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10.1 Introduction

Clinical prediction is one of the most important branches of healthcare data analytics. In this
chapter, we will provide a relatively comprehensive review of the supervised learning methods that
have been employed successfully for clinical prediction tasks. Some of these methods such as lin-
ear regression, logistic regression, and Bayesian models are basic and widely investigated in the
statistics literature. More sophisticated methods in machine learning and data mining literature such
as decision trees and artificial neural networks have also been successfully used in clinical appli-
cations. In addition, survival models in statistics that try to predict the time of occurrence of a
particular event of interest have also been widely used in clinical data analysis.

Generally, supervised learning methods can be broadly classified into two categories: classifi-
cation and regression. Both of these two classes of techniques focus on discovering the underlying
relationship between covariate variables, which are also known as attributes and features, and a
dependent variable (outcome). The main difference between these two approaches is that a classi-
fication model generates class labels while a regression model predicts real-valued outcomes. The
choice of the model to be used for a particular application significantly depends on the outcomes to
be predicted. These outcomes can fall into one of the five different categories: continuous outcomes,
binary outcomes, categorical outcomes, ordinal outcomes, and survival outcomes.

The continuous outcomes can be seen in applications such as medical costs prediction [1, 2] and
the estimation of some medical inspection [3]; linear regression and generalized additive models
have been successfully employed for solving these kinds of problems. Binary outcomes are the most
common outcomes in clinical prediction models; disease diagnostic [4], prediction of the patient’s
death or risk [5], and medical image segmentation [6] are some of the commonly studied binary
classification problems in clinical medicine. Several statistical and machine learning methods such
as logistic regression, binary classification trees, and Bayesian models have been designed to solve
this binary classification problem.

Categorical outcomes are typically generated by multiclass classification problems, and usually
there is no specific ordering among those classes. In the healthcare domain, categorical outcomes al-
ways appears in multiple disease diagnostics such as cancer [7] and tumor [8] classification. In clin-
ical prediction, models such as polytomous logistic regression [9] and some ensemble approaches
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[7, 10] are used to estimate the categorical outcomes. Ordinal outcomes are also quite common in
clinical prediction and in several cases it is to predict the grade/severity of illness [11]. Finally, sur-
vival outcomes are particularly used for studying survival analysis that aims at analyzing the time
to event data and the goal here is to predict the time to event of interest.

In this chapter we will provide more details about all these models and their applications in clin-
ical medicine. In addition, we will also discuss different ways to evaluate such models in practice.
The remainder of this chapter is organized as follows: In Section 10.2, we review some statistical
prediction models. Some machine learning methods are introduced in Section 10.3, and the sur-
vival models are discussed in Section 10.4. We also provide some model evaluation and validation
methods in Section 10.5, and finally, Section 10.6 concludes this chapter.

10.2 Basic Statistical Prediction Models

In this section, we review some of the well-known basic statistical models that are widely used
in biomedical and clinical domains.

10.2.1 Linear Regression

In linear regression the dependent variable or outcome is assumed to be a linear combination
of the attributes with corresponding estimated regression parameters [12]. In clinical data analysis,
linear regression is often employed in clinical cost prediction [1, 2] and the estimation of some
medical inspection [3]. Let us consider a sample of N subjects with p attributes, which can be
represented as a N x p matrix X, and the observed output is a vector Y7 = (y1,y2,...,yn). For
a particular individual i, let X; = (x;1,x;2, ...,x,,,) denote the covariate vector, and the output is a
continuous real number denoted by Y;. The linear regression model can be mathematically expressed
as:

p
)31': Z thja (10.1)

where B7 = (B1,B2,...,Bp) is the coefficient vector, o is the intercept, and §; is the estimated output
based on the linear regression model. It should be noted that all the input covariate values should
be numeric; otherwise, the addition and multiplication computation of the covariate values is not
feasible. In supervised learning, parameter estimation can be viewed as the minimization of a loss
function over a training dataset. Least squares is the most commonly used coefficient estimation
method in linear regression; the chosen loss function is the residual sum of squares, which is defined
as the squared Euclidean distance between the observed output vector Y and the estimated output,
Y. It has the form

RSS(B) (yi —9i)? (10.2)
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It can be seen that the RSS(P) is a quadratic equation in terms of 3, and the minimization can be
calculated by setting the first derivative of the RSS(B) equal to 0. For convenience, the RSS(B) can
be rewritten in the matrix representation

RSS(B) = (Y —XB)T (¥ — XP). (10.3)



346 Healthcare Data Analytics

It should be noticed that the X here is different from the definition above; here itis an N x (p+1)
matrix where a unit column vector is added to the left of the original input matrix X, and corre-
spondingly, the coefficient vector is B7 = (o, B1,B2,...,B,). The partial derivative of the RSS(B)
is
ORSS
F —2xTy +2(x7x)B, (10.4)

By letting Equation 10.4 equal O we will get the estimated parameter to be
B=x"x)"'xTy. (10.5)

For computational efficiency, usually the input covariant matrix X is normalized during pre-
processing, hence X7 X = 1 and the estimated coefficient vector can be simplified as p = X7Y.

10.2.2 Generalized Additive Model

To model the continuous outcomes in regression, the popular choice is to use the generalized
additive model (GAM) [13], which is a linear combination of smooth functions. It can be viewed as
a variant of linear regression that can handle nonlinear distribution. In GAM, for individual X;, the
continuous outcome y; can be estimated by:

9i =0t filxn) + folxiz) + -+ fylip), (10.6)

where fi(-), i=1,2,..., p is a set of smooth functions, and p is the number of features.

Initially, the GAM was learned using the backfitting algorithm that was introduced in 1985 by
Leo Breiman and Jerome Friedman [14]. It is an iterative method that can handle a wide variety
of smooth functions; however, the termination criterion of the iterations is difficult to choose, and
it almost always suffers from overfitting. An alternative method of GAM estimation is using the
semi-parametric smoothing function and fit the model by penalized regression splines. More details
about these models can be found in [15].

10.2.3 Logistic Regression

Logistic Regression is one of the most popular binary classification methods which is widely
adopted for clinical prediction tasks [4, 16, 17]. Rather than directly predicting the output via a
linear combination of features, it assumes that there is a linear relationship between the features and
the log-odds of the probabilities. For simplicity, let us consider a two-class scenario with N-samples.
For a certain individual X; = (xi0,Xi1, X2, ..., Xip), the observed output y; can be labeled as either 0 or
1; the formulation of the logistic regression is

Priyi=1|X;) &
— Y xuBi = XB. 10.7
Privi = 0Xy) k:ZOx Br = Xip (10.7)

log

Here, xjp = 1 and o is the intercept. Consider the fact that in a two-class classification Pr(y; =
1|1X;) + Pr(y; = 0|X;) = 1; thus, from Equation (10.7), we have
exp(XiB)
Pr(yi=1|X;) = ————=. 10.8
r(yl | l) 1 +e-xp(XlB) ( )
The parameter estimation in logistic regression models is usually done by maximizing the like-
lihood function. The joint conditional probability of all N samples in the training data is

N

Pr(y=y11X1)-Pr(y =y2|X2) - ... - Pr(y =yw|Xn) = [ [ Pr(y = yilX)), (10.9)
i=1
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where y;,i = 1,2,...,N is the actual observed labels in the training set; therefore, the log-likelihood
for N observations is

N
£(B) = ). log[Pr(y = yilX;)], (10.10)
i=1
note that in the “(0, 1) scenario,” the logit transformation of conditional probability for an individual
X,‘ is

Xi —1 1 X,' : P = 1
log[Pr(y = yi|X))] —{ B_lgil izﬁx% : ; "o (10.11)
thus, Equation (10.10) can be rewritten as:
N
L(B) = Y {XiB- yi—log[1 +exp(X;)]}. (10.12)

i=1

Usually the Newton-Raphson algorithm is used to maximize this log-likelihood, where the coeffi-
cient vector is iteratively updated based on

o [PLB)] ' 02(B)
B(H)_B()_{asaﬁr} ) o
where
90B) Ny _ewB)
B ,;X'(y’ 1+ exp(X;p) (10.14)
e Mo exp()
opop” _;X’X"TW' (10.15)

The iteration always starts at 3 = 0. It is proven that the algorithm can guarantee the convergence
towards the global optimum, but overshooting can occur.

10.2.3.1 Multiclass Logistic Regression

In multiclass logistic regression [18], conditional on one specific individual X;, the probability
that its observed output y; = j is
. exp(XiB,)
Pr(yi=jIXi) = ————2~, (10.16)
Yt j exp(XiPr)
where j,k € L and L is the label set. With this definition, the log-likelihood for N observations can
be written as:

N
£(B) = Y [(XiB;) —log(} exp(XiBy))]- (10.17)
i=1 k#j
This objective function can be minimized by the Broyden—Fletcher—Goldfarb—Shanno (BFGS) al-
gorithm [19]. The BFGS is a kind of hill-climbing optimization technique [20], which solves the
nonlinear optimization by iteratively updating the approximation to the Hessian using information
gleaned from the gradient vector at each step [18].

10.2.3.2 Polytomous Logistic Regression

Polytomous logistic regression [21, 22] is an extension of the basic logistic regression, which
is designed to handle multiclass problems. Polytomous logistic regression is used when there is
no predefined order among the categories; in clinical analysis it has been used to deal with some
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complex datasets such as CT scans [9]. It learns different set of coefficients for different classes,
in other words, each feature has a different coefficient value for each category; in addition, it also
assumes that the output cannot be perfectly estimated by the covariate for any single class. It can be
viewed as a simple combination of the standard two-class logistic regression. For a C-class problem,
C — 1 binary logistic regression will be fitted; for example, if we set the last category (C' class) as
the reference category, then the model will be:

Priy=1[X;)
log Pry—CX) XiP1 (10.18)
Pr(y =2|X;)
I = X
CPrly=ClX;) P2
Pr(y=C-1|X;)
log Pr(y — C|Xl) XlBC*l'

Note that for individual X; the sum of all the posterior probabilities of all C categories should be 1;
thus, for each possible outcome we get:

X.
Priy=kX) = eg‘{’l( B oo (10.19)
L+ X)) exp(XiB))
1
Pr(y=C|X;)

I+ 55 exp(XB))

The model can then be learned by maximum a posteriori (MAP). More details about the learning
procedure can be found in [23].

10.2.3.3 Ordered Logistic Regression

Ordered logistic regression (or ordered logit) is an extension of the logistic regression that aims
to solve an ordered output prediction. Here we will briefly introduce the two most popular logit
models: proportional odds logistic regression and generalized ordered logit.

Proportional odds logistic regression Proportional odds logistic regression [24] was proposed based
on the basic assumption that all the differences between different categories are introduced by differ-
ent intercepts, while the regression coefficients among all levels are the same. In [25], proportional
odds logistic regression was employed in the meta-analyses to deal with an increasing diversity of
diseases and conditions. Consider a C-ordered output example; for an individual X; the proportional
odds logistic regression can be represented as:
. . Pr(y < jlXi)

logit[Pr(y < j|X;)] = log TPy <X o; — X, (10.20)
where j=1,2,...,C,and 0y < 0p < --- < 0c—1. The other thing to note is that the coefficient vector
B here is a P x 1 vector, where P is the number of features and X; = (x;1,xj2, ..., x;p). Apparently,
this is a highly efficient model, and only one set of regression parameters has to be learned during
the training process; however, this assumption is too restricted and thus is not applicable to a wide
range of problems.

Generalized ordered logit The generalized ordered logit (gologit) [26] can be mathematically de-

fined as: (XB))
. expiAipP; .
Pr(y; Xi)=—————=— =g(XiB; =1,2,....C—1 10.21
V(yl >]| l) 1+€XP(X,B/) g( lBj)a J gLy ey ) ( )
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where C is the number of ordinal categories. From the Equation (10.21), the posterior probabilities
that Y will take on each of the values 1, ...,C, conditional on X;, are equal to

—8(XiP1) D=1
Pr(yi=jlXi) =< e(XiBj-1)—e(XiB;) : j=2,...C—1 . (10.22)
g(XiBc-1) o j=C

A popular Stata program “gologit2” [27] can be used to efficiently fit this model.

10.2.4 Bayesian Models

The Bayes theorem is one of the most important principles in probability theory and mathemati-
cal statistics; it provides a link between the posterior probability and the prior probability, so we can
see the probability changes before and after accounting for a certain random event. The formulation
of the Bayes theorem is
Pr(X|Y)-Pr(Y)

Pr(X) ’
where Pr(Y|X) is the probability of event Y, conditional upon event X. Based on this theory, there

are two widely used implementations: naive Bayes and the Bayesian network. Both of these ap-
proaches are commonly studied in the context of clinical prediction [28, 29].

Pr(Y|X) = (10.23)

10.2.4.1 Naive Bayes Classifier

The main intuition of the Bayesian classifiers is comparing Pr(Y = y|X;) for different y € ¥
where Y is the label set and choosing the most possible label (ycposen) as the estimated label for
individual X; = (xj1,%2, ..., Xip ). From Equation (10.23), we can see that, in order to calculate Pr(Y =
y|X;) we need to know Pr(X;|Y =y), Pr(Y =), and Pr(X;). Among these three terms, Pr(¥Y =)
can be easily estimated from the training dataset; Pr(X;) can be ignored because while comparing
different y’s; the denominator in the Equation (10.23) remains a constant. Thus, the main work in
Bayesian classifiers is to choose the proper method to estimate Pr(X;|Y =y).

In naive Bayes classifier, the elements in the covariate vector (x;,x;2, ...,x,-,,) of X; are assumed
to be conditionally independent; therefore, the Pr(X;|Y = y) can be calculated as:

<

Pr(X;|Y =y) H r(xi|Y =), (10.24)

where each Pr(x|Y =), k=1,2,...,p can be separately estimated from the given training set.
Thus, to classify a test record X; based on the Bayes theorem and ignore the Pr(X;), the conditional
probability for each possible output y in the label set Y can be represented as:

p
Pr(Y =y|X;)<Pr(Y =y H r(xilY = ). (10.25)

Finally, the class label Y josen, Which maximizes the Pr(Y =y) HZ:I Pr(xi|Y =y) is chosen to be
the output.

10.2.4.2 Bayesian Network

Although the naive Bayes classifier is a straightforward implementation of Bayesian classifier, in
most real-word scenarios there are certain relationships that exist among the attributes. A Bayesian
network introduces a directed acyclic graph (DAG), which represent a set of random variables
by nodes and their dependency relationships by edges. Each node is associated with a probability
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function that gives the probability of the current node conditional on its parent nodes’ probability.
If the node does not have any parents, then the probability function will be the prior probability of
the current node.

More specifically, in decision making or prediction problems, this Bayesian network
can be viewed in terms of a hierarchical structure. Only the independent attributes that
have prior probability are in the top level. For example, in Figure 10.1, there are 5 at-
tributes that contribute to the output; among them “Smoking (Attribute 3)” and “Fam-
ily history of heart disease (Attribute 5)” do not have any predecessors, so we can com-
pute the prior probabilities Pr(Smoking) and Pr(Family history of heart disease) directly; “Aor-
tic rupture (Attribute 1)” and “Hypertension (Attribute 4)” are in the second level, and
their conditional probabilities are Pr(Aortic rupture|Smoking) and Pr(Hypertension|Smoking)
respectively; “Stroke (Attribute 2)” is in the third level and its conditional probability is
Pr(Stroke|Aortic rupture, Smoking, Hypertension). “Heart rate (Attribute 6)” and “Blood pressure
(Attribute 7)” are two medical observations, and “Heart attacks” is the disease that needs to be
predicted.

Hypertension

Family history of
heart disease

Aortic
rupture

Heart attacks

Blood
Heart rate -
pressure
FIGURE 10.1: An example of a Bayesian network for decision making.

Based on this network, the joint probability function is computed as follows:

Pr(Heart attacks, 1,2,3,4,5,6,7) = Pr(6|Heart attacks) - Pr(7|Heart attacks)
-Pr(Heart attacks|1,2,3,4,5) - Pr(2|1,3,4)
-Pr(1|3) - Pr(4|3) - Pr(3) - Pr(5) (10.26)

Based on Equation(10.26), the Pr(Heart attacks|1,2,3,4,5) for each kind of output can be calcu-
lated conditional on a specific combination of 5 different attributes.

10.2.5 Markov Random Fields

In the Bayesian network, the nodes are connected based on causality; however, in real-world
applications, causality is not the only relationship. For example, in clinical inspection, although
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there is no causality between the quantity of blood leukocytes and the image of an X-ray, these two
are correlated. It is awkward to represent the dataset by a directed acyclic graph in this scenario;
thus, an undirected graphical model, which is also known as a Markov random field (MRF) or a
Markov network, is needed. In the healthcare domain, Markov random fields were often adopted in
medical image analyses such as magnetic resonance images [30] and digital mammography [31].

Given an undirected graph G = (V,E), where V is the set of vertices and E is the set of edges;
each vertex v € V represents a covariate vector X,. In MRF, the conditional independence relation-
ship is defined via the topology of the undirected graphical model. In total there are three categories
of Markov properties: global Markov property, local Markov property, and pairwise Markov prop-
erty. The global Markov property is defined as: X4 L Xp|Xc, where A CV, BC V,and C C V; that
is, in the graph G, subset A and B are conditionally independent of the separating subset C; in other
words, every path from a node in A to a node in B passes through C. From the global Markov prop-
erty we can easily deduce that for a certain node (X,, v € V) all its neighbors (X,(,), ne(v) C'V)
will separate the node from the nodes in the rest of graph G; this is called the local Markov property
and can be represented as X, L Xy |Xne(v). It is obvious that two nonadjacent nodes, X, and X, are
conditionally independent of all the nodes in the rest of the graph, which is known as the pairwise
Markov property, and can be mathematically represented as: X, L X,,| X,y

-/

FIGURE 10.2: An example of an undirected graph.

In order to describe the Markov properties more intuitively, let us illustrate these conditional
independence relations based on Figure 10.2.

1. Global Markov property, {1,2} L {5,6}|{3,4}.
2. Local Markov property, {1} 1 {5,6}|{2,3,4}.
3. Pairwise Markov property, {1} 1 {6}/{2,3,4,5}.

10.3 Alternative Clinical Prediction Models

In addition to the basic prediction models explained in the previous section, more recent devel-
opments in the machine learning and data mining literature allowed the biomedical researchers to
apply other prediction models in clinical applications. These models include decision trees, artificial
neural networks. While there are many other traditional prediction models that have been used in
certain specific biomedical application, a complete discussion about the prediction models and their
applications is out of scope of this chapter. We focus on the most widely used prediction models in
this section. In addition, an important concept of cost-sensitive learning in the context of prediction
which was motivated through some of the important biomedical problems will also be discussed in
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this section. In addition to these models and algorithm, more advanced clinical prediction methods
such as multiple instance learning, reinforcement learning, sparse models, and kernel methods will
also be discussed in this section.

10.3.1 Decision Trees

A decision tree is the most widely used clinical prediction model that has been successfully
used in practice [32]. In a decision tree model, the predictions are made by asking a series of well-
designed questions (splitting criteria) about a test record; based on the answers to these questions the
test record hierarchically falls into a smaller subgroup where the contained individuals are similar
to each other with respect to the predicted outcome. Choosing the proper splitting criteria, obvi-
ously, is a critical component for decision tree building. These criteria can help to find the locally
optimum decisions that can minimize the within-node homogeneity or maximize the between-node
heterogeneity in the current situation. In C4.5 [33] and ID3 [34], information entropy is used to
determine the best splits, and multiple child nodes can be generated. In classification and regression
tree (CART) [35], which can only produce binary splits, the best split is selected where the gini
is minimized. The CHi-squared Automatic Interaction Detection (CHAID) [36] uses the statistical
Chi-square test as its splitting criterion. Usually the tree is built by recursively choosing the best
attribute to split the data to new subsets until meeting the termination criteria, which are designed
to prevent overfitting.

Compared with other methods, a decision tree is more straightforward and can represent the
actual human thinking process. Different from parametric methods, such as linear regression and
logistic regression, constructing a decision tree does not require knowledge of the underlying dis-
tribution. In addition, a decision tree is very convenient for handling all kinds of data types for the
input data. However, as finding an optimal decision tree is an NP-complete problem, usually a tree
induction algorithm is a heuristic-based approach that makes the decision tree very unstable [37].
Decision trees have been heavily used in the medical decision making in a wide range of applica-
tions [38, 39].

10.3.2 Artificial Neural Networks

Inspired by biological neural systems, in 1958, Frank Rosenblatt published the first paper [40]
about the artificial neural network (ANN), in which simple artificial nodes, called “neurons,” are
combined via a weighted link to form a network that simulates a biological neural network. A neuron
is a computing element that consists of sets of adaptive weights and generates the output based on
a certain kind of activation function. A simple artificial neural network named perceptron only has
input and output layers. For a specific input attribute vector X; the perception model can be written
as: y; = sign(X;W) where X; = (xio,%i1,...,Xip) is the input attribute vector, W is the coefficient
vector, and the sign function sign(-) is the activation function. We can see that this formulation is
very similar to linear regression; however, here the model is fitted using an iterative algorithm that
updates the weights using the following update rule: wyﬂ) = wy) +Ayi— yAEZ)
parameter known as the learning rate.

General artificial neural networks are much more complex than the perceptron; they may consist
of one or more intermediary layers, which are known as hidden layers and have multiple output. In
addition, diverse mapping functions, such as the linear, logistic, and tanh function, can be chosen as
the activation function. Therefore, a multilayer artificial neural network is capable of handling more
complex nonlinear relationships between the input and output. An example of a multilayer artificial
neural network is shown in Figure 10.3.

In ANN learning the commonly used cost function to minimize is the mean-squared error,
which is the average squared difference between the estimated output and the real one. Because of

)x;; where A is a
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FIGURE 10.3: Example of a multilayer artificial neural network (ANN).

the complexity of finding the global minimum, the gradient descent, which finds a local minimum of
a function, is involved in minimizing the cost function. As the hidden nodes do not influence the cost
function directly, without the oupput information we can not identify its influence; thus, the common
and well-known backpropagation technique is used for training neural networks. Due to their ability
to model the complex mapping function and the rich literature in the machine learning community,
the artificial neural networks have been widely used in various biomedical applications [41, 42].
Some of the prominent applications include decision support systems [43], medical intervention
[44], and medical decision making [45]. A more detailed comparison of the performance of ANN
with logistic regression is provided in this paper [16].

10.3.3 Cost-Sensitive Learning

A somewhat related concept that is extremely popular in the healthcare domain is the topic of
cost-sensitive learning. Certain clinical prediction models [46] also can be viewed as cost-sensitive
models. In the predictive model the learning process aims to minimize the sum of the total costs.
Among different types of costs [47], computation cost and the cost of instability are two vital factors
that need to be considered while designing various algorithms. In this section we only focus on two
categories of cost that are widely used in the biomedical domain, namely, misclassification costs
and test costs.

Misclassification cost is introduced by classification error. In the real world, the cost associated
with each error is different, and for a certain error its costs change under different circumstances.
For instance, in disease diagnosis there are two possible errors: the false negative error (a patient is
wrongly predicted to be healthy) and the false positive error (a healthy person is wrongly predicted
to be a patient). Obviously, in this scenario, compared with the false positive error, the false negative
error is an even greater mistake because this places the patient in a very dangerous situation.

Some profound studies about the misclassification cost have been done in the literature [48, 49],
and the basic idea of these works can be mathematically generalized as follows. Let L be the labelset,
a € Lis the actual label of a certain individual, and p € L is the predicted label; for each combination
of a and p there is an element ¢, in the cost matrix C to represent the misclassification cost. Let
us consider a set of N subjects. For each individual x;, i = 1,2,..., N, the actual label is y; = a, and
Pr(plxi,a) is the estimated probability that x; belongs to the class p. Thus, for misclassification cost
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the cost-sensitive learning aims to minimize the following function min nyzl Y per Pr(plxi,a)cqp. In
a two-class scenario, the cost matrix C is structured as in Table 10.1 below:

TABLE 10.1: Cost Matrix for the Two-Class Case
Predict positive | Predict negative

Actual positive c11 €10
Actual negative co1 €00

The cost matrix can be used either during the learning process, such as re-selecting the thresh-
old [49] and changing the splitting criteria during the tree induction [50], or after the learning phase
during the performance evaluation of the model step [51] where we will just multiply the corre-
sponding elements from the cost matrix and confusion matrix [51] and then calculate the sum of
these products. This concept of learning in a cost-sensitive manner is very much related to the prob-
lem of imbalanced learning, which is heavily investigated in the biomedical literature [52]. Here the
class with minority samples will be assigned a large misclassification cost.

Test cost or the cost of obtaining the information is incurred while obtaining the attribute val-
ues. For example, in disease diagnosis, a patient already had the X-ray test but did not have the
nuclear magnetic resonance (NMR) test yet. Of course, a prediction can be made within the current
information, but the NMR test will provide more information and may improve the performance of
the predictive model. Thus, we have to make a trade-off between the costs and benefits of nuclear
magnetic resonance. This test-cost sensitive learning is kind of a feature selection to factor into the
cost of each attribute [53].

10.3.4 Advanced Prediction Models

More recent advances in the machine learning literature allowed the clinical researchers to ap-
ply complex prediction models to achieve better accuracy in nontrivial situations. Some examples
of these methods include multiple instance learning, reinforcement learning, sparse methods, and
kernel methods. We will now briefly discuss these approaches in this section.

10.3.4.1 Multiple Instance Learning

Unlike other prediction methods, in multiple instance learning [54], the exact label of each
individual is actually unknown. Instead, the training data are packed into a set of labeled groups. A
group is labeled positive if there is at least one positive instance in it; whereas, a group is labeled
negative only when all the individuals in that group are negative. Multiple instance learning is often
applied in diverse fields such as image classification, text mining, and the analysis of molecular
activity. In clinical fields it is usually used to analyze radiology images especially when there are
several hundreds of image slices for each patient. These slices are highly correlated and a patient is
termed as having cancer even if a single image slice has a suspicious mass. In [55], researchers have
successfully deployed the multiple instance learning algorithm based on convex hulls into practical
computer-aided diagnostic tools to detect pulmonary embolism and colorectal cancer. In another
study [56], for CT pulmonary angiography, multiple instance learning has been employed to detect
pulmonary emboli.

10.3.4.2 Reinforcement Learning

Reinforcement learning aims to maximize the long-term rewards; it is particularly well suited to
problems that include a long-term versus short-term reward trade-off [57]. In reinforcement learn-
ing, an action corresponds to any decision an agent might need to learn how to make, and a state
is any factor that the agent might take into consideration in making that decision; in addition, asso-
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ciated with some states and state-action pairs, the rewards function is the objective feedback from
the environment. The policy function is often a stochastic function that maps the possible states
to the possible actions, and the value function reflects the long-term reward. Zhao et al. [58] used
reinforcement learning to discover individualized treatment regimens. An optimal policy is learned
from a single training set of longitudinal patient trajectories. Sahba et al. [S9] proposed a reinforce-
ment learning framework for medical image segmentation. In medical computer-aided detection
(CAD) systems reinforcement learning could be used to incorporate the knowledge gained from
new patients into old models.

10.3.4.3 Sparse Methods

Sparse methods perform feature selection by inducing the model coefficient vector to be sparse,
in other words, contain many zero terms. The primary motivation for using sparse methods is that
in high dimensions, it is wise to proceed under the assumption that most of the attributes are not
significant, and it can be used to identify the the most important features [60]. Sparse methods can
also be used to select a subset of features to prevent overfitting in the scenarios when N < P, where
N is the number of training samples, and P is the dimension of feature space. An excellent survey
on sparsity inducing norms and their utility in biomedical data analysis and prediction problems is
available in [61]. With the availability of several high-dimensional genomic and clinical datasets in
recent times, sparse methods have gained a lot of popularity in biomedical applications. Methods
such as LASSO and Elastic Net are popular choices for penalty functions.

10.3.4.4 Kernel Methods

Kernel methods map the attributes from the original feature space to an abstract space where it
is often much easier to distinguish multiple classes [62]. Kernel methods typically achieve a better
performance by projecting the data into a higher-dimensional kernel space where a linear classifier
can accurately separate the data into multiple categories. Choosing the right kernel is a challenging
problem and in practice, researchers resort to some of the standard ones available in the literature and
tune their parameters based on experimental results [18]. A kernel measures the similarity between
two data objects: the more similar two objects X and X’ are, the higher the value of a kernel K (X, X”)
will be. Several kernel functions have been proposed in the literature. Polynomial kernels are well
suited for problems where all the training data is normalized. The formulation of the polynomial
kernel is:

K(X,X") = (aXTX' +c¢), (10.27)

where o is a constant coefficient, ¢ > 0 is a constant trading off the influence of higher-order ver-
sus lower-order terms in the polynomial, and d is the polynomial degree. A Gaussian kernel is an
example of radial basis function (RBF) kernel [63]; the definition of a Gaussian kernel is

_v/12
K(X,X') = exp (—%) (10.28)

where 62 is known as the bandwidth, which plays a major role in the performance of the Gaussian
kernel.

Kernel methods are an effective alternative to perform data integration in the presence of het-
erogeneous data sources. In such problems, one does not have to perform explicit feature extraction
before combining data sources. The learning method can automatically learn the appropriate fea-
ture spaces in each of the data sources and effectively integrate them to provide a robust prediction
model with better accuracy compared to the models built on individual data sources. The authors
in [64] provided a comprehensive set of experimental results in several biomedical applications to
demonstrate the power of multiple kernel learning. Such multiple kernel learning methods fall into
the category of intermediate integration where the prediction models are simultaneously learned
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from heterogeneous data sources by choosing the optimal feature space. Wang et al. [65] proposed
a colonic polyp detection framework where multiple kernels are used to extract and combine the
features from different sources (such as statistical and geometric features).

10.4 Survival Models

Survival analysis [66, 67] aims at modeling the time to event data; the observation starts from
a particular starting time and will continue until the occurrence of a certain event or the observed
objects become missing (not observed) from the study. In the healthcare domain, the starting point
of the observation is usually a particular medical intervention such as a hospitalization admission,
the beginning of taking a certain medication or a diagnosis of a given disease. The event of interest
might be death, discharge from the hospitalization, or any other interesting incident that can happen
during the observation period. The missing trace of the observation is also an important character-
istic of survival data. For example, during a given hospitalization some patients may be moved to
another hospital and in such cases, that patient will become unobserved from the study with respect
to the first hospital. Survival analysis is useful whenever we are interested not only in the frequency
of occurrence of a particular type of event, but also in estimating the time for such an event oc-
currence. In healthcare applications, the survival prediction models mainly aim at estimating the
failure time distribution and estimating the prognostic evaluation of different variables (jointly or
individually considered) such as biochemical, histological, and clinical characteristics [68].

10.4.1 Basic Concepts

In this section, the basic concepts and characteristics of survival models will be introduced along
with some examples. The examples come from real patient data about heart failure readmission
problems collected at a major hospital in the southeastern Michigan region. In this problem, survival
analysis is used to estimate the time between the discharge of a patient from hospitalization and
the readmission of that patient for heart failure diagnosis. Here, the event of interest is hospital
readmission, and the beginning of the observation starts from the discharge date of the previous
hospitalization. From this section, we hope that the difference between survival analysis and the
standard predictive models will become clear to the readers.

10.4.1.1 Survival Data and Censoring

In survival data the event of interest may not always be observed during the study; this scenario
happens because of time limits or missing traces caused by other uninteresting events. This feature
is known as censoring [66].

Let us consider a small number of N heart failure patients in the rehospitalization problem;
suppose the observation terminates after 30 days of discharge. Thus, the time of the hospital read-
mission is known precisely only for those subjects for whom the event has occurred before the
ending point (30 days in this case). For the remaining subjects, it is only known that the time to the
event is greater than the observation time. Also during this observation time, we lose track of some
patients because of death, moving out of the area, or being hospitalized due to other conditions. All
of these scenarios are considered as censoring in this particular example. Figure 10.4 describes the
concept of censoring in a more intuitive manner. Formally, let 7" be the time to event of interest, and
U be the censoring variable, which is the time of the withdrawn, lost, or ended time of observation.
For a certain subject if only the Z = min(T,U) can be observed during the study, it is known as Right
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Censoring; otherwise, if Z = max(T,U), it is termed as Left Censoring. Practically, in the healthcare
domain the majority of the survival data is right censored [68].

Start Of Observation

1 Died
2 Died
3 Died
4
Lost to follow up
5 . .
Withdrawn alive
] 1 1 1 1 1 1 1 Year
1 2 3 4 5 6 7 8

FIGURE 10.4: An illustration that demonstrates the concept of censoring.

In survival analysis, survival data are normally represented by a triple of variables (X,Z,9),
where X is the feature vector, and d is an indicator. & = 1 if Z is the time to the event of interest
and 0 = 0 if Z is the censored time; for convenience, Z is usually named the observed time [69]. An
example of a small survival dataset, which is from our heart failure readmission problem, is shown
in Table 10.2. In this dataset, for simplicity, we show only the patients’ age and sex as our feature
set (which is the X in the notation); the “status” is the indicator 8, and the “Gap” is the observed
time.

10.4.1.2 Survival and Hazard Function

The object of primary interest of survival analysis is the survival function, which is the proba-
bility that the time to the event of interest is no earlier than some specified time ¢ [69, 66]. Conven-
tionally, survival function is denoted as S, which is defined as:

S(t) = Pr(T >1). (10.29)

It is certain that in the healthcare domain the survival function monotonically decreases with ¢, and
the initial value is 1 when ¢ = 0, which represents the fact that in the beginning of the observation
100% of the observed subjects survive; in other words, none of the events of interest are observed.

In contrast, the cumulative death distribution function F (t) is defined as F (t) = 1 — S(¢), which
represents the probability of time to the event of interest is less than ¢, and death density function
f(t)is defined as f(¢) = %F(t) for continuous scenarios, and f(¢) = W, where At is a short
time interval, for discrete scenarios. The relationship among these functions is clearly described in
Figure 10.5.

One other function commonly used in survival analysis is the hazard function (A(t)), which is
also known as the force of mortality, the conditional failure rate, or the instantaneous death rate
[70]. The hazard function is not the chance or probability of the event of interest, but instead it is the
event rate at time ¢ conditional on survival until time ¢ or later. Mathematically, the hazard function
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TABLE 10.2: Survival Data on 40 Heart Failure Patients

Features Features
PatientID Sex Age Gap Status PatientID Sex Age Gap Status

1 F 91 29 1 21 M 77 82 1
2 M 70 57 1 22 M 69 615 1
3 F 91 6 1 23 F 79 251 0
4 M 58 1091 1 24 M 86 21 1
5 M 43 166 1 25 M 67 921 0
6 F 43 537 1 26 F 73 904 0
7 F 90 10 1 27 F 55 354 0
8 M 53 63 1 28 F 76 896 1
9 M 65 203 0 29 F 58 102 1
10 F 91 309 1 30 M 82 221 1
11 F 68 1155 1 31 F 54 1242 1
12 M 65 40 1 32 F 70 33 1
13 F 77 1046 1 33 F 38 272 0
14 F 40 12 1 34 M 57 136 1
15 F 42 48 1 35 F 55 424 1
16 F 68 86 1 36 F 59 110 1
17 F 90 126 1 37 M 74 173 1
18 M 58 1802 1 38 M 48 138 1
19 F 81 27 1 39 M 55 105 1
20 M 61 371 1 40 F 75 3 1

0.6

0.4

Density Function

0.2

0.8

F(t) or proportion dead

f(f) or death density

2

Times (years)

S(t) or proportion surviving to t

FIGURE 10.5: Relationship among f(¢), F(¢), and S(z).

is defined as:

= lim
Ar—0

= lim
Ar—0

f(@)

Prt <T <t+At|T>t)

At

F(t+Ar)—F(r)

S(r)

At-S(t)

(10.30)
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Similar to S(z), A(¢) is also a nonnegative function. Whereas all survival functions, S(¢), decrease
over time, the hazard function can take on a variety of shapes. Consider the definition of f(¢), which

can also be expressed as f(t) = —45(t), so the hazard function can be represented as:
f@) d 1 d
AMt) === =—=—S() == = ——[InS(1)]. 10.31

Thus, the survival function can be rewritten as
S(t) = exp(—Alr)) (10.32)

where A(t) = fé A(u)du is the cumulative hazard function (CHF) [69].

10.4.2 Nonparametric Survival Analysis

Nonparametric or distribution-free methods are quite easy to understand and apply. They are
less efficient than parametric methods when survival times follow a theoretical distribution and
more efficient when no suitable theoretical distributions are known.

10.4.2.1 Kaplan—Meier Curve and Clinical Life Table

In this section, we will introduce nonparametric methods for estimating the survival probabili-
ties for censored data. Among all functions, the survival function or its graphical presentation, the
survival curve, is the most widely used one. In 1958, Kaplan and Meier [71] developed the product-
limit estimator or the Kaplan—Meier Curve to estimate the survival function based on the actual
length of observed time. However, if the data have already been grouped into intervals, or the sam-
ple size is very large, or the interest is in a large population, it may be more convenient to perform
a Clinical Life Table analysis [72]. We will describe both of these methods in this section.

Kaplan—Meier Curve Let Ty < T, < ... < Tg, K < N, is a set of distinct ordered death (failure)
times observed in N individuals; in a certain time 7} (j =1,2,...,K), the number d i > 1 of deaths
are observed, and the number r; of subjects, whose either death or censored time is greater than or
equal to T}, are considered to be “at risk.” The obvious conditional probability of surviving beyond
time 7 can be defined as:

p(1y) =4 (10.33)
. r;
and based on this conditional probability the survival function at ¢ is estimated by the following

product
Soy= 1T r(m)= 1 (1—@) (10.34)

JiTi<t JiTi<t Tj

and its variance is defined as:

(10.35)

It is worth noting that because of the censoring, r; is not simply equal to the difference between r;_;
and d;_; the correct way to calculate r; is r; = rj_| —dj_1 — cj—1, where c;_; is the number of
censored cases between Tj_; and 7;. Here, we illustrate the computation of Kaplan-Meier Curves
with the example survival dataset, which is shown in Table 10.2. The calculated result is shown in
Table 10.3, and the corresponding K—M survival curve is shown in Figure 10.6.
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TABLE 10.3: Kaplan—Meier Estimator of 40 Heart Failure Patients in Table 10.2
K-M Estimator K-M Estimator

i T 8 di ¢j rj S(t) sder | j T; & d;j ¢; r; St) stderr
1 3 1 1 0 39 0975 0.025 (21 166 1 1 0 19 0475 0.079
2 6 1 1 0 38 095 0034 (22 173 1 1 0 18 045 0.079
3 10 1 1 O 37 0925 0.042 (23 203 0 O 1 17 . .
4 12 1 1 0 36 09 0.047 (24 221 1 1 0 16 0424 0.078
5 21 1 1 0 35 0875 0.052 (25 251 O O 1 15
6 27 1 1 0 34 08 005 (26 272 0 O 1 14 . .
7 29 1 1 0 33 0825 006 (27 309 1 1 0 13 0.393 0.078
8 33 1 1 0 32 08 0.063 (28 354 0 O 1 12 . .
9 40 1 1 0 31 0775 0.066 (29 371 1 1 0 11 0.361 0.078
10 48 1 1 0 30 075 0068 [30 424 1 1 O 10 0.328 0.078
1 57 1 1 0 29 0725 0.071 (31 537 1 1 O 9 0.295 0.077
12 63 1 1 0 28 0.7 0072 {32 615 1 1 0 8 0.262 0.075
13 82 1 1 0 27 0675 0.074 |33 86 1 1 0 7 0229 0.072
14 86 1 1 0 26 065 0075 (34 904 O O 1 6
15 102 1 1 0 25 0.625 0.077 |35 921 O O 1 5 . .
16 105 1 1 0 24 0.6 0.077 {36 1046 1 1 0 4 0.184 0.071
17 110 1 1 0 23 0575 0.078 (37 1091 1 1 O 3 0.138 0.066
18 126 1 1 0 22 055 0.079 (38 1155 1 1 O 2 0.092 0.058
19 136 1 1 0 21 0525 0.079 |39 1242 1 1 O 1 0.046 0.044
20 138 1 1 0 20 05 0.079 (40 1802 1 1 O O 0 0
Survival Function
1.07] —_rsurvival Function
—+ censored
0.8
E
o 067
2
o
T:‘ 0.4
2
0.27
0.07
T T T T T
00 500.00 1000.00 1500.00 2000.00

Days

FIGURE 10.6: Kaplan—Meier survival curve of 40 heart failure patients in Table 10.2.

Clinical Life Table As mentioned above, the Clinical Life Table [72] is the application of the
product-limit methods to the interval grouped survival data. The total number of N subjects are par-
titioned into J intervals based on the observed time. The jth interval, normally denoted I}, is defined
aslj=tj,tj+1),j=0,1,---,J—1, and the length of /; is hj =11 —t;. For I;, let
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r} =number of survivors at the beginning of jth interval;

¢j =number of censored cases during the jth interval;

d;j =number of deaths in the jth interval;

rj= rj —cj/2is assumed to be the number of survivors on average halfway through the interval.
Similarly, as in the case of the Kaplan—Meier estimator, the conditional probability of surviving

during jth interval is estimated as
d .
pi=1-- (10.36)
: r;
and the corresponding survival function is estimated by the product

di

ri

Sty =TI~

ini<j

) (10.37)

and the standard variation of this S(I ;) can be calculated in a similar way as it is in the Kaplan—
Meier Curve. Table 10.4 illustrates the computation of the Clinical Life Table within 40 heart failure
patients, which are shown in Table 10.2. In this example, we chose the interval length as 0.5 years
(183 days), and all 40 patients are partitioned into 10 intervals.

TABLE 10.4: Clinical Life Table of 40 Heart Failure Patients

Estimated
Jj jthintervaldays) ¢ c¢; rj d;j p; S(I;) stderr
0 0to < 183 40 0 40 22 045 1 0
1 183 to < 366 18 4 16 2 088 045 0.08
2 366 to < 549 12 0 12 3 075 039 0.08
3 549 to < 732 9 0 9 1 08 03 0.08
4  732t0 <915 &8 1 75 1 087 026 0.07
5 915to <1098 6 1 55 2 064 023 0.07
6 1098to< 1281 3 O 3 2 033 014 0.07
7 128lto<1464 1 O 1 O 1 0.05 0.05
8 1464t0<1647 1 O 1 O 1 005 0.05
9 1647t0<1830 1 0 1 1 0 005 0.05

10.4.2.2 Mantel-Haenszel Test

In clinical research, one is concerned not only with estimating the survival probability but also,
more often, with the comparison of the life experience of two or more groups of subjects differing
for a given characteristic or randomly allocated to different treatments. The nonparametric approach
is usually adopted also to compare survival curves. Among the various nonparametric tests that
are available in the statistical literature, the Mantel-Haenszel (M-H) test [73] is one of the most
frequently used statistical tools in medical reports for analyzing survival data (Table 10.5).

Let 71,13, ...T; represent the J ordered, distinct death times, and in the jth death time, r; number
of patients survived, and d; number of deaths occurred. Suppose that, based on certain characteris-
tics, these patients can be divided into two groups, and at this 7; the data can be represented in a
2 X 2 contingency table.

Mantel and Haenszel suggested considering the distribution of the observed cell frequencies
conditional on the observed marginal totals under the null hypothesis of no survival difference be-
tween these two groups. Under the null hypothesis, the d;; follows hypergeometric distribution, so
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TABLE 10.5: Mantel-Haenszel Test in 2 Groups
Number of Number of
Group  Deaths Survival ~ Total

0 d()j roj — d()j roj
1 dij rj—dy
Total d; ri—d; r
the expectation of d; is
d.
E(dj)=n;j- 2, (10.38)

J
and the variance of dj is

rj—rij _ njroidi(rj—d;j)
ri—1 ri(rj—1)

Var(dy) = {ru i ﬂ)] (10.39)

Vj rj

The ratio is approximately distributed as a chi-square with one degree of freedom [74], and hence,
for all J ordered distinct death times, the ratio is

(Xii(dij—E(di))))?
‘;:1 Var(dlj)

X2 = (10.40)

Beside this Mantel-Haenszel test, there are also some nonparametric methods that have been
used to compare the survival difference. In 1965, Gehan [75] proposed a generalized Wilcoxon
test that is an extension of the Wilcoxon test of censored data. Later, Peto and Peto [76] suggested
another version of the generalized Wilcoxon test. These nonparametric methods are less efficient
than parametric methods when the baseline distributions of survival times are known and more
efficient when no suitable theoretical distributions are known.

10.4.3 Cox Proportional Hazards Model

The Cox proportional hazards model [77] is the most commonly used model in survival analysis.
Unlike parametric methods, this model does not require knowledge of the underlying distribution,
but the attributes are assumed based on an exponential influence on the output. The baseline hazard
function in this model can be an arbitrary nonnegative function, but the baseline hazard functions of
different individuals are assumed to be the same. The estimation and hypothesis testing of param-
eters in the model can be calculated by minimizing the negative partial likelihood function rather
than the ordinary likelihood function.

10.4.3.1 The Basic Cox Model

Let N be the number of subjects in the survival analysis, and as mentioned in Section 10.4.1,
each of the individuals can be represented by a triple of variables (X, Z, ). Considering an individual
specific hazard function A(z,X;) in the Cox model, the proportional hazards assumption is

Me,Xi) = ho(r)exp(XiP), (10.41)

for i = 1,2,...,N, where the Ay(¢) is the baseline hazard function, which can be an arbitrary non-
negative function of time, X; = (x;1,xi2, ...,x,-,,) is the corresponding covariate vector for individual
i, and BT = (B1,B2, ..., B,) is the coefficient vector. The Cox model is a semiparametric model since
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it does not specify the form of Ay(¢); in fact, the hazard ratio does not depend on the baseline hazard
function; for two individuals, the hazard ratio is

A#,X1) — ho(t)exp(XiB)
Mi,X2)  o(t)exp(XaP)
Since the hazard ratio is a constant, and all the subjects share the same baseline hazard function, the

Cox model is a proportional hazards model. Based on this Cox assumption the survival function is
given by

= exp[(X1 — X2)B]. (10.42)

S(t) = exp(—Ao(t)exp(XPB)) = So(1)*P*XP) (10.43)

where Ag(t) is the cumulative baseline hazard function, and So(t) = exp(—Ao(t)) is the baseline
survival function.

10.4.3.2 Estimation of the Regression Parameters

Because the baseline hazard function Ag(¢) in the Cox proportional hazards model is not spec-
ified, it is impossible to fit the model using the standard likelihood function. To estimate the co-
efficients, Cox [77] proposed a partial likelihood that represents the data only depending on the 3
values. Consider the definition of the hazard function; the probability that an individual with covari-
ate X fails at time 7 conditional on survival until time 7 or later can be expressed by A(¢,X)dt,dt — 0.
Again, let N be the number of subjects who have a total number of J < N events of interest occur-
ring during the observation period, and 77 < T, < ... < Ty is the distinct ordered time to the event
of interest. Without considering the ties, let X; be the corresponding covariate vector for the indi-
vidual who fails at time T, and R(7}) be the set of subjects at time 7. Thus, conditional on the fact
that the event occurs at T}, the probability of the individual’s corresponding covariate is X; can be
formulated as

7\,(Tj,Xj)dt
Yier(r) MTj,Xi)dt’

and the partial likelihood is the product of this probability; referring to the Cox assumption and the
existence of the censoring, the definition of the partial likelihood is given by

5 [ epxp)
-1l lz exp(XP)

j=1

(10.44)

5;

(10.45)

It should be noted that here j = 1,2,...,N; if §; = 1, the jth term in the product is the conditional
probability; otherwise, when §; = 0, the corresponding term is 1 and has no effect on the result. The
estimated coefficient vector 3 can be calculated by maximizing this partial likelihood; to achieve

more time efficiency, it is usually equivalently estimated by minimizing the negative log-partial
likelihood

Z 3 {X;B—log| Z exp(XiP)]} (10.46)

i€R;

10.4.3.3 Penalized Cox Models

Currently, with the development of medical procedures and detection methods, medical records
tend to have more features than ever before. In some cases, the number of features (P) is almost
equivalent to or even larger than the number of subjects (N); building the prediction model with
all the features might provide inaccurate results because of the overfitting issues [78]. The primary
motivation of using sparsity-inducing norms is that in high dimensions, it becomes appropriate to
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proceed under the assumption that most of the attributes are not significant, and it can be used to
identify the vital features in prediction [60]. In biomedical data analysis the sparsity-inducing norms
are also widely used to penalize the loss function of a prediction [61]. Consider the L, norm penalty;
the smaller the value of p that is chosen, the sparser the solution, but when 0 < P < 1, the penalty
is not convex, and the solution is difficult and often impossible to obtain. Commonly, the penalized
methods have also been used to do feature selection in the scenarios when N > P. We will now
introduce three commonly used penalty functions and their applications in the Cox proportional
hazards model.

Lasso [79] is a L; norm penalty that can select at most K = min(N, P) features while estimating
the regression coefficient. In [80], the Lasso penalty was used along with the log-partial likelihood
to obtain the Cox-Lasso algorithm.

A P . a
Brasso = H}Sm{_ﬁ[z 8;X;B —8,log( Z eXIB)] +A Z Byl} (10.47)
Jj=1 p=1

iERj

Elastic Net, which is a combination of the L; and squared L, norm penalties, has the potential
to obtain both sparsity and handle correlated feature spaces [81]. The Cox-Elastic Net method was
proposed by Noah Simon et al. [82] wherein the Elastic Net penalty term was introduced into the
log-partial likelihood function

5 2 _
Betastic net = mﬁm{_ﬁ [Z S X;B—djlog( Z eX’B)]
j=1

iGRj
P 1 P
+ Ma ) Byl +5(1-0) Y B3} (10.48)
p=1 p=1

where 0 < o0 < 1. Different from Cox-Lasso, Cox-Elastic Net can select more than N features if
N<P.

Ridge regression was originally proposed by Hoerl and Kennard [83] and introduced to the Cox
regression by Verweij and Van Houwelingen [84]. It is a L, norm regularization that tends to select
all the correlated variables and shrink their values towards each other. The regression parameters of
Cox-Ridge can be estimated by

. 2 N A E
Bridge = mBin{—N[ Y 8,X;B—8;log( Y &MP))+ 5 Y Bil. (10.49)
Jj=1 p=1

iGRj

Among three equations (10.47), (10.48), and (10.49), A > 0 is used to adjust the influence introduced
by the penalty term. The performance of these penalized estimator significantly depends on A, and
the optimal k(,p, can be chosen via cross-validation. Also, few other penalties based on kernel and
graph-based similarities have been recently proposed to tackle the inherent correlations within the
variables in the context of the Cox proportional hazards model [85].

10.4.4 Survival Trees

Survival trees are one form of classification and regression trees that are tailored to handle
censored data. The basic intuition behind the tree models is to recursively partition the data based
on a particular splitting criterion, and the objects that belong to the same node are similar to each
other based on the event of interest. The earliest attempt at using tree structure analysis for survival
data was made in [86].
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10.4.4.1 Survival Tree Building Methods

The primary difference between a survival tree and the standard decision tree is the choice of
splitting criterion. The splitting criteria used for survival trees can be grouped into two categories:
minimizing within-node homogeneity or maximizing between-node heterogeneity. The first class of
approaches minimizes a loss function based within-node homogeneity criterion. Gordon and Olshen
[87] measured the homogeneity by using Lp, the Lp Wasserstein metric, and Hellinger distances
between estimated distribution functions. Davis and Anderson [88] employed an exponential log-
likelihood loss function in recursive partitioning based on the sum of residuals from the Cox model.
LeBlanc and Crowley [89] measured the node deviance based on the first step of a full likelihood
estimation procedure; Cho and Hong [90] proposed an L loss function to measure the within-node
homogeneity.

In the second category of splitting criteria, Ciampi et al. [91] employed log-rank test statistics
for between-node heterogeneity measures. Later, Ciampi et al. [92] proposed a likelihood ratio
statistic (LRS) to measure the dissimilarity between two nodes. Based on the Tarone-Ware class of
two-sample statistics, Segal [93] introduced a procedure to measure the between-node dissimilarity.

10.4.4.2 Ensemble Methods with Survival Trees

To overcome the instability of a single tree, bagging [37] and random forests [94], proposed by
Breiman, are commonly used to perform the ensemble-based model building. Hothorn et al. [95]
proposed a general bagging method that was implemented in the R package “ipred.” In 2008, Ish-
waran et al. introduced a general random forest method, called random survival forest (RSF) [96]
and implemented it in the R package “randomSurvivalForest”.

Bagging Survival Trees: Bagging is one of the oldest and most commonly used ensemble methods
that typically reduces the variance of the base models being used. In survival analysis, rather than
taking a majority vote, the aggregated survival function is generated by taking the average of the
predictions made by each survival tree [95]. The main steps of this method are as follows:

1. Draw B booststrap samples from the original dataset.

2. Grow a survival tree for each bootstrap sample, and ensure that in each terminal node the
number of events occurred is no less than d.

3. Compute the bootstrap aggregated survival function by averaging the leaf nodes’ predictions.

For each leaf node the survival function is estimated by the Kaplan—-Meier estimator [71], and
all individuals within the same node are assumed to follow the same survival function.

Random Survival Forests: Random forest is an ensemble method designed specifically for the tree
structured prediction models [94]. It is based on a framework similar to bagging; the main difference
between random forest and bagging is that at a certain node, rather than using all the attributes,
random forest only uses a random subset of the residual attributes to select attributes based on the
splitting criterion. Breiman proved that randomization can reduce the correlation among trees and
thus improve the prediction performance.
In random survival forest, the Nelson—Aalen estimator [97, 98] is used to predict the cumulative

hazard function (CHF). The definition of the Nelson—Aalen estimator is

N dj

Ar) = Z - (10.50)

r:
ljﬁ[ J

where d; is the number of deaths at time #;, and r; is the number of individuals at risk at 7;. Based
on this CHF, the ensemble CHF of OOB (out of bag) data can be calculated by taking the average
of the corresponding CHF [96].
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10.5 Evaluation and Validation

In this section, we will describe some of the widely studied evaluation metrics that are used
in clinical medicine. We will also discuss different validation mechanisms used to obtain robust
estimations of these evaluation metrics.

10.5.1 Evaluation Metrics

When we design and construct a new prediction model or apply an existing model to a particular
clinical dataset, it is critical to understand whether the model is suitable for this data; thus, some
evaluation metrics are needed to quantify the performance of the model. In this section, we will
introduce some of the well-known metrics that are commonly used to evaluate the performance of
the clinical prediction models.

10.5.1.1 Brier Score

Named after the inventor Glenn W. Brier, the Brier score [99] is designed to evaluate the per-
formance of prediction models where the outcome to be predicted is either binary or categorical
in nature. Note that the Brier score can only evaluate the prediction models that have probabilis-
tic outcomes; that is, the outcome must remain in the range [0,1], and the sum of all the possible
outcomes for a certain individual should be 1. Let us consider a sample of N individuals and for
each X;, i=1,2,...,N, the predicted outcome is ¥;, and the actual outcome is y;; therefore, the most
common definition of the Brier score can be given by

. 1Y
Brier score = N l;(yi — yi)z, (10.51)

which only suits binary outcomes where the y; can only be 1 or 0. In more general terms, the original
Brier score, defined by Brier [99], has the form:

a

N
Brier score = — Z Z Vie — y,L , (10.52)

for C-class output problem (categorical outcome), where Z‘le Vie = 1 and Z‘le Vie = 1. From the
above two definitions of the Brier score, it is evident that it measures the mean-squared difference
between predictions made and the actual outcomes; therefore, the lower the Brier score, the better
the prediction.

10.5.1.2 R?

The R? or coefficient of determination [100] is used to measure the performance of regression
models, which can be formalized as:
RSS(Y
Var(Y)

(10.53)

where RSS(Y) is the residual sum of squares, and Var(Y) is the variance of actual outcomes. For a
dataset with N samples, these two terms can be mathematically defined as:

N
(yi—$1)%, andVar(Y) =Y (vi—5)%, (10.54)

M=

RSS(Y) =

1

Il
—_
Il
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where y is the mean value of the actual outcomes; in addition, for each individual X;, y; is the actual
outcome, and ¥; is the estimated outcome. Obviously, a good prediction model provides a small
RSS (f/), in other words, the closer the R? is to one, the better the prediction will be. At the same
time, we should also note that the R could be negative if the prediction model cannot well represent
the distribution of the dataset and even worse than the mean value of the actual outcomes [101].

10.5.1.3 Accuracy

In general, the accuracy of measurement is defined as the closeness of agreement between a
quantity value obtained by measurement and the true value of the measurand [102, 103]. Here we
only consider its definition in the binary classification case where it can be used to measure the
performance of the predicted model.

TABLE 10.6: Confusion Matrix for a 2-Class Problem
Predict positive | Predict negative

Actual positive TP FN
Actual negative FpP TN

Consider a confusion matrix [104] for a 2-class problem that is shown in Table 10.6, where the
components can be separately defined as:

1. True positive (T P) is the number of positive individuals correctly predicted as positive.

2. False positive (F'P) is the number of negative individuals incorrectly predicted as positive.
3. False negative (FN) is the number of positive individuals incorrectly predicted as negative.
4. True negative (T'N) is the number of negative individuals correctly predicted as negative.

Based on this confusion matrix, the accuracy can be formalized as:

TP+TN
TP+FP+FN+TN’

which is the proportion of correct predictions over the entire set of samples.

Accuracy = (10.55)

10.5.1.4 Other Evaluation Metrics Based on Confusion Matrix

Even though accuracy is a good estimate of the model performance, it has some major draw-
backs when applied in medical problems. For instance, one might be more interested in the perfor-
mance of the model in prediction of the positive cases compared to the negative ones. Also, when
the class distribution is imbalanced (i.e., one class completely dominates the other one), accuracy
will not provide a good estimate of the model performance. Such class imbalance problems [105]
are quite common in clinical applications. Let us consider a real-world example that demonstrates
this class imbalance problem in a biomedical context. The World Health Organization (WHO) [106]
indicated that in 2008 the Northern American incidence rate of lung cancer was 36 per 100,000 for
females and 49 per 100,000 for males. In this case, the accuracy measure is no longer suitable. For
such lung cancer diagnosis, the model that predicts no one getting lung cancer has an accuracy very
close to 100%; however, it is clear that this is not a good prediction because we are more interested
in a model that can accurately predict the lung cancer cases (which is a minority class in this appli-
cation domain). We will now introduce some of the commonly studied evaluation metrics that are
suitable for such problems especially in the 2-class scenario [51]. All the terms used in the definition
of these metrics are already defined in the previous section. Figure 10.7 shows the popular evalua-
tion metrics and the manner in which they are derived from the components of the confusion matrix.
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Actual Outcome
Positive Negative

. True Positive False Positive Positive Pre-d.lctlve value

predict Positive (TP) (FP) (Precision) =

rediction TP/ (TP +FP)

Model
Outcome . False Negative True Negative Negative Predictive Value
Negative

(FN) (TN) TN/ (TN + FN)

Sensitivity (Recall) = Specificity = Accuracy =
TP /(TP +FN) TN/ (FP +TN) (TP+TN) /(TP +FP + TN + FN)

FIGURE 10.7: Various evaluation metrics derived from the confusion matrix.

Sensitivity Sensitivity, which is also known as the true positive rate (TPR) or Recall, measures the
ratio of actual positives that are correctly identified. The formal definition of the sensitivity is

TP

. — (10.56)
TP+FN

Sensitivity =

Specificity Specificity, which is also known as the true negative rate (TNR), measures the ratio
of actual negatives that are correctly identified [107]; this measurement can be employed in those
problems where the negative individuals are more interesting, and it can be defined as:

TN

—_—. 10.57
TN+FP (10.57)

Specificity =

False positive rate The false positive rate (FPR) measures the ratio of actual negatives that are
incorrectly identified, which is formalized as:

FP

FPR= ——.
TN+FP

(10.58)

Precision Precision, which is also known as the positive predictive value (PPV), measures the ratio
of true positives to predicted positives [108]; this measurement is suitable for those problems where
the positive individuals are considered more important than the negatives, and it can be mathemati-

cally represented as:
. TP
Precision = —. (10.59)
TP+FP

F-measure F-measure [109] is the harmonic mean of recall and precision:

2 X Precision X Recall
F-measure = rectsion - .eca . (10.60)
Recall + Precision

Thus, a high value of F-measure indicates that both precision and recall are reasonably high [51].

F-measure varies in the range [0, 1] where the best value is reached at 1 and the worst score will be
0.
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10.5.1.5 ROC Curve

The receiver operating characteristic (ROC) curve is a graphical technique that can be used
to measure and visualize the performance of a prediction model over the entire range of possible
cutoffs [110]. In the biomedical domain, the ROC curve has been employed in the evaluation of
disease diagnosis [111]. In an ROC curve (see Figure 10.8), the x-axis is the false positive rate
(FPR) and the y-axis is the true positive rate (TPR). The cutoff varies from the highest possible
value, where all subjects are predicted as negative (I'PR = 0, FPR = 0), to the lowest possible
value, where all subjects are predicted as positive (TPR =1, FPR = 1), and in each possible cutoff,
the TPR and F PR are calculated based on the corresponding confusion matrix.

True positive rate (Sensitivity)
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FIGURE 10.8: An example of a ROC curve.

For an ideal model, TPR = 1 and F PR = 0; that is, the area under the ROC curve (AUC) [112]
will be equal to 1. In [112, 113], the meaning of AUC is thoroughly discussed in more detail, and
it has been proved that AUC is equal to the probability that a binary classifier will give an arbitrary
positive record a higher score than an arbitrary negative record, conditional on the assumption that
the positive individual should receive a higher score than the negative one. A random classifier’s
AUC is 0.5, and when AUC is higher than 0.5, the higher the AUC value, the better the prediction
model. When AUC is less than 0.5, it does not mean the prediction model is bad; however, it means
the assumption made by the model is incorrect and hence, to solve this problem, we just need to
exchange the definition of the positive individual and negative individual.

10.5.1.6 C-index

C-index, or the concordance probability, is used to measure the performance of a regression
model [114]. Originally, it was designed to evaluate the performance of the survival estimation
[115, 116]. Consider a pair of bivariate observations (y, $1) and (y2, $2), where y; is the actual
observation, and J; is the predicted value. The concordance probability is defined as:

c=Pr(§1 > Haly1 <y). (10.61)



370 Healthcare Data Analytics

Thus, we can see that if y; is binary, then the C-index is the AUC. As this definition is not straightfor-
ward, in practice, there are multiple ways to calculate the C-index. In 1982, Harrell et al. proposed
the first definition of the C-index [115]. Later, Heagerty and Zheng defined the c; in [117] which
is calculated based on AUC values at all possible observation times. In [118], a c-index that is spe-
cific for the Cox model was designed. Among these three methods, Harrell et al.’s C-index [115]
is suitable for all cases; in contrast, in [117] and [118] the C-index is designed specifically for the
proportional hazards model, where X;3 (see Section 10.4.3) is used instead of the estimated outcome

Ji-

10.5.2 Validation

In Section 14.6, we reviewed several quantitative metrics used for estimating the performance of
clinical prediction models, and the model can be evaluated based on its performance on an unseen
testing data. This section reviews some of the commonly used validation techniques that can provide
an unbiased estimate for the evaluation of a predictive model. In general, these techniques fall into
two categories: internal validation and external validation.

10.5.2.1 Internal Validation Methods

The internal validation works by randomly separating the training data and the testing data from
the dataset where the labels of the individuals are already known. Here we briefly introduce two of
the most commonly used internal validation methods: cross-validation and bootstrap validation.

Cross-Validation In k-fold cross-validation, first, the labeled dataset will be randomly partitioned
into k equal-sized subsets based on uniform distribution. Then one subset is chosen as the testing
dataset, while the remaining k — 1 subsets are used to train the model [119]. This process is repeated
k times and each time a different subset is used as the testing dataset; therefore, each individual
is used for training exactly once, and each time the training dataset is different from the testing
dataset. Finally, the model will be evaluated based on either the averaged performance of k subsets
or the combined prediction of all samples. Using the cross-validation scheme, a model can achieve
a relatively high performance by fully using all the datasets, and the variance of the estimated per-
formance metric tends to be very low because of the multiple rounds. Through empirical analyses,
Kohavi et al. indicated that the tenfold cross validation is the best choice in many practical situations
[120].

Bootstrap Validation In cross-validation there are no duplicate samples in the training dataset, while
in bootstrap the training records are sampled with replacement, and the number of bootstrap samples
is the same as in the original samples [121]. In cross-validation, sampling is based on the uniform
distribution; thus, it assumes that the data distribution of training data and testing data are the same,
and the variance of the estimated performance metric is introduced by insufficient sampling. How-
ever, in bootstrap validation the data distribution of training data and testing data are not the same
but are approximately similar; the training samples follow the empirical distribution of the original
data. It has been proved that if the number of the original samples is sufficiently large, the training
dataset will contain around 63.2% of the original samples, and the remaining 36.8% is called OOB
(out of bag) data. In bootstrap validation, B bootstrap samples are repeatedly generated based on the
above strategy; a prediction model is learned for each bootstrap sample, and the model is evaluated
using both the original data and the corresponding OOB data. The final prediction error will be a
combination of the training error and the testing error. This approach guarantees the stability of the
performance estimate of the bootstrap validation.
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10.5.2.2 External Validation Methods

In clinical data analysis, external validation methods are also used to validate whether the
learned model can be generalized to other scenarios and other patients [122]. For example, a clinical
prediction model is learned from the previous patients, and its performance is validated by the most
recently treated patients; this validation method is known as the temporal validation. Geographic
validation is another commonly used external validation technique, wherein the training data and
testing data are separated not based on the random sampling but on the geographical location from
where the data was collected. Once the prediction model has been learned from a local hospital, it
will be interesting to see whether it can be viewed as a generalized model and if it will be applicable
at other facilities and locations; thus, the geographic validation is needed. In general, if the model
performance is similar, the larger the difference between the training and testing dataset, the more
general the model is.

10.6 Conclusion

In this chapter, we reviewed some of the basic and advanced supervised learning methods that
have been used for clinical prediction. Some of the widely used basic statistical methods include:
(i) linear regression that is used to estimate a continuous outcome; (ii) logistic regression that is a
linear binary classification method; (iii) decision trees that are more suitable for categorical inputs
and outcomes; and (iv) survival models that are specifically designed for survival analysis. In ad-
dition, we also provided a few state-of-the art extensions for some of these basic models. These
extensions include: (i) methods for handling sparse data and high-dimensional problems; (ii) ker-
nel tricks to effectively handle nonlinear data distributions; (iii) ensemble approaches to improve
the performance of the base models; and (iv) cost-sensitive learning methods to handle imbalanced
data. By going through this chapter, we hope that the readers can get a general understanding of
different models and pointers to articles that provide more details about effectively using prediction
models in clinical medicine. In addition, we also discussed some of the popular evaluation metrics
and validation schemes used for estimating the accuracy and utility of the prediction models when
applied to healthcare applications.
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