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Abstract

and prevention.

better classification results.

Background: The prevalence of type 2 diabetes is increasing at an alarming rate. Various complications are
associated with type 2 diabetes, with diabetic nephropathy being the leading cause of renal failure among
diabetics. Often, when patients are diagnosed with diabetic nephropathy, their renal functions have already been
significantly damaged. Therefore, a risk prediction tool may be beneficial for the implementation of early treatment

Results: In the present study, we developed a decision tree-based model integrating genetic and clinical features
in a gender-specific classification for the identification of diabetic nephropathy among type 2 diabetic patients.
Clinical and genotyping data were obtained from a previous genetic association study involving 345 type 2
diabetic patients (185 with diabetic nephropathy and 160 without diabetic nephropathy). Using a five-fold cross-
validation approach, the performance of using clinical or genetic features alone in various classifiers (decision tree,
random forest, Naive Bayes, and support vector machine) was compared with that of utilizing a combination of
attributes. The inclusion of genetic features and the implementation of an additional gender-based rule yielded

Conclusions: The current model supports the notion that genes and gender are contributing factors of diabetic
nephropathy. Further refinement of the proposed approach has the potential to facilitate the early identification of
diabetic nephropathy and the development of more efficient treatment in a clinical setting.

Background

Diabetes is a metabolic disorder characterized by the
inability of the pancreas to produce enough insulin or
the body’s lack of ability to effectively use insulin. The
disease is contributed by multiple factors, including diet,
lifestyle, and genes. Despite the advancement in health-
care, the prevalence of diabetes is still on the rise. More
than 150 million people worldwide are affected with this
debilitating disease [1]. Thus, the surveillance, preven-
tion, and control of diabetes and its complications are
becoming increasingly important.
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Diabetes can result in various complications, damaging
the heart, blood vessels, eyes, kidneys, and nerves. As one
of the major microvascular complications of diabetes,
diabetic nephropathy affects about 30% of the people
with type 1 diabetes (T1D), and 25-40% of the people
with type 2 diabetes (T2D) [2]. DN is characterized by
the persistent elevated levels of albumin in the urine, pro-
gressive decline in the glomerular filtration rate, and
increased arterial blood pressure. In fact, DN is among
the leading causes of end stage renal disease (ESRD),
imposing serious impact on morbidity, mortality and the
patients’ quality of life [2]. Compared to non-diabetics,
the likelihood of dying from renal disease is 17 times
greater for diabetics [3].
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Generally, DN symptoms are not obvious. In T1D
patients, DN develops over an initial 10 to 15 years of dia-
betes; whereas in T2D patients, the onset is less clearly
defined [4]. When clinical indices for renal functions (e.g.
urinary protein level) become abnormal, the kidneys have
already been significantly damaged and prevention against
ESRD may be too late at this stage [5]. Thus, it would be
beneficial to develop a prediction model utilizing various
clinical measures, such as gender, history of diabetes, body
mass index (BMI), etc. In addition, since existing studies
suggest that genes and gender play specific and significant
roles in DN [3,6,7], integrating genetic and gender infor-
mation in the prediction of DN susceptibility may lead to
more effective prevention or treatment.

To date, two groups have attempted to construct predic-
tion models for DN. Cho et al. (2007) utilized a support
vector machine (SVM) approach to classify DN patients
among type 2 diabetics, but the model was trained on an
irregular and unbalanced dataset [8]. On the other hand,
Leung et al. compared various machine learning and statis-
tical methods to develop a prediction strategy for the iden-
tifcation of genotype-phenotype risk patterns in DN [9].
Combining genotype and clinical information as features
for classification through SVM and random forest
approaches was found to generate the best performance
[9]. However, as diabetes and DN are caused by multiple
factors [1,3,7], a model designed for one community may
not be applicable to another. Moreover, prediction results
generated from computational algorithms may be difficult
for clinicians to explain to patients regarding their risk of
developing DN and convince the patients to take the neces-
sary preventative measures. Therefore, a straightforward
and user-friendly tool is more practical in a clinical setting.

Previously, Wu et al. [10,11] have conducted a candidate
gene analysis on 345 T2D patients, analyzing the associa-
tion of 20 candidate genes with T2D, as well as the related
complications such as obesity and DN. Through the gener-
alized multi-dimensional reduction approach, Wu et al.
have identified various gene-gene interactions that may
represent genetic susceptibilities to T2D, obesity, and DN
[10,11]. The findings suggest that T2D and DN may be
attributable to multiple factors that include the interactions
between specific genes and the environment.

In the present study, we employed a gender-based rule
in a decision tree approach to identify the risk for DN
among T2D patients using the data provided by Wu et al
[10,11]. Similar to Leung et al.’s finding (2013), our results
indicate that the integration of clinical and genetic features
yielded better performance in distinguishing DN from
non-DN diabetic patients [9]. Furthermore, the nature of
decision tree classification may help simplify interpretation
of the results. This easy-to-understand prediction tool may
be beneficial for the early detection of T2D patients sus-
ceptible to DN.
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Results

Performance comparison between individual and
combinations of clinical features

The performance of using individual clinical features for
DN classification analysis is shown in Tables S3-S12.
Among the clinical attributes, blood creatinine (BC),
blood urinary nitrogen (BUN), and urinary albumin
were the three renal indices that generate the best per-
formance (Table 1). In contrast, other clinical features
that do not directly reflect kidney functions, including
serum triglyeride level and high-density lipoprotein
(HDL) level, were much lower in accuracy, specificity,
and sensitivity. For the purpose of prediction, we
decided to exclude direct kidney function indicators for
subsequent analyses (Additional file 2: $3-S12).

In order to assess whether feature selection would
enhance the classification performance, each features were
evaluated based on their information gain (Table S7) or
F-scores (Table S8). Table 2 shows the classification per-
formance of implementing variable numbers of the top
ranking features in different classifiers. The best accuracy,
sensitivity, and specificity were achieved by the three-, six-,
and seven-attribute model in SVM, random forest, and
Naive Bayes, as well as decision tree, respectively. Overall,
the performance was slightly better than using individual
clinical features for classification, but it was still much
lower compared to that of BC, BUN, or urinary albumin.

Performance comparison between individual and
combinations of genetic features

We followed the same procedures to evaluate the possibi-
lity of employing genotype information from the 20 can-
didate genes in DN classification. Compared to the
clinical attributes, individual genetic features performed
poorly, with accuracy, specificity, and sensitivity mea-
sures ranging from 48% to 57%, 36% to 100%, and 0% to
69%, respectively (Tables 3 and S13-S16). The result was
similar when we attempted to select the best features by
information gain and F-score analyses (Table S17 and
$18), and compared the performance of using various
top-ranking attributes in different classifiers (Tables 4
and S19-S22). The best performance was achieved when

Table 1 The top five best performing clinical features for
diabetic nephropathy classification

Feature Decision Random SVM Naive

tree forest Bayes

Urinary albumin 96.23% 95.36% 95.49% 95.13%

BUN 8551% 82.90% 82.61% 79.57%

BC 83.19% 80% 84.72% 81.30%

Serum 60.87% 56.53% 57.89%% 59.57%
triglyceride

HDL 63.91% 62.32% 59.13% 55.22%
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Table 2 Performance of utilizing variable numbers of
clinical features in different classifiers to predict diabetic
nephropathy
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Table 4 Performance of utilizing variable numbers of
genetic features in different classifiers to predict diabetic
nephropathy

Classifier No. of Accuracy  Sensitivity  Specificity Classifier No. of Accuracy  Sensitivity  Specificity

features (%) (%) (%) features (%) (%) (%)

Decision 7 62.17 55.56 69.02 Decision 4 6043 54.70 66.37
tree tree

Random 6 63.91 60.68 67.26 Random 12 5391 59.83 47.79
forest forest

SVM 3 60.87 50 78.72 SVM 13 53.04 67.65 319

Naive Bayes 7 6261 41.03 84.96 Naive Bayes 13 56.09 58.12 5398

four, 12, and 13 genetic features were implemented to
construct the prediction model via decision tree, random
forest, and SVM, as well as Naive Bayes, respectively.
Nevertheless, similar to using various combinations of
clinical features for classification, the improvement in
performance was marginal (Additional file 3: S13-S22).

Performance evaluation on the integration of clinical and
genetic features for DN classification

Perhaps by looking at clinical and genetic features sepa-
rately, we have ignored the possible interactions among
genes and clinical traits that underlie the disease
mechanisms of DN. Thus, we tried integrating both
clinical and genetic attributes for classification. First, the
best features were selected based on their corresponding
information gain and F-scores (Table S23 and S24).
Then, the top ranking clinical and genetic features were
integrated for performance evaluation in different classi-
fiers. Overall, a slight increase in performance was
observed (Tables 5 and Additional file 4: S23-S28)

In particular, when 25 of the 32 features were utilized
for classification, random forest appeared to generate the
best results. Decision tree seemed to be the second best
classifier, when features including serum triglyceride,
ADRB2, ENPP1 (ectonucleotide pyrophosphatase/phos-
phodiesterase 1), gender, fasting plasma glucose, TCF7L2
(transcription factor 7-like 2), ADIPOQ (adiponectin,
C1Q and collagen domain containing protein) were
employed for classification. This approach appeared to
outperform previous attempts using clinical or genetic

Table 3 The top five best performing genetic features for
diabetic nephropathy classification

Feature/ Decision Random SVM Naive

Classifier tree forest Bayes
FTO 57.39% 51.01% 47.83% 56.52%
ENPP1 55.22% 5391% 49.13% 55.22%
ADIPOQ 53.48% 53.04% 55.22% 5348%
GHSR 53.48% 53.04% 47.83% 53.48%
(rs9819506)
GHSR (rs490683) 5391% 53.04% 47.52% 52.17%

The GHSR gene is represented by two SNP IDs.

features separately. Yet, the classification performance
was still much lower compared to renal function markers
such as urinary albumin, BC and BUN (Table 1).

Optimization of DN classification performance by the
implementation of a gender-based rule

Based on these results, we decided that decision tree and
random forest worked best with our data. However, our
objective was to construct an interpretable classification
model that can be easily applied in a clinical setting. In
this case, decision tree holds an advantage over random
forest as the former classifies individuals among a range of
numerical and categorical features, following certain set
rules in a way that is similar to human decision making.
The latter, on the other hand, is not as easy to interpret
because trees are arbitrarily added to the forest. Therefore,
we focused on using decision tree for subsequent classifi-
cation attempts.

Since genes and gender are known contributing factors
to DN risk [3,6,7], we postulated that the features required
to discriminate DN among T2D patients may be different
between males and females. Thus, we implemented a gen-
der-based rule, separating the training data based on gen-
der prior to classification. When applied on the training
data and assessed with a five-fold cross validation
approach, the proposed method yielded better classifica-
tion results with the decision tree model (Table 6), with
accuracy, specificity, and sensitivity reaching 85.27%, 83.32
and 85.24%, respectively. On a separate testing dataset
(Table 7), the classification accuracy, specificity, and

Table 5 Performance of utilizing variable numbers of
genetic and clinical features to predict diabetic
nephropathy

Classifier No. of Accuracy  Sensitivity  Specificity
features (%) (%) (%)
Decision 7 65.22 63.25 67.26
tree
Random 25 65.09 60.68 71.68
forest

SVM 7 61.23 66.17 51.06
Naive Bayes 10 63.91 46.15 82.30
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Table 6 Performance of gender-based decision tree classification of diabetic nephropathy in the training dataset

Group Feature

SN(%) SP(%) ACC(%)

1. Female, BMI < 24 Serum triglyceride
Fasting plasma glucose

IGF2BP2

2. Female, BMI > 24 HDL
LDL
ENPP1
PCSK1

Serum triglyceride
LDL

ucpP2

FTO

Serum triglyceride
Fasting plasma glucose
ADIPOQ

Urinary albumin

3. Male, history<11(years)

4. Male, 11<history<17(years)

5. Male, history>17(years)

81.82 100 93.10

76.27 72.88 74.58

73.68 7447 74.24

97.72 69.23 87.14

96.88 100 97.06

sensitivity were 78.50%, 80.64 and 81.40%, respectively.
Performance evaluation of the other classifiers are shown
in Tables S29-S31. Note that, for males with more than
17 years of diabetic history, none of the features, except
for urinary albumin, could accurately predict DN (Addi-
tional file 5: S29-S31).

The gender-based classification approach resulted in
substantially enhanced performance compared to using
individual clinical features, genetic features, or the com-
bination of these two types of attributes. Figures 1A and
1B show the way that male and female diabetic patients
would be classified in our decision tree model for DN
identification. Red and green colors indicate DN and
non-DN, respectively. Accuracy measures are repre-
sented by the intensity of the colors.

Although the performance of the proposed gender-
based strategy may not exceed that of renal function mar-
kers, the model presents an easily interpretable classifica-
tion tree for DN prediction. For example, in Figure 1B, a
female patient with BMI less than 24 and serum triglycer-
ide level greater than 134 mg/dl, may very likely be

susceptible to DN if she exhibits a GG genotype on the
IGF2BP2 (insulin-like growth factor 2 mRNA binding pro-
tein 2) gene. In contrast, if she possesses the TT genotype,
her possibility of developing DN is relatively low. How-
ever, if she is heterozygous at this locus (i.e. the GT geno-
type), the next determining factor of whether or not she
belongs to the high-risk group would be her fasting plasma
glucose level. Thus, the constructed model may make it
easier for clinicians to efficiently identify DN risk among
T2D patients based on their clinical examination results as
well as their genetic susceptibility.

Discussion

Multiple environmental and genetic factors affect the dis-
ease progression of diabetes and its associated kidney
complications [3,7,12], leading to various chronic and
complex health problems. The aim of the present study
was to develop a systematic risk assessment model that
aid clinicians in the identification of DN patients to facili-
ate effective monitoring and efficient use of medical
resources. As the purpose was to assess the possibility of

Table 7 Performance of gender-based decision tree classification of diabetic nephropathy in the testing dataset

Group Feature

SN(%) SP(%) ACC(%)

1. Female, BMI < 24 Serum triglyceride
Fasting plasma glucose

IGF2BP2

2. Female, BMI > 24 HDL
LDL
ENPP1
PCSK1

Serum triglyceride
LDL

ucp2

FTO

Serum triglyceride
Fasting plasma glucose
ADIPOQ

Urinary albumin

3. Male, history<11(years)

4. Male, 11<history<17(years)

5. Male, history>17(years)

75 90.91 84.24

69.23 73.08

63.63 69.23 7273

84.62 70 78.26




Huang et al. BMC Bioinformatics 2015, 16(Suppl 1):S5 Page 5 of 10
http://www.biomedcentral.com/qc/1471-2105/16/51/S5
N
A [ Male ] B [ Female ]
1 [
[ History ] [ Ml ]
>17 | <11 2 I <2
\
Non-DN =2
> 76 mg, <7omgfdl | > 150mg/d <150 mg/dl > Somg/dl <S0mg/di <134 mg/dl > 134 mg/dl
— [ ucr2 J [ poen ] e o - 62892
GG €6 cc ‘CC a ‘ < 100 mg/dl =100 mg/dl m 6T GG m
) s (<) O mm .

Fasting plasma glucose

- Hen D=4
™

>1885mg/dl | «188.5mg/dl

— >

<139 mg/dl
DN=8
Non-DN =1

e 100%.f0r DN 80%up forON

non-DN.

Figure 1 Decision tree classification of diabetic nephropathy among male and female type 2 diabetics. Accuracy measures are
represented by the color intensity. Red indicates 100% prediction accuracy for DN. Pink indicates a prediction accuray above 80% but below
100% for DN. Green indicates 100% prediction accuracy for non-DN. Light green indicates a prediction accruacy above 80% but below 100% for

AC AA

PCSK1 PCSKL

GG & [es

oH=3 on=7 on=3 on=5 oH-6
Monon=1 | menpn=2 ManDM=1 | MonDM=12 | NenDN=-1& bu=1
HonDH = 5

100% for non-DN 90% up for non D

early prevention, parameters directly associated with
renal functions, such as blood creatinine (BC), blood
urinary nitrogen (BUN), and urinary albumin, were
removed. Under these conditions, our study focused on
analyzing the performance of utilizing various clinical
(excluding direct renal function markers) and genetic
attributes, as well as the integration of a gender-based
rule in a decision tree to classify DN patients in a T2D
dataset.

