Multileaf collimator

MU - Monitor units

OAR - Organ at risk

PIV - Prescription isodose volume
PMMA - Polymethylmethacrylate

PO - Photon optimizer

PTV - Planning target volume

QA - Quality assurance

QC - Quality control

RT - Radiation therapy

SIB - Simultaneous integrated boost

SUS - Skéanes universitetssjukhus (Skanes university hospital)
TV - Target volume

TPS - Treatment planning system
VMAT - Volumetric modulated arc therapy
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1. Introduction

Since 1970, the number of cancer cases has more than doubled in Sweden and in 2018 more
than 60 000 people were diagnosed with cancer [1, 2]. One way to treat cancer is through
external beam radiotherapy (EBRT), where the aim is to kill cancer cells while trying to
spare surrounding healthy tissue as much as possible [3].

In EBRT, ionizing radiation is generally produced by a linear accelerator (LINAC) where
electrons are accelerated and hits a metal target. This impact will make the electrons slow
down in a bremsstrahlung process creating high energy x-rays. The x-ray beam will pass
through several different components in the LINAC gantry, one of them is the multileaf
collimator (MLC). The MLC consists of a number of individual collimators (leaves), typ-
ically 5 or 10 mm wide, that move independently of one another to shape the beam after
the tumor’s size and shape while shielding organs at risk (OAR) for conventional EBRT [4].

Throughout the years different techniques have been developed in order to shape the beam
more and more to the tumor and to spare OARs, i.e. making the dose distribution more
conform to the treatment volume. The most common techniques used in a clinical envi-
ronment today is three dimensional conformal radiation therapy (3DCRT') and volumetric
modulated arc therapy (VMAT). The differences between the two methods is that forward
planning is used for 3DCRT while VMAT uses inverse planning [5, 6, 7|. Forward planning
means that the treatment consists of a number of static fields, set and shaped by the plan-
ner after the patient anatomy. For inversed planning the desired dose is described by goals
and restrictions. The fields are then created and optimized through an automated iterative
process that tries to solve the objectives for the desired dose distribution. For VMAT the
gantry rotates around the patient in an arc, at the same time as the MLC moves, all under
ongoing irradiation.

VMAT have led to better tumor control compared to 3DCRT [8, 9] at the expense of a
low dose bath. VMAT technology has also reduced treatment time compared to intensity
modulated radiation therapy (IMRT) [10]. However, VMAT treatment plans are in their
nature more complex. This originates from the fact that treatments are delivered during
continuous movement of gantry and MLC and dose rate modulation, as well as the iterative
optimization process which tends to generate irregular ML.C shapes and small leaf openings.
This in turn makes it troublesome for the algorithms to calculate the dose accurately [11].
These plans may also be more difficult for the LINAC to deliver correctly, resulting in a
difference between the planned and measured dose. At Skane University Hospital (SUS), a
dosimetric quality control (QC) measurement, of every VMAT plan is made before patient
treatment to ensure that the difference between planned and measured dose is not too high.
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To solve the problem with complex VMAT plans a new feature, called aperture shape
controller (ASC), has been developed by Varian Medical Systems (Palo Alto, California,
USA). The ASC will supposedly limit the plan complexity by making the MLC shape more
even, i.e. small and irregular MLC shapes should be reduced [12|. The weight of the ASC
differs between six levels from "Off" to "Very high". "Off" means it will not limit the ML.C
shape at all and "Very high" will limit the shape as much as possible. The ASC has not
yet been fully tested and implemented in the clinic at SUS.

1.1 Aim

The aim of this thesis was to investigate if the ASC can limit the plan complexity so that
the planned and measured dose distributions are more consistent with each other, without
compromising plan quality. The different ACS levels were studied with the aim to find the
most optimal level regarding both agreement between measured and planned dose as well
as plan quality.



2. Background and theory

2.1 External beam radiotherapy

Before undergoing radiation therapy (RT), different imaging modalities can be used to lo-
cate the tumor. A computed tomography (CT) scan is performed on every patient in order
to create a treatment plan. Multiple x-ray images are acquired during a C'T by rotating
the detector and x-ray source around the patient while moving the couch [13]. These im-
ages are reconstructed to get a set of images, each showing a slice of the patient’s tissue
structure. Each slice is built up by voxels, and each voxel value represents the attenuation
of the photons. The attenuation measured in a voxel is related to the linear attenuation
in water and air to get the Hounsfield Unit (HU), which is a standardized way to express
CT numbers.

The images from the different modalities are used to define and delineate target volumes
and OARs. The gross target volume (GTV) represents the volume where the tumor cell
density is high [14]. The clinical target volume (CTV) includes the GTV and/or suspected
tumor infiltration, i.e. microscopic malignant cells that may have spread outside the GTV.
The planning target volume (PTV) includes the CTV and a margin where uncertainties
in setup and internal movement are accounted for. OARs and other normal tissues, that
might affect the treatment planning, are delineated as well.

Based on the delineated structures, a treatment plan is created using the CT images either
through forward or inversed planning. The dose distribution is calculated with a dose
calculation algorithm based on the translated HU values for each voxel in the CT image.

A quality assurance (QA) process can include several QC instances to verify that dif-
ferent steps in the workflow functions properly. To ensure the delivery system, i.e. the
LINAC, performs as intended, a QC of the treatment plan is made, e.g. by delivering
the treatment plan to a phantom. The measured dose distribution is then compared to
the calculated /planned dose distribution. When the treatment plan is approved, regarding
plan quality and delivery, the treatment of the patient can start.

2.2  Volumetric modulated arc therapy

IMRT was conceptually introduced by Brahme [5] in the late 80’s. Compared to 3DCRT,
inverse planning is applied. There are two IMRT methods, dynamic, where the MLC leaves
move during irradiation and step-and-shoot, where the leaves only move when the beam is
off [8]. With IMRT a better conformity was achieved, with improved target coverage while
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sparing OAR to a greater extent. However, a larger volume of healthy tissue will receive
low absorbed dose instead of a smaller proportion of healthy tissue receiving a higher dose
("low dose bath").

