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Abstract

We investigated a Pareto front approach to improving polyp detection algorithms for CT
colonography (CTC). A dataset of 56 CTC colon surfaces with 87 proven positive detections of 53
polyps sized 4 to 60 mm was used to evaluate the performance of a one-step and a two-step
curvature-based region growing algorithm. The algorithmic performance was statistically
evaluated and compared based on the Pareto optimal solutions from 20 experiments by
evolutionary algorithms. The false positive rate was lower (p<0.05) by the two-step algorithm than
by the one-step for 63% of all possible operating points. While operating at a suitable sensitivity
level such as 90.8% (79/87) or 88.5% (77/87), the false positive rate was reduced by 24.4% (95%
confidence intervals 17.9-31.0%) or 45.8% (95% confidence intervals 40.1-51.0%) respectively.
We demonstrated that, with a proper experimental design, the Pareto optimization process can
effectively help in fine-tuning and redesigning polyp detection algorithms.
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1. INTRODUCTION

Colonic polyps are abnormal growths that originate from cells of the colonic mucosa, the
inner wall of the colon. Most are benign but some (adenomas) can become cancerous.
Finding and removing polyps can reduce the risk of colorectal cancer (Winawer et al.,
1993). Computed tomographic colonography (CTC) is a new, less invasive screening
technique that has shown promising results (Hara et al., 1997; Yee et al., 2001; Pickhardt et
al., 2003). However, variable sensitivity among readers needs to be resolved before CTC is
put into widespread use (Cotton et al., 2004; Rockey et al., 2005). In order to reduce inter-
observer variability and improve sensitivity in detecting small polyps, several computer-
aided detection (CAD) systems for CTC have been introduced (Summers et al., 2000;
Yoshida and Nappi, 2001; Paik et al., 2004; Mani et al., 2005; Summers et al., 2005;
Melonakos et al., 2007; Mendonca et al., 2008). As the CTC CAD development has
progressed in the past few years (Yoshida and Dachman, 2005; Bielen and Kiss, 2007),
software has grown more sophisticated and it has become more challenging to improve such
an increasingly complex system.

CAD is a multi-step procedure consisting of two major algorithmic components: image
processing and feature analysis. Functions such as colon wall segmentation (Chen et al.,
2000; Masutani et al., 2001; Frimmel et al., 2005; Franaszek et al., 2006), polyp candidate
localization (Summers et al., 2000; Yoshida and Nappi, 2001; Paik et al., 2004; Yao et al.,
2004; Chowdhury et al., 2006; van Wijk et al., 2006; Bhotika et al., 2006; Kiss et al., 2006;
Hong et al., 2006), and polyp candidate feature extraction belong to the realm of image
processing; feature selection (Sahiner et al., 2000; Li et al., 2006), classification (Chan et al.,
1999), and operating point selection belong to the realm of feature analysis. Ideally, the
entire CAD system should be optimized as one unit. This approach is not pragmatic due to
the computational complexity of the entire algorithm. As most CAD systems are highly
modular with interchangeable algorithmic components, one practical approach is to optimize
these algorithmic components individually. However, most published work on CAD system
optimization has been limited to the feature analysis components and, particularly, to
classifiers such as linear discriminant analysis (Wagner et al., 1997), artificial neural
network (Kupinski et al, 2001; Jerebko et al., 2003; Kodogiannis et al., 2007),
multiobjective optimization (Anastasio et al., 1998; Kupinski and Anastasio, 1999), and
support vector machines (Yao et al., 2005; Campadelli et al., 2005). Although there are
many polyp candidate localization algorithms available in the literature, little work has been
published in evaluating, comparing, or optimizing them. This shortcoming has motivated us
to conduct this study.

Polyp candidate localization is an intermediate step which reduces the potential targets from
the whole colon to a small number of polyp candidates. As the majority of colonic polyps
are elliptical protrusions of the mucosa or pedunculated, shape-based strategies are popular
and rather successful. Various strategies have been proposed such as curvature (Summers et
al., 2000; Yoshida and Nappi, 2001), surface normal (Paik et al., 2004; Chowdhury et al.,
2006), deformable model (Yao et al., 2004; van Wijk et al., 2006), analytical shape model
(Bothika et al., 2006), sphere fitting (Kiss et al., 2006), and texture analysis (Hong et al.,
2006). Most of these papers only present the methodology and only two papers provide
some degree of performance evaluation such as histographic analysis (Summers et al., 2000)
and statistical noisy model analysis (Paik et al., 2004). Recently, curvature estimation
accuracy for the colon wall has been discussed in (Huang et al., 2005) and (Campbell and
Summers, 2007). Stochastic shape modeling and curvature probability distributions of
polyps, haustra, and folds are also discussed in (Mendonca et al., 2008) and (Melonakos et
al., 2007) for CAD system improvement.

