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ABSTRACT

BAYESIAN VARIABLE SELECTION AND FUNCTIONAL DATA ANALYSIS:
APPLICATION TO BRAIN IMAGING

By
Asish Kumar Banik

High-dimensional statistics is one of the most studied topics in the field of statistics. The most
interesting problem to arise in the last 15 years is variable selection or subset selection. Variable
selection is a strong statistical tool that can be explored in functional data analysis. In the first part
of this thesis, we implement a Bayesian variable selection method for automatic knot selection.
We propose a spike-and-slab prior on knots and formulate a conjugate stochastic search variable
selection for significant knots. The computation is substantially faster than existing knot selection
methods, as we use Metropolis-Hastings algorithms and a Gibbs sampler for estimation. This work
focuses on a single nonlinear covariate, modeled as regression splines. In the next stage, we study
Bayesian variable selection in additive models with high-dimensional predictors. The selection
of nonlinear functions in models is highly important in recent research, and the Bayesian method
of selection has more advantages than contemporary frequentist methods. Chapter 2 examines
Bayesian sparse group lasso theory based on spike-and-slab priors to determine its applicability for
variable selection and function estimation in nonparametric additive models.

The primary objective of Chapter 3 is to build a classification method using longitudinal
volumetric magnetic resonance imaging (MRI) data from five regions of interest (ROIs). A
functional data analysis method is used to handle the longitudinal measurement of ROIs, and the
functional coeflicients are later used in the classification models. We propose a Pdlya-gamma
augmentation method to classify normal controls and diseased patients based on functional MRI
measurements. We obtain fast-posterior sampling by avoiding the slow and complicated Metropolis-
Hastings algorithm. Our main motivation is to determine the important ROIs that have the highest

separating power to classify our dichotomous response. We compare the sensitivity, specificity,



and accuracy of the classification based on single ROIs and with various combinations of them.
We obtain a sensitivity of over 85% and a specificity of around 90% for most of the combinations.

Next, we work with Bayesian classification and selection methodology. The main goal of
Chapter 4 is to employ longitudinal trajectories in a significant number of sub-regional brain
volumetric MRI data as statistical predictors for Alzheimer’s disease (AD) classification. We
use logistic regression in a Bayesian framework that includes many functional predictors. The
direct sampling of regression coefficients from the Bayesian logistic model is difficult due to its
complicated likelihood function. In high-dimensional scenarios, the selection of predictors is
paramount with the introduction of either spike-and-slab priors, non-local priors, or Horseshoe
priors. We seek to avoid the complicated Metropolis-Hastings approach and to develop an easily
implementable Gibbs sampler. In addition, the Bayesian estimation provides proper estimates of
the model parameters, which are also useful for building inference. Another advantage of working
with logistic regression is that it calculates the log of odds of relative risk for AD compared
to normal control based on the selected longitudinal predictors, rather than simply classifying
patients based on cross-sectional estimates. Ultimately, however, we combine approaches and use a
probability threshold to classify individual patients. We employ 49 functional predictors consisting
of volumetric estimates of brain sub-regions, chosen for their established clinical significance.
Moreover, the use of spike-and-slab priors ensures that many redundant predictors are dropped
from the model.

Finally, we present a new approach of Bayesian model-based clustering for spatiotemporal data
in chapter 5 . A simple linear mixed model (LME) derived from a functional model is used to
model spatiotemporal cerebral white matter data extracted from healthy aging individuals. LME
provides us with prior information for spatial covariance structure and brain segmentation based
on white matter intensity. This motivates us to build stochastic model-based clustering to group
voxels considering their longitudinal and location information. The cluster-specific random effect
causes correlation among repeated measures. The problem of finding partitions is dealt with by

imposing prior structure on cluster partitions in order to derive a stochastic objective function.
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CHAPTER 1

INTRODUCTION

1.1 Variable selection

Statistical modeling with large numbers of predictors is one of the most studied topics in the field
of statistics. The most interesting problem to arise in the last 15 years is variable selection or subset
selection. Statisticians are excited about variable selection for various reasons. Most often, when
a model contains a large number of predictors, we are not satisfied with prediction accuracy, in-
terpretation, over-fitting, estimation, or testing of regression coefficients, among others. Numerous
variable selection methods have been proposed in the Bayesian and non-Bayesian literature, such
as forward and backward stepwise selection, shrinkage methods, principal components regression,
and partial least squares. The problem of choosing an optimal model from a subset of all possible
models has led to a variety of algorithms and methodology building. The following discusses

Bayesian variable selection and its application to various nonparametric regression problems.

1.1.1 Bayesian Variable Selection and Spike-and-Slab Prior

We start by defining the setup,
p
y= Z Xipi + €

i=1
where p > n and y is a n X 1 vector. It is mathematically intuitive that the parameter vector S can
only be estimated by n observations. If 8 is sparse in terms of [y normi.e. ||| |8 =Ni: B #0} <n,
then we can achieve reasonably good estimates. Various authors worked on this problem. Miller,
2002[89] used a spike-and-slab prior with a spike on the zero coefficient and a slab part on the
estimable coefficients. A spike-and-slab prior was introduced by [43] where (; follows a normal

mixture distribution:

Bilyi ~ (1 = y)N(0,72) + %N (0, c272)
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where y; is a latent variable that controls the number of significant coefficients or model size.
The motivation for the frequently used Dirac-distributed spike-and-slab prior came from the above
structure. We observe a point mass on the spike part when Tl.z tends to 0. Model complexity is a
required property. The degree of sparseness can be set based on an optimality criterion. Burnham
and Anderson, 2004[3] mentioned the best predictive ability as an optimal criterion in their book,
“Model Selection and Multi-model Inference.” As we have noted P(y; = 1) controls the sparsity
of the model; George & McCulloch, 1993[43] proposed to use a Bernoulli distribution with 0.5
probability. Bayesian variable selection is not limited to spike-and-slab prior. For example, Liang
et al., 2008 [78] used a mixture of g-priors for variable selection. Carvalho et al., 2010[18]
introduced the horseshoe prior as a global-local shrinkage. The horseshoe is another popular prior
choice for variable selection where a half-cauchy prior is used to estimate significant predictors.
We have seen that this method penalizes less on the strong signals and parameters are estimated
with fewer constraints. However, it comes with a computation cost, as in most cases it is difficult
to determine a proper posterior distribution. Casella and Moreno, 2006[21] presented an objective
Bayesian criterion for variable selection. In general, the literature on variable selection is vast, but

we focused on spike-and-slab prior in this study.



The application of a spike-and-slab prior can be extended to various problems, such as non-
parametric function estimation or curve estimation. Smith and Kohn, 1996[115] applied a similar
approach for univariate nonparametric regression. We closely studied their work for function esti-
mation. Although their prior structure does not directly resemble a spike-and-slab setup, they also

used an indicator variable y, such that

By ~ NO,ca*(XI X)), p(yi) = m;

where X, is the design matrix with columns whose regression coeflicients are nonzero. Once we
find p(yly), it is easy to sample using Gibbs sampling. Smith and Kohn, 1996[115] used this
approach to select significant knots from an unknown function f(x) approximated by cubic spline.
Later, Ishwaran and Rao, 2005[57] started reshaping the spike-and-slab prior. They described the

following setup in their paper:

Yi/xi 8, 02) 2L N(IB, o), (i =1,....n)

(B/y)~N(0,I),
y ~ n(dy),

o? ~ u(do?),

The above formulation is a general setup, where I is a diagonal matrix. The authors developed con-
tinuous bimodal priors which have separate spike and slab parts. Malsiner-Walli and Wagner[82)]
performed a thorough revision of spike-and-slab priors. They argued that the selected indicator
variables are independent conditional on the prior inclusion probability, but marginal dependence
is not a logical condition. Instead, they used an individual inclusion probability for each regression

coefficient.

1.1.2 Penalization Methods

Variable selection has been extensively studied in the non-Bayesian literature too. Lasso (7ib-

shirani, 1996 [120]) is the most popular variable selection technique, initially developed for linear



regression models. If p > n, the ordinary least square estimator is not unique and Tibshirani

introduced the idea of /; penalization on regression coeflicients,as formulated below:

. (1
Brasso(A) = argmin | -y = XBIl; + AlIBll

where 4 > 0 is the penalty parameter. This estimator can drag many coeflicients towards zero,
depending on the sparsity of the design matrix and the extent of the penalization. The solution
is a convex optimization problem and easy to implement. Lasso can perform variable selection
in the sense that it can provide an exact zero solution for some components. On the other hand,
another old and popular penalization method, ridge regression, shrinks regression coeflicients by

penalizing on the size. The ridge coefficients minimize a penalized residual sum of squares,

. (1
Briage(A) = argmin |~y = XAIl; + AlIBll;

Similarly 4, the complexity parameter, controls the amount of shrinkage. Ridge regression performs
proportional shrinkage, and lasso truncates the coefficient at zero. To understand the relationship,
we use the famous picture of the lasso and ridge regression solution path for two parameters in
Figure 1.3. The solution path has elliptical contours centered around OLS estimates. The solution
for ridge is the disk, while for lasso it is the diamond. The solution is obtained when the elliptical
contour first hits the constraint region. As the disk has corners, lasso has one solution equal to
zero. For p > 2, we can have more solutions exactly equal to zero. In case of an orthonormal
design matrix, we can have the explicit solutions for lasso and ridge. On the other hand, lasso uses
soft-thresholding, as depicted in Figure 1.4.

Lasso and Ridge regression both use Bayes estimates with different priors. Tibshirani, 1996
[120] suggested that Lasso estimates can be obtained if the regression parameters have Laplace or

double-exponential priors. Park and Casella, 2008[96] provided an easy-to-compute Gibbs sampler
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for Bayesian lasso by introducing a scale mixture of normal priors on regression coefficients.

ﬁlO'Z,T]Z,..,TI% ~ Np(O,O'zDT)

D; = diag(‘rlz, ..,TI%)
v o A 2.2 2
Tsea Ty ™~ l—l 5 exp(—A4 T /Z)dTi
=1

1=
1
2

o ~ —=
(%)~ —

Although this method helps us computationally, we do not obtain exact zero estimates from the
posterior median solution. Figure 1.5 comes from Park and Casella, 2008’s paper, where it is
clearly visible that by using lasso, we can have a zero solution, in contrast to Bayesian lasso or
ridge. Bayesian lasso provides very small estimates for insignificant predictors, and one needs to
impose one more level of threshold to drop redundant variables from the model. This problem
can be solved using a point mass spike-and-slab prior on regression coefficients. Xu and Ghosh,

2015[128] used this phenomenon for Bayesian Group Lasso , which we discuss in next section.
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1.1.3 Bayesian Group Lasso

Grouping structures among predictors occurs in many situations, such as when a model has
categorical variables or functional predictors. The categorical predictors are represented by a
group of dummy variables and, in the case of functional predictors, sometimes a group of basic
functions used in the model. Gene expression data forms groups in the form of gene pathways,
and these groups have a natural correlation structure. The lasso solution is not entirely satisfactory
in such scenarios, as it only selects the individual predictors instead of the whole group. It also
depends on how the dummy variables are orthogonalized. To deal with this problem Yuan et al.
[132] introduced *Group Lasso’ which can select important grouped variables as a whole. Consider

this model-

G
g=1
where € follows normal distribution and B, is the g-th grouped predictor among G total group

variables. The group size can vary. Yuan et al. [132] proposed group lasso, which is an extension



of lasso, to handle grouped variables. The group lasso solution for linear regression is defined as

G

G
min [[Y = > XeBell + 4 ) 1Bl
ﬁ g:l =1

g g

In this dissertation, we deal with a generalized linear model with binary response. Hence, we
are interested in how lasso and group lasso have been developed for logistic regression. The lasso
penalty can be applied to logistic regression or multinomial logistic regression. Genkin et al. [42]
applied /; penalty to their sparse model and used a Laplace prior to avoid overfitting. Instead of
the residual sum of squares, they used a negative log-likelihood criterion and MAP estimates of the
regression parameters. The first introduction of group lasso penalty for logistic regression model
was observed in Kim et al. [66], where they proposed a gradient descent algorithm for estimation.
Meier et al. [87] presented group lasso for a “large p” which minimizes the negative log-likelihood

function with group penalty. The group lasso solution in their paper is defined as follows:

G
> VgliBela
=1

8

n G G
r%in - Z Vi Z XigBg —log(1 + CXP(Z XigB))| +4
8 i=1 g=1 =1

8
where my is the size of ;. They propose a block co-ordinate gradient descent algorithm to find

the solution to this minimizing problem.

Despite the more common use of frequentist group lasso methods, Bayesian approaches may
be more appropriate for the same problem. This is because the estimates of the standard lasso
estimators do not provide meaningful standard errors that can be used for hypothesis testing or
constructing confidence intervals. The lasso estimator has a complex limit distribution and is
complicated to implement (Knight et al. [68],Chatterjee et al.[23]). On the other hand, a Bayesian
prior-based formulation of lasso can provide reliable standard errors of estimates by obtaining
the MAP estimators. In his seminal Lasso paper, Tibshirani[120] stated that the posterior mode
with an independent double exponential prior for the regression coefficient is the same as a lasso
estimator. Later, Park and Casella[96] developed a highly efficient Gibbs sampler for Bayesian

lasso by introducing scale mixture priors for regression coefficients. The regression coefficients



follow the normal prior, and the variance components of the normal distribution follow the Gamma
prior, giving us a highly efficient way of posterior sampling. Based on Park and Casella’s[96]
work, Kyung et al.[69] provided a Bayesian hierarchical model for Bayesian group lasso. As in

penalized linear regression with grouped variables, the conditional prior 3/ o2 can be written as

G
2 A
7(Blo?) o« expy=— " lIBgll
g=1
Kyung et al.[69] expressed this same prior as
ﬂg/‘rg, 0-2 ~ NI’)’lg (07 ngo-zln’lg)

2
mg+1 2
2 ,7), g: 1,..,G

Tg ~ Gamma(

Li et al. 2015[75] worked with a high-dimensional varying-coefficient model equipped with
Bayesian group lasso. They tried to obtain group lasso estimators as posterior mode estimates of

multivariate i.i.d. Laplace priors on regression parameters.

Although itis highly computationally efficient, a significant disadvantage of Park and Casella’s[96]
normal mixture prior setup is that it does not ensure an exact zero solution for the regression co-
efficients. This is also the case if we obtain the posterior mean or median from the prior setup by
Kyung et al.[69] — it will not provide exact 0 estimates for B,’s. Therefore, to impose sparsity in
group level, Xu et al. [128] proposed a multivariate zero-inflated mixture prior for each Bg. The

following is a hierarchical structure with an independent spike-and-slab prior for each S,:

Y|X,B,0% ~ N(XB,0%1)

ﬂg|‘r§, o~ (- 70)Nmyg (0, O'Znglmg) +mp00(Bg), &=1,...G

mg+1 22

2 ¢=1...G
2 2) &

Tg2 ~ Gamma (

o~ G(a,y)

g ~ Beta(a,b)



where 6p(8g) denotes point mass at 0. The mixing probability 7y can be defined as a function of
the number of predictors to impose more sparsity as the feature size increases. The choice of A is
very critical to control sparsity. Large values of A will produce biased estimates and very small A
values will impose diffuse distribution for the slab part. Xu et al. [128] mentioned an empirical
Bayes approach to estimate 4. Due to the intractability of marginal likelihood, they proposed a
Monte Carlo EM (Expectation Maximization) algorithm for the estimation of 4. Moreover, they
have shown theoretically and numerically that the median thresholding of posterior S, samples

provides exact zero estimates for insignificant group predictors.

The class of spike-and-slab zero-inflated mixture prior was first introduced by Mitchell et
al.[91]. It is highly useful for variable selection. In the zero-inflated mixture prior, the slab part
assumes some known distribution at nonzero coeflicients, and the spike part has point mass at zero
coeflicients. Later George et al. ([43],[44]) used a zero-inflated normal mixture prior to build
Gibbs sampling for variable selection. Narisetty et al.[94] worked with shrinking and diffusing
priors. The predictors with zero or very small coefficients have variance tending to 0, as those
coeflicients reach point mass at zero (spike), and the active predictors’ variance reaches infinity as
a diffused prior (slab). On a different note, Lykou et al.[79] worked with Bayesian lasso variable
selection; they assumed independent double exponential distribution for regression coefficients and
concentrated on the shrinkage parameter A. Bayes factors criteria are used to choose the selection
vector and the shrinkage parameter. Zhang et al.[134] generalized this prior using Dirac spike-slab

where each coefficient group follows a normal distribution, as follows:

Bglyg. 0%, 15 ~ ygN(0,0Dry) + (1 = v)80(By)

where Dz, = diag(‘rgzl, ..,ngm g) and yg follows a Bernoulli distribution. The more interesting
advancement in their work is the simultaneous selection of groups and the members within those
groups. In addition, they incorporated group serial correlations with Bayesian fused lasso technique
for within-group selection. Xu et al. [128] also proposed an algorithm for bi-level selection in group

lasso with a two-way sparsity assumption: among grouped predictors and within selected groups.



The main application of this kind of selection arises in genetic association studies. For instance,
when not all genetic variations in a selected gene are responsible for a disease, it is necessary to

incorporate bi-level selection.

1.2 Bayesian logistic regression

Classification using longitudinal data can be challenging with a large number of predictors. The
first significant approach to handle longitudinal predictors is to consider each multiple-occasion
observation as a single function that is observed over a time interval. Functional predictors have a
high correlation between adjacent measurements, and the observational space is high-dimensional.
The number of predictors required for estimation often exceeds the number of observations, which
introduces the problem of dimensionality. A regression framework is often the most suitable to
model all possible longitudinal effects across ROIs, where the proposed method will select the
important predictors. Moreover, many biomedical studies have shown that a limited number of
specific brain regions or ROIs are essential for AD classification. Thus, dimension reduction tech-
niques can be applied, and classification can be limited to the reduced feature set. Zhu et al. [136]
proposed a method for classification and selection of functional predictors: first, functional prin-
ciple component scores are calculated for each functional predictor; then, the functional principle
component scores are used for the classification of each individual observation. They proposed
using Gaussian priors for selection and developed a hybrid Metropolis-Hastings/Gibbs sampler
algorithm. Although the method reported in the present study was inspired by this method, we
developed a simple Gibbs sampler where MCMC samples are drawn from standard distributions.
We also focused on applying penalized regression for dimension reduction. In the Bayesian variable
selection literature, the spike-and-slab prior has widespread applications due to its superior selec-
tion power. George et al. ([43],[44]) initially proposed that each coefficient S can be modeled either
from the “spike” distribution, where most of its mass is concentrated around zero, or from the “slab”
distribution, which resembles a diffuse distribution. Instead of imposing the spike-and-slab prior

directly on regression coeflicients, Ishwaran et al. [57] introduced a method in which they place
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a spike-and-slab prior on the variance of Gaussian priors. The Bayesian variable selection meth-
ods also include different Bayesian regularization methods, such as Bayesian lasso [96], Bayesian
Group Lasso, and Bayesian elastic net [76]. We opted for spike-slab Bayesian group lasso which is
extensively discussed in Xu ef al. [128]. The group structure among the coefficients in our model
comes from functional smoothing of the coefficients, and group lasso facilitates the selection of
the important functional predictors. Thus, our proposed method uses the idea of Bayesian variable

selection in a generalized functional linear model with binary responses.

We model binary response y; € {0,1} (i = 1,..,n) and predictors with logistic regression. We
know that posterior sampling of logistic regression coefficients is difficult due to the model’s com-
plicated likelihood function. In addition, we assume a Gaussian prior for regression coefficients,
which makes the likelihood function analytically inconvenient. Full posterior sampling of param-
eters requires candidate density following the Metropolis-Hastings algorithm. Bayesian inference
for a probit model is comparatively easier [2]. Different sampling algorithms motivated by Albert et
al.’s work [2] have been proposed. For instance, Holmes et al. [54] presented an indirect sampling
method by introducing auxiliary variables for binary and multinomial regression. Later, more
methods based on latent variables for logistic regression were advanced by Friihwirth-Schnatter
et al. [41], Gramacy et al. [45] and Polson et al. [97]. Among all these works, Polson et al.’s
algorithm is the most interesting to us due to its ease of computational implementation and its
sampling efficiency. Our aim is to avoid the complex Metropolis algorithm while sampling from

posterior distributions of regression coefficients.

Holmes et al. [54] introduced an auxiliary variable to avoid the conditional non-conjugacy for
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updating 5. The prior structure they used is

1, if Zj > 0
Yi =

0, otherwise
% = Xip+ €
& ~ N(0,4;)
A = (2y)?

Vi ~ Kolmogorv — Smirnov distribution

B ~ Normal distribution

The above prior is interesting because the marginal likelihood £(8|data) is same as the likelihood
for logit model. One can achieve a conjugate full conditional distribution of 8 given data, but the
conditional distribution of (4;|z;, 8) does not have any standard form. One has to use a complicated
rejection sampling method to sample for conditional A;. Hence, adding an auxiliary variable does
not give us significant computational improvement compared to using the Metropolis-Hastings
algorithm. Friithwirth-Schnatter et al. [41] addressed the problem with the same approach, but
instead of using a single auxiliary variable they used a two-stage augmentation method. In the
first stage, they assumed the existence of a latent variable, where the binary response variable is
conditional on the sign of the auxiliary variable. They assumed the error part of the model to
follow a type I extreme value distribution, which is non-normal density. Then, in the second stage
of data augmentation, this non-normal error distribution was approximated by the mixture of the
normal distribution. Finally, they obtained a multivariate normal distribution for the posterior of
B. Among all the popular methods, pélya-gamma augmentation is most interesting to us, and it is

easy to apply due to the availability of the R package.

1.3 Functional data smoothing

Here we discuss some of the key features of functional data or functional observations in the

regression context. Throughout this thesis, we use linear combinations of basis functions to rep-
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resent functions. The pivotal philosophy of functional data analysis is to consider observed data
functions as single observations. Measurement error is a frequent problem in functional obser-
vations. In the following, we discuss the simplest case of nonparametric regression problem: we
observe (x;,y;)i=1, » With y; = f(x;) + o where x;’s follow a Uniform (0,1) distribution (i.i.d).
To estimate f(x), we must minimize [E fol (f(x)-f (x))%dx|. We need basis functions to esti-
mate the unknown function. Basis functions have mathematical properties that help statisticians
to approximate any function by taking a linear combination. Some popular basis functions are the
Haar basis, Fourier basis, Spline basis, wavelets, and polynomial bases, among others. In general,
basis functions have the property of orthonormality. Now, if we have a set of basis functions ¢;
in L»(0,1) then we can define f;(x) = %Z}J.:O 0;¢;(x) where 6; = fol ¢j(x)dx. We plug in the
estimator 9 = rll Z?:l yi$j(x;) such that £ 0 i) = 6;. The choice of basis function is crucial in
functional data analysis. We focus on B-spline basis functions in this thesis, and we discuss its

properties in the following.

Spline functions are most often used to approximate non-periodic functional data. Splines are
easy to handle computationally and provide better results than polynomial approximations. One
can approximate most of the functions using a moderate number of basis functions. The first step
in constructing splines in the input space is to divide the space into breakpoints, which are called
knots. Let €y < €] and eg < €x4 be two binary knots which can be defined as the range of the

domain over which we approximate our function. Now, we define:
TSNS STY2¢q
* Ti+M = Ej,j =1,.,K
* €K+l STK+M+1 """ < TK+2M

Although the additional knots are defined outside of boundary points, in practice they are all equal

to € and ek, respectively. We define B, ;(x) as the ith B-spline basis function of order 'k’ with
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(b) Fixed B-spline order, k = 3, varying vector of free knots

Figure 1.6: B-spline smoothing under varying orders and knots?

4 Plot obtained from online resources

knot sequence T and they are constructed as follows:

Bi1(x)=1, ift <x<Tyy, fori=1,.,K+2M -1

X=T Tivk — X
L Bi,k—l(x) + LBHl,k—l(x)» fori=1,.,K+2M -k
Titk—1—Ti Titk — Ti+l

Bjj(x) =

To understand the construction we obtained Figure 1.6 from a paper by Dertimanis et al., 2018[30].

Now we can replace the general ¢;(x) basis functions with B; i (x) basis functions, and a function

f(x) can be approximated as f(x) = Zf:l BjBj(x). The least square method can be used to
estimate unknown Ss.

Knot selection is another domain of research that statisticians have already explored. Automatic

knot selection can be achieved using model selection criteria such as cross validation and Mallow’s

Cp in a linear regression framework. The aim is to choose a set of knots from a large number of
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candidate knots such that optimization criteria are satisfied. The number of all possible models
increases as the cardinality of candidate knots does. Some works to mention on this topic are by
(Smith and Kohn, 1996[115],Denison et al., 1997[24],DiMatteo et al., 2001[24]). Smith and Kohn,
1996[115], Denison et al., 1997[24] utilized Bayesian variable selection to build MCMC methods

for function estimation.

The problem of univariate function estimation can be extended to function selection in additive
models. Many authors are interested in selecting significant functions for y; = Z?:l fi(Xij) + &
when p > n. Scheipl et al., 2012[106] proposed a normal-mixture-of-inverse gamma distribu-
tions by introducing similar indicator variable used in spike and slab prior. Their setup is for
a generalized linear model with continuous response replaced by link functions. Scheipl et al.,
2013[107] mentioned more than one method in their paper, including using penalized likelihood
and smoothness priors, and an indicator selection approach after transforming functions into a lin-
ear combination of centered B-spline expansion. Lan Xue[129] proposed a penalized polynomial
spline method for a simultaneous model estimation and variable selection in additive models. He
explored spline SCAD (Smoothly Clipped Absolute Deviation) penalty as a regularization method.
Although Fan et al., 2015[33] did not engage in variable selection in their work, they did utilize a
penalized least squares optimization technique to efficiently deal with high-dimensional functional
predictors. They minimized a loss function with a penalized /, norm of functions to find estimated
functions. McLean et al., 2013[85] explored both MCMC and variational Bayes algorithms to fit
a functional generalized additive model. Huang et al.[56] tackled the same problem in a conven-
tional non-Bayesian variable selection approach by applying adaptive group lasso. To start, they
also decomposed functional predictors as a linear combination of B-spline basis functions and later
penalized the unknown coefficients as groups. The Bayesian group lasso we built is inspired by

their work, but we deal with binary response that is equivalent to a generalized linear model.
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1.4 Bayesian model based clustering

Cluster analysis is the modern data mining tool used to group or segment objects into clusters
based on similarity measurements. Many available algorithms have been built based on a particular
criterion that objects within a cluster are more similar to each other than to objects that belong to
other clusters. Some popular clustering methods are K-means, agglomerative clustering, hierar-
chical clustering, and model-based clustering. We focus more on model-based clustering in this
chapter. A disadvantage of hierarchical clustering or K-means methods is that they are model-free
heuristic methods. Model-based clustering is an alternative to provide an option to formulate a
model while grouping objects. Model-based clustering was first introduced Banfield and Raftery,
1993[6], who assumed that observations come from multivariate normal distribution and that max-
imum likelihood yields the estimates . Fraley and Raftery, 2002[37] introduced the finite mixture
models as a formal setting for model based clustering. Let yq,.., y, are independently distributed
p-dimensional observations from a K-component mixture distribution-

n K
f(y;7,0) = HZkak()’i|9k) (1.1)

i=1 k=1
Here 7, is the probability that a particular object belongs to k' cluster and ) parametrizes the
density fi. In general, f; is multivariate normal density where f; = MVN(ug, Xy). The EM
algorithm helps us to get the estimates of unknown parameters. In a later study, Melnykov and
Maitra, 2010[88] provided a thorough reference for model-based clustering. A point of subjectivity
that is always attached to cluster analysis is choosing the number of clusters. Similar to K-means,
model-based clustering needs a specified number of clusters at the start of the algorithm. Fraley
and Raftery, 1998[36] tried to answer this question using model selection criteria. They suggested
studying BIC over all possible cluster numbers and choosing the one with lowest BIC. Another study
to mention is that of Yeung et al., 2001 [131], who applied model-based clustering to group gene
expression data. Over time, researchers included other factors inside the model-based approach,
such as variable selection[101] and penalizing the parameter space 6[95]. All the aforementioned

studies have been done in a conventional statistical framework without using any prior information
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on the cluster structure, the number of clusters, or unknown parameters (7,0). Only Bayesian
model selection has been used to select optimal number of clusters. Handcock et al., 2007[46]
described two methods to estimate unknown parameters: first, a two-stage maximum likelihood
method, and second, a Bayesian estimation method. In the Bayesian part, regression parameters
have a multivariate normal prior, and the mixture probability 7 has a Dirichlet prior with MCMC
estimation. Furthermore, Fraley and Raftery, 2007[38] discussed the problems of using the EM
algorithm and where it can fail to converge. Instead of MLE, they preferred to work with the MAP
estimator with conventional priors on mean and covariance parameters, such as MVN on mean and
an Inverse-Wishart distribution on a covariance matrix. Medvedovic et al., 2004 [86] proposed a
contrasting formulation of a Bayesian mixture-based clustering algorithm to group gene expression
data with replicates. Interestingly, the Poisson-Dirichlet process is the most logical and convenient
way of assuming priors on the number of clusters and mixture probability if one does not want to

limit the number of clusters when starting the algorithm [70].

The methods and literature described above have various advantages and can be applied to
different complicated problems faced by researchers. Here we should reiterate the problem with
which we are dealing: we aim to build a Bayesian model-based clustering method with the same
white matter data used for spatiotemporal modeling discussed in Section 5.1. We have longitudinal
voxel-wise white matter measurements for healthy aging subjects, and we would like to group
voxels in homogeneous regions considering the longitudinal and spatial information. To this
end, we review the literature for spatiotemporal clustering methods. Authors in the computer
science literature have examined this topic extensively. Kalnis et al., 2005[65] dealt with a highly
complicated problem of detecting clusters among moving objects that change locations over time.
For instance, they clustered trajectories and mining movement patterns for a group of migrating
animals or a convoy of cars moving in a city. The complexity of this problem is manifold, as we are
simplifying our situation by assuming that spatial locations of voxels are fixed over time. Kisilevich

et al., 2009[67] described a detailed study of spatiotemporal clustering on trajectories and provided
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in-depth research development on this topic.

1.5 ADNI Longitudinal Data

Alzheimer’s disease (AD) is the most common form of age-related neurodegeneration and
dementia. More than 25 million people in the world are currently affected by dementia, with most
suffering from AD, and around 5 million new cases occur every year. The number of people with
dementia is anticipated to double every 20 years [99]. Some suggest that earlier diagnosis and
intervention may offer the greatest potential for treatment, making the early detection of AD of
the utmost clinical importance. AD symptoms are diagnosed via clinical neuropsychological and
cognitive measures, including the Clinical Dementia Rating (CDR) scale. In addition to other
standardized clinical neuropsychological measures, such as the Ray Auditory Verbal Learning Task
or the Mini Mental Status Examination (MMSE), biomarkers from MRI and PET imaging are also
used in diagnostic classification. Based in part on these scores, patients are diagnosed or classified
into one of three primary categories: cognitively normal (CN), mild cognitive impairment (MCI),
and AD. In this dissertation, we demonstrate a method to differentiate AD patients from CN persons
via the differential nonlinear longitudinal trajectories in regional brain volumes. Various high-
dimensional classification and regression methods have been proposed for biostatistical applications
to neurological diagnostic methods for early-stage AD detection. The present study focuses on
applying volumetric MRI data at the region of interest (ROI) level, and limiting the included
features to more clinically established sub-regions of brain volumes in AD and aging. Unlike
commonly used Bayesian classification methods, we emphasize the selection of the longitudinal
trajectories of brain volumes as predictors for classification of patients as AD vs. CN.

MRI is a valuable tool for in vivo assessment of brain biomarkers related to disease progression.
Longitudinal patterns of brain atrophy follow a common pattern, with prominent volumetric loss
in established and canonical regions, such as the hippocampus or the entorhinal cortex, as well as
ventricular and sulcal expansion. The currently available, fully processed ADNI longitudinal MRI

data includes cortical and white matter (WM) parcellation, surface area, and cortical thickness of
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different brain regions. Instead of using all possible regional measurements, we focus on volumetric
longitudinal changes in a more theoretically guided and limited number of brain sub-regions to
classify patients. We obtained nearly 115 different sub-regions’ volume measurements from ADNI
1, ADNI 2, & ADNI GO. Leung et al. [74] compared MCI converters and MCI nonconverters
considering longitudinal hippocampal volumes, and showed that MCI converters have higher rates
of hippocampal atrophy. Reduced hippocampal volume has been proposed to diagnose AD earlier
than clinical diagnosis [40]. We believe that measuring volumetric change over multiple occasions
rather than at a single time-point will provide a more reliable estimate of quantitative change. In this
dissertation, we concentrate on the selection of key brain regions that differ in longitudinal change
between AD patients and CN older adults using a Bayesian variable selection method. In addition
to prior findings related to the selection of volumetric MRI measurements, there are also numerous
studies involving the selection of functional predictors. The key advantage of using longitudinal
MRI data is that it captures the atrophy rates with time as patients’ progress through multiple
disease stages. FreeSurfer software is able to measure accurate brain volumes and cortical thick-

ness, and the ADNI website has 1.5T structural MRI data with parcellation performed by FreeSurfer.

The pivotal contribution of this dissertation is that it explores functional data analysis with
Bayesian variable selection. We extensively refer to the methodologies described in this introduction
in the development of later chapters. Chapter 2 introduces the applicability of spike-and-slab priors
for knot selection in function estimation. The research interest in function estimation is still
prevalent in the statistics literature. Spike-and-slab group lasso, which was discussed earlier,
works well for group selection and outperforms other methodologies. Chapter 4 presents extensive
application of Bayesian group lasso to function selection. Moreover, it helps to establish some
statistical properties. In addition, Bayesian classification is another field that is discussed later
in this dissertation. The aim of this introduction was to help the reader better understand the

perspective of this dissertation.
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CHAPTER 2

NONPARAMETRIC FUNCTION ESTIMATION USING BAYESIAN VARIABLE
SELECTION

Bayesian variable selection for nonparametric function estimation is a challenging research field.
We have tried to explore it with a large number of functional predictors in an additive model. We

started with the knot selection problem for a single function estimation.

2.1 Univariate function estimation

The literature on function estimation is quite old and has already established excellent mathe-
matical properties. Bayesian methods have worked well for estimating functions with a penalized
spline. However, we propose a new approach to function estimation by assuming uncertainty with

knots. We describe our methodology in the following.

2.1.1 Introduction

Consider a very simple regression problem with data observed as (y;, X;);=1, , where X is a
single covariate and Y is n X 1 response variable. We regard a nonlinear model as a potential
setup, such that the mean E(y|X) varies nonlinearly with the predictor. Then, we can replace the

conventional regression problem of y; = X;5 + ¢ with
Vi = f(Xi) + €, i=1,..n

where f(.) belongs to some class of nonlinear functions. There are numerous methods available
to estimate the unknown function, one of which is basis function expansion. This single covariate
has a nonlinear component with respect to response, which is modeled as a regression spline basis
and can be written as

K
F0) =) Bigj(x) 2.1)

J=1
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where ¢;(x) are some orthonormal basis functions. Now, if we limit our study only for spline
functions, the value K’ depends on the number of internal knots we are using. Let us assume that
we have 71, .., 7 internal knots to approximate the function. Then, equation (1.1) can be written

with p? h degree spline model as

K
F)=Bo+BrIX +---+BpXP + > Bpi(X =),
j=1
K+p+1

= > Bigi(®

Jj=1
here (X —7;)+ = max(0, (x — 7;)) and as (X — 7; )ﬂ’_ has p — 1 continuous derivatives, the smoothness

of the spline function increases with a value of p. We work with cubic spline bases here.

To start the statistical problem, we assume that we have a large number of candidate knots,
and we would like to build a data-driven algorithm that automatically selects important knots to
accurately approximate a given function. Knots’ locations are another point of interest. Various
model selection criteria have been used before, such as cross-validation and Mallow’s Cp, etc. The
number of possible models increases as the cardinality of candidate knots expands. There is the
potential to over-fit the data if we use a large number of knots. One advantage of using spline bases
is that the design matrix for the linear model is sparse and we can explore the variable selection
methods in computation. We examine Bayesian variable selection as a potential method for knot

selection regarding this problem.

Our method implicitly assumes that f is well approximated by a linear combination of spline
basis functions with some number of knots. In practice, we assume that f can be represented by
a linear combination of basis functions. This class of basis splines is large and approximates any
locally smooth function arbitrarily well. We note that our approach determines which knots are
effective in estimating the spline function, and we closely follow the works on variable selection

in linear regression models by George and McCulloch, 1993,1997[43][44]. These authors first
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introduced the spike-and-slab prior with the following setup:
Bilyi ~ (L =7)N(O.7}) +7iN(O0.¢}7})

where 7; is a latent variable that controls the number of significant coeflicients or model size. Smith
and Kohn ,1996[115] implemented another method of g-priors on the regression coeflicients and
applied this prior in univariate function estimation. On the other hand DiMatteo et al., 2001[31]
quantified two unknown quantities, such as number of knots and location of knots with Poisson

prior and Dirichlet prior, respectively.

We focus on George and McCulloch, 1993,1997[43][44]’s approach in this section, as the
conventional spike-and-slab prior is not considered for function estimation. The Gibbs sampler is
computationally feasible and easy to implement when the model has a large number of predictors.
Once we integrate corresponding variance and regression coeflicients, we show that the Bayesian

variable selection convergence rate is much faster than with other approaches.

2.1.2 Variable selection using Spike-Slab Prior

A spike-and-slab model is often represented by a Bayesian hierarchical model. The most

conventional definition is given below:

i/ B,0%) 2L N(IB,02), (= 1,..m)

(B/y)~N(QO,I),
y ~ n(dy),
o? ~ u(do?),

where 0 is a K-dimensional zero vector, I” is the K X K diagonal matrix diag(yy,...,yx), 7 is the

prior measure for y = (y1, ..., k)" and u is the prior measure for o2.

George and McCulloch(1993)[43] first developed the most widely used spike-and-slab model

version. It identifies zero and nonzero (;’s by using zero-one indicator variables y;, assuming a
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scale mixture of two normal distributions:

- |
Bi/vi) = A = y)N(O,72) + viN(O,c?7?), i=1,..K

Tl.2 > 0 is some suitably small value, while ¢; > 0 is some suitably large value. y; = 1 represents
the S;’s that are significant, and the variances of these coefficients are large, with larger posterior
Bi values. The opposite occurs when y; = 0. The prior hierarchy for £ is completed by assuming
a prior for y;. When Tl.z tends to zero we provide more masses on O which operates as the prior for

insignificant 8s. The prior distribution for the regression coefficients then can be written as

Bi/vi) 2L (1 - yi)lo + ¥iN(0,v?) (x)

with /y point mass at O coefficients, where v2 is the limit for cl.zrl.z when Tl.2 tends to zero with a

large enough cl.z. We use prior (*) to select significant knots from candidate knots.

2.1.2.1 Model description and Prior
We start with the simple linear model:
y=Xf+¢

where y is the n X 1 vector of observations. X is the n X r design matrix,
& ~ N(0,021,) is the error vector, and 3 = (B1, ..., Br) is the rx1 vector of regression coefficients.

Let v be the rx1 vector of indicator variable with i-th element v; such that:

I, when gB; #0
Yi =
0, when gB; =0
Given v, let By, consist of all the nonzero coefficients of 8 and let X, be the columns of X corre-

sponding to particular components of vy that are equal to one. We then make the following prior

assumptions:

1. Given y and o2, the prior for By ~N(0, caz(X)’,Xy)_l), where c is a positive scale factor. For

our simulation study we used c=100. The above formulation of Ss is identical to the spike-and-slab
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prior defined in equation (*).For large values of ¢, the prior for 8y contains very little information
about 3, compared to the likelihood. We take the prior variance of 3, proportional to 0-2(X)’,X7)_1
which makes the Gibbs sampler very fast. We also think this prior contains the associative rela-

tionships of Ss.

2. The y; are assumed to be a priori independent with

P()/izl)zl_P(YiZO):pi (izl"“’r)

p(y/Y) o< p(Y/y)p(y) contains information relevant to variable selection. We started with p; = %

which justifies no bias towards model size.

2

3. Finally, for o we use the inverse gamma conjugate prior

P02 7)) ~ 1G(vy[2,vy 2y 2),

We note that v, and 4, may depend on y to incorporate dependence between B and 2. For our

practical example, we choose v, = 0 and 1, = 0 which gives us a commonly used prior for o2

P fy)« 5.

2.1.2.2 The Gibbs Sampler

The primary advantage of applying a conjugate hierarchical setup is that it enables analytical

marginalizing of y with respect to 8, and o2 from

-
P(By, a2,y/Y) < p(Y/ By, o-z)p(ﬁy |2, 9)p(c?)p(y). For a given y,let gy = ;1 v; be the number

1
of nonzero elements of 8 and

c
1+c

Sty)=y'y - Y Xy (X, X)) Xy
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Then,

Ppy/y) e / { /ﬁ P31y 2Ip(By ) dﬁy}p(ffz) do?
_y _n
< (l+c) 28(y) 2;

By is integrated out as a normal integral and o2 is integrated out as an inverse gamma integral.

The posterior distribution of vy is

p(y/y) < p(y/y)p(y)

,
o< (1+0)" 28y | | pH1 = pp)' i
i=1

=g(¥),

The marginalizing constant can be obtained by computing g(7y) for all y values. To find an efficient

posterior sample, we do not immediately need normalizing constant.

Gibbs Sampler:

We will start with an initial sequence of y = (y] U e ) and then we draw each member of y

from the Bernoulli distribution with probability:

1
p(yi = 1|y,)’j¢i) = m where

(y")

h= IT,( c)2 ( 50,0 )) , where

V= i uvictyi = Lowyr) and Y0 = (vq, . ¥i—1,7i = 0,..,y,). We repeat this step for a warm

up period and sampling period until the sequence converges.

For large r, the above method takes a long time to execute, and computation complexity is 0(r3).

However, MCMC chain still can still be used to find high-probability y values. We can construct
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easy MCMC algorithms to simulate a Markov chain

which converges in distribution to p(y/y).

Metropolis-Hastings algorithms:

Another way of sampling from g(y) is to use Metropolis-Hastings (MH) algorithms. We start
with a proposal density q(yo,yl), which is also called candidate density. For each yo value,
q(yo,yl) is a probability distribution over yl values. Once we determine the candidate proposal

density q(yo, y1), the below algorithm populates posterior sample of y:

new

1. Generate y"¢" with probability ¢(y°,y1).

2. Set yU+D = o€ with probability

gy D, ynewy g(y)’

=0, Otherwise

OJMH(),(j) Y1) = min {q(ynew,y(j)) g(y"e) }

Under weak conditions on q(yo, yl), the sequence obtained by this algorithm will be a Markov

chain that converges to p(y/y).

In case of symmetric proposal density, Metropolis-Hastings becomes simple Metropolis algo-

MH

rithm, i.e. if ¢(y°,7') is symmetric. Then the above « simplifies to

) new
a/M(y(]),y”eW) = min {g()f . ), 1}
g(yV)

One of the simple proposal density is

1 r
01\ _ . § 0 1, _
i=
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Which alters the above MH algorithm-
1. Generate y"¢" by changing one element of y\/).
2. Set yU+D = yneW with probability ™ (y\/), y€W). Otherwise, y/*+1) = (),

This algorithm was proposed in Raftery, Madigan and Hoeting (1993)[53].

From the above algorithm, we estimate y with the highest probability of occurrence. We can
use the estimated ¥ to obtain the estimates of y and 2. If we plug this ¥ in the model and select
only those covariates for which the ;s are 1, estimation of 8 and o2 becomes much easier. This is

a huge advantage of using the spike-and-slab prior, and it is the main motivation behind using it.

2.1.2.3 Updating 3 and o2

We use George and McCulloch’s (1993)[43] SSVS procedure to simulate a full parameter se-
quence. This method is based on the Gibbs sampler. At each step, we use the full conditional

distribution of 8 and o2 to generate new samples.

Let ¥ be the final posterior estimate of y:

1 \"2 1
p(y/ B0 p(By /o) plo?) o (m) exp(—3—5 (0 = X585)' (v = X5B5))

1 \%9/? 1 ) 1
X (;) CXP(—W(X@B&) (X385)) X (;)

The full conditional for ﬁf, is multivariate normal with mean A‘IX)A, y and variance 0'2A_1, where

A=+ %)X}i/X)A,. Symbolically,
p(B3/y.0?) ~ N(A Xy, 07471
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The full conditional distribution of o2 is inverse gamma: The terms in the joint distribution

involving o2 are

2 ‘(%J”q%“) 1 1
(?) exp(~ 313 (v = X389 (v = XyB3) + H(X35) (X585))

. . . . a5
so o2 is conditionally inverse gamma with shape parameter % + 77 and scale parameter

HO = X385 (v = X385) + L(X385) (X5.85))-

The Gibbs sampler cyclically samples from the distributions of S and o2 conditional on the
current values of the another parameter. Finally, we obtain the estimates of 8 and o2 from the

posterior median.

2.1.3 Regression Splines

Let’s assume,
vi=f(x)+e, i=1,..n

where y; is the i-th response, error part ¢ follows N(0, o2), and f(x) is the unknown smooth
function that needs to be estimated. Under the suitable smoothness assumption, we propose to
approximate f(x) using a normalized B-spline basis. One of the research aims involved here is to
quantify the location and the number of knots. Badly placed knots will definitely miss the function’s
properties and provide bad approximations. On the other hand, if we use a large number of knots,
we will definitely have low bias but very high variance. The most convenient way to approach this
problem is to introduce variable selection. One can assume that there are initially a large number
of candidate knots and can then select a small set of significant knots using variable selection (e.g.,
Friedman and Silverman, 1989[39]). Now we can visualize the problem as a potential variable
selection problem, as columns of the design matrix correspond to individual knots. This is what
guides us to use the spike-and-slab prior. In a univariate case, we place knots in at least a quarter

of the positions, depending on the number of observations, but we try to stay below 40 knots. We
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want to ensure that placed knots capture the curvature of functions. For our simulation study, we

place knots after every fourth sorted observation.

2.1.3.1 Simulated example

In this section we studied performance of Bayesian nonparametric estimators using simulated

data. We used these functions in the simulation:

1. fi(x) = sin(2x) + 2 exp(—16x2)
2. fr(x) = (¢(x,0.15,0.05) + ¢(x,0.6,0.2))/4

which is a nonlinear function. A well-judged nonparametric kernel-based method can estimate

these functions. We approximate these functions with a cubic B-spline basis.

One hundred response observations are generated from N(f(x), o) with x; ~ U(0,1) and

e; ~ N(O, 0'2). The choice of o is made such that the signal to noise ratio %((Q stays around 3.
The number of initial knots is directly proportional to the number of observations such that when
n increases, so does the number of knots. For our simulation, we start with % number of , which
implies that as n increases, there is more sparsity. We place knots at every fourth position, which
generates a total of r=28 columns in the design matrix X with a B-spline of degree=3. The Gibbs

sampler is run on 1,600 iterations, with the sampling starting after the 100th iteration.

If f (x) is the estimated unknown function, then we need some statistic to measure accuracy of
estimation. The integrated squared error (ISE)= fx {f(x) = f(x)}2dx over the unit interval is the
statistic on which we focus. We created 400 equally spaced grids z; = i/400, i = 1,...,400 with

1 400 . )
ISE = Zl () - fan)
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We repeat the simulation 100 times. ISE results are shown in the below table and compared to the
kernel method of estimation.

The simulation result with Bayesian variable selection show better performance than kernel

Table 2.1: Log(ISE) comparison with Kernel methods of approximation

Bayes Mode log(ISE) | Kernel log(ISE)
" | Mean (sd) Mean (sd)
fi1(x) | 28 | -2.7 (0.05) -1.28 (0.03)
H(x) | 28 | -0.92 (0.02) -0.49 (0.01)

estimation. We use Gaussian kernel with 0.10 bandwidth. Next, we illustrate the above method

using *Chloride’ data from Bates and Watts, 1988[8].

2.1.3.2 Chloride concentration Data

The Chloride data contains 54 observations of concentrations of chloride taken over an interval
of time. We implement the same variable selection algorithm for knot selection discussed above,
and we compare it to fixed knot basis approximation and linear regression estimates, as shown in
Figure 1.7. We can state that B-spline basis approximation with four internal knots works better
than the Bayesian variable selection method. We obtain 0.23 of mean log(ISE) and posterior mode

selects 11 basis columns out of 17 basis functions.

2.1.3.3 Discussion:

The main drawback of this method is its sensitivity to the initial choice of basis. We need to
account for the uncertainty in selection based on the properties of the corresponding basis function.
Here we work with cubic B-spline basis functions, which are assumed to be smooth. However,
this assumption is not always valid when dealing with spike functions. In these situations, one
requires prior information or needs to work with the Bayesian penalized spline method. Hence,

prior information should be given on both the basis choice and the corresponding basis coefficients.
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2.2 Functional additive model estimation with bi-level selection

We examine a different problem in this section: we seek to explore how Bayesian variable

selection can perform in function selection in additive models.

2.2.1 Introduction

Modern-day life sciences develop applied questions regarding technological innovations for the
selection of influential components in regression models. The statistics literature is full of feature
selection methods and their corresponding theories in linear models where the number of predictors
is very large compared to the sample size. The literature is rich in terms of variable selection that has
been developed for generalized linear models, hazard rate models, and so forth. On the other hand,
the selection of significant functions in additive models is very recent. Consider the nonparametric
additive model )

Yi=p+ ) fi(Xij)+e,
j=1
where u is the intercept term, X; jis ith observation of jt h covariate X s fjs are unknown functions
and ¢ is an unobserved random variable with mean 0 and variance 2.

The questions we aim to answer are: Are all f;(X;)’s significant? And based on the significant
ones, can we develop an algorithm that handles the feature selection and estimates the true functions
simultaneously? We assume that not all f;(X;)’s are important and that we are dealing with a much
larger number of functions than the sample size, i.e . p is larger than n. We further assume that

the number of true functions in a model is still less than n. The estimation of true functions is an

important component of this article, whether the true functions are linear or nonlinear.

Both frequentist and Bayesian statisticians deal with model selection or function selection in
additive models. Most of the ideas have come from variable selection in regression models with
a large number of predictors. The most popular methods of variable selection are lasso [Tib-

shirani, 1996][120], SCAD penalty [Fan and Li, 2001][32], adaptive LASSO [Zou, 2006][138],
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group LASSO [Yuan and Lin,2006][132]. Bayesian variable selection methods, particularly for
linear models, can be divided into two segments: one based on the spike-and-slab prior, and an-
other that introduces selection indicators with the regression coefficients. George and McCulloch
[1193,1997][43][44] proposed the basic idea that each coefficient 8 li ’s can be modeled either from
the “spike” distribution, where most of its mass is concentrated around zero, or from the “slab”
distribution, which is like a diffuse distribution. The introduction of selection indicators for vari-
able selection is a closely related idea, where we decide whether a coefficient is in the model or
not by using selection indicators. Smith and Kohn [1996][115] developed this notion by adding
selection indicators with the columns of the design matrix which eventually selects the significant
covariates. Furthermore, unlike George and McCulloch’s spike-and-slab, which focuses on S coeffi-

cient, [shwaran and Rao [2005][57] placed a spike-and-slab prior on the variance of Gaussian priors.

The two ideas of Bayesian variable selection also extend to group selection. In their paper,
Ghosh and Xu [2015][128] described how spike-and-slab priors can be used to select groups in co-
variates as a form of Bayesian group lasso. Our method of Bayesian function selection implements
Ghosh and Xu’s [2015][128] ideas. First, we represent each function in our model by B-spline basis
function coefficients with a subsequently large number of knots placed in each function. Next, we
introduce two-stage spike-and-slab priors to find the significant functions and the significant knots
for true functions. In both situations, we assume that the number of functions in the model is large,
that they are sparse (large p, small n), and that the number of knots introduced to estimate the
functions are also sparse. Chen et al. [2016][24] published a paper on Bayesian sparse group se-

lection using selection indicators, which is an extension of variable selection in grouping structures.

In the next section, we describe the construction of functions in terms of B-spline basis func-
tions, and the application of Bayesian sparse group lasso with a spike-and-slab prior for selecting
significant functions and estimating in "large p, small n" settings. The posterior median threshold-

ing, as shown in Ghosh and Xu [2015][128], estimates both the null functions and their members
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as zero. As we use a large number of internal knots to estimate the functions, the spike-and-slab
prior with median thresholding estimates the insignificant knots as zero based on the structure of
the true functions. Section 1.2.3 presents simulation studies to evaluate the performance of our

method.

2.2.2 Bayesian Sparse group Lasso in nonparametric additive models

Suppose we have data (Y, Xj), j=1.,p; and X; € [a,b] with a,b < oo. To hold
the identifiable conditions for functions fj, we assume that fj’s are centered around zero, i.e.
Efi(Xj) =0, 1 <j < p. For the model ¥; = u + 25.’:1 fj(Xij) + €, after centering covariates and
responses, the intercept term can be dropped for simplicity. Corresponding nonlinear components
can be transformed into a linear regression model with spline coefficients. Thus, the problem of
detecting a significant function in the additive model is equivalent to selecting groups of variables
in a linear regression setup with a predefined grouping structure. We hence define each function

Jfj through basis functions.

We define the construction of B-splines as follows. Letd denote the degree of the B-spline, which
implies the order as d + 1. Our next assumption is that a sequence of knots is placed in each function
where the number of knots is large but does not exceed the sample size; as sample size increases,

so does the number of knots. To define the sequence of knots, leta =&y < &) < -+ &g <égy1 =D

be a partition of [a, b] into K sub intervals. In addition, definedknotsé_; =&_4,1 = .. =¢_1 =&
and another set of d knots g1 = Exio = .. = Ekig+1- The B-spline basis functions are defined
as

I, & <x<&y

B;i(x) =
0, otherwise
x =& Sivd+1 — X
Bigi1(x) = ——B; 4(x) + = ——B; 1 (%),
Eivd — &i Eivd+1 — &ixl
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for j = —d, .., K. With the use of additional knots we will get precisely K +d + 1 basis functions.

Thus for any function fj, defined on the function space .# > can be written as
mp
£i(x) =) BjiBjx(x)
k=1
and the vector f; of function can be expressed as
fj =X;B,

with basis function values Bj;(X;;) as elements of the design matrix X. Finally the model can be

written as

p
Y= X;B+e
Jj=1

where B;’s are the grouped coefficients corresponding to the basis functions X;. The error € has

mean 0 and variance 2.

We now introduce the method of Bayesian sparse group selection with a spike-and-slab prior.
The importance of this method is that we assume sparsity at a number of functions and also at
a number of knots within a function. Simon et al. [2013][113] proposed sparse group lasso to
produce exact 0 coefficients at the group level and within a group. The sparse group lasso estimator

of B is given by
G G
. 2
mén(llY— D XeBell3 + M 1IBIL + A2 ) ||ﬁg||2).
g:l =

g=1
A corresponding prior can be constructed as

G
7(B) o exp { —lIBlh =42 ) ||ﬁg||2},
g=1

which can be expressed as a scale mixture of normals. However, to select variables both at group
level and within a group, Ghosh and Xu [2015][128] developed a hierarchical spike-and-slab prior
structure that shrinks coeflicients to exactly 0 with posterior median thresholding. Two sets of

spike-and-slab distributions, one at group level and another at individual level with a posterior
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median estimator, have great variable selection and prediction performance.

We describe the model specifications exactly same as Ghosh and Xu [2015][128] described in
their paper. The coeflicients ;s are reparameterized to handle two different degrees of sparsity.
1 1
ﬁj = Vj2bj where V2= diag(rjl,..,rjmj),fjk >0,j=1,.,p; k = l,..,m;. To select variables
at the group stage, the first set of spike-and-slab prior is introduced.

nd .
b; g (1 —ﬂo)ij(O,Imj) + 7T050(bj)’ Jj=L..p

When 7, = 0, B drops from the model even though b # 0. 7j; controls the magnitude of
the elements of B . Hence to choose variables within a group Ghosh and Xu [2015][128] placed

another spike-and-slab prior with 7;;’s:
Tjk ind (1-7)NT(0,5%) + m100(Tjk)s J=1,.ups k=1,..m;

where N (0, s2) is a normal distribution N (0, s2) truncated below 0 with mean \/g s and variance

s2. The error variance o2 follows a Inverse Gamma distribution with shape a and scale y:

o2~ InverseGamma(a,y).

Ghosh and Xu [2015][128] set up an hierarchical setup to decide the values for hyper-parameters
To, 7T -
ng ~ Beta(ay,az), m ~ Beta(cy,c).

2

For s, a conjugate inverse gamma prior is placed,

5% ~ InverseGamma(l,t).

We can update ’t’ with a monte carlo EM algorithm (Casella, 2001[20]; Park and Casella, 2008[96]).

For k'" EM update,

oL
= —
E(-nl51Y]

where the posterior mean of Lz can be obtained through the mean of Gibbs samples with (k — 1)th
S

iteration.
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Gibbs Sampler:

Let B denote 8 vector without jth group.

Bij) = B1--B_ 1Bl Bp)

X(;) is the corresponding design matrix to ;). Similarly B denote the whole set of vector of

coeflicients without kth element corresponding jth group:

Bty = Bits o Brms Bt B =B s Bims Bt Bpmy)
The corresponding full conditional posterior distributions are:
bjlrest ~ lj50(bj) +(1- lj)ij(/lj,Zj),

where [; = P(b; = O|rest),

1
= :

7T0+(1—7T0)|Z|2 exp{ 4||2 V XT(Y X(])V(])b(]))llz}

with
1 57 Ly2xry, 2y
=4 ViX; X = X(pVijbi). and Zj = (my + —V XX,V 7)

Full conditional posterior of 7;; is a spike-and-slab distribution:
TjklreSt ~ qjkéo(TJk) + (1 - q]k)N+(ujk9 V?‘k)’ ] = 1’ "7p; k = 1729 "9m}'l9m}'l + 19 ~°9p * ml’b

where

1 » T > _ Lo Lor 2 -1
Uik = —3 V¥ = XoBin) Xjkbje Vie = (G + —3 X5 X kb5

and g = P(7j = Olrest),

1

qjk =
1 +2(1 = mp)(s2)” 2(v )2 exp{ }[ ]

n 1
o?|rest ~ Inverse Gamma/| = +a,§||Y—Xﬁ||% +vy].

2
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With Conjugate Beta and Inverse Gamma prior, the subsequent posteriors are:
molrest ~ Beta(#(b; = 0) + a1, #(b; # 0) + ap),

my|rest ~ Beta(#(tj = 0) + c1,#(tjx # 0) + ¢2)
1 1
2 - Ly
s“|rest ~ Inverse Gamma/( 1 + E#(T]k =0),t+ 5 Tjk)

Jk

2.2.3 Simulated Example:

We apply Ghosh and Xu’s [2015] bi-level Bayesian sparse group selection method in function

selection and estimation for two simulated examples.

Example 1.

We define 4 functions-
e filx)=5x

 fHlx)=3(5x- 1)

. _ 10sin(27x)
f3(x) - 2—sin(22§)

o f1(x) = 6(0.1sin(27x) + 0.2 cos(27rx) + 0.3 sin(27x)? + 0.4 cos(27x)> + 0.5 sin(27x)3)

This generating model is the same as Huang et al.’s [2010][] Example 1. We use p=20 and n=100.
We employ % as the number of internal knots for each function, so that in total we have % number
of coefficients. Again, our assumption is those ﬁ internal knots are sparse, and we will select im-
portant knots from them. We use B-spline basis functions of degree=3 with % numbers of internal

knots. We have f5(x) = fg(x) = .. = fro(x) = 0 as null function.

We generate the covariates as x; = (w; +t*u)/(1 +1) for j =1,2,3,4and x; = (w; + 1%

ind

v)/(L+1) forj=5,.,20. (wj,u,v) ~ N7(0,1) and t controls the amount of correlation. The
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Figure 2.2: Example 1 simulation plot

covariates from zero component and non-zero components are independent. We work with t=0,0.7

and a signal to noise ratio as 9.

We run this simulation setup 100 times and examine the selection performance of the method.
We compute the number of true positives and true negatives for 100 repetitions. For our model, we
first have four models as true functions and the rest as null functions. Our first function is detected
20% of the time, and the other three functions are correctly detected 100% of the time. In contrast,
the null functions are not selected in a model a single time in our 100 repetitions. We compute the
ISE for each true function and plot them in a boxplot for 100 repetitions, with the error computed
for overall response as well. We have a few of other plots above, such as actual vs. predicted
plots for response, and plots of rejection probabilities for true functions and null functions. All the
results above are found in the setup where predictors are not correlated.

In our next step, we run the same simulation setup with predictors that are correlated. The
response is generated by additive models with the same four functions mentioned above and the

same signal-to-noise ratio, but we set the correlation between covariates as 0.7. We run this setup
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Figure 2.3: Example 1 simulation plot

for 100 repetitions and study the results. Out of 100 repetitions, the selection of the first function
is very low at 6%, while the other three true functions are selected 100% of the iterations. On the
other hand, one null function come as significant once that is the selection percentage is 1% for

that null function. Below are the same plots that were given for the non-correlated setup:

Example 2.

In 2nd example we took another four different functions defined as:

fi(x) = 3x,

2
frlo) = x+ B2

f3(x) = —x + wsin(nx),

fa(x) = 0.5x 4+ 15¢(2(x — 0.2)) — ¢(x + 0.4), where ¢() is a standard normal density function.

Again, in this example we use p=20 and n=100. We utilize % as the number of internal knots

for each function, so that in total we have % number of coefficients. Again, our assumption is that
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Figure 2.4: Example 2 simulation plot

those % internal knots are sparse for functional estimation. We use the B-spline basis functions
constructed from predictors. The predictors are generated independently from Uniform (-2,2), and
the signal-to-noise ratio is kept at 5. The simulation setup runs for 100 repetitions. Out of 100
repetitions, the first four true functions are selected 75%, 28%, 85%, and 92% of the iterations,
respectively, whereas the null functions are not selected a single time in 100 repetitions. A few

plots are included below to provide a better picture.

In the next step, we generate the covariates from AR(1) process with p = 0.7. In the case of
correlated covariates, the relationship between predictors and response is still of theoretical interest.
We repeat the simulation for the same set of functions mentioned above and gather outputs. We run
this setup for 100 repetitions and study the results. Out of 100 repetitions, the selection percentages
of the functions are 97%, 50%, 13%, and 97%, respectively. The selection of false positives is
zero, except for one null function that is significant with 1% appearances among the null functions
we’ve used. No null functions we use. No null function is selected in the 100 repetitions. Below

are the same plots as in the uncorrelated scenario.
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Figure 2.5: Example 2 simulation plot

2.2.4 Conclusion:

We explored an application of Bayesian variable selection for a sparse additive model. The
motivation behind applying bi-level selection for function selection and estimation is to find true
nonzero functions and estimate them by knot selection. Our idea worked for a small number of
functions. If we have 20 functions and 4 of them are significant, the proposed algorithm performs
satisfactorily. However, the initial problem was to apply this to a large number of functional spaces.

Therefore, more research is needed to draw a final conclusion.
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CHAPTER 3

BAYESIAN CLASSIFICATION OF ALZHEIMER’S DISEASE STAGES FROM
LONGITUDINAL VOLUMETRIC MRI DATA

3.1 Introduction

Alzheimer’s disease (AD) is the most frequent neurodegenerative and age-related form of de-
mentia. AD patients suffer loss of memory and difficulty with speech, and over time become
unable to perform daily tasks such as bathing, dressing, eating, and using the bathroom. AD is
becoming a significant societal and financial burden among elderly people. As many treatments are
being developed and evaluated, it is important to be able to determine early and accurately which
individuals are relatively more likely to progress clinically. Based on signs and symptoms, physi-
cians usually track AD using the Clinical Dementia Rating (CDR), and subjects are classified in
three states: cognitively normal (CN), mild cognitive impairment (MCI), and Alzheimer’s disease
(AD). AD accounts for between 60% and 80% of dementia cases. Brain MRI scans provide useful
information regarding dementia and its progression. Many group studies based on volumetric re-
gions of interest (ROI)([IOSJ’[1 18]), voxel-based morphometry ([124],[125]) or group comparison
of cortical thickness ([55],[84]) have shown that many brain regions like the enthorinal cortex,
the hippocampus, lateral and inferior temporal structures, and the anterior and posterior cingulate
are responsible for brain atrophy in AD. The atrophy patterns vary in different disease stages over
different regions. According to Leung et al. [74] MCI converters have higher decaying rates of
brain volume than nonconverters do. Hence, hippocampal atrophy using MRI is a marker of AD

pathology.
MRI provides scientifically accurate and easy-to-collect data on brain sub-regional volumes,

surface area, and cortical thickness. Besides measuring the cross-sectional volume of hippocampal

or other regions’ structural changes, there is great interest in longitudinal brain volume changes. The
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greatest advantage of using longitudinal data is that it can capture a high correlation between obser-
vations and time trends, and it can track the rate of changes over time. A prominent phenomenon of
significant hippocampal atrophy over time has been observed in AD groups ([7],[49],[60],[119]),
whereas healthy aging control groups do not have such high rates of atrophy. In this chapter, we
focus on brain regional volumetric changes over time for five ROIs measured by MRI scans: the
hippocampus (H), entorhinal cortex (EC), middle temporal cortex (MTC), fusiform gyrus (FG),
and the whole brain (WB). The key aim of this chapter is to apply a novel Bayesian classification
method for classifying patients into disease groups by observing their longitudinal brain regional

changes. Throughout this chapter, we work with dichotomous target variables: AD and CN.

A number of high-dimensional classification and regression methods have been developed for
the classification of patients at different stages of disease, and also for the prediction of future
clinical changes in MCI patients. Several new machine learning algorithms are used to deal with
high-dimensional data, such as support vector machines (SVMs) and linear discriminant analysis.
Different approaches have been proposed in various papers ([50],[80],[90],[100]) to classify pa-
tients with Dementia from other stages of disease. Zhang et al. [133] applied a multi-kernel SVM
for classification of patients using a longitudinal feature selection method. In terms of classification
between MCI and AD patients, they achieved 78.4% accuracy, 79% sensitivity, and 78% speci-
ficity. Lee et al. 2016 [72] used logistic regression with fused lasso regularization to predict the
conversion from MCI to Alzheimer’s. Seixas et al. [108] developed a Bayesian network model that
accounted for a combination of expert knowledge and data-oriented modeling. Writers assumed a

known structured Bayesian network model and estimated parameters using the EM algorithm.

In this chapter, we develop a Bayesian classification method using longitudinal volumetric
data. This data was obtained from the ADNI database (http://www.loni.ucla.edu/ADNI).
Longitudinal MRI data has variability in the number of observations for each subject. However, we

assume that the longitudinal volumetric measurements are functional observations, and we consider
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patients with at least three data points. Longitudinal observations of each subject are smoothed
using basis splines even if only a few observations are available. Finally, a Bayesian classification
method is employed to classify individuals between AD and CN. Our classification method is
unique and easy to implement, and it works with functional predictors. In the Bayesian literature,
very few classification methods have been developed using functional predictors. In this context,
we want to mention Zhu et al. [136], who worked with functional predictors for classification. They
developed a selection method to obtain important functional predictors for a binary model. Later,
they proposed two MCMC algorithms for posterior sampling, which are Metropolis-Hastings/Gibbs
sampler hybrids. We propose the Bayesian Pdlya-gamma augmentation method for classification;
it is easy to implement using the Gibbs sampler algorithm. Functional predictors are smoothed
by cubic basis splines, and basis coeflicients are used as predictors in the classification model.
We obtain very good results of classification in terms of sensitivity, specificity, and accuracy.
This chapter is divided into five sections. Section 3.2 discusses the functional smoothing and
classification method developed for the analysis. In Section 3.3, we explain the data in detail.
Section 3.4 presents the numerical results and some of the key points we extract from our analysis.

Section 3.5 concludes with a short discussion.

3.2 Methodology

In this section, we develop a supervised classification technique to handle functional predictors.

3.2.1 Smoothing functional data

Classification with functional data is a challenge. Functional predictors have high correlation be-
tween observations from the same individual. The sole purpose of using functional predictors is to
catch the time trend present in the data. Therefore, we take an approach to smooth the parametric
curves with a cubic basis spline. After we smooth a particular longitudinal functional curve, the
resulting coefficient vector can be considered as a predictor for the next stage of classification. To

avoid the complexity of the problem, we use data from patients who have at least three time period
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observations, such that smoothed curves are comparable. [61] applied a similar approach to obtain
the estimates of a generalized linear model with functional predictors. However, his approach was

frequentist, whereas ours is Bayesian.

Let us assume that we observe n patients with their functional observations where each patient
has p functions (co-variates). Let x;;(¢) be the j-th function observed at time point ¢ from the i-th
patient. Let T be the compact domain of x;;(¢) and x;;(¢) € L2[T). With the functional predictors
x;j(t) we assume that we have binary response variable y; which takes value 0 and 1. Therefore a
logistic regression equation would look like-

P(y; = llxil""xip) _ 14 ) |
log{l - P(y; = 1|Xi1,..,xl~p)} - ; ‘/Txlj(t)ﬁ](t)dt (3.1)

To fit the discrete observations x;;(z) we assume that, at any given time t, instead of x;;(7), we

observe X;;(r) where
x;j(t) = X;j (1) + e(t)

where e(t) is a zero-mean Gaussian process. We use a basis function expansion for X; j(t) of the

form
q

Xij(0) = Y cijedl (1) = ¢, (1)
k=1

where ¢/(r) is the g-dimensional spline basis at time t for jth function, ¢; ;j the g-dimensional
spline coeflicients for the jth predictor from ith patient. We used ordinary least square estimates
for estimating spline coefficients. A simple linear smoother is obtained by minimizing the least
squares criterion ||x;; — &¢; j||2 as

& = (@)1 x; (3.2)

Once the orthonormal basis coefficients have been estimated, we can combine (1) and (2) by
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plugging £;;(#) in (1), which gives-

{ P(yi = 1x1, - Xip) }
log
1= P(y; = 1]xj1, . Xip)

P
>, [[&e0p 0

j=1
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=
~
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o

B (33)

T
where ﬁ]T = /T Bj(t)¢’" (t)dt, the coeflicient vector for the jth functional predictor. Here ¢; vector
has first element as 1 and rest of the spline coefficients for ith patient and 3 contains intercept of

the model as first element.

Functional principal component (FPC) analysis is also a popular method that can be applied
here. Instead of least square basis estimates, one can work with FPC scores for classification. [93]
worked on functional modeling that extends the applicability of FPC analysis for longitudinal data.
Specifically, when we have few repeated and irregularly observed data points, FPC scores can be
used. In our functional smoothing method, we expand the functional observation with spline basis
functions and use the basis coeflicients for classification. On the other hand, the same intuition
can be applied for FPC scores. For functional component analysis, we assume that longitudinal
observations are observations from a smooth random function X(¢) mean function u(t) = E X(¢)
and covariance function G(s,t) = cov(X(s), X(t)). The covariance function can be represented as
G(s,t) = ZZ"ZI AP () (t) where ¢;’s are eigenfunctions and A;’s are eigenvalues. Then the

underline process can be written as:
X(t) = p(t) + ) Ecle),
k=1

where &;’s are frequently referred to as FPC scores. These scores can be used later in the classifica-
tion model. We do not work with infinite numbers of scores; instead, the above sum is approximated
with a finite K that explains the majority of the variance in functional observations. For most cases,

the first two FPC scores are enough to build a good classification model. Zhu et al. [136] also
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used FPC scores in their classification model; they chose functional predictors with significant FPC

Scores.

There are relatively few counterparts to functional PCA in the Bayesian literature. Behseta
et al. [9] proposed Bayesian FPCA using two methods, one with a random-coeflicient model
and another with a hierarchical Gaussian process model. They found better performance for
the hierarchical model. Later, in 2008, van der Linde [121] introduced a variational algorithm
for one-parameter exponential families to obtain approximate Bayesian inference in functional
PCA. Recently, Suarez and Ghosal [117] proposed a prior structure on the covariance function
of functional observations. Their model simultaneously smooths functional observations while
estimating principal components. In this chapter, we work with a basis spline smoothing method
due to its ease of implementation in statistical software. In R, we have the splines package, which
fits cubic basis splines on longitudinal data with equally placed knots. We do not investigate
any findings using FPC scores instead of basis spline coefficients, as our main focus is on the

classification algorithm and basis spline coefficients work very well for our classification model.

3.2.2 Classification using Pélya-Gamma Augmentation

In this section, we present the relationship between predictors and outcome using a logistic
regression model. The binary data is denoted as y; € {0,1} (i = 1,..,n). Now, posterior sampling
of logistic regression coefficients is difficult due to the model’s complicated likelihood function.
The assumption of the Gaussian prior for regression coefficients is highly important, but the full
posterior distribution of regression coeflicients becomes analytically inconvenient. In comparison
to the logistic model, it is computationally easier to execute Bayesian inference using a probit
model [2]. Different sampling algorithms have been proposed [2]. Holmes et al. [54] developed
an indirect sampling method by introducing auxiliary variables for binary and multinational re-
gression. Later, more methods based on latent variables for logistic regression were reported by

Friihwirth-Schnatter et al. [41], Gramacy et al. [45] and Polson et al. [97]. Among all these works,
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Polson et al.’s algorithm is most interesting to us due to its ease of computational implementation
as well as its sampling efficiency. Our aim is to avoid the complex Metropolis algorithm while

sampling from posterior distributions of regression coefficients.

A vast body of literature is concerned with the analysis of Bayesian logistic models. As
mentioned earlier, Holmes et al. [54] proposed using an auxiliary variable to avoid the conditional

non-conjugacy for updating 8. The prior structure they used was:

1, if Zj > 0
Vi =

0, otherwise
i =Xf+g
& ~ N(0,4;)
A= Qy)?

Vi ~ Kolmogorv — Smirnovdistribution

B ~ Normaldistribution

The above prior is interesting because the marginal likelihood £(8|data) is the same as the like-
lihood for the logit model. However, the main disadvantage of using this prior structure is that
although we obtain a conjugate full conditional distribution of g given data, the conditional dis-
tribution of 7(4;|z;,8) does not have any standard form. One must use a complicated rejection
sampling method to sample for conditional A;. Hence, adding an auxiliary variable does not give
us significant computational improvement compared to using the Metropolis-Hastings algorithm.
Friihwirth-Schnatter et al. [41] addressed this problem with the same approach, but instead of
a single auxiliary variable they used a two-stage augmentation method. In the first stage, they
assumed the existence of a latent variable, where the binary response variable was conditional on
the sign of the auxiliary variable. The error part of the model was assumed to follow a type I
extreme value distribution that had non-normal density. Then, in the second stage of data aug-

mentation, they approximated this non-normal error distribution using the mixture of the normal
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distribution. Finally, they obtained a multivariate normal distribution for the posterior of 5. Among
all popular methods, pélya-gamma augmentation is most interesting to us and it’s easy to apply due

to availability of the R package.

We now discuss Polson et al.’s [97] algorithm in detail. They showed how a Gaussian variance
mixture distribution with a Pélya-gamma mixing density can approximate logit likelihood. We
start with defining P6lya-gamma density-

Random variable X ~ PG(b, c), a Pélya-gamma distribution with parameters » > 0 and ¢ € R,

if

4Ly
2L |

k=1 (k — )2+4—2

where g, ~ Gamma(b, 1) are independent gamma random variables and d indicates equality in

distribution.

In their work, Polson et al. [97] showed that Bernoulli likelihoods parametrized by log-odds
can be represented as mixtures of Gaussians with respect to Pélya-gamma distribution. Assume

we have latent variables w such that w ~ PG(b,0) distribution, which is infinite sum of gammas:

wd 1 52 PP (k . Now if w ~ PG(b,0) below equality can be proved:
lﬁ a o) _a)_l//z

where k = a — %

Motivated by Polson et al.’s [97] integral result, we construct a Bayesian prior formulation

targeted to handle binary logistic regression. Equation 3.3 has a Bernoulli likelihood function with

logit link. We proposed a Normal prior for 3 vector in equation (3.3). To derive our Gibbs sampler
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, we introduce a latent variable w. Our prior set up is-

s
vilei, B ~ Bernoulli(—c,), i=1,.,n
l+ei
~ PG(1,0),i=1,.,n

B ~ Normal(b, B) (3.5)

Gibbs Sampler:

The likelihood for ith observation is

zB Vi
Lg) = <)

1+el

7 a2
ocelzﬁ/ exp{ wi(e;f) }p(a)i)da)

where k; = y; — % We combine the likelihood function with 3 prior, given w = (wy, .., wy):

s i(c/8)
PBla.y.c e p(B)| |exp {Kic;ﬂ - %}
i=1

o exp {—%(z e o - cm}
xexp{ 5086570 - )|

o exp {—%(ﬁ ~Co(CTQz+ B o)l (B - Co(CT 0z + B-lb))}

where z = (=L, .., X8) QO = diag(wy, ..,wp) and C,, = (CTQC + B~1)~1.

a)l"’wn

Finally, posterior samples for regression coeflicients can be computed with Pélya-gamma aug-

mentation. The steps are

(wilB) ~ PG(1,¢] B)
(Bly,w) ~ N(Co,(CTQz + B~11b),Cy) (3.6)
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We used 0.5 probability threshold to construct our response variable Y as dichotomous {1,0}.
Once we obtain the posterior samples of 3, we can calculate the predicted probability for each
patient. We use the posterior median estimate for 3 - that is, we calculate the median of the posterior
samples of 3 and use those estimates for validation in the test data set. Finally, we need to decide
a threshold to classify each patient into either the AD or the CN group. The classification method
is implemented in the R package BayesLogit. The sampler is highly efficient for sampling from
Pdélya-gamma distribution with a positive parameter as one. In 2013, Choi et al. [26] published a
paper in which they showed that "the Pélya-gamma Gibbs sampler for Bayesian logistic regression
is uniformly ergodic". This result is very crucial, as it guarantees that Monte Carlo averages of
posterior samples follow the central limit theorem. This is a strong reason to adopt this method for

our analysis.

3.3 Data Description

The MRI data used in the analysis of this thesis was collected from the Alzheimer’s disease
Neuroimaging Initiative (ADNI) website. We consider five main longitudinal predictors as po-
tential markers of differences between AD patients and normal aging persons. AD patients and
normal aging persons both have brain region atrophy, and our aim is to find the essential markers
related to brain atrophy that causes dementia after a certain age. We have longitudinal volumetric
measurements of the hippocampus (H), entorhinal cortex (EC), middle temporal cortex (MTC),
fusiform gyrus (FG), and the whole brain (WB). We believe that these are the potential predictors

that can distinguish the AD patients from normal aging patients.

From the ADNI database, we have information on a total of 1,279 patients diagnosed as either
AD or CN over their visits for tests. We discard five patients who changed their disease status from
CN to AD over their longitudinal measurements. At the start of our analysis, we decide to keep
patients who have at least three data points as longitudinal measurements. After filtering for number

of data points and excluding patients whose predictor-related information is missing, 528 patients
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are included in the study, divided into two groups: AD (n=206) and CN (n=322). The rest of the
patients have the status of mild cognitive impairment (MCI). All patients went through an initial
clinical evaluation to measure their baseline scores for different tests, such as the Mini-Mental State
Examination (MMSE) and the 11-item Alzheimer’s disease Assessment Scale—Cognitive Subscale
(ADASI11). In addition, patients underwent a baseline structural MRI scan, giving us baseline mea-
surements of all the predictors of interest. In addition, at the start of the study, subjects provided
apolipoprotein E (APOE) genotyping information. Data was collected from patients’ visits at spe-
cific time points, such as after 6, 12, 18, 24, and 36 months. Patients’ visits were irregular, and we
do not have uniformity over differences between consecutive measurements. We start by comparing
the baseline measurements between the AD and the CN group, as shown in Table 1. Although
age distribution and gender ratio are not significantly different between these two groups, the other
three features, namely baseline MMSE, ADASI11 score, and APOE proportion, show significant
differences between the two disease classes at the 5% level of significance. This implies that those
three features can be used as strong predictors for classifying patients. Furthermore, we examine
the patterns and spread for the number of visits for patients. For all the patients we consider, the
minimum observed time span is 10 months (only three observations were collected), while the
longest is 10 years. In terms of number of visits or data points, there is a minimum of three data
points due to our threshold, and the maximum is 11. The median number of data points is around 4.

Table 2 provides a detailed breakdown of this information with respect to the AD and the CN group.

In the spaghetti plot in Figure 1, we plot the predictor variables for each subject segmented by
their disease status. In addition, we create another plot for patients’ MMSE scores. The mean values
for each group are highlighted in the plots. In the first five plots, we can see that the hippocampus
and other important variables have much higher values for the CN group than for dementia patients.
We can visually observe the MMSE score patterns, although in Table 1 we see much higher MMSE
scores for normal patients. The goal is to predict the probability of a patient belonging to either of

these groups with measured MRI scans.
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Table 3.1: Patients Baseline Characteristics

AD CN p-value
n 206 322
Age (Mean + sd) 73.53 £7.67 | 74.15£5.67 | 0.325
Gender (F/M) 97/109 155/167 0.814

MMSE (Mean +sd) | 24.38 £2.5 | 29.07 + 1.13 | <0.0001
ADASI11 (Mean £ sd) | 16.8 +6.42 | 5.85+2.87 | <0.0001
APOE (+/-) 143/63 85/237 <0.0001

Notes: Comparison of Baseline Age, Gender ratio, MMSE score, ADAS11 score and APOE ratio between
AD and CN groups

Table 3.2: Data Characteristics

N Span (Months) #Data Points (Nobs)

Max | Min | Median | Max | Min | Median
AD | 206 | 71 10 24 7 3 4
CN | 322 | 120 | 11 36 11 3 4

* duration of patients’ visits and number of visits available for each group

3.4 Application results

This section presents the numerical results of applying the method proposed in Section 2 to
ADNI data. We first deal with a single potential covariate, “hippocampus,” as a representation of
a single ROI’s volume. Section 4.1 lists the results we obtain using the hippocampus as a single
predictor. We repeat the same procedure in Section 4.2 by listing all classification results using
single ROIs. Section 4.3 presents the results regarding combinations of the ROIs to determine the
best model with the greatest classification power. We work with five potential predictors and a

significant number of combinations of five ROIs.

3.4.1 Classification using Hippocampus

In this section, we consider the volumetric MRI data of the hippocampus to demonstrate the appli-

cability of the proposed method with a single predictor.
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Figure 3.1: Longitudinal volume of ROIs for dementia patients and normal controls. The first five
plots (plots in the first column and the top two plots in the second column) are scaled ROIs of
interest. The last plot has MMSE scores of patients. On the X-axis, we have the number of visits
for patients. Blue lines are for the dementia group and orange lines are for the normal group. Thin
lines represent each patient’s data, and thick lines are the pooled mean for the AD and CN groups.

We start our analysis by smoothing the longitudinal observed values of the hippocampus. A
simple least squares approximation is sufficient, as we assume that the residuals of the true curve
are independently and identically distributed with mean 0 and constant variance. We use the cubic
B-spline basis functions for spline smoothing of the observed hippocampus volume. Four internal
knots are used for spline smoothing with intercept, which gives us eight basis functions. We want
to ensure that the smoothed estimated curve yields a good fit to each patient’s observed curve. As
we do not have a large number of data points for each patient, we do not consider controlling over
fitting of our estimated curve. Figure 4 shows the observed hippocampus volume of patients in
both group for all visits. The black points represent the mean values of the smoothed curves for all

patients at each time point or visit. The smooth curve seems to track the variation in the volumetric
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measurements accurately. Besides least squares smoothing, functional principle component scores
can also be used for this analysis. At the start of the analysis, we divide the data set into two parts:
three-quarters of the patients (457) are reserved as a training data set, and the rest (152) are kept for
testing. For each patient in the training data set, we gather the basis coefficients used as predictors
for classification. For classification, we generate § prior from a multivariate normal distribution
with a mean vector as 0 and a diagonal covariance matrix with diagonal elements as 100. The
large diagonal numbers for the covariance matrix represent the absence of any prior knowledge
for B and indicate a non-informative prior. The pdlya-gamma augmentation method is repeated
for 10,000 iterations, and the initial 5,000 iterations are considered a burn-in period for the Monte
Carlo Markov Chain. Figure 5 shows the predicted probability plot, with a red horizontal line
representing a probability value equal to 0.5. A probability threshold of 0.5 is used to classify
patients as either AD or CN. Patients with more than a 0.5 probability are tagged as AD patients.
Figure 4c presents a boxplot of the S coeflicients estimated from Pélya-gamma augmentation. The
coeflicients are very small and mostly close to 0, except for the intercept, which is not shown in the
plot.

We apply the method described in Section 3 to the training data and obtain the estimated
coeflicients. We use functional smoothing on the hippocampus volume test data set. Using both
estimated coefficients and basis matrices for this data set, we obtain the predicted probability. To
check the robustness of our classification method, we repeat the procedure 100 times and examine
the corresponding sensitivity, specificity, accuracy, and area under the ROC curve (AUC). Table 3
lists the results for all important predictors we consider when used as single ROIs in the model,
including sensitivity, specificity, accuracy, and AUC mean with standard deviation. We obtain 82%
sensitivity, 88% specificity, and 86% accuracy for the classification using the Hippocampus, which
gives us strong confidence in the validity of our methods. The corresponding ROC curve is also

shown in Figure 3.
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3.4.2 Classification with Single ROI

In the previous section, we showed the applicability of our proposed method using the hippocam-
pus as a single ROI. We now evaluate the classification performance if we consider all five ROIs:
H, WB, EC, FG, and MTC. We repeat our proposed procedure 100 times and calculate sensitivity,
specificity, accuracy, and AUC with one-quarter of the test data set. We set the threshold probability

to 0.5 for all cases. Sensitivity, specificity, accuracy, and AUC mean with standard deviation are

listed in Table 3.
Table 3.3: Classification performance using single ROI
sensitivity | specificity accuracy AUC
Hippocampus 0.82=0.01 | 0.88+0.01 | 0.86%0.001 | 0.92 + 0.02
(Mean =+ sd)
WholeBrain 0.75+0.01 | 0.74+0.01 | 0.75+0.001 | 0.83 +0.03
(Mean =+ sd)
Entorhinal Cortex |, o, 61 | 0.90+0.001 | 0.86+0.01 | 092 +0.02
(Mean =+ sd)
Fusiform gyrus 0.73+0.01 | 0.87+0.01 | 0.81+0.01 | 0.89 +0.03
(Mean =+ sd)
Middle Temporal Cortex | 75, 01 | 087001 | 0.83+001 | 0.89=0.03
(Mean + sd)

Notes: Sensitivity is the proportion of correct AD predictions; specificity is the proportion of correct CN
predictions; AUC is area under the ROC curve. The mean and standard deviation are based on 100 repeated
results in test data sets. The probability threshold is 0.5.

It is evident from Table 3 that single ROIs are critical for distinguishing dementia patients from
normal aging people. We obtain an accuracy rate of around 0.80 for single ROIs, and AUC is
around 0.9. These are excellent statistics. We also examine the sensitivity and specificity using
single ROIs. A high sensitivity of 0.80 gives us confidence in our proposed method and implies

that volumetric MRI data of single ROI does have strong classification power.
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Figure 3.2: In (a), the colored points represent hippocampus values for each time point, and the
black dot signifies the mean value of the smoothed curve for that time point. Orange is for CN and
blue is for AD. In (b), the points are the predicted class probability for patients in the test data set.
(c) presents the spread of the estimated regression coefficients from the Bayesian logistic model in
100 repeated runs. (d) shows the ROC curve after classifying patients using the hippocampus only.
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3.4.3 Classification using combination of ROIs

In the final stage of our analysis, we consider all combinations of ROIs. We first check the
classification performance of our model using combinations of five ROIs, and we later include the
baseline MMSE, ADASI11 score, and APOE status. Table 1 showed that patients had significant
differences in MMMSE and ADASI11 scores at the beginning of the study. We include these
variables to make our model stronger in terms of classification power. We describe our analysis
in the following. Before applying our method directly to the data, we make one change in the
volumetric MRI ROIs: we normalize all the volumetric ROIs by dividing them by the intracranial
volume (ICV) to bring each patient’s ROI measurements to the same level. For example, to
normalize the ROI volume, we consider each patient’s ICV for each time point and divide the
ROI volume by the corresponding ICV for each patient at each time point. We then calculate the
basis coeflicients from longitudinal measurements of volumetric ROIs and use those coefficients,
including baseline MMSE, ADASI11, and APOE, in the Bayesian logistic model for each subject.
The same po6lya-gamma augmentation is used to avoid complicated Metropolis-Hastings algorithm.
The following is the model for classification with p; = P(y; = 1|x;;(#) using the combination of H,
WB, EC, FG and MTC:

logit(pi) =Po + Bic{’ + Bact’® + B/ + Bacl ¥ + Bsc)TC

(3.7)
+ B¢MMSE; + 37ADAS11; + B3APOE;, i=1,...n

We use this model with our normalized data to classify patients into two groups: AD and CN.
We obtain astonishingly better results than what we observed using single ROIs. The classification

power of the model is very high, with 93

3.4.4 Conclusion

We collected results for 26 different combinations of ROIs, excluding the results of single ROIs.

We list the important points and conclusions below based on those results:

* QOverall, we obtain 80% sensitivity, 90% specificity, and 85% accuracy using single ROIs as
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potential predictors. This implies that each individual ROI has strong classification power in
differentiating AD patients from normal aging people. Among the five potential volumetric
MRIs, the whole brain yields the lowest sensitivity, specificity, and accuracy, while the

hippocampus performs best.

* To compare different model results using combinations of ROIs, we start with the findings
obtained from the combination of two ROIs. The overall sensitivity moves to around 80%
and the specificity to around 90%. The hippocampus and fusiform gyrus together have the

best performance. We do not use the normalized volume of ROIs for these models.

* In comparing results between different combinations, we mostly emphasize sensitivity, as it
indicates the percentage of patients correctly identified as Alzheimer’s patients. We achieve
more than 80% sensitivity for most of the combinations. Furthermore, we obtain more than
85% sensitivity for the majority of combinations of three ROIs. Specifically, H+WB+FG

has 91% sensitivity and 84% accuracy.

* Next, when using combinations of four ROIs, H+WB+EC+FG has 0.91 sensitivity and
0.79 specificity. However, H+WB+EC+MTC has sensitivity of 0.77 and 0.89 specificity,
indicating that the inclusion of the middle temporal cortex (MTC) in the model and the

exclusion of the fusiform gyrus (FG) decreases sensitivity and increases specificity.

* We obtain the best result when using all five ROIs with baseline MMSE, ADAS11, and
APOE in the model. This model achieves 96% specificity and 95% accuracy, which is high
compared to other combinations. The addition of MMSE and ADASI11 scores in the model
definitely increases the performance of method. However, the five potential ROIs together

yield 81% sensitivity, 77% specificity, and 79% accuracy.

3.5 Discussion

We have proposed a Bayesian classification method motivated by a practical problem in the

domain of Alzheimer’s disease. The differentiation of Alzheimer’s patients based on their MRI
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inputs is crucial in medical science. The importance of this problem is two-fold: first, doctors need
to know the main factors involved with dementia in aging patients; and second, a computationally
feasible and less time-consuming classification method is proposed here. Bayesian logistic regres-
sion with functional predictors is itself a challenge due to its analytically complicated likelihood
function. The Metropolis-Hastings algorithm is a popular tool used by many researchers to tackle
this problem, but the choice of candidate density is highly subjective and convergence rates are not
great. In this situation, Pélya-gamma augmentation provides us with sampling efficiency that can

easily be integrated into hierarchical Bayesian modeling.

One more challenging question arises when working with functional predictors: What about
the selection of predictors? In our study, we work with five important ROIs and a few baseline
score variables. This problem can be extended to a situation in which one has multiple functional
predictors and some of them are redundant. It is crucial in modern Bayesian theories to find a proper
variable selection method for classification which works with functional predictors as well. In the
context of Alzheimer’s disease, not all MRI measurements over time are important for predicting
AD patients. In our next study, we will build a data-driven method to provide a feasible solution to

this problem.

In this chapter, we applied a classification method to distinguish AD patients from healthy con-
trols. However, in the Alzheimer’s disease domain, the differentiation of MCI converters (MCI-c)
from MCI nonconverters (MCI-nc) is more interesting. The main problem we faced while dealing
with this situation was the low ratio of MCI-c to MCI-nc. The data set was sparse, and we did not
find a significant number of disease cases in the test data on which we could validate our method.
In addition, most of the baseline MCI patients had very few data points in their longitudinal mea-

surements.

Besides the points mentioned above, our method performs very well for the given data. The
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best classification model is

H+WB+EC+FG+MTC+MMSE_bl+ADAS11_bl+APOE_bl with sensitivity=0.93, specificity=0.96,
accuracy=0.95 and AUC=0.98. This is almost an oracle classifier. Our Bayesian logistic model
uses very few functional predictor variables and performs much better than other exiting methods.
Our method prefers a highly cost-effective and less time-consuming data collection process, as
fewer MRI measurements are needed for analysis. In summary, the method proposed in this chapter

shows good performance in distinguishing Alzheimer’s patients from normal aging controls.
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CHAPTER 4

BAYESIAN PENALIZED MODEL FOR CLASSIFICATION AND SELECTION OF
FUNCTIONAL PREDICTORS USING LONGITUDINAL MRI DATA FROM ADNI

4.1 Introduction

The research literature on applied mathematical approaches and classification methods using
longitudinal MRI data has seen massive growth over the past decade. Among the broad range
of methods applied with variable degrees of success, several warrant mention. Misra et al. [90]
implemented a high-dimensional pattern recognition method to baseline and longitudinal MRI
scans to predict conversion from MCI to AD over a 15-month period. Zhang et al. [133] used a
multi-kernel SVM for classification of patients between MCI and AD, achieving 78.4% accuracy,
79% sensitivity, and 78% specificity. Lee et al. [72] applied logistic regression in predicting
conversion from MCI to Alzheimer’s, using fused lasso regularization to select important fea-
tures. Seixas et al. [108] proposed a Bayesian network decision model for detecting AD and MCI
which considered the uncertainty and causality behind different disease stages. Their Bayesian
network used a blended effect of expert knowledge and data-oriented modeling, and the param-
eters were estimated using an EM algorithm. Adaszewski et al. [1] employed classical group
analyses and automated SVM classification of longitudinal MRI data at the voxel level. Arlt et
al. [4] studied the correlation between the test scores over time with fully automated MRI-based
volume at the baseline. However, few studies to date have developed methods that increase the sen-

sitivity, accuracy, and specificity of classification in AD diagnosis or progression to more than 80%.

Classification using longitudinal data can be a challenge with a large number of predictors. The
first significant approach to handle longitudinal predictors is to consider each multiple-occasion
observation as a single function observed over a time interval. Functional predictors have a high

correlation with adjacent measurements, and the observational space is high-dimensional. The
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number of predictors required for estimation often exceeds the number of observations, thus in-
troducing the problem of dimensionality. A regression framework is frequently the most suitable
to model all possible longitudinal effects across ROIs, where the proposed method will select
the important predictors. Moreover, many biomedical studies have shown that a limited number
of specific brain regions or ROIs are essential for AD classification. Thus, dimension reduction
techniques can be applied, and classification can be limited to the reduced feature set. Zhu et
al. [136] advanced a method for classification and selection of functional predictors that entails
calculation of functional principle component scores for each functional predictor, followed by
the use of these scores to classify each individual observation. They proposed using Gaussian
priors for selection and created a hybrid Metropolis-Hastings/Gibbs sampler algorithm. Although
the method reported in the present study is inspired by this method, we develop a simple Gibbs
sampler where MCMC samples are drawn from standard distributions. We also focus on applying
penalized regression for dimension reduction. In the Bayesian variable selection literature, the
spike-and-slab prior has widespread applications due to its superior selection power. George et al.
([43],[44]) initially proposed that each coefficient 8 can be modeled either from the “spike” distri-
bution, where most of its mass is concentrated around zero, or from the “slab” distribution, which
resembles a diffuse distribution. Instead of imposing the spike-and-slab prior directly on regression
coefficients, Ishwaran et al. [57] introduced a method in which they placed a spike-and-slab prior
on the variance of Gaussian priors. The Bayesian variable selection methods also include different
Bayesian regularization methods, such as Bayesian Lasso [96], Bayesian Group Lasso, Bayesian
elastic net [76]. We employ a Bayesian group lasso algorithm blended with a spike-and-slab prior
obtained from Xu and Ghosh, 2015[128]. The group structure among coefficients in our model
comes from functional smoothing of the coefficients, and group lasso facilitates the selection of the
important functional predictors. Thus, our proposed method takes the idea of Bayesian variable

selection to a generalized functional linear model with binary responses.

The fundamental challenge of this work is to perform logistic regression in a Bayesian frame-
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work while using a large number of functional predictors. The direct sampling of regression
coeflicients from the Bayesian logistic model is difficult due to its complicated likelihood function.
In high-dimensional scenarios, selection of predictors becomes crucial with the introduction of
either a spike-and-slab prior, non-local priors, or horseshoe priors. For all such priors, the full
posterior distribution of regression coeflicients is analytically inconvenient. We obtain the Pdlya-
gamma augmentation method with priors proposed by Xu and Ghosh, 2015[128], which yields
full conditional samples from standard distributions. Our aim is to avoid the complications of
Metropolis-Hastings and to develop an easily implementable Gibbs sampler. In addition, Bayesian
estimation provides proper estimates of the model parameters, which are also useful for building
inference. The key advantage of this method is that it calculates the log of odds of AD with respect
to CN based on the selected longitudinal predictors. Moreover, we use a probability threshold
for classifying individual patients to validate our modeling performance. We obtained the data
used in the dissertation from the ADNI server. The volumetric MRI brain data includes parcel-
lated sub-regions of the whole brain, with separate subdivisions for the left and right hemispheres.
Volumetric measurements of brain sub-regions across multiple occasions over time demonstrate
differential patterns of brain atrophy between AD patients and normal aging people. Because not
all brain regions are as closely related to AD, the redundant features derived from the unrelated
brain regions can be removed by limiting the selection to brain sub-regions important to classifi-
cation. The problem of identifying important brain sub-regions from a large number of functional
predictors or longitudinal measurements is far from simple. Various variable selection methods
have been designed for single-time-point data with respective target variables. We apply a Bayesian
variable selection method to select longitudinal features or functional predictors for our data set.
We work with 49 functional predictors consisting of longitudinal volumetric measurements in dif-
ferent sub-regional brain ROIs. The use of the spike-and-slab prior ensures that a large number of
redundant predictors are dropped from the model. The ROI sub-regions selected by our method

will be helpful for future studies to detect the progression of dementia.
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The chapter is organized as follows. In section 2, we introduce Bayesian variable selection with
a spike-and-slab prior. Section 3 discusses functional smoothing of the longitudinal predictors.
In Section 4, we introduce our methodology and algorithm for simultaneous selection and classi-
fication. Theoretical properties and consistency results are shown in Section 5. We then discuss
the application results with simulated data and real data in Sections 6 and 7. Finally, Section 8
examines another potential modeling approach, and Section 9 covers the overall development and

limitations of the methodology.

4.2 Bayesian Variable selection

We will briefly discuss about Bayesian variable selection below:

4.2.1 Spike-Slab prior

A Bayesian model with a spike-and-slab prior can be constructed as follows:

Y/xiB.02) 2L N(IB, o), (i =1,....n)

(B/y)~N(,I),
y ~n(dy),

o? ~ u(do?),

where 0 is a p-dimensional zero vector, I is the p x p diagonal matrix diag(yy,...,yp), 7 is the prior
measure for y = (yy, ...,yp)t and u is the prior measure for o2. Ishwaran et al. [57] proposed this
setup and developed optimal properties based on the prior choice of (8/y).

A popular version of the spike-and-slab model, introduced by George et al. ([43],[44]), identifies
zero and non-zero S;’s by using zero-one indicator variables y; and assuming a scale mixture of

two normal distributions:

ind .
Bi/vi) = A = y)N(O,77) + viN(O,c?7?), i=1,.p
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The value for Tl.2 > ( is some suitably small value, while ¢; > 0 is some suitably large value. y; = 1
represents the §;’s which are significant, and these coefficients have large posterior hypervariances
and large posterior §; values. The opposite occurs when y; = 0. The prior hierarchy for B is
completed by assuming a prior for ;. When Tl.z tends to zero we provide more masses on 0, as the
prior for insignificant Bs. The prior distribution for the regression coefficients can then be written
as:

(Bilvi) nd (q - yilo +¥iN(0,v?)

with [y point mass at O coefficients; and v2 is the limit for cl.zrl.z when Tl.z tends to zero and Ci2 is

large enough.

4.2.2 Bayesian Group lasso

We discussed extensively about Bayesian Group Lasso in introduction. The form of Bayesian
Group lasso we extensively worked with initiated in Xu and Ghosh, 2015[128]. A multivariate
zero-inflated mixture prior can bring sparsity in group level which is elaborately discussed in Xu
and Ghosh, 2015[128]. The following hierarchical structure with independent spike-and-slab prior

for each B,:

Y|X,B,0% ~ N(XB,021)

ﬁglrz, ot~ (1- ﬂO)ng(O, O'ZTé%Img) +mp00(Bg), &=1,...G
mg + 1 22
2 72

Tg2~Gamma( ), g=1,..,G

o2~ G(a,y)

ng ~ Beta(a,b)

where 0p(B¢) denotes point mass at 0. The mixing probability 7 can be defined as a function of
the number of predictors to impose more sparsity as the feature size increases. The choice of A is

very critical for Xu and Ghosh’s prior setup. Large values of A produce biased estimates, while very
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small A values impose diffuse distribution for the slab part. Xu and Ghosh, 2015[128] mentioned an
empirical Bayes approach to estimate A. Due to intractability of marginal likelihood, they proposed
a Monte Carlo EM algorithm for the estimation of 4. Moreover, they showed theoretically and
numerically that the median thresholding of posterior B¢ samples provides exact zero estimates for

insignificant group predictors.

4.3 Functional smoothing for longitudinal data

Classification with the selection of significant functional predictors is challenging. Researchers
commonly observe high correlation values between functional predictors. In this dissertation,
we work with the assumptions of independence between predictors; hence, later we propose a
corresponding prior in the coefficient space.The main advantage of using functional predictors is
that it allows us to measure time trends present in data . We start our methodology by smoothing
functional observations using a cubic basis spline. We restrict our data set to patients with at
least four time period observations, such that smoothed curves are comparable. Gareth M. James
[61] used a similar approach to obtain the estimates of a generalized linear model with functional
predictors.

Let us assume that we observe n patients with their functional observations and each patient has
p functions. We assume that not all p functional observations are important. Let x;;(¢) be the jth
function observed from the ith patient. Let T be the compact domain of x;;(¢) and x;;(¢) € L2[T].
With the functional predictors (x;1(?), .., x;,()), we assume that we have binary response variable y;
which takes value 0 and 1. We also assume that the predictors have been centered in this work, so

that we can ignore the intercept term. Therefore, we have the following logistic regression equation:

= 1xi1, .., % p
IOg{ P(y; = 1]xi1, - Xip) }:Z/Txij(;)ﬁj(;)d; (4.1)
j=1

1= P(y; = 1xj1,. Xip)

Next, we construct an orthonormal basis ¢;(¢) that can be used to decompose the functional
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predictors and the corresponding logistic regression coefficients, such as

q

q
xij(1) = Z ijkPr(t), Bjt) = Zﬁjk(ﬁk(f)
k=1

k=1
where ¢;j and S are the coefficients of x;;(¢) and B;(r) with respect to the k" orthonormal basis
¢x(#). For notational convenience, we denote the basis coeflicients as ;. These are different
than the functional coefficients (). We use cubic basis splines as the orthonormal basis for our
simulation examples and real data applications. Hence, the choice of q completely depends on the
number of internal knots used in basis spline constructions. The j’ h component in equation (1) can

thus be written as

q
[ w0800t =Y it = 8 @2)
k=1

To fit the discrete observations x;; (1), we assume that, at any given time t, instead of x; ] (1), we
observe X;;(?):

x;j(t) = X;j (1) + e(t)

where e(?) is a zero-mean Gaussian process. We use the same basis function expansion for X;;(7)

of the form
q

X;j(t) = Z cijkPr(t) = ¢;;(1)
k=1
where ¢(7) is the g-dimensional spline basis at time t for jth function, ¢;; the g-dimensional

spline coefficients for the jth predictor from ith patient. We use ordinary least square estimates
for estimating spline coefficients. A simple linear smoother is obtained by minimizing the least
squares criterion ||x;; — &¢;j| % as

& = (@) x; 4.3)

Once the orthonormal basis coefficients have been estimated, we can combine (1), (2) and (3)
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by plugging £;;(¢) in (1), which yields

log{ P(i = 11t %ip) }:Z [ 40801
=t

1= P(yi = Ux15 . Xip)

=c 4.4)

where B]T = fT Bj (1)¢T (r)dt, the coefficient vector for the jth functional predictor. Here, ¢; vector
has its first element as 1 and rest of the spline coefficients for i’ h patient, and 8 contains intercept of
the model as its first element. We use no intercept form for our real data and simulation application
where ¢/ = (¢j1,..,¢jp)" does not have first element as 1 and pP4* I— (qux 1, i ﬂlqul)T has group
structure with each group size=q. Our selection method drops the redundant 5’s and will select the
important coefficient groups.

Functional principal component (FPC) analysis is another popular method that can be applied
here. Instead of least square basis estimates, one can work with FPC scores for classification. Zhu
et al. [136] also used FPC scores in their classification model, and they selected the functional
predictors whose FPC scores were significant. Miiller [93] extended the applicability of FPC
analysis for modeling longitudinal data. Specifically, FPC scores can be used when we have
few repeated and irregularly observed data points. In our functional smoothing method, we
expanded the functional observation with spline basis functions and used the basis coefficients for
classification. The same intuition can also be applied for FPC scores. For functional component
analysis, we assume that longitudinal observations are from a smooth random function X(#) and its
mean function is u(f) = E X(¢) and covariance function G(s,7) = cov(X(s), X(¢)). The covariance
function can be represented as G(s,t) = ZZ"ZI Ak (s)or(t) where ¢ ’s are eigenfunctions and

Ai’s are eigenvalues. Then, the underline process can be written as:
X(1) = p(t) + ) Ext),
k=1

where &;’s are frequently referred to as FPC scores. These scores can be used later in the clas-

sification model. We do not work with an infinite number of scores; instead, the above sum is
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approximated with a finite K that explains the majority of the variance in functional observations.
For most cases, the first two FPC scores are enough to build a good classification model. In this
chapter, we work with the basis spline smoothing method due to its ease of implementation in
statistical software. In R, we have the splines package, which fits cubic basis splines on longitudi-
nal data with equally placed knots. We do not investigate any findings using FPC scores instead
of basis spline coefficients, as our main focus is on the classification algorithm, and basis spline

coeflicients work very well for our classification model.

4.4 Simultaneous Classification of binary response with selection of func-
tional predictors

4.4.1 Classification using Pélya-Gