
Prediction of coronary heart disease in
rural Chinese adults: a cross sectional study
Qian Wang1,*, Wenxing Li2,*, Yongbin Wang1, Huijun Li1,
Desheng Zhai1 and Weidong Wu1

1 School of Public Health, Xinxiang Medical University, Xinxiang, Henan, China
2Department of Biochemistry and Molecular Biology, School of Basic Medical Sciences, Southern
Medical University, Guangzhou, Guangdong, China

* These authors contributed equally to this work.

ABSTRACT
Background: Coronary heart disease (CHD) is a common cardiovascular disease
with high morbidity and mortality in China. The CHD risk prediction model has a
great value in early prevention and diagnosis.
Methods: In this study, CHD risk prediction models among rural residents in
Xinxiang County were constructed using Random Forest (RF), Support Vector
Machine (SVM), and the least absolute shrinkage and selection operator (LASSO)
regression algorithms with identified 16 influencing factors.
Results: Results demonstrated that the CHDmodel using the RF classifier performed
best both on the training set and test set, with the highest area under the curve
(AUC = 1 and 0.9711), accuracy (one and 0.9389), sensitivity (one and 0.8725),
specificity (one and 0.9771), precision (one and 0.9563), F1-score (one and 0.9125),
and Matthews correlation coefficient (MCC = one and 0.8678), followed by the SVM
(AUC = 0.9860 and 0.9589) and the LASSO classifier (AUC = 0.9733 and 0.9587).
Besides, the RF model also had an increase in the net reclassification index (NRI) and
integrated discrimination improvement (IDI) values, and achieved a greater net
benefit in the decision curve analysis (DCA) compared with the SVM and LASSO
models.
Conclusion: The CHD risk prediction model constructed by the RF algorithm in this
study is conducive to the early diagnosis of CHD in rural residents of Xinxiang
County, Henan Province.

Subjects Cardiology, Epidemiology, Public Health, Data Mining and Machine Learning
Keywords Coronary heart disease, RandomForest, Support vectormachine, Xinxiang county, Least
absolute shrinkage and selection operator

INTRODUCTION
Cardiovascular disease remains the top cause of death in China, taking an estimated 3.97
million lives in 2016 (Liu et al., 2019). Coronary heart disease (CHD) is to blame for a large
share of the deaths, and the number of deaths is 232.2 deaths per 100,000 population.
The incidence of CHD grows rapidly and will remain an upward trend in the next decade.
The increasing burden of CHD has become a major public health problem in China
(Ma et al., 2020). Although massive medical resources and technologies are used to treat
this disease, recent studies have found that early prevention plays a vital role in reducing
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the incidence and death of CHD in many developed countries (Benjamin et al., 2019; Unal,
Critchley & Capewell, 2004). CHD develops slowly, usually over decades, so early
prevention and diagnosis have become immensely important in improving long-term
survival of patients with CHD (Richard, 2011).

The establishment of a risk prediction model is of great significance for the early
prevention and diagnosis of CHD (Chen et al., 2021; Jee et al., 2014; Savira et al., 2021).
The earliest well-known model of CHD was the Framingham model, which was developed
for assessing the 10-year risk of developing CHD. Sex, age, blood pressure, smoking
behavior, cholesterol (TC), low-density lipoprotein cholesterol (LDL_C), high-density
lipoprotein cholesterol (HDL_C), and diabetes status were considered as CHD risk
factors in their study (Wilson, D’Agostino & Levy, 1998). Since the introduction of the
Framingham Risk Score (FRS), countless CHD risk predictive models have been
developed. For example, the American Heart Association (ACC) and the American Heart
Association (AHA) developed ACC/AHA pooled cohort equations risk calculator to assess
10-year atherosclerotic cardiovascular disease (ASCVD) risk (Goff et al., 2013; Grundy
et al., 2019); In the UK, the JBS3 risk calculator was designed by the joint British societies
to estimate 10-year risk of cardiovascular disease as well as lifetime risk of cardiovascular
disease in all individuals (Board, 2014). In China, Yang et al. (2016) developed the
China-PAR equations for risk assessment of ASCVD among northern and southern China
populations. These models were mostly derived from the Framingham study and
performed well when applied to populations with similar high background cardiovascular
disease risk (Al-Shamsi, 2020; D’Agostino et al., 2001; Zheng et al., 2019). However,
studies of Bhatnagar (2017) and Kreatsoulas & Anand (2010) have found that social
environments, ethnic and geographic differences can cause changes in risk factors for
CHD. These tools often overestimate or underestimate CHD risk in new cohorts due to
regional and ethnic restrictions (Ganz et al., 2016; Hermansson & Kahan, 2018; Santos-
Ferreira et al., 2020; Wallisch et al., 2020).

With the development of machine learning technology and the expansion of its
application fields, machine learning for data mining in medicine and health care has
become a research hotspot (Alanazi, Abdullah & Qureshi, 2017; Giger, 2018; Vellido, 2019).
Compared with traditional statistical methods, machine learning can mine medical data
with higher dimensions, complex structures, and large amounts (Ahmed, Sankar &
Sandhya, 2021; Yue et al., 2020). Machine learning algorithms such as Naive Bayes
(Pouriyeh et al., 2017), decision tree (Tayefi et al., 2017), neural network (Karayılan &
Kılıç, 2017), Random Forest (RF) (Singh, Sinha & Singh, 2017), and Support Vector
Machine (SVM) (Gokulnath & Shantharajah, 2019) have been proven effective in their
capability of diagnosis of heart disease.

In this study, the least absolute shrinkage and selection operator (LASSO) regression
and two machine learning methods (SVM and RF) were used to develop a CHD risk
prediction model. Data comes from the 2017 survey of chronic non-communicable
diseases in Xinxiang County, Henan Province of China. Confusion matrix, net
reclassification index (NRI), integrated discrimination improvement (IDI), decision curve
analysis (DCA) and receiver operating characteristic (ROC) curve were adopted to
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evaluate the performance of different algorithms on predicting CHD among rural residents
in Xinxiang county. Moreover, CHD influencing factors for residents in Xinxiang County
were also identified.

MATERIALS & METHODS
Data collection
In this research, 10,691 residents from two townships (Lang Gong Temple township and
seven Li Ying township) of Xinxiang county, Henan province, in central China were
selected by multistage randomized cluster sampling and investigated with questionnaire
survey, physical examination, and lab tests. The participants ranged in age from 18 to 79,
with 4,352 males and 6,339 females. All participants received a written informed consent
before participating in this study. Questionnaire surveys included demographic information
(name, ID, address, contact number, gender, ethnicity, occupation, date of birth, civil
state, income, and medical services, etc.), lifestyles (smoking status, alcohol intake, eating
habits, tea drinking and athletic activity, etc.), sleep situation, personal and family history of
20 common chronic non-communicable diseases (hypertension, hyperlipidemia, diabetes,
CHD, stroke, emphysema, gastrointestinal disease, allergic rhinitis, chronic bronchitis,
asthma, kidney disease, gallbladder disease, chronic obstructive pulmonary disease, cancer,
liver disease, chronic hepatitis, pancreatic disease, skin disease, gout, and tuberculosis),
menstrual, reproductive history and gynecological diseases (for women) and psychologic
status. Anthropometric data included height, waistline, hipline, weight, body fat rate (BFR),
basal metabolic rate (BMR), visceral fat index (VFI), grip strength, and heart rate (HR).
Lab tests included blood routine (24 items), blood lipids, blood glucose (fasting blood glucose
(FBG), fasting insulin levels (FINS), and glycated hemoglobin A1c (HbA1c)), hepatic and
kidney function, resting blood pressure, urine routine, heavy metal in urine, stool routine,
bone mineral density, lung function, 12-lead resting electrocardiography, chest X-ray, and
abdominal ultrasonography.

The datasets of this study were derived from a cross-sectional survey of common
chronic noncommunicable diseases in rural areas of Henan, China, conducted by Xinxiang
Medical University Health Team. All methods were carried out in conformity to the
relevant guidelines and regulations approved by the Ethical Committee of Xinxiang
Medical University for Human Studies (protocol number XYLL-2016176, approved 9 June
2016) and all participants received written informed consent. Besides, this research meets
all the guidelines in the Declaration of Helsinki.