Pattern Recognit Lett. Author manuscript; available in PMC 2011 March 21.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Huang et al.

Page 3

In this paper we investigated a Pareto front approach to evaluating and improving curvature-
based region growing algorithms commonly used in polyp candidate localization. A parallel
implementation of Pareto fronts on a Linux cluster environment was developed and tested
on two well-known curvature-based algorithms (Summers et al., 2000; Yoshida and Nappi,
2001). We attempt to demonstrate that Pareto fronts are applicable tools to compare and
improve image processing algorithms for CTC CAD systems, especially when optimizing
individual algorithmic components within a CAD algorithm.

2. MATERIALS AND METHODS

2.1 Data

The clinical data set was from a database of previously described CTC data (Summers et al.,
2006). CTC was performed on 29 patients with a high suspicion of polyps or masses.
Patients underwent a standard oral colonoscopy preparation and air insufflation of the colon
to patient tolerance. Patients were scanned both prone and supine; all patients had
colonoscopy performed within 2 months of CTC.

CT scans were done on a 4- or 16-row helical CT scanner (Siemens Volume Zoom,
Sensation 4 and Sensation 16). CT scanning parameters were 140kVp, routine (nonreduced)
tube current (176 mAs mean; range 150-201), field-of-view to fit (29-49 cm), 3-mm
collimation, and 1.5-mm reconstruction interval.

Fifty-six colon surfaces from these 29 patients were segmented by using the method
described in (Franaszek et al., 2006) and reconstructed by the marching cubes (MC)
algorithm. Degenerated triangles produced by the MC method were removed by in-house
software. Colon surfaces from both supine and prone scanned positions were available for
all but two patients whose prone scan surfaces could not be evaluated. Each patient had at
least one colonoscopy proven polyp. In total, there were 5 small (1-5mm), 12 medium (6—
9mm), 15 large (10-19mm) polyps; and 21 masses (20mm and above). All polyps and
masses were visible in at least one scanned position and they were positively identified at 87
locations on the 56 colon surfaces.

2.2 Curvature-Based Polyp Localization Algorithms

Given air-distended colon surfaces, polyps appear like elliptical protrusions oriented inward
toward the colon lumen (Fig. 1). This elliptical feature can be characterized by two principal
curvatures which are the maximum and minimum normal curvatures along the principal
tangent directions (do Carmo, 1976). Let k; and k, denote the maximum and minimum
principal curvatures respectively and Eq, E, their corresponding principal directions which
are perpendicular to each other. Polyps can be identified as regions with negative k; and ko
(Huang et al., 2005).By using additional curvature-related properties such as Gaussian
curvature K, mean curvature H, and sphericity index SI, polyps can be discriminated from
the normal colon surfaces more accurately (Summers et al., 2000). In this paper curvatures
ki1 and ko were estimated by using the kernel method described in (Campbell and Summers,
2007). Gaussian curvature K and mean curvature H are simply the product (K=k1k,) and
mean (H=(k1+k»)/2) of the two principal curvatures. Sphericity index, SI = [ky-ko|/|H],
describes how round an elliptical surface is and ranges from O (sphere) to 2 (ridge). Any
value in between represents an ellipsoid. Curvature criteria can also be used to classify other
colonic structures such as haustra and folds. Readers can refer to (Summers et al., 2000) and
(Yoshida and Nappi, 2001) for more information.

In this paper two curvature-based region growing algorithms for polyp candidate
localization were implemented and compared. The first algorithm, denoted as RA, clusters
the vertices satisfying one set of curvature-based criteria on a triangular mesh surface; the
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second algorithm, denoted as RA+RB, clusters the vertices based on two separate sets of
curvature-based criteria. RA was implemented based on (Summers et al., 2000) while RA
+RB was a simplified but more adjustable implementation based on the two separate criteria
proposed in (Yoshida and Nappi, 2001). In the acronyms RA and RB, R stands for region
growing and A/B the criterion set ordered alphabetically. The rationale in devising a new
two-criterion region growing algorithm is delineated in the discussion section.