Yu [6] presented intensity modulated arc therapy (IMAT) in 1995. The gantry rotates
around the patient in an arc, at the same time as the MLC moves, all under ongoing
irradiation. However, several arcs (four to six arcs) were needed in order to deliver an
adequate treatment plan as constraints on the MLC leaf position change had to be place
in order for the gantry to move continuously, making the process time consuming.

Thirteen years later Otto [7]| introduced VMAT to solve the problem with IMAT. One to
two arcs could deliver the plan, making the process more time efficient. Today, VMAT is a
commonly used technique to treat cancer patients. VMAT is more time efficient, accurate
in delivery and a more conform method compared to SDCRT and IMRT. For a VMAT
treatment, the ML.C shape, gantry rotation speed and dose rate varies continuously during
irradiation.

A VMAT treatment plan is inversely optimized where the optimization parameters are
MLC leaf position and monitor unit (MU) weights [7]. The optimization is done itera-
tively to find the minimum value of the objective function which governs the cost and
goodness of the plan with a single value. The objective function is based on dose-volume
constrains which are specified and prioritized by the operator to get the desired dose dis-
tribution.

For VMAT optimization in the Eclipse (Varian Medical Systems) treatment planning sys-
tem (TPS), the optimization is divided into four so called multi-resolution (MR) levels
[12]. In the first level, ten fixed angles over the arc, so called control points, are chosen
for optimization and the objective function is calculated and driven towards its minimum.
At the end of MR level 1, new control points are added in between the first ten and the
optimization objectives are recalculated. This continues until MR level 4 when all control
points (e.g. 178 control points for one arc) have been added.

2.3 Dose calculation

The absorbed dose distribution can be calculated with different algorithms. Generally
the algorithms are divided into three groups according to how the transport of secondary
particles is handled [15, 16]. For type a the lateral transport changes between different
density regions are not modeled. The changes in lateral electron transport are approxi-
mately modeled for in type b. The further advanced type, type c, takes the change into
consideration even more precisely. The HU values from the CT images are used to account
for heterogeneities.
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Eclipse has the option to use either type b; Anisotopic Analytical Algorithm (AAA) or
type c¢; the Acuros XB, for photon beams to calculate the dose distribution for VMAT
plans [12]. The AAA is a 3D pencil beam algorithm where the primary and secondary
photons and scattered electrons are calculated from separated convolution models that
are superpositioned. Scatter kernels, scaled in the lateral and longitudinal direction, are
used to correct for heterogeneities. Acuros XB calculates the dose distribution even more
accurately and the accuracy in the calculation is similar to Monte Carlo simulations. Acuros
XB explicitly solves the equation that describes the linear macroscopic interactions of
radiation particles; the linear Boltzmann transport equation.

2.4 Plan complexity

In this context, the term complexity refers to how complex the modulation is, i.e. how
the photon fluence is altered. A treatment plan can be more or less modulated depending
on patient anatomy, optimization constraints, TPS, TPS version, treatment design and
LINAC abilities. The more modulated a plan is the more complex it becomes. To quantify
the plan complexity different complexity metrics have been introduced. The metrics are
often governed by LINAC parameters and plan properties like MU, fluence, gantry speed,
dose rate and MLC positioning. Examples of such metrics are the modulated complexity
score (MCS,) [17] and the edge area metric (EAM) [18], which are described in more detail
in section 2.4.2 and 2.4.3.

The different complexity metrics can complement or reduce time consuming QC measure-
ments of treatment plans [19]. By scoring the complexity of a plan the choice between
competing plans could be simplified. It could also be used to reduce the plan complexity
at an early stage in the planning process. Finally, it has the potential to decide whether
or not a QC measurement of a plan should be performed. The complexity of a treatment
plan is, however, dependent on several various factors as stated above, and the different
metrics takes different factors into consideration. Therefore, it may be necessary to use
more than one metric.

When VMAT was introduced in the clinic it decreased treatment time leading to less patient
motion and improved comfort for patients [20, 21]. However, due to inverse optimization
VMAT plans may have small leaf gaps and irregular aperture shapes. The dose calculation
for these irregular and small shaped segments can be less accurate compared to larger
fields, due to lack of charged particle equilibrium [11]. With more complex apertures the
demand on the leaf positioning accuracy also becomes greater making the dose delivery
more difficult [22]. Hence, it would be desirable to find a way to reduce the plan complexity
without compromising plan quality.
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2.4.1 Aperture shape controller

The ASC can decrease the plan complexity by making the MLC shape more even [12].
This feature penalizes differences in adjacent MLC leaf positions to counteract irregular
MLC shapes. The penalty is added to the objective function and the weight of it is chosen
by the operator. There are six different levels; "Off", "Very low", "Low", "Moderate",
"High" and "Very high". Figure 2.1 shows an example of the MLC shape for two different
ASC levels for the same patient and gantry angle.

(b)

Figure 2.1: Example of the MLC shape for ASC level "Very low" (a) and "Very high" (b). The X1
MLC bank in light blue and the X2 bank in dark blue.

By controlling the aperture shape the plan complexity should be reduced leading to less
QC failures and improved accuracy in dose delivery. For higher ASC levels the vendor
recommends using convergence mode "on" or "extended" instead of "off", meaning that
the number of iterations in the plan optimization is increased in the different MR levels.
Convergence mode "on" increases the number of iterations compared to "off" by a factor
of 2.5, 2.0, 1.0 and 1.0 for MR level 1, 2, 3 and 4 respectively.