Data preprocessing
This part was to preprocess all the data of 10,691 participants collected above. This dataset
had a large number of missing and repeated values, contained variables that were not
related to CHD, and the data storage format was inconsistent. Therefore, it was necessary
to preprocess the original data to improve the accuracy of subsequent analysis. Process
of preparing data for prediction models for CHD comprises the following: (1) Data
selection. First, to develop the diagnosis model of CHD in central Chinese rural adult
populations, 915 patients with CHD and 2,829 residents without 20 common chronic
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non-communicable diseases were selected for analysis based on personal disease
history. Next, due to the large amount of information contained in the datasets, we only
extracted part of the attribute data closely related to CHD for analysis and processing.
The variables included ID, gender, age, smoking status, alcohol intake, psychological
status, height, hip circumference, weight, BMR, waist circumference, VFI, grip strength,
BFR, and HR. Lab tests included blood routine (24 items), blood lipids, blood glucose
(FBG, FINS, and HbA1c), hepatic and kidney function, resting blood pressure, and 12-lead
resting electrocardiography. (2) Data preprocessing. All variables were combined and
deduplicated based on ID. After that, the “impute” function of the R library “Hmsic” was
used to handle the missing values. The variable characteristics of the study participants
with missing values greater than 30% were deleted, and the variables less than 30% were
replaced with the average value. (3) Data transformation. For coding categorical variables
into numbers, an integer code was assigned to each category, for example, gender (which
had values 0 = male, 1 = female), smoking status (which had values 0 = nonsmoker,
1 = ever smoker, 2 = present smoker), alcohol intake (which had values 0 = nondrinker,
1 = ever drinker, 2 = current drinker), psychological status (which had values 1 = no
pressure, 2 = a little pressure, 3 = moderate pressure, 4 = severe pressure, 5 = extreme
pressure). Body mass index (BMI) was defined as weight divided by the square of height,
expressed in kg/m2, and was derived from mass (in kilograms) and height (in meters).
WHR was defined as the ratio of waist circumference to hip circumference. The systolic
blood pressure (SBP) and diastolic blood pressure (DBP) were the averages of the three
measurements.

Statistical analysis
After data preprocessing, 63 variables (Table 1) of 2,311 participants, including 1,458
controls and 853 cases, were selected for statistical analysis. The Shapiro–Wilk W test
was applied to detect whether the data came from a normal distribution. Continuous
variables that came from a normal distribution were presented as the mean ± standard
deviation and Student’s t-test was used to compare the means for these variables in the
different groups. For continuous variables not normally distributed, the median (Q1–Q3
quantiles) was displayed and analyzed with the Wilcoxon rank-sum test. For categorical
variables, numbers and percentages were presented and prevalence of these variables
was compared using Pearson’s Chi-squared test. Due to the small sample groups in some
variables, the comparison was using Fisher’s exact test. Results are shown in Table 1. Next,
a univariate analysis was performed as a means of identifying the predictor variables
related to CHD and screened out the variables with P < 0.05.

LASSO model
In this section, 2,311 participants with 63 variables (Table 1) were used to variable selection
and parameter estimation. LASSO regression algorithm is useful for fitting a wide
variety of models with high prediction accuracy and interpretability. LASSO shrinks the
absolute sum of the coefficients (L1 regularization) to be less than a fixed value (λ) and
assigns zero weights to some irrelevant features to perform variable selection and
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Table 1 Characteristics of participants according to CHD categories.

Variable Non-CHD CHD P

Gender <0.001

Male 433 (55.58) 346 (44.42)

Female 1025 (66.91) 507 (33.09)

Age 43.00 (32.00–51.00) 64.00 (58.00–69.00) <0.001

Smoking <0.001

Never 1201 (66.39) 608 (33.61)

Current 220 (66.67) 110 (33.33)

Ever 37 (21.51) 135 (78.49)

Drinking <0.001

Never 1210 (64.64) 662 (35.36)

Current 227 (67.56) 109 (32.44)

Ever 21 (20.39) 82 (79.61)

Pressure <0.001

No 847 (56.32) 656 (43.68)

Slight 313 (77.67) 90 (22.33)

Moderate 187 (82.38) 40 (17.62)

Severe 89 (61.81) 55 (38.19)

Extreme 22 (64.71) 12 (35.29)

PSQI 3.00 (2.00–4.00) 4.00 (2.00–6.00) <0.001

BFR 28.10 (23.60–32.10) 33.90 (29.00–37.90) <0.001

BMR 1321.00 (1220.25–1462.75) 1397.00 (1270.00–1580.00) <0.001

VFI 6.00 (4.00–9.00) 12.00 (9.00–15.00) <0.001

SBP 114.33 (107.33–123.00) 135.00 (122.00–148.33) <0.001

DBP 73.33 (68.67–78.67) 81.67 (75.00–89.33) <0.001

WHR 0.83 (0.78–0.87) 0.93 (0.87–0.98) <0.001

BMI 42.24 (39.95–44.38) 42.96 (40.96–45.22) <0.001

WBC (×109/L) 5.40 (4.60–6.40) 5.90 (5.10–6.90) <0.001

PLCR% 32.70 (27.90–38.40) 32.80 (27.30–38.40) 0.425

MONO% 5.50 (4.60–6.50) 5.40 (4.60–6.40) 0.051

MONO (×109/L) 0.30 (0.24–0.37) 0.32 (0.26–0.40) <0.001

HCT 41.90 (39.20–45.40) 43.90 (41.40–46.50) <0.001

RDW_CV 13.10 (12.60–13.80) 13.30 (12.80–13.80) <0.001

RBC (×1012/L) 4.59 (4.34–4.91) 4.73 (4.44–5.04) <0.001

RDW_SD 43.00 (41.00–45.00) 44.00 (42.00–46.00) <0.001

LYMPH% 33.92 ± 7.85 33.70 ± 8.11 0.506

LYMPH (×109/L) 1.80 (1.49–2.17) 1.93 (1.61–2.36) <0.001

MCV 91.50 (87.73–95.10) 92.50 (89.60–96.50) <0.001

MCH 29.40 (28.20–30.50) 29.70 (28.70–30.70) <0.001

HCHC 321.00 (311.00–329.00) 321.00 (311.00–328.00) 0.638

MPV 11.10 (10.50–11.70) 11.10 (10.40–11.70) 0.476

BASO% 0.30 (0.20–0.50) 0.40 (0.20–0.50) 0.019

BASO (×109/L) 0.022 (0.010–0.030) 0.025 (0.010–0.030) <0.001

EOS% 1.40 (0.80–2.20) 1.60 (1.00–2.60) <0.001

(Continued)
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Table 1 (continued)

Variable Non-CHD CHD P

EOS (×109/L) 0.07 (0.04–0.12) 0.10 (0.06–0.16) <0.001

HGB 134.00 (125.00–146.00) 140.00 (131.00–150.00) <0.001

PCT 0.26 (0.22–0.30) 0.25 (0.22–0.29) <0.001

PDW 12.30 (11.30–13.80) 12.40 (11.30–13.80) 0.771

PLT (×109/L) 237.00 (198.25–275.75) 228.00 (192.00–267.00) 0.002

NEUT% 57.80 (52.50–63.90) 58.30 (52.40–63.60) 0.601

NEUT 3.09 (2.50–3.88) 3.45 (2.75–4.16) <0.001

LDL_C 2.36 (2.08–2.65) 2.94 (2.42–3.54) <0.001

TG 0.91 (0.71–1.17) 1.57 (1.11–2.24) <0.001

HDL_C 1.32 (1.18–1.52) 1.18 (1.02–1.39) <0.001

TC 4.40 (4.10–4.80) 5.20 (4.50–6.00) <0.001

FBG 5.10 (4.90–5.50) 5.60 (5.20–6.30) <0.001

HbA1c 5.30 (5.00–5.60) 5.90 (5.50–6.40) <0.001

FINS 5.80 (4.10–8.10) 7.50 (5.10–11.20) <0.001

ALT 15.00 (11.00–21.00) 19.00 (15.00–26.00) <0.001

Creatinine 58.00 (51.00–66.00) 63.00 (54.87–73.00) <0.001

IBIL 10.80 (8.00–14.80) 12.10 (9.10–15.50) <0.001

ALP 72.00 (59.00–87.00) 87.00 (74.00–104.00) <0.001

Urea 4.50 (3.86–5.50) 5.10 (4.35–6.14) <0.001

Uric_acid 257.66 (215.00–307.00) 291.00 (243.00–346.00) <0.001

AST 20.00 (18.00–23.00) 22.00 (19.00–26.00) <0.001

DBIL 3.90 (3.10–5.00) 3.90 (3.10–5.00) 0.721

TBIL 14.75 (11.20–19.80) 15.90 (12.40–20.20) <0.001

THB 14.64 (12.78–16.60) 15.45 (13.73–17.34) <0.001

HR 67.00 (62.00–73.00) 67.00 (61.00–74.00) 0.660

RR 0.885(0.815–0.965) 0.891 (0.805–0.976) 0.753

PR 0.148 (0.137–0.161) 0.154 (0.142–0.168) <0.001

QRS 0.099 (0.094–0.105) 0.100 (0.094–0.108) 0.006

QT 0.394 (0.379–0.411) 0.405 (0.385–0.424) <0.001

QTc 0.419 (0.406–0.432) 0.429 (0.414–0.444) <0.001

SV1 + RV5 2.190 (1.790–2.640) 2.390 (1.940–2.910) <0.001

ECGNOTE <0.001

Normal 1305 (73.19) 479 (26.81)

