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cardiac cine MRI database. Eight different segmentation methods, including three expert
delineations and five automated methods, were considered, and sixteen combinations of
the automated methods using STAPLE were investigated. The supervised and unsuper-
vised evaluations demonstrated that in most cases, STAPLE results provided better esti-
mates than individual automated segmentation methods. Overall, combining different
automated segmentation methods improved the reliability of the segmentation result com-
pared to that obtained using an individual method and could achieve the accuracy of an
expert.

Introduction

Cardiac Magnetic Resonance Imaging (cMRI) is used more and more frequently in clinical
routine to study simultaneously the cardiac anatomy and function. A series of clinical parame-
ters can be deduced from the acquired scans in cMRI. Among these parameters, the left ven-
tricular ejection fraction (LVEF) remains a major prognostic index for coronary artery diseases
assessment. The correct estimation of this parameter requires the accurate measurement of
both end-diastolic volume&DV) and end-systolic volumeE$Y, providing the stroke vol-

ume SV) and finally the LVEF. In addition, the proper delineation of epicardial border provid-
ing the epicardial volumeEpV) is also necessary to estimate the myocardial nalgl.(

Although MRI makes these measurements possible with a high accuracy (generally from a
series of short-axis cine-MR images), the segmentation of the left ventricle (LV) is still a con-
temporary issu€l]] due to the considerable amount of data that are acquired in a single exami-
nation. For clinical routine, semi-automated algorithms that are proposed by commercial
image post-processing software are largely used. For retrospective studies, research studies,
large database studies, automated segmentation algorithms are preferentially used in order to
avoid the labor intensive and time consuming manual segmentation task and reduce the intra-
and inter-operator variabilitie®]. To assess the performance of these automated segmenta-
tion algorithms, the common approach consists in comparing the contours resulting from the
automated segmentation with the ones obtained by one or several experts who are known to
often outperform automated methodg.[

When visually comparing segmentation results obtained by different automated methods as
in [3], the respective performance of two methods depends on the data: when a first segmenta-
tion method provides more accurate contours than a second method on a specific database, th
second algorithm might actually be more relevant for a sub-database or, at least, for some par-
ticular MR examinations. Therefore, it is reasonable to hypothesize that there might be an
advantage in combining several automated segmentation methods to overcome the specific
limitations of each one.

To combine segmentation approaches, different algorithms have been propegette
Simultaneous Truth and Performance Level Estimation (STAPLE) algosifhisnvery popu-
lar and highly cited. Furthermore, the associated software is freely available for academic pur-
poses upon written request. For these reasons, we evaluated the performance of STAPLE. To
objectively assess the segmentation accuracy, criteria based on estimated contours and assoc
ated image classification are often used. These include various metrics allowing to compare
boundaries at a local level such as distances between contours, overlap criteria like the Dice
coefficient ], or the sensitivity, the specificity, the predictive negative value and the predictive
positive value criteria computed by the STAPLE algorithm. All these criteria assume that there
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is a“gold standartisegmentation, at least implicitly. Furthermore, these criteria are partly cor-
related and are also directly related to the optimization process involved in STAPLE. To avoid
these limitations, we rather focused our evaluation on the clinical task and evaluated the accu-
racy of clinical parameters of interest, and particularly the LVEF parameter.

To evaluate the interest of the STAPLE algorithm for combining segmentation results, we
applied it to a cardiac cine MRI database including LV segmentation obtained from eight inde-
pendent segmentation approaches: five resulted from five different automated image process-
ing approaches, and three volume contours were drawn by three different experts. Sixteen
combinations of the five automated methods (all five methods, four among the five methods,
and three among the five methods) were tested against results provided by the three experts,
using the LVEF values as the clinical parameter of interest. The evaluation was first carried out
using a supervised approach, assuming a gold standard was available, and then using an unsu
pervised approach, the extended Regression Without Truth (eR¥MDb)rfank all segmenta-
tion methods as a function of their performance.