2.4.2 Modulated complexity score

In 2010, McNiven et al. [17] combined MLC shape, aperture area and MU weight into a
complexity metric for IMRT plans, the MCS. Irregular shape, small apertures and large
MU differences leads to more complex plans. The score depends on the leaf sequence
variability, aperture area variability and MU weight. Three years later, Masi et al. [23]

6
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adjusted their definition to include VMAT plans, the MCS,,.

In the metric, the irregularity of the MLC shape is represented by the leaf sequence vari-
ability (LSV), which considers the position difference between the adjacent MLC leaves for
both banks. The LSV for VMAT plans is defined as:

N-1
Z (posmax - |pOSn - posn+l|>
LSV, = | 2=
P (N - 1) " POSpax
leftbank
N (2.1)
21 (POSmax — [POS,, — POS,,14])
(N - 1) " POSihax
rightbank

Leaves outside of the Y-jaws are not accounted for in this equation. N is the number of
leaves and the leaf coordinate positions is denoted "pos". The change in position is relative
to the maximum possible change in the control point according to:

POSax (CP) = (max(pos,,e ) — min(pos,ex)) (2.2)

The variation in area is described by the aperture area variability (AAV). For each control
point the distance between opposite leaves is calculated and normalized to the maximum

area in the arc, which is defined by the maximum opening for each leaf pair over all control
points in the arc. The AAV for VMAT is expressed as:

A
Z (<posa>leftbank - <posa>rightbank)
a=1

AAV,, = (2.3)

A

Z ( (max(posa) > leftbank€arc — ( <maX(POSa) > rightbank€arc
a=1

A is the number of leaves in the arc.
The MCS, is calculated by weighting the mean value of LSV p and AAV ¢p with the relative

MU delivered between two consecutive control points, i.e. CP;;;1, which is averaged over
all the control points in the arc according to:

I-1

MCS, = Z |:<AAVCP1' + AAVepiia)
- 2
p (2.4)
_(LSVCPi + LSVepita) - MUcpiit
2 MU,,.

The MCS, varies between zero and unity, where a lower score signifies higher complexity.

7
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2.4.3 Edge area metric

A different way to score the plan complexity is the EAM developed by Gotstedt et al. [18].
It is based on the relative size of the region around the MLC edges defined accordingly:

Ry
Ry + Ry
where R; and R, are different regions that the MLC openings are divided into. The area
represented by the 5 mm distance on both sides of the MLC borders, 2.5 mm inside and
outside of the opening, is confined as one region, R;. The remainder of the open area within
the MLC opening is accounted for in the other region, Ry. The result varies between zero
and unity, where higher values of EAM represents a higher plan complexity, thus showing
the opposite relationship as the MCS,, metric. Figure 2.2 shows an example of how R; is
calculated, by taking 2.5 mm inside and outside the opening (white) for every leaf, for two
different MLC openings represented by different ASC levels.

EAM = (2.5)

Distarce: 050 arn

UEH 2
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[ Distance: D500 crm

(b)

Figure 2.2: Example of how EAM is calculated for two different MLC openings with ASC level "Very
low" (a) and "Very high" (b). EAM will be much higher (and therefore more complex) for the MLC
opening in (a) compared to (b) since the ratio of Ry and Ry will be much higher.

2.5 Delta* phantom

The dosimetric accuracy of a VMAT plan is often verified through a QC measurement
before patient treatment, e.g. by delivering the planned treatment to a phantom and
comparing the measured dose distribution with the calculated/planned dose distribution.
An example of such a phantom is the wireless Delta’ phantom+ (ScandiDos AB, Uppsala,
Sweden). It is a Polymethylmethacrylate (PMMA) cylindrical phantom, with a diameter
of 22 ¢cm and length of 40 cm. It consists of two orthogonal detector planes containing
1069 p-Si diodes. The distance between the detector elements is 0.5 cm in the central area
(6 x 6 cm?) and 1 cm outside the centre [24]. The measured dose distribution is compared
to the calculated dose distribution from the TPS through gamma evaluation, which is
explained in section 2.6.4.
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2.6 Evaluation

Different methods exist to evaluate plan quality, which in this context refers to the dosimet-
ric parameters evaluated on the planned dose distribution, and for comparison of planned
and measured dose distributions, the plan verification (QC). For example the plan quality
can be analyzed with dose-volume histograms (DVH). Two other examples of plan quality
metrics are the dose homogeneity and conformity [14]. To compare a planned and delivered
dose distribution the so called gamma index may be used.

2.6.1 Dose-volume histogram

A DVH is calculated for the different delineated structures, and is often used to determine if
the dose constraints in a clinical setting are fulfilled for the treatment plan and to compare
different treatment plans. The voxels in the irradiated volume are sorted out with respect
to the dose they have received for a given interval, and plotting the number of voxels as a
function of the dose interval results in a differential DVH (figure 2.3 (a)) [4, 14|. Plotting
the number of voxels that have received a minimum dose gives a cumulative DVH, i.e. a
certain volume that receives a given dose or higher is plotted as a function of dose (figure
2.3 (b)). From the DVH different parameters, such as the minimum, maximum and mean
dose as well as D,y (dose received by 2% of the volume) or V,q, (volume that receives
more than = Gy), can be retrieved. For example, Dyg, is the near-maximum absorbed dose
which is the highest absorbed dose that at least 2 % of the volume obtains.

Relative dose [%]
0 12820 25.641 38461 51.282 64102 76923 89743 102.56

dvolume / dD

10
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Relative dose [%]
0 12620 25,641 38461 51282 84,102 76923 88743 10256

(b)

Figure 2.3: Example of (a) differential and (b) cumulative DVHs for the same prostate treatment plan,
with the prescribed dose 78 Gy/39 fractions. The different lines represent the CTV (pink), PTV (blue),
bladder (yellow), rectum (brown) and left and right femoral head (light and dark green, respectively).