Load 102 (41.63) 143 (58.37)

Overload 51 (18.09) 231 (81.91)

Note:
PSQI, Pittsburgh sleep quality index; BFR, body fat rate; BMR, basal metabolic rate; VFI, visceral fat index; SBP, systolic
blood pressure; DBP, diastolic blood pressure; WHR, waist-to-hip ratio; WBC, white blood cells; PLCR%, platelet ratio;
MONO%, percentage of monocytes; MONO, monocyte; HCT, hematocrit; RDW-CV, variable coefficient of red cell
distribution width; RBC, red blood cells; RDW-SD, a standard deviation of red cell distribution width; LYMPH%,
percentage of lymphocytes; LYMPH, lymphocyte; MCV, mean corpuscular volume; MCH, mean corpuscular
hemoglobin; HCHC, mean corpuscular hemoglobin concentration; MPV, mean platelet volume; BASO%, percentage of
basophils; BASO, basophil; EOS%, percentage of eosinophils; EOS, eosinophil; HGB, hemoglobin; PCT, platelet
hematocrit; PDW, platelet distribution width; PLT, platelet; NEUT%, percentage of neutrophils; NEUT, neutrophil;
LDL_C, low-density lipoprotein cholesterol; TG, triglycerides; HDL_C, high-density lipoprotein cholesterol; TC, total
cholesterol; FBG, fasting blood glucose; HbA1c, glycated hemoglobin A1c; FINS, fasting insulin levels; ALT, alanine
aminotransferase; IBIL, indirect bilirubin; ALP, alkaline phosphatase; TBIL, total bilirubin; AST, aspartate
aminotransferase; DBIL, direct bilirubin; THB, total hemoglobin; HR, heart rate.
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parameter estimation. λ is chosen with an automated ten-fold cross-validation approach.
LASSO can minimize collinearity and overfitting when multicollinearity is present
among input variables (Muthukrishnan & Rohini, 2016; Tibshirani, 2011). In this research,
LASSO was applied for variable selection and parameter estimation of the influencing
factors for CHD. Variables with a regression coefficient of zero after shrinkage were
eliminated from the model. Then the remaining variables were entered into the regression
model implemented with the R package (Friedman, Hastie & Tibshirani, 2010).

At last, 16 predictors (BFR, WHR, TG, HbA1c, LDL_C, TC, PSQI, VFI, age, SBP, FBG,
ALT, creatinine, ECGNOTE, smoking, and drinking) of 2,311 participants were screened
out for developing the CHD model with the LASSO, SVM and RF.

SVM model
SVM is a supervised learning algorithm. Its learning strategy is to seek the optimal
segmentation hyperplane using support vectors and margins to classify the data. SVM can
be used for classification and regression analysis. As a training algorithm, SVM has high
accuracy and less prone to overfitting (Noble, 2006). In this research, the “tune.svm”

function with an automated ten-fold cross-validation was applied for parameter tuning
and the “svm” function in the “e1071” R package was used for the construction of CHD
model (Meyer et al., 2021).

RF model
RF is a classifier containing multiple decision trees, and its output classification result is
determined by the highest votes of all the tree. It is an ensemble learning method can be
used for classification and regression. RF can solve the overfitting problem that often
occurs in decision trees, and get more accurate prediction models (Breiman, 2001;
Cutler, Cutler & Stevens, 2012). RF, compiled in the R package “randomForest” was
chosen as a classifier to predict future possibilities of CHD with GHC data (Liaw &
Wiener, 2002). A ten-fold cross-validation procedure was employed to optimize the
parameters (ntree and mtry).

Effectiveness of risk prediction models
The performance of risk prediction models can be evaluated in various ways. In this
study, the effectiveness of the three CHD models generated by LASSO, SVM, and RF
classifiers were all assessed using classification accuracy, sensitivity, specificity, precision,
F1-score, Matthews correlation coefficient (MCC), and AUC measures of ROC curves.
Besides, the NRI and IDI were also calculated using the “reclassification” functions in the
“PredictABEL” package in R (Kundu et al., 2011). NRI and IDI were used to assess model
discrimination with the cutoff = 0.5. AUC, NRI, and IDI are three metrics that are
increasingly used together in the assessment of binary outcomes models (Martens, Tonk &
Janssens, 2019). In addition, DCA was used to evaluate the net benefit across a range of
threshold probabilities among the three models developed by LASSO, SVM, and RF
classifiers, and identified the optimal model (Vickers & Elkin, 2006).
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RESULTS
General characteristics of the participants
After data preprocessing, 2,311 rural residents including 779 males and 1,532 females
with 63 variables of Xinxiang county, Henan province in China were screened out for
analysis. Results of descriptive statistics for the selected 63 variables in groups with
and without CHD for the 2,311 individuals are shown in Table 1. Compared with the
controls, patients with CHD were more likely to be males, older, ever-smokers, and
ever-drinkers, and had higher PSQI, BFR, BMR, VFI, SBP, DBP, WHR, and BMI
(P < 0.001). Besides, blood test results (24 items) showed that patients with CHD had a
higher WBC count including five subtypes NEUT count, LYMPH count, MONO count,
BASO count, EOS count, and the percentage of EOS than the control group (P < 0.001).
The levels of RBC, HGB, RDW-CV, RDW-SD, HCT, MCV, and MCH were also
elevated in patients with CHD (P < 0.001). In contrast, PCT and PLT counts were
significantly lower in CHD patients compared to the normal group (P < 0.001 and
P = 0.002). Additionally, the level of blood glucose (FBG, HbA1c, and FINS) and blood
lipid (LDL_C, TG, and TC) of patients with CHD was significantly higher than that
without CHD (P < 0.001). However, compared with the control group, the level of HDL_C
was decreased in patients with CHD. All indices of hepatic and renal function (ALT,
creatinine, IBIL, ALP, urea, uric_acid, AST, TBIL, and THB) were all significantly elevated
in patients with CHD except DBIL. Prolonged PR and QT intervals, QRS duration, QTc,
and SV1 + RV5 on resting 12 lead resting ECGs were observed in the CHD patients
(P < 0.001). All of these variables except for RDW_CV and PR intervals that differed
between the CHD group and the normal group were also statistically significant in
univariate logistic regression (P < 0.01) (Table S1). For example, the prevalence of
CHD increased with age (OR = 1.15, 95% CI = 1.14–1.16) and was higher in men than in
women (OR = 0.62, 95% CI = 0.52–0.74). In addition, CHD prevalence also increased
with high MONO counts (OR = 5.40, 95% CI = 2.47–11.80) and EOS counts (OR = 5.82,
95% CI = 2.72–12.43), elevated LDL_C (OR = 5.99, 95% CI = 4.98–7.20), TG (OR = 20.16,
95% CI = 15.24–26.68) and TC (OR = 5.23, 95% CI = 4.43–6.16) levels, high FBG
(OR = 3.39, 95% CI = 2.91–3.95) and HbA1c (OR = 8.01, 95% CI = 6.47–9.91) levels with
all P < 0.001.

Parameter evaluation and feature selection
Parameters tuning for different models were performed by ten-fold cross-validation
that gave the best hyper parameters with the lowest cross-validation average error.
The optimal parameters combination for svm model were 0.01 for gamma and 100 for
cost. The best mtry and ntree for RF model were 150 and eight. To choose the most useful
explanatory variables from 63 candidate variables, first, univariate logistic regression
analysis was used to preliminarily screen the variables significantly associated with CHD.
A total of ten variables including PLCR%, RDW_CV, LYMPH%, HCHC, MPV, PDW,
NEUT%, DBIL, HR, and RR not statistically significant associated with CHD (P > 0.05)
were excluded (Table S1). Next, automated ten-fold cross-validation of the LASSO
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regression (cv.glmnet) was used for selecting the most parsimonious model with the
largest λ (lambda.lse = 0.02) whose error was no more than one standard error above the
error of the best model. Sixteen variables (BFR, WHR, TG, HbA1c, LDL_C, TC, PSQI, VFI,
age, SBP, FBG, ALT, creatinine, ECGNOTE, smoking, and drinking) with non-zero
coefficient were screened out. Among the 16 variables, WHR, TG, and ECGNOTE had the
largest coefficients, namely 1.5355, 1.004, and 0.8523 respectively. In contrast, BFR, ALT,
and creatinine had the smallest coefficients, which were 0.0035, 0.0031, and 0.0002
respectively. Finally, a total of 2,311 participants (1,458 controls and 853 CHD patients)
including 16 variable features were selected to construct the CHD model with the LASSO,
SVM, and RF methods. A training dataset (70% of the patients with CHD and 70% of
the controls without CHD) was for developing the risk prediction models, and a test
dataset (30% of the patients with CHD and 30% of the controls without CHD) to test the
performance of the model.

