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ABSTRACT

In this work, discrimination of two major types of carcinomas of thyroid nodule, namely, papillary and
medullary carcinomas is addressed. The region based watershed segmentation technique is initially utilized to
segment the medullary and papillary carcinoma cell regions in multi-stained Thyroid Fine Needle Aspiration
Biopsy (FNAB) cytological images. It removes the background stain information from the images and retains
the required foreground malignant cell information. Second order statistical features are, then, extracted from
the segmented images using two-level Discrete Wavelet Transform (DWT) decomposition. The significant
statistical features are used as meaningful descriptors by the Support Vector Machine (SVM) classifier for
discriminating papillary and medullary carcinomas of thyroid nodules. The support vector machine classifier
results highest promising discrimination accuracy of 95%. Also, the developed automated thyroid cancer
diagnostic system produces 90% of sensitivity and 100% of specificity with respect to papillary and medullary
thyroid carcinoma images.
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1. INTRODUCTION

Thyroid is one of the largest glands in the human body that regulates the rate of metabolism by producing
thyroid hormones. The unwanted growth of cells around the thyroid gland can form a mass of tissue that is
called as thyroid nodules. Most of these thyroid nodules are benign and not cancerous. About 5-10% of thyroid
nodules are identified as thyroid malignant tumors and hence thyroid cancer is the most common endocrine
malignancy and comprises 1-3% of all cancers [1]. The diagnosis of thyroid disorders is being carried out with
Magnetic Resonance Imaging (MRI), Computed Tomography (CT), radioiodine scintigraphy and Positron
Emission Tomography (PET) scanning, as well as Ultrasound (US) [2]. Fine needle aspiration biopsy (FNAB) is
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a diagnostic test used for finding the risk of malignancy in the evaluation of thyroid nodule. Furthermore, FNAB
is a minimally invasive procedure with low risks and can be usually performed by experienced physicians [3].
Thyroid FNAB deals with study of microscopic cytological images of thyroid nodules and is used as a screening
tool to detect benign and malignant nature by studying the cytological features of cell structures. In this manual
screening, thyroid biopsy sample derived from the patients are placed under a microscope in the form of smears
in glass slides. And, a trained pathologist studies the cell structures and gives a diagnostic report. This manual
screening procedure is, in few cases, subjective and may result misdiagnosis.

To overcome the misdiagnosis problem and improve the effectiveness of the diagnosis, efficient
automated diagnostic systems are being developed for classifying benign and malignant states using image
processing techniques. Thyroid nodule classification in ultrasound images was performed by fine-tuning deep
convolutional neural network and a diagnostic accuracy of 96.34% was achieved [4].

The application of Learning Vector Quantization (LVQ) neural networks was investigated by
Karakitsos et al. [5] for discriminating benign and malignant thyroid nodules and a diagnosis accuracy of 97.8%
was reported for thyroid images stained by May-Grunwald-Giemsa staining protocol. Daskalakis et al. [6]
designed a multi-classifier system for discriminating benign from malignant thyroid nodules using routinely
H&E stained cytological images. It classified thyroid nodules using H&E stained FNAB cytological images and
classification accuracy of 89.6% and 95.7% were reported for probabilistic neural network (PNN) single
classifier and fusion of classifiers respectively. Gopinath et al. [7] conducted an experiment with ENN classifier
trained by Gabor filter based features which reported a highest discrimination accuracy of 93.33%. In the
previous work, Gopinath et al. [8] also experimentally tested decision tree, k-NN, ENN and SVM classifiers
among which the ENN and SVM classifiers exhibited superior diagnostic accuracy of 90% to recognize benign
and malignant thyroid nodules using the statistical textural features derived by two-level wavelet decomposition.
The improved diagnostic accuracy of 96.66% achieved for the multiple classifiers with majority voting of k-NN,
ENN and SVM classifiers and linear combination of single classifiers.

The conventional automated discrimination systems, in the literature, are normally developed for
discriminating benign and malignant types of thyroid nodules. The proposed research work deals with the
discrimination of two major types of thyroid carcinomas, namely, papillary and medullary carcinomas so that
the pathologist can use the automated system for producing the diagnostic report with a specific type of thyroid
carcinoma of the patients. In the development process, segmentation of foreground thyroid cancer cells in
FNAB microscopic images of papillary carcinoma and medullary carcinoma of thyroid nodules are extracted
with the help watershed transform method. Then, statistical textural features are extracted using two-level
discrete wavelet transform decomposition and discrimination of cancer cells is performed by SVM classifier.
Thus, this research work focuses on automatic discrimination of type of malignant carcinoma in Thyroid FNAB
microscopic images.