Our study presents some similarities witht both used a public cardiac cMRI database
(although not the same) for which contours were delineated by experts and algorithms. In our
case, the selected database included controls and patients with different cardiac pathologies. I
[2], only cMRI acquired on patients were included. Furthermore, both studies used STAPLE to
combine different contour results, but they differ in their approach. Indeed],iadthors pro-
posed to use STAPLE to define a gold standard segmentation based on two fully-automated
algorithms and three semi-automated algorithms requiring manual input, while the present
study focuses on improving the accuracy of automated segmentation algorithms by combining
them with STAPLE to get a accuracy similar to the one achieved by expentske it accept-
able for clinical routine. To complete our first stu@dythat enabled us to rank expert delina-
tions and automated segmentation methods on the Cardiac MR Left Ventricular Segmentation
Grand Challenge (MICCAI 2009) databa$€][the present study aimed at demonstrating,
using the same database, the usefulness of combining the different automated approaches tha
were previously independently evaluated.

Materials and Methods
Database

This work uses the public database provided by Sunnybrook Health Sciences Tknthig

cardiac database was first distributed to the participants in the Cardiac MR Left Ventricular
Segmentation Grand Challenge (MICCAI 2009). It includes images from forty-five subjects
who were divided into four subgroups: healthy individuals (CTRL, n = 9), patients with hyper-
trophic cardiomyopathy (HYP, n = 12), patients with heart failure without ischemia (HF-NI,

n = 12) and patients with heart failure due to ischemia (HF-1, n = 12). For each examination,
about ten short axis slices covering the LV were acquired using a breath-hold, retrospective
ECG-gated cine-MRI sequence (twenty cardiac phases per slice, contiguous slices with a slice
thickness of 8 mm, FOV = 320 mm, acquisition matrix 256 x 256 with a 1.5T MR scanner (GE
Healthcare)).

We focused here on the left ventricular ejection fraction (LVEF) estimate. LVEF was calcu-
lated conventionally as the ratio between the stroke volume and the end-diastolic volume. The
end-diastolic and end-systolic volumes were measured from the endocardial border that was
delineated on each selected image. MR images corresponding to the end-systolic and end-
diastolic phases in the cardiac cycle as well as the list of consecutive slices considered for the
LV segmentation were priorifixed for this Challenge and given to the experts to directly com-
pare results between all participants. The variability due to the choice of these temporal phases
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and of the associated slices was out of the scope of this study which focused on 2D slice
segmentation.

Segmentation approaches

Eightindependent estimates of the LVEF were obtained from three manual contouring methods
(M1-M3) provided by three independent experts, and from five automated algoriifias (
M8). The five algorithms described respectively ir]5 use different segmentation strategies
and various usé&s interactions. The methdd8 was described irif] and is an update of the
method [Lg] previously evaluated ir8]. Endocardial borders were obtained on the end-diastolic
and end-systolic phases with all methods. Furthermore, contours for all cardiac phases were
provided for the whole database by metd8 and for fifteen subjects by methibtb. All
methods buM5 included the papillary muscles in the LV cavity. MethMb#lwas the least auto-
mated one, while methdd 8 was fully automated. Results obtained by the eight segmentation
methods are freely available loitps://github.com/frederiquefrouin/Medieval

Using each segmentation method, the mean LVEF value and its associated standard devia-
tion were calculated for each of the four subgroups of subjects. More than 99% of these esti-
mated values ranged from 0.05 to 0.85. The twenty-four patients of the studied database with
heart failure (HF-NI and HF-1) had a reduced LVEF that was considered as pathological
( 0.45).

Combination of the segmentation approaches

Method. Several segmentation results were combined using the Simultaneous Truth and
Performance Level Estimation (STAPLE) algorithm developped by Watfi@lg5]. This
method was implemented using the version 1.5.2 of CRKit, which is the software provided by
Warfields team.

The STAPLE framework is based on an Expectation Maximization (EM) algorithid.
It uses several segmentation results and calculates simultaneously a probabilistic estimate of a
representative segmentation result and a performance level of each delineation included in the
calculation. This performance level is provided by the computation of the sensitivity and the
specificity indexes between each input segmentation and the segmentation result. The process
is iterated until a stable solution is reached. Here, the STAPLE algorithm was run using the
default parameters that were proposed by its authors. The binary version was used since only
two classes were considered: the left ventricle and the remaining structures outside the left ven
tricle. Provided results did not depend on the size of the background (the region of interest sur-
rounding the left cavity in our application) as mentionedih Furthermore, the STAPLE
algorithm was applied in 2D, for each slice separately in order to be compliant with most of the
initial segmentation methods, and because of the large slice thickness compared with the in-
plane resolution. The resulting contours were stacked to get a 3D segmentation result.

