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Abstract: Voice changes may be the earliest signs in laryngeal cancer. We investigated whether
automated voice signal analysis can be used to distinguish patients with laryngeal cancer from
healthy subjects. We extracted features using the software package for speech analysis in phonetics
(PRAAT) and calculated the Mel-frequency cepstral coefficients (MFCCs) from voice samples of a
vowel sound of /a:/. The proposed method was tested with six algorithms: support vector machine
(SVM), extreme gradient boosting (XGBoost), light gradient boosted machine (LGBM)), artificial neural
network (ANN), one-dimensional convolutional neural network (1D-CNN) and two-dimensional
convolutional neural network (2D-CNN). Their performances were evaluated in terms of accuracy,
sensitivity, and specificity. The result was compared with human performance. A total of four
volunteers, two of whom were trained laryngologists, rated the same files. The 1D-CNN showed the
highest accuracy of 85% and sensitivity and sensitivity and specificity levels of 78% and 93%. The two
laryngologists achieved accuracy of 69.9% but sensitivity levels of 44%. Automated analysis of voice
signals could differentiate subjects with laryngeal cancer from those of healthy subjects with higher
diagnostic properties than those performed by the four volunteers.

Keywords: voice change; larynx cancer; machine learning; deep learning; voice pathology classification

1. Introduction

Laryngeal cancer is one of the most debilitating forms of malignancy, with an average incidence
of 3.3 per 100,000 from 2012 to 2016 in the USA [1]. In 2019, there were 12,370 new cases diagnosed in
the USA alone. Despite the rising incidence, early diagnosis remains challenging, resulting in delayed
treatment [2,3]. With a delay of diagnosis, laryngeal cancer may lead to the most severe debilitating
disabilities in phonation, swallowing [4] and overall quality of life. An automated voice analysis tool
could advance the time of diagnosis regardless of patients’ location, in line with the idea of telemedicine.
Though voice changes can indicate the first clinical signs of disease, subjective perception of early voice
changes can be listener dependent and subject to intrajudge variations [5].
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Image analysis based on the use of computational algorithms in radiology is now expanding to
signal processing in other fields such as electrodiagnosis [6]. Furthermore, the popularity of these
new techniques has led to the use of automated detection of pathological voices using machine and
deep learning algorithms. A voice pathology detection was reported successful using a deep learning
model [7]. Algorithms based on feature extraction, such as the Mel-frequency cepstral coefficients
(MFCCs) from the acoustic signals have been used for many years to detect vocal fold disorders and
dysphonia [8-10]. For example, Chuang et al. [9] have used normalized MFCCs features and have
shown that a deep neural network (DNN) can detect abnormal voice changes in voice disorders.
Another study by Fang et al. [10], which included laryngeal cancer data, have reported that the results
of a DNN were superior to other machine learning algorithms.

However, in past studies, the number of cancer patients was either too small [10,11] or often
assessed as a single group together with other voice disorders. Most recent studies that investigated the
role of automatic detection of voice disorders [8-10] were based on open voice databases such as the
Massachusetts Eye and Ear Infirmary Database [12] or Saarbrucken Voice Database [13], and laryngeal
cancer voices were rated together as one group in combination with other voice disorders. In addition,
past algorithms have not been validated against the clinicians” judgement of voice change. Subjective
perception of early voice changes can be difficult [5]. The possibility of an algorithm that can distinguish
pathological voice changes at the early stages in laryngeal cancer from normal healthy voices with
the potential to overcome the limitations imposed by inter-subject human perception remains to
be explored.

Therefore, this study aims to investigate the role of computational algorithms including a support
vector machine (SVM), extreme gradient boosting (XGBoost) and the recent popular convolutional
neural network (CNN) in distinguishing voice signals of patients with laryngeal cancer against those
obtained from healthy subjects. We also compared the performance levels of these algorithms to those
obtained by four human raters who rated the same voice files.

2. Materials and Methods

2.1. Study Subjects

A retrospective review of medical records was performed at a single university center from
July 2015 to June 2019. We identified patients who had undergone voice assessments at the time of
laryngeal cancer diagnosis. Only the preoperative records were collected, whereas those obtained
postoperatively or after radiotherapy were excluded.

Normal voice samples were acquired from otherwise healthy subjects who had undergone voice
assessments for the evaluation of their vocal cords prior to general anesthesia for surgical procedures
involving sites other than the head and neck region, such as the hands or legs. Any subject subsequently
diagnosed with any benign laryngeal disease, sulcus vocalis, or one-sided vocal palsy were excluded
from the data analysis of the healthy subjects. Any additional diagnosis of voice disorders was excluded
by a detailed review of patients’ medical records.

Patients” demographic information, including gender, age, and smoking history, were collected.
In those diagnosed with laryngeal cancer, additional clinical information such as the TNM (Tumor Node
Metastases Classification of Malignant Tumors) stage, a global standard for classifying the anatomical
extent of tumor cancers, was recorded. The study protocols were approved by our institutional review
board [HC19RES10098].

2.2. Datasets from Voice Files

The dataset comprises recordings of normal subjects and cancer patients. Voice samples were
recorded with a Kay Computer Speech Lab (CSL) (Model 4150B; KayPENTAX, Lincoln Park, NJ, USA)
supported by a personal computer, including a Shure-Prolog SM48 microphone with Shure digital
amplifier, located at a distance of 10-15 cm from the mouth and an angle of 90°. Background noise
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was controlled below 45 dB. Analysis of a voice sample, directly recorded using digital technology
and with a sampling frequency of 50,000 Hz, was carried out using MDVP 515 software (version 2.3).
Patients phonated vowel sound /a:/ for over 4 s at a comfortable level of loudness (about 55-65 dB).
The operator’s experience dates back to 2011, and the voice testing protocol in the hospital was
established in 2015.

2.3. Experimental Setups

The study used a NVIDIA GeForce RTX2080 Ti (11GB) graphic card. We examined the normal
and cancer voice signal classification and tested the performance of the SVM, XGBoost, light gradient
boosted machine (LightGBM), artificial neural network (ANN), one-dimensional convolutional neural
network (1D-CNN), and 2D-CNN. The performance was evaluated via five-fold cross-validation.
The accuracy, sensitivity, specificity, and area under the curve (AUC) values were used as performance
metrics. This study strictly used male voice samples to exclude gender effects in that all laryngeal
cancer cases were male and that male and female voices have different frequency range. Otherwise,
some factors that are not directly related to cancerous voice can undermine the integrity of the
study design.

2.4. Feature Extraction

In this study, two common features in speech analysis were selected. First, a term named after the
word “talk” in Dutch, PRAAT is a speech analysis program (Paul Boersma and David Weenink, Institute
for Phonetic Sciences, University of Amsterdam, The Netherlands) in phonetics designed to extract
key features in the voice [14]. The raw voice input was 4 s of 50,000 Hz signal. The PRAAT features
were extracted under a minimum value of 10 Hz and a maximum value of 8000 Hz to account for the
spectral range of a human voice. Fourteen audio features include mean and standard deviation of the
fundamental frequency, harmonic to noise ratio (HNR), and jitter and shimmer variants. The HNR
denotes the degree of acoustic periodicity in the aspect of energy. The last two sets of features are
measures of perturbation in acoustic analysis, where jitter demonstrates the frequency instability;,
whereas shimmer represents the amplitude instability of a signal. In other words, jitter refers to
the frequency variation from cycle to cycle, and the shimmer represents the amplitude variation of
the sound wave. Following is a description of the jitter and shimmer variants [14]. The local]itter
is the average absolute difference between consecutive intervals, divided by the average interval,
and localabsolutejitter uses absolute difference. The rap]itter is the relative average perturbation of
itself and the two adjacent, and ppqgbjitter accounts for four neighbors. Ddpjitter is the difference
between differences of consecutive difference. In a similar fashion, six shimmer variants were defined:
localshimmer, localdbshimmer, apg3shimmer, apg5shimmer, apql1lshimmer, and ddashimmer.

Second, MFCCs, a collection of numerical values resulting from the transformation of time series
data, were obtained [15]. The principle of MFCCs is based on a short-time Fourier transform and
additional consideration for the distinct nature of a human voice in the lower frequency range, set by
the biased bandpass filter design. Forty triangular bandpass filters were used. Initially, we down
sampled the input signal to 16,000 Hz, accounting for the Nyquist frequency of the human voice range.
As a result of the transformation, 200,000 data points of the input signal were converted to 64,000
points, and then into a 40 X 126-time spectral image. The graphic presentation of down sampling,
normalization, and MFCCs transformation is shown in Figures 1 and 2. In addition, short time
Fourier transform (STFT), another common time-spectral representation, was obtained for comparative
evaluation. For this conversion, we down sampled the input signal to 4000 Hz and processed with a
frame size of 0.02 without overlap, in order to match with the height size of the MFCCs. As a result,
a 40 x 199-time spectral image was produced.



J. Clin. Med. 2020, 9, 3415 40f 15

© & @

Frequnecy (kHz) Frequnecy (kHz) Frequnecy (kHz)
o » ® o » @

2
i 3 a Time [secs)
Time (secs)

1 2
Time [secs)

(a) (b) (0)

Figure 1. The graphic presentation of transformation from raw signal into Mel-frequency cepstral

coefficients (MFCCs) image, a necessary process to comply with the two-dimensional convolutional
neural network input shape. (a) Plot of signals down sampled to 16,000 Hz; (b) plot of signals
normalized between —1 and 1; (c) image of signals after MFCCs transformation.
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Figure 2. The flowchart of Mel-frequency cepstral coefficients (MFCCs) transformation. (a) and
presentation of Mel filter banks (b). The triangular filter banks are densely located towards low
frequency range, reflecting the distinctive nature of the human voice in that range. Abbreviations: FFT,
fast Fourier transform; DFT, discrete Fourier transform.

2.5. Preprocessing

A series of preprocessing steps are introduced for the effective representation of the signal.
The recordings represent continuous sounds. Normalization was performed to change the value of
numerical voice signals to a common scale, because the magnitudes vary depending on the measuring
distance of the record. Each signal was divided by the maximum absolute value of the recording per
patient while taking account of the peak outliers.

For accurate validation, the data set was divided into two parts in each validation: one for training
and another for testing. Performance metrics were only calculated with the testing dataset, the signals
that the model did not process during its training. A five-fold validation method is used for reliable
results, which divides the dataset into five subsets. For each validation fold, four subsets were used to
train a model for appropriate representation and generalization power, and the model was validated
with the remaining subset. Overall, five validations were conducted, and the performance matrix
represented the average of all results. The process can be seen in Figure 3.
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Figure 3. Illustration of five-fold validation. A given data set is split into five subsections where each
fold is used as a testing set, a useful method to use all data where data is limited.

2.6. Machine Learning Algorithms

We tested three machine learning algorithms: SVM, XGBoost, LightGBM, and ANN. The SVM is
the most frequently practiced method used in the classification task. The SVM resolves the classification
task by drawing a decision boundary hyperplane that divides space with the maximum distance from
each class. However, not all cases can be resolved similarly, as clusters often require a non-linear
boundary. The kernel trick facilitates by warping spaces. In machine learning, the hyper-parameter is a
high-level configurator empirically chosen to control complexity, conservativeness, and overfitting of a
model before training the networks [16]. The governing decision-making equation and its classification
decision is shown in the equations below, where wg and w represent bias and weights of the boundary.

wo+ w'x >0 — x belongs to normal 1)

wo+ @'x < 0 — xbelongs to pathological (2

The LightGBM and XGBoost are classifiers derived from a decision tree family known to perform
best in many practices. The decision tree is named after its shape comprising of a series of dividing
rules. The model learns the optimal rules based on information gain and entropy. Information gain is a
quantified value based on information generated by a certain event. Entropy is a relative degree of
disorder [17]. Since a signal decision tree can easily overfit, a series of techniques are implemented to
boost performance such as bagging, boosting, tree-pruning, and parallel processing. The techniques
effectively combine predictions from multiple trees and multiple sequential models.

An ANN is a basic form of a DNN. A series of fully connected layers constitute an ANN.
The model predicts the label of input data with trained weights and biases through a forward
propagation. We consider this ANN model to be a machine learning model since the input is
hand-crafted feature and the propagation mostly performs classification tasks only.

2.7. Deep Learning Algorithms

The human voice exhibits distinct characteristics in the lower frequency range, so biased filters
are used in the MFCCs. Although a recent study has shown that MFCCs are consistent metric
constraints [18], an inevitable information loss occurs at the conversion. Ten pieces of size 40 X 40 are
randomly cropped per image to lower the computational cost and to elicit a data augmentation effect.
In a similar fashion, ten pieces of size 40 X 40 segments from a STFT spectrogram are prepared from
each signal.

Zero padding and down sampling are implemented for the 1D-CNN. Zero padding ensures stable
frequency conversion and provides better resolution. Further, a recent study showed that the most
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contributive bands in both detection and classification ranged between 1000 and 8000 Hz [7]. Down
sampling is set at 22,050 Hz for 1D-CNN and 16,000 for 2D-CNN preprocessing.

The 1D-CNN structure is composed of six convolution blocks and three fully connected layers
(Figure 2). The number of kernels is 16, 32, 64, 128, and 256. A kernel is equivalent to a filter.
For example, the first layer represents the filtered signals from 16 kernels. Max pooling sizes used are
8,8, 8, 8, and 4 to compress the long signal, which choose the maximum single value from a given
window size to progressively reduce the spatial size and to provide abstract representation. The dense
layer is composed of 1536, 100, 50, and 2 nodes. Batch normalization and ReLU activation are used for
faster and stable training [19]. The detailed structure of the algorithm is shown in Figure 4.

1,536

110,000x 1 110,000 x 16

13,750 x 32
1,718 x 64

H 100

214 x 128

26 x 256 6x 256 -

Figure 4. Illustration of one-dimensional convolutional neural network model structure.

The 2D-CNN structure is composed of three convolution blocks and three fully connected layers.
The number of kernels is 64, 64, and 128. The dense layer is composed of 500, 50, and 2 nodes.
A dropout of 0.3 is used twice at a dense layer to prevent overfitting. A Glorot uniform initializer and
ReLU activations are used [20]. Maximum pooling is done conservatively, only once, because the input
image is already small. The detailed structure of the algorithm is shown in Figure 5.

40 x 40
(x10 augmented) 12,800

20 x 20 x 64 20 x 20 x 64 20x20x128 10x10x 128

1L

Conv 1 Conv 2 Conv 3 Conv4 U

500

50

Figure 5. Illustration of two-dimensional convolutional neural network model structure.
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2.8. Human Interpretation

Two laryngologists with 3-10 years of experience in laryngoscopy and laryngeal cancer were
asked to listen to the same files and classify the voice sounds as either normal or abnormal. In addition,
two volunteers with no medical background were asked to perform the same tasks. All volunteers were
informed that abnormal voices are from laryngeal cancer patients, prior to the evaluation. No prior
demographic information was provided. All volunteers were allowed to hear the voice files multiple
times. The diagnostic parameters obtained from the four volunteers were calculated.

2.9. Statistical Analysis

Data are expressed as mean + standard deviation for continuous data and as counts (%) for
categorical data. Bivariate analyses were conducted using a two-tailed Student’s f-test for continuous
data and a two-tailed x2 or Fisher’s exact test for categorical data when appropriate.

All these statistical analyses were performed using IBM SPSS Statistics 20.0 (IBM Corp., Armonk,
NY, USA), and p-values less than 0.05 were considered to indicate statistical significance.

Group differences between patients with cancer and healthy participants were determined using
non-parametric tests. The AUC values, which reflect the diagnostic accuracy and predictive ability,
were calculated for each parameter. The performance of laryngeal cancer classification was evaluated
with an AUC of receiver operating characteristic (ROC) curves using roc_curve and auc functions of
the Scikit-learn library and the matplotlib library in the Python 3.5.2. and R 2.15.3 package software
(R Foundation for Statistical Computing, Vienna, Austria).

3. Results

3.1. Demographic Features

Using the medical records, we identified a total of 50 laryngeal cancer patients who had undergone
voice analysis preoperatively. From the normal voices (n = 180), only the male voice data were selected
(n = 45) and used for analysis. All cancer subjects were male. Laryngeal cancer included glottic (84%)
and supraglottic (16%) types of cancer. The majority (84%) of patients were diagnosed at the T1-T2
stages when the voice recordings were performed. The characteristics of cancer and their staging are
shown in Table 1. Compared with the healthy group, subjects with laryngeal cancer were significantly
older, and showed higher smoking rates than the healthy subjects, as shown in Table 2.

Table 1. Clinicopathological characteristics of the cancer patients.

Characteristic No. of Patients [%]
Gender Male 50 100
Primary site Glottis 42 84
Supraglottic 8 16
Differentiation SCC 46 92
Papillary SCC 2 4
CIS 2 4
T classification 1 35 70
2 7 14
3 5 10
4 3 6
N classification 0 42 84
1 1 2
2 4 8
3 3 6
TNM stage Early 39 78
Advanced 11 22

Abbreviations: SCC; Squamous Cell Cancer, CIS; Carcinoma in Situ, TNM; Tumor Node Metastases Classification of
Malignant Tumors.
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Table 2. Demographic data from the 95 subjects, including the glottic cancer patients.
Clinical Variables Normal Male (n =45) Larynx Cancer (n =50) p-Value *
Age (year) 49.7 +2.1 (24~83) 65.5 + 1.3 (50~88) <0.001
Smoking (yes) 12 (26.7) 37 (74.0) <0.001*
<30 7 (58.3) 8(21.6)
29 (78.4) <0.001 ¥

Smoking amount (packs per year
8 (packs peryear) 5 (41.7)
Values are presented in mean + standard deviation (min~max) or number (%). * Group comparison between normal

cases versus laryngeal cancer patients. ¥ Hazards ratio: 14.8. ¥ Hazards ratio: 11.6.

3.2. Feature Selection
Figure 6 shows the contribution of each PRAAT 14 feature obtained from the XGBoost for the
classification of voice changes. The HNR, standard deviation of FO, and apqllshimmer were major

features in the classification of abnormal voices.

Feature importance

f2 fl f12 5 fo f6 fl1 f3 fa
Q A A O A A LA A s LA
S L LI LL eoe g gLy
T2 6§ 3 83 £739 £ £ £§3 8§
5 £ 8 & § S 8 8 S £ S I £
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Figure 6. Feature importance analysis of XGBoost. The plot demonstrates the relative information

gains based on the feature importance classification task of male voice samples.

3.3. Accuracy of the Automatic Detection in Male Voice Samples

We performed the analysis with no female data for two reasons. First, male and female voices

are known to fall within different ranges of frequency [21]. Secondly, females rarely have larynx
cancer, which is directly reflected in our data set that no female data exist in cancer class. Especially in
East Asian countries, the proportion of female patients with laryngeal cancer is reported to be less
than 10%. Therefore, voice signals comprising only the male dataset were analyzed. Among the
algorithms, the 1D-CNN again showed good accuracy levels with sensitivity levels up to 85% (Table 3).
Of interest was that five out of eight supraglottic cancer patients were correctly diagnosed with the

1D-CNN model.
The accuracy values and receiver operating characteristic (ROC) curves for a set of evaluations

are demonstrated in Table 3 and Figure 7.
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Table 3. Evaluation metrics table of only male voice samples for classification task of abnormal voice

signals in laryngeal cancer (n = 50) from normal healthy subjects (1 = 45).

Algorithms Accuracy (%) Sensitivity (%)  Specificity (%)  AUC
SVM 70.5 (67.9-73.0)  78.0 (75.6-80.3)  62.2 (58.0-66.3)  0.708
XGBoost 70.5 (68.2-72.8)  62.0 (58.5-65.4) 80.0(77.3-82.6)  0.731
LightGBM 71.5(68.2-74.8)  70.0 (66.6-73.3)  73.3 (69.9-76.6) 0.739
ANN 69.4 (67.6-71.2)  62.0 (60.4-63.5)  77.7 (75.3-80.2)  0.744
1D-CNN 85.2(83.8-86.6)  78.0 (76.0-79.9)  93.3(92.2-94.4)  0.852
2D-CNN * (MFCCs) 73.3 (72.0-74.7)  69.6 (66.9-72.2)  77.5(74.2-80.8) 0.778
2D-CNN * (STFT) 67.1 (65.6-68.6)  58.6 (55.6-61.5)  76.6 (75.1-78.2)  0.707

Abbreviations: AUC, area under curve; SVM, support vector machine; XGBoost, extreme gradient boosting;
LightGBM, light gradient boosted machine; ANN, artificial neural network; MFCCs, Mel-frequency cepstral
coefficients; STFT, short-time Fourier transform. *: with 10 times augmented data.

ROC curve

LGBM

XGB

SVM

ANN

1D-CNN
2D-CNN-mfcc
2D-CNN-stft
random guess

True Positive Rate

04 o6
False Positive Rate

Figure 7. ROC (receiver operating characteristic) curve analysis of the different models for the
classification of laryngeal cancer. ROC curves algorithms for classification task of only male
voice samples. Abbreviations: LGBM, LightGBM; XBG, XGBoost; SVM, support vector machine;
ANN, artificial neural network; 1D-CNN, one-dimensional convolutional neural network; 2D-CNN,
two-dimensional convolutional neural network; MFCCs, Mel-frequency cepstral coefficients; STFT,

short time Fourier transform.

3.4. Accuracy in Human Rating

Results show large variance in the sensitivity levels across the four raters with levels as low as
29% and the highest at 50%. The two experts showed higher accuracy levels than the two non-experts,
but compared to the machine learning and deep learning algorithms, they showed low sensitivity and
accuracy levels. Table 4 summarizes the result.

Table 4. Evaluation metrics table of only male voice samples for classification task of abnormal voice
signals in laryngeal cancer (n = 50) from normal healthy subjects (1 = 45).

Rater Accuracy [%] Sensitivity [%]  Specificity [%]  AUC
Non-expert 1 68.8 (58.3-78.2)  50.0 (35.5-64.7)  88.9 (75.9-96.3)  0.6944
Non-expert 2 56.7 (46.3-67.2)  29.1 (16.9-44.0) 86.6(73.2-949) 0.5792

Expert 1 68.9 (58.7-78.0)  43.7 (29.4-58.8)  95.5(84.8-99.4)  0.7930
Expert 2 70.9 (60.1-79.9)  43.7 (29.4-58.5) 100 (92.1-100) 0.7188
Experts Mean 69.9 (59.9-79.0)  43.7(29.4-58.6)  97.7 (88.4-99.7)  0.7559
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4. Discussion

The results of our study provide high accuracy levels of automated algorithms using machine
learning and deep learning techniques that assess voice change in laryngeal cancer. The results are
promising since the majority of the cancer subjects (84%) were at early stages of cancer. Among the
algorithms, the 1D-CNN showed better performance than other algorithms, with accuracy levels of 85%.
All the other computational algorithms showed promising levels of performance and some showed
higher accuracy levels compared with the results obtained from two laryngologists, who showed
sensitivity levels of 44%. To the best of our knowledge, this is one of the first studies that has compared
the performance of automated algorithms against those performed by both clinicians and non-clinicians.
Based on our results, automatic detection using the 1D-CNN and other computational algorithms may
be considered as potential supplementary tools to distinguish abnormal voice changes in patients with
laryngeal cancer.

Past studies have already used several machine learning techniques in attempts to distinguish
pathological voice disorders in laryngeal cancer. Gavidia-Ceballos and Hansen [22] demonstrated
accuracy levels of 88.7% in patients with vocal fold cancer, but their sample was limited to 20 glottic
cancer and 10 healthy subjects. Previous studies employed an ANN in laryngeal cancer with accuracy
levels of 92% [9]. However, their data included patients who were recovering from laryngeal cancer,
mostly following surgery. The voice signals in the present study were obtained from laryngeal cancer
patients preoperatively, and thus, our results are more appropriate for assistance in screening laryngeal
cancer rather than detection of postoperative voice changes. The results are even more promising since
our study also provided detailed clinical information about laryngeal cancer, mostly at the early stages.

Our results are also in accordance with previous studies that have suggested better performance
of DNNs in some datasets compared with a SVM or Gaussian mixture model (GMM) in detecting
pathological voice samples [9,10,23]. An unexpected finding was that the 1D-CNN showed better
performance than the 2D-CNN, a more sophisticated algorithm. The processed signals contained
64,000 (4 [s] x 16000 [Hz]) data points representing acoustic information, whereas the MFCCs carried
15,640 (40 x 391) points. In addition, the 2D-CNN model has a limited scope of 40 by 40 kernel
windows at a time. Through a series of feature conversion and windowing, the 2D-CNN method leads
to unfortunate information loss. Thus, the 1D-CNN is associated with a higher resolution than the
2D-CNN in the presence of appropriate hyper parameters such as learning rate, kernel size, and the
number of layers. Although the 1D-CNN is more difficult to optimize, higher resolution implies higher
learning capacity. Although our results are consistent with recent studies that showed the superior
performance of the 1D-CNN compared with the 2D-CNN in a heart sound classification study [24],
one has to be conscious of the fact that performance of these algorithms may change depending on the
nature of the data.

Laryngeal cancer is known to show a skewed gender distribution [25,26] with an approximately
four- to six-fold higher risk in males [27] and poor prognosis compared with females [28]. Based on this
gender difference, we assessed the performance levels of these algorithms when the analysis of voice
features in laryngeal cancer was limited to males. In such gender-restricted analysis, the 1D-CNN
showed good performance with accuracy levels of 85.2%. This phenomenon is discrepant to those
observed by Fang et al. [10], who showed that the SVM outscored the GMM and ANN when the data
were analyzed separately without the female subjects. Therefore, it was unexpected that the 1D-CNN
performed well even with the limited sample of male voices. Despite our results favoring the 1D-CNN,
due to the uneven gender distribution in laryngeal cancer, the gender composition of the data should
be considered with caution when developing future deep learning algorithms since the female voice
has broader distributions in cepstral domain analysis [29]. Furthermore, one has to be mindful that the
performance of these algorithms may be different depending on the feature selection and amount of
data, and therefore, caution is needed before making direct comparison of which algorithm is superior
to the other.
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In this study, among the many PRAAT features that played significant roles in helping to classify
the voice changes, of interest, the HNR was shown to be an essential feature, followed by the FO
standard deviation and apqllshimmer from the XGBoost algorithms. Past studies [30,31] have shown
changes in some acoustic parameters including the HNR, jitter, and shimmer in laryngeal cancer due
to the structural effects on the vibration and wave movement of the vocal cord mucosa but have
not shown which parameter contributes more than the other in the classification of laryngeal cancer.
Abnormal HNR values reflect an asthenic voice and dysphonia [32], which may be expected with
the mass effects. Controversies surrounding the role of fundamental frequencies exist, with some
suggesting these values decrease in laryngeal cancer and smokers [31], compared to healthy groups [33].
Instead, this feature is a more prominent marker in voice change observed in smokers [34]. Of interest
is that no study has yet emphasized the role of the apqllshimmer values in classifying these voice
changes with high accuracy. The clinical implication of the apqllshimmer value in combination with
changes of the FO standard deviation, which reflects changes in voice tone, needs to be verified with
future studies, including those related to other voice disorders.

Voice changes that do not improve within two weeks are known to be one of the earliest signs of
laryngeal cancer and mandate a visit to the laryngologist. Our results indicated that the average time
from onset of voice change to the first visit to the laryngologist was 16 weeks. Though most patients in
our study were in the early stages of cancer, in reality, patients failed to consult with the laryngologist
within the initial month when the voice changes develop. Subjective perception of voice change can be
challenging and our results from the ratings by the four volunteers showed that half of the early stage
cases could also be missed by the human ear, even by expert laryngologists. The diagnostic parameters
from the four volunteers showed overall high specificity levels, which indicate good performance
levels in discerning those with normal voices. However, the low sensitivity levels indicate that human
perception of subtle voice changes within the short 4 s voice file may be insufficient to discern the
initial voice changes in laryngeal cancer. Though the two experts showed better performance than the
two non-experts, the low sensitivity levels of this latter group are of concern and reflect real-world
situations where the patients may misjudge and miss the initial changes as normal. Voice change can
be the only first symptom, and if not considered as a serious sign, it can inadvertently result in a delay
when making the initial visit to the laryngologist. Automated algorithms may be used to alert the
“non-expert” patients when these voice changes appear to seek medical advice. Higher sensitivity
levels are ideal for screening tools. Therefore, the higher sensitivity levels from the deep learning
algorithms may support the use of these automated voice algorithms in the detection of voice changes
in early glottic cancer. Though based on a limited number of data, our results show the potential of
future applications of these algorithms in digital health care and telemedicine.

One interesting point to consider is that the 1D-CNN showed good accuracy levels, even when
most were at the early stages. In addition, the inclusion of these supraglottic cancer patients who
usually remain asymptomatic in the early stages and are difficult to diagnose [35] may be clinically
relevant. Voice changes in advanced laryngeal cancer stages can be evident because of the involvement
of the vocal cord or thyroid cartilage. By contrast, in the T1 stage, these changes may be too subtle and
may go unnoticed. The encouraging results of classifying those, even in the early laryngeal cancer
stages, show the opportunity of automatic voice signal analysis to be used as part of future digital
health tools for the noninvasive and objective detection of subtle voice changes at the early stages of
laryngeal cancer. Future studies with more detailed separate analysis among the different tumor types
and stages could be promising.

Significant new work has been reported recently using artificial intelligence techniques in the
early detection of cancer, including skin and gastric cancer [36,37]. Similar attempts have also been
made in oropharyngeal cancer with mixed results. A few studies have used features associated with
hypernasalance in oropharyngeal cancer [38] and glottal flow in glottic cancer [39] and employed
ANNSs with mixed results. Recent studies have shown that the CNN can be used to predict the outcome
automatically [40] or detect laryngeal cancer based on laryngoscope images with accuracy levels of
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86% [41], which are similar to our accuracy levels of 85.2%. Our work differs from these past studies in
that we employed voice signals rather than imaging data and compared the accuracy levels of the
1D-CNN to those rated by the human ear.

The algorithms presented in this study showed promising results. However, a few limitations
remain to be addressed. First is the non-inclusion of other voice disorders such as those related to
more common benign disorders, such as, vocal polyps or vocal fold palsies. The main objective was
to determine the accuracy of various algorithms including the 1D-CNN against those performed by
human raters. The use of these algorithms to classify other voice disorders may require rebuilding
the algorithm structure based on additional hyper parameters. Ongoing studies by our research
group are currently attempting to design new CNN algorithms that may be used to distinguish voice
changes in cancer patients from other various voice disorders, such as those related to vocal palsy or
polyps. Another factor to consider is the limited number of cancer cases. Machine learning requires
a large amount of processed data, and its performance depends heavily on how well the feature is
crafted. The limited number of data is a problem often encountered in medical data acquired from
sources other than image files. It is even more challenging to obtain voice data from patients with
laryngeal cancer during the preoperative period. However, the number of cancer patients was similar
to past studies [9-11] that employed automated algorithms in voice pathologies. The voice, a signal
carrying infinite information, can be represented in a simpler form by introducing digital signal
processing tools such as PRAAT or MFCCs, which improves optimization potential despite the small
datasets [15]. Second, the proposed algorithms performed well for datasets comprising only males.
The inclusion of females in the analysis may inadvertently provide a clue to the model with all cancer
data comprising male subjects and therefore excluded female data. Although our results supported
the high-performance levels of the 1D-CNN, the model proposed in this study may lose its diagnostic
power when female cancer patients are included. Therefore, our algorithms require re-validation when
adequate data are collected from female patients in the future. Furthermore, prospective studies are
needed for large-scale validation of our model. Third, since the cancer group showed more elderly
males with a higher proportion of smokers, one could question whether our algorithm classified voice
changes related to the presence of laryngeal cancer or related to smoking and old age. Smoking and
old age are the cardinal risk factors of laryngeal cancer. However, these two conditions manifest in
distinctive voice changes. For example, according to a recent meta-analysis study [34] voice changes in
smoking are manifested mostly in the fundamental frequency (F0). Likewise, voice changes in elderly
males are characterized by an increase of jitter values [42]. Had our algorithms classified based solely
on senile and smoking changes, these two features would have been the two most important features.
Instead, other features, which may reflect the tumor effects on the voice, played a more prominent
role. Nevertheless, the skewed distribution of gender, age, and smoking status are important factors to
consider in future studies that intend to employ artificial intelligence in voice disorders that include
laryngeal cancer. Finally, our results are by no means intended to replace current diagnostic tools
and future studies using voice signals as a supplementary screening tool in the age of telemedicine in
conjunction with current laryngoscope studies in laryngeal cancer are warranted.

The results presented in our study demonstrate the ability of the proposed computational
algorithms to distinguish voice changes in early laryngeal cancer from healthy voices in normal
participants. However, this study did not include other voice disorders, which may be more common
in clinical practice than laryngeal cancer patients. Therefore, a high degree of prudence is required
in interpreting the results. Nevertheless, the application of voice signals to digital algorithms as
alternative methods to assess patients at difficult times [43] when direct physical contact with the
laryngologist is not feasible may have important social implications in the future.

5. Conclusions

This study has shown that automated voice detection based on both machine learning and deep
learning algorithms facilitates detection of voice changes in laryngeal cancer in a noninvasive yet
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objective manner with accuracy levels that may surpass human performance. Future studies are
warranted on techniques to implement and adopt these automated voice analyses using the 1D-CNN,
as part of the digital health system [44].

Author Contributions: Conceptualization, ].J. and Y.J.H.; data curation, HK., Y.J.H., and YJ.; funding acquisition,
S.L. and S.L; investigation, S.L.; methodology, J.J., HK., and Y.J.; project administration, S.L. and S.L; software, J.L.;
supervision, S.I; validation, J.J. and J.L.; visualization, J.J.; writing—original draft, J.]. and H K,; writing—review
and editing, S.L. and S.I. All authors have read and agreed to the published version of the manuscript.

Funding: This work was supported by the Po-Ca Networking Groups funded by the Postech-Catholic Biomedical
Engineering Institute (No. 5-2020-B0001-00050), National Research Foundation of Korea (NRF) grant funded by
the Korea Government (MSIT) 2020R1F1A1065814 and 2020R1A2C1009744, and the Priority Research Centers
Program funded by the Ministry of Education (2020R1A6A1A03047902).

Conflicts of Interest: The authors declare no conflict of interest.

Abbreviations

SCC Squamous Cell Cancer

CIS Carcinoma in Situ

TNM Tumor Node Metastases Classification of Malignant Tumors
yr Year

pyr Pack Year

AUC Area Under the Curve

SVM Support Vector Machine

ANN Artificial Neural Network

1D-CNN  One-Dimensional Convolutional Neural Network
2D-CNN  Two-Dimensional Convolutional Neural Network
MFCCs Mel-Frequency Cepstral Coefficients

STFT Short Time Fourier Transform

References

Siegel, R.L.; Miller, K.D.; Jemal, A. Cancer statistics. CA Cancer J. Clin. 2020, 70, 7-30. [CrossRef] [PubMed]
Nieminen, M.; Aro, K.; Jouhi, L.; Back, L.; Makitie, A.; Atula, T. Causes for delay before specialist consultation
in head and neck cancer. Acta Oncol. 2018, 57, 1677-1686. [CrossRef] [PubMed]

3.  Polesel, J.; Furlan, C.; Birri, S.; Giacomarra, V.; Vaccher, E.; Grando, G.; Gobitti, C.; Navarria, F,; Schioppa, O.;
Minatel, E.; et al. The impact of time to treatment initiation on survival from head and neck cancer in
north-eastern Italy. Oral Oncol. 2017, 67, 175-182. [CrossRef] [PubMed]

4. Aylward, A; Park, J.; Abdelaziz, S.,; Hunt, ].P; Buchmann, L.O.; Cannon, R.B.; Rowe, K.; Snyder, J;
Deshmukh, V.; Newman, M.; et al. Individualized prediction of late-onset dysphagia in head and neck
cancer survivors. Head Neck 2020, 42, 708-718. [CrossRef] [PubMed]

5. Balaguer, M.; Pommee, T.; Farinas, J.; Pinquier, J.; Woisard, V.; Speyer, R. Effects of oral and oropharyngeal
cancer on speech intelligibility using acoustic analysis: Systematic review. Head Neck 2020, 42, 111-130.
[CrossRef] [PubMed]

6. Jeon,];Han, Y], Park, G.Y;; Sohn, D.G; Lee, S.; Im, S. Artificial intelligence in the field of electrodiagnosis-a
new threat or heralding a new era in electromyography? Clin. Neurophysiol. 2019, 130, 1995-1996. [CrossRef]
[PubMed]

7. Mohammed, M.A.; Abdulkareem, K.H.; Mostafa, S.A.; Ghani, M.K.A.; Maashi, M.S.; Garcia-Zapirain, B.;
Oleagordia, I.; Alhakami, H.; AL-Dhief, F.T. Voice pathology detection and classification using convolutional
neural network model. Appl. Sci. 2020, 10, 3723. [CrossRef]

8.  Al-Nasheri, A.; Muhammad, G.; Alsulaiman, M.; Ali, Z. Investigation of voice pathology detection and
classification on different frequency regions using correlation functions. J. Voice 2017, 31, 3-15. [CrossRef]

9. Chuang, Z2.Y,; Yu, X.T.; Chen, ].Y.; Hsu, Y.T.; Xu, Z.Z.; Wang, C.T.; Lin, EC.; Fang, S.H. DNN-based approach
to detect and classify pathological voice. In Proceedings of the 2018 IEEE International Conference on Big
Data (Big Data), Seattle, WA, USA, 10-13 December 2018; pp. 5238-5241.


http://dx.doi.org/10.3322/caac.21590
http://www.ncbi.nlm.nih.gov/pubmed/31912902
http://dx.doi.org/10.1080/0284186X.2018.1497297
http://www.ncbi.nlm.nih.gov/pubmed/30141700
http://dx.doi.org/10.1016/j.oraloncology.2017.02.009
http://www.ncbi.nlm.nih.gov/pubmed/28351574
http://dx.doi.org/10.1002/hed.26039
http://www.ncbi.nlm.nih.gov/pubmed/32031294
http://dx.doi.org/10.1002/hed.25949
http://www.ncbi.nlm.nih.gov/pubmed/31571334
http://dx.doi.org/10.1016/j.clinph.2019.06.005
http://www.ncbi.nlm.nih.gov/pubmed/31257119
http://dx.doi.org/10.3390/app10113723
http://dx.doi.org/10.1016/j.jvoice.2016.01.014

J. Clin. Med. 2020, 9, 3415 14 0f 15

10.

11.

12.

13.

14.
15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

Fang, S.H.; Tsao, Y.; Hsiao, M.].; Chen, J.Y.; Lai, Y.H,; Lin, FE.C.; Wang, C.T. Detection of pathological voice
using cepstrum vectors: A deep learning approach. J. Voice 2019, 33, 634-641. [CrossRef]

Godino-Llorente, ].I.; Gomez-Vilda, P. Automatic detection of voice impairments by means of short-term
cepstral parameters and neural network based detectors. IEEE Trans. Biomed. Eng. 2004, 51, 380-384.
[CrossRef]

Eye, M.; Infirmary, E. Voice Disorders Database; Kay Elemetrics Corporation: Lincoln Park, NJ, USA, 1984;
Volume 1.03, [CD-ROM].

Saarbrucken Voice Database. Available online: http://www.stimmdatenbank.coli.uni-saarland.de/ (accessed
on 30 January 2020).

Boersma, P.; Weenink, D. PRAAT, a system for doing phonetics by computer. Glot. Int. 2000, 5, 341-345.
Muda, L.; Begam, M.; Elamvazuthi, I. Voice recognition algorithms using mel frequency cepstral coefficient
(MFCC) and dynamic time warping (DTW) techniques. J. Comput. 2010, 2, 138-143.

Huang, S.; Cai, N.; Pacheco, P.P.; Narrandes, S.; Wang, Y.; Xu, W. Applications of support vector machine
(SVM) learning in cancer genomics. Cancer Genom. Proteom. 2018, 15, 41-51.

Tao, J.; Qin, C.; Li, W.; Liu, C. Intelligent fault diagnosis of diesel engines via extreme gradient boosting and
high-accuracy time-frequency information of vibration signals. Sensors 2019, 19, 3280. [CrossRef]

Hao, X.; Bao, Y,; Guo, Y.; Yu, M.; Zhang, D.; Risacher, S.L.; Saykin, A.J.; Yao, X.; Shen, L.; Alzheimer’s Disease
Neuroimaging Initiative. Multi-modal neuroimaging feature selection with consistent metric constraint for
diagnosis of Alzheimer’s disease. Med. Image Anal. 2020, 60, 101625. [CrossRef] [PubMed]

Zeiler, M.D.; Ranzato, M.; Monga, R.; Mao, M,; Yang, K.; Le, Q.V,; Nguyen, P; Senior, A.; Vanhoucke, V.;
Dean, J.; et al. On rectified linear units for speech processing. In Proceedings of the 2013 IEEE International
Conference on Acoustics, Speech and Signal Processing, Vancouver, BC, Canada, 26-31 May 2013;
pp- 3517-3521.

Schmidt-Hieber, ]. Nonparametric regression using deep neural networks with ReLU activation function.
Ann. Statist. 2020, 48, 1875-1897. [CrossRef]

Titze, LR. Physiologic and acoustic differences between male and female voices. J. Acoust. Soc. Am. 1989, 85,
1699-1707. [CrossRef]

Gavidia-Ceballos, L.; Hansen, ].H. Direct speech feature estimation using an iterative EM algorithm for vocal
fold pathology detection. IEEE Trans. Biomed. Eng. 1996, 43, 373-383. [CrossRef]

Ritchings, R.T.; McGillion, M.; Moore, C.J. Pathological voice quality assessment using artificial neural
networks. Med. Eng. Phys. 2002, 24, 561-564. [CrossRef]

Li, F; Liu, M,; Zhao, Y.; Kong, L.; Dong, L.; Liu, X.; Hui, M. Feature extraction and classification of heart
sound using 1D convolutional neural networks. EURASIP . Adv. Signal Process. 2019, 2019, 59. [CrossRef]
Tang, J.A.; Lango, M.N. Diverging incidence trends for larynx and tonsil cancer in low socioeconomic regions
of the USA. Oral Oncol. 2019, 91, 65-68. [CrossRef]

Louie, K.S.; Mehanna, H.; Sasieni, P. Trends in head and neck cancers in England from 1995 to 2011 and
projections up to 2025. Oral Oncol. 2015, 51, 341-348. [CrossRef] [PubMed]

Cook, M.B.; McGlynn, K.A.; Devesa, S.S.; Freedman, N.D.; Anderson, W.E. Sex disparities in cancer mortality
and survival. Cancer Epidemiol. Biomark. Prev. 2011, 20, 1629-1637. [CrossRef] [PubMed]

Chatenoud, L.; Garavello, W.; Pagan, E.; Bertuccio, P.; Gallus, S.; La Vecchia, C.; Negri, E.; Bosetti, C. Laryngeal
cancer mortality trends in European countries. Int. J. Cancer 2016, 138, 833-842. [CrossRef]

Fraile, R.; Saenz-Lechon, N.; Godino-Llorente, J.I.; Osma-Ruiz, V.; Fredouille, C. Automatic detection
of laryngeal pathologies in records of sustained vowels by means of mel-frequency cepstral coefficient
parameters and differentiation of patients by sex. Folia Phoniatr. Logop. 2009, 61, 146-152. [CrossRef]
[PubMed]

Skuk, V.G.; Schweinberger, S.R. Influences of fundamental frequency, formant frequencies, aperiodicity,
and spectrum level on the perception of voice gender. ]. Speech Lang. Hear. Res. 2014, 57, 285-296. [CrossRef]
Mekis, J.; Strojan, P.; Boltezar, I.H. Factors affecting voice quality in early glottic cancer before and after
radiotherapy. Radiol. Oncol. 2019, 53, 459—-464. [CrossRef]

Rabeh, H.; Salah, H.; Adnane, C. Voice pathology recognition and classification using noise related features.
Int. J. Adv. Comput. Sci. Appl. 2018, 9, 82-87. [CrossRef]

Kinshuck, A J.; Shenoy, A.; Jones, T.M. Voice outcomes for early laryngeal cancer. Curr. Opin. Otolaryngol.
Head Neck Surg. 2017, 25, 211-216. [CrossRef]


http://dx.doi.org/10.1016/j.jvoice.2018.02.003
http://dx.doi.org/10.1109/TBME.2003.820386
http://www.stimmdatenbank.coli.uni-saarland.de/
http://dx.doi.org/10.3390/s19153280
http://dx.doi.org/10.1016/j.media.2019.101625
http://www.ncbi.nlm.nih.gov/pubmed/31841947
http://dx.doi.org/10.1214/19-AOS1875
http://dx.doi.org/10.1121/1.397959
http://dx.doi.org/10.1109/10.486257
http://dx.doi.org/10.1016/S1350-4533(02)00064-4
http://dx.doi.org/10.1186/s13634-019-0651-3
http://dx.doi.org/10.1016/j.oraloncology.2019.02.024
http://dx.doi.org/10.1016/j.oraloncology.2015.01.002
http://www.ncbi.nlm.nih.gov/pubmed/25619734
http://dx.doi.org/10.1158/1055-9965.EPI-11-0246
http://www.ncbi.nlm.nih.gov/pubmed/21750167
http://dx.doi.org/10.1002/ijc.29833
http://dx.doi.org/10.1159/000219950
http://www.ncbi.nlm.nih.gov/pubmed/19571549
http://dx.doi.org/10.1044/1092-4388(2013/12-0314)
http://dx.doi.org/10.2478/raon-2019-0050
http://dx.doi.org/10.14569/IJACSA.2018.091112
http://dx.doi.org/10.1097/MOO.0000000000000363

J. Clin. Med. 2020, 9, 3415 150f 15

34.

35.

36.

37.

38.

39.

40.

41.

42.
43.

44.

Byeon, H.; Cha, S. Evaluating the effects of smoking on the voice and subjective voice problems using a
meta-analysis approach. Sci. Rep. 2020, 10, 4720. [CrossRef]

Raitiola, H.; Pukander, J.; Laippala, P. Glottic and supraglottic laryngeal carcinoma: Differences in
epidemiology, clinical characteristics and prognosis. Acta Otolaryngol. 1999, 119, 847-851.

Hirasawa, T.; Aoyama, K.; Tanimoto, T.; Ishihara, S.; Shichijo, S.; Ozawa, T.; Ohnishi, T.; Fujishiro, M.;
Matsuo, K.; Fujisaki, J.; et al. Application of artificial intelligence using a convolutional neural network for
detecting gastric cancer in endoscopic images. Gastric Cancer 2018, 21, 653-660. [CrossRef] [PubMed]
Esteva, A.; Kuprel, B.; Novoa, R.A.; Ko, J.; Swetter, SM.; Blau, HM.; Thrun, S. Dermatologist-level
classification of skin cancer with deep neural networks. Nature 2017, 542, 115-118. [CrossRef] [PubMed]
de Bruijn, M.; ten Bosch, L.; Kuik, D.J.; Langendijk, ].A.; Leemans, C.R.; Leeuw, .V.d. Artificial neural network
analysis to assess hypernasality in patients treated for oral or oropharyngeal cancer. Logoped. Phoniatr. Vocol.
2011, 36, 168-174. [CrossRef] [PubMed]

Aicha, A.B.; Ezzine, K. Cancer larynx detection using glottal flow parameters and statistical tools.
In Proceedings of the 2016 International Symposium on Signal, Image, Video and Communications (ISIVC),
Tunis, Tunisia, 21-23 November 2016; pp. 65-70.

Diamant, A.; Chatterjee, A.; Vallieres, M.; Shenouda, G.; Seuntjens, J. Deep learning in head & neck cancer
outcome prediction. Sci. Rep. 2019, 9, 2764. [CrossRef]

Xiong, H.; Lin, P; Yu, ].G.; Ye, J.; Xiao, L.; Tao, Y.; Jiang, Z.; Lin, W.; Liu, M.; Xu, J.; et al. Computer-aided
diagnosis of laryngeal cancer via deep learning based on laryngoscopic images. EBioMedicine 2019, 48, 92-99.
[CrossRef]

Mueller, P.B. The aging voice. Semin. Speech Lang. 1997, 18, 159-168. [CrossRef] [PubMed]

Brody, R M.; Albergotti, W.G.; Shimunov, D.; Nicolli, E.; Patel, U.A.; Harris, B.N.; Bur, A.M. Changes in head
and neck oncologic practice during the COVID-19 pandemic. Head Neck 2020, 42, 1448-1453. [CrossRef]
[PubMed]

Ali, Z.; Hossain, M.S.; Muhammad, G.; Sangaiah, A.K. An intelligent healthcare system for detection and
classification to discriminate vocal fold disorders. Future Gener. Comput. Syst. 2018, 85, 19-28. [CrossRef]

Publisher’s Note: MDPI stays neutral with regard to jurisdictional claims in published maps and institutional
affiliations.

® © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1038/s41598-020-61565-3
http://dx.doi.org/10.1007/s10120-018-0793-2
http://www.ncbi.nlm.nih.gov/pubmed/29335825
http://dx.doi.org/10.1038/nature21056
http://www.ncbi.nlm.nih.gov/pubmed/28117445
http://dx.doi.org/10.3109/14015439.2011.606227
http://www.ncbi.nlm.nih.gov/pubmed/21864051
http://dx.doi.org/10.1038/s41598-019-39206-1
http://dx.doi.org/10.1016/j.ebiom.2019.08.075
http://dx.doi.org/10.1055/s-2008-1064070
http://www.ncbi.nlm.nih.gov/pubmed/9195688
http://dx.doi.org/10.1002/hed.26233
http://www.ncbi.nlm.nih.gov/pubmed/32357380
http://dx.doi.org/10.1016/j.future.2018.02.021
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Study Subjects 
	Datasets from Voice Files 
	Experimental Setups 
	Feature Extraction 
	Preprocessing 
	Machine Learning Algorithms 
	Deep Learning Algorithms 
	Human Interpretation 
	Statistical Analysis 

	Results 
	Demographic Features 
	Feature Selection 
	Accuracy of the Automatic Detection in Male Voice Samples 
	Accuracy in Human Rating 

	Discussion 
	Conclusions 
	References

