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Between Benign and Malignant Nodules in Thoracic

Low-Dose CT by Use of Massive Training Artificial
Neural Network
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Abstract—Low-dose helical computed tomography (LDCT) is
being applied as a modality for lung cancer screening. It may
be difficult, however, for radiologists to distinguish malignant
from benign nodules in LDCT. Our purpose in this study was
to develop a computer-aided diagnostic (CAD) scheme for dis-
tinction between benign and malignant nodules in LDCT scans
by use of a massive training artificial neural network (MTANN).
The MTANN is a trainable, highly nonlinear filter based on an
artificial neural network. To distinguish malignant nodules from
six different types of benign nodules, we developed multiple
MTANNSs (multi-MTANN) consisting of six expert MTANNs that
are arranged in parallel. Each of the MTANNS was trained by use
of input CT images and teaching images containing the estimate of
the distribution for the “likelihood of being a malignant nodule,”
i.e., the teaching image for a malignant nodule contains a two-di-
mensional Gaussian distribution and that for a benign nodule
contains zero. Each MTANN was trained independently with ten
typical malignant nodules and ten benign nodules from each of the
six types. The outputs of the six MTANNSs were combined by use of
an integration ANN such that the six types of benign nodules could
be distinguished from malignant nodules. After training of the
integration ANN, our scheme provided a value related to the “like-
lihood of malignancy” of a nodule, i.e., a higher value indicates a
malignant nodule, and a lower value indicates a benign nodule.
Our database consisted of 76 primary lung cancers in 73 patients
and 413 benign nodules in 342 patients, which were obtained from
a lung cancer screening program on 7847 screenees with LDCT for
three years in Nagano, Japan. The performance of our scheme for
distinction between benign and malignant nodules was evaluated
by use of receiver operating characteristic (ROC) analysis. Our
scheme achieved an Az (area under the ROC curve) value of
0.882 in a round-robin test. Our scheme correctly identified 100 %
(76/76) of malignant nodules as malignant, whereas 48 % (200/413)
of benign nodules were identified correctly as benign. Therefore,
our scheme may be useful in assisting radiologists in the diagnosis
of lung nodules in LDCT.

Index Terms—Artificial neural network, computer-aided diag-
nosis (CAD), likelihood of malignancy, low-dose CT, lung nodule.
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1. INTRODUCTION

UNG CANCER continues to rank as the leading cause

of cancer deaths among Americans; the number of lung
cancer deaths in each year is greater than the combined number
of breast, colon, and prostate cancer deaths [1]. Because CT is
more sensitive than chest radiography in the detection of small
nodules and of lung carcinoma at an early stage [2]-[4], lung
cancer screening programs are being investigated in the United
States [2], [5]-[10] and Japan [3], [11]-[13] with low-dose he-
lical computed tomography (LDCT) as the screening modality.
It may be difficult, however, for radiologists to distinguish be-
tween benign and malignant nodules on LDCT. In a screening
program with LDCT in New York, 88% (206/233) of suspicious
lesions were found to be benign nodules on follow-up examina-
tions [5]. In a screening program in Japan, only 83 (10%) among
819 scans with suspicious lesions were diagnosed to be cancer
cases [13]. According to recent findings at the Mayo Clinic, 2
792 (98.6%) of 2 832 nodules detected by a multidetetor CT
were benign, and 40 (1.4%) nodules were malignant [7]. Thus, a
large number of benign nodules were found with CT; follow-up
examinations such as high-resolution CT (HRCT) and/or biopsy
were performed on these patients. Therefore, computer-aided
diagnostic (CAD) schemes for distinction between benign and
malignant nodules in LDCT would be useful for reducing the
number of “unnecessary” follow-up examinations.

Our purpose in this study was to develop a CAD scheme for
distinction between benign and malignant nodules in LDCT by
use of a new pattern-classification technique based on a massive
training artificial neural network (MTANN).

II. MATERIALS

Our database consisted of 76 primary lung cancers in 73 pa-
tients and 413 benign nodules in 342 patients, which were ob-
tained from a lung cancer screening program on 7 847 scree-
nees with LDCT from 1996 to 1999 in Nagano, Japan [4]. All
cancers were confirmed histopathologically at either surgery or
biopsy. During the initial clinical reading, all benign nodules
were reported as lesions suspected to be lung cancer or indeter-
minate lung lesions, but were not reported as benign cases. The
CT examinations were performed on a mobile CT scanner (CT-
WOI50SR; Hitachi Medical, Tokyo, Japan). The scans used for
this study were acquired with a low-dose protocol of 120 kVp,
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Fig. 1. Distributions of sizes of malignant and benign nodules in our database.

25 mA or 50 mA, 10-mm collimation, and a 10-mm reconstruc-
tion interval at a helical pitch of two. The pixel size was 0.586
mm or 0.684 mm. Each reconstructed CT section had an image
matrix size of 512 x 512 pixels. The nodule size ranged from
3 mm to 29 mm. When a nodule was present in more than one
section, the section with the greatest size as determined by an
experienced chest radiologist was used in this study, because ei-
ther a computerized detection scheme for lung nodules or a ra-
diologist is likely to select the section with the greatest nodule
size or a similar size rather than the section with a small nodule
size where the nodule may appear to be small and of low con-
trast. The centers of nodules were identified by an experienced
chest radiologist, and were used for extracting regions of in-
terest (ROISs) for training and testing of our scheme. The 76 pri-
mary lung cancers consisted of 22 (28.9%) nodules identifiable
in a single section, 37 (48.7%) nodules in two sections, and 17
(22.3%) nodules in three sections. The 413 benign nodules con-
sisted of 265 (64.2%) nodules in a single section, 133 (32.2%) in
two sections, and 15 (3.6%) nodules in three sections. Figure 1
shows the histograms of sizes of malignant and benign nodules
in our database. Approximately 30% of lung cancers were at-
tached to the pleura, 34% of cancers were attached to vessels,
and 7% of cancers were in the hilum. Three chest radiologists
independently reviewed the cancers, and then classified them in
three categories, pure ground-glass opacity (pure GGO; 24% of
cancers), mixed GGO (30%), and solid nodule (46%) by con-
sensus. Thus, this database included various types of nodules of
various sizes.