Application. The STAPLE algorithm was applied to several combinations of endocardial
segmentation results obtained from the five automated methods previously described:

* a STAPLE segmentatidnSA5678 was created from the five automated methods.

« STAPLE was used to combine all five combinations of four automated methods. For
instance, the resulting segmentation was den@l84¢667 when method#l4, M5, M6 and
M7 were involved in the algorithm.

« STAPLE was also applied to each combination of three automated methods among the five
available (10 combinations). The result was denbt&856 when methodsl4, M5 andM6
were involved in the algorithm.
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Using each STAPLE segmentation result, the mean LVEF value and associated standard
deviation were calculated for each of the four subgroups of subjects.

Supervised evaluation

In case of supervised evaluation, it is necessary to define a gold standard. For our problem of
contour delineation on clinical data there is no ground truth reference, even when three experts
have delineated contouré][ We could have used STAPLE to define a consensus as proposed
for instance in P]. Yet, in order to be independent of STAPLE for the evaluation, we defined

M2 as the reference methddief). Indeed, it was shown ir8] that methodM2 performed the

best and that the LVEF obtained by the three experts were more accurate than any of the five
automated methods that were tested. The supervised evaluation was based on the computatio
of the bias and its associated standard deviatigrof each segmentation methdfj with

respect to the referendd?, (j representing either one of the original methods or one of the six-
teen STAPLE combinations described above).

Unsupervised evaluation using eRWT

Theory. The eRWT approacHs], an extension of the Regression Without Trutl8f21],
aims at comparing and ranking different methods which estimate a specific biomarker such as
the LVEF, the true value,, of the biomarker being unknown. ConsideriRgamples (denoted
by p, ranging from 1 td®) andK segmentation methods (denotedM, k ranging from 1 to
K), each segmentation methbtk yields an estimate, of the biomarker for sampie

The eRWT approach assumes a parametric relationship between the true yahekits
estimate , based on three hypotheses:

H1:. The statistical distribution of the true valugon the whole database has a finite
support.

H2:. The estimate,is linearly related to the true valued (1). The error term is nor-
mally distributed with zero mean and standard deviatigiThea, andby, parameters are
specific to each methddk and independent of sampte

Yok Yaa Y o b bp ok alb

H3:. The error terms, for each methodk are statistically independent.

With regard toH1, a Beta distributioBetd , ) was chosen for LVEF as it had been pro-
posed in [L9. Besides, given all these assumptions, the probability of the estimated yalues
given the linear model parameters and the true valyean be expressed and the log-likeli-
hood can be written as a functionaf by,  and the probability distribution of .

The maximization of this log-likelihood does not require the numerical values of the true
LVEF, but only a model of its statistical distributiqar ( p)); it leads to the estimates of the
linear model parameters for each methegd b, and ).

The numerical implementation uses an optimization function implemented in MATLAB
(R2012a, The Mathworks, Inc.). The figure of mEyjt chosen to rank the methodisk is
defined as the expected value of the square error between the true value of the pargameter
and its estimated value by a given methad (2)) [27].

Fu 4E¥8 aY b B: &b
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If the statistical distribution of  is a Beta distribution, the figure of merit can be expressed
analytically by=q (3}

ndmp 1b m

Fuc 08, 18 e R EP 28 1 b D s &b

To set the shape parameters of the Beta distributi@n{l ), we started from the values
choseninB]( =4 and =5) and refined these initial values so as to minimize the sum of the
K figures of merit. Final values of thend parameters were set to 2.85 and 3.40 respectively.
These slight modifications of the Beta distribution compared to that uséidiid not yield
substantial changes in the ranking of the methods, as already shosyn in [

The final ranking of methods was based on a bootstrap prozéssifining on the database
of Pvalues pcgeneratindN (N = 1000) . « values. From each drawingP valueg" were
drawn from the 45 samples. From thege, values, th& figures of merif, were computed
using the previously described optimization. The non-parametric Kruskal-Wallig testds
applied to theN x K values of, to test the equality of the median among thenethods.

