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Kare Ulrik Lassen:

[gen mange tak for at I valgte at stotte mig og min familie i forbindelse med opholdet ved
CRUK/EPSRC i Oxford, England. Det har varet en lererig rejse bade personligt og fagligt. Jeg

vedlaegger her en kort rapport samt en artikel som resultaterne bl.a. udmentede sig 1.
Kort rapport om projektets forlob:

I perioden for projektets udferelse har jeg vaeret omkring forskellige aspekter af projektets indhold. Her
vil jeg blot naevne et: I begyndelsen af projektet sa vi hovedsageligt pa en hierarkisk szt af kinetiske
modeller til at beskrive blodgennemstromningen I forskellige veev. Ideen var at simplificere problemet
med identificere omrader med lav blodgennemstremning igennem et sat af kinetiske modeller. Hver
model antager nogle specielle egenskaber omkring vavets struktur som kan ordnes hierarkisk. For
eksempel antager den simpleste model at der ingen eller meget lidt lekage igennem de kapilere
membraner. Den naste mere kompleks model antager at der laekage ud af kapileererne men ikke tilbage.
Den sidste tillader ogsa lakage at returnere. Ved at bruge dette set af modeller fandt vi at patienter
hvis tumorer hovedsageligt var beskrevet med den simple model havde mere avancerede tumor stadier
samt ringere overlevelse. Disse resultater blev prasenteret ved 2 forskellige internationale konferencer
(ISMRM i Toronto, Canada og ESMRMB I Edinburgh, UK). Vi er nu i gang med at fd godkendt en

europaeisk protokol som skal teste metoden i storre uatheengigt dataset (ca 400 patienter).
Populeert resume:

Tumorers vaskulatur har vist sig at vaere meget vigtigt i forhold til, om en given kraeftbehandling viser
sig succesfuld eller ej. Hvis en tumor har en velforgrenet vaskulatur med god gennemstremning, vil
tumoren have gode vekstforhold, men samtidig vil stralebehandling og kemoterapi have bedre chancer
for at angribe kreftcellerne. Kvantificering af DCE-MRI er meget vasentlig, hvis man vil foretage
sammenligninger patienter imellem og pa tvars af institutioner. Desvarre har det vist sig at vere
seerdeles vanskeligt, at kvantificere DCE-MRI og athaenger i stor grad af den tekniske implementering.
Ved hjelp af et saet matematiske modeller med varierende kompleksitet, hvor hver enkel model er egnet
til en speciel underliggende arkitektur af vaskulaturen, vil vi forsege at inddele tumor i mindre omrader
med lignende vaskulare egenskaber. Dernzst vil vi undersoge, om pravalencen af en given matematisk

model kan knyttes til, hvor fremskreden patienters sygdomsstadie er, inden de starter behandling.

Med venlig hilsen
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&7 7
Jesper Kallehauge

Cand. Scient., ph.d.



Classification of tumor sub-volumes based on Dynamic Contrast Enhanced MRI model
hierarchy for Locally Advanced Cervical Cancer

PURPOSE Heterogeneous uptake of contrast agent in during Dynamic Contrast Enhanced — MRI experiments is often found in patients with locally advanced
cervical cancer. Most recently, Halle et al. [1] identified that patients with a large volume of low enhancing regions were more likely to perform worse to chemo
radiation treatment, while also linking this enhancement profile to a more hypoxic gene profile. This supports the dominating notion that hypoxia is a poor
prognostic factor and may be evaluated by DCE-MRI. The information obtained from the heterogeneous enhancement within the tumor is therefore likely to
reflect distinct domains of different underlying tissue characteristics. Recently, Sourbron and Buckley [2] showed the hierarchical structure of a set of kinetic
models based on the general 2-Compartment eXchange Model (2CXM). Under limiting condition this generic model may be simplified to the Tofts model (TM)
(weakly vascularized), the Extended Tofts model (ETM) (highly perfused) and the Compartmental Tissue-Uptake model (C-TU) (uptake regime) as shown in fig 1.
The aim was here to evaluate the ability of a set of nested kinetic models to classify sub-volumes within

tumor tissue. The correlation of model selection to tumor stage was exploratory investigated. 2CXM
MATERIALS AND METHODS In brief, 15 cervical cancer patients with advanced stages (FIGO: (F v_.PS.v )
1IA/IIB/IIB/IVA — 1/9/4/1) underwent DCE-MRI prior to radiotherapy. DCE-MRI was performed using a 3T pr-pr e
Philips Achieva scanner and a three-dimensional (3D) saturation recovery spoiled gradient echo
technique with 20-24 slices having a 5 mm slice thickness, TR/TE of 2.9/1.4 ms, Tsat of 25ms, flip angle PS/Ve =0 Fp = oo
(FA) of 10°, in-plane resolution 2.3 mm x 2.3 mm and 2.1 s time resolution. The bolus injected was 0.1 [ 1
mmol/kg Dotarem at 4 ml/s, followed by a 50 ml saline flush. A total of 120 dynamic scans were obtained C-TU ETM
of which 18 time-points were scanned before the bolus arrived at the iliac arteries. A T1 relaxation map
was constructed before contrast injection using a 3D gradient recalled echo sequence with five different (FD,VD,PS) (Ktrans'vp've)
FA scans (5°, 10°, 15°, 20°, 25°) with the same orientation and field of view as the dynamic scan. The 1 & v.=0
nested set of kinetic models included 2CXM, C-TU, ETM and TM as described in the review by Sourbron PS=0 P
and Buckley [2]. The model best describing the temporal contrast agent concentration profile (i.e. best ™ / 1-CM
fit) was identified using the corrected Akaike Information Criteria as previously described in Kallehauge Fig. 1. Hierarchical P
et al [3] (fig. 2). For the kinetic analysis a population based input function using a similar injection profile relation between applied (K ’ Ve)/(Fp,Vp)
was applied, described earlier by Parker et al. [4]. For statistical inference a one sided non-parametric kinetic models and
Wilcoxon rank-sum test was employed with the significance level of p<0.05. limiting conditions.
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Fig. 2. Overview of transverse parameter maps [l TM & 0 <IB ST 0 <IB ST
for each tracer kinetic model in one patient. The EET™ " L FIGO T .
AlC Jects in what . the Toft C-TU Fig. 3. Significance of model presence to distinguish between low and high
Cmn map reflects in what regions the Toft, Hl 2CXM AlCComin grade tumors in patients with advanced cervical cancer. ’* means

extended Tofts, C-TU and 2CXM were optimal

o significant while ‘n.s.” is not significant.
tracer kinetic models.

RESULTS The main observation here was the hierarchical tracer kinetic model sub-volume classifications ability to detect distinct contiguous regions within the
tumor. The division of the tumors of this patient population into the nested set of kinetic model, measured by median and interquartile range (IQR) of volume
fraction were; TM: 23.4% (12.4% - 32.4%), ETM: 7. 4% (4.6% - 16.4%), C-TU: 27.9% (17.6% - 37.9%) and 2CXM: 40.5% (24.6% 43.0%) (See patient example in Fig
2). There was a significant difference (p=0.01) in the percentage volume best described by TM between patients with low grade tumor stage (<IIB (10 pts)) and
high grade tumor stage (211IB (5 pts)) (See Fig. 3.). The volume fractions described by the remaining models were not found to differ significantly between high
and low grade locally advanced cervical cancer patients.

DISCUSSION The model selection map (AICcmin) in all patients reflected heterogeneous pattern with contiguous regions in which one of the models
outperformed the others (fig. 2). The fact that it was contiguous regions suggests that this was not caused by noise but rather reflected different underlying
properties of the tissue. The observation that tumor grade was linked to tumors exhibiting enhancement profile that most closely resemble TM, following the
reasoning of Sourbron [2], may reflect at least two different physiological characteristics. Since TM is mathematically indestinguisable from the limiting case to C-
TU where the permeability of the vessels is negligible (intravascular regime) (see figure 1), this indicates that regions with no permeable vessels or low
vascularity, both limiting the supply of oxygen and nutrition to the malignant tissue, have higher resistance to intervention. This may be a plausable physiological
explanation as to why high grade cervical cancers have poorer prognosis than low grade [5].

CONCLUSION Firstly, we found that the hierarchical kinetic classification approach was able to identify contiguous regions within tumor tissue in patients with

locally advanced cervical cancer. Secondly, It was seen that patients with the most advanced stages (2111B) tended to be overly expressing regions of TM DCE-MRI
enhancement profiles.

REFERENCES [1] Halle et al., Cancer Res, 2012; 72: 5285-95. [2] Sourbron and Buckley, Phys. Med. Biol., 2012; 57: R1-R33. [3] Kallehauge et al. Acta Oncol, 2014;
53: 1064—1072. [4] Parker et al. MRM, 2006; 56: 993—1000. [5] Pétter et al. Radiother Oncol; 2011; 100: 116-123
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Comparison of Linear and Nonlinear Implementation of
the Compartmental Tissue Uptake Model for Dynamic

Contrast-Enhanced MRI
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Julia A. Schnabel,* and Michael A. Chappell®

Purpose: Fitting tracer kinetic models using linear methods is
much faster than using their nonlinear counterparts, although this
comes often at the expense of reduced accuracy and precision.
The aim of this study was to derive and compare the performance
of the linear compartmental tissue uptake (CTU) model with its non-
linear version with respect to their percentage error and precision.
Theory and Methods: The linear and nonlinear CTU models
were initially compared using simulations with varying noise
and temporal sampling. Subsequently, the clinical applicability
of the linear model was demonstrated on 14 patients with
locally advanced cervical cancer examined with dynamic
contrast-enhanced magnetic resonance imaging.

Results: Simulations revealed equal percentage error and pre-
cision when noise was within clinical achievable ranges (con-
trast-to-noise ratio >10). The linear method was significantly
faster than the nonlinear method, with a minimum speedup of
around 230 across all tested sampling rates. Clinical analysis
revealed that parameters estimated using the linear and non-
linear CTU model were highly correlated (p > 0.95).
Conclusion: The linear CTU model is computationally more efficient
and more stable against temporal downsampling, whereas the non-
linear method is more robust to variations in noise. The two methods
may be used interchangeably within clinical achievable ranges of
temporal sampling and noise. Magn Reson Med 000:000-000,
2016. © 2016 The Authors Magnetic Resonance in Medicine pub-
lished by Wiley Periodicals, Inc. on behalf of International Soci-
ety for Magnetic Resonance in Medicine. This is an open access
article under the terms of the Creative Commons Attribution
License, which permits use, distribution and reproduction in any
medium, provided the original work is properly cited.
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INTRODUCTION

Dynamic contrast-enhanced MRI (DCE-MRI) is a power-
ful tool to evaluate tissue perfusion, permeability, and
vasculature. High temporal resolution scans are per-
formed while a gadolinium-based contrast agent is intro-
duced into the patient’s blood stream, and its subsequent
uptake is recorded. Numerous methods of analyzing the
temporal tissue enhancement profile have been proposed,
including phenomenological, semiquantitative, and quan-
titative tracer kinetic models (1,2). The most commonly
used tracer kinetic models are the Tofts and extended
Tofts models, which have proven useful in a variety of
clinical applications (3,4). The limitations of the extended
Tofts model have been revealed recently, as experimental
evidence has shown that this model often fits poorly to
data measured at high temporal resolution (5).

This has recently raised an increased interest in the use
of more general models, such as the two-compartment
exchange model (2CXM) (6). The 2CXM allows for the
description of two distinct compartments (v, and v;,) and
separation of flow (F)) and the permeability surface area
product (PS). For reliable estimation of all four parameters,
a good contrast-to-noise ratio (CNR), high temporal resolu-
tion, and sufficiently long scan duration is required (7).
The compartmental tissue uptake (CTU) model is a special
case of the 2CXM which applies particularly for data with
shorter scan durations (8,9). This model has only three
parameters (F, PS, v;) and can be applied whenever the
acquisition time is shorter than the contrast agent’s
extravascular transit times (typically in the range of 2-3
min, but significantly extended in some pathologies). The
CTU model is a direct generalization of the well-known
Patlak model (10), which applies to data with poorer tem-
poral resolution. An important application of the CTU
model may be in tissues that include necrosis or cell mem-
brane rupture where the contrast agent is captured for a
long time. In those cases it is practically impossible to
measure long enough to capture the washout phase.

Regardless of the choice of model for data analysis, the
parameter estimation is often performed using a nonlinear
fitting algorithm. Nonlinear methods require an initial
guess of the parameters to be estimated and may converge
only to a local minimum. Conversely, linear methods
determine the kinetic parameters by solving a set of linear
equations, as exemplified by Murase (11) and Flouri et al.
(12) for DCE-MRYI, and there is also extensive experience in
nuclear medicine (13). This is often much faster than the
nonlinear approaches, as the optimum can be identified
analytically by a single matrix inversion in a closed-form



solution, rather than iteratively via gradient-descent type
methods. The drawback often encountered with linear
approaches is the higher sensitivity to noise and possible
bias due to differences in data weighting (14). The nature
and severity of the problem is model dependent, but these
issues have not yet been investigated in the specific con-
text of the CTU model.

The aim of this study was to formulate the CTU model in
a linear form and compare the precision and percentage
error of the parameter estimates of both linear and nonlinear
solutions. The evaluation was performed using simulations
with various noise levels and temporal downsampling. The
applicability of the linear approach was demonstrated on
14 clinical cases of locally advanced cervical cancer.

THEORY

The CTU model is a special case of the 2CXM, which is
valid whenever the indicator concentration in the
plasma volume (v,) is much larger than that in the
extravascular distribution volume (v,) (i.e., ¢, >> c.). It
is governed by the following set of coupled linear differ-
ential equations:

dcy(1)

vy T —PSc,(t) + Fp(ca(t) — cp(t)) [1]
dce(t
Ve Cdlf ) = PSc, (), 2]

where PS is the permeability surface area, F, is the
plasma flow and ¢, is the concentration in the supplying
artery. The total concentration measured (C) is the com-
bination of concentration in the plasma and the extracel-
lular and extravascular volume:

C(t) = vpep(t) + vece(t). [3]

The analytical solution to the CTU kinetic model has
been shown previously to have the following form (9):
C(t) = calt) ® (Fpe /Tr - KMans(1 — 7 /Tr)), [4]
where ® is the convolution operator, T, is the plasma
transit time also given as the ratio T, :%, E is the
b
extraction fraction also given as E = %EFP, and K™ ig
the volume transfer constant and can be written as
Ktmns —FE. Fp'

Linear Solution

By combining the coupled set of linear differential Equa-
tions [1] and [2] with Equation [3], we may derive the
linear solution to the CTU model.

Substitute in Equations [1] and [2] into the derivate of
Equation [3]:

dC(t
% — —PSc,(t) + F, (cg(t) - cp(t)) + PScy(t) .
= Fy(calt) = cp(1)).

Differentiating once more and substituting in dcdpft) iso-

lated from Equation [1] yields:
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d*C(t)

dea(t) F,
dt? =t

2 (—PScy(t) + Fylcalt) — cp(1)))-
P

(6]

Further isolating c,(t) in Equation [5] and inserting into
Equation [6], we have:

d*C()

dea(t)  FyPS  \ Fy+ PSAC()

dee P dt vp v, dt 7]

Integrating Equation [7] twice over time gives an equa-
tion of the form:

C = —aC + BC, + yCa, [8]

where C and ¢, denote the integral of C and c,, respec-
tively, over time and ¢, is the double integral of c, over
time. From the parameters (a, 8,v) the following relations
for (v,, Fp, PS,Tp, E) may be found:

B? B T

y
b F :B7 PS: b
ap—y' P ap—vy 7

1
=—, E=—.
a afy

(9]

Vp =

Equation [8] is a linear equation and may be expressed
in matrix form as
c = Ab. (10]

The least-squares solution can be found by solving the
following problem using standard techniques:

min ||Ab — cl|? [11]

In the context of the CTU model, A, b, and ¢ would be
given as

—C(to) Ca(to) Ca (1)
Ao -C(t) Ca(tr) Cq (1) [12]
~C(ty-1) Calty-1) Cal(tn-1)
PS+F,
Vp o
b - FP 1.e, B
F,PS v
Vp
and
C(t)
C(t)
c= ' ,
C(ty-1)

where N is the number of time points. Because 7 is pro-
portional to the extraction fraction E, which is defined
for 0 < E < 1 a solution with y ~ 0 is consistent with a



Linear Implementation of the Compartmental Tissue Uptake Model
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FIG. 1. Example of the differences in fits between LLS and NLLS. (a—c) CNR was fixed at 10 and the temporal sampling at 2 s. The cor-
responding parameters were extracted from (a) Sourbron et al. (9), (b) Kallehauge et al. (23), and (c) Donaldson et al. (5) as summarised
in Table 1. The L2-norm showed slightly superior fits of NLLS over LLS for the simulated curves. (d-e) Clinical data curves reflecting dif-
ferent types of enhancement. The corresponding parameter estimates for NLLS and LLS were as follows: (d) F, (NLLS) = 0.76 min~",
Fp (LLS) = 0.72 min~", v, (NLLS) = 0.26 min ™", v, (LLS) = 0.26 min~', PS (NLLS) = 0.03 min~", PS (LLS) = 0.03 min~". (e) F, (NLLS) =
0.11 min™", F, (LLS) = 0.11 min™", v, (NLLS) = 0.17 min™", v, (LLS) = 0.18 min~", PS (NLLS) = 0.06 min~"', PS (LLS) = 0.06 min~". (f)
Fp (NLLS) = 0.48 min~", F, (LLS) = 0.50 min~", v, (NLLS) = 0.36 min~", v, (LLS) = 0.35 min~', PS (NLLS) = 0.05 min~", PS (LLS) =
0.06 min~". The L2-norm shows very similar fit quality on the clinical data.

one-compartmental state where either; no contrast agent
extravasates, the contrast agent exchanges rapidly or the
tissue is weakly vascularised (15).

METHODS
Simulation Data

Synthetic concentration curves were generated (Fig. la—
¢) using Equation [4] with a noiseless input function
from Parker et al. (16) with a 20-s baseline and 4-min
postinjection duration. The temporal resolution was ini-
tially set at 10 ms before downsampling, and Gaussian
noise was added to the tissue concentration curve C and
¢, to imitate more realistic clinical scenarios. The data
were downsampled to a range of temporal resolutions in
the interval At = (0.05-10 s) in 0.05-s increments, and
the onset time was varied randomly within the chosen
resolution (At) for all simulations. The CNR was defined
as the maximum difference in indicator concentration in
the tissue divided by the standard deviation of the base-
line noise and was simulated over a range of values
(CNR values ranging from 2 to 40). The convolution
operation was performed explicitly assuming an expo-
nential decay for one of the functions as previously
shown by Flouri et al. (12). Three different tissue
enhancement curves were considered, corresponding to

previously reported values extracted using the CTU
model (summarised in Table 1).

The simulations were performed using MATLAB
(MathWorks, Natick, Massachusetts, USA) on an Intel
Xeon 2-core (2.4 GHz) with 20 GB RAM, and computa-
tion time was measured using the functions tic() and
toc(). For the nonlinear parameter estimation, the Isqnon-
lin() function in MATLAB along with the Trust Region
Reflective algorithm with bounds fixed for the F,, PS,
and v, parameters to be real positive values (17) was
used (and is referred to hereafter as NLLS). The initial
starting guess supplied for NLLS was chosen to be the
“true” values used to generate the synthetic data in order
to avoid convergence to an unwanted local minimum.
This means giving the NLLS a best case scenario with
respect to parameter estimation and time to convergence,
which may not reflect clinical reality. In other words, we
compare the best possible performance of the NLLS with

Table 1
Parameters Used for Simulation
Fo PS
min™") v, (min" Reference
Brain (tumor) 0.23 0.05 0.02 Sourbron et al. (9)
Cervix (tumor) 057 028 0.2 Kallehauge et al. (23)
Cervix (ftumor) 065 0.22 0.14 Donaldson et al. (5)




that of the linear least squares (LLS). The LLS solution
was implemented by first calculating all the inputs for A
(Equation [12]) using trapezoidal integration. The solu-
tion vector b was subsequently determined using analyti-
cal matrix inversion of the 3-by-3 matrix ATA, where AT
is the transpose of A. The goodness-of-fit was compared
using the Euclidean distance (L2-norm) between the data
and the fit as estimated from Equations [4] and [8] for
NLLS and LLS, respectively. All simulation code can be
found online at https://github.com/Jkallehauge/Linear-
CTU.

Statistical Analysis

A Monte Carlo simulation of 1000 runs with different
random noise was performed for each condition of tem-
poral downsampling and noise level. For each of the
1000 runs, the estimated values for F,, PS, and v, were
calculated using the linear and nonlinear approach and
compared. The systematic and stochastic variation in
parameter estimations were evaluated using precision
and percentage error, which is here defined as

Precision(%) = 7 % 100

=

X

Error(%) = x 100,

where x is the parameter value for each of the 1000 sim-
ulations, ¢ is the standard deviation of x, and u is the
“true” value from which the synthetic data have been
generated.

Clinical Data

The clinical applicability was investigated in a prospec-
tive study approved by the local medical ethics research
board, with written informed consent from all patients. A
total of 14 patients with locally advanced cervical cancer
were scanned within one week of the start of chemoradio-
therapy using MRI on a 3T Philips Achieva-X scanner.
DCE-MRI was performed using a three-dimensional axial
nonselective saturation recovery spoiled gradient echo
technique with the following parameters: number of slices
= 20; slice thickness = 5 mm; repetition time = 2.9 ms;
echo time = 1.4 ms; T, = 25 ms; flip angle = 10°; in-
plane resolution = 2.3 x 2.3 mm; and time resolution =
2.1 s. The bolus injected was 0.1 mmol/kg Dotarem at 4
mL/s, followed by a 50-mL saline flush. A total of 120
dynamic scans were obtained, of which an average of 18
time points were scanned before the bolus arrived at the
external iliac arteries. A T1 relaxation map was con-
structed [following Deoni et al. (18)] before contrast agent
injection using a three-dimensional gradient recalled echo
sequence with five different flip angle scans (5°, 10°, 15°,
20°, 25°) with the same orientation and field of view as the
dynamic scan, a repetition time of 20 ms, and an echo
time of 1.7 ms. The dynamic magnitude images were sub-
sequently converted into contrast agent concentrations as
described previously (19). The regions of interest
were chosen to be the clinical gross tumor volume
delineated by an experienced oncologist on a transversal
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T2-weighted MRI, following the recommendations of the
GEC-ESTRO working group (20). In each patient, an arte-
rial input function (AIF) was derived by averaging the
measured voxelwise AIFs over a number of included vox-
els in the left femoral arteries where the B1 field was con-
sistently most homogenous (inspected qualitatively).
Specifically for the AIF, the precontrast longitudinal
relaxation (T;) determination was connected with some
uncertainty, and a literature value for T,, was chosen
instead: T4 g(blood) = 1660 ms (21). For the remaining tis-
sue curves, the estimated T1-map was used for the conver-
sion from signal to contrast concentration. To correct for
differences in large and small vessel hematocrit, the AIF
was multiplied by a factor 1.18, based on an assumed
hematocrit of 0.38 and an assumed small-to-large vessel
ratio of 0.7 (22). The clinical data were analysed using
both LLS and NLLS.

RESULTS
Synthetic Data

Figure la—c shows three example simulations using a
temporal resolution of 2 s, where the total acquisition
time was 260 s with a baseline of 20 s, CNR = 10, and
kinetic parameters corresponding to those in Table 1.
Both the NLLS and LLS fits described the synthetic data
similarly with only a small difference in the L2-norm
(LYES and LLES).

The difference between the true values and derived
parameters using both NLLS and LLS under varying noise
conditions are summarised in Figure 2. Figure 2a shows
the results for F,, where the LLS underestimates the true
value of F,, under noisy conditions (CNR < 10), whereas
NLLS tends to overestimate F,, under very noisy condi-
tions (CNR < 5). At high CNR values, LLS approximates
the true value better than NLLS. The precision of estimat-
ing F, was consistently better for NLLS for CNR > 10.
Both NLLS and LLS overestimated the true value of v,
(Fig. 2b), although NLLS less so than LLS for low CNR
(CNR < 15). The two curves converge around CNR =~ 15
after which little difference between the two curves is
seen both in terms of percentage error and precision. The
influence of noise on PS was also lower for NLLS com-
pared with LLS under low noise conditions, and above
CNR = 10 their precision and percentage error were com-
parable (Fig. 2¢). The overall effect of noise on the quality
of the fit (Fig. 2d) was measured using the L2-norm and
showed comparable performance across all CNR values.

The percentage error and precision for the three differ-
ent tissue types (see Table 1) are summarised in Table 2
for a realistic temporal resolution and noise level (At =2s
and CNR = 10, corresponding to the vertical dashed lines
in Fig. 2). Both NLLS and LLS underestimated the true val-
ues of F,, for the three tissue types, with only marginally
better precision and percentage error for NLLS over for
LLS. v, was generally overestimated across all simulated
tissues, however, to a lesser degree for NLLS. The preci-
sion of vp was again better for NLLS. The percentage error
and precision of PS estimated using both NLLS and LLS
were comparable and with almost no bias.

The effect of temporal downsampling as examined on
noiseless data is shown in Figure 3. For the higher tested
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FIG. 2. Influence of noise on the percentage error and precision of each hemodynamic parameter (a—c) and the overall fit (d) when
applying both NLLS and LLS. The vertical black lines correspond to the values shown in Table 2 (middle row).

tissue values of F, (0.57 min~" and 0.65 min~"), LLS
was less influenced by temporal downsampling than
NLLS while for the low value F, (0.23 min ') NLLS was
less influenced. Almost no influence of temporal sam-
pling was observed for v, and PS for lower temporal
sampling. Above a temporal period of 8 s, both LLS and
NLLS begin to show oscillations corresponding to the
width of the Parker input function (=8.4 s) (16). The
speed improvement of the LLS approach was, over all
temporal resolutions and tested parameter configura-
tions, at minimum around 230 times faster than the
NLLS (Supporting Fig. S1).

Clinical Data

Figure 1d—f shows three clinical example curves with lit-
tle difference in the performance of the LLS and NLLS.

The three curves were chosen to reflect different capil-
lary transit times: fast (Fig. 1d), slow (Fig. 1e), and inter-
mediate (Fig. 1f). Figure 4 shows a comparison of the
kinetic maps derived using both LLS and NLLS for a sin-
gle central slice through a patient’s tumor. The maps
show very similar patterns, suggesting the two
approaches can be used interchangeably (see also Sup-
porting Figure S3a—n).

By aggregating the data from all 14 patients, a total of
34,525 tumor voxels were analysed using both LLS and
NLLS (see overview in Supporting Fig. S2). A subset of
these voxels were excluded if they had a negative distri-
bution volume (vq4 = [C(t)dt/ [cq(t)dt) or the model fit
was completely contained within the 95% confidence
interval of the baseline noise. The remaining 32,190 vox-
els had a median CNR of 17.4 (95% confidence interval:
6.9, 35.8). LLS returned unrealistic negative values of F,,

Table 2
Percentage Error and Precision for Different Tissue Types at At =2 s and CNR = 10
F, (min~") Vp PS (min~")
NLLS LLS NLLS LLS NLLS LLS
Brain (tumor) —0.2 (7.4) —3.7 (10.0) —0.1 (4.8) 2.0 (5.3) —0.3 (4.6) —0.7 (5.0)
Cervix (tumor) -1.6 (9.2) -1.9 (10.6) 1.7 (12.0) 5.5 (12.7) 0.3 (5.0) -0.5 (5.7)
Cervix (tumor) —-1.7 (8.1) —2.7 (9.7) 0.6 (7.5) 3.4 (8.0) 0.1 (3.9) —0.3 (4.5)
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FIG. 3. Effect of temporal downsampling on both LLS and NLLS for the three different simulated tissue types from Table 1.

PS, and v, in a considerable proportion of the 32,190
voxels, whereas the NLLS was constrained to be within
the set boundary points of the fitting algorithm. Discard-
ing the regions where the CTU model is not defined (i.e.,
where v, < 0 or E was not between zero and 1 as esti-
mated by LLS [25,325 voxels left]), we found good agree-
ment between NLLS and LLS (Fig. 5). The white dashed
line shows the identity line, and the white cross marks
(x) illustrate where the mode or most frequent parame-
ters are seen, thus indicating whether LLS over- or
underestimates compared with NLLS within in a given
range of parameters. Figure 5a generally shows that LLS

and NLLS agreed well over a large range of F,, and only
at low values does it suggest that F,, is overestimated by
NLLS compared with LLS. Similar findings are seen in
Figure 5b,c for PS and v, although they also suggest that
LLS overestimates the parameter values at high values
compared with NLLS. The L2-norm also showed good
agreement with a Pearson’s correlation of 0.99. The
excluded voxels from the final comparison between the
NLLS and LLS were investigated further. Supporting Fig-
ure S4 shows example curves of the regions with nega-
tive extraction fraction, regions with extraction fraction
greater than one, and regions with negative plasma

Fp [min] PS [min™] A L2-norm
N N [ .| | R
0 0.5 1 0 0.1 02 0 0.5 1 0 0.5 1 1.5
.l - F
] ™ ﬁ ! !;
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FIG. 4. Comparison of hemodynamic maps estimated and goodness-of-fit using both NLLS and LLS. The white center corresponds to
data with negative distribution volume or a fit completely contained within the 95% confidence interval of the baseline noise.
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volume fraction. Similarly, Figure 6 shows the patient-
wise median curves of the aforementioned regions along
with the patient-wise median curves of the data included
in the comparison of NLLS and LLS. Generally, the
regions with E (LLS) < 0 showed significant washout,
whereas the regions with E (LLS) > 1 showed slow
enhancement, which may be described adequately by a
more simple model (e.g., a one-compartment model).
The regions that had a negative plasma volume fraction
again showed slow enhancement, with a slight decrease
in the initial indicator concentration. A quantitative
comparison of the different parameters in the different
regions can be found in Table 3. Here, the CNR level
was seen to be lower in the regions excluded compared
with the included regions. The plasma transit time esti-
mated by NLLS [T, (NLLS)] was furthermore consider-
ably longer in the regions where E (LLS) > 1 or v, (LLS)
< 0. Whereas E (LLS) < 0, the T, (NLLS) was compara-
ble to that of the included voxels, although with a much
larger confidence interval. A similar result was observed
for F,, (NLLS). Where v, (LLS) was negative, v, (NLLS)
similarly returned unrealistic values with a median that
was greater than 1.

DISCUSSION
Principal Findings

In this study, we derived and evaluated the precision
and percentage error of a linearised CTU kinetic model.

Pearsons 0.95

Pearsons 0.99

L2-norm(NLLS)

L2-norm(LLS)

Specifically, we compared the effects of temporal down-
sampling, varying noise, and different tissue hemody-
namic parameters on the precision and percentage error
of both a nonlinear and linear CTU model. Within the
clinical achievable ranges (CNR ~ 10) and temporal reso-
lution (At ~ 2 s) (23), LLS showed comparable perform-
ance in terms of percentage error and precision
compared with NLLS. Parameters estimated using LLS
were generally more stable to temporal downsampling
(Fig. 3), whereas NLLS was consistently more stable to
variations in noise (Fig. 2). The clinical comparison of
LLS and NLLS showed very high agreement in parameter
estimation (Fig. 5). The simulations and the clinical data
analysis agreed in that LLS and NLLS performed compa-
rably under sufficiently high CNR and at the sampling
rate for the clinical data (2.1 s).

Interpretation of Findings

Previous studies have focused on the effects of temporal
downsampling on the accuracy of hemodynamic parame-
ters extracted from the Tofts model (24) and the 2CXM
(7). These studies showed that the amplitudes of the
impulse response functions of the Tofts model and
2CXM (i.e., K™ and F,) were underestimated with
increasing temporal downsampling, whereas the distri-
bution volumes (i.e., v, and v, + v, respectively) were
overestimated. We found a similar trend for F, for the
cervical cancer simulation data; however, we found very
little effect of temporal downsampling on the
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FIG. 6. Patient-wise median uptake curves for the different regions within the tumor tissue. (a-c) Curves that were excluded from the
final comparison between NLLS and LLS. (d) Curves that were compared. (a) Curves that had a negative extraction fraction appear to
have significant washout. (b) Curves that had an extraction fraction greater than one appear to be enhancing slowly. (c) Curves that had
a negative plasma volume fraction appear to be enhancing slowly with a slight decrease in concentration initially. (d) Curves that had a
positive plasma volume fraction and an extraction fraction between 0 and 1. The noise on these curves is less due the greater number

of curves used for calculating the median curves.

distribution volume. The effect of temporal downsam-
pling on PS was also investigated in the study of the
2CXM (7) where a slight overestimation was observed
(for PS = 0.10 min™ %), and again we found little evi-
dence for this dependency. Our findings are more in line

Table 3
Characteristics of Included and Excluded Voxels from Clinical Data

with Flouri et al. (12) for NLLS, possibly because of sim-
ilar implementation of the convolution operation.
Finally, if the temporal resolution At is comparable or
larger than the peak width of ¢,, the quick wash-in pro-
cess in ¢, and C may be missed if the two sampling

v, (LLS) > 0N

E(LLS) <0 E(LLS) > 1 v, (LLS) < 0 (0 <E(LLS) < 1)
F, (NLLS) (min ) 0.42 (0.03, 3602) 0.10 (0.02, 0.71) 0.05 (0.01, 0.21) 0.56 (0.11, 2.14)
F, (LLS) (min~") 0.29 (~0.38, 1.97) 0.07 (0.00, 0.32) 0. 03 (~0.12, 0.20) 0.54 (0.09, 1.95)
PS (NLLS) (min~") 2.26-12 (2.2e-14, 0.08) 3.3e-11 (2.2e-14, 5.1) 0 (2.60e-14, 225) 0.05 (0.00, 0.19)
PS (LLS) (min~") ~0.01 (—0.14, 0.04) ~0.28 (—8.80, —0.00) 005( 0.18, 10.29) 0.04 (0.00, 0.18)
v, (NLLS) 0.24 (0.02, 63.7) 0.42 (0.01, 100) 45.7 (0.1, 100) 0.30 (0.06, 0.86)
Vo (LLS) 0.25 (~0.01, 1.18) 0.68 (~0.34, 4.18) 0.13 (—15.02, —0.00) 0.31 (0.07, 0.90)
E (NLLS) 5.7e-12 (1.4e-14, 0.2) 3.4e-10 (1.1e-13, 0.98) 0.01 (3.4e-13, 0.99) 0.08 (0.01, 0.31)
E (LLS) ~0.05 (~7.27, —0.00) 1.41 (1.01, 30.5) 0.84 (~19.7, 18.04) 0.08 (0.01, 0.32)
Ki=ns (NLLS) 2.2e-12 (2.2e-14, 0.07) 3.3e-11 (2.2e-14, 0.10) 0.00 (2.6e-14, 0.04) 0.04 (0.00, 0.15)
Ktans (LLS) —0.01 (~0.53, 0.08) 0.11 (0.01, 2.2) 0.06 (—0.14, 0.34) 0.04 (0.00, 0.15)
T, (NLLS) 0.46 (8.e-06, 1295.0) 3.49 (0.03, 3185.67) 860.6 (0.1, 5268.7) 0.47 (0.15, 1.34)
T, (LLS) 0.63 (~0.33, 17.08) ~2.2(-79.6, 6.8) ~o0. 55( 20.00, 12.16) 0.52 (0.19, 1.55)
CNR 12.0 (4.5, 30.1) 10.2 (4.4, 22.8) 5 (4.3, 18.9) 17.4 (6.9, 35.8)