III. METHOD

A. Architecture of Massive Training Artificial Neural Network
(MTANN)

Suzuki et al. have been investigating supervised nonlinear
image-processing techniques based on artificial neural net-
works (ANNSs), called a “neural filter” [14], for reduction of
the quantum mottle in x-ray images [15] and a “neural edge
detector” [16], [17] for supervised detection of subjective
edges traced by cardiologists [18], and they have developed
training methods [19], [20], design methods [21]-[23], and
an analysis method [24] for these techniques. Suzuki et al.
recently extended the neural filter and the neural edge detector
to accommodate various pattern-classification tasks, and they
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Fig.2. Architecture and training of a massive training artificial neural network
(MTANN) for distinction between benign and malignant nodules. The pixel
values in the subregions extracted from the region of interest (ROI) are entered
as input to the MTANN. The single pixel corresponding to the input subregion,
which is extracted from the teaching image, is used as a teaching value.

developed an MTANN. They have applied the MTANN for
reduction of false positives in computerized detection of lung
nodules in LDCT [25]-[28] and chest radiography [29].

The architecture and the training method of the MTANN are
shown in Fig. 2. The MTANN is a highly nonlinear filter that
can be trained by use of input images and the corresponding
teaching images. The MTANN consists of a modified multi-
layer ANN in which layers are fully connected with adjustable
weights [30], and which is capable of operating on image data
directly. The MTANN employs a linear function instead of a sig-
moid function as the activation function of the unit in the output
layer because the characteristics of an ANN were significantly
improved with a linear function when applied to the continuous
mapping of values in image processing, [17] for example. Note
that the activation functions of the units in the hidden layer are
a sigmoid function for nonlinear processing, and those of the
units in the input layer are an identity function, as usual. The
pixel values of the original CT images are normalized first such
that —1000 HU (Hounsfield units) is zero and 1000 HU is one.
The inputs of the MTANN are the pixel values in a local window
Rgs on a region of interest (ROI) in a CT image. The output of
the MTANN is a continuous value, which corresponds to the
center pixel in the local window, represented by

O(z,y) = NN{I(z — i,y — 7)|i,j € Rs} (1)

where O(z,y) is the output of the MTANN, z and y are the
indices of coordinates, NN{ -} is the output of the modified
multilayer ANN, and I(z,y) is an input pixel value. Note that
only one unit is employed in the output layer. The output image
is obtained by scanning of an input image with the MTANN.
The local window of the MTANN must be shifted pixel by pixel
throughout the input image.

B. Training of MTANN

For distinguishing malignant nodules from benign nodules,
the teaching image contains the estimate of the distribution for
the “likelihood of being a malignant nodule,” i.e., the teaching
image for a malignant nodule should contain a certain distribu-
tion, the peak of which is located at the center of the malignant
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nodule, and that for a benign nodule should contain zeros. As the
distance from the center of the malignant nodule increases, its
likelihood of being a malignant nodule decreases; therefore, we
used a two-dimensional (2-D) Gaussian function with standard
deviation o at the center of the malignant nodule as the distri-
bution for the likelihood of being a malignant nodule, where o
may be determined as a measure representing the size of malig-
nant nodules. Figure 2 illustrates the training for an input image
that contains a malignant nodule near the center. The training
region Rp in the input image is divided pixel by pixel into a
large number of overlapping subregions, the size of which corre-
sponds to that of the local window R s of the MTANN. The cen-
ters of consecutive subregions in Fig. 2 differ by just one pixel.
All pixel values in each of the subregions are entered as input to
the MTANN, whereas one pixel from the teaching image is en-
tered into the output unit in the MTANN as the teaching value.
This single pixel is chosen at the location in the teaching image
that corresponds to the center of the input subregion. Thus, the
MTANN is trained by presenting each of the input subregions
together with each of the corresponding teaching single pixels.
A large number of input subregions overlap each other, and the
corresponding teaching pixels in the teaching image are used
for training. The MTANN is trained with massive training sam-
ples to achieve a high generalization ability. The MTANN would
be robust against variation in patterns, especially shifted pat-
terns, because it is trained with numerous shifted patterns. The
MTANN would be able to learn the essential features of nodules
without dependence on spatial shift. The error to be minimized
by training is defined by

1

FE =
N, - P

ZS > ATu(x,y) = Ou(z,y)} @

s=1lz,yERT

where Ts(z,y) is the teaching image for the sth training ROI
(a malignant nodule or a benign nodule), O(z, ) is the output
image for the sth training ROI, Ry is the training region, N,
is the number of training ROIs, and P is the number of training
pixels in Ry. The MTANN is trained by a modified back-propa-
gation (BP) algorithm [30], which was derived for the modified
multilayer ANN, i.e., a linear function is employed as the acti-
vation function of the unit in the output layer, in the same way as
the original BP algorithm [31], [32]. The MTANN is trained by
adjustment of the weights between layers iteratively so that the
error becomes small. After training, the MTANN is expected to
output the highest value when a malignant nodule is located at
the center of the local window of the MTANN, a lower value as
the distance from the center increases, and zero when the input
region contains a benign nodule.

C. Multiple MTANNs

In order to distinguish malignant nodules from various types
of benign nodules, we extended the capability of a single
MTANN and developed multiple MTANNs (multi-MTANN)
[25]. The architecture of the multi-MTANN is shown in Fig. 3.
The multi-MTANN consists of plural MTANNs that are ar-
ranged in parallel. Each MTANN is trained by use of benign
nodules representing a different benign type, but with the
same malignant nodules. Each MTANN acts as an expert for
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Fig. 3. Architecture of multiple MTANNs (multi-MTANN) incorporating

an integration artificial neural network (ANN) for distinguishing malignant
nodules from various benign nodules. Each MTANN is trained by use of benign
nodules representing a different benign type, but with the same malignant
nodules. Each MTANN acts as an expert for distinction between malignant
nodules and a specific type of benign nodule. The output of each MTANN is
integrated by use of the integration ANN.

distinguishing malignant nodules from a specific type of benign
nodule, e.g., MTANN no. 1 is trained to distinguish malignant
nodules from small benign nodules overlapping with vessels;
MTANN no. 2 is trained to distinguish malignant nodules from
medium-sized benign nodules with fuzzy edges; and so on.