2.2.1 One-Step Region Growing Algorithm RA—The region growing algorithm RA
consists of three procedural components: 1) identifying polypoid vertices on colonic
surfaces based on a set of curvature characteristics, 2) growing polypoid clusters, and 3)
screening the clusters based on member population and shape characteristics.

First, letting kq(pi), ka(pi), H(pi), and K(p;) represent the maximum, minimum, mean, and
Gaussian curvatures at any vertex pj on a triangular mesh surface (Fig. 2), polypoid vertices
are identified based on three criteria: 1) elliptical criterion: kq(p;) < 0 and ko(p;j) < 0; 2) mean
curvature criterion: Hpin < H(pi) < Hmax; and 3) Gaussian curvature criterion: Kqin < K(pj)
< Kmax- Hmin: Hmax: Kmin, and Kpin are adjustable operating parameters for shape
selectivity. Fig. 2a illustrates an example of resultant polypoid vertices.

Second, neighboring polypoid vertices are then clustered to form disjoint regions based on
topological connectivity using regular region growing methods (Huang et al., 2005).

Third, in order to remove noise-induced small bumps and ridge-like folds, the initial clusters
are screened based on two additional conditions: the number of vertices in a cluster must be
equal to or greater than Np; and the average sphericity index must be smaller than Sla. Na
and Sl are two additional adjustable operating parameters for selectivity.

In summary, algorithm RA forms a set of valid polyp candidates (Fig. 2b) based on a set of
adjustable operating parameters (Hmin, Hmax: Kmin» Kmax» Sla, Na) which is denoted as the
one-step criterion vector Xa.

2.2.2 Two-Step Region Growing Algorithm RA+RB—Based on the two separate
criteria proposed in (Yoshida and Nappi, 2001), we introduce another algorithm by adding a
second region growing step, denoted as RB. The new two-step algorithm is denoted as RA
+RB for brevity. The first step of algorithm RA+RB is identical to algorithm RA while the
second step, algorithm RB, uses valid polyp candidates found by RA as bases to form new
regions via a different set of curvature-based criteria. Algorithm RB consists of four steps.

First, vertices satisfying a different set of three curvature-based criteria are identified (Fig.
2¢). They are: 1) elliptical criterion: k1(p;) < 0 and ko(p;) < 0; 2) mean curvature criterion:
H(p;) < Hpg; and 3) spherical criterion: SI(p;) < Slg. Hg and Slg are adjustable operating
parameters for different shape selectivity.

Second, polypoid vertices identified in the first step are associated with the clusters formed
by RA if they are within valid RA clusters or are their non-member, immediate neighbors
(Fig. 2d).

Third, using the associated polypoid vertices found in the second step as the new seed
points, a new set of polypoid vertices is formed by applying a regular region growing
algorithm. Note that the new polypoid sets shown in Fig. 2e can consist of multiple
disconnected vertex clusters since the curvature-based criteria used in algorithms RA and
RB are neither inclusive nor exclusive.
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Last, the polypoid sets formed in the third step are screened based on a lower vertex
population limit Ng (Fig. 2f).

In summary, algorithm RA+RB forms a set of valid polyp candidates based on a set of
adjustable operating parameters (Hmin» Hmax» Kmin» Kmax» Sla, Na, Hg, Slg, Ng) which is
denoted as the two-step criterion vector Xa+g.

2.3 Pareto Fronts

The performance of a diagnostic test is generally characterized by sensitivity and specificity.
However, in order to be consistent with the conventions of the Pareto front analysis, in this
paper the performance of a polyp candidate localization algorithm is described by a pair of
raw numbers: false negative (FN) and false positive (FP) rates. The number of true polyp
locations on the colon surfaces that are not detected by CAD is defined as FN; the number of
detections localized on normal colon surfaces is defined as FP. Optimizing a polyp detection
algorithm involves minimizing both FN and FP rates. Since low FN and FP rates are two
conflicting objectives, there is no single optimal solution without proportioning a defined
cost to each objective. The generally accepted solutions of such a multiobjective problem
are said to be Patero optimal and are called the Pareto front in the objective space (Knowles
and Corne, 2000; Zitzler et al., 2001; Messac et al.2003).