Comparison of predictive model performance
Performance assessment of the three models is presented in Table 2. Overall, the three
classifiers (LASSO, SVM, and RF) performed well in categorizing CHD patients and
non-CHD individuals. The three models all achieved significantly higher AUC values
(>0.95). Among the three classifiers, RF attained the best performance on risk prediction of
CHD, with highest accuracy (1.00 and 0.9389), sensitivity (1.00 and 0.8725), specificity

Table 2 Model performance of the three classifiers.

Models Performance Train (%) Test (%)

LASSO Accuracy 92.12 89.52

Precision 91.43 88.41

Sensitivity 86.88 82.07

Specificity 95.21 93.81

F1-score 89.10 85.12

MCC 83.00 77.18

SVM Accuracy 96.61 91.27

Precision 98.24 91.70

Sensitivity 92.52 83.67

Specificity 99.02 95.64

F1-score 95.30 87.50

MCC 92.75 81.01

RF Accuracy 100 93.89

Precision 100 95.63

Sensitivity 100 87.25

Specificity 100 97.71

F1-score 100 91.25

MCC 100 86.78

Note:
LASSO, least absolute shrinkage and selection operator regression algorithms; RF, Random Forest; SVM, Support Vector
Machine.

Wang et al. (2021), PeerJ, DOI 10.7717/peerj.12259 9/20

http://dx.doi.org/10.7717/peerj.12259
https://peerj.com/


(1.00 and 0.9771), precision (1.00 and 0.9563), F1-score (1.00 and 0.9125), and MCC (1.00
and 0.8678) on both the training set and test set, followed by SVMmodel, while the LASSO
model performed worst. Details are shown in Table 2.

The ROC curve results of the three CHD models are shown in Fig. 1. The CHD models
constructed by the RF algorithm can provide a consistently high accuracy for predicting
CHD outcome, with the highest AUC both on the training set and test set (1.00 and
0.9711), followed by SVM (0.9860 and 0.9589) and LASSO (0.9733 and 0.9587).
Besides, the IDI and categorical NRI were also calculated. Results showed that the RF
model had significantly improvement in CHD risk prediction both on the training set
(NRI = 8.52%, 95% CI = 6.32%~10.72%, P < 0.001 and IDI = 9.54%, 95% CI = 8.15%
~10.94%, P < 0.001) and the test set (NRI = 6.39%, 95% CI = 2.59%~10.19%, P = 0.00099
and IDI = 4.21%, 95% CI = 1.68%~6.74%, P = 0.00112) compared with the SVM model.
The RF model was also better than the LASSO model both on the training set
(NRI = 17.92%, 95% CI = 14.92%~20.92%, P < 0.001 and IDI = 19.50%, 95% CI = 17.71%
~21.29%, P < 0.001) and the test set (NRI = 8.85%, 95% CI = 5.07%~12.63%, P < 0.001
and IDI = 8.78%, 95% CI = 6.45%~11.11%, P < 0.001). The SVM model was superior to
the LASSO model both on the training set (NRI = 9.40%, 95% CI = 6.88%~11.92%,
P < 0.001 and IDI = 9.95%, 95% CI = 8.57%~11.34%, P < 0.001) and the test set
(NRI = 2.46%, 95% CI = −1.30%~6.23%, P = 0.19969 and IDI = 4.57%, 95% CI = 2.58%
~6.57%, P = 10−5), but not statistically significant of NRI on the test set. Besides,
results of DCA also indicated the CHD risk prediction model developed by the RF classifier
had a higher net benefit than the models constructed by SVM and Lasso methods both on
the training set and test set (Fig. 2).

Figure 1 ROC curves of the three classifiers. An estimated AUC under the ROC curve of the RF, SVM
and LASSO classification and prediction model for cases classified as presence of CHD and absence of
CHD in the training dataset and test dataset, where the true positive rate is sensitivity on the y-axis and
the true negative rate is the difference (specificity) on the x-axis.

Full-size DOI: 10.7717/peerj.12259/fig-1
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DISCUSSION
This study aims to establish a CHD prediction model suitable for a Chinese rural
population from Xinxiang county, Henan province. Generally speaking, the three CHD
models all performed well, and the AUC value reached more than 95%. Among the
three models, RF performed best with the highest values in ten performance metrics
(accuracy, precision, sensitivity, specificity, F1-score, MCC, AUC, NRI, IDI and DCA) on
the training set as well as the test set, followed by SVM, and the LASSO model performed
worst.

Early diagnosis and intervention of CHD plays an important role in reducing the
death caused by this disease (Adams, Bojara & Schunk, 2018). There are many
ways to diagnose CHD, including exercise electrocardiogram (Singh et al., 2020),
echocardiography (Mertes et al., 1991), coronary angiography (Newby et al., 2015;
Williams et al., 2016), and so on. Among them, coronary angiography can directly observe
the location of coronary artery lesions, the degree of stenosis and the smoothness of
distal blood flow. It is considered to be the gold standard for the diagnosis of CHD (Wu
et al., 2019). However, conventional coronary angiography is an invasive examination
method, and the cost of computed tomography coronary angiography is relatively high
(Darlington et al., 2015). In rural areas of China, due to the limited medical level, this CHD
diagnosis method has not been widely used. Although exercise ECG is a non-invasive
and low-cost diagnostic method for CHD, its low sensitivity can easily lead to misdiagnosis
(Singh et al., 2020). Therefore, it is necessary to develop a highly sensitive, accurate and
low-cost diagnostic method for CHD for rural residents in Henan, China. This study
combined the easily accessible health examination indicators and questionnaire survey
data of residents in Xinxiang County, Henan Province, and used machine learning

Figure 2 DCA curve of CHD models constructed by three methods (RF, SVM and LASSO).
The y-axis shows the net benefit. The x-axis indicates the threshold probability. The grey line repre-
sents the assumption that all individuals have CHD. The solid line indicates the hypothesis that no one is
diagnosed as CHD. Full-size DOI: 10.7717/peerj.12259/fig-2

Wang et al. (2021), PeerJ, DOI 10.7717/peerj.12259 11/20

http://dx.doi.org/10.7717/peerj.12259/fig-2
http://dx.doi.org/10.7717/peerj.12259
https://peerj.com/


methods to construct a CHD risk prediction model. Among them, the RF model
performed best, with the highest accuracy and AUC (93.89% and 0.9711), followed
by the SVM model (91.27% and 0.9589), and LASSO model (89.52% and 0.9587).
It demonstrated that RF classifier applied to routine physical examination data could be
used to predict the risk of CHD and provide assistance to the local disease control center in
formulating preventive measures for CHD.

So far, numerous CHD risk prediction models have been established. Framingham risk
scales, ACC/AHA, QRISK, QRISK2, and SCORE were constructed from population
cohort data and widely used for disease prevention (Collins & Altman, 2012; Goff et al.,
2013; Wilson, D’Agostino & Levy, 1998). However, due to the new risk factors of CHD
discovered and machine learning applications in healthcare, various new CHD risk models
using machine learning algorithms were also constructed. For example, Kathleen, Julia &
George (2016) developed four CHD diagnosis and outcome prediction models using an
adaptive boosting algorithm with four different data sets from Cleveland Clinic
Foundation (CCF), Hungarian Institute of Cardiology (HIC), Long Beach Medical Center
(LBMC), and Switzerland University Hospital (SUH). Results showed that AUCs and
accuracies for CCF, HIC, LBMC, and SUH CHD models utilizing 28 input attributes were
0.8526 and 80.14%, 0.9212 and 89.12%, 0.6864 and 77.78%, and 0.6357 and 96.72%,
respectively (Kathleen, Julia & George, 2016). In another Korean study, Jae et al developed
a neural network-based CHD risk prediction model using nine features with AUC 0.749
and 82.51% (Kim & Kang, 2017). In addition, Beunza et al. (2019) constructed CHD risk
prediction models for 4,240 participants from the open database of the Framingham Heart
Study using five different algorithms, decision tree, RF, SVM, neural networks, and logistic
regression implemented with two different software tools. In their study, they found that
neural networks attained the best performance in the prediction of CHD incidents with
AUC = 0.71 when analyzing the data in R-Studio, and the SVM performed best with
AUC = 0.75 when analyzing the data in RapidMiner. In this study, 2,311 rural residents
with 16 variables of Xinxiang county, Henan province in China were screened out for
developing the CHD risk prediction models using two machine learning algorithms (SVM
and RF), with LASSO as a baseline comparison. The models constructed by the three
classifiers (RF, SVM, and LASSO) performed well in the prediction of CHD risk, with
accuracy and AUC values greater than 89% and 0.95 on both the training set and the test
set. Compared to previous CHD models, fewer features were utilized and better prediction
performances were obtained of our models.