The distinction between a malignant nodule and a benign
nodule is determined by use of a score defined from the output
image of the trained nth MTANN, represented by

Sn = Z fG(O'n§x7y)XOn(x7y>

z,yERE

3

where S,, is the output score for a given nodule from the nth
MTANN, R is the region for evaluation, O,,(z, y) is the output
image of the nth MTANN where its center corresponds to the
center of Rg, and fg(on;z,y) is a 2-D Gaussian weighting
function with standard deviation o,,, where its center corre-
sponds to the center of Rg. This score represents the weighted
sum of the estimate for the likelihood that the image contains a
malignant nodule near the center, i.e., a higher score would indi-
cate a malignant nodule, and a lower score would indicate a be-
nign nodule. The concept of this scoring is similar to that of the
matched filter. We used a 2-D Gaussian weighting function, be-
cause this function should be the same one used in the teaching
images, which was a 2-D Gaussian function. The function in the
teaching images represents the estimate of the distribution of a
“likelihood of being a malignant nodule.” The function in the
teaching images can be changed by following this concept. Con-
sequently, the weighting function for scoring should be changed
to the same function in the teaching images.

It is difficult to distinguish a small output distribution for a
small malignant nodule from a small distribution due to noise.
This can lower the performance in distinguishing malignant
nodules from benign nodules. We used the same-sized Gaussian
distribution in the teaching images, because we intended to
force the MTANN to output a regular-sized distribution for
different-sized nodules, e.g., a larger output distribution for a
small nodule. After training in this way, the MTANN expects to
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output relatively regular-sized distributions for different-sized
malignant nodules, e.g., a relatively larger output distribution
for a small nodule and a relatively smaller output distribution
for a large nodule. This property of the regular-sized output
distributions expects to make the scores for small malignant
nodules higher, and to contribute to improvement of the overall
performance of the MTANN.

D. Integration ANN

The scores from the expert MTANNS in the multi-MTANN
are combined by use of an integration ANN such that different
types of benign nodules can be distinguished from malignant
nodules. The integration ANN consists of a modified multilayer
ANN with a modified BP training algorithm [30] for processing
continuous output/teaching values, i.e., the activation functions
of the units in the input, hidden, and output layers are an iden-
tity, a sigmoid, and a linear function, respectively. The layers
are fully connected with adjustable weights. The scores of each
MTANN are entered to each input unit in the integration ANN;
thus, the number of input units corresponds to the number of
MTANNS. The scores of each MTANN function like the fea-
tures for distinguishing malignant nodules from a specific type
of benign nodule with which the MTANN was trained. One unit
is employed in the output layer for distinction between a malig-
nant nodule and a benign nodule. The teaching values for ma-
lignant nodules are assigned the value one, and those for be-
nign nodules are zero. After training, the integration ANN is
expected to output a higher value for a malignant nodule, and a
lower value for a benign nodule. Thus, the output can be consid-
ered to be a value related to a “likelihood of malignancy” of a
nodule. By thresholding of the output, a distinction between ma-
lignant and benign nodules can be made. The balance between
a true-positive rate (TPR) and a false-positive rate (FPR) is a
choice, which can be determined by the threshold value. If the
scores of each MTANN characterize the specific type of benign
nodule with which the MTANN is trained, then the integration
ANN combining several MTANNs will be able to distinguish
malignant nodules from various types of benign nodules.

IV. RESULTS

A. Training

For selecting the training malignant nodules for an MTANN,
we classified malignant nodules into several groups based on the
visual appearance of patterns in terms of size, solidity (solid or
nonsolid), spiculation, contrast, and background. We selected
one or two nodules from each group, and obtained ten typical
malignant nodules. We selected ten small benign nodules with
vessels as training benign nodules, because these nodules were
dominant over all benign nodules in our database. We trained
the MTANN with the ten malignant nodules and ten benign nod-
ules (the parameters for the MTANN are described latter). Then
we applied the trained MTANN to the entire database to obtain
scores for all nodules. For selecting training benign nodules for
MTANNS in a multi-MTANN, we classified benign nodules into
seven other groups by using a method for determining training
cases for a multi-MTANN [26]. With this method, training cases
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for each MTANN were determined systematically based on the
ranking in the scores obtained from the first trained MTANN
so that benign nodules in each group cause different degrees of
difficulty in classification by the MTANN. We selected ten be-
nign nodules from each of the groups. We used six out of eight
groups (the first group plus the seven groups) as training cases
for the multi-MTANN by experimental analysis (described in
Section V). Figure 4 shows samples of training cases for malig-
nant and benign nodules. The six groups included 1) small nod-
ules overlapping with vessels, 2) medium-sized nodules with
fuzzy edges, 3) medium-sized nodules with sharp edges and rel-
atively small nodules with light background, 4) medium-sized
nodules with high contrast and medium-sized nodules with light
background, 5) small nodules with fuzzy edges, and 6) small
nodules near the pleura. A three-layer structure was employed as
the structure of the MTANN, because any continuous mapping
can be realized approximately by three-layer ANNs [33], [34].
The size of the local window Rs of the MTANN, the standard
deviation o of the 2-D Gaussian function, and the size of the
training region R in the teaching image were determined to be
9 x 9 pixels, 5.0 pixels, and 19 X 19 pixels, respectively, by use
of the results of the experimental analysis described in [25]. The
performance of the MTANN was the highest when these values
were used. These parameters were fixed, and the same parame-
ters were used for all six MTANNSs. The number of hidden units
was determined to be 20 units by use of the results of the exper-
imental analysis described in [25]. Thus, the numbers of units
in the input, hidden, and output layers were 81, 20, and 1, re-
spectively. The slope of the linear function of the output units
of MTANN:S, and the learning rate for training the MTANNS,
were 0.01 and 0.002, respectively. With the parameters above,
the training of each MTANN in the multi-MTANN was per-
formed 500 000 times. The training of each MTANN required a
CPU time of 29.8 h on a PC-based workstation (CPU: Pentium
IV, 1.7 GHz). Before we applied the trained MTANN, pixels
outside the segmented lung regions [54] were set to —1000 HU
in order to reduce the effect of strong edges of the pleura. The
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Fig. 5. Illustrations of the output images of the six trained MTANNS for
malignant nodules (left four images) and benign nodules (right four images),
which correspond to the training samples in Fig. 4. Note that the output images
of each MTANN for malignant nodules correspond to the same four input
images.

output images of each trained MTANN for training cases are
shown in Fig. 5.

We applied the scoring method to the output image of the
MTANNSs. The standard deviation o,, of the 2-D Gaussian
weighting function was changed from 5.0 to 10.0 in steps of
0.5, and was determined to be the standard deviation with the
highest Az value for each MTANN. As a result, the standard
deviations were determined to be 7.5 or 8.0. The size of the
evaluation region R was 19 x 19 pixels, which was the same
size as the training region Rp. The scores of each trained
MTANN in the multi-MTANN were used as inputs to the
integration ANN with a three-layer structure. The number of
hidden units in the integration ANN was determined to be four
by experimental analysis (described in the Discussion section).
Thus, the numbers of units in the input, hidden, and output
layers were six, four, and one, respectively. The slope of the
linear function of the output unit and the learning rate were 0.1
and 0.1, respectively. The training of the integration ANN was
performed 1 000 times with the round-robin (leave-one-out)
test. With this test, one nodule was excluded from all nodules,
and the remaining nodules were used for training of the in-
tegration ANN. After training, the one nodule excluded from
training cases was used for testing. This process was repeated
for each of the nodules one by one, until all nodules were tested.

B. Evaluation

The trained MTANNS in the multi-MTANN were applied to
our database of 76 malignant nodules and 413 benign nodules.
Figure 6 shows input images and the corresponding output im-
ages of each of the six MTANNSs for nontraining cases. The
malignant nodules in the output images of the MTANN were
represented by light distributions near the centers of the nod-
ules, whereas the benign nodules in the corresponding group
for which the MTANN was trained in the output images were
mostly dark around the center, as expected. Figure 7 shows non-
training malignant nodules representing three major types of
patterns, i.e., pure GGO, mixed GGO, and solid nodule, and
the corresponding output images of the MTANN no. 1 for dis-
tinction of malignant from benign nodules in the group (1).
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Fig. 6. Illustrations of (a) four nontraining malignant nodules (top row) and
six nontraining sets of four benign nodules, and (b) the corresponding output
images of the six trained MTANNS in the multi-MTANN for malignant nodules
(left four images) and benign nodules (right four images).
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Mixed GGO
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Fig. 7. Tllustration of three types of nodule patterns, i.e., pure GGO, mixed
GGO, and solid nodule, and the corresponding output images of the trained
MTANN no. 1 for nontraining cases.

All three types of nodules are represented by light distribu-
tions. The distributions are relatively regular-sized for different-
sized malignant nodules, e.g., a relatively larger output distri-
bution for a small nodule and a relatively smaller output distri-
bution for a large nodule. The scoring method was applied to
the output images. The performance of each MTANN was eval-
uated by receiver operating characteristic (ROC) analysis [35],
[36]. Figure 8 shows the ROC curve of each MTANN for non-
training cases of 66 malignant nodules and 403 benign nodules.
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Fig. 9. Distributions of the output values of the integration ANN for 76
malignant nodules and 413 benign nodules in the round-robin test.

Although the Az values did not differ very much, the scores from
each MTANN appropriately characterized a specific type of be-
nign nodule with which the MTANN was trained, i.e., the scores
from the MTANN for the corresponding type of benign nodule
were low, whereas those for malignant nodules were substan-
tially high. It is very important for combining the MTANNSs that
the characteristics of each MTANN differ. If each MTANN in
the multi-MTANN has exactly the same characteristics, the per-
formance of our scheme would not be improved by combining
them.

Figure 9 shows the distributions of the output values of the
trained integration ANN for the 76 malignant nodules and 413
benign nodules in the round-robin test. Although the two distri-
butions overlap, malignant nodules can be distinguished from
some benign nodules. Table I illustrates TPRs and the corre-
sponding FPRs obtained by thresholding of the output values
with different threshold levels. Our scheme achieved a TPR of
100% with an FPR of 51.6% at a certain threshold level. By
changing threshold levels, we obtained pairs of TPR and FPR:
94.7% with 35.4%, 90.8% with 33.4%, and 80.0% with 15.7%.
The performance of our scheme based on the multi-MTANN
incorporated with the integration ANN was evaluated by ROC
analysis [35], [36]. We used the output values from the inte-
gration ANN as scores in the ROC analysis. Binormal distribu-
tions were fitted to the scores by use of maximum-likelihood
estimation [36]. The ROC curve was obtained by changing the
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TABLE 1
TPRS AND THE CORRESPONDING FPRS OF OUR SCHEME AT DIFFERENT
THRESHOLD LEVELS

TPR | FPR
1.000] 0.516
0.987( 0.477
0.974| 0.397
0.961] 0.390
0.947] 0.354
0.934 0.351
0.921] 0.341
0.908] 0.334
0800 0.157
0.700{ 0.140
0.600] 0.104
0.500{ 0.087
0.300{ 0.036
0.200( 0.029
0.100] 0.017
0.000{ 0.005

For entire database
(4z=0.882)

<
o0
T

For non-training cases
only (4z=0.875)

<
o
T

Combined by average
operation (Az=0.822)

True positive fraction

I I I 1
% 02 04 06 08 1
False positive fraction
Fig. 10. ROC curves of our schemes in distinction between malignant and
benign nodules. The solid curve indicates the performance (Az value of 0.882)
of our scheme in distinction between 76 malignant nodules and 413 benign
nodules in the round-robin test. The performance is higher at high sensitivity
levels. The dashed curve indicates the performance (Az value of 0.875) of
our scheme for nontraining cases of 66 malignant nodules and 353 benign
nodules. The dotted curve indicates the performance (Az value of 0.822) of
the multi-MTANN, the outputs of which were combined with the average
operation.

threshold value (decision variable), and represented true-posi-
tive fractions as a function of false-positive fractions. Figure 10
shows the ROC curve of our scheme. This scheme achieved an
Az value (area under the ROC curve) [37] of 0.882 (standard
error = 0.0167) in the round-robin test. The performance for
nontraining cases, i.e., the training cases of ten malignant nod-
ules and 60 benign nodules were excluded from the cases for
evaluation, was almost the same (Az value of 0.875). The ROC
curve was higher at high sensitivity levels. This allows us to
distinguish many benign nodules without loss of a malignant
nodule. Our scheme correctly identified 100% (76/76) of malig-
nant nodules as malignant, and 48% (200/413) of benign nod-
ules were identified correctly as benign.
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Fig. 11. Four worst cases of malignant and benign nodules for our scheme and
the corresponding output images of the MTANNS in the multi-MTANN.

Figure 11 shows malignant and benign nodules with the four
worst scores, i.e., malignant nodules with the four lowest scores
and benign nodules with the four highest scores, which corre-
spond to the output values at the left-most side of the distribu-
tion for malignant nodules and those at the right-most side of the
distribution for benign nodules in Fig. 9, respectively. The ma-
lignant nodules with the four worst scores were relatively small,
and had no remarkable malignant features in their appearance.
In the output image of the majority of the MTANNS, these small
malignant nodules are dark. The benign nodules with the four
worst scores were relatively small nodules with a light back-
ground, which correspond to one category in the third group
of the training cases, and relatively large nodules with spicula-
tion. The MTANNS could not output lower values for the light
background, probably because the background of these nodules
was lighter than that of the training cases in the third group, as
shown in the third and fourth ROIs in the third row of Fig. 4.
The MTANNS could not output lower values for the relatively
large nodules with spiculation, because these nodules were sim-
ilar to malignant nodules in their appearance. Therefore, one of
the limitations of the MTANN would be the distinction of ma-
lignant nodules from the benign nodules which would be similar
to malignant nodules in their appearance. This limitation might
be the limitation of the LDCT as well.

V. DISCUSSION

We investigated the effect of the change in the number of
training nodules on the performance of the MTANN. Seven sets
with different numbers of typical malignant and benign nodules
were selected from the entire database according to their visual
appearance, so that a set of a smaller number of training nod-
ules was a subset of a larger number of training nodules. We
trained seven MTANNSs with the seven sets with different num-
bers of nodules from four (two malignant nodules and two be-
nign nodules) to 60 (30 malignant nodules and 30 benign nod-
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Fig. 12. Effect of the change in the number of training nodules (malignant and
benign nodules) on the performance of the MTANN.
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Fig. 13.  Effect of the change of a set of training nodules (malignant and benign
nodules) on the performance of the MTANN.

ules). The performance of the MTANNSs was evaluated by use of
ROC analysis. Figure 12 shows the results for nontraining nod-
ules, i.e., the 60 training nodules were excluded from the cases
for evaluation. There was little increase in the Az value when
the number of training nodules was greater than 20 (ten malig-
nant nodules and ten benign nodules). This is the reason for the
use of 20 training nodules for the MTANN. This result was con-
sistent with that in [25].

We investigated the effect of the change of training nodules
on the performance of the MTANN. We selected two different
sets of ten typical malignant nodules and ten small benign nod-
ules overlapping with vessels by the same way as for MTANN
no. 1. We trained two MTANNs (MTANN no. 1A and MTANN
no. 1B) by use of the two training sets. The ROC curves of
MTANN no. 1 and the two MTANNSs are shown in Fig. 13. The
Az value for MTANN no. 1, that for MTANN no. 1A, and that
for MTANN no. 1B were 0.79, 0.78, and 0.77, respectively. The
performance of the MTANNS trained with different cases dif-
fered slightly. Less careful selection of training nodules such as
random selection, however, would lower the performance. In ad-
dition, the performance of each MTANN for nontraining cases
was only slightly lower, as shown in Fig. 13. These results were
consistent with those in [25], [27].

An ANN generally requires training with a large number of
cases, because the ANN has a number of parameters (weights)
to be adjusted by the training cases. The inputs of the ANN may
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Fig. 14. Learning curve of MTANN no. 1 and the effect of the number of
training times on the generalization performance of the MTANN.

often be the image features, which would include, in general,
some noise due to the fluctuation in the feature extraction. The
MTANN was able to be trained with a small number of training
nodules (ten malignant nodules and ten benign nodules). The
key to this high generalization ability might be the division of
one nodule image into a large number (361 = 19 x 19) of
subregions. The 361 subregions could include various parts of
the nodule, various nodule margins with different orientations,
and also various parts of vessels that overlap with the nodule.
This allowed us to train the MTANN not on a case basis, but
on a subregion basis. We treated the distinction between malig-
nant and benign nodules as an image-processing task, in other
words, as nonlinear filtering that performs both enhancement
of malignant nodules and suppression of benign nodules. The
MTANN does not see the whole nodule, but rather the image
features in the subregions such as the mean CT value, the con-
trast, the gray-level shape, edges, and texture. The results might
suggest that there are some consistent features representing the
variability of cancers in the subregions. Thus, massive training
with a large number (7 220 = 361 x 20) of subregions would
contribute to the proper determination of the parameters. More-
over, direct use of pixel values instead of image features as the
inputs would keep one from mixing the input information with
the noise due to the fluctuation in the feature extraction based
on segmented nodules. The above would be the reasons for the
high generalization ability of the MTANN.

We investigated the property of the MTANN regarding an
overtraining issue. Figure 14 shows a learning curve (mean ab-
solute error (MAE) for training samples) of MTANN no. 1 and
the effect of the number of training times on the generalization
performance (Az values for nontraining cases). There was little
increase in Az value when the number of training times was
greater than 200 000, and there was a slight decrease at 1 000
000 times. This is the reason for determining the condition for
stopping of the training at 500 000. Note that significant over-
training was not seen. This result was consistent with that in
[25].