In mathematical terms, let FN and FP be described as functions of an operating parameter
set x: FP(x) and FN(x), where x stands for xa for RA and xa+g for RA+RB. All possible
performance pairs (FP(x), FN(x)) at allowed operating parameters can be mapped onto a 2D
objective space (Fig. 3). A Pareto front is essentially an objective boundary such that any
solution on the front can only be outperformed by another solution in at most one of the two
competing objectives: lower FP or FN. Therefore, a Pareto front is also called a Pareto
optimal set or a Pareto non-dominated set (Knowles and Corne, 2000).

Please note that there exist two classes of approaches to find the optimal operating
parameters for a multiobjective system (Messac et al. 2003). The first class involves first
generating a set of Pareto solutions before selecting the optimal operating point. The second
class involves forming a single objective function through some meaningful combinations of
all the objective functions according to the system designer’s preference. Our approach
belongs to the first class and our software implementation is discussed in the next section.
Readers can refer to (Messac et al. 2003) for information of other optimization approaches.

2.4 Software Implementation

Since FN(x) and FP(x) are two conflicting objective functions with no closed form
solutions, therefore, it is natural to look at this parameter setting problem as a multi-
objective evolutionary problem. In this study, we used the SPEA2 (Zitzler et al., 2001)
algorithm to find the Pareto set because of its fast convergence rate. The advantage of
SPEAZ2 algorithm is discussed in more detail in (Zitzler et al., 2001) and (Li et al., 2009). In
this section, we summarize our software implementation and a few key algorithmic
parameters used. For more details in software implementation, readers can refer to (Li et al.,
2007) and (Huang et al., 2007).

The SPEA2 algorithm was implemented in Matlab (MathWorks, Natick, Mass); region
growing algorithms RA and RA+RB were first implemented and tested in C++ under Visual
Studio for Windows (Microsoft, Richmond, Wash). Then fast versions of the region growing
programs with the graphical part removed were recompiled in a Linux environment. To
speed up computation, curvatures ki and k» at each vertex and true polyp locations were
preprocessed for all 56 colon surfaces once and stored in compact, binary data files. The
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binary data files were then divided into multiple tasks run parallelly on a Linux Beowulf
computing cluster (Bitter et al., 2004) at the National Institutes of Health (NIH).

The upper generation limits when applying SPEAZ to find the Pareto fronts for RA and RA
+RB were 200 and 300 respectively. They were selected empirically. The Pareto fronts for
RA and RA+RB became stable after around 150 and 250 generations respectively. A Pareto
front is stable if no point on the front changes its location during one generation to the next.
We found that 200 and 300 generations were adequate to approximate the asymptotic
solution for the SPEAZ2 algorithm. They were proportional to the number of operating
parameters used in xa and Xa+g. The operating parameter ranges and conditions used in this
study were: 1) Hmin, Hmax, Hg €[—10, 0) and Hpin < Hmax; 2) Kmin € [0, 50], Kmnax € [0,
100] and Kpin < Kmax; 3) Sla, SIgE (0, 2]; 4) Np, Ng € [6,30]. The curvatures presented in
this study were measured in cm™1,

2.5 Statistical Analysis

Proper comparison of results from multi-objective optimizers is still a complex matter. Due
to the random nature of the evolutionary algorithm, the obtained solutions do not always
form the same Pareto front. We utilized a statistical method to compare the differences
between the Pareto fronts (Section 2.3) produced by algorithms RA (Section 2.2.1) and RA
+RB (Section 2.2.2) with 20 runs for each algorithm. At each FN rate, solutions from the 20
runs for both algorithms were collected into two samples. We used the two independent
samples, two-tailed t test to determine whether there was a difference between the two
algorithms and to estimate the 95% confidence intervals of FP reduction at each FN rate.
The difference was considered significant if p-value < 0.05.

3. RESULTS

In the 20 runs, solutions for most of the possible FN rates on the Pareto fronts were found at
least once for both algorithms. Exceptions were FN = 0, 84, and 86 for RA and FN =0, 81,
and 84 to 87 for RA+RB. Solutions were found at least 4 times for FN = 1 to 79 for both
algorithms. Solutions were obtained 1293 and 1388 times out of 1760 (20 runs x 88 FN
rates) tries for RA and RA+RB respectively. The average computation time was about 4 and
6 hours for RA and RA+RB, respectively in our parallel implementation. It was proportional
to the upper generation limits 200 and 300 for RA and RA+RB respectively. (The individual
execution time was roughly the same for RA and RA+RB.) The parallel implementation
significantly shortened our experiment time as compared to the time of more than 30 hours
needed to run on a single machine.