The introduction of fine needle aspiration biopsy and thyroid carcinoma types are summarised in
Section Il. The region based watershed transform based segmentation method is described in Section Il1. Section
IV describes the two-level wavelet decomposition of images for statistical feature extraction. The classification
model using support vector machine is presented in Section V. Finally, the results and conclusion are presented

in Sections VI and VI respectively.
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2. THYROID CARCINOMA AND FINE NEEDLE ASPIRATION BIOPSY PROCEDURE

2.1 Thyroid Carcinoma

A type of cancer arising in the epithelial tissue of the thyroid gland is called thyroid carcinoma. Figure 1
summarizes various types of thyroid carcinoma. The thyroid malignancy originates either in the follicular or
parafollicular cells. When it originates in the follicular cells, it either occurs as a differentiated or an
undifferentiated tumor. When it is a differentiated tumor, it is either a Papillary Thyroid Carcinoma (PTC)
which is around 70% of all thyroid malignancies) or a Follicular Thyroid Carcinoma (FTC) which is around 10-
20% of all thyroid malignancies. Undifferentiated cancer or Anaplastic Thyroid Carcinoma (ATC) arising from
the follicular cells is a highly aggressive carcinoma (1-2% of all thyroid malignancies). Malignant tumors also
arise from the parafollicular cells or C-cells in the form of Medullary Thyroid Carcinoma (MTC) which is a rare

type of carcinoma of the thyroid (3-5% of all thyroid malignancies) [9-11].
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Fig. 1 Types of Thyroid carcinoma

2.2 Papillary carcinoma

About 80% of thyroid cancers are well-differentiated papillary carcinomas. Usually, they develop in only one
lobe of the thyroid gland, but sometimes they occur in both lobes. Even though they grow slowly, papillary
carcinomas often spread to the lymph nodes in the neck. A recent study has found that the survival rate of PTC
at one year to be 97.5%, while the survival rate at 5, 10 and 15 to 20 years is 92.8%, 89.5% and 83.9%
respectively, but most of the time, this can be successfully treated. The main diagnostic features of PTC are its
nuclear changes, which include subtle irregularities in the nuclear contour and size, deep nuclear grooves and
pseudo inclusions resulting from cytoplasmic invaginations. These nuclear features enable the diagnosis of PTC

to be made on cytological examination and frozen section [11].

2.3 Medullary Thyroid Carcinoma
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Medullary thyroid carcinoma accounts for about 5% of thyroid cancers. It arises from the calcitonin-producing
parafollicular C-cells of the thyroid gland. Calcitonin is a hormone that helps to control the amount of calcium
in blood. Carcinoembryonic antigen is a protein made by certain cancers, such as colorectal cancer and MTC.
Because medullary cancer does not absorb or take up radioactive iodine, which is used for treatment, the
prognosis is not quite as good as that for differentiated thyroid cancers [12].

The main diagnostic features of PTC are that the aspirates are usually highly cellular. However, scant
cellularity is encountered with carcinomas containing extensive amyloid deposits and calcification. Tumor cells
are predominantly single cells, but can also be seen as sheets, loose clusters, syncytia, rosettes, cords, and
papillae. The cells are usually uniform in size and shape but occasionally can present as large pleomorphic cells.
Nuclei are eccentrically placed, giving the cells a plasmacytoid appearance, and binucleation and
multinucleation are common. Nuclei have a coarsely granular chromatin texture and inconspicuous nucleoli
[13].

Figure 2 shows the sample FNAB cytological microscopic images of papillary carcinoma and
medullary carcinoma of thyroid nodules. Fig. 2(a) shows a papillary carcinoma image with humerous nuclear
grooves and Fig. 2(b) shows a medullary carcinoma image with relatively monomorphic fusiform cells and

amyloid.

Fig. 2(a) Papillary carcinoma image with numerous nuclear
grooves and Fig. 2(b) Medullary carcinoma image with
relatively monomorphic fusiform cells and amyloid.

2.4 Fine Needle Aspiration Biopsy Procedure
Fine Needle Aspiration Biopsy is a simple and safe method of determining benign or malignant state of the
thyroid nodule. Initially, thyroid biopsy samples from the thyroid nodule of a patient are extracted using a 25
gauge needle with disposable 10cc syringe and sent to the pathology laboratory. The pathologist prepares
smears in glass slides and examines cell structure of the sample under a microscope based on the cytological
features. After examining all the slides, the pathologist prepares a cytological diagnosis report. The diagnosis
report classifies the samples as benign, malignant, suspicious or inadequate. If it is malignant, type of the
carcinoma can also be diagnosed. Normally, the accuracy of FNAB technique is around 95%, and false negative
and false positive results vary from 0-5% [14].