2.6.2 Homogeneity index

The homogeneity index (H 1) is a measure of how homogeneous the dose distribution is in
the considered volume and there are a number of different definitions of it. ICRU - Report
83 [14] defines it as:

(Da2g; — Dosy)
D504
where D,y is the near-maximum absorbed dose. The near-minimum absorbed dose, Dggy,
is the smallest absorbed dose covering 98 % of the volume. The index is normalized to Dsgy
which is the absorbed dose that 50 % of the volume receives. A low HI value represents

high homogeneity.

HI = (2.6)

2.6.3 Conformity index

The conformity index (C1T) is a measure of the overlap between a certain isodose volume
and the volume of the PTV [14, 25]. A good fit around the tumor is indicated by CI =1
and C'I = 0 represents a poor fit. There are different ways to calculate the C'I. In the
method suggested by Paddick [25] CI is calculated as:

_ TVpry TVpry _ TV3ry (2.7)

I
¢ TV PIV (TV - PIV)

11
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where PIV stands for prescription isodose volume and T'V for target volume. Hence,
TVpry is the target volume covered by the prescription isodose volume. This method
equally accounts for under- and overdosage.

2.6.4 Gamma index

Low et al. [26] introduced gamma evaluation as a method to compare planned and mea-
sured dose distributions. It combines two existing methods, the distance to agreement
(DTA) and dose difference, into a numerical index, the gamma index.

Dose difference, or dose deviation, is the difference between calculated, D,., and measured,
D,,, dose, for every position, . To determine the DTA, the distance between a point in the
measured data, r,,, and the closest point in the calculated data, r., with the same dose is
calculated. The dose deviation is more suitable for volumes with a low dose gradient whilst
the DTA is more suitable in regions with a high dose gradient. The gamma evaluation
concept combines these two methods into one metric where DTA and dose difference are
assumed to be equally important.

For each measured point, a gamma value is computed according to:
/r.2 'r'ma TC 52 Tm? TC
Ads, ADs3,

where AD,, is the dose difference criterion and Ad,s is the criterion for the DTA. The
expression for the dose difference, r(7,,,r.), and DTA, §(r,,, r.), are determined by:

T(Tﬂ% TC) = "rc - ""m‘ (29)

and

O(rm,re) = De(re) — Dp(71) (2.10)

The minimum gamma value defines the gamma index according to:

¥(rp) = min {T (7, r.)} V{r.} (2.11)

A point passes the evaluation if (r,,) < 1 and fails if y(7,,) > 1. The gamma pass rate is
the fraction of the examined points that passes the gamma criteria.
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3. Material and method

3.1 Patient data

In this study, 15 patients previously treated with EBRT at SUS were included. Ten prostate
cancer cases and five oropharynx cancer cases. The CTV included only the prostate for
five cases (P1-P5) and for the other five the prostate as well as adjuvant lymph nodes
(prostate lgl) in the pelvis were included (P6-P10). The CTV for the head and neck
(H&N) cases (P11-P15) included one or both tonsils and adjuvant lymph nodes. The
original delineation of the GTV, CTV, PTV and OARs from the clinical treatment plans
were kept for all patients The prescribed absorbed dose was 2 Gy per fraction, resulting
in a total dose of 78 Gy, 50 Gy and 68/54.4 Gy for the prostate, prostate lgl and H&N
patients, respectively. The H&N patients were planned with a Simultaneous Integrated
Boost (SIB) with two dose levels, 68 Gy to the primary tumor and 54.4 Gy to adjuvant
lymph nodes. Figure 3.1 shows examples of delineated structures for the three patient
cohorts.

(a) (b) (c)

Figure 3.1: An example of the delineation for a prostate patient (a), prostate Igl patient (b) and a
H&N patient (c). The CTV and PTV are represented by the pink and blue lines respectively. For (a)
and (b) OARS shown in the figure are rectum (brown), bladder (yellow) and left (light green) and right
(dark green) femoral head. In (b) the bowelbag is represented by the orange line. Panel (c) shows left
(light purple) and right (dark purple) parotis, spinal cord (yellow), mandible (grey) and the oral cavity
(brown-green).

3.2 Treatment planning and optimization

Initially, one plan was optimized for each patient using the Eclipse TPS photon optimizer
(PO) version 15.6.05, with the ASC level set to "Very low" as this level was believed to
result in a relatively complex plan as a starting point for the other ASC levels. Conver-
gence mode "on" was used and jaw tracking was activated. Plans were optimized for a
TrueBeam LINAC equipped with the Millennium 120 leaf MLC (Varian Medical Systems),

13
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where the leaf width for the 40 central leaf pairs was 5 mm, and for the ten outer leaf
pairs, 10 mm. The collimator angle was set to 30° and the energy 6 MV with flattening
filter was used. No MU restrictions were used. To get a complex plan the absorbed dose to
the OARs were restricted as much as possible, while still trying to maintain the CTV and
PTV coverage according to planning constraints at SUS. A selection of the clinical criteria
at SUS where evaluated. These DVH parameters are specified in tables 3.1 - 3.3. The
absorbed dose distribution was calculated with the AAA using a grid of 2.5 mm as this is
used in the clinic. For each patient, the treatment plan was duplicated six times and only
the ASC level was changed between the plans. The same optimization objectives were used
to isolate the effect of the ASC. Plans for all ASC levels, including the initial plan with
ASC "Very low", and the ASC turned "Off" were created. The plans were re-optimized
from the start and both the automatic optimization mode and automatic intermediate dose
(starting from MR level 3) were used. In total, 90 VMAT plans were generated.

Table 3.1: Selection of dose constraints for treatment planning of only prostate cancer with 78 Gy/39
fractions at SUS Lund.

Priority = Structure Dose/Volume
recommendations

1 CTV Prostate Dpin > 76 Gy
2 PTV prostate Dysy, > 75 Gy
3 Rectum Vioay < 15 %
4 PTV prostate Dygy, > 74 Gy
5 Rectum Visay < 10 %
6 Capiti femorales Doy < 55 Gy
7 Rectum Veoay < 30 %
8 Body Dyax < 82 Gy
9 Bladder D, <62 Gy
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Table 3.2: Selection of dose constraints for treatment planning of prostate Igl with 50 Gy/25 fractions
at SUS Lund.

Priority Structure Dose/Volume

recommendations

1 CTYV Prostate Dyin > 47.4 Gy

2 Rectum Visay < 20 %

3 Rectum Visay < 15 %

4 PTV lymph nodes Dggy > 46.5 Gy

5 Capiti femorales Dyax < 35.3 Gy

6 Bowelbag* Vioay < 300 cm?®
Vioay < 150 cm?®
V45Gy < 100 cm?
V})()Gy < 35 cm?

7 Rectum Vasay < 35 %

8 Body Dyax < 52.6 Gy

9 Bladder Do < 39.7 Gy

*The PTV volume is excluded with a margin of 5 mm.

Table 3.3: Selection of dose constraints for treatment planning of H&N, 68 and 54.4 Gy/34 fractions
at SUS Lund.

Priority Structure Dose/Volume
recommendations
1 Spinal cord Doy <48 Gy
2 PTV (all) Dggo, > 95 %
3 Parotid Do <20 Gy
4 Larynx D,ve <40 Gy
5 Oral cavity D,ve < 24 Gy
6 Submandibularis Dy, < 39 Gy
7 Mandible Doy, < 68 Gy
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3.3 Treatment plan measurements

Verification plans were created in Eclipse by transferring the treatment plan to the Delta*
phantom+. The treatment plan, based on the CT images of the patient, was recalcu-
lated to a verification plan based on the shape and HU values of the Delta? phantom+. A
Varian TrueBeam LINAC was used to deliver the treatment plans to the Delta? phantom+.

The phantom was positioned on the treat-
ment couch (figure 3.2) using the LINAC field
crosshair. Following the clinical routine at SUS,
a static 10 x 10 cm? reference field, with gantry
angle 45°, was first delivered to correct for the
output variation of the machine. To make sure
that the phantom had been correctly set up in the
LINAC’s isocenter, the "optimize phantom posi-
tion" tool was used for every patient’s base plan
(ASC level "Very low"), in order to be consis-
tent. If the vertical, longitudinal and/or lateral
position was off by more than 0.2 cm, the phan-
tom position was adjusted by moving the couch
as the software suggested. The phantom position
was then verified by delivering the routine static
reference field and using the "optimize phantom position" tool. The treatment plans were
then delivered and measured. The Delta* measurement results presented in this thesis were
performed on four different occasions, but all six plans for a patient were always measured
on the same occasion.

Figure 3.2: Setup of the Delta? phan-
tom-+.

3.4 Evaluation and comparison

The dosimetric parameters in tables 3.1-3.3 together with the C'I (equation (2.7)) and HI
(equation (2.6)) values for the PTV were used to analyze the plan quality. These param-
eters were computed using in-house developed scripts in Eclipse. For the H&N patients,
both tonsils were included in the CTV for two of them (P14 and P15). For these patients
the side which received the lowest dose was considered as the contralateral side.

To evaluate the plan complexity, EAM and MCS, were calculated for each plan according
to equation (2.4) and (2.5). An in-house developed MatLab (The MathWorks Inc.) code
was used to calculate the MCS,. The EAM was calculated using MatLab at Sahlgrenska
University Hospital [18]. Both calculations were based on the DICOM RP files.

The measurements were evaluated using gamma evaluation in the Delta* software according
to equations (2.8-2.11). The criteria for the gamma analysis at SUS is ADy; = 3 % and
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Adyr =2 mm (3 % / 2 mm) with a pass rate of 90 %. In this study two different criteria
for the gamma analysis, 3 % / 2 mm and 2 % / 2 mm (global dose and cut-off dose of 15
%), were used. The 3 % / 2 mm is used at SUS for clinical evaluation and the 2 % / 2 mm
was evaluated to investigate if bigger differences could be observed for stricter criteria.

3.5 Statistical analysis

IBM SPSS Statistics version 26 was used for all statistical analysis. A Shapiro-Wilk nor-
mality test was carried out for the variables to check if they where normally distributed,
with a significance level of 0.05. Since the sample sizes were small and the Shapiro-Wilk
tests showed that not all data was normally distributed, non-parametric tests were carried
out.

Friedman’s test is a non-parametric test that consider repeated measures, and is used to
test the difference between more than two groups. This test was used to examine if there
were any statistically significant differences in the dosimetric parameters for the different
ASC levels. If a statistically significant difference was found, post hoc Wilcoxon’s tests
were performed. This is a non-parametric test which is used for two groups. A significance
level of 0.05 was used, not Bonferroni adjusted as the number of comparisons were so large
it was considered to be too conservative.

To investigate the correlation between the pass rate and complexity metrics Spearman’s
correlation coefficients, rg, were calculated and a significance level of 0.05 was used. This
non-parametric test checks if a monotonic correlation between two variables exist and what
the strength and direction of this relationship is. A rg value of 0.8 or over is considered
a strong correlation while a value between 0.5-0.8 is considered as a moderate correlation.
Values between 0.3 and 0.5 are regarded as weak correlations and values below 0.3 indicates
no correlation.
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4. Results

4.1 Plan quality

The relative differences in the dosimetric parameters between each ASC level and the ASC
level "Very low” are presented in figures 4.1-4.3 for the three different patient cohorts;
prostate, prostate 1gl and H&N. For the bowelbag, the absolute differences are presented.