The results of the 20 runs of both methods are shown in Fig. 4. For each method, the set of
solutions with the same FN rate was arranged using box-and-whisker plots (Tukey, 1977).
Within each data set, solutions were arranged according to FP rates. The whiskers and box
bounds from left to right were the smallest, the lower quartile, the median, the upper
quartile, and the largest FP rate. By our problem definition, a better algorithm should have a
lower FP rate performed at the same FN rate. In Fig. 4, the distribution of the solutions of
algorithm RA+RB is clearly to the left compared with the solutions from algorithm RA. The
FP reduction in percentage by RA+RB at FN = 1 to 78 is illustrated in Fig. 5. The reduction
was significant (p<0.05) for 63% (55/87) of all FN rates. When operated at a suitable
sensitivity level such as 90.8% (FN=8) or 88.5% (FN=10), the FP reduction rate by RA+RB
with respect to RA was 24.4% (95% confidence intervals 17.9-31.0%) or 45.8% (95%
confidence intervals 40.1-51.0%) respectively.

Two representative solutions of the operating parameter vectors xa and Xa+g at FN=10 are:
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x,=(-10, —1.05, 0.59, 10.94, 0.99, 15) (1)

and

X, =(~10, =0.16, 0, 6.25, 1.21, 19, —1.05, 0.67, 11). @)

To explain why the two-step performed better, we analyzed a few polyp candidates detected
by using the criteria listed above. One reason that RA+RB performs better was because it
was able to distinguish a normal bump (Fig. 6a) from a 6mm adenomatous polyp (Fig. 6d).
The bump had fewer polypoid vertices found by RB (Fig. 6¢) and was considered less round
than actual polyp candidates (Fig. 6f). Fig. 7 illustrates another observation to help explain
why the two-criterion algorithm performs better. As algorithm RA used only one set of
curvature criteria, the level of selectivity had to be compromising. This resulted in multiple,
small detections for a large, irregular shaped polyp (Fig. 7a). On the other hand, algorithm
RA+RB consisted of two sets of growing criteria. The first criterion used a lower curving
condition, (Hmax, Kmin» Kmax) = (—0.16, 0, 6.25) in (2) compared to (—1.05, 0.59, 10.94) in
(1), which allowed the detection to grow into a larger cluster. The second criterion used a
higher roundness condition, Slg = 0.67 in (2) compared to Sl =0.99 in (1), which
guaranteed that the detection had enough surface vertices resembling the shape of an
ellipsoid (Fig. 7b).

We further examined all 1388 solutions found for RA+RB from the 20 runs to identify
whether or not the two-step region algorithm performed better with a less selective first step.
Using the cluster population as a selectivity criterion, we found that Ny > Ng for 85%
(1173/1388) of the solutions. The percentage was even higher when using the sphericity
index as a selectivity criterion. We found that Sl > Slg for 88% (1221/1388) of the
solutions where a lower Sl value means rounder.

We also examined what types of polyps were more difficult to detect. At FN=10, there were
three (one 3-cm and two 0.4-cm) polyps undetected on both the supine and prone surfaces
and four (4-cm, 1.2-cm, 0.5-cm, and 0.4-cm) polyps undetected on either the supine or prone
surface. The causes were: poor colonic distension in one case (4-cm polyp), small polyps in
six cases (0.4-0.5cm polyps), and flatness/irregularity in three cases (1.2-cm and 3-cm
polyps). Fig. 8 illustrates a small polyp example.

4. DISCUSSION

The development of effective CTC CAD systems relies on a good evaluation and a good
optimization strategy. Ideally all operating parameters of a CAD system should be optimized
simultaneously. However, due to system complexity and limited computation capability, a
more feasible approach is to optimize the subsystems on a component-by-component basis.
Unfortunately, many image processing algorithms developed for CTC CAD systems tend to
be hard to optimize by nature. Most published methods are manually adjusted to optimize
sensitivity only without given enough consideration to specificity improvement. Although
the performance optimization in the feature analysis stage has some merit in improving the
overall CAD system, it has little value in improving polyp detection algorithms individually.
In order to improve an individual CAD algorithm specifically, we must be able to evaluate
the sensitivity and specificity of the subsystem simultaneously.