To automate this manual process and develop an automated diagnostic system, the cytological images

are captured by attaching a digital camera with microscope and these images can be processed using image
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processing techniques. The parameters sensitivity, specificity and discrimination accuracy can be derived for the
assessment of thyroid malignancy in terms of True Positive (TP), False Positive (FP), True Negative (TN) and
False Negative (FN). True positive is a positive result in the FNAB for malignancy and confirmed in the
cytological study. False positive is a positive result for malignancy but not confirmed in the study. True negative
is a negative result for malignancy and no carcinoma in the study. False negative is a negative result for
malignancy but with a carcinoma in the study. Sensitivity (S) can be defined as the proportion of patients with
associated carcinoma and a positive result in the FNAB for malignancy (1). Specificity (Sp) can be defined as
proportion of patients without associated carcinoma and with a negative result in the FNAB for malignancy (2).
The Discrimination Accuracy (DA) can be derived as the proportion of patients diagnosed correctly by the
diagnostic test (3).

S =TP/(TP + FN) @
Sp=TN/(TN + FP) )
DA=(TP+TN)/(FP +FN + TP +TN) 3)

Figure 3 shows various stages involved in the development of an automated diagnosis system that
include segmentation, feature extraction and classification stages.
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Fig. 3 Various stages of an automated cancer diagnostic system

The thyroid FNAB images shown in Fig. 2 are stained by various types of stains. The discrimination
accuracy of the diagnostic system will be affected by the background stain pixels and hence removal of the
unwanted background pixels from the images is required by using an appropriate segmentation method. The
feature extraction stage is used to extract the significant second order statistical feature vectors from the
segmented images and these features are used as useful descriptors for describing the cytological characteristics
of papillary and medullary carcinoma types. The statistical feature vectors drive the third and final stage of

classification with support vector classifier as a decision making tool.
3. WATERSHED IMAGE SEGMENTATION

The discrimination accuracy of the proposed work purely depends on the efficient segmentation methodology

and corresponding foreground cell structure information. In this work, Euclidean distance transform based
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watershed transform is implemented to segment the required cancer cell regions of medullary and papillary
carcinomas in multi-stained FNAB images.

The flow diagram of the watershed transform segmentation method is shown in Fig. 4. The initial pre-
processing step is performed on the malignant images to convert color image into gray scale image and separate
foreground pixels from the background pixels using Otsu’s thresholding technique based on the different
intensities of the pixels. According to Otsu’s method, an appropriate threshold value is calculated. Each pixel in
the image is compared with the threshold value. When the pixel's intensity is higher than this threshold value,
the pixel is set to white while it is less than the threshold value, it is set to black in the output image [15]. The
input to the thresholding operation is a gray scale image and the output is a binary image. Thus, the black and
white pixels related to background and foreground information of the malignant images are separated.

The thresholded images are then fed to watershed segmentation algorithm in association with distance
transform. The distance transform provides a measure of the separation of points in the image that calculates the
distance between each pixel that is set to zero and the nearest nonzero pixel. The distance transform is normally
applied to binary images. However, the result of the transform is a gray scale image that looks similar to the
input image. But the gray level intensities of foreground regions are changed to show the distance to the closest
boundary from each point. In this work, Euclidean distance metric is used because it is similar to the
measurement of the objects in the real world. Euclidean distance calculates the root of square differences
between coordinates of a pair of objects. The Euclidean distance D between two pixels in a binary image, (X, y1)

and (X, ¥,), is calculated as given in (4):

D:\/(Xl_xz)2+(y1_y2)2 (4)
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Fig. 4 Watershed segmentation method
The watershed transform is a region based segmentation technique in which the images are treated as
topographic surface and the intensity values of the images are considered as heights. If a topographic surface is
flooded by water, then a watershed is being the dividing line between the domains of attraction of rain falling
over the region [16]. The watershed transform applies this idea to process the gray scale images to perform the
segmentation operation. Thus, catchment basins are treated as regions in the gray scale image and watersheds
are being as the lines dividing the regions. The input papillary and medullary carcinoma images are converted

into binary images so that the distance transform can be applied. The distance transform converts them into gray
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scale images so that catchment basins are identified as regions and then watersheds are found by converting the
images into complement images.

The main disadvantage of watershed segmentation is over segmentation of the image because of many
small basins and watershed lines. This over segmentation problem can be solved by using a suitable Low Pass
Filter (LPF) in conjunction with the output of watershed transform. In this work, a Gaussian LPF is generated
with a 5x5 Gaussian kernel and convolved with the output image of watershed transform to remove the
unwanted noise pixels generated due to over segmentation.

4. FEATURE EXTRACTION USING WAVELET DECOMPOSITION

In this work, two-level Discrete Wavelet Transform (DWT) decomposition is implemented for extracting
second order statistical features from the segmented image sets of papillary and medullary thyroid carcinoma
images [17].

In two-level DWT decomposition, the malignant images are initially divided into four sub-bands
namely LL1, LH1, HL1 and HH1 using separable filters and LL1 band is further divided into LL2, LH2, HL2
and HH2. The LL2 band can be used for further decomposition based on the requirement. The representation of
two-level decomposition is shown in Fig. 5.

LL2 HL2

HL1
LH2 HH2

LH1 HH1

Fig. 5 Two-level Wavelet Decomposition

A total of eight second order statistical features, namely, mean, standard deviation, entropy, variance,

energy, homogeneity, contrast and correlation are extracted and stored in feature database as listed in Table 1.

Table 1. Eight second order statistical features

Statistical Feature Description

Mean Z f{:‘,_.f:]l.-’fﬁ.f

1

Standard Deviation {{f{ld] - !-1:|: .-'ra"'-rji
Lj
ey | = ), F©1) log £(01)
i
Variance

ol
Energy Z f{f’-ﬂ:
Lf

752 |Page




International Journal of Advance Research in Science and Engineering Q
Volume No.07, Special Issue No.03, April 2018 IJARSE
www_iiarse_com ISSN: 2319-8354

Statistical Feature Description
feg)

i1+ i — ]

o

Contrast Z F G —j»

Homogeneity

Correlation Z flni-p)g- W)
Lj

where, f(i,j) is the gray-level value for each pixel in the region of interest, N is the total number of pixels in the
region of interest and W, W, i, gj, a,—z are means and standard deviations of f (i,j).

A total of 30 thyroid carcinoma slide images with a combination of 15 papillary and 15 medullary
carcinoma images are collected for conducting the study. Since the size of the image set is small, each image is
auto-cropped into four images so that the total number of images becomes 120 among which 60 are papillary
carcinoma images and remaining 60 are medullary carcinoma images.

Now, 50 papillary carcinoma images and 50 medullary carcinoma images are combined together for
training set and 10 papillary carcinoma images and 10 medullary carcinoma images are combined together for
testing set. During the feature extraction phase, a total of eight statistical features are derived from each image
and hence the total number of features derived from training and testing set images become 480 and 160
respectively as summarized in Table 2. In this work, image size is resized and maintained as 256x256 for
original slide images and they are equally cropped into four 128x128 images. For conducting the current study,
the thyroid FNAB images have been collected from on-line image atlas of Papanicolaou Society of

Cytopathology which are reviewed and approved by the atlas committee [18].

Table 2. Grouping of images for training and testing set

Images / Features Training Set | Testing Set
Number of slide images 15 5
Number of cropped images 60 20

Number of statistical features from 8 8
each image
Total number of statistical features 480 160

The best feature vectors with high significant levels are selected from the distribution of these features
by calculating median values of all the features for papillary and medullary groups and tabulated in Table 3.
From Table 3, it is observed that the difference in median values is significant for the features mean, standard
deviation, variance and energy and hence there is a possibility of differentiating between papillary and
medullary feature sets of thyroid FNAB images using these features. For the remaining features contrast,
homogeneity, entropy and correlation, the difference in median values is lesser than one these features exhibit
no significant difference between papillary and medullary carcinoma feature sets. Thus, it is concluded that the
features mean, standard deviation, variance and energy are having significant impact in the discrimination

process compared with the remaining features contrast, homogeneity, entropy and correlation.
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Table 3. Median values of feature vectors derived from segmented thyroid carcinoma images
Median Value Difference in
Statistical ) Median Value
Features Papillary | Medullary | petween two
Group Group groups
Mean 10.52x10° | 12.91x10° 2.39
Standard 1 a1 | 16.12x10° 1.94
Deviation
Variance 1.87x10* 2.99x10* 1.12
Energy 1.15x10% | 2.33x10% 1.18
Contrast 16.24x10° | 16.30x10° 0.06
Homogeneity | 29.22x10° | 29.32x107 0.1
Entropy 885.1x10° | 884.8x10° 0.3
Correlation 0.54x107% 0.56x107% 0.02

5. DISCRIMINATION OF MALIGNANCIES

In any supervised classification, two steps are followed, namely, training step and testing step. In training step,
the labeled papillary and medullary carcinomas training image set are segmented and statistical features are
extracted using discrete wavelet transform and stored in feature library. In the testing step, the discrete wavelet
transform is again applied on the unlabeled and segmented test set images of papillary and medullary
carcinomas. The second order and similar set of statistical features are extracted and used for discrimination
using support vector classifier as illustrated in Fig. 6. The SVM classifier performs the machine learning based
on the principle of structural risk minimization (SRM). The concept of SRM is to maximize the margin between
a separating hyper plane and closest data points as shown in Fig. 6. A separating hyperplane refers to a plane in
a multi-separating hyperplane that maximizes the margin from closest data points to the plane.

The SVM classifier is a highly efficient kernel based classifier which maps the given statistical feature
patterns into a higher dimensional space. It constructs a decision hyperplane in this higher dimensional space.
The feature vectors lying on the hyperplane margins are called as support vectors. And each feature pattern is
then classified by assigning a decision value which is the perpendicular distance to the hyperplane. By
convention, the origin of the feature space is shifted to lie on the hyperplane, giving positive and negative

decision values so that sign indicates the predicted class [19].
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Fig. 6 Components of support vector machine

6. RESULT AND DISCUSSION

The performance of the proposed discrimination model based on SVM classification model tested with the
statistical features derived from two-level discrete wavelet decomposition is presented in Table 4. From the
discrimination results, the best performance is achieved by incorporating the statistical second order features
derived from FNAB images segmented by watershed segmentation method with 95% of discrimination
accuracy, 90% of sensitivity and 100% of specificity. Normally, in a conventional automated discrimination
systems, discrimination of benign and malignant types of thyroid nodules are being carried out. Karakitsos et al.
investigated the use of neural networks to discriminate benign and malignant thyroid lesions and achieved
97.8% of diagnostic accuracy using thyroid FNAB images stained by MGG staining protocol [5]. Daskalakis et
al. designed a multi-classifier system for discriminating benign from malignant thyroid nodules using H&E
stained FNAB cytological images and diagnostic accuracies of 89.6% and 95.7% were reported for PNN single
classifier and combined classifiers respectively [6]. These studies were not dealing with multi-stained FNAB
images. Our previous study [7] with multi-stained and auto-cropped thyroid FNAB images demonstrated a
reasonable diagnostic accuracy of 90% using ENN and SVM classification models. Similarly, our study
achieved a promising diagnostic accuracy of 96.66% with multi-stained and auto-cropped thyroid FNAB images
using majority voting and linear combination rules based multiple classifier fusion [8]. But, in the proposed
research work, discrimination of two major types of thyroid carcinomas, namely, papillary and medullary
carcinomas has been performed so that the pathologist can use the automated system for producing the

diagnostic report with a specific type of thyroid carcinoma of the patients.

Table 4. Performance comparison with existing works

Research Works Nature of work Classifiers Discrimination
accuracy
Discrimination of
. benign from 0

Karakitsos et al. [5] malignant thyroid LVQ-NN 97.8%
lesions
Discrimination of | pyN 89.6%

Daskalakis et al. [5] | Penian from
malignant thyroid | k-NN/PNN/ o
nodules Bayesian 95.7%
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Discrimination of | K"NN 70%
Gopinath et al. [7] %zg’r‘];mym NEY 90%
nodules ENN 90%
Discrimination of
. benign from Multi-
Gopinath et al. [8] malignant thyroid | classifier 96.66%
nodules
Discrimination of
Proposed Work type of thyroid SVM 95%
malignancy

7. CONCLUSION

Discrimination of Papillary and Medullary carcinoma malignancy in thyroid FNAB cytological images was
presented using support vector machine classifier with a help of region based watershed segmentation method as
a preprocessing step. The performance analysis of the discrimination system was measured in terms of
discrimination accuracy, sensitivity and specificity. The discrimination accuracy of 95% is achieved with the
combination of watershed segmentation and discrete wavelet features with 90% of sensitivity and 100% of
specificity. This research work attempted to perform multi-class discrimination problem with respect to
papillary and medullary thyroid carcinoma images. When the conventional discrimination process performs the
classification of benign and malignant states of thyroid nodules, the propose work can aim to further
discriminate type of the malignancy for the malignant result. Hence, the proposed automated diagnostic system

can help the pathologists as a second opinion tool.
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