When it was not equal, each pair of methods was tested, using a Bonferroni correction with a
Type | error equal to 5%2F to determine the signicantly different pairs.

Experiments. The eRWT approach was first performed to rank the eight segmentation
methods M1 M8). This ranking approach was then systematically applied to the eight meth-
odsM1 M8 and to one of the STAPLE results to rank each segmentation combiggn,
among the eight initial segmentation methods.

Results
Combination of the segmentation approaches

Superimposition of contours resulting from different segmentation methods on
cMRI. Figsland?2 show the endocardial contours obtained using the eight segmentation
approached1 M8 and using three different STAPLE combinations, superimposed on an
end-diastolic image. These two figures correspond to two different cases: one patient (SC-HF-
01) and one control (SC-N-05). In these two examples, the LV contour was correctly delineated
by the three different combinations of STAPLE that are illustrated, whereas it was over-delin-
eated when usinigl6 andM8 (Fig 1) or under-delineated byl5 andM7 (Fig 2.

Estimation of LVEF values for each method The mean LVEF values and their standard
deviations estimated for each subgroup of subjects are displayadlinifor each initial seg-
mentation methodi11 M8) and eaclMSimethod.

Supervised evaluation

Choice of the reference method.Table Zpresents the figures of merit computed using the
eRWT approach when the eight initial segmentation methitls (M8) were compared.
These scores confirmed tHd® could be chosen as the reference method for the supervised
evaluation. This result is similar to the one previously establish&} iespite the new values
of the Beta distribution parameters. The performance of meth®dan be estimated by an
improvement of its relative ranking.

Comparison of LVEF estimated valuesFig 3shows the results obtained for the super-
vised evaluation. Each biasvith respect to thd2 result is represented with its associated
standard deviations (error bars corresponding to +§.9®is figure shows that expert delin-
eationdM1 andM3 give the closest resultsht?, withM3 showing less variability thanl.
When comparing the five automated metholi®y M8), M4 yields the closest resultitt?

PLOS ONE | DOI:10.1371/journal.pone.0135715 August 19, 2015 6/16



Evaluation of Combinations of Independent Segmentation Results

Fig 1. Basal cine MRl slice at end-diastole with superimposed contours of the LV (green line). M1 to M8 are represented from (a) to (h) and three
different combinations of the STAPLE algorithm,MS45678, MS456 and MS4578 are represented from (i) to (k).

doi:10.1371/journal.pone.0135715.g001

with a bias near 0, and the smallest standard deviagoAlthough all semi-automated meth-
ods have slightly greater variability than the inter-expert variability, several STAPLE combina-
tions are within the inter-expert variability, with six combinations presenting smaller
variability thanM1. MethodM$456 was the one presenting the smallest variability].96]
among alMSi.

Among the sixteen testéddSimethods, ten were within the range# 1.96] obtained with
M4. The six remaininy1Sihad a higher bias (in absolute value) than the one obtained with
M4, but three of themMISA567 MH678 andVIH678) had a lowesthanM4.MS578 had a
highersthanM4, but lower than theobtained by the four methods used to create the STAPLE
segmentation result. Finall$457 had a standard deviatisonly 1% higher than the one
obtained withM4, whereaM 4578 had &10% higher than the one obtained wit.

Unsupervised comparison of segmentation methods

Table 3presents the ranking of the eight initial segmentation methods and of each STAPLE
methodMSi. Among the sixteen comparisons, mettd8iwas at a ranking similar to the

experts in 14 caselsdld and italicMSin the table). The best rank was reachedA$456

(rank equal to 2). MethoMS578 was ranked liki14 (rank equal to 4pold MSin the table),

this rank being worse than the expértmks but better than the individual methods used to

create the combination. These results demonstrate that the LVEF parameters were more accu-
rately estimated using this combination of segmentation methods than with any of the segmen-
tation methods used in the combination. The worst rank observed fotSiapproach was
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(a).(b).(c
(e) . (f) .(9
(i) .(J) .k)

Fig 2. Median cine MR slice at end-diastole with superimposed contours of the LV (green line). M1 to M8 are represented from (a) to (h) and three
different combinations of the STAPLE algorithm,MS45678, MS456 and MS4578 are represented from (i) to (k).