In this paper we investigated a Pareto front approach for evaluating and improving polyp
candidate localization algorithms. Although the performance of a polyp candidate
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localization algorithm can be perceived as a set of paired FN and FP detection rates for all
possible operating parameters, an objective performance description of an algorithm can
best be characterized by the Pareto front (Fig. 3). While we can also use a summary measure
such as the area under curve (AUC) to compare algorithms, it is possible for a high-AUC
algorithm to perform worse in a specific region of interest for operating point selection than
a low-AUC algorithm (Fawcett 2006). Therefore, the Pareto fronts are preferable because
they allow us to compare polyp localization algorithms at a broader spectrum of almost all
possible operating FN rates as shown in Figs. 4 and 5.

Using evolutionary algorithms to find the Pareto fronts of image processing algorithms for
CTC CAD systems are somewhat computationally expensive. There are two main reasons
for this. First, a typical algorithm has several adjustable and continuous operating
parameters. The searching space dimensions for optimal operation are equal to the total
number of these parameters. Second, colonic polyps vary in shape and size. Consequently,
an adequate evaluating data set has to be large enough to cover the broad spectrum of polyp
variations. Combining high parametric dimensions with large evaluating data makes finding
Pareto fronts computationally expensive. For example, the region growing algorithms RA
and RA+RB applied in this study only had operating parameters xa and Xa+g 0f 6 and 9
variables respectively and the data set consisted of a modest size of 56 CTC surfaces, the
average time to run a training session was more than 30 hours on a single machine.
Fortunately, by employing a parallel implementation, the average time to run a training
session was able to be shortened significantly to be within 6 hours.

Another difficulty in comparing results from multi-objective optimizers is that solutions
found by evolutionary algorithms do not converge to the same solutions every time (Fig. 4).
Likewise, not every solution on the Pareto front is guaranteed to be found. In order to find as
many solutions as possible and achieve better approximations to the Pareto fronts of
algorithms RA and RA+RB, we used a statistical approach in which each algorithm was run
20 times. In order to be able to illustrate the performance difference at every FN rate, we did
not choose the statistical technique (sampling lines of intersection) used in (Knowles and
Corng, 2000) and (Huang et al., 2007). Instead, we used the two independent samples, two
tailed t test which allowed the estimations of 95% confidence intervals at most FN rates
(Fig. 5). Note that the confidence intervals for difference in the two algorithms will only
apply to this particular data set of 56 cases, and not to the population in general. To expand
inference to the population in general, it requires resampling (such as bootstrapping) the 56
cases on each of the 20 runs.

Please note that our two-criterion region growing algorithm RA+RB differed from the
original design proposed in (Yoshida and Nappi, 2001) in two major ways. First, the original
design used a set of more selective criteria in the first step to form seed points for detecting
the caps of polyps and used less selective criteria in the second step to grow the polyp
bodies. Second, the original design used an extra step to merge fragmental detections. There
were two main reasons to devise a new two-criterion algorithm. First, the merging step
required the vertex location information. This would increase the computation time
significantly because both data file loading and distance calculations were time-consuming.
Second, we wanted to investigate if the polyp detection algorithm can be fine-tuned
automatically by the Pareto front approach if we loosen unnecessary conditions. By
removing the selectivity relations between first and second sets of criteria, we found that
more than 85% of the Pareto solutions actually had a less selective first criterion set.
Although no merging action was taken, the new algorithm did show some merging
characteristics for large polyps (Fig. 7).

Pattern Recognit Lett. Author manuscript; available in PMC 2011 March 21.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Huang et al.

Page 9

The Pareto fronts are also useful in identifying the limitation and weakness of CAD
algorithms.For example, in Fig. 4 one can observe that the FP rate increases dramatically
below FN=10. We examined the undetectable polyps at FN=10 and found that the main
causes were size (Six cases) and shape (three cases), excluding the poor distension case.
Among the shape-caused FN cases, the 3-cm polyp was a flat, irregular-shaped mass that is
apparent to medical doctors and can be distinguished from normal colon walls by using
wall-thickening analysis (Nappi et al., 2004). However, most small and flat polyps remain a
challenge because they have a modest increase in thickness and fewer polypoid-like vertices

(Fig. 8).