The results of the statistical tests for the dosimetric parameters showing a statistically
significant difference are summarized in table A.1 in Appendix A. In general, only small
differences were observed in plan quality between the different ASC levels. For the H&N
patients, no significant differences were found in the dosimetric parameters. However, a
higher ASC level resulted in improved conformity. For prostate and prostate gl a statisti-
cally significant difference was found for some of the dosimetric parameters. In most cases
the difference was observed between "Very high" and the lower three ASC levels. The
CTV coverage was improved for both prostate cohorts and the rectum dose was decreased
for the higher ASC levels ("High" and "Very high") for prostate + lgl patients. However,
the PTV coverage, C'I and HI was worse and the other OAR doses increased for "Very
high", except for Vsoq, for bowelbag where a statistical significance was found using the
Friedman’s test, however, not with the Wilcoxon’s test.
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Figure 4.1: Relative differences in dosimetric parameters for the ASC levels relative to ASC "Very
low" for the prostate only cases. The dashed-dotted line at zero represents the "Very low" setting. The
blue box represents the 25th and 75th percentile, the red line within the boxes signifies the median and
the range is specified by the dashed line. Outliers are represented by a red plus sign.
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4.2 Complexity metrics

To evaluate the complexity of the treatment plans, two complexity metrics were calculated,
the EAM and MCS, (equation (2.4) and (2.5)). A high MCS, value indicates a less com-
plex plan while the EAM indicates the opposite, a low EAM means a less complex plan.
The mean MCS, and EAM for each plan as a function of ASC level are shown in figure 4.4.
As expected, the complexity appears to decrease for higher ASC levels, especially for the
prostate Igl and H&N patients. A more distinct trend is observed for the EAM than for the
MCS,. The level being most complex varied between the patients, for example ASC setting
"Very low" is less complex than "Low" for P5. This variation is more distinct for the MCS,,.

Figure 4.5 and 4.6 presents the mean LSV and AAV as a function of ASC level for each
plan. The LSV appears to increase for an increasing ASC level. This seems to be the case
for the AAV as well, although the tendency is weaker as the AAV varies more between
the different levels. No obvious trend was observed for the total number of MUs for the
prostate and prostate Igl patients, whereas a slight decrease with increasing ASC level

might be visible for the H&N cohort (figure 4.7).

For two of the patients (P7 and P9) two new base plans were generated, one with lower
complexity and one with higher. This was done to examine how the ASC was affected by
the initial plan complexity. The complexity score as a function of ASC levels showed the
same tendency as the whole cohort.
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Figure 4.4: The MCS, (left panel) and EAM (right panel) as a function of ASC level for
the different groups; prostate (a) and (b), prostate lgl (c) and (d), H&N (e) and (f).
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Figure 4.5: The mean LSV for each patient as a function of ASC level for the different
cohorts; prostate (a), prostate lgl (b) and H&N (c).
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27



4.3. MEASUREMENTS CHAPTER 4. RESULTS

Prostate Prostate + lymph nodes
‘ ‘ ‘ ‘ ‘ ‘ : =
1100 1 1100t ‘\
A _ _A -
o
1000 - 3 1000 -
N A
AN A :
900 - 1 900 - L \\\A A, | N
2 _-* 2 UK AT
= 800+ T e et 1 = 800t a7
D S
N 24 -
700 o —=-9 . 700
—o— P1 —A— P6
600 o po 1 600(| + e
—e— P4 —A— P9
e P5 —A- P10
500 L L L L L L 500 L L L L L L
Off Verylow Low Moderate High Very high Off Verylow Low Moderate High Very high
ASC level ASC level
(a) (b)
Head and Neck
1100 |_o £
P13
—= P14
1000 [ = P15
900
)
= goof
700 - [N
T . m
600 TS T AT
500 L L L L L L
Off Verylow Low Moderate High Very high
ASC level
(c)

Figure 4.7: The total MU for each treatment plan as a function of ASC level for the
different cohorts; prostate (a), prostate lgl (b) and H&N (c).

4.3 Measurements

The result from the measurements are presented in figure 4.8, were the left and right panels
show the measured pass rate for the gamma criteria 3 % / 2 mm and 2% / 2 mm as a
function of ASC level, respectively.

All treatment plans passed the clinical tolerances at SUS (90 % pass rate, 3 % / 2 mm).

The lowest pass rate measured for the clinical criteria was 94.3 % for P10 (prostate 1gl).
No evident trend was observed between the pass rate and ASC level for any of the cohorts
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(figure 4.8), this was also the case for the new base plans generated for P7 and P9. Large
differences were observed between the patients. For example, P7 has a higher pass rate
with ASC setting "Moderate" than "High". For the prostate Igl patients, the pass rate
appears to deviate less between the cases for higher ASC levels.

The pass rates are presented as a function of the different complexity metrics in figures
4.9-4.11. Due to the prominent trend in figure 4.5, the pass rate was also plotted against
the LSV. The AAV as a function of pass rate is shown in figure B.1 in Appendix B. Figures
4.9-4.11 shows no relationship.

For the prostate cases, a significant correlation was found for both the 3 % / 2 mm and
2 % / 2 mm pass rate. The 3 % / 2 mm pass rate correlated moderately with the EAM
(rs = —0.736, p = 0.000), MCS, (rs = 0.517, p = 0.003) and LSV (rg = 0.514, p = 0.004.
The 2 % / 2 mm pass rate correlated moderately with the EAM (rg = —0.619, p = 0.000),
a weak correlation was found for LSV (rg = 0.495, p = 0.005) and MCS,, (rs = 0.369, p =
0.045). These where the scores showing a stronger relationship with the ASC level (figure
4.4 and 4.5). No significant correlation was observed between any of the pass rates and
complexity metrics for the prostate Igl and H&N cohorts. No obvious threshold value could
be determined.
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Figure 4.9: Gamma pass rate as a function of MCS, for two different gamma criteria; 3
% 2 mm (left panel) 2 % 2 mm (right panel), for the different cohorts; prostate (a) and
(b), prostate lgl (c) and (d), H&N (e) and (f). High complexity is indicated by a low
MCS, value. The linear regression is represented by the dotted trend line, and Spearmans’s
rs-values are denoted in the lower right corner.
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Figure 4.10: Gamma pass rate as a function of EAM for two different gamma criteria; 3
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(b), prostate gl (c) and (d), H&N (e) and (f). High complexity is indicated by a high
EAM value. The linear regression is represented by the dotted trend line, and Spearmans’s
rg-values are denoted in the lower right corner.
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Figure 4.11: Gamma pass rate as a function of LSV for two different gamma criteria; 3
% 2 mm (left panel) 2 % 2 mm (right panel), for the different cohorts; prostate (a) and
(b), prostate lgl (c) and (d), H&N (e) and (f). The linear regression is represented by
the dotted trend line, and Spearmans’s rg-values are denoted in the lower left corner.
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5. Discussion

5.1 Plan quality

The original plan for all patients were judged to be clinically acceptable. However, some of
the plans did not meet all the objectives, as there is a trade off between PTV coverage and
the OAR objectives. For these cases the priority of the dose constraints were followed. The
dose distribution and plan complexity will differ for every re-optimization to some extent
due to the inherent randomness in the optimization process. The penalization weight of
the ASC is not known, meaning that it might not increase linearly with a higher ASC level.

The plan quality was in general not affected by a higher ASC setting, this is in agree-
ment with previous studies on the ASC |27, 28, 29|, they followed a similar approach by
not changing the objectives during the optimization. Fog et al. [27| used both AAA and
Acuros XB to calculate the dose distributions, while Binny et al. [28] used AAA and Scag-
gion et al. [29] used Acuros XB. Based on this, it seems that plan quality is not affected
by the dose calculation algorithm to any great extent.

In this study, statistically sigficicant differences were found for some of the dosimetric pa-
rameters (table A.1), and the difference was most commonly found between the lower levels
and the "Very high" setting. These differences were in general small and not considered
to be clinically significant as other parameters will affect the outcome in a larger extent.
Choosing a method where the objectives are changed individually during the optimization
for every plan could have lead to bigger differences between a higher ASC level and the
dosimetric parameters. Overall, these results indicates that "High" or a lower level might
be optimal regarding plan quality.

5.2 Plan complexity

A higher ASC setting should reduce plan complexity. The most complex plan should be
plans where the ASC is turned off and the least complex should be plans with ASC level
"Very high". The general trend in figure 4.4 confirms this, but which plan that was the
least complex varied between the patients and the two metrics. The ASC level "Very high"
was the least complex for every patient except P1 for the EAM while for the MCS, the
ASC level "High" gave the lowest complexity for four patients (P1, P2, P5 and P9).

The higher EAM score for the prostate cohort compared to the prostate lgl cohort is prob-

ably due to that the score depends on the field size so it cannot be compared between
different diagnosis.
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The two scores depend on different parameters and therefore reflect different aspects of the
VMAT segments. The main differences between them is that the MCS,, takes the variation
in MU weight and relative area into consideration while the EAM is based on the relative
size of the region around the MLC edges. However, indirectly the opening area is taken
into account in the EAM. Plan complexity is often equated to the total amount of MUs
i.e. reduced MU’s for higher ASC settings, which is not reflected in figure 4.7. The relative
area variation is not affected by a higher ASC level either, in figure 4.6, only a weak trend
is observed. The EAM describes the differences between the ASC settings better than the
MCS,. Both the EAM and LSV (figure 4.4 and 4.5) indicates that ASC makes the MLC
shape smoother. This could be more beneficial as the plan becomes less complex and it
should not be as affected by internal movement compared to using smaller and irregular
apertures.

Both Binny et al. [28] and Scaggion et al. [29] evaluated plan complexity using the MCS,
score. A decreased complexity for a higher ASC level was observed in both studies which
agrees with the results presented here and the theory. They compared the ASC level with
other complexity metrics as well, however, not with the EAM.

In general a higher setting than "Off" appears to generate a less complex plan with more
even MLC shapes for all patients. However, it is not possible to determine whether "High"
or "Very high" is the optimal level as it varies from patient to patient and depends on the
metric of choice.

5.3 Plan verification and comparison

The gamma evaluation results in figure 4.8 shows that the pass rate does not generally in-
crease with a higher ASC setting, but the variation in pass rate between patients appears
to be reduced for higher ASC level. The highest pass rate seems to change between the
levels, and no obvious threshold which resulted in a higher pass rate was observed. For the
prostate only patients the pass rate differs, although never below 90 % for any ASC level
using gamma criteria 3 % / 2 mm, which also was the case for prostate lgl and H&N. The
pass rate seems to increase for a higher ASC setting for prostate lgl using the 3 % / 2 mm
criteria. As for the 2 % / 2 mm, however, it decreases for some patients (P6 and P8) and
increases for the others (P7, P9 and P10). The same variation was observed in the H&N
cohort. This in patient variation makes it hard to settle on an optimal ASC level regarding
plan verification. For some cases the "Very low" level has a higher pass rate than "Low"
and "Moderate", and for some patients even better than "High" and "Very high" (P1 and
P2 for 3 % / 2 mm for example).

Scaggion et al. [29] and Binny et al. [28] studied plan verification, however, using different
measuring devices and gamma criterion. While Binny et al. [28] did not observe any im-
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provements for the gamma pass rate for a higher ASC level, Scaggion et al. [29] did. The
result presented in this thesis are in accordance with Binny et al. [28]. However, many
different parameters could have affected the result, such as phantom device, phantom set
up, dose calculation algorithms and so on, making it difficult to draw any direct conclusions.