We investigated the effect of parameter change on the per-
formance of the MTANN. The standard deviation o of the 2-D
Gaussian weighting function for scoring for MTANN no. 1 was
changed, and the performance for nontraining cases was ob-
tained, as shown in Fig. 15. Because the performance was the
highest at a standard deviation of 7.5, we used this value for
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Fig. 15. Effect of the change in the standard deviation o of the 2-D Gaussian
weighting function for scoring on the performance of MTANN no. 1.
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Fig. 16. Effect of the change in the number of MTANNS in the multi-MTANN
on the performance of our scheme in the round-robin test.

MTANN no. 1. Thus, the performance was not sensitive to the
standard deviation . This result was consistent with that in the
distinction between nodules and nonnodules in CT images in
[25]. Similarly, we determined the standard deviations for other
MTANNS to be 7.5 or 8.0.

We investigated the effect of the change in the number of
MTANNS in the multi-MTANN on the performance of our
scheme. The performance was evaluated by ROC analysis.
Note that the number of MTANNSs corresponds to the number
of input units in the integration ANN. The integration ANN
was evaluated by use of a round-robin test. Figure 16 shows the
Az values of our schemes with various numbers of MTANNS.
A set of a larger number of MTANNS included a set of a smaller
number of MTANNS, e.g., two MTANNs were MTANN nos.
1 and 2, and three MTANNs were MTANNS nos. 1, 2, and 3.
The seventh group included small nodules with spiculation,
and the eighth group included small nodules overlapping
with small vessels on a light background. The results show
that the performance of our scheme was the highest when
the number of MTANNSs was six. The differences of the Az
value for our scheme consisting of six MTANNs from that
for our scheme consisting of two MTANNSs, three MTANNS,
and eight MTANNs were statistically significant. The use of
six MTANNSs with this grouping of benign nodules would be
a better choice for realization of this CAD scheme, because
this result was obtained based on a relatively large database
from a lung cancer screening program on 7847 screenees.
However, a test on a larger database will produce a much more
reliable result for this choice. Because the integration ANN is
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Fig. 17. Effect of the change in the number of hidden units in the integration
ANN on the performance of our scheme in the round-robin test.

a conventional multilayer ANN, the integration ANN should
have the general properties of a conventional classifier. Scores
from the MTANNS can be considered to be the input features
for the integration ANN. As the dimensionality of the feature
space increases subject to the number of input features, the
number of training samples required for a classifier increases
exponentially; this is referred to as the curse of dimensionality
[40]. Although the increase in the number of input features
provides more information for classification, the curse of
dimensionality causes a decline of the classification accuracy.
Furthermore, an additional input feature may not contribute
very much to an improvement in the classification accuracy,
because a new input feature can correlate to other features. As a
result, the classification accuracy of a classifier first grows and
then declines as the number of input features increases, which
is referred to as the Hughes phenomenon [41]. Therefore, there
exists an optimal number of input units in the integration ANN,
in other words, the optimal number of MTANNS.

We also investigated the effect of the change in the number
hidden units in the integration ANN in our scheme. The inte-
gration ANN was evaluated by use of the round-robin test. The
number of MTANNS (i.e., the number of input units) was six.
Figure 17 shows the performance of our scheme with various
numbers of hidden units. The performance was not very sensi-
tive to the number of hidden units.

We compared the performance of the integration ANN
with that of another method for combining the outputs of
the multi-MTANN. An average operation is often used for
combining multiple classifiers, and would give better results
compared to the majority logic [38], [39]. The average oper-
ation was performed on the scores from the six MTANNS in
the multi-MTANN. The performance of the multi-MTANN
combined with the average operation is shown in Fig. 10. The
performance of the average operation (Az value of 0.822) was
apparently inferior to that of the integration ANN.

We have used the logical AND operation to combine the
scores from each MTANN in the multi-MTANN for appli-
cation to false-positive reduction in CAD for lung nodule
detection on LDCT [25], because the scheme should output a
binary value, i.e., a true positive (nodule) or a false positive
(nonnodule) for the purpose of reduction of false positives.
For radiologists’ classification task such as distinction between
benign and malignant nodules in LDCT, however, we plan
to display the computer-estimated likelihood of malignancy
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with a proper marker on a nodule rather than only a simple
marker indicating a malignant nodule as an aid in radiologists’
decision-making. The use of the integration ANN allows us
to provide the computer-estimated likelihood of malignancy
which is a continuous value, whereas the logical AND opera-
tion cannot output a continuous value. The computer-estimated
likelihood of malignancy can be calculated from the output
values of the integration ANN in our scheme by use of the
relationship defined in [42]. The output values of the integration
ANN can be transformed to the computer-estimated likelihood
of malignancy by use of the maximum-likelihood estimated
binormal model in ROC analysis. The computer-estimated
likelihood of malignancy was defined [42] as

AM (d)

LM) = S+ 0= NB@)

“

where d is the latent decision variable, M (d) is the probability
density function of d for actually malignant nodules, B(d) is
the probability density function of d for actually benign nod-
ules, and A is the prevalence of malignant nodules in the popu-
lation studied. In addition, the output of the integration ANN
can be employed as a binary decision by use of a threshold
value. Thus, our scheme can be used for providing either the
computer-estimated likelihood of malignancy of a nodule or a
malignant nodule marker by combining our scheme with a de-
tection scheme [25].

For evaluating radiologists’ performance in distinction be-
tween benign and malignant nodules on LDCT, Li et al. have
performed an observer study [43], [44]. They randomly selected
20 malignant nodules and 20 benign nodules from the database
used in this study. Sixteen radiologists (twelve attending radi-
ologists and four radiology residents) participated in this study.
They used ROC analysis for evaluation of the performance of
the radiologists. The radiologists were asked whether the nodule
was benign or malignant, and then they marked their confidence
level regarding the likelihood of malignancy by using a contin-
uous rating scale. An average Az value of 0.72 (0.75 for at-
tending radiologists and 0.62 for residents) was obtained by
the 16 radiologists in the observer study, whereas our scheme
achieved a higher Az value (0.882) than did the radiologists.
Therefore, we expect that our scheme would be useful in im-
proving radiologists’ classification accuracy.

