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Abstract

Rheumatoid arthritis (RA) is a chronic autoimmune rheumatic disease that can cause pain-
ful swelling in the joint lining, morning stiffness, and joint deformation/destruction. These
symptoms decrease both quality of life and life expectancy. However, if RA can be diag-
nosed in the early stages, it can be controlled with pharmacotherapy. Although many stud-
ies have examined the possibility of early assessment and diagnosis, few have considered
the relationship between significant risk factors and the early assessment of RA. In this
paper, we present a novel framework for early RA assessment that utilizes data preprocess-
ing, risk pattern mining, validation, and analysis. Under our proposed framework, two risk
patterns can be discovered. Type | refers to well-known risk patterns that have been identi-
fied by existing studies, whereas Type Il denotes unknown relationship risk patterns that
have rarely or never been reported in the literature. These Type Il patterns are very valuable
in supporting novel hypotheses in clinical trials of RA, and constitute the main contribution
of this work. To ensure the robustness of our experimental evaluation, we use a nationwide
clinical database containing information on 1,314 RA-diagnosed patients over a 12-year fol-
low-up period (1997—2008) and 965,279 non-RA patients. Our proposed framework is em-
ployed on this large-scale population-based dataset, and is shown to effectively discover
rich RA risk patterns. These patterns may assist physicians in patient assessment, and en-
hance opportunities for early detection of RA. The proposed framework is broadly applica-
ble to the mining of risk patterns for major disease assessments. This enables the
identification of early risk patterns that are significantly associated with a target disease.
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Introduction

Rheumatoid arthritis (RA) is a chronic autoimmune rheumatic disease most commonly occur-
ring in older patients and females. Severe symptoms include painful swelling in the lining of
the joints, morning stiffness, and joint deformation and destruction. The prevalence of RA is
1% in the global population [1] and 0.09% in Taiwan [2]. The pathogenesis of RA is unknown;
there are still many interpretations of the disease, and research in this area is ongoing. RA can
be easily controlled in its early stages with pharmacotherapy, but diagnosis at this point is diffi-
cult. RA is typically diagnosed when the patient is seriously ill with severe symptoms, at which
point the disease is beyond effective treatment. If not treated early, RA patients suffer persistent
and permanent bone and joint destruction, decreased quality of life, and even reduced life
expectancy.

To improve treatment quality, medical organizations have accumulated vast amounts of
clinical information. The effective use of this information in medical decision-making requires
analysis software to mine the considerable expertise. Many data mining techniques use treat-
ment decisions for disease assessment models; moreover, related system applications and their
algorithms are designed based on differing medical data characteristics.

Recent work on data mining in medical applications has involved hepatitis B surface antigen
(HBsAg) immunoassay prediction [3], survival rate prediction [4], [5], prescription analysis
[6], and comorbidity analysis [7]. These studies applied several data mining techniques, includ-
ing associative rule mining [8], support vector machines [9], C4.5 decision trees [10], and neu-
ral networks [11]. Medical informatics and decision support systems are effective applications
for addressing problems with diverse features and various data categories, thereby fostering the
development of these algorithms.

Currently, the diagnosis of RA involves an evaluation of the patient based on clinical experi-
ence using certain RA disease classification criteria (such as the 1987 and 2010 American Col-
lege of Rheumatology (ACR)/European League Against Rheumatism (EULAR) Classification
Criteria for Rheumatoid Arthritis [12]). If early RA symptoms are accurately assessed, and the
appropriate treatment is promptly administered, patients can avoid permanent damage to the
normal health and development of their bones and joints, improving their quality of life.

Various methods for the early diagnosis of RA have been proposed, such as the aforemen-
tioned 1987 and 2010 ACR/EULAR Classification Criteria [12], the van der Helm—-van Mil
(VHvM) score [13], and the antibodies against cyclic citrullinated peptide (anti-CCP) predic-
tion factor [14]. In existing research on disease assessment, records of patients’ persistent
symptoms are extremely valuable. However, they are difficult to integrate into electronic medi-
cal records because of the long-term accumulation of patient information across different insti-
tutions, divisions, and locations. Previous studies have tended to collect the RA patient cohort
from specific regional hospitals, rather than on a nationwide basis. Moreover, to the best of our
knowledge, data mining techniques have never been applied to RA disease assessment or the
decision support of RA diagnoses.

For the present retrospective cohort study, we designed a novel framework that enables the
analysis of a vast nationwide clinical database. To support RA disease assessment and analysis,
our approach mines the class association rules (CARs) of RA before making a definite diagno-
sis. The effectiveness of the patterns obtained in this way is evaluated by a k-fold validation
method that uses measured sensitivity and specificity values. The risk patterns can assist physi-
cians in patient assessment, and enhance opportunities for the early detection of RA. Conse-
quently, it is possible to provide early treatment to RA patients, reducing damage to bones and
joints, and improving patient quality of life.
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Related Work

In this disease assessment analysis, we investigate the factors involved in RA disease prediction,
data mining applications in the prediction of other diseases, data mining of the Taiwan Nation-
al Health Insurance Research Database (NHIRD), and associated classification techniques.

Rheumatoid Arthritis Prediction

The prediction of RA is highly feasible. Previous studies have considered various physiological
attributes and statistical regression to establish disease prediction models. For instance, Shadick
etal. [15] used C-reactive protein to predict the likelihood of RA, whereas Huizinga et al. [16]
examined nine clinical variables (gender, age, localization of symptoms, morning stiffness, ten-
der and swollen joint count, C-reactive protein, rheumatoid factor, and anti-CCP antibodies)
to construct prediction rules. Cader et al. [12] used the 2010 and 1987 ACR/EULAR criteria for
the prediction of RA patients from a very early synovitis cohort, and Bedran et al. [14] em-
ployed a new patient cohort to validate the vHHVM score in the prediction of RA in patients
with recent onset of undifferentiated arthritis.

Data Mining in Disease Prediction

Currently, many data mining techniques are used in disease prediction to address related prob-
lems. In recent years, the data mining of electronic medical records has become quite popular,
and further results are highly anticipated. The use of data mining is expected to decrease costs
and the public health burden, and should improve diagnostic accuracy, prevention, treatment,
and quality of care. Mathias et al. [4] used predictive data mining and high-dimensional analyt-
ics of electronic health record data from elderly patients to develop a highly accurate and clini-
cally actionable five-year life expectancy index. Shang et al. [3] used a decision tree technique
and logistic regression with blood testing data, including alanine aminotransferase, serum albu-
min, and alkaline phosphatase, to predict the HBsAg immunoassay. Their method replaces im-
munoassays or assays not readily available for a laboratory diagnosis of hepatitis B infection.
Ng et al. [5] developed a decision support tool to predict the survival of cancer patients beyond
120 days after palliative chemotherapy. With further validation, this tool, coupled with the pro-
fessional judgment of clinicians, can help improve patient care.