The pass rate does not depend on the complexity of the plan. Figures 4.9-4.11 demon-
strates the pass rate as a function of the different complexity metrics. The statistical tests
concludes that a significance was only found for the prostate cohort for EAM, MCS, and
LSV. Although a significance was found, the strength of the correlation was only moderate
or weak, especially for the 2 % / 2 mm pass rate. These plans were also the least complex
plans but more similar to each other, therefore, a stronger correlation might be observed
due to smaller patient-to-patient variation.

The fact that the ASC level does not seem to affect the pass rate could be due to the
measurements not being sensitive enough. Another more sensitive method, for example film
measurements, could have given results that are more in line with the theory. Measuring
the plans several times at different occasions and calculating an average gamma pass rate
value might be an alternative to a more sensitive plan verification as well as verifying
the measurements with gafchromic film. It could also be that all treatment plans passed
the clinical tolerance, indicating that the treatment plans are to some extent as good
as they can get and a lower complexity does not affect the pass rate in any significant
way. In a case where the initial treatment plan does not pass the gamma evaluation,
incorporating a higher ASC level could make a larger impact, which have been observed
in some clinical cases at SUS. A new treatment plan with a higher ASC level, where the
same dose distribution was aimed for, passed the clinical tolerance. As mentioned earlier,
a method where the objectives are changed for every plan could have generated a different
result.
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6. Conclusion

In general, the plan complexity decreased without compromising plan quality for higher
ASC levels. However, a better consistency between the planned and measured dose was
not found. An ASC level between "Very low" and "High" is optimal, due to the in patient
variation for the plan verification and that the plan quality is not affected and the plan
complexity is reduced for these levels.
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7. Future work

There are only a few studies published about the ASC, and more extensive investigations
needs to be performed. Since the size of the cohorts were small in this study, a natural next
step would be to include more patients. Further and more extensive examinations of the
measurement results, where every point is investigated, would also be of value. Studying
other treatment sites is also of interest. Another way to pinpoint the influence of the ASC
level on measurement results could be to re-optimize clinical treatment plans that fail the
gamma analysis with a higher ASC setting. Smaller and irregular apertures will to a larger
extent be more affected by external and internal movement. This could be investigated
by introducing motion into the measurements. Hopefully, further studies can find a more
apparent relationship, if there is one, between plan complexity, ASC level and pass rate to
find the threshold value which determines whether a QC measurements is needed or not.
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A. Appendix A

A.1 Plan quality

The results of the Friedmans tests and the post hoc Wilcoxon tests for the dosimetric
parameters showing a statistically significant difference are summarized in table A.1.
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Table A.1l: The result of the Friedman’s test for the dosimetric parameters showing a statistical
significance, and the Wilcoxon’s signed rank test result for these parameters where a significance between
the ASC levels were observed.

Cohort Parameter Friedman’s test Level compared Wilcoxon’s test
p-value p-value

Off - High® 0.043

Off - Very high® 0.043

Prostate Dunin,cmv 0.048 Very low - Very high® 0.043
Moderate - Very high® 0.043

Off - Very low® 0.043

Off - High® 0.043

Din,cTv 0.020 Low - Moderate® 0.043
Moderate - High?® 0.043

Moderate - Very high® 0.043

Off - Very high® 0.043

Very low - Very high?® 0.043

Dyoo Rectum  0.046 Low - Very high? 0.043
Moderate - Very high® 0.043

High - Very high? 0.043

Off - Very high® 0.043

Very low - Very high?® 0.043

Dis% Rectum  0.032 Low - Very hig{la ’ 0.043
High - Very high? 0.043

Off - Low® 0.043

Prostate + nodes Off - Very highP 0.043
Very low - Very highP 0.043

Dogy prv 0-035 Low - Very highP 0.043
Moderate - Very highP 0.043

High - Very high® 0.043

Off - Very high® 0.043

Very low - Very highP 0.043

Dinax, v, 0-040 Low - Very high® ’ 0.043
Moderate - Very high® 0.043

Off - Very high® 0.043

Very low - Very high® 0.043

Low - Moderate® 0.043

Vsocy.BB 0.008 Low - Very highP 0.043
Moderate - High® 0.043

Moderate - Very highP 0.043

Vsoay,BB 0.022 - -

BB; Bowelbag; FH: Femoral head; L:Left.

@ signifies that the higher ASC level showed a better result than the lower. P signifies that the higher ASC level showed a worse result than
the lower. For CTV/PTV, ® and b means better and worse coverage for a higher level, respectively. For OARs, ® and b stands for a lower and
higher dose for a higher level, respectively. For CI and HI, ® and b denotes better and worse conformity and homogeneity for a higher level,

respectively.
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Table A.1: Continued.

Cohort Parameter Friedman’s test Level compared Wilcoxon’s test
p-value p-value

Off - Very highP 0.042

Very low - Very high 0.043

CI 0.030 Low - Very high® 0.043

Moderate - Very highP 0.043

Prostate + nodes High - Very high® 0.042
Very low - Very highP 0.043

Low - Very high® 0.043

HI 0.023 Moderate - Very highP 0.043

High - Very high 0.042

Off - High® 0.042

I 0.025 Off - Very high? o 0.043

Head & Neck Very low - Ve.ry high 0.043
Low - Very high? 0.039

oI 0.047 Very low - Very high P 0.042

High - Very high P 0.042
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B. Appendix B

B.1 Measurements

The pass rate as a function of AAV is shown in figure B.1 together with the Spearmans
rg-value. No statistically significant correlation was found for any of the pass rates or
cohorts.
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Figure B.1: Gamma pass rate as a function of AAV for two different gamma criteria; 3
% 2 mm (left panel) 2 % 2 mm (right panel), for the different cohorts; prostate (a) and
(b), prostate lgl (c) and (d), H&N (e) and (f). The linear regression is represented by
the dotted line, and Spearmans’s rg-values are denoted in the lower left corner.
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