All data are presented as the median (95% confidence interval).
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points happen to be at two distal ends of the first-pass
peak resulting in inaccurate calculation of the hemody-
namic parameters. For the Parker input function, the full-
width half-maximum is 8.4 s corresponding to the sudden
changes in percentage error at the temporal sampling of
around 8 s (Fig. 3). The improved computational effi-
ciency for the linear CTU model has also been shown in
the linear versions of the Tofts and extended Tofts models
(11,25) and 2CXM (12).

Implications

One major weakness of nonlinear fitting algorithms is
the problem of supplying a sensible initial guess in
order for the algorithm to converge to the global mini-
mum. It has been shown that simply using one set of
initial guess parameters at the center of the parameter
spaces is insufficient and will result in considerable
errors in the fits, and therefore multiple start points are
recommended (26). Because the linear CTU model iden-
tifies the global minimum directly, a concatenated
scheme where the linear CTU model initializes the
guess for the nonlinear CTU model may improve speed,
accuracy, and precision. In our simulations, we deliber-
ately chose the initial guess for NLLS to be the true val-
ues to avoid convergence to a local minima. In practice,
the true values are never known and it would require
multiple initialization for robust estimation of the phar-
macokinetic parameters. This in turn means that the
speed improvement of LLS over the NLLS noted here
would in practice, be higher.

With the current level of MR scanner technology, CNR
and temporal resolution, the linear CTU model may by
itself be the most suitable method of obtaining hemody-
namic parameters. However, in low enhancing tissue
regions (with low CNR), the linear CTU model should be
complemented by the nonlinear CTU model to obtain
sufficient accuracy and precision.

Limitations

A well-known limitation of any linear formulation of a
nonlinear problem is the incorrect accounting of experi-
mental noise contributions. Where the nonlinear formu-
lation (Eq. [4]) may correctly assume a normally
distributed noise profile, once formulated in linear form
(Eq. [8]), this may no longer be valid. Similar observa-
tions have been addressed in the linear calculation of T1
relaxation times, which results in a general overestima-
tion of T1 values compared with the nonlinear formula-
tion. Numerous ways of improving upon this bias have
been proposed by multiplying appropriate weights to
both sides of Equation [8] (27,28) and have recently been
successfully implemented for the 2CXM (12), resulting
in improved accuracy and precision. However, the
authors note that choosing the optimal weighting scheme
is a nontrivial task and deserves a more in-depth study.
Further investigation in this direction may potentially
improve the precision of the hemodynamic parameters
estimated by the linear CTU model. Finally, the return of
unrealistic values of the extraction fraction and the
plasma volume fraction from the LLS resulted in exclu-
sion of a considerable number of voxels from the final

comparison of NLLS and LLS. In these regions, it is pos-
sible that the constrained NLLS would be able to extract
more plausible kinetic parameter estimates, especially
under noisy conditions. Conversely, the constrained
NLLS could also mask problems, such artifacts in the
data and unsuitable model choice, and create a false
sense of confidence in the results.

CONCLUSION

In this study, we have derived the linear version of the
CTU kinetic model and compared its performance with
the nonlinear CTU model, with varying noise and tempo-
ral downsampling. The linear CTU model has precision
and percentage error comparable to the nonlinear within
clinical achievable ranges of CNR and temporal resolu-
tion. The linear CTU model is computationally more effi-
cient and more stable to temporal downsampling,
whereas the nonlinear model is more robust to variations
of noise.
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SUPPORTING INFORMATION

Additional Supporting Information may be found in the online version of this
article.

Supporting Figure S1. Improved speed of LLS over NLLS as a function off the
temporal resolution for three different combinations of F,, PS and vp,.
Supporting Figure S2. Overview of the voxel exclusion process. The initial pool
of candidate voxels were excluded if the distribution volume (v4) was negative
or if the CNR was within 95% of the baseline noise. Of the remaining voxels, a
further subset was excluded if they had negative v,, (LLS) or if E (LLS) was not
inside the interval 0 and 1.

Supporting Figure S3a-S3n. Center slice through tumor comparing estimated
hemodynamic maps and goodness-of-fit using both NLLS and LLS (Patient 1—
14).

Supporting Figure S4. Example curves excluded from the comparison of
NLLS and LLS. (a) Typical data excluded when E (LLS) < 0. (b) Typical data
excluded when E (LLS) > 1. (c) Typical data excluded when v,, (LLS) < 0. For
comparison, we also included the fit of the one-compartment model
(C(t)=ca(t) @ (Fpe tFe/v)).