Data Mining with the Taiwan NHIRD

The objective of data mining is to extract important information and reveal implicit patterns. If
source data is not readily available, and the data size is very large, there are numerous opportu-
nities for mining with appropriate rules. The Taiwan NHIRD, a nationwide clinical database, is
such a case. In recent years, a growing number of studies have applied data mining techniques
to the NHIRD. This research includes an analysis of comorbidities (other diseases occurring
with the primary disease) and analysis of specific disease treatment drugs (associations among
drugs). Chen et al. [6] used association rule mining techniques to analyze Chinese herbal medi-
cine prescriptions for asthmatic children using the NHIRD, and Tai [7] applied association
rule mining techniques to explore the complex network of ADHD comorbidity and the practi-
cality of association rule mining in comorbidity studies using the NHIRD.

Associative Classification Method

Associative classification integrates features of association rule mining and classification rule
mining. The function of classification rule mining is to discover a small set of rules that forms
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an accurate classifier. Association rule mining identifies all rules in the database that satisty
specific minimum support and minimum confidence constraints [17].

Classification based on multiple association rules (CMAR) [18] is an associative method. It
extends the efficient frequent pattern mining method, which is much faster than a priori-like
methods, to achieve a better accuracy rate, and is suitable for mining large databases. In addi-
tion, it efficiently stores and retrieves mined class-association rules, and effectively prunes rules
based on confidence, correlation, and database coverage. The classification is performed based
on weighted analysis using multiple strong association rules. In our approach, we apply this
method to the RA assessment framework to identify rules of symptoms/diseases with a high
correlation to RA. These rules are then integrated to assess patient RA risk before making a
definite diagnosis.

Methods
Framework and Workflow

In this study, we describe a novel framework for the mining and analysis of RA risk patterns
with the aim of facilitating the early detection of RA disease. The framework has four phases:
data preprocessing, risk pattern mining, risk pattern validation, and analysis (see Fig. 1). In the
preprocessing phase, the data extracted from the NHIRD is analyzed. These data include pa-
tient IDs, outpatient dates, and diagnosis coding from the International Classification of Dis-
eases, Ninth Revision, Clinical Modification (ICD-9-CM). Data input errors are then excluded.
According to RA diagnostic criteria, data is divided into RA disease groups and a non-RA dis-
ease group. In the data mining and validation phases, we employ a ten-fold validation method
using training and test datasets. Associative classification mining is then applied to discover
general RA disease risk patterns with which to form the risk model. We evaluate the capability
of the RA disease risk models by evaluating their sensitivity and specificity.

In the analysis phase, we use the National Center for Biotechnology Information (NCBI) E-
utilities Web Service (SOAP) to design an evaluation and automation mechanism for risk pat-
tern-related literature. The inferential RA disease risk patterns that we identify are novel and
build a new, potentially strong hypothesis, a point based on the small amount of related litera-
ture. Finally, to provide further characterization information and pattern distributions for
comparative analysis by medical experts, we describe the Risk Pattern Category Viewer, a tool
that represents and organizes risk patterns based on a tree structure. In the following, we de-
scribe the details of the proposed framework.

Data Preprocessing Phase

Data Cleaning. Data in which coding errors may occur for the ID, sex, date of birth, or di-
agnosis code fields are removed.

Filtering. Patient data with fewer than four diagnostic records are filtered. If the number
of diagnostic data records in a patient’s medical history is too small, it is essentially meaning-
less, as there is little recognition or representation. Hence, such patients are removed from
the cohort.

Patient Grouping. Patient grouping is based on the cohort-extracted clinical data of pa-
tients from the NHIRD who were confirmed as having an RA diagnosis and catastrophic illness
record. The patient data are divided into an RA group and a non-RA group. The RA patient
definition is provided below.

RA Patient Definition. For our purposes, the definition of an RA patient is one whose
first RA diagnosis was between 1997 and 2008, and whose RA catastrophic illness was con-
firmed in the registry record with ICD code 714.0 and A-code 430 (denoting RA in clinical and
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Fig 1. Workflow of data mining process for RA disease early detection.

doi:10.1371/journal.pone.0122508.g001

registry records). In the NHIRD, the A-code was used before December 31, 1999, and the ICD-
9-CM code was used during the period 2000-2008. The cohort-collected clinical records are
from before the first diagnosis of RA for each patient. The timeline for data collection of the
RA group is shown in Fig. 2.

Non-RA Patient Definition. Non-RA patients are those without RA; that is, a patient
from the cohort with no catastrophic illness record of RA diagnosis during the period 1997-
2008. These non-RA patients comprise the non-RA group.
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Fig 2. Timeline for data collection of RA group.

doi:10.1371/journal.pone.0122508.g002

Risk Pattern Mining Phase

Associative Classification by CMAR [18]. The proposed framework integrates efficient
associative classifiers to mine RA risk patterns from a large, nationwide clinical database. The
risk patterns are rule-based, easy to understand, and contribute to clinical decision support
with disease assessment. In this phase, we extract risk patterns that occur frequently, and classi-
ty the disease status of the patient. A given database of NHIRD diagnosis records is denoted as
transaction T. Let object obj = (D1, . . ., Dn), where D1, . . ., Dn are the patient diagnosis rec-
ords. The diagnosis adheres to ICD-9-CM. Pattern P = D1, .. ., Dn is a set of disease codes that
occur in the same patient. Let ¢ be class labels that indicate an RA group or non-RA group.

For rule R: P = ¢, the number of data objects in T matching pattern. These have the class
label ¢, which is called the support of R and is denoted as sup(R). The ratio of the number of
objects of matching pattern P that have class label ¢ versus the total number of objects with
matching pattern P is called the confidence of R, denoted as conf(R). For example, if 91% of
patients have been diagnosed with Sjogren’s syndrome before a definite diagnosis of RA—i.e.,
the confidence of rule R: Sjogren’s syndrome => RA is 91%—then we can use many rules R to
assess the patient clinical data. When a new (unknown) patient enters the cohort, the classifier
selects the rule that matches the new patient clinical data and has the highest confidence with
support. This information is used to predict the class label of the new patient.

To prevent important rules from being ignored—i.e., those that are slightly low in confi-
dence but high in support—CMAR proposes a weighted x° to integrate correlation and popu-
larity information into the measure. This improves the objectivity of the results. In our
experiments, we tested different parameter adjustments, and set a suitable threshold for the
support and confidence so that meaningless rules would be filtered. We also allowed CMAR to
locate the complete set of CARs, and enhanced the sensitivity and specificity of the models.

Validation Phase

K-fold Cross-validation. For validation purposes, we applied ten-fold cross-validation.
The cohort was randomly split into ten subsamples: one formed the test dataset for verifying
the effectiveness of the model, and the others formed the training dataset to determine RA dis-
ease risk patterns for the model. The cross-validation process was repeated ten times, with each
of the ten subsamples used as the validation data once.

To evaluate the models and analyze their assessment capabilities, we measured the sensitivi-
ty and specificity of each model. The sensitivity of a model is its ability to correctly classify an

Z True positive
Z Condition positive
is an RA patient who is correctly predicted as having RA. Specificity is the ability of a test to
correctly classify an individual as “non-diseased.” The equation for this metric

individual as “diseased.” We evaluate this metric as

, where a true positive
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. Z True negative
is

Z Condition negative
having RA.

, where a true negative is a non-RA patient correctly predicted as not

Analysis Phase

Well-known-degree Analysis of Patterns. The NHIRD mining framework can be used to
mine interesting and effective patterns if the partial of discovered patterns are well known and
consistent with known medical knowledge. This finding can be new significant discoveries or
supports related literature based on population, particularly if the patterns have not yet been
reported or have been less frequently reported. In this case, they meet a minimum support
value with a high confidence value, and enhance the accuracy of the RA assessment.

Therefore, to analyze the novelty of risk patterns in previous studies, we applied SOAP [19],
which provides a stable interface for accessing the PubMed literature database. Our aim is to
design an automated mechanism for calculating the quantity of pattern-related works available
in PubMed. PubMed comprises more than 23 million citations for biomedical literature from
MEDLINE, life science journals, and books. We used the following search pattern: disease 1 of
pattern [TIAB] AND disease 2 of pattern [TIAB] AND disease 3 of pattern [TIAB] ..., until a
specific pattern was matched. “[TIAB]” refers to the literature title, collection title, abstract,
and other excerpts of a citation.

Risk Pattern Viewer. We designed a tree-structure-based Risk Pattern Viewer to enable
physicians to further analyze risk pattern characteristics and distributions. The user interface is
split into two parts (see Fig. 3), which are described as follows:

Part I: The Patterns Distribution View shows a list with segments assigned by the ICD-
9-CM coding system. ICD-9-CM has different segments for various disease classifications. The
interface aligns with these segments, and provides relevant information:

1. Field 1: Ratio of all related patterns in this ICD-9-CM coding segment.

2. Field 2: Distribution of patterns among all patients, the RA group, and the non-RA group in
the specific ICD-9-CM coding region.

3. Field 3: Number of patterns of unique diseases in the RA group in the specific ICD-9-CM
coding region.

4. Field 4: Specific ICD-9-CM coding region.
5. Field 5: Description of the specific ICD-9-CM coding region.

Part II: The Pattern Properties View is employed when a user selects a specific field of the
ICD-9-CM coding region in the Patterns Distribution View. The Pattern Properties View
shows the pattern characteristics, which can be sorted by the following attributes:

1. Group: The group to which the pattern applies.

2. Confidence (Cont.): Confidence is defined as the probability of seeing the risk pattern’s con-
sequences under the condition that the medical transactions also contain the antecedent [8].
The formula for the confidence of a risk pattern

iscconf(X = Y) = Slﬁiﬁ;f) = P<XPCEZ?, ) — P(Y|X); Let X represent related-diseases or

symptoms that are high-risk factors implying RA or non-RA, and let Y represent RA or non-RA
as a target disease. For example, the risk pattern {Eczema, asthma, urinary tract infections=>» RA}
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Fig 3. Risk Pattern Viewer.
doi:10.1371/journal.pone.0122508.g003

has a high confidence of 86.55%, which represents that a patient diagnosed with the disease/

symptom items of eczema, asthma, and urinary tract infections has a high risk of being diagnosed

with RA.

3. Sup. %: Support supp(X) of item set X, defined as the proportion of transactions in the spe-
cific group that contains the item set.

4. Lift (originally called interest): The lift of a risk pattern is defined as

. __conf(X=Y) _ PX and Y) _ upp(XUY)
hft(X = Y) — supp(Y) T PX)xP(Y) — sup;s)(g(p)xsupp(

times more often diseases X and Y (target disease) occur together than would be expected if
they were statistically independent [20]. If the lift value is greater than 1, the occurrence of the
each disease is dependent on the other. Thus, the risk pattern is potentially useful for risk
prediction.

7 Lift is used to measure how many
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5. ICD-9-CM and the description field are the ICD-9-CM code region and disease or symptom
description, respectively.

Materials

The cohorts were gathered from Taiwan NHIRD clinical records, provided by the Taiwan Na-
tional Health Insurance (NHI) Administration, Ministry of Health and Welfare. The NHI cov-
erage rate at the end of 2007 was 99.3% [2], almost the total population of Taiwan, which
thereby makes the NHIRD a nationwide database. The national representation of these data
enables analysis across different hospitals, divisions, and regions. The data we consider include
a 12-year follow-up period for a million patients. Previous studies on patient dataset character-
istics for RA risk patterns considered only an 18-month follow-up for a few hundred patients
[20].

NHIRD data accumulated over many years is suitable for longitudinal studies. In this study,
we collect 12 years of clinical records from 1997 to 2008. Based on these records, we aim to dis-
cover the diseases that are highly correlated with RA, and thus form risk patterns for assessing
the risk of RA.

The NHIRD clinical record code format follows ICD-9-CM. This is used to represent clini-
cal diagnosis records; a maximum of three clinical diagnosis records can be assigned on each
visit.

Statistical Analysis

The frequency and distribution of continuous variables for all patients were compared using
the Student’s t-test. The results are given in Table 1. The significance test was based on a stan-
dard deviation derived from the standard deviations of the RA group and non-RA group. The
threshold for alpha (Type I) error, although generally accepted as 0.05, was found to be rather
sensitive to sample size.

Experiments

The cohorts of our study included an RA group and a non-RA group, as previously defined.
The RA group of 1,314 patients included 1,013 women and 301 men. Clinical records from the
12-year period 1997-2008 were gathered. For a group comparison, we also obtained non-RA
patient clinical data of 965,279 patients from 1997-2008.

A comparative analysis between the RA group and non-RA group showed significant differ-
ences in the age and number of patients. The average age of the RA group was greater than that

Table 1. Clinical course variables among patients categorized by RA diagnosis and gender.

Characteristic Sex RA group Non-RA group p-value

Age, mean £SD All 58.7t15.4 42.5+20.6 0.00
Female 58.1+14.9 42.53+20.5 0.00
Male 60.5+16.8 42.4+20.7 0.00

Number of patients Female 1,013 470,520 0.00
Male 301 494,759 0.00

Data source F:485,934 M:513,703

Year 1997-2008

Source National Health Insurance Research Database (NHIRD)

doi:10.1371/journal.pone.0122508.1001
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of the non-RA group. There were significant differences, with a p-value of 0.00. The clinical
course variables among the patients, categorized by RA diagnosis and gender, are listed in
Table 1.

The age interval containing the maximum number of patients was the 45-49 years range,
and 63.14% of female patients were in the 30-70 years range. The data indicate that the age of
RA patients followed a normal distribution. The age distribution of the cohort is shown in
Fig. 4.

Disease Risk Pattern Evaluations under Different Parameter Settings

Support and Confidence Thresholds. We set the minimum confidence threshold value to
50%. That is, patterns with a confidence value of greater than 50% are assumed to have the abil-
ity to classify the disease [17], [18], [21]. The support threshold varied according to the disease
characteristics, pattern characteristics, and disease prevalence. To determine a suitable support
threshold, we experimented with support thresholds ranging from 0.1% to 1.1% at intervals of
0.2%. The most suitable value was identified to be 0.7% by considering the optimal average of
sensitivity and specificity, as well as the trend of RA assessment effects (see Fig. 5).