A major limitation of our study was that we did not investigate how to select an optimal
operating point from the resultant Pareto front. As the Pareto front contains many good
solutions, in practice we need to select one optimal operating point based on the purpose of
the CAD system on hand. Li et al. proposed an efficient, discrete approach in a recent paper
(Li etal., 2009) to choose the optimal solution from a Pareto front for a CAD system. Li
sampled three equally-distanced, representative points from the section of interest on the
Pareto front and performed free response receiver operating characteristic curve (FROC)
analysis on a whole CAD system for each sampled operating point. All of the FROC
analyses were performed with a larger training data set (394 patients) and the final chosen
operating point on the Pareto front corresponded to the point achieving the best FROC
curve. By testing the Pareto-front-optimized CAD system on a disjoint data set of 792
patients, Li reported that the Pareto approach improved CAD performance in detecting
colonic polyps 8 mm or larger by 8% from a sensitivity of 82.2% (7.0 FP per patient) to
90.6% (6.4 FP per patient).

In conclusion, the Pareto approach can give more information and confidence in evaluating
the performance differences between algorithms. The computer processing time required by
evolutionary algorithms can be reduced by a parallel implementation. We demonstrated that,
with a proper experimental design, the Pareto optimization process can effectively help in
fine-tuning and redesigning a single stage of our polyp detection algorithms. We plan to
extend this optimization to the other stages of CTC-CAD algorithm to determine whether
component-by-component optimization can be used to systematically improve the
performance of CAD algorithms.
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Fig. 1.
A 6mm adenomatous polyp appears like an elliptical protrusion. N is the surface normal and
E1 and E, are the principal tangent directions at point p.
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Fig. 2.

(a) Vertices satisfying a first set of polypoid criteria are denoted as black points. (b)
Polypoid vertices form two valid clusters enclosed by the black and gray curves while the
black vertices on the lower left area fail to pass the minimum size criterion Na. (c) Vertices
satisfying a secondary set of polypoid criteria are marked by additional circles. (d) New seed
points (enclosed by dashed circles) are formed and associated with valid clusters (in
corresponding shades). () New clusters are formed. (f) Only the cluster (shaded in gray)
enclosed by black solid and dashed curves pass the first and second sets of criteria.

Pattern Recognit Lett. Author manuscript; available in PMC 2011 March 21.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Huang et al. Page 17

(FP(X),FN())

o
o o

o
o. o o o

~ o

z o 4
Q o

o

—
O-p

FP
Fig. 3.

A solution (circle) on the Pareto front (dashed line) can be outperformed by another solution
in at most one of two competing objectives.
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Fig. 4.
Box-and-whisker plots show the solutions from 20 runs for algorithms RA (black) and RA
+RB (gray). The RA+RB shows superior performance (fewer FP at the same FN).
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Fig. 5.
The FP reduction measured as difference between two means of the FP rates of RA and RA

+RB divided by RA’s FP rate at FN = 1 to 78. The vertical lines illustrate the 95%
confidence intervals.
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Fig. 6.

(a) A polyp-like bump. (d) A 6 mm adenomatous polyp. (b, €) Resultant clusters of vertices
using algorithm RA. (c, ) Resultant clusters using algorithm RA+RB. The clusters in (b, e,
f) are valid candidates while (c) is not because of a small population of rounder vertices
(dark gray spheres). In (c, f) light gray spheres represent vertices that satisfy a less selective
criterion set (Hmin, Hmaxe Kmin: Kmax) = (=10, —0.16, 0, 6.25); dark gray spheres satisfy
(Hmins Hmax» Kmins Kmax) = (=10, —0.16, 0, 6.25) and (Hg, Slg) = (—1.05, 0.67). In (e, f)
small dots are manually marked vertices of the polyp.
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Fig. 7.

A partial view of a 4 cm irregular shaped polyp. (a) Multiple detections (clusters of light
gray spheres) using RA. (b) A large, single detection is formed by using RA+RB. In (b) light
gray spheres satisfy a less selective criterion; dark gray spheres satisfy both selective criteria

in XA+B-
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Fig. 8.

A 0.4-cm, false-negative polyp. Light gray spheres represent vertices that satisfy a less
selective criterion set (Hmin, Hmax» Kmin: Kmax) = (=10, —0.16, 0, 6.25); dark gray spheres
satisfy an additional, rounder criterion (Hg, Slg) = (—1.05, 0.67); and small dots are
manually marked vertices of the polyp.
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