Our present finding supports the notion that mechan-
isms underlying DN may be attributable to multiple
genetic and environmental factors. When individual
genetic or clinical attributes were employed in the classi-
fication of DN patients from the T2D data, the perfor-
mance was, however, disappointing. A slight increase in
performance was achieved after the clinical and genetic
features were combined for classification. The results
correspond with existing observations that each genetic
and environmental determinant may contribute moder-
ate effects to DN, but when interacting together, these
factors may significantly influence the progression of DN
in T2D patients [13].

Therefore, when making predictions on the develop-
ment of DN for T2D patients, it may be important to
consider both genetic and clinical factors. In fact, many
chronic disease-related studies also agree on the integra-
tion of clinical and genetic parameters in making better
predictions about disease risks [9,14,15]. For complex
diseases like T2D and its associated DN complication
that are genetically heterogeneous, the same genetic fea-
tures that may help predict DN susceptibility for one
patient may not apply to everyone. However, classifying
individuals based on clinical and genetic differences may
present to be a logical solution.

Unlike existing models [8,9], we implemented a gen-
der-based rule in the decision tree classification of DN.
The SVM prediction tool introduced by Cho et al. [8]
was built on unbalanced datasets. While Leung et al.’s
model achieved almost 100% accuracy in the prediction
of T2D kidney diseases as a result of training their model
on a much bigger sample size [9], their tool is also
derived from SVM. Despite being the most effective at
handling numeric data, the result of an SVM analysis is
not necessarily “clinician or patient friendly,” potentially
inhibiting it from being widely applied in clinical settings.

In contrast, the simplicity of decision tree learning, in
addition to its ability to handle both non-homogeneous
and nonlinear data in common clinical situations where
outliers, missing attribute values, or misclassified points
exist, becomes an advantage [16]. Moreover, the results
generated by decision tree-based methods are easy to
interpret as the approach discovers if-then rules from a
given dataset. Most of these merits may not be easily
attainable by conventional classification methods such as
linear discrimination analysis or k-nearest neighbor
method. Although our attempts on classifying DN based
on the combination of clinical and genetic parameters
failed to outperform common renal funtion indices, by
implementing a gender-based rule which follows existing
observations that DN risk differs between males and
females [7,12,17], we were able to increase the perfor-
mance of DN identification significantly.

Our approach provides additional support for the
emerging evidence that DN risk is gender-specific. For
example, for female patients, BMI, serum triglyceride
level, fasting plasma glucose level, the IGF2BP2 gene
were the features that best discrminate DN from non-DN
individuals. It is known that the level of triglycerides is
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higher in DN patients with T1D [18] and T2D [19]. In
addition, the IGF2BP2 gene has been associated with DN
in males with T1D [20] and appears to modulate the risk
of T2D among obese individuals of the Chinese Han
population [21]. Although, currently, there is insufficient
evidence correlating the IGF2BP2 gene with DN in T2D
females, our model suggests that female patients with the
TT genotype at the IGF2BP2 gene locus may be at a
lower risk of developing DN compared to those with the
GG genotype.

Likewise, according to our analysis, the primary deter-
mining factors for the development of DN for male T2D
patients lie in the duration of T2D and serum triglyceride
level. Different genes appear to act on the risk of DN for
males with different durations of T2D. For instance,
males with 11 to 17 years of T2D history, would very
likely develop DN if they have moderately high levels of
serum triglyceride and possess the CC genotype at the
ADIPOQ gene locus. In contrast, those heterozygous at
this gene locus must exhibit high fasting plasma glucose
levels to have increased risk of developing DN. Though
the ADIPOQ gene has been associated with T2D [22,23]
and DN [11], the exact nature of this association has not
been identified. Our results imply that the ADIPOQ gene
may exert its effect on DN risk among individuals with
specific clinical attribute values. In addition, our model
suggests that for males that have lived with T2D for less
than 11 years, if they are heterozygous at the obesity and
T2D candidate gene, FTO (fat mass and obesity asso-
ciated) [24], they are more likely to develop DN when
their LDL levels exceed 100 mg/dl.

Conclusions

To our knowledge, as the disease mechanisms of DN are
complex and the symptoms are not obvious, there are no
accurate and easy-to-interpret diagnostic methods for the
early screening of DN susceptibility. By performing a ser-
ies of decision tree analyses with the integration of a gen-
der-based rule, we have identified specific clinical and
genetic features, as well as their hidden associations and
interactions, that may be used for DN risk assessment.
The proposed strategy generates results that are easy-to-
interpret and easy-to-implement. With further refine-
ment in parameter settings and testing in a bigger sample
size, our approach may have the potential to facilitate
early identification of individuals with DN susceptibility
and therefore, efficient prevention or treatment for DN.

Methods

Participants

The T2D data were kindly provided by Dr. L.S.H. Wu.
The data consisted of 345 Taiwanese patients recruited
from the Tri-Service General Hospital in Taipei, Taiwan,
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in 2002. These data were obtained in previously pub-
lished studies under the approval of the insititutional
review board at the the Tri-Service General Hospital
Taipei,Taiwan. The criteria for recruitment has been
described in Wu et al. [10,11]. All recruited patients ful-
filled the following criteria: (1) diagnosed with diabetes
for >5 years; (2) age 30 to 75 years; (3) The fasting plasma
glucose was >6.93 mmol/l (126 mg/dl); (4) The glycated
haemoglobin (HbA1C) was >6%. Patients who were clas-
sified as the DN group fulfilled any of the following three
criteria: (1) the average ACR was >300 pg/mg; (2) the
BUN was >20 mg/dl]; and (3) the serum creatinine was
>1.7 mg/dl The rest of the patients were classified as the
T2D without DN group. The case group comprises 185
T2D patients with DN, and the control group comprised
160 T2D without DN. Table S1 (Additional file 1) pro-
vides an differences in demographic and clinical charac-
teristics among the participants were assessed via
Student’s t-test. The p-value < 0.05 was regarded as sta-
tistically significant. In Wu et al [10,11], genotypes on the
20 T2D candidate genes have already been determined,
and the genotype distribution for each gene is shown in
Table S2 (Additional file 1).

System flow

The system flow of our work is illustrated in Figure 2.
Our data were divided into three parts: 2/3 as the train-
ing and 1/3 as the testing dataset. The training dataset
was composed of 117 positive and 113 negative data,
while the testing dataset consisted of 68 positive and 47
negative data. Features were selected based on their cor-
responding information gain scores for decision tree and
naive Bayes, or F-scores for SVM. A five-fold cross-vali-
dation analysis was conducted to assess the performance
of the following strategies in classifying DN by the deci-
sion tree, random forest, libsvm and naive Bayes
approaches: 1) selected clinical features only, 2) selected
genetic features only, 3) combinations of clinical and
genetic features, 4) a gender-based rule integrated with
selected clinical and genetic features.

Feature selection

Experiments were conducted in LibSVM (version 3.12)
[25] and WEKA, or Waikato Environment for Knowledge
Analysis (version 3.6.5) [26], a JAVA based platform for
data mining and data analysis. Since diabetes and its
associated complications can be caused by multiple fac-
tors [12,17], the best features from our dataset for DN
classification were identified by computing the F-scores
in LibSVM for SVM, and the information gain scores via
the InfoGainAttribute in WEKA [27] for decision tree
and naive Bayes. Features were subsequently ranked
based on these scores.
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F-score

F-score [28] is a feature selection technique that mea-
sures the extent by which a certain attribute can discri-
minate a dataset into different classes. Given training
vectors xy, k = 1,2,3...,m, if #n_ and #n, denote the number
of positive and negative instances, respectively, then the
F -score of the i th feature can be calculated by the fol-
lowing formula.

2 _ _ 2
@ —x)" + @) —x)

F = 2, 1 (-),2
+ =+ n_ . —(—
S e =8 1S o -5

1
n, —1

where the average of the i'" feature of the whole,
positive, and negative datasets are represented by
xi,x§+),x§—), respectively. xg:'l) indicates the i-th feature
of the k- th positive instance, while x,(zg) is the ith fea-
ture of the kth negative instance. Features with larger
F-scores are more discriminative.

Information gain
The InfoGainAttribute tool in WEKA presents a simple
feature selection algorithm that evaluates the ability of

an attribute in making accurate and specific classifica-
tion in a dataset by measuring its information gain
according to the following formula:

IG(A,S) = H(S) = ) _ p(1)H(1)

teT

where information gain IG(A) is the measure of the
difference in entropy from before to after the dataset S
is split by an attribute A, and t represents the subsets
created from the splitting, such that S = | J,.rt, and p(t)
is the proportion of the number of elements in t to the
number of elements in dataset S. H is the information
entropy, which is calculated according to the following
formula:

H(S) = — ) p(x)log,p(x)

xeX

where S is the dataset for which entropy is being cal-
culated, x represents the classes in S, and p(x) is the
proportion of the number of elements in class x to the
number of elements in set S.
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Decision tree learning algorithm

Next, we used the C4.5 decision tree algorithm [29] in
WEKA to perform DN classfication. The C4.5 algorithm
incorporates the concept of information gain to generate
the best tree for classification and has become a stan-
dard learning tool for the supervised classification pro-
blem domain. C4.5 is an extension of the ID3 decision
tree induction algorithm [30] with additional features,
including the ability to manage continuous attribute
values and noise, deriving alternative measures for
selecting attributes, and pruning tees [29]. Tree induc-
tion in C4.5 involves the following three steps [31]: 1)
construction of a large tree from the training data
according to attribute selection by information gain
scores; 2) removal of branches to avoid overfitting; 3)
processing of the pruned tree to enhance its interpret-
ability. The performance of each generated tree was
evaluated by five-fold cross-validation.

SVM

SVM is a machine learning algorithm which attempts to
find a hyperplane that best differentiate the data into one
category or the other [32]. It is often used for classifica-
tion, regression, and other learning tasks. We selected
the features according to their corresponding F-scores
and performed classification based on the higher ranking
features via SVM in LIBSVM [25].

Naive Bayes

Naive Bayes, coupled with information gain analysis as
the feature selection method, was evaluated for its perfor-
mance in classifying DN and non-DN patients in the
T2D dataset. Naive Bayes [33,34] is generally used for
text classification due to its computational efficiency and
relatively good predictive performance. The formula of
Naive Bayes follows Baye’s theorem of probability:

P(x|Cr)
P (Cilx) = P(Cp) x P(x)

where P(C = Ci|X = x) is the probability that an item
belongs to class Cj, given that Cy has a feature vector x.
Having made clear that C; and x are values taken on by
random variables C and x simplify notation by omitting
those random variables. For instance, the expected num-
ber of classification errors can be minimized by assign-
ing a document with feature vector x to the class C for
which P(Cy|x) is high.

Random forest

Random forest was also included in our study as one of
the classifiers for building the DN prediction model.
The random forest algorithm [35] outputs a collection
of decision trees based on the random selection of
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features. Individual trees may exhibit specific prediction
errors. However, when aggregated, it is expected that
each tree can capture different patterns within the data
and generate better performance [36].

Additional material

Additional file 2: Table S3-512: Performance of individual or selected
clinical features for diabetic nephropathy classification. This file can
be viewed with: Microsoft Excel Viewer Table S3. Performance of
individual clinical features for diabetic nephropathy classification via
decision tree. Table S4. Performance of individual clinical features for
diabetic nephropathy classification via random forest Table S5.
Performance of individual clinical features for diabetic nephropathy
classification via SVM. Table S6. Performance of individual clinical
features for diabetic nephropathy classification via Naive Bayes. Table S7.
Ranking of the 12 clinical features based on their information gain scores
Table S8. Ranking of the 12 clinical features based on their F-scores
Table S9. Performance of using variable numbers of clinical features to
predict diabetic nephropathy via decision tree. Table S10. Performance
of using variable numbers of clinical features to predict diabetic
nephropathy via random forest. Table S11. Performance of using
variable numbers of clinical features to predict diabetic nephropathy via
SVM. Table S12. Performance of using variable numbers of clinical
features to predict diabetic nephropathy via Naive Bayes.

Additional file 3: Table S13-522: Performance of individual and
selected genetic features for diabetic nephropathy classification
This file can be viewed with: Microsoft Excel Viewer Table S13.
Performance of individual genetic features for diabetic nephropathy
classification via decision tree. Table S14. Performance of individual
genetic features for diabetic nephropathy classification via random forest.
Table S15. Performance of individual genetic features for diabetic
nephropathy classification via SYM. Table S16. Performance of individual
genetic features for diabetic nephropathy classification via Naive Bayes.
Table S17 Ranking of the 20 genetic features based on their information
gain scores. Table S18. Ranking of the 20 genetic features based on
their F-scores. Table $19. Performance of using variable numbers of
genetic features to predict diabetic nephropathy via decision tree. Table
$20. Performance of using variable numbers of genetic features to
predict diabetic nephropathy among type 2 diabetics via random forest.
Table S21. Performance of using variable numbers of genetic features to
predict diabetic nephropathy via SVM. Table S22. Performance of using
variable numbers of genetic features to predict diabetic nephropathy via
Naive Bayes.

Additional file 4: Table S23-528: Performance of utilizing clincal and
genetic features for diabetic nephropathy classification. This file can
be viewed with: Microsoft Excel Viewer Table $23. Ranking of all
clinical and genetic features based on their information gain scores.
Table S24. Ranking of all clinical and genetic features based on their F-
scores Table S25. Performance of using variable numbers of genetic and
clinical features to predict diabetic nephropathy via decision tree. Table
$26. Performance of using genetic and clinical features to predict
diabetic nephropathy via random forest. Table $27. Performance of
using genetic and clinical features to predict diabetic nephropathy via
SVM. Table S28. Performance of using genetic and clinical features to
predict diabetic nephropathy via Naive Bayes.

Additional file 5: Table S29-S31: Performance of gender-based
diabetic nephropathy classification. This file can be viewed with:
Microsoft Excel ViewerTable S29. Performance of gender-based
random forest classification of diabetic nephropathy in the training/
testing dataset. Table $30. Performance of gender-based SYM
classification of diabetic nephropathy in the training/testing dataset.
Table S31. Performance of gender-based Naive Bayes classification of
diabetic nephropathy in the training/testing dataset.

Additional file 1: TableS 1-52: Demographic and clinical
characteristics of the participants. This file can be viewed with:

Microsoft Excel Viewer Table S1. Demographic and clinical
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characteristics of the participants. Table S2. Genotype distributions of the
significant candidate genes in T2D patients with and without diabetic
nephropathy.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions

GMH and JTYW conceived the experimental design and wrote the
manuscript. GMH performed the necessary analyses to construct the
classification model. TYL and KYH participated in the experimental design
and coordination of the project. All authors read and approved the final
manuscript.

Acknowledgements

We appreciate Dr. L.SH. Wu for providing the clinical and genetic data for
the present study. This study was supported by the Ministry of Science and
Technology of the Republic of China, Taiwan, under the Contract Number of
NSC 101-2628-E-155-002-MY2 and 103-2221-E-155-038.

Declarations

The authors declare that funding for the publication of this manuscript was
sponsored by the Ministry of Science and Technology of the Republic of
China, Taiwan.

This article has been published as part of BMC Bioinformatics Volume 16
Supplement 1, 2015: Selected articles from the Thirteenth Asia Pacific
Bioinformatics Conference (APBC 2015): Bioinformatics. The full contents of
the supplement are available online at http://www.biomedcentral.com/
bmcbioinformatics/supplements/16/51

Authors’ details

'Department of Computer Science and Engineering, Yuan Ze University,
Chung-Li, Taiwan. 2Innovation Center for Big Data and Digital Convergence,
Yuan Ze University, Chung-Li, Taiwan.

Published: 21 January 2015

References

1. Danaei G, Finucane MM, Lu Y, Singh GM, Cowan MJ, Paciorek CJ, Lin JK,
Farzadfar F, Khang YH, Stevens GA, et al: National, regional, and global
trends in fasting plasma glucose and diabetes prevalence since 1980:
systematic analysis of health examination surveys and epidemiological
studies with 370 country-years and 2.7 million participants. Lancet 2011,
378(9785):31-40.

2. Organization WH: Global status report on noncommunicable diseases 2010
2011,

3. Hong CY, Chia KS: Markers of diabetic nephropathy. Journal of diabetes
and its complications 1998, 12(1):43-60.

4. Ntemka A, lliadis F, Papanikolaou N, Grekas D: Network-centric Analysis of
Genetic Predisposition in Diabetic Nephropathy. Hippokratia 2011,
15(3):232-237.

5. Sharifiaghdas F, Kashi AH, Eshratkhah R: Evaluating percutaneous
nephrolithotomy-induced kidney damage by measuring urinary
concentrations of beta2-microglobulin. Uro/ J 2011, 8(4):277-282.

6. Thorsby PM, Midthjell K, Gjerlaugsen N, Holmen J, Hanssen KF, Birkeland K,
Berg JP: Comparison of genetic risk in three candidate genes (TCF7L2,
PPARG, KCNJ11) with traditional risk factors for type 2 diabetes in a
population-based study-the HUNT study. Scandinavian journal of clinical
and laboratory investigation 2009, 69(2):282-287.

7. Al-Rubeaan K, Youssef AM, Subhani SN, Ahmad NA, Al-Shargawi AH, Al-
Mutlag HM, David SK, AINageb D: Diabetic nephropathy and its risk
factors in a society with a type 2 diabetes epidemic: a Saudi National
Diabetes Registry-based study. PloS one 2014, 9(2):e88956.

8. Cho BH, Yu H, Kim KW, Kim TH, Kim 1Y, Kim SI: Application of irregular and
unbalanced data to predict diabetic nephropathy using visualization
and feature selection methods. Artif Intell Med 2008, 42(1):37-53.

9. Leung RKK, Wang Y, Ma RCW, Luk AQY, Lam V, Ng M, So WY, Tsui SKW,
Chan JCN: Using a multi-staged strategy based on machine learning and

20.

21,

22.

23.

24,

25.

26.

27.

28.

29.

Page 9 of 10

mathematical modeling to predict genotype-phenotype risk patterns in
diabetic kidney disease: a prospective case-control cohort analysis. Bmc
Nephrol 2013, 14.

Lin E, Pei D, Huang YJ, Hsieh CH, Wu LSH: Gene-Gene Interactions Among
Genetic Variants from Obesity Candidate Genes for Nonobese and
Obese Populations in Type 2 Diabetes. Genet Test Mol Bioma 2009,
13(4):485-493.

Wu LS, Hsieh CH, Pei D, Hung YJ, Kuo SW, Lin E: Association and
interaction analyses of genetic variants in ADIPOQ, ENPP1, GHSR,
PPARgamma and TCF7L2 genes for diabetic nephropathy in a
Taiwanese population with type 2 diabetes. Nephrol Dial Transplant 2009,
24(11):3360-3366.

Villar E, Remontet L, Labeeuw M, Ecochard R: Effect of age, gender, and in
diabetes on excess death in end-stage renal failure. J Am Soc Nephrol
2007, 18(7):2125-2134.

Murea M, Ma L, Freedman BI: Genetic and environmental factors
associated with type 2 diabetes and diabetic vascular complications. The
review of diabetic studies: RDS 2012, 9(1):6-22.

Kao JH, Chen PJ, Lai MY, Chen DS: Hepatitis B genotypes correlate with
clinical outcomes in patients with chronic hepatitis B. Gastroenterology
2000, 118(3):554-559.

Pezzolesi MG, Poznik GD, Mychaleckyj JC, Paterson AD, Barati MT, Klein JB,
Ng DP, Placha G, Canani LH, Bochenski J, et al: Genome-wide association
scan for diabetic nephropathy susceptibility genes in type 1 diabetes.
Diabetes 2009, 58(6):1403-1410.

Guh RS, Wu TCJ, Weng SP: Integrating genetic algorithm and decision
tree learning for assistance in predicting in vitro fertilization outcomes.
Expert Syst Appl 2011, 38(4):4437-4449.

Vlassoff C: Gender differences in determinants and consequences of
health and illness. Journal of health, population, and nutrition 2007,
25(1):47-61.

Hadjad] S, Duly-Bouhanick B, Bekherraz A, Brldoux F, Gallois Y, Mauco G,
Ebran J, Marre M: Serum triglycerides are a predictive factor for the
development and the progression of renal and retinal complications in
patients with type 1 diabetes. Diabetes & metabolism 2004, 30(1):43-51.
Lee IT, Wang CY, Huang CN, Fu CC, Sheu WHH: High triglyceride-to-HDL
cholesterol ratio associated with albuminuria in type 2 diabetic subjects.
Journal of diabetes and its complications 2013, 27(3):243-247.

Gu T, Horova E, Mollsten A, Seman NA, Falhammar H, Prazny M, Brismar K,
Gu HF: IGF2BP2 and IGF2 genetic effects in diabetes and diabetic
nephropathy. Journal of diabetes and its complications 2012, 26(5):393-398.
Wu HH, Liu NJ, Yang Z, Tao XM, Du YP, Wang XC, Lu B, Zhang ZY, Hu RM,
Wen J: IGF2BP2 and obesity interaction analysis for type 2 diabetes
mellitus in Chinese Han population. European journal of medical research
2014, 19:40.

Ramya K, Ayyappa KA, Ghosh S, Mohan V, Radha V: Genetic association of
ADIPOQ gene variants with type 2 diabetes, obesity and serum
adiponectin levels in south Indian population. Gene 2013, 532(2):253-262.
Siitonen N, Pulkkinen L, Lindstrom J, Kolehmainen M, Eriksson JG,

Venojarvi M, llanne-Parikka P, Keinanen-Kiukaanniemi S, Tuomilehto J,
Uusitupa M: Association of ADIPOQ gene variants with body weight,
type 2 diabetes and serum adiponectin concentrations: the Finnish
Diabetes Prevention Study. Bmc Med Genet 2011, 12.

Ng MC, Park KS, Oh B, Tam CH, Cho YM, Shin HD, Lam VK, Ma RC, So WY,
Cho YS, et al: Implication of genetic variants near TCF7L2, SLC30AS8,
HHEX, CDKAL1, CDKN2A/B, IGF2BP2, and FTO in type 2 diabetes and
obesity in 6,719 Asians. Diabetes 2008, 57(8):2226-2233.

Chang C-C, Lin C-J: LIBSVM: A Library for Support Vector Machines. 2001.
Hall MF, Eibe Holmes, Geoffrey Pfahringer, Bernhard Reutemann,

Peter Witten, lan H: The WEKA Data Mining Software: An Update. SIGKDD
Explorations 2009.

Firouzi F, Rashidi M, Hashemi S, Kangavari M, Bahari A, Daryani NE,

Emam MM, Naderi N, Shalmani HM, Farnood A, et al: A decision tree-
based approach for determining low bone mineral density in
inflammatory bowel disease using WEKA software. Eur J Gastroen Hepat
2007, 19(12):1075-1081.

Akay MF: Support vector machines combined with feature selection for
breast cancer diagnosis. Expert Systems with Applications 2009,
36(2):3240-3247.

Quinlan JR: C4.5: programs for machine learning. Morgan Kaufmann
Publishers Inc; 1993.


http://www.biomedcentral.com/bmcbioinformatics/supplements/16/S1
http://www.biomedcentral.com/bmcbioinformatics/supplements/16/S1
http://www.ncbi.nlm.nih.gov/pubmed/21705069?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21705069?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21705069?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21705069?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9442815?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22435020?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22435020?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22090045?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22090045?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22090045?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18972257?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18972257?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18972257?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/24586457?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/24586457?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/24586457?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17997291?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17997291?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17997291?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23879411?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23879411?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23879411?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19594364?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19594364?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19594364?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19506043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19506043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19506043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19506043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17582163?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17582163?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22972441?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22972441?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10702206?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10702206?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19252134?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19252134?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17615903?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17615903?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15029097?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15029097?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15029097?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23276621?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23276621?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22770937?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22770937?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/25062844?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/25062844?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/24055485?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/24055485?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/24055485?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21219602?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21219602?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21219602?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18469204?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18469204?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18469204?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17998832?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17998832?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17998832?dopt=Abstract

Huang et al. BMC Bioinformatics 2015, 16(Suppl 1):S5
http://www.biomedcentral.com/qc/1471-2105/16/51/S5

30.
31

32.

33.

34.

35.
36.

Quinlan JR: Induction of decision trees. Machine Learning 1986, 1(1):16.
Quinlan JR: Improved use of continuous attributes in C4.5. Journal of
Artificial Intelligence Research 1996, 4(1):14.

Corinna Cortes W: Support-vector networks. Machine Learning 1995,
20(3):273-297.

Chen J, Huang H: Feature selection for text classification with Naive
Bayes. Expert Systems with Applications 2009, 36(3):5432-5435.

Guh R-S, Wu T-CJ, Weng S-P: Integrating genetic algorithm and decision
tree learning for assistance in predicting in vitro fertilization outcomes.
Expert Systems with Applications 2011, 38(4):4437-4449.

Breiman L: RANDOM FORESTS. 2001.

Oshiro Thais Mayumi, P P S, Baranauskas Augusto José: How Many Trees in
a Random Forest? Lecture Notes in Computer Science 2012, 7376:154-168.

doi:10.1186/1471-2105-16-51-S5

Cite this article as: Huang et al: An interpretable rule-based diagnostic
classification of diabetic nephropathy among type 2 diabetes patients.
BMC Bioinformatics 2015 16(Suppl 1):S5.

Page 10 of 10

Submit your next manuscript to BioMed Central
and take full advantage of:

e Convenient online submission

e Thorough peer review

¢ No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

¢ Research which is freely available for redistribution

Submit your manuscript at
www.biomedcentral.com/submit

( BioMed Central




	Abstract
	Background
	Results
	Conclusions

	Background
	Results
	Performance comparison between individual and combinations of clinical features
	Performance comparison between individual and combinations of genetic features
	Performance evaluation on the integration of clinical and genetic features for DN classification
	Optimization of DN classification performance by the implementation of a gender-based rule

	Discussion
	Conclusions
	Methods
	Participants
	System flow
	Feature selection
	F-score
	Information gain
	Decision tree learning algorithm
	SVM
	Naïve Bayes
	Random forest

	Competing interests
	Authors’ contributions
	Acknowledgements
	Declarations
	Authors’ details
	References