Omission of Unrepresentative Diagnostic Records. A small number of patient diagnosis
records were unrepresentative and required removal. Patients who lacked a sufficient number
of diagnosis records provided insufficient information to implicate a disease risk model, and
could therefore not provide implicit information for early disease assessment analysis. The dis-
tribution of RA patients under different numbers of diagnosis records is illustrated in Fig. 6. As
shown in Fig. 6, such partial patient diagnosis records are rare. However, if we removed data
concerning patients with sufficient diagnosis records to imply a disease risk model, we would
have mistakenly deleted meaningful information.
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Fig 5. Trend of RA assessment effects under different support thresholds.
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Following discussions with physicians and experiments with different diagnosis record filter
values, we determined that the removal of patients with fewer than nine diagnostic records was
appropriate; this number is approximately equivalent to three visits to a doctor. Therefore, to
maintain the validity of the experiments, the minimum number of diagnosis records was set to
15. The trend of RA assessment effects under different diagnosis record filter numbers is
shown in Fig. 7.

Results and Discussion
Mining Significant Disease Risk Patterns

In our study, the format of disease risk patterns was {disease diagnosis = RA or non-RA, con-
fidence value, support value, relative risk value}, where “=” denotes implication. The relative

40 -
35 -
30 -
25 -
20 - x

15

Patient number
X
X
b4

10

200

Diagnosis record number

Fig 6. Distribution of RA patients under different numbers of diagnosis records.

doi:10.1371/journal.pone.0122508.9006
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Fig 7. Trend of RA assessment effects under different diagnosis record numbers.

doi:10.1371/journal.pone.0122508.g007

risk value is the risk ratio of the pattern occurring in the implied group compared to
another group.

To analyze these important risk patterns in terms of combinations of diseases or symptoms,
we screened disease types from the risk pattern set. The number of disease occurrences of the
RA group was 3,169 before mining the 250 million NHIRD outpatient records. After mining,
we had 32,560 RA risk patterns. From Table 2, we can see there are 497 kinds of diseases and
symptoms that appear in RA risk patterns, accounting for about 16% of the total. That is, the
mining framework can filter most of the non-related diseases, and thus mining of significant
disease risk patterns can assist physicians in focusing their analysis on the frequent occurrences
of RA for patient premorbidity. Hence, only those diseases with a strong correlation will be ap-
plied to clinical trials. The characteristics of the discovered patterns are given in Table 2.

Distribution of Disease Risk Patterns in the ICD-9-CM Coding System

The distribution of disease risk patterns according to the ICD-9-CM coding system is summa-
rized in Table 3. We calculated the relative risk of the disease risk patterns between the RA
group and the non-RA group. This analysis enables physicians to understand which patterns
display significant differences in the respective disease categories.

To compare the different distribution rates of disease risk patterns in the RA group and
non-RA group, we applied a relative risk ratio analysis. The ratio was calculated by dividing the
disease risk pattern rate of the RA group by that of the non-RA group in the same ICD-9-CM
categories. The significance test was based on a new standard deviation derived from the

Table 2. Characteristics of mined patterns.

RA group Non-RA group
Number of clinical records 281,208 227,453,049
Number of diseases 3,169 16,518
Number of risk patterns 32,560 2,914
Number of diseases that occur in disease risk patterns 497 (16%) 308 (2%)

doi:10.1371/journal.pone.0122508.t002
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Table 3. Risk pattern distribution between the RA group and non-RA group for all diseases categorized in ICD-9-CM.

Disease Category ICD-9-CM code RA Non-RA RR Cl (95%)
Infectious and parasitic 001-139 2.46% 7.62% 0.32 (0.27-0.37)
Neoplasm 140-239 1.92% 0.31% 6.21 (5.71-7.28)
Endocrine, metabolic, and immunity 240-279 9.70% 0.55% 17.66 (15.36—21.74)
Blood and blood-forming organs 280289 1.66% 0.03% 48.24 (29.23-286.57)
Psychiatric disorders 290-319 9.85% 0.14% 71.78 (51.16-144.86)
Nervous system and sense organs 320-389 20.10% 18.74% 1.07 (1.04-1.10)
Circulatory system 390459 10.54% 0.82% 12.8 (11.55-14.79)
Respiratory system 460-519 31.45% 44.89% 0.7 (0.68-0.72)
Digestive system 520-579 35.32% 42.62% 0.83 (0.81-0.85)
Genitourinary system 580-629 16.06% 6.49% 2.48 (2.46—2.49)
Complications of pregnancy, childbirth, and puerperium 630-679 0% 0.58% 0 (0.00-0.00)
Diseases of the skin and subcutaneous tissue 680-709 8.52% 18.98% 0.45 (0.41-0.48)
Musculoskeletal system 710-739 57.18% 1.30% 43.85 (38.33-51.8)
Congenital anomalies 740-759 0% 0% 0 (0.00-0.00)
Conditions prenatal period 760-779 0% 0% 0 (0.00-0.00)
Symptoms, signs 780-799 21.91% 16.61% 1.32 (1.29-1.35)
Injury and poisoning 800-999 9.52% 17.02% 0.56 (0.52-0.60)

doi:10.1371/journal.pone.0122508.t003

standard deviations of the RA group and non-RA group. The threshold of alpha (Type I) error,
although generally accepted as 0.05, was found to be rather sensitive to the sample size. This
analysis demonstrates the potential for RA early detection through segments that strongly dif-
ferentiate the RA group from the non-RA group.

The risk pattern distribution of the RA group and non-RA group for all diseases categorized
in ICD-9-CM is given in Table 3. The distribution is ordered by the ICD-9-CM code value.
The five most frequently occurring relative risks for the disease risk patterns are 290-319 psy-
chiatric disorders [71.78, 95% Confidence interval (CI): (51.16-144.86)], 280-289 blood and
blood-forming organs [48.24, 95% CI: (29.23-286.57)], 710-739 musculoskeletal system
[43.85, 95% CI: (38.33-51.8)), 240-279 endocrine, metabolic, and immunity [17.66, 95% CI:
(15.36-21.74)], and 390-459 circulatory system [12.8, 95% CI: (11.55-14.79)]. In addition, the
musculoskeletal system category had a high relative risk value, and a very high risk pattern, in
the RA group (57.18%).

Literature search with risk-related disease extracted from disease risk patterns. We
searched related literature in the PubMed database to analyze which disease risk patterns were
known to relate to RA. Our objective was to comprehend the novelty of the patterns and the
degree to which they were known.

The format of the risk patterns was related_disease => RA, with the query term related_di-
sease[TIAB] AND Rheumatoid arthritis|[ TIAB]. The related disease name was a specific dis-
ease word extracted from the risk pattern, such as Meniere’s disease. The literature in PubMed
exhibits an exponential trend for single diseases, as shown in Fig. 8. This trend demonstrates
that the majority of single diseases in the risk patterns discovered by our framework are consis-
tent with the existing literature. Only a small number of single diseases were not reported; that
is, their association with RA is unconfirmed. Nevertheless, they have the potential to be includ-
ed as novel findings.

Literature Search with Risk Patterns. As depicted in Fig. 9, the majority of disease risk
patterns comprising two or more diseases have not been reported in the literature. However, a
small number of patterns were reported that consisted of only a single disease.
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Fig 8. Trend in literature for single disease risk patterns in PubMed.
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As shown by Figs. 8 and 9, most past research has studied the relationship between a single
disease and RA; however, the relationship between multiple diseases and RA has been ad-
dressed less often. For example, mitral valve disorder and RA was covered in 41 studies, and
conjunctivitis and RA was covered 25 times. However, no papers discuss RA, mitral valve dis-
order, and conjunctivitis together. The disease risk pattern of mitral valve AND chronic con-
junctivitis = RA showed a confidence level of 83.57% with high lift dependencies, which
indicates that these two diseases have occurred in the same patient before a definite diagnosis
of RA. Therefore, based on these strong assumptions, this disease risk pattern could provide
clinical researchers with multiple new research directions.

Significant RA Risk Patterns of Associative Classification

A pattern contains multiple symptoms or diseases prior to a definite diagnosis of RA. These
symptoms appear more often in the RA group, and rarely appear in the non-RA group. When
a new patient’s diagnostic records contain these patterns, the patient has a higher risk of devel-
oping RA.

The RA early risk models were evaluated using ten-fold cross-validation, measured by sensi-
tivity and specificity. The results are listed in Table 4. The average sensitivity was 80.3% and
the average specificity was 72.6% across the ten experiments.

The disease risk patterns mined from the NHIRD can generally be categorized into two
types. The relationship of Type I patterns is well known, as they are supported by ample re-
search and are primarily single diseases associated with RA. The Type II patterns have no relat-
ed research discussing their relationship with multiple diseases in a risk pattern.

Type I, well-known pattern. This type is primarily composed of a single disease or symp-
tom that is typically known as an RA risk pattern and is covered in the literature. Examples of
this pattern include {rheumatism => RA, 82.97% confidence, 9.16% support, 4.9 relative risk},
{autoimmune disease, not elsewhere classified = RA, 89.81% confidence, 7.02 relative risk},
{arteritis, unspecified = RA, 72.58% confidence, 2.13% support, 2.64 relative risk} [22], {sys-
temic lupus erythematosus (SLE) => RA, 85.01% confidence, 3.6% support, 5.67 relative risk}
(in the early stages of this disease, SLE patients may have joint complaints that are very similar
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to those observed in RA; this form of arthritis can be difficult to differentiate from RA) [23],
and {carpal tunnel syndrome (CTS) => RA, 73.95% confidence, 9.49% support, 2.8 relative
risk} (CTS is one of the most frequent extra-articular manifestations of RA) [24]. The mining
of Type I RA risk patterns is consistent with existing knowledge, and is supported by ample
research.

Type II, unknown pattern. The majority of such patterns include multiple diseases or
symptoms that combine to imply an RA risk pattern. Their joint relationship is unknown, and
has rarely or never been discussed in the literature. These patterns are supported by high confi-
dence, support, relative risk, and lift values, which are clinically valid hypotheses for the further
study of their underlying medical significance. Related patterns include {mitral valve disor-
ders, chronic conjunctivitis, menopausal = RA, 83.57% confidence, 1.96% support, 5.1 rela-
tive risk}. In the literature, there is more discussion on the relationship between a single disease
and RA; the relationship between multiple diseases and RA has been addressed far less often.

Table 4. Sensitivity and specificity of the RA disease risk model with ten-fold cross-validation.

Ten-fold 1 2 3 4 5 6 7 8 9 10
Sensitivity 78% 81% 78% 85% 82% 73% 84% 78% 82% 82%
Specificity 74% 72% 74% 73% 73% 71% 70% 73% 72% 74%

doi:10.1371/journal.pone.0122508.1004
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Dismantling a portion of risk pattern mining from past studies may yield some relevant analy-
sis, such as on mitral valve disorders and conjunctivitis.

Periodontal disease, an inflammatory problem of the tooth-supporting structures, may be
an environmental trigger for RA [25]; indeed, it has been considered as a risk factor for RA. Ev-
idence-based management of potential aggravating factors in subjects with active RA may be of
clinical importance. Moreover, periodontal disease may be an aggravating factor for RA [26].
Laryngeal symptoms and laryngeal alterations are frequent in RA patients, which may indicate
that RA and its treatment have laryngeal repercussions, even when the symptoms or morpho-
logical laryngeal involvement are not specific to RA [27]. Not all of these related diseases have
been simultaneously discussed alongside RA in the literature; nevertheless, they may have been
discussed with RA on an individual basis. Hidden relationships among multiple diseases within
a risk pattern obviously exist. Similar phenomena were mined in the RA risk pattern set of the
present study, such as {laryngopharyngitis, periodontitis, rheumatism = RA, with a high
confidence value of 85.29%, lift > 1 positive correlation, support of 2.45%, and high relative
risk of 5.8}. This example shows that the disease risk patterns are consistent with previous liter-
ature; moreover, they can be used to make an assessment in the early disease phases, before a
definite RA diagnosis has been made.

The relationship between single diseases and RA has frequently been discussed in the litera-
ture. For instance, many inflammatory disorders have been discussed alongside RA, such as
asthma [28], atherosclerosis [29], conjunctivitis [30], cystitis [31], dental caries [32], entheso-
pathy [33], erosion of cervix disease, eczema, endocervicitis, fasciitis [34], gastroenteritis, laryn-
gitis [27], Meniere’s disease, mitral valve disorders, carpal tunnel syndrome [24], periodontitis
[35], pulpitis [36], synovitis and tenosynovitis [37], tonsillitis, ulcers [38], urticarial [39], and
vaginitis [40]. However, the joint association of RA with diseases such as endocervicitis, gastro-
enteritis, pharyngitis, pulpitis, tonsillitis, urinary tract infections [41], and vaginitis has received
less attention. Moreover, disease risk patterns composed of two to three diseases, which have
the potential to form new hypotheses for clinical validation, are virtually unreported in the lit-
erature. The available information is summarized in Table 5.

The experimental analysis of the NHIRD data indicates that a variety of autoimmune-relat-
ed diseases could be considered RA assessment factors. This pattern is {(unspecified disorder
of joint OR rheumatism) AND autoimmune-related disease => RA} or {multiple autoim-
mune-related disease = RA}, as shown in Table 5. Autoimmune symptoms that are minor in
early RA progression may not be seriously considered; consequently, they may gradually devel-
op into moderate and severe symptoms in different organs. However, if we can diagnose RA in
early disease phases using RA disease risk patterns, then early treatment and control of the RA
disease may be possible, improving patient quality of life and reducing the extraneous usage of
medical resources.

Previous studies have rarely explored the causation of multiple simultaneous symptoms or
diseases in patients with RA. Therefore, in the present study, we mined RA disease risk patterns
from NHIRD. The disease risk patterns can each be supported by ample previous literature;
however, they are rarely discussed together. Our results provide a strong topology for RA-relat-
ed diseases. This topology enables population-based disease assessment prior to a definite diag-
nosis of RA, and thereby improves the clinical decision support available to physicians.

Conclusions

In this paper, we have presented an effective framework for assessing RA premorbidity by dis-
covering risk patterns in large-scale real data. The main contributions of this paper are as fol-
lows. First, we have illustrated the benefits of using a large-scale, nationally representative
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Table 5. RA risk patterns of autoimmune-related diseases.

Number of Related

Papers
RA Risk Patterns Confidence Support RR T1? T2°
Acute tonsillitis, unspecifiedautoimmune disease, myalgia and myositis>RA 93.09% 1.31% 135 20,1852,59,169 O
Benign neoplasm of breast, myalgia and myositis, coronary atherosclerosis>RA 90.56% 1.64% 9.6  74,426,30 0
Senile cataract, unspecified polyarthropathy->RA 90.46% 1.64% 95 425 0
Adhesive capsulitis of shoulder, rheumatism, joint pain 2RA 90.29% 1.31% 9.3 15,1290,374 0
Gastroenteritis and colitis, rheumatism, irregular menstrual cycle>RA 89.75 1.64% 8.75 16,5946,68 0
Neurotic depression, osteoporosis, cervicalgia (Neck pain)2>RA 88.74% 1.64% 7.9 916,1508,126 0
Carpal tunnel syndrome, osteoporosis, cervicalgia2RA 88.49% 1.31% 7.7 128 0
Unspecified inflammatory disease of female pelvic organs and tissues, rheumatism>RA  88.23% 1.8% 1.7 121 0
Allergic rhinitis, synovitis and tenosynovitis, rheumatism=>RA 88.06% 1.96% 7.4  62,2508,273 0
Acute sinusitis, synovitis and tenosynovitis, rheumatism 2RA 87.45% 2.29% 6.9 49 0
Eczema, asthma, urinary tract infections>RA 86.55% 1.64% 6.4 66,817,72 1
Chronic hepatitis, arthropathy, menopausal2>RA 84.94% 1.64% 5.6 794,662,137 0
Mitral valve disorders, chronic conjunctivitis, menopausal2>RA 83.57% 1.96% 5.1 41,25 0
Meniere's disease, myalgia and myositis, contusion>RA 83.56% 1.64% 5.1 10,7 0
Fasciitis, acute laryngitis, arthropathy>RA 77.14% 5.56% 3.4 475 0
Synovitis and tenosynovitis, arthropathy=>RA 76.58% 11.45% 3.2 21 2
Acute upper respiratory infections, arthropathy=>RA 74.80% 26.84% 29 744 2
Dental caries, pulpitis, arthropathy=>RA 72.95% 12.6% 27 132 0
Acute cystitis, arthropathy=>RA 72.9% 5.24% 27 42 0
Periodontitis, arthropathy>RA 72.21% 16.36% 26 264 0
Acute bronchitis, arthropathy>RA 70.75% 16.85% 24 65 1
Acute laryngitis, myalgia and myositis, osteoarthritis>RA 70.64% 8.84% 2.4 5461 0
Vaginitis and vulvovaginitis, acute upper respiratory infections, joint pain®RA 70.43% 8.35% 24 20 0
Stomach disorder, menopausal>RA 70% 8.18% 23 122 0

Bold text denotes autoimmune-related diseases. The query term has been underscored, and repetitions are not marked again.

&T1 = Number of papers related to Type | pattern.
T2 = Number of papers related to Type Il pattern.

doi:10.1371/journal.pone.0122508.t005

dataset, namely the Taiwanese NHIRD. Second, we integrated the associative classification
technique with this dataset to derive an RA disease assessment framework for the analysis of

RA disease risk. Our method is suitable and effective for large-scale population-based outpa-

tient data, such as those in the NHIRD. The proposed framework assesses RA disease risk in
patients before making a definite diagnosis of RA. This enables the discovery of risk patterns
that allow for early diagnosis. Comprehensive experiments demonstrated the effectiveness of
our framework, with an average sensitivity of 80.3% and an average specificity of 72.6%. In
summary, the proposed framework facilitates the identification of many early risk patterns, in-

cluding hidden risk factors, which are significantly associated with the target disease. Third, by
summarizing disease risk patterns, we discovered a number of patterns that demonstrate a
high correlation with RA prior to its diagnosis. In addition, we designed the Pattern Viewer,
which provides physicians with further analysis of pattern characteristics by determining the
comparative pattern distributions of RA and non-RA groups. The highest relative risk was
found to occur in the psychiatric disorders category, and the highest proportion of RA risk
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patterns occurred in the musculoskeletal system category. These categories have higher relative
ratios in the RA group. The risk ratios of discovered risk patterns were significant in the “240-
279 endocrine, metabolic, and immunity,” “280-289 blood and blood-forming organs,” and
“390-459 circulatory system” categories. Further, we developed an automated mechanism for
searching the PubMed literature. This tool uses the NCBI e-utilities API to enable rapid confir-
mation of the degree of novelty and supporting knowledge of many disease risk patterns. Over-
all, our findings show that risk patterns mined in this study can be divided into two types,
namely well-known patterns and unknown patterns. The well-known patterns are supported
by previous literature, whereas the unknown patterns have rarely or never been discussed in
past studies. This latter class has the potential to form a number of novel clinical research
hypotheses.

In future work, when sequential risk pattern mining technique is used, it is very likely that
more precise assessments could be provided by considering the development order of diseases.
The proposed framework also has the versatility to be applied to the discovery of risk patterns
in many major diseases by changing the target disease criteria in the patient grouping
component.

Acknowledgments

Data from the National Health Insurance Research Database was provided by the Taiwan Bu-
reau of National Health Insurance, Department of Health. The interpretation and conclusions
contained herein do not represent those of Bureau of National Health Insurance, Department
of Health or National Health Research Institutes.

Author Contributions

Conceived and designed the experiments: CYC TCL MYW YHKY SYC VST. Performed the
experiments: CYC TCL. Analyzed the data: CYC TCL MYW YHKY VST. Contributed re-
agents/materials/analysis tools: CYC TCL MYW SYC YHKY VST. Wrote the paper: CYC
VST.