).(d).
).(h).

doi:10.1371/journal.pone.0135715.g002

obtained foM34578 with a rank equal to &#lic MS in the table), worse thavi4 used to pro-
vide the STAPLE segmentation result. For this Egstand Ry, were equal to 0.008,,s1578
was equal to 0.005, aifghg was equal to 0.007. So, eveM 84578 was at the fifth position, its
figure of merit was close to the scores obtained with methtddandM4. Thus in this case,
LVEF parameters estimated usM&ishow a clear improvement compared to LVEF esti-
mated usingM5,M7 andM8.

Discussion
Use of STAPLE to combine endocardial LV segmentations

The aim of this work was to evaluate the efficiency of the STAPLE algofifhongstimate a

clinical biomarker, the LVEF, from a segmentation resulting from the combination of different
independent segmentation algorithms. To demonstrate it, a collection of segmentations appliec
to the MICCAI 2009 cardiac MRI database was used. For the forty-five cases of this database
eight segmentation methods were available, including delineations provided by three indepen-
dent experts, and five delineations obtained using five automated LV segmentation algorithms.
As the LVEF is a primordial biomarker, the paper primarily focused on results obtained for

this parameter. The database had the advantage of including a large variety of cardiac disease:
(with normal or reduced LVEF) and control subjects. The computation of the mean LVEF

value and associated standard deviations for each subgroup showed that values were homoge
neous for each subgroup of subjects, whatever the segmentation method used for the LVEF
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Table 1. Mean LVEF values (%) and their associated standard deviations.

Methods HF-I (n = 12) HF-NI (n = 12) HYP (n = 12) CTRL (n=9)
M1 23.46+10.36 28.68+14.37 62.17+8.89 60.2+6.60
M2 25.12+10.55 31.93+14.20 65.39+6.35 66.18+4.98
M3 26.79+11.75 32.38+14.83 69.90+6.88 66.61+5.43
M4 24.15+11.75 33.30+16.94 64.95+12.02 66.51+6.07
M5 24.20+13.41 27.66+11.64 48.79+12.45 57.49+4.26
M6 25.81+13.19 35.04+17.71 73.94+10.62 74.30£6.73
M7 22.92+9.91 31.00+15.70 58.49+13.93 61.22+13.92
V] 31.47+13.13 35.95+15.19 69.50+10.19 68.22+10.86

MS45678 26.59+10.93 34.41+15.89 64.66+10.61 67.21+6.52

MS4567 24.23+10.44 33.42+14.84 61.75+11.37 65.36+5.86

MS4568 27.26+12.34 34.21+14.54 64.87+9.40 67.54+4.28

MS4578 27.01x12.23 32.97+14.71 59.15+11.79 64.20+5.18

MS4678 26.54+10.74 34.95+16.41 69.59+8.30 68.64+5.72

MS5678 26.26+ 9.95 32.60+14.17 63.51+10.70 65.59:8.08

MS456 26.87+11.67 33.64+15.02 66.54+9.35 66.99+3.75
MS457 25.07+10.66 32.41+14.36 58.98+12.04 63.85:4.69
MS458 27.85+12.54 33.33+14.26 63.29+9.87 65.94+3.58
MS467 26.70+10.03 34.62+16.22 69.71+8.26 69.59+7.42
MS468 28.47+13.26 35.65+16.47 71.70+5.93 71.08+4.06
MS478 27.76+12.23 34.81+16.67 66.06+9.37 67.94+6.56
MS567 25.31+10.65 31.96+13.31 64.28+10.42 67.46£7.98
MS568 28.19+13.42 34.49+14.23 69.85+6.42 69.47+5.72
MS578 27.20+11.48 32.52+14.13 61.06+12.28 66.0+7.9

MS678 27.63+10.85 34.84+16.43 71.78+7.12 69.83+8.57

Values are computed for each segmentation method and for each subgroup of subjects: heart failure with and without ischemia patients (HF-1 and HF-NI
respectively), hypertrophic cardiomyopathy patients (HYP) and healthy individuals (CTRL).

doi:10.1371/journal.pone.0135715.t001

calculation. These first results confirmed that all segmentation methods provided coherent esti-
mates for each subgroup of subjects.