According to the China Health Statistics Yearbook in 2018, the death rate of CHD for
urban residents was 115.32 per 100,000, and the death rate of CHD for rural residents
was 122.04 per 100,000 in 2017. The mortality rate of CHD has been increasing since 2012,
and the mortality rate in rural areas has increased significantly, which has exceeded the
urban level by 2016 (China NBoSo, 2018; Ma et al., 2020). In the United States, CHD
affected 18,200,000 people (age ≥ 20), with a prevalence of 6.7%, and there were 365,914
deaths from CHD in 2017. From 2006 to 2016, the annual mortality rate of CHD
among the American population declined 31.8%. In addition, the mortality rate of CHD in
urban areas was lower than that in rural areas (Benjamin et al., 2019). There are many
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reasons for the difference in CHD incidence and mortality between China and the
United States, such as geographical location, eating habits, ethnic differences, economic
level, and so on (Bhatnagar, 2017; Kreatsoulas & Anand, 2010; Mirzaei et al., 2009). Here
we mainly discuss the impact of CHD risk factors on this difference. Smoking, high
blood pressure, high levels of TC, LDL-C, HDL-C, diabetes mellitus, and age were
well-established independent risk factors of CHD, which had been elucidated by the
Framingham Heart Study in US (Wilson, D’Agostino & Levy, 1998). Besides, obesity and
lack of exercise were also considered as risk factors for CHD by the AHA (Bogers et al.,
2007; Powell-Wiley et al., 2021). The decline in mortality from CHD in the United States is
largely attributable to changes in CHD risk factors, including reductions in blood
cholesterol, SBP, smoking prevalence, physical inactivity, and improvements in diagnosis
and treatment (Kulshreshtha et al., 2014; Singh et al., 2019). Compared with populations in
US, the increase of CHD death rate in China is attributable to lifestyle and living
conditions changes caused by economic development, from carbohydrates for energy and
heavy labouring work to protein, lipid for energy and sedentary with economic
development. Hypertension, smoking, overweight, hypercholesterolaemia (total
cholesterol > 5.20 mmol/l), and diabetes became more prevalent and promoted the
incidence of CHD in the Chinese population. Although the five risk factors for CHD in the
Chinese population were consistent with those in the US population, the total serum
cholesterol level in the Chinese population was lower than that in the US population (Lu
et al., 2018; Zhang, Lu & Liu, 2008). In addition, in both the United States and China,
mortality from CHD was higher in rural areas than in urban areas, which was closely
related to socioeconomic status (O’Connor & Wellenius, 2012). In this research, sixteen
variables (BFR, WHR, TG, HbA1c, LDL_C, TC, PSQI, VFI, age, SBP, FBG, ALT,
creatinine, ECGNOTE, smoking, and drinking) with nonzero coefficients were considered
as the predictors for CHD of rural residents of Xinxiang County, Henan Province. Among
the 16 predictors, BFR, WHR, FBG, TG, LDL_C, TC, VFI, age, SBP, ALT, creatinine and
smoking have been confirmed to be related to the onset of CHD (Emdin et al., 2017;
Klempfner et al., 2016). However, a study conducted in Iran showed the use of ECG to
predict coronary artery stenosis was poor, and the sensitivity and specificity were 51.5%
and 66.1%, respectively (Mahmoodzadeh et al., 2011). Besides, a study conducted on
Singaporean non-diabetic Chinese indicated that there was a significant association
between creatinine and CHD, but no significant association was seen between HbA1c
and CHD (Salim et al., 2020). Moreover, Tolstrup et al. (2006) observed a negative
association between alcohol intake and CHD for women, whereas among men, drinking
frequency inverse associated with the risk of CHD in Denmark. Whether these factors are
risk factors for CHD needs further study.

The data of this study came from a cross-sectional survey of common chronic
noncommunicable diseases in rural areas of Henan Province in China. There was a lot
of missing, duplicate, and unrelated information in the datasets. To achieve the best
performance, data pre-processing was performed. Among the variables in our datasets,
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there were couples of variables highly correlated, such as IBIL and TBIL, ALT and AST,
SBP and DBP, HCT and RBC, HCT and HGB, RBC and HGB, LDL_C and TC, MCV and
MCH. Therefore, LASSO was used for features selection. LASSO performs well on the
variable selection of the datasets with multicollinearity and high dimensionality among
the variables. The LASSO method uses a regularization method to constrain the
parameters of the model. It sets an upper limit for the sum of the absolute values of all
parameters and shrinks some parameters in the model to zero. At last, features with
non-zero coefficients in the model are retained. This process can filter features and reduce
prediction errors (Muthukrishnan & Rohini, 2016; Tibshirani, 2011).

To reduce the burden of CHD in Xinxiang County, Henan Province, on the one
hand, government agencies need to improve the level and quality of medical care and
strengthen the control of CHD risk factors. On the other hand, for those high-risk groups
who have smoking or drinking habits, high waist-to-hip ratio, poor sleep quality, high
creatinine, high blood sugar, hyperlipidemia and the elderly, it is necessary to vigorously
promote health knowledge and actively control behavioral risk factors, such as
avoiding unhealthy diet, engaging in regular physical activity, etc. In addition, local
physician need to further confirm the CHD patients predicted by the model in this study,
especially those with hypertension, hyperglycemia, hyperlipidemia, overweight and
smoking history, and make sure they have access to early diagnosis and treatment.

Some limitations of this study included the following: First, although the overall sample
size in this research was large, there was a small number of CHD cases, and the participants
were mainly from two communities in Xinxiang County, Henan Province. More
participants from different regions and races are needed. Second, the CHD models in this
study were developed with a cross-sectional dataset. Accurate prediction of CHD risk
depends on long-term prospective cohort studies. Third, outcome events were obtained
through a questionnaire survey, which may have some influence on the result. In future
studies, we will complete the collection of this cohort data and verify these results.

CONCLUSIONS
In conclusion, we developed a CHD risk prediction model for Xinxiang county rural
residents and compared the estimates from the model with the other CHD models. With
limited medical conditions in rural areas, physical examinations are cheaper and more
accessible than coronary angiography. Therefore, in this study, physical examination
indicators combined with machine learning method were used to construct a CHD
risk prediction model. Results showed that the CHD model constructed in this study
performed well and had higher accuracy, precision and AUC compared with the previous
models. Thus using machine learning methods combined with health examination
indicators to build models for complex disease diagnosis is promising. In addition, with the
gradual rise in CHD events, the prevention and treatment of CHD influencing factors such
as BFR, WHR, TG, HbA1c, LDL_C, TC, PSQI, VFI, age, SBP, FBG, ALT, creatinine,
ECGNOTE, smoking, and drinking are important public health concerns.

Wang et al. (2021), PeerJ, DOI 10.7717/peerj.12259 14/20

http://dx.doi.org/10.7717/peerj.12259
https://peerj.com/


ADDITIONAL INFORMATION AND DECLARATIONS

Funding
This work was supported by the National Key Research and Development Program of
China (2016YFC0900803), the National Natural Science Foundation of China (Grant No.
82001117), and the Scientific and Technological Development Foundation of Henan
province (China) (Grant No.202102310401). The funders had no role in study design, data
collection and analysis, decision to publish, or preparation of the manuscript.

Grant Disclosures
The following grant information was disclosed by the authors:
National Key Research and Development Program of China: 2016YFC0900803.
National Natural Science Foundation of China: 82001117.
Scientific and Technological Development Foundation: 202102310401.

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

Author Contributions
� Qian Wang conceived and designed the experiments, performed the experiments,
analyzed the data, prepared figures and/or tables, authored or reviewed drafts of the
paper, and approved the final draft.

� Wenxing Li conceived and designed the experiments, performed the experiments,
analyzed the data, prepared figures and/or tables, authored or reviewed drafts of the
paper, and approved the final draft.

� Yongbin Wang performed the experiments, analyzed the data, prepared figures and/or
tables, and approved the final draft.

� Huijun Li performed the experiments, prepared figures and/or tables, and approved the
final draft.

� Desheng Zhai performed the experiments, analyzed the data, prepared figures and/or
tables, and approved the final draft.

� Weidong Wu conceived and designed the experiments, analyzed the data, authored or
reviewed drafts of the paper, and approved the final draft.

Human Ethics
The following information was supplied relating to ethical approvals (i.e., approving body
and any reference numbers):

Ethical approval was obtained from the Xinxiang Medical University Life Science Ethics
Committee (XYLL-2016176).

Data Availability
The following information was supplied regarding data availability:

The raw data and code are available in the Supplemental Files.

Wang et al. (2021), PeerJ, DOI 10.7717/peerj.12259 15/20

http://dx.doi.org/10.7717/peerj.12259#supplemental-information
http://dx.doi.org/10.7717/peerj.12259
https://peerj.com/


Supplemental Information
Supplemental information for this article can be found online at http://dx.doi.org/10.7717/
peerj.12259#supplemental-information.

REFERENCES
Adams A, Bojara W, Schunk K. 2018. Early diagnosis and treatment of coronary heart disease in

asymptomatic subjects with advanced vascular atherosclerosis of the carotid artery (type III and
IV b findings using ultrasound) and risk factors. Cardiology Research 9(1):22–27
DOI 10.14740/cr667w.

Ahmed ST, Sankar S, Sandhya M. 2021. Multi-objective optimal medical data informatics
standardization and processing technique for telemedicine via machine learning approach.
Journal of Ambient Intelligence and Humanized Computing 12(5):5349–5358
DOI 10.1007/s12652-020-02016-9.

Al-Shamsi S. 2020. Performance of the Framingham coronary heart disease risk score for
predicting 10-year cardiac risk in adult United Arab Emirates nationals without diabetes: a
retrospective cohort study. BMC Family Practice 21(1):175 DOI 10.1186/s12875-020-01246-2.

Alanazi HO, Abdullah AH, Qureshi KN. 2017. A critical review for developing accurate and
dynamic predictive models using machine learning methods in medicine and health care.
Journal of Medical Systems 41(4):69 DOI 10.1007/s10916-017-0715-6.

Benjamin EJ, Muntner P, Alonso A, Bittencourt MS, Callaway CW, Carson AP,
Chamberlain AM, Chang AR, Cheng S, Das SR, Delling FN, Djousse L, Elkind MSV,
Ferguson JF, Fornage M, Jordan LC, Khan SS, Kissela BM, Knutson KL, Kwan TW,
Lackland DT, Lewis TT, Lichtman JH, Longenecker CT, Loop MS, Lutsey PL, Martin SS,
Matsushita K, Moran AE, Mussolino ME, O’Flaherty M, Pandey A, Perak AM,
Rosamond WD, Roth GA, Sampson UKA, Satou GM, Schroeder EB, Shah SH, Spartano NL,
Stokes A, Tirschwell DL, Tsao CW, Turakhia MP, VanWagner LB, Wilkins JT, Wong SS,
Virani SS, American Heart Association Council on E, Prevention Statistics C, Stroke
Statistics S. 2019. Heart disease and stroke statistics-2019 update: a report from the american
heart association. Circulation 139:e56–e528 DOI 10.1161/CIR.0000000000000659.

Beunza J-J, Puertas E, García-Ovejero E, Villalba G, Condes E, Koleva G, Hurtado C,
Landecho MF. 2019. Comparison of machine learning algorithms for clinical event prediction
(risk of coronary heart disease). Journal of Biomedical Informatics 97:103257
DOI 10.1016/j.jbi.2019.103257.

Bhatnagar A. 2017. Environmental determinants of cardiovascular disease. Circulation Research
121(2):162–180 DOI 10.1161/CIRCRESAHA.117.306458.

Board JBS. 2014. Joint British Societies’ consensus recommendations for the prevention of
cardiovascular disease (JBS3). Heart 100(Suppl 2):ii1–ii67 DOI 10.1136/heartjnl-2014-305693.

Bogers RP, Bemelmans WJE, Hoogenveen RT, Boshuizen HC, Woodward M, Knekt P,
van Dam RM, Hu FB, Visscher TLS, Menotti A, Thorpe RJ Jr, Jamrozik K, Calling S,
Strand BH, Shipley MJ, Investigators B-CC. 2007. Association of overweight with increased
risk of coronary heart disease partly independent of blood pressure and cholesterol levels: a
meta-analysis of 21 Cohort studies including more than 300,000 persons. Archives of Internal
Medicine 167(16):1720–1728 DOI 10.1001/archinte.167.16.1720.

Breiman. 2001. Random forests. Machine Learning 45(1):5–32.

Chen S, Kawasaki Y, Hu H, Kuwahara K, Yamamoto M, Uehara A, Honda T, Yamamoto S,
Nakagawa T, Miyamoto T, Okazaki H, Hori A, ShimizuM, Murakami T, Kochi T, Eguchi M,
Imai T, Nishihara A, Tomita K, Akter S, Kabe I, Mizoue T, Dohi S. 2021. Smoking cessation,

Wang et al. (2021), PeerJ, DOI 10.7717/peerj.12259 16/20

http://dx.doi.org/10.7717/peerj.12259#supplemental-information
http://dx.doi.org/10.7717/peerj.12259#supplemental-information
http://dx.doi.org/10.14740/cr667w
http://dx.doi.org/10.1007/s12652-020-02016-9
http://dx.doi.org/10.1186/s12875-020-01246-2
http://dx.doi.org/10.1007/s10916-017-0715-6
http://dx.doi.org/10.1161/CIR.0000000000000659
http://dx.doi.org/10.1016/j.jbi.2019.103257
http://dx.doi.org/10.1161/CIRCRESAHA.117.306458
http://dx.doi.org/10.1136/heartjnl-2014-305693
http://dx.doi.org/10.1001/archinte.167.16.1720
http://dx.doi.org/10.7717/peerj.12259
https://peerj.com/


weight gain, and the trajectory of estimated risk of coronary heart disease: 8-year follow-up from
a prospective Cohort study. Nicotine & Tobacco Research 23(1):85–91 DOI 10.1093/ntr/ntz165.

China NBoSo. 2018. China statistical yearbook. China: China Statistics Press.

Collins GS, Altman DG. 2012. Predicting the 10 year risk of cardiovascular disease in the United
Kingdom: independent and external validation of an updated version of QRISK2. BMJ
344:e4181 DOI 10.1136/bmj.e4181.

Cutler A, Cutler DR, Stevens JR. 2012. Random forests. In: Zhang C, Ma Y, eds. Ensemble
Machine Learning: Methods and Applications. Boston, MA: Springer US, 157–175.

D’Agostino RB Sr, Grundy S, Sullivan LM, Wilson P, Group CHDRP. 2001. Validation of the
Framingham coronary heart disease prediction scores: results of a multiple ethnic groups
investigation. JAMA 286(2):180–187 DOI 10.1001/jama.286.2.180.

Darlington M, Gueret P, Laissy JP, Pierucci AF, Maoulida H, Quelen C, Niarra R, Chatellier G,
Durand-Zaleski I. 2015. Cost-effectiveness of computed tomography coronary angiography
versus conventional invasive coronary angiography. The European Journal of Health Economics
16(6):647–655 DOI 10.1007/s10198-014-0616-2.

Emdin CA, Khera AV, Natarajan P, Klarin D, Zekavat SM, Hsiao AJ, Kathiresan S. 2017.
Genetic association of waist-to-hip ratio with cardiometabolic traits, type 2 diabetes, and
coronary heart disease. JAMA 317(6):626–634 DOI 10.1001/jama.2016.21042.

Friedman J, Hastie T, Tibshirani R. 2010. Regularization paths for generalized linear models
via coordinate descent. Journal of Statistical Software 33:1–22. Available at https://www.jstatsoft.
org/v33/i01/.

Ganz P, Heidecker B, Hveem K, Jonasson C, Kato S, Segal MR, Sterling DG,Williams SA. 2016.
Development and validation of a protein-based risk score for cardiovascular outcomes among
patients with stable coronary heart disease. JAMA 315(23):2532–2541
DOI 10.1001/jama.2016.5951.

Giger ML. 2018. Machine learning in medical imaging. Journal of the American College of
Radiology 15(3):512–520 DOI 10.1016/j.jacr.2017.12.028.

Goff DC, Lloyd-Jones DM, Bennett G, Coady S, Wilson PWF. 2013. 2013 ACC/AHA guideline
on the assessment of cardiovascular risk: a report of the American College of Cardiology/
American heart association task force on practice guidelines. Circulation 25(Suppl 2):129.

Gokulnath CB, Shantharajah S. 2019. An optimized feature selection based on genetic approach
and support vector machine for heart disease. Cluster Computing 22(S6):14777–14787
DOI 10.1007/s10586-018-2416-4.

Grundy SM, Stone NJ, Bailey AL, Beam C, Birtcher KK, Blumenthal RS, Braun LT,
de Ferranti S, Faiella-Tommasino J, Forman DE, Goldberg R, Heidenreich PA, Hlatky MA,
Jones DW, Lloyd-Jones D, Lopez-Pajares N, Ndumele CE, Orringer CE, Peralta CA,
Saseen JJ, Smith SC, Sperling L, Virani SS, Yeboah J. 2019. 2018 AHA/ACC/AACVPR/
AAPA/ABC/ACPM/ADA/AGS/APhA/ASPC/NLA/PCNA guideline on the management of
blood cholesterol: a report of the American College of Cardiology/American heart association
task force on clinical practice guidelines. Journal of the American College of Cardiology
73(24):e285–e350 DOI 10.1016/j.jacc.2018.11.003.

Hermansson J, Kahan T. 2018. Systematic review of validity assessments of Framingham risk score
results in health economic modelling of lipid-modifying therapies in Europe.
Pharmacoeconomics 36(2):205–213 DOI 10.1007/s40273-017-0578-1.

Jee SH, Jang Y, Oh DJ, Oh BH, Lee SH, Park SW, Seung KB, Mok Y, Jung KJ, Kimm H,
Yun YD, Baek SJ, Lee DC, Choi SH, KimMJ, Sung J, Cho B, Kim ES, Yu BY, Lee TY, Kim JS,
Lee YJ, Oh JK, Kim SH, Park JK, Koh SB, Park SB, Lee SY, Yoo CI, Kim MC, Kim HK,

Wang et al. (2021), PeerJ, DOI 10.7717/peerj.12259 17/20

http://dx.doi.org/10.1093/ntr/ntz165
http://dx.doi.org/10.1136/bmj.e4181
http://dx.doi.org/10.1001/jama.286.2.180
http://dx.doi.org/10.1007/s10198-014-0616-2
http://dx.doi.org/10.1001/jama.2016.21042
https://www.jstatsoft.org/v33/i01/
https://www.jstatsoft.org/v33/i01/
http://dx.doi.org/10.1001/jama.2016.5951
http://dx.doi.org/10.1016/j.jacr.2017.12.028
http://dx.doi.org/10.1007/s10586-018-2416-4
http://dx.doi.org/10.1016/j.jacc.2018.11.003
http://dx.doi.org/10.1007/s40273-017-0578-1
http://dx.doi.org/10.7717/peerj.12259
https://peerj.com/


Park JS, Kim HC, Lee GJ, Woodward M. 2014. A coronary heart disease prediction model: the
Korean heart study. BMJ Open 4(5):e005025 DOI 10.1136/bmjopen-2014-005025.

Karayılan T, Kılıç Ö. 2017. Prediction of heart disease using neural network. In: 2017 International
Conference on Computer Science and Engineering (UBMK). Piscataway: IEEE, 719–723.

Kathleen H, Julia H, George J. 2016. Diagnosing coronary heart disease using ensemble machine
learning. International Journal of Advanced Computer Science & Applications 7:30–39.

Kim JK, Kang S. 2017. Neural network-based coronary heart disease risk prediction using feature
correlation analysis. Journal of Healthcare Engineering 2017(4):2780501
DOI 10.1155/2017/2780501.

Klempfner R, Erez A, Sagit BZ, Goldenberg I, Fisman E, Kopel E, Shlomo N, Israel A,
Tenenbaum A. 2016. Elevated triglyceride level is independently associated with increased
all-cause mortality in patients with established coronary heart disease: 22-year follow-up of the
Bezafibrate infarction prevention study and registry. Circulation: Cardiovascular Quality and
Outcomes 9(2):100–108.

Kreatsoulas C, Anand SS. 2010. The impact of social determinants on cardiovascular disease. The
Canadian Journal of Cardiology 26:8C–13C DOI 10.1016/S0828-282X(10)71075-8.

Kulshreshtha A, Goyal A, Dabhadkar K, Veledar E, Vaccarino V. 2014. Urban-rural differences
in coronary heart disease mortality in the United States: 1999–2009. Public Health Reports
129(1):19–29 DOI 10.1177/003335491412900105.

Kundu S, Aulchenko YS, van Duijn CM, Janssens ACJW. 2011. PredictABEL: an R package for
the assessment of risk prediction models. European Journal of Epidemiology 26(4):261–264
DOI 10.1007/s10654-011-9567-4.

Liaw A, Wiener M. 2002. Classification and regression by randomforest. R News 2:18–22.
Available at https://CRAN.R-project.org/doc/Rnews/.

Liu S, Li Y, Zeng X, Wang H, Zhou M. 2019. Burden of cardiovascular diseases in China,
1990–2016: findings from the 2016 global burden of disease study. JAMA Cardiology 4(4):342
DOI 10.1001/jamacardio.2019.0295.

Lu Y, Wang P, Zhou T, Lu J, Spatz ES, Nasir K, Jiang L, Krumholz HM. 2018. Comparison of
prevalence, awareness, treatment, and control of cardiovascular risk factors in China and the
United States. Journal of the American Heart Association 7(3):e007462
DOI 10.1161/JAHA.117.007462.

Ma L-Y, Chen W-W, Gao R-L, Liu L-S, Zhu M-L, Wang Y-J, Wu Z-S, Li H-J, Gu D-F, Yang Y-J,
Zheng Z, Hu S-S. 2020. China cardiovascular diseases report 2018: an updated summary.
Journal of Geriatric Cardiology: JGC 17:1–8 DOI 10.11909/j.issn.1671-5411.2020.01.001.

Mahmoodzadeh S, Moazenzadeh M, Rashidinejad H, Sheikhvatan M. 2011. Diagnostic
performance of electrocardiography in the assessment of significant coronary artery disease and
its anatomical size in comparison with coronary angiography. Journal of Research in Medical
Sciences 16:750–755.

Martens FK, Tonk ECM, Janssens ACJW. 2019. Evaluation of polygenic risk models using
multiple performance measures: a critical assessment of discordant results. Genetics in Medicine
21(2):391–397 DOI 10.1038/s41436-018-0058-9.

Mertes H, Erbel R, Nixdorff U, Mohr-Kahaly S, Wölfinger D, Meyer J. 1991. Stress
echocardiography: a sensitive method in diagnosis of coronary heart disease. Herz 16:355–366.

Meyer D, Dimitriadou E, Hornik K, Weingessel A, Leisch F. 2021. e1071: misc functions of the
department of statistics, probability theory group (formerly: E1071), TU wien. R package
version 1.7-9. Available at https://CRAN.R-project.org/package=e1071.

Wang et al. (2021), PeerJ, DOI 10.7717/peerj.12259 18/20

http://dx.doi.org/10.1136/bmjopen-2014-005025
http://dx.doi.org/10.1155/2017/2780501
http://dx.doi.org/10.1016/S0828-282X(10)71075-8
http://dx.doi.org/10.1177/003335491412900105
http://dx.doi.org/10.1007/s10654-011-9567-4
https://CRAN.R-project.org/doc/Rnews/
http://dx.doi.org/10.1001/jamacardio.2019.0295
http://dx.doi.org/10.1161/JAHA.117.007462
http://dx.doi.org/10.11909/j.issn.1671-5411.2020.01.001
http://dx.doi.org/10.1038/s41436-018-0058-9
https://CRAN.R-project.org/package=e1071
http://dx.doi.org/10.7717/peerj.12259
https://peerj.com/


Mirzaei M, Truswell AS, Taylor R, Leeder SR. 2009. Coronary heart disease epidemics: not all the
same. Heart 95(9):740–746 DOI 10.1136/hrt.2008.154856.

Muthukrishnan R, Rohini R. 2016. LASSO: a feature selection technique in predictive modeling
for machine learning. In: 2016 IEEE International Conference on Advances in Computer
Applications (ICACA). Piscataway: IEEE.

Newby D, Williams M, Hunter A, Pawade T, Steedman T. 2015. CT coronary angiography in
patients with suspected angina due to coronary heart disease (SCOT-HEART): an open-label,
parallel-group, multicentre trial. Lancet 385(9985):2383–2391
DOI 10.1016/S0140-6736(15)60291-4.

Noble WS. 2006. What is a support vector machine? Nature Biotechnology 24(12):1565–1567
DOI 10.1038/nbt1206-1565.

O’Connor A, Wellenius G. 2012. Rural-urban disparities in the prevalence of diabetes and
coronary heart disease. Public Health 126(10):813–820 DOI 10.1016/j.puhe.2012.05.029.

Pouriyeh S, Vahid S, Sannino G, De Pietro G, Arabnia H, Gutierrez J. 2017. A comprehensive
investigation and comparison of machine learning techniques in the domain of heart disease.
In: 2017 IEEE Symposium on Computers and Communications (ISCC). Piscataway: IEEE,
204–207.

Powell-Wiley TM, Poirier P, Burke LE, Despres JP, Gordon-Larsen P, Lavie CJ, Lear SA,
Ndumele CE, Neeland IJ, Sanders P, St-Onge MP, American Heart Association Council on
L, Cardiometabolic H, Council on C, Stroke N, Council on Clinical C. 2021. Council on E.
2021. Prevention, and Stroke C. 2021. Obesity and cardiovascular disease: a scientific statement
from the American Heart Association. Circulation 143:e984–e1010
DOI 10.1161/CIR.0000000000000973.

Richard K. 2011. Primary prevention of coronary heart disease: integration of new data, evolving
views, revised goals, and role of rosuvastatin in management. A comprehensive survey. Drug
Design, Development and Therapy 5:325–380 2011.

Salim A, Tai ES, Tan VY, Welsh AH, Liew R, Naidoo N, Wu Y, Yuan J-M, Koh WP,
van Dam RM. 2020. C-reactive protein and serum creatinine, but not haemoglobin A1c, are
independent predictors of coronary heart disease risk in non-diabetic Chinese. European Journal
of Preventive Cardiology 23(12):1339–1349 DOI 10.1177/2047487315626547.

Santos-Ferreira C, Baptista R, Oliveira-Santos M, Moura JP, Goncalves L. 2020. A 10-and
15-year performance analysis of ESC/EAS and ACC/AHA cardiovascular risk scores in a
Southern European cohort. BMC Cardiovascular Disorders 20(1):301
DOI 10.1186/s12872-020-01574-2.

Savira F, Wang BH, Kompa AR, Ademi Z, Owen AJ, Liew D, Zomer E. 2021. The impact of
coronary heart disease prevention on work productivity: a 10-year analysis. European Journal of
Preventive Cardiology 28(4):418–425 DOI 10.1093/eurjpc/zwaa037.

Singh A, Jiang NM, Blaha M, Blankstein R, Nasir K. 2019. Abstract 135: urban-rural differences
in coronary heart disease mortality in the United States in 2010-2015. Circulation:
Cardiovascular Quality and Outcomes 12(Suppl_1):A135 DOI 10.1161/hcq.12.suppl_1.135.

Singh T, Bing R, Dweck MR, van Beek EJR, Mills NL, Williams MC, Villines TC, Newby DE,
Adamson PD. 2020. Exercise electrocardiography and computed tomography coronary
angiography for patients with suspected stable Angina Pectoris: a post hoc analysis of the
randomized SCOT-HEART trial. JAMA Cardiology 5(8):920–928
DOI 10.1001/jamacardio.2020.1567.

Singh YK, Sinha N, Singh SK. 2017. Heart disease prediction system using random forest.
In: International Conference on Advances in Computing and Data Sciences.

Wang et al. (2021), PeerJ, DOI 10.7717/peerj.12259 19/20

http://dx.doi.org/10.1136/hrt.2008.154856
http://dx.doi.org/10.1016/S0140-6736(15)60291-4
http://dx.doi.org/10.1038/nbt1206-1565
http://dx.doi.org/10.1016/j.puhe.2012.05.029
http://dx.doi.org/10.1161/CIR.0000000000000973
http://dx.doi.org/10.1177/2047487315626547
http://dx.doi.org/10.1186/s12872-020-01574-2
http://dx.doi.org/10.1093/eurjpc/zwaa037
http://dx.doi.org/10.1161/hcq.12.suppl_1.135
http://dx.doi.org/10.1001/jamacardio.2020.1567
http://dx.doi.org/10.7717/peerj.12259
https://peerj.com/


Tayefi M, Tajfard M, Saffar S, Hanachi P, Amirabadizadeh AR, Esmaeily H, Taghipour A,
Ferns GA, Moohebati M, Ghayour-Mobarhan M. 2017. hs-CRP is strongly associated with
coronary heart disease (CHD): a data mining approach using decision tree algorithm. Computer
Methods and Programs in Biomedicine 141(23):105–109 DOI 10.1016/j.cmpb.2017.02.001.

Tibshirani R. 2011. Regression shrinkage and selection via the lasso: a retrospective. Journal of the
Royal Statistical Society: Series B (Statistical Methodology) 73:267–288.

Tolstrup J, Jensen MK, Anne T, Overvad K, Mukamal KJ, Grønbæk M. 2006. Prospective study
of alcohol drinking patterns and coronary heart disease in women and men. BMJ
332(7552):1244 DOI 10.1136/bmj.38831.503113.7C.

Unal B, Critchley JA, Capewell S. 2004. Explaining the decline in coronary heart disease mortality
in England and Wales between 1981 and 2000. Circulation 109(9):1101–1107
DOI 10.1161/01.CIR.0000118498.35499.B2.

Vellido A. 2019. The importance of interpretability and visualization in machine learning for
applications in medicine and health care. Neural Computing and Applications 32(24):1–15
DOI 10.1007/s00521-019-04051-w.

Vickers AJ, Elkin EB. 2006. Decision curve analysis: a novel method for evaluating prediction
models. Medical Decision Making: An International Journal of the Society for Medical Decision
Making 26(6):565–574 DOI 10.1177/0272989X06295361.

Wallisch C, Heinze G, Rinner C, Mundigler G, Winkelmayer WC, Dunkler D. 2020. Re-
estimation improved the performance of two Framingham cardiovascular risk equations and the
Pooled Cohort equations: a nationwide registry analysis. Scientific Reports 10(1):8140
DOI 10.1038/s41598-020-64629-6.

Williams MC, Hunter A, Shah ASV, Assi V, Lewis S, Smith J, Berry C, Boon NA, Clark E,
Flather M, Forbes J, McLean S, Roditi G, EJRv Beek, Timmis AD, Newby DE. 2016. Use of
coronary computed tomographic angiography to guide management of patients with coronary
disease. Journal of the American College of Cardiology 67(15):1759–1768
DOI 10.1016/j.jacc.2016.02.026.

Wilson PWF, D’Agostino RB, Levy D. 1998. Prediction of coronary heart disease using risk factor
categories. Circulation 97(18):1837–1847 DOI 10.1161/01.CIR.97.18.1837.

Wu Z, He Y, Li W, Cheng S. 2019. Computed tomography coronary angiography vs. standard
diagnostic procedure for the diagnosis of angina due to coronary heart disease: a cross‐sectional
study. Experimental and Therapeutic Medicine 17:2485–2494 DOI 10.3892/etm.2019.7229.

Yang X, Li J, Hu D, Chen J, Li Y, Huang J, Liu X, Liu F, Cao J, Shen C. 2016. Predicting the
10-year risks of atherosclerotic cardiovascular disease in chinese population: the China-PAR
Project. Circulation: CIRCULATIONAHA 116:22367.

Yue L, Tian D, Chen W, Han X, Yin M. 2020. Deep learning for heterogeneous medical data
analysis. World Wide Web-Internet and Web Information Systems 23(5):2715–2737
DOI 10.1007/s11280-019-00764-z.

Zhang X-H, Lu ZL, Liu L. 2008. Coronary heart disease in China. Heart 94(9):1126–1131
DOI 10.1136/hrt.2007.132423.

Zheng S, Lubin B, Au R, Murabito JM, Benjamin EJ, Shwartz M. 2019. Advantages of
continuous-valued risk scores for predicting long-term costs: the Framingham coronary heart
disease 10-year risk score. Advances in Geriatric Medicine and Research 1:e190004
DOI 10.20900/agmr20190004.

Wang et al. (2021), PeerJ, DOI 10.7717/peerj.12259 20/20

http://dx.doi.org/10.1016/j.cmpb.2017.02.001
http://dx.doi.org/10.1136/bmj.38831.503113.7C
http://dx.doi.org/10.1161/01.CIR.0000118498.35499.B2
http://dx.doi.org/10.1007/s00521-019-04051-w
http://dx.doi.org/10.1177/0272989X06295361
http://dx.doi.org/10.1038/s41598-020-64629-6
http://dx.doi.org/10.1016/j.jacc.2016.02.026
http://dx.doi.org/10.1161/01.CIR.97.18.1837
http://dx.doi.org/10.3892/etm.2019.7229
http://dx.doi.org/10.1007/s11280-019-00764-z
http://dx.doi.org/10.1136/hrt.2007.132423
http://dx.doi.org/10.20900/agmr20190004
http://dx.doi.org/10.7717/peerj.12259
https://peerj.com/

	Prediction of coronary heart disease in rural Chinese adults: a cross sectional study
	Introduction
	Materials & methods
	Results
	Discussion
	Conclusions
	References



<<
  /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 /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /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 false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /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 false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /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 false
  /MonoImageDownsampleType /Average
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  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 /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