References

1. Gibofsky A. Overview of epidemiology, pathophysiology, and diagnosis of rheumatoid arthritis. The
American Journal of Managed Care. 2012 Dec; 18(13 Suppl):S295-302. PMID: 23327517

2. KuoCF, Luo SF, See LC, Chou IJ, Chang HC, Yu KH. Rheumatoid arthritis prevalence, incidence, and
mortality rates: a nationwide population study in Taiwan. Rheumatol Int. 2013 Feb; 33(2):355-60. doi:
10.1007/s00296-012-2411-7 PMID: 22451027

3. Shang G, Richardson A, Gahan ME, Easteal S, Ohms S, Lidbury BA. Predicting the presence of hepati-
tis B virus surface antigen in Chinese patients by pathology data mining. Journal of Medical Virology.
2013 Aug; 85(8):1334-9. doi: 10.1002/jmv.23609 PMID: 23765772

4. Mathias JS, Agrawal A, Feinglass J, Cooper AJ, Baker DW, Choudhary A. Development of a 5 year life
expectancy index in older adults using predictive mining of electronic health record data. Journal of the
American Medical Informatics Association. 2013 Jun; 20(e1):e118—e24. doi: 10.1136/amiajnl-2012-
001360 PMID: 23538722

5. NgT,ChewlL, Yap CW. A Clinical Decision Support Tool To Predict Survival in Cancer Patients beyond
120 Days after Palliative Chemotherapy. Journal of Palliative Medicine. 2012 Aug; 15(8):863-9. doi:
10.1089/jpm.2011.0417 PMID: 22690950

6. ChenHY, Lin YH, Thien PF, Chang SC, Chen YC, Lo SS, et al. Identifying Core Herbal Treatments for
Children with Asthma: Implication from a Chinese Herbal Medicine Database in Taiwan. Evidence-
Based Complementary and Alternative Medicine. 2013; 2013:125943. doi: 10.1155/2013/125943
PMID: 24066007

7. TaiYM, Chiu HW. Comorbidity study of ADHD: Applying association rule mining (ARM) to National
Health Insurance Database of Taiwan. International Journal of Medical Informatics. 2009 Dec; 78(12):
€75-83. doi: 10.1016/j.ijmedinf.2009.09.005 PMID: 19853501

PLOS ONE | DOI:10.1371/journal.pone.0122508 April 13,2015 18/20


http://www.ncbi.nlm.nih.gov/pubmed/23327517
http://dx.doi.org/10.1007/s00296-012-2411-7
http://www.ncbi.nlm.nih.gov/pubmed/22451027
http://dx.doi.org/10.1002/jmv.23609
http://www.ncbi.nlm.nih.gov/pubmed/23765772
http://dx.doi.org/10.1136/amiajnl-2012-001360
http://dx.doi.org/10.1136/amiajnl-2012-001360
http://www.ncbi.nlm.nih.gov/pubmed/23538722
http://dx.doi.org/10.1089/jpm.2011.0417
http://www.ncbi.nlm.nih.gov/pubmed/22690950
http://dx.doi.org/10.1155/2013/125943
http://www.ncbi.nlm.nih.gov/pubmed/24066007
http://dx.doi.org/10.1016/j.ijmedinf.2009.09.005
http://www.ncbi.nlm.nih.gov/pubmed/19853501

@’PLOS | ONE

Mining Disease Risk Patterns to Assess RA Risk

10.
11.

12

13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

23.

24,

25.

26.

27.

28.

29.

Agrawal R, Srikant R. Fast Algorithms for Mining Association Rules in Large Databases. Proceedings
of the 20th International Conference on Very Large Data Bases: Morgan Kaufmann Publishers Inc;
1994. p. 487-99.

Vapnik VN. The nature of statistical learning theory: Springer-Verlag New York, Inc.; 1995. 188 p.
Quinlan JR. C4.5: programs for machine learning: Morgan Kaufmann Publishers Inc.; 1993. 302 p.

McCulloch WS, Pitts W. A logical calculus of the ideas immanent in nervous activity. Bulletin of Mathe-
matical Biophysics. 1943 Dec; 5(4):115-33.

Cader MZ, Filer A, Hazlehurst J, de Pablo P, Buckley CD, Raza K. Performance of the 2010 ACR/
EULAR criteria for rheumatoid arthritis: comparison with 1987 ACR criteria in a very early synovitis co-
hort. Annals of the Rheumatic Diseases. 2011; 70(6):949-55. doi: 10.1136/ard.2010.143560 PMID:
21285117

van der Helm-vanMil AHM, le Cessie S, van Dongen H, Breedveld FC, Toes REM, Huizinga TWJ. A
prediction rule for disease outcome in patients with Recent-onset undifferentiated arthritis: How to
guide individual treatment decisions. Arthritis & Rheumatism. 2007 Feb; 56(2):433—40.

Bedran Z, Quiroz C, Rosa J, Catoggio LJ, Soriano ER. Validation of a Prediction Rule for the Diagnosis
of Rheumatoid Arthritis in Patients with Recent Onset Undifferentiated Arthritis. International Journal of
Rheumatology. 2013; 2013:548502. doi: 10.1155/2013/548502 PMID: 23533423

Shadick NA, Cook NR, Karlson EW, et al. C-reactive protein in the prediction of rheumatoid arthritis in
women. Archives of Internal Medicine. 2006 Dec; 166(22):2490—4. PMID: 17159015

Huizinga TWJ, van der Helmvan Mil AHM. Prediction and prevention of rheumatoid arthritis. Revista
Colombiana de Reumatologia. 2007; 14:106—14.

Liu B, Hsu W, Ma Y. Integrating Classification and Association Rule Mining. Proc of the Fourth Interna-
tional Conference on Knowledge Discovery and Data Mining; August 1998. p. 80—6.

Wenmin L, Jiawei H, Jian P. CMAR: accurate and efficient classification based on multiple class-asso-
ciation rules. First IEEE International Conference on Data Mining (ICDM'01)2001. p. 369-76.

Sayers E. E-utilities quick start. 2008; Available: http://www.ncbi.nlm.nih.gov/books/NBK25500/. Ac-
cessed 8 Oct 2014.

McNally E, Keogh C, Galvin R, Fahey T. Diagnostic accuracy of a clinical prediction rule (CPR) for iden-
tifying patients with recent-onset undifferentiated arthritis who are at a high risk of developing rheuma-
toid arthritis: A systematic review and meta-analysis. Seminars in arthritis and rheumatism. 2014 Feb;
43(4):498-507. doi: 10.1016/j.semarthrit.2013.08.005 PMID: 24139249

Yin X, Han J. CPAR: Classification based on Predictive Association Rules. SIAM International Confer-
ence based on Data Mining (SDM 2003); 2003. p. 331-5.