Researchers have developed computerized schemes for
distinction between benign and malignant lesions in chest ra-
diographs [45], [46], mammograms [47]-[51], and CT images
[52]-[54], and also computerized schemes for detection of
nodules in CT [55], [56]. Aoyama et al. have developed a com-
puterized scheme for distinction between benign and malignant
lung nodules in LDCT. Table II shows the difference between
Aoyama’s scheme and our scheme based on the MTANN. The
performance (Az value of 0.882) of our scheme was greater
than that of Aoyama’s scheme of 0.828 [54] for the same cases
in the same database by a statistical significant level (two-tailed
p value = 0.0068) [57]. The 95% confidence intervals of the
Az value of our scheme were 0.834 and 0.908, which were
greater than the Az value of Aoyama’s scheme. Aoyama’s
scheme was based on the following four steps: determination of
the locations of nodules, segmentation of the nodules, feature
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TABLE 1II
DIFFERENCE BETWEEN AOYAMA’S SCHEME AND OUR SCHEME
BASED ON THE MTANN

Aoyama’s segmentation-based

MTANN-based scheme
scheme

Radial search of edge candidates
based on edge magnitude and
contour smoothness

Segmentation No segmentation

Three gray-level-based features,
two edge-based features, and one
morphological feature, plus
clinical information

Multi-MTANN (pixel-based
determination of likelihood of
malignancy from sub-regions)

Feature
analysis

Classification Linear discriminant analysis

0.828

Integration ANN

Performance 0.882

extraction and analysis of the segmented nodules, and linear
discriminant analysis [58] for distinction between benign and
malignant nodules. The first step was performed manually
by a chest radiologist. The second step of segmentation was
performed by use of the radial search of edge candidates based
on edge magnitude and contour smoothness for determining the
regions of the nodules. Note that we made a particular use of the
technical term, segmentation, as a technique for determining the
region of a target object in images by following the definition
in the field of image processing [59]. The accuracy of the seg-
mentation can affect the accuracy of the feature extraction and
analysis, and therefore, the final accuracy of classification. The
features of a nodule included three gray-level-based features,
two edge-based features, a morphological feature, and clinical
information. We believe that accurate segmentation is difficult;
therefore, incorrect segmentation can occur for complicated
patterns such as nodules overlapping with vessels and subtle
opacities like GGO. However, the use of MTANN does not
require the step of the segmentation, but only image data and
nodule locations directly. Therefore, there is no room for errors
due to incorrect segmentation when the MTANN is employed.
We believe that this is a major advantage of the MTANN for
classification of lung nodules in CT.

Our method based on a multi-MTANN with the integration
ANN can be extended to the use of multiple sections. By ap-
plying our trained scheme section by section, output values for
a nodule in multiple sections can be obtained. By combining
the output values, the score for the nodule can be obtained. The
score can be determined by use of the following possible four
combining methods: 1) the maximum value among the output
values in multiple sections, 2) the minimum value among the
output values in multiple sections, 3) an average value of the
output values in multiple sections, and 4) a weighted average
value of the output values in multiple sections by use of the ef-
fective diameter of the nodule at each section as the weighting
factor. We expect that the performance would be improved by
incorporating of the information in multiple sections.

CT images with different section thickness have been used for
lung cancer screening in different medical institutions [2]-[13]; a
protocol of section thickness adequate for lung cancer screening
has not yet been determined. Many institutions used CT images
with a 10 mm section thickness for lung cancer screening [3]-[6],
[8], [11]-[13], and some other institutions used a 5 mm section
thickness [7], [9]. Some institutions used 10 mmand 2.5 mm [10],
but the section thickness is still a controversial issue. We believe
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that, if our scheme is applied to CT images with thinner sections,
e.g.,5 mmor 2.5 mm, the performance can be improved, because
these CT images contain more information on both malignant and
benign nodules. Training of the MTANNS with thin-section CT
images may be required for accurate classification. Our scheme
can be applied to thin-section CT images section by section. With
thin-section CT images acquired with amultidetector CT system,
smaller benign nodules would be found compared to those in
thick-section CT images. Because our scheme was effective for
small benign nodules, as shown in Fig. 6, our scheme would be
effective for a database of thin-section CT images.

The nodules do not need to be positioned exactly at the center
of the ROI. The distributions in the output images are generally
broad, as shown in Fig. 7. The broad output distribution and
the scoring method with a relatively broad Gaussian weighting
function allowed the MTANN to be robust against the change
of the location of the nodule. For example, the centers of the
nodules in the third ROI in the pure GGO row, the fourth ROI in
the mixed GGO row, and the second ROI in the solid nodule row
are fairly far from the centers of the ROIs. These nodules were
distinguished well from benign nodules by use of our scheme.

We considered the use of our scheme in the case where a
radiologist determines the nodule locations. We expect that a
radiologist is likely to select the section with the greatest nodule
size or a similar size rather than a section with small nodule size,
because the nodule in the section with small size appears to be
small and low-contrast. Therefore, the selection of the section
with the greatest nodule size by aradiologist as used in this study
would be reasonable for this particular usage. If the section with
the second greatest nodule size is selected, the performance of
our scheme would not change much, because the distribution in
the output image of the MTANN is relatively broad for small
nodules, e.g., a small low-contrast nodule in the output image
was appropriately represented by light distributions, as shown
in the fourth nodule in the pure GGO row in Fig. 7.

Training of the multi-MTANN took along time, i.e., about 30 h
foreach MTANN. There are many methods [60]-[64] for acceler-
ating the convergence speed of the BP algorithm. These methods
include learning rate adaptation [60]—-[62], training using a Hes-
sian matrix of the cost function [63], and learning-rate optimiza-
tion [64]. These methods can be applied to our modified BP algo-
rithm, and the time for training can be shortened by use of these
methods. Training with our modified BP algorithm can be trapped
atlocal minima, because our modified BP algorithm was based on
the BP algorithm. There are many methods [65]-[68] for avoiding
local minima for the BP algorithm. By use of these methods, the
performance of the MTANN might be improved by avoiding pos-
sible local minima.