Conventional applications of the STAPLE algorithm aim at defining a reference method
from different expert segmentatioris §]. In the present study, our goal was not to define a
consensus betweéexperts, but rather to determine whether some combinations of different
independent automated segmentation methods could yield a segmentation as reliable as that
an expert, keeping in mind that each automated method is slightly less powerful than expert
delineation. In other words, could a combination of different automated segmentation results
yield better results than the ones from each individual method? The question was challenging
since several evaluation studigs’] already showed that the STAPLE output strongly depends
on the number and on the quality of the inputs used to create the combined segmentation.
Assuming that the automated methods incorporate different strategies, we tested whether their
combined use could actually help in improving segmentation results on a whole database. All

Table 2. Figures of merit ( Fyy) of the eight initial methods estimated by the eRWT approach.

Method M1 M2 M3 M4 M5 M6 M7 M8
Fuik 0.003 < 0.001 0.001 0.004 0.015 0.008 0.010 0.008
doi:10.1371/journal.pone.0135715.t002
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Fig 3. Supervised evaluation: Computation of the LVEF bias of each method with respect to values obtained with M2 and its associated standard
deviation. Error bars correspondto +1.96s. The red box represents limits of agreement obtained forM4, the automated method whose results are closest

to the M2 results for this evaluation.

doi:10.1371/journal.pone.0135715.g003

possible combinations of three, four and five automated segmentations were thus systemati-
cally tested. As irt], the STAPLE version that was used provided results that did not depend

on the size of the background, i.e. the region of interest surrounding the left cavity. Further-
more STAPLE was tested on both 2D and 3D data, and better results were obtained when
applying STAPLE in 2D mode, slice by slice. This seems to be due to the large anisotropy of the
initial data and to the 2D strategy used by the experts and most of the automated algorithms to
delineate the contours. To assess the segmentation results, a visual inspection of the contours
of all STAPLE segmentation results superimposed onto the MR images was first performed.
This visual assessment showed that in most cases, the STAPLE algorithm was able to correct,
in every slice, too loose or too tight delineations obtained from automated methods. Supervisec
and unsupervised statistical evaluations were then performed to assess the results obtained
using each STAPLE combination of three, four and five automated methods.

Supervised evaluation

The main idea of the supervised evaluation was to compare the LVEF values estimated by all
methods with the values computed byreferencémethod. We chose tHd2 method as the
“referencémethod, as it yields the best figure of merit when using the eRWT approach on the
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Table 3. Ranking of the segmentation methods according to the different combinations of methods.

Rank number

MS45678  MS4567 MS4568 MS4578 MS4678  MS5678
- Performance + 1 M2 M2-M3 M2 M2-M3 M2 M2
2 M3 M3 M3 M3
3 MS MS MS M1-M4 MS MS-M1
4 M1 M1-M4 M1-M4 M1-M4
5 M4 MS M4
6 M8 M8-M6 M8-M6 M8 M8 M8
7 M6 M6 M6 M6
8 M7 M7 M7 M7 M7 M7
9 M5 M5 M5 M5 M5 M5
Rank number Methods entering the comparison with MS corresponding to:
MS456 MS457 MS458 MS467 MS468 MS478 MS567 MS568 MS578  MS678
- Performance + 1 M2 M2 M2 M2 M2-M3 M2 M2 M2-M3 M2-M3 M2-M3
2 M3-MS M3 M3 M3 M3 M3
3 MS MS MS MS MS -M1 MS MS M1 MS
4 M1-M4 M1-M4 M1-M4 M1-M4 M1-M4 M1 M1 M4MS M1
5 M4 M4 M4 M4
6 M8-M6 M8-M6 M8 M8-M6 M8 M8 M8-M6 M8 M8 M8
7 M6 M6 M6 M6 M6 M6
8 M7 M7 M7 M7 M7 M7 M7 M7 M7 M7
9 M5 M5 M5 M5 M5 M5 M5 M5 M5 M5

Methods entering the comparison with MS corresponding to:

Bold and italic MS highlight methods MSi at an expert-like ranking.Bold MS highlights method MSi ranked behind the experts but in front of the
individual methods used to create the combination. Italic MS highlights worst rank occupied by a method MSi.

doi:10.1371/journal.pone.0135715.t003

eight initial methods. The comparison of LVEF values was based on the)l@ad {ts associ-
ated standard deviatios)(obtained when computing LVEF values using each individual seg-
mentation method compared to thé2 results Fig 3. Furthermore, the combination of the
three expert segmentation results using STARLE 23, was estimated and chosen as the ref-
erence method. Results were very close to those obtained wil2tiiethod and the bias, as
well as its associated standard deviation, were the smallest for "hdZhednfirming that this
latter method was a good choice to be a reference metho&1s€g.

Results showed that among the five automated methigdeas the closest 2 with a
low bias and the smallest standard deviation. In most cisk&isesults were closer to the refer-
ence method2 than the original methods used in the combination, includigand were
less variable than results obtained with each individual method. It can be concluded that the
STAPLE algorithm provided segmentation results that yielded more accurate or equivalent
results compared to the automated segmentation methods from which the STAPLE combina-
tion was based. Furthermore, the combination of three automated segmentation methods can
provide a LVEF estimate as accurate as the one provided by an expert.

We noted that the bias related to eddBimethod was correlated with the sum of the biases
observed in the initial methods used in the combination .736). We also observed a reduc-
tion of the standard deviatioswhen combining different methods using STAPLE, compared
to the standard deviation of each individual method used in the STAPLE combination. How-
ever, the decrease in standard deviation was not directly predictable.
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Ranking provided by the eRWT approach

The eRWT approach ranked the expert delinealitthfirst, and more generally, the three
expert delineations in the top three. The semi-automated meitvbdas ranked as the best
automated method to estimate LVEF.

To evaluate the STAPLE segmentation resi&i)without using stron@ priori on the
truth, the eRWT approach was systematically applied to the eight original methods and to an
MSimethod. In most casellSiranked similarly to the expert delineatiodMd3 andM1). This
means that the STAPLE algorithm based on several automated methods provided similar
results to those obtained by experts. In one delSB{8), the rank of the STAPLE method was
less than those of experts but was still better than those of the three methods STAPLE was
based on. This suggests that the LVEF parameters were once again better estimated using the
combination of segmentation methods than using any of each initial segmentation method
used in STAPLE. Finally, in only one instankts¢578) MSiwas ranked after one of the four
methods (14) used in the combination. However, the figures of merit showed that LVEF
parameters estimated usiktiwere better than those estimated using three of the four meth-
ods involved in the combinatioM5,M7 andM8). Furthermore, results obtained with
(MA578) were very close to those obtained With

Furthermore, both supervised and unsupervised statistical approaches led to very similar
conclusions. Indeed, both approaches showed that the most accurate LVEF was obtained whe
combiningM4,M5, andM6. Furthermore, both approaches showed that the poorest results
were obtained when combining4, M5,M7 andM8. Thisa posteriorconsistency between
conclusions suggests that the use of the unsupervised eRWT approach was relevant in our cor
text and that the different hypotheses underlying the eRWT approach proved to be realistic.

Extension to other cardiac function parameters

The present work mainly focused on the estimation of the LVEF value. As this parameter is
derived from both end-diastolic volumdsV) and end-systolic volumeg$V, additional
tests have been performed to extend our study to five other clinical parameters: the left ventric-
ular end-diastolic volumes and end-systolic volumes, the stroke voiMseEDV ESV,
the epicardial volumeHp\) defined at the end-diastolic phase, and the myocardial mass
(MM =1.05x EpV EDV)). Epicardial borders, obtained on the end-diastolic phases for all
methods excep¥l7, and used to study tiepVand theMM parameters, are also available on
https://github.com/frederiquefrouin/Medieval

The eRWT approach was performed for each clinical parameter with specific settings (see
S1 Table Results shown i62 Tableonfirmed that: 1) metho12 was the besteferencé
method, 2) the three expert delineations were ranked among the top three methods, and 3) the
semi-automated method M4 was the best automated method to estimate any clinical parame-
ter.S2 Tablalso showed a limitation for the study®$Vfor which the ranking of the eight
original methods was quite different from the expected results, ranking for instance method
M7 first. A detailed analysis revealed the presence of an outlier wiB¥of about 430 ml
(estimated by the experts), while tEiS\VWas less than 310 ml for all other subjects. When
removing this outlier, the ranking became similar as for the other dasesth experts meth-
ods ranked first.