Verweij KE, van Well AME, vd Sluijs JW, Dees A. Late Onset Takayasu Arteritis and Rheumatoid Arthri-
tis. Case Reports in Medicine. 2012; 2012:523218. doi: 10.1155/2012/523218 PMID: 22844294

Skare TL, Nisihara R, Barbosa B, da Luz A, Utiyama S, Picceli V. Anti-CCP in systemic lupus erythema-
tosus patients: a cross sectional study in Brazilian patients. Clinical Rheumatology. 2013 Jul; 32
(7):1065-70. doi: 10.1007/s10067-013-2213-7 PMID: 23412637

Karadag O, Kalyoncu U, Akdogan A, Karadag Y, Bilgen S, Ozbakir S, et al. Sonographic assessment
of carpal tunnel syndrome in rheumatoid arthritis: prevalence and correlation with disease activity.
Rheumatol Int. 2012 Aug; 32(8):2313-9. doi: 10.1007/s00296-011-1957-0 PMID: 21607558

Monsarrat P, Vergnes J-N, Cantagrel A, Algans N, Cousty S, Kemoun P, et al. Effect of periodontal
treatment on the clinical parameters of patients with rheumatoid arthritis: study protocol of the random-
ized, controlled ESPERA trial. Trials. 2013 Aug; 14:253. doi: 10.1186/1745-6215-14-253 PMID:
23945051

Kaur S, White S, Bartold PM. Periodontal Disease and Rheumatoid Arthritis: A Systematic Review.
Journal of Dental Research. 2013 May; 92(5):399—-408. doi: 10.1177/0022034513483142 PMID:
23525531

Lawry GV, Finerman ML, Hanafee WN, Mancuso AA, Fan PT, Bluestone R. Laryngeal involvement in
rheumatoid arthritis. Arthritis & Rheumatism. 1984 Aug; 27(8):873-82.

Dougados M, Soubrier M, Antunez A, Balint P, Balsa A, Buch MH, et al. Prevalence of comorbidities in
rheumatoid arthritis and evaluation of their monitoring: results of an international, cross-sectional study
(COMORA). Annals of the Rheumatic Diseases. 2014 Jan; 73(1):62-8. doi: 10.1136/annrheumdis-
2013-204223 PMID: 24095940

Matsuura E, Atzeni F, Sarzi-Puttini P, Turiel M, Lopez L, Nurmohamed M. Is atherosclerosis an autoim-
mune disease? BMC Medicine. 2014; 12(1):47.

PLOS ONE | DOI:10.1371/journal.pone.0122508 April 13,2015 19/20


http://dx.doi.org/10.1136/ard.2010.143560
http://www.ncbi.nlm.nih.gov/pubmed/21285117
http://dx.doi.org/10.1155/2013/548502
http://www.ncbi.nlm.nih.gov/pubmed/23533423
http://www.ncbi.nlm.nih.gov/pubmed/17159015
http://www.ncbi.nlm.nih.gov/books/NBK25500/
http://dx.doi.org/10.1016/j.semarthrit.2013.08.005
http://www.ncbi.nlm.nih.gov/pubmed/24139249
http://dx.doi.org/10.1155/2012/523218
http://www.ncbi.nlm.nih.gov/pubmed/22844294
http://dx.doi.org/10.1007/s10067-013-2213-7
http://www.ncbi.nlm.nih.gov/pubmed/23412637
http://dx.doi.org/10.1007/s00296-011-1957-0
http://www.ncbi.nlm.nih.gov/pubmed/21607558
http://dx.doi.org/10.1186/1745-6215-14-253
http://www.ncbi.nlm.nih.gov/pubmed/23945051
http://dx.doi.org/10.1177/0022034513483142
http://www.ncbi.nlm.nih.gov/pubmed/23525531
http://dx.doi.org/10.1136/annrheumdis-2013-204223
http://dx.doi.org/10.1136/annrheumdis-2013-204223
http://www.ncbi.nlm.nih.gov/pubmed/24095940

@’PLOS | ONE

Mining Disease Risk Patterns to Assess RA Risk

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Lee LY, Akhtar MM, Kirresh O, Gibson T. Interstitial keratitis and sensorineural hearing loss as a mani-
festation of rheumatoid arthritis: clinical lessons from a rare complication. BMJ Case Reports. 2012
Dec 14;2012.

Kapoor S. Beyond rheumatoid arthritis: The close association between interstitial cystitis and Sjogren's
syndrome. Neurourology and Urodynamics. 2015 Jan; 34(1):101. doi: 10.1002/nau.22500 PMID:
24150992

Haikola B, Huumonen S, Sipila K, Oikarinen K, Remes-Lyly T, S6derholm A-L. Radiological signs indi-
cating infection of dental origin in elderly Finns. Acta Odontologica Scandinavica. 2013 May-Jul; 71(3—
4):498-507.

O'Connor PJ. Crystal Deposition Disease and Psoriatic Arthritis. Seminars in musculoskeletal radiolo-
gy. 2013 Feb; 17(1):74-9. doi: 10.1055/s-0033-1333940 PMID: 23487338

Jaimes-Hemnandez J, Mendoza-Fuentes A, Meléndez-Mercado Cl, Aranda-Pereira P. Chronic eosino-
philic pneumonia: Autoimmune phenomenon or immunoallergic disease? Case report and literature re-
view. Reumatologia Clinica. 2012 May-Jun; 8(3):145-8. PMID: 9198947

Smolik I, Robinson D, El-Gabalawy HS. Periodontitis and rheumatoid arthritis: epidemiologic, clinical,
and immunologic associations. Compend Contin Educ Dent. 2009 May; 30(4):188-90, 92, 94 passim;
quiz 98,210. PMID: 19441735

Fischer TW, Bauer HI, Graefe T, Barta U, Elsner P. Erythema multiforme-like drug eruption with oral in-
volvement after intake of leflunomide. Dermatology. 2004; 207(4):386-9. PMID: 15471103

Choy E. Understanding the dynamics: pathways involved in the pathogenesis of rheumatoid arthritis.
Rheumatology (Oxford). 2012 Jul; 51(Suppl 5):v3-v11.

Cruz VA, Yamaguchi L, Ribeiro CN, Magalhdes VdO, Rego J, Silva NAd. Ulcerative colitis and rheuma-
toid arthritis: a rare association—case report. Revista Brasileira de Reumatologia. 2012 Aug; 52
(4):648-50. PMID: 22885429

Fraser K, Robertson L. Chronic urticaria and autoimmunity. Skin therapy letter. 2013 Nov-Dec; 18(7):5—
9. PMID: 24305753

Nyirjesy P, Nixon JM, Jordan CA, Buckley HR. Malassezia furfur folliculitis of the vulva: olive oil solves
the mystery. Obstetrics and gynecology. 1994 Oct; 84(4 Pt 2):710—1. PMID: 9205459

Ebringer A, Rashid T. Rheumatoid arthritis is caused by a Proteus urinary tract infection. APMIS. 2014
May; 122(5):363-8. doi: 10.1111/apm.12154 PMID: 23992372

PLOS ONE | DOI:10.1371/journal.pone.0122508 April 13,2015 20/20


http://dx.doi.org/10.1002/nau.22500
http://www.ncbi.nlm.nih.gov/pubmed/24150992
http://dx.doi.org/10.1055/s-0033-1333940
http://www.ncbi.nlm.nih.gov/pubmed/23487338
http://www.ncbi.nlm.nih.gov/pubmed/9198947
http://www.ncbi.nlm.nih.gov/pubmed/19441735
http://www.ncbi.nlm.nih.gov/pubmed/15471103
http://www.ncbi.nlm.nih.gov/pubmed/22885429
http://www.ncbi.nlm.nih.gov/pubmed/24305753
http://www.ncbi.nlm.nih.gov/pubmed/9205459
http://dx.doi.org/10.1111/apm.12154
http://www.ncbi.nlm.nih.gov/pubmed/23992372


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