We considered the generalizability of our scheme and the re-
sults in this study. There are two major factors which can affect
the generalizability of the results in evaluation of a computer-
ized scheme [69]-[72]: 1) the quality and quantity of the data-
base used and 2) the testing methodology used for evaluating the
scheme. Because our database used in this study was relatively
large, containing 76 confirmed primary cancers, obtained from
a lung cancer screening program on 7 847 screenees for three
years. Therefore, we believe that the quality and quantity of our
database were appropriate. However, evaluation (and training)
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with a larger database will produce more reliable results. Re-
garding testing methodology, we performed a hold-out testing
method on the MTANN:S, i.e., we excluded all training cases
for the MTANNS from the evaluation. Because the number of
training cases for the MTANN was very small, the selection of
training cases could affect the performance of the MTANN. The
variation in the performances of the MTANN:S trained with dif-
ferent training cases was small, as shown in Fig. 13. Therefore,
this would not be a problem for generalizability. Because we
determined some parameters such as the standard deviation of
the 2-D Gaussian weighting function for scoring, the number
of MTANNS in the multi-MTANN, and the number of hidden
units in the integration ANN by use of the entire database, some
biases can be included in the performance [71]. However, the
differences in the performance with respect to these parame-
ters were not large, as shown in Figs. 15-17. When the stan-
dard deviation, the number of MTANNSs, and the number of
hidden units differed by 20%, one (approximately 20%), and
one (approximately 20%), respectively, the Az value changed by
0.4%, 1.7%, and 1.3% on average, respectively. Thus, the per-
formance was not sensitive to these parameters. Therefore, the
biases which may be included during the design process should
be small. A possible weakness would be a round-robin test (also
referred to as a jackknife test) used for evaluating the integra-
tion ANN, because a round-robin test is not an independent test,
but a test with resampling. However, many researchers have ac-
cepted and used a round-robin test in their studies [45]-[48],
[50]-[54]. In addition, according to Fukunaga et al.’s findings
[69], a round-robin test would produce a pessimistically biased
performance compared to the “true” performance (i.e., the per-
formance of a classifier designed with the true population and
tested with the true population). Therefore, we trust that our re-
sults are reliable, and we expect that results similar to those pre-
sented in this paper can be obtained when our scheme is applied
to different databases.

We have experienced that ANN models which use a large
number of subregions can be trained with a very limited number
of cases, including neural filters, neural edge enhancers, and
MTANNS. The neural filter and the neural edge enhancer were
trained with six images (angiograms) [15] or one image (gas-
trointestinal radiograph) [23], and one image (landscape) [17] or
three images (ventriculograms) [18], respectively. The MTANN
was able to be trained with 20 cases (CT images containing
ten nodules and ten nonnodules) [24] or 12 cases (CT images
containing six nodules and six nonnodules) [25]. A convolution
ANN [73] is a different type of ANN, but operates on image
data directly. A convolution ANN was trained with 28 cases (in-
cluding nodule cases and normal cases) for differentiation be-
tween nodules and nonnodules in chest radiographs. Although
the number of training cases was 28 for each of the training sub-
sets in the cross validation scheme, the number of nodules was
around 25 and the number of false positives was around 75 in
each training subset. The common features of the above ANN
models, including MTANNs and a convolution ANN, are the
direct use of image data and the use of a large number of subre-
gions (or subimages) extracted from cases (images) for training.

In order to gain insight into the training of the MTANN, we
analyzed the information used by the MTANN. The input of the
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Fig. 18. Distributions of samples extracted from the 10 training malignant
nodules and all 76 malignant nodules in the database in the principal component
(PC) vector space. Black crosses represent samples (subregions) extracted from
the training cases. Gray dots represent samples extracted from all cases in the
database. (a) Relationship between the first and second PCs. (b) Relationship
between the third and fourth PCs.

MTANN can be considered as an 81-dimensional (81-D) input
vector. In the MTANN approach, each case (nodule image) is di-
vided into a large number (361) of subregions. Each subregion
corresponds to the 81-D input vector. If a large number of 81-D
input vectors obtained from the training cases (e.g., ten malig-
nant nodules) approximate those obtained from all cases in the
database (i.e., 76 malignant nodules), the MTANN trained with
these training cases can potentially have a high generalization
ability. Because it is difficult to visualize and compare all 81 di-
mensions of the input vector, we employed principal-component
analysis (PCA, also referred to as Karhune-Loeve analysis) [74]
for reducing the dimensions. We applied PCA to 81-D vectors
obtained from all 76 malignant nodules. Figure 18(a) and (b)
shows the distributions of samples (subregions) extracted from
the ten training malignant nodules and all 76 malignant nodules
in the database in the principal component (PC) vector space.
Only the first to fourth PCs are shown in the figures, because
the cumulative contribution rate of the fourth PC is 0.974, i.e.,
the figures represent 97.4% of all data. The result showed that
the ten training cases represent the 76 cases fairly well except for
the right portion of the distribution in the relationship between
the first and second PCs in figure (a). The right portion of the
distribution is very sparse, containing only 6% of all samples.
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This does not mean that the training nodules do not cover 6% of
the 76 nodules, but that the training nodules do not cover, on av-
erage, 6% of the components of each nodule. Because all com-
ponents of each nodule are combined with the scoring method in
the MTANN, the noncovered 6% of components would not be
critical at all for the classification accuracy. Thus, the division
of each nodule case into a large number of subregions enriched
the variations in the feature components of nodules, and there-
fore contributed to the generalization ability of the MTANN.

VI. CONCLUSION

Our computerized scheme for distinction between benign and
malignant nodules based on the multi-MTANN incorporated
with the integration ANN achieved a relatively high Az value
of 0.882, and would be useful in assisting radiologists in the di-
agnosis of lung nodules in LDCT by reducing the number of
“unnecessary” HRCTs and/or biopsies.
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