The supervised evaluation based on the computation of the biag its associated stan-
dard deviation ) for each segmentation method and each STAPLE combination with respect
to the reference methdd2 was performed for these five supplementary clinical parameters
(S2-S6Figs). Our results confirmed that all clinical parameters were better estimated when
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combining segmentation methods with STAPLE than when using one of the individual meth-
ods entering the STAPLE combination.

Tests performed on the estimation of LVEF showed that the combinatidd d#15 and
M6 provided the best estimatégble J. To further investigate this result, we applied the
eRWT approach to the different combinations of three automated segmentation methods
(S3-S4Tables). Results suggest that metht#58 is an appropriate combination, since it
ranked first or second for all clinical parameters except for the end-diastolic volume for which
it ranked in the third group of methods.

The major interest of the eRWT approach that provides a ranking of different estimation
methods based on only fempriori hypotheses is underlined here as its results appeared robust
for different clinical parameters described by a large variety of statistical distribtition (

Table.

Limitations

As underlined in the Material and Methods section, our study focused on the left ventricle seg-
mentation. For that reason, we did not study the impact of the choice of end-diastolic and end-
systolic phases in the variability of clinical parameters. Preliminary investigations were per-
formed using the segmentation results of all cardiac phases provided by rividshddey

showed that choosing the systolic and diastolic phases as the phases providing the smallest an
largest volumes respectively was not the largest source of variability in the LVEF estimation.
The selection of the more basal and the more apical slices to segment is another source of vari-
ability. For that point, we strongly believe that a minimal intervention of the user could help

the automated algorithms, without being time consuming.

Future directions

The statistical tools that were used for this study could also be used to compare the STAPLE
algorithm with other algorithms that have been developed to define representative contours
from a collection of contours; it could be for instance, the ones describéinif [ 8]. This

could help identify the most efficient algorithm to combine contours. However, this would
require testing the statistical independencyah the eRWT modeliq (1) when comparing
different methods of combination based on the same initial methods.

Due to the difficulty in getting one or multiple expert delineations for clinical segmentation
problems, the combined use of different independent algorithms could yield a valuable alterna-
tive. Of course, the combination process requires some computing resources, which depend or
the segmentation methods involved in the combination and on the method used for combining
them (here STAPLE) but it guarantees reproducible results and manual delineation is no longer
needed. Due to the quality of results demonstrated by this study, which shows a clear improve-
ment in clinical parameter estimates using the STAPLE combinations compared to the initial
automated segmentation algorithms, it becomes feasible to use automated segmentation algo-
rithms and get stable and reliable results.

Finally our approach was dedicated to LV segmentation, but it could be easily extended to
other organs. One practical interest of such an approach is that it could help in reducing the
number of manual delineations which are very time-consuming to collect, especially for data-
bases including a large number of cases. Furthermore, we believe that the high performance
obtained by the combination is due to the complementarity of the different segmentation
approaches and that results could be less interesting when tuning parameters of a single
approach. However this latter hypothesis remains to be fully evaluated.
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Conclusion

This work aimed at determining whether combining different segmentation results using the
STAPLE algorithm could yield a final segmentation as reliable as that of an expert. This
approach was tested in the framework of the estimation of left ventricular ejection fraction on
the MICCAI 2009 cardiac cine MRI database. Both supervised and unsupervised evaluations
showed that in most cases, the cardiac function parameters were better estimated using the
STAPLE approach than using individually the segmentation methods used to create the STA-
PLE result. Moreover, the STAPLE segmentation results provided, in most cases, similar esti-
mates to the ones obtained based on manual delineations performed by an expert. The results
show that combining different independent automated segmentation methods using the STA-
PLE approach yielded segmentations that were as accurate as those provided by expert delin-
eating the left ventricular cavities.
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