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Current methods of cardiovascular risk assessment are performed using health factors which are often based on the Framingham
study. However, these methods have significant limitations due to their poor sensitivity and specificity. We have compared the
parameters from the Framingham equation with linear regression analysis to establish the effect of training of the model for the
local database. Support vector machine was used to determine the effectiveness of machine learning approach with the Framingham
health parameters for risk assessment of cardiovascular disease (CVD). The result shows that while linear model trained using local
database was an improvement on Framingham model, SVM based risk assessment model had high sensitivity and specificity of
prediction of CVD. This indicates that using the health parameters identified using Framingham study, machine learning approach
overcomes the low sensitivity and specificity of Framingham model.

1. Introduction

Cardiovascular disease (CVD) is the single biggest cause of
mortality worldwide [1]. Globally, an estimated 17.5 million
deaths were attributable to CVD in 2005 [2, 3]. Early identifi-
cation of persons with higher risk of CVD is useful for timely
implementation of preventative strategies for preventing
cardiac episodes that lead to death or disabilities [3, 4]. For
this purpose, risk factors for CVD [4] such as cholesterol,
hypertension, and diabetes have been identified and various
risk assessment models and techniques have been developed
[5].

The commonly used risk assessment models for CVD
prediction are the Framingham Risk Score [1], Reynolds Risk
Score [6], QRISK [7], Prospective Cardiovascular Munster
Heart Study (PROCAM) [8], the Systematic COronary Risk
Evaluation (SCORE) system [9], and UKPDS [10]. Many of
these have been adapted in primary care as simplified charts,

tables, computer programs, and web-based tools which are
routinely referred to in policy documents and guidelines.
The accuracy of the Framingham Risk Score is superior
to any single risk factor. However its predictive power leaves
room for improvement because the sensitivity and specificity
are not very high [11-14]. It has been observed that the
overall absolute coronary risk assigned to individuals in the
United Kingdom has been significantly overestimated [11].
This highlights the necessity to refine the prediction models.
There can be a number of reasons underpinning the low
prediction of CVD risk when using Framingham equation.
This research has studied two of the possible causes for poor
sensitivity and specificity of the equation, difference in demo-
graphics, and the linearity assumptions of the model. One
cause for poor sensitivity and specificity could be due to the
difference in the demographics of the population being stud-
ied compared with the Framingham population [4] which
was used to develop the Framingham equation. The issue of
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demographics was showcased in a 2015 study which reported
that the magnitude of the effect of different cardiovascular
risk factors upon a patient is highly dependent on their
ethnicity [15]. If this is the reason, it would require that the
equation parameters (model) would have to be redefined
for different demographics. Redefining the parameters may
not always be possible because the modelling requires large
amount of longitudinal data, which may not be available out-
side major hospital centres. However, identifying the cause of
differences between groups can lead to better understanding
and also provide the reason for developing new databases.

Another reason for poor performance can be attributed to
the type of model. Framingham equation and other similar
techniques are generalized linear equations. However, the
relationship between the multiple factors associated with the
health of large number of people may require more complex
representation and is not suitable for linear approximation.
To overcome this problem, the redevelopment of the model
is required without the constraints of linearity.

This work has tested whether population difference or
model type is the cause of poor outcomes for Framingham
model. This has been done by developing risk assessment
models using a longitudinal population database that com-
pares the specific linear equation and machine learning meth-
ods. The commonly accepted health parameters that have
been described by Framingham model were used and the
scope of this study was to compare machine learning tech-
nique, linear regression, and direct use of Framingham model
for identification of these parameters with disease. The linear
equation was used to test the effect of customisation by
using coeflicients obtained using local database which would
improve the results. To determine if the parameters used by
Framingham model are relevant to a different database, this
study measured the sensitivity and specificity obtained using
support vector machine (SVM). While machine learning is
generally expected to provide improved results, this study
tested the effect of parameters used in the Framingham model
which are relevant to a different database.

2. Materials and Methods

2.1. Database. To ensure that the study had adequate power,
a large longitudinal database is required. Such population
databases provide the natural numbers of cases and controls
that are matched as in the real world. The longitudinal
database ensures the population baseline for demographics
and ethnicity.

In this study, the Blue Mountain Eye Study (BMES)
[16] database was used. This database was created from
a population based cohort study which recorded eye and
other health outcomes in an urban Australian population
greater than 49 years of age. The majority of this population
(~99%) was of European descent. Baseline participants (n =
3654) represented 82.4% of those eligible in the selected
postcode areas. The population group had a 5-year follow-
up protocol with the last examination conducted 15 years
after baseline examination. Participants of the study provided
written informed consent prior to their involvement and any
data collection.
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The study population was followed up at 5-year intervals
and the latest follow-up examination was conducted 15 years
since the baseline examination. The study was approved by
the Western Sydney Area Health Service Human Research
Ethics Committee. Written informed consent was obtained
from all participants prior to recording their data.

The 5- and 10-year follow-up data was used in this study.
The database consisted of health and other parameters that
have been identified by Framingham study [1] and consisted
of gender, smoking status, cholesterol (combined and high-
density), systolic and diastolic blood pressure, body mass
index, diabetes, and hypertension. These have been described
in detail in Table 1.

People who had CVD episodes before the baseline exami-
nation or who died during the follow-up period due to a non-
cardiovascular aetiology were excluded from the study. The
size of the study became 2770 subjects after the above
exclusions. After a further 364 patients were excluded due to
missing data, the remaining database of 2406 people had
1450 females and 956 males. The CVD cases were divided in
two: hard and soft. Incident “hard CVD” included myocardial
infarction, stroke, bypass surgery for coronary artery disease
(CAD), or death from CAD. Self-reported angina was cat-
egorized as a “soft CVD” incident outcome. The mortality
data were obtained by linkage with the Australian National
death Index (NDI) and all nonexact matches were manually
analyzed and accepted only if the mismatch was a single non-
critical characteristic. In this set, there were 535 (267 women
and 268 men) who had incident CVD (hard and soft) events
in a period greater than 5 years but less than 10 years and this
is shown in Table 1.

2.2. Data Management. The data was randomly divided into
two subsets corresponding to training data and test data using
Scikit [21]. The training data consisted 0f 1896 (approximately
80%) and the balance of 510 samples (approximately 20%) of
the total data was for testing. Thus, 80% of the data was used
for training and the balance of 20% for testing purposes, with
no overlap. This data is available online and in accordance
with privacy regulations.

Pattern recognition and risk prediction techniques
applied to population health data may suffer when these
datasets are highly imbalanced. To overcome this imbalance,
Synthetic Minority Oversampling Technique (SMOTE) [22]
was used to boost the minority class (CVD case) numbers by
400% in the training data by artificially generating samples
using a nearest neighbour approach [23].

2.3. Framingham Risk Equation. The Framingham model
provides a gender-specific model for various cardiovascular
outcomes and is the basis for estimating cardiovascular risk
profile and number of major public health policies [24]. We
used a 10-year general cardiovascular risk prediction Fram-
ingham equation (FEq) for our analysis [1] with the regression
coefficients and hazard ratios shown in Table 2.

The outcome of the equation is a risk of CVD over the
following 10 years. It was applied to data on each subject in
the test database (described in Data Management) and a risk
percentage obtained. These predictions were compared with
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TABLE 1: 10-year risk of CVD in the Blue Mountains Eye Study (BMES) for the 10 parameters.
Persons developed CVD in Persons without CVD
Factor .
10-year follow-up in 10-year follow-up
Gender M (F) 268 (267) 688 (1183)
Current smoker (past smoker or nonsmoker) 87 (448) 241 (1630)
Total cholesterol (high > 13.2/borderline (11-13.2)/normal < 11) 218/197/120 750/775/344
(mmol/L) [17]
High-density lipoprotein cholesterol level (high > 3.3/borderline
2233/ low < 2.2) (mmol/L) [17] 154/170/211 659/665/547
Systolic blood pressure (high > 120/normal 90-120/low < 90) 345/190/0 941/930/0
(mmHg) [18]
Diastolic blood pressure (high > 80/normal 60-80/low < 60) 97/435/3 316/1554/1
(mmHg) [18]
. . 2
E(;}iy mass index (low < 18.5/normal 18.5-24.9/high > 25) (kg/m~) 10/222/303 33/766/1072
Diabetes (yes/no) 51/484 113/1758
Medication for hypertension (yes/no) 196/339 526/1345
TaBLE 2: Coefficients in the Framingham risk estimation for 10-year general cardiovascular disease risk [1].
Men* Women*
(10-year baseline survival: So(10) = 0.88431) (10-year baseline survival: So(10) = 0.94833)
Beta™" Pvalue Hazard ratio 95% CI Beta™" Pvalue Hazardratio  95% CI
Log of age 3.11296 <0.0001 22.49 (14.80, 34.16) 2.72107 <0.0001 15.20 (8.59,26.87)
Log of body mass index 0.79277  <0.0066 2.21 (1.25,3.91) 0.51125 <0.0609 1.67 (0.98, 2.85)
Log of SBP if not treated 1.85508 <0.0001 6.39 (3.61,11.33) 2.81291 <0.0001 16.66 (8.27, 33.54)
Log of SBP if treated 1.92672 <0.0001 6.87 (3.90, 12.08) 2.88267 <0.0001 17.86 (8.97, 35.57)
Smoking 0.70953 <0.0001 2.03 (1.75, 2.37) 0.61868 <0.0001 1.86 (1.53,2.25)
Diabetes 0.53160 <0.0001 1.70 (1.37,2.11) 0.77763 <0.0001 2.18 (1.63, 2.91)

*The 10-year risk for women can be calculated as 1 — 0.94833*? (BAX=260145) here B is the regression coefficient and X is the level for each risk factor; the

risk for men is given as 1 — 0.88431XP(EAX-239388)
**Estimated regression coefficient.

the known CVD episodes from the records. To interpret
the risk percentage obtained with the information of the
CVD episodes, weighted statistical analysis was performed
to optimally classify the cases and controls using the training
data.

For the training data, this threshold was found to be
22.3%, and this was used on the test data to separate the case
and control. According to the parameters in FEq, the samples
that were above the age of 79 were “not classifiable.”

2.4. Logistic Regression Analysis (LRA). LRA developsalinear
equation to best model a database with multiple features and
two outcomes. Linear regression is performed to maximize
the separation between the two outcomes. Consider that
there are p samples in the database that belong to two classes,
and there are n features (predictors). With the two classes,
(i) CVD and (ii) no-CVD, logistic regression using the
probability function was used to determine the relationship
between the predictors. This was based on the conditional
probability and described in the equation below:

eﬁ0+ﬁ1x1+"'+ﬁpxpn

@

P(CVD | X) =

In this equation, the probability of CVD based on the predic-
tor vector X is obtained by considering each predictor, x, and
B is the regression coeflicient which indicates the relevance
of the predictor or the contribution of the predictor on the
outcome class. LRA was trained to obtain the parameters
of each feature using the training section and tested using
the test section of data (as described in Data Management).
The default value P(CVD | X) > 0.5 was used for
classification. The prediction was performed on the test data
(n = 510 subjects) and compared with prior knowledge of
the CVD episodes. The weaknesses of Framingham equation
with 79 years being the limit of the age and having predefined
coeflicients have been overcome by LRA.

2.5. Support Vector Machine (SVM). SVM is a set of related
supervised learning methods that are used for prediction
and regression analysis with applications in fields such as
clinical and population based data [25], text classification,
bioinformatics, handwriting recognition, and image analysis.
These have to be trained using examples and do not require
the user to define the relationship between the various
factors. They are suitable for situations where appropriate
and representative examples of all the different categories
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TABLE 3: Potential risk features ranked by weights obtained using support vector machine (SVM) feature selection [20], Blue Mountains Eye

Study 10-year follow-up data.

Rank Attribute SVM weight
1 Age (per 1 year) 3.21660913
2 Body mass index (per 1kg/m?) 0.15610062
3 Current smoker (past/never smoked) 0.06839195
4 Gender (male/female) 0.05784681
5 Total cholesterol (per 1 mmol/L) 0.04203396
6 Systolic blood pressure (per I mmHg) 0.01872727
7 High-density lipoprotein cholesterol (per 1 mmol/L) 0.01231242
8 Diabetes (versus no diabetes) 0.00610169
9 Medication for hypertension (versus no medication for hypertension) 0.00104436
10 Retinopathy (yes/no) 0.00064500
11 Diastolic blood pressure (per 1 mmHg) 0.00023068

(classes) are available. SVM have the advantage that these
do not require linear relationships or independence between
the input features and thus are more suitable for clinical data
classification.

As a first step, the SVM was trained using the training
subset (refer to Data Management) which was used as the
input to the SVM and the target output was the known
history of CVD episodes (as defined earlier) during the 5 to 10
years after time zero. The parameters for the SVM, Kernel, C,
and y were identified using grid search method reported by
Bergstra and Bengio [26]. This method [26] exhaustively gen-
erates possible values from a grid of the following specified
two parameter values:

(i) first with linear kernel and C wvalues in (1,10,
100, 1000),

(ii) the second one with an RBF kernel and the cross
product of C values ranging in (1, 10, 100, 1000) and
gamma values in (0.001, 0.0001).

All possible combinations of parameter values were fitted
on the dataset and evaluated with an output score. Based on
the score the following parameter values were used in this
study:

(i) Radial Basis Function (RBF) Kernel,
(ii) C = 100,
(iif) y = 0.01.

This SVM model was used to rank the parameters in
terms of their relevance based on the weights obtained during
the training (Table 3) [20]. The trained SVM was tested using
the subsample of the test dataset (510 samples). This strategy
ensured that the test data was independent of the training
data. Diagnostic odds ratios were calculated [17] to compare
its performance with the Framingham model and logistic
regression analysis.

3. Results

Table 3 shows the relevance of the features as obtained from
the ranking of logistic regression coefficients obtained for

BMES dataset, while Table 4 reports the ranking of these
features based on SVM weights. Comparing the results from
Tables 2-5, it is observed that the highest three relevant
factors (features) are the same for the three methods [1]: age,
BMI, and current smoker.

A confusion matrix shows the extent of the mislabelling
performed by the prediction algorithm. Tables 5-7 show the
confusion matrices for FEq, LRA, and SVM, respectively.
Each row represents the instances in a predicted class, while
each column represents the instances in an actual class. From
these results, it is observed that the correct prediction using
FEq was 40, using LRA was 50, and using SVM was 71 from
a total of 104 CVD cases.

The confusion matrices also show that the number of
false positives when the prediction was performed using
Framingham was 108, using SVM was 57, and using LRA was
68. The results also show that the number of cases that were
falsely identified to be controls by FEq were 37, 54 by LRA,
and 33 by SVM. However, while SVM and LRA classified all
the test samples (104 cases and 406 controls), there were 27
cases and 46 controls that were unclassifiable by FEq because
of the age of these people being above 79 years. This is a
major limitation for FEq, especially when we have an ageing
population with significant population being older than 79
years.

The sensitivity and specificity obtained from SVM anal-
ysis, logistic regression, and FEq are shown in Table 8. This
table also lists the range for 95% confidence interval (CI) of
the data. Sensitivity obtained from the FEq was 0.52 (95% CI:
0.4096 to 0.6275), from the LRA was 0.48 (95% CI: 0.3817
to 0.5809), and from the SVM was 0.682 (95% CI: 0.589
to 0.764). This shows that the sensitivity of the FEq and
logistic analysis is comparable, while that of SVM is better and
thus provides better risk assessment. This is also confirmed
with the ROC analysis curve as shown in Figure 1 and it
is also observed from the area under ROC curve (AUCQC)
corresponding to SVM which has the highest coverage
(Table 8).

From Table 8, it is observed that specificity of the SVM
classifier (0.859) was the highest when compared with FEq
(0.70) and LRA (0.832). It is also observed that the diagnostic
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TABLE 4: Regression coefficients and associated statistics obtained from BMES dataset for male and female subjects.

Male Female
Feature 95% 95%
Coefficient P Oddsratio  confidence  Coeflicient P Odds ratio  confidence
interval interval
Age (per 1 year) 0.0144 <0.00001 1.015 (1.012, 1.017) 0.0110 <0.00001 1.011 (1.009, 1.012)
Body mass index (per lkg/rnz) 0.0084 0.0024 1.008 (1.002, 1.013) 0.0018 0.2317 1.002 (0.998,1.004)
Current smoker (versus pastor o oo11 (9005 1095  (1.042,1153)  0.0749  0.0003 1078 (1034, 1.122)
never smoker)
Systolic blood pressure (per 0.0003  0.5700 1000 (0.999,1.001)  0.0003  0.3416 1000 (0.999,1.0009)
1 mmHg)
Medication for hypertension
(versus no medication for —-0.0042 0.8589 0.995 (0.953,1.039) 0.0218 0.1521 1.022 (0.992,1.0219)
hypertension)
Diabetes (versus no diabetes) 0.0460 0.1834 1.047 (0.979, 1.119) 0.0080 0.7852 1.008 (0.951, 1.067)
Total cholesterol (per I mmol/L) 0.0131 0.1615 1.013 (0.995,1.032) 0.0016 0.8052 1.002 (0.989, 1.014)
High-density lipoprotein 00202  0.4524 1020 (0.969,1.074)  0.0046  0.7828 1005  (0.972,1.037)
cholesterol (per 1 mmol/L)
Logistic regression constant 3, for male = —5.70203; logistic regression constant f3 for female = —5.30218.
TaBLE 5: Confusion matrix using Framingham equation (FEq).

Test negative Test positive Not classifiable Total
No cardiovascular disease 252 108 46 406
Cardiovascular disease 37 40 27 104
Total 289 148 73 510

TaBLE 6: Confusion matrix using logistic regression analysis (LRA).

Test negative Test positive Not classifiable Total
No cardiovascular disease 338 68 0 406
Cardiovascular disease 54 50 0 104
Total 392 118 0 510

TaBLE 7: Confusion matrix using support vector machine (SVM).

Test negative Test positive Not classifiable Total
No cardiovascular disease 349 57 0 382
Cardiovascular disease 33 71 0 128
Total 382 128 0 510

TABLE 8: Sensitivity and specificity for SVM, Framingham model, and logistic regression model with diagnostic odds ratio.
Model based on SVM classifiers Framingham risk model LRA model
Parameter
Value 95% CI Value 95% CI Value 95% CI

Sensitivity 0.682 0.589 to 0.764 0.52 0.4096 to 0.6275 0.48 0.3817 to 0.5809
Specificity 0.859 0.8224 to 0.89 0.70 0.6508 to 0.745 0.83 0.7926 to 0.8675
Positive 4.863 3.697 to 6.396 173 1326 t0 2.261 2.87 21410385
likelihood ratio
Negative 0.369 0.278 to 0.491 0.69 0.539 to 0.871 0.62 0.52t0 0.75
likelihood ratio
D‘t‘?gnosnc odds 13.173 7.999 to 21.696 2,523 1529 to 4.162 4.602 2.892 to 7.324
ratio
AUC 0.71 0.57 0.63
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FIGURE 1: ROC graph for SVM, LRA, and FEq.

odds ratio was significantly higher for SVM (13.17) when
compared with FEq (2.52) and LRA (4.602) and indicates
that SVM is more effective in the diagnostic test. The AUC
test shows that the SVM results were greatly improved (0.71)
compared with Framingham (0.57) or LRA (0.63).

The statistical significance test between the sensitivity and
specificity of prediction was performed by comparing the
AUC measured from the ROC curves for SVM, LRA, and FEq
[18, 19]. When comparing the SVM technique with LRA and
FEq, there were significant differences between SVM and FEq
(P < 0.0002) and also LRA (P < 0.02).

4. Discussion

These findings show that there are a large number of unclas-
sifiable cases and controls when using Framingham equation
(FEq) due to the age constraints of the equation and in this
database, 27 cases corresponding to ~26% of all cases were not
classifiable. This is a major weakness because with our ageing
society significant amount of the population is older than 79
years. The results show that only 40 out of total 104 cases
were identified correctly. LRA classified all samples and 50
of the 104 cases were identified correctly and SVM identified
71 cases correctly. This shows that while LRA overcame some
of the limitations, it was not sufficient and the labelling of the
outcome lacked sensitivity and specificity.

The results also showed that that there were a large
number of false positives by FEq and 108 out of total of 406,
or approximately 27% of the controls were misclassified to be
case. This number reduced to 68 (~17%) when the LRA was
used and 57 (~14%) when the SVM was used. The diagnostic
odds ratio for FEq is 2.52, LRA is 3.05, and SVM is 13.17. SVM
gave the highest correct predictions, lowest false positives,
and false negatives and classified all the samples.
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This study has shown that machine learning approach
gave significantly better AUC. The study also demonstrated
that the health parameters identified using Framingham
model are relevant for other populations such as Blue Moun-
tains in Australia, but when the weaknesses of the earlier
model are overcome using machine learning approach, it
should be noted that in this study SVM is an example of
machine learning classifiers and was selected as an example
to demonstrate the effectiveness of using machine learning
based health parameter classification.

5. Conclusions

This study has compared the linear model and SVM
approaches to classify the health features that are used by
Framingham equation. To ensure that there is no bias due to
differences in the database, all the analyses were performed
on one database, BMES, which is a population based database
that is well regarded for quality, duration, and size [14].

LRA and FEq are based on linearity assumption. However
the FEq parameters were determined historically using Fram-
ingham database while LRA was trained on the local database
to classify all subjects irrespective of the age. This would
explain why LRA had improved true positive prediction of
CVD (50 compared with 40), but there was also an increase in
the false negatives (54 compared with 37 for FEq). Overall, the
SVM performed significantly better. This may be attributed
to SVM not being restricted by linearity which allows for
nonlinear separation between the case and control class. It
may also be based on the database being local. In conclusion,
we propose that using an SVM with a local database may
provide improved risk assessment. However, this needs to be
tested on more databases and with more health parameters.
It is also important to note that this work has only used the
health parameters that were identified in Framingham study.
However, it is now established that there are a number of
other relevant parameters that need to be considered. Thus, it
is essential that new databases with all the health parameters
be developed and classified using SVM.

Support vector machine and other similar machine learn-
ing approaches are very useful in providing the flexibility
that is lacking in linear models. However, there is the
shortcoming that such an approach is a black-box approach
and it is essential that training data should be balanced and
representative of the complete database. There are also the
difficulties for data points that may appear as outliers. This
is often difficult to control and erroneous training can lead
to incorrect outcomes. Thus, it is essential for the test results
to be monitored by the experts. It is also important for the
software to automatically identify the outliers which would
trigger supervised assessment.

Competing Interests

The authors declare that there are no competing interests
regarding the publication of this paper.



Computational and Mathematical Methods in Medicine

Authors’ Contributions

All authors contributed equally to this work.

Acknowledgments

The authors acknowledge and appreciate the support and
advice provided by Professor Jie Jin Wang and Dr. George
Burlutsky, University of Sydney, in this study.

References

[1] R. B. D’Agostino Sr., R. S. Vasan, M. J. Pencina et al., “General
cardiovascular risk profile for use in primary care: the Framing-
ham heart study;” Circulation, vol. 117, no. 6, pp. 743-753, 2008.

[2] V.Fuster and B. B. Kelly, Promoting Cardiovascular Health in the
Developing World: A Critical Challenge to Achieve Global Health,
Epidemiology of Cardiovascular Disease, National Academies
Press, Washington, DC, USA, 2010.

[3] WHO, Preventing Chronic Diseases: A Vital Investment, 2005,
http://www.who.int/chp/chronic_disease_report/full_report.pdf.

[4] World Heart Foundation, The risk factors of cardiovascular dis-
ease, 2015, http://www.world-heart-federation.org/cardiovas-
cular-health/cardiovascular-disease-risk-factors/.

[5] G.C. M. Siontis, I. Tzoulaki, K. C. Siontis, and J. P. A. Toannidis,
“Comparisons of established risk prediction models for cardio-
vascular disease: systematic review;” The British Medical Journal,
vol. 344, no. 7859, Article ID e3318, 2012.

[6] P. M. Ridker, J. E. Buring, N. Rifai, and N. R. Cook, “Develop-
ment and validation of improved algorithms for the assessment
of global cardiovascular risk in women: the Reynolds Risk
Score,” The Journal of the American Medical Association, vol. 297,
no. 6, pp. 611-619, 2007,

[7] G.S. Collins and D. G. Altman, “An independent external vali-
dation and evaluation of QRISK cardiovascular risk prediction:
a prospective open cohort study,” The British Medical Journal,
vol. 339, no. 7713, Article ID b2584, pp. 144-147, 2009.

[8] G. Assmann, P. Cullen, and H. Schulte, “Simple scoring scheme
for calculating the risk of acute coronary events based on the
10-year follow-up of the Prospective Cardiovascular Miinster
(PROCAM) study;” Circulation, vol. 105, no. 3, pp. 310-315, 2002.

[9] R. M. Conroy, K. Pyorild, A. P. Fitzgerald et al., “Estimation
of ten-year risk of fatal cardiovascular disease in Europe: the
SCORE project,” European Heart Journal, vol. 24, no. 11, pp. 987-
1003, 2003.

[10] R. J. Stevens, V. Kothari, A. I. Adler, I. M. Stratton, and R.
R. Holman, “The UKPDS risk engine: a model for the risk of
coronary heart disease in type II diabetes (UKPDS 56),” Clinical
Science, vol. 101, no. 6, pp- 671-679, 2001.

[11] P.Brindle, J. Emberson, E Lampe et al., “Predictive accuracy of
the Framingham coronary risk score in British men: prospective
cohort study;” BMJ, vol. 327, no. 7426, pp. 1267-1270, 2003.

[12] M. E Linton and S. Fazio, “A practical approach to risk assess-
ment to prevent coronary artery disease and its complications,”
The American Journal of Cardiology, vol. 92, no. 1, pp. 19i-26i,
2003.

[13] P. Brindle, A. Beswick, T. Fahey, and S. Ebrahim, “Accuracy
and impact of risk assessment in the primary prevention of

cardiovascular disease: a systematic review, Heart, vol. 92, no.
12, pp. 1752-1759, 2006.

[14] T.-P. Van Staa, M. Gulliford, E. S.-W. Ng, B. Goldacre, and L.
Smeeth, “Prediction of cardiovascular risk using framingham,
ASSIGN and QRISK2: how well do they predict individual
rather than population risk?” PLoS ONE, vol. 9, no. 10, Article
ID 106455, 2014.

[15] C. M. Gijsberts, K. A. Groenewegen, I. E. Hoefer et al.,
“Race/ethnic differences in the associations of the framingham
risk factors with carotid IMT and cardiovascular events,” PLoS
ONE, vol. 10, no. 7, Article ID e0132321, 2015.

[16] P. Mitchell, W. Smith, K. Attebo, and P. R. Healey, “Prevalence
of open-angle glaucoma in Australia: the Blue Mountains Eye
Study;” Ophthalmology, vol. 103, no. 10, pp. 1661-1669, 1996.

[17] A.S. Glas, J. G. Lijmer, M. H. Prins, G. J. Bonsel, and P. M. M.
Bossuyt, “The diagnostic odds ratio: a single indicator of test
performance,” Journal of Clinical Epidemiology, vol. 56, no. 11,
pp. 1129-1135, 2003.

[18] H. Gotfred-Rasmussen, M. Lund, H. L. Enemark, M. Erlandsen,
and E. Petersen, “Comparison of sensitivity and specificity
of 4 methods for detection of Giardia duodenalis in feces:
immunofluorescence and PCR are superior to microscopy of
concentrated iodine-stained samples,” Diagnostic Microbiology
and Infectious Disease, vol. 84, no. 3, pp. 187-190, 2016.

[19] Clinic Research Calculators, http://vassarstats.net/vsclin.html.

[20] Y. W. Chang, “Lin C feature ranking using linear SVM,” Causa-
tion and Prediction Challenge Challenges in Machine Learning,
vol. 2, article 47, 2006.

[21] F Pedregosa, G. Varoquaux, A. Gramfort et al., “Scikit-learn:
machine learning in Python,” The Journal of Machine Learning
Research, vol. 12, pp. 2825-2830, 2011.

[22] N. V. Chawla, K. W. Bowyer, L. O. Hall, and W. P. Kegelmeyer,
“SMOTE: synthetic minority over-sampling technique,” Journal
of Artificial Intelligence Research, vol. 16, pp. 321-357, 2002.

[23] Y. Tang, Y.-Q. Zhang, N. V. Chawla, and S. Krasser, “SVMs mod-
eling for highly imbalanced classification,” IEEE Transactions on
Systems, Man, and Cybernetics Part B: Cybernetics, vol. 39, no. 1,
pp. 281-288, 2009.

[24] National Heart and Lung and blood Institute, “Risk Assessment
Tool for Estimating Your 10-year Risk of Having a Heart Attack,”
March 2016, http://cvdrisk.nhlbi.nih.gov/.

[25] W. Yu, R. Valdez, M. Gwinn, M. J. Khoury, and T. Liu,
“Application of support vector machine modeling for prediction
of common diseases: the case of diabetes and pre-diabetes,”
BMC Medical Informatics and Decision Making, vol. 10, no. 1,
article 16, 2010.

[26] J. Bergstra and Y. Bengio, “Random search for hyper-parameter

optimization,” Journal of Machine Learning Research, vol. 13, pp.
281-305, 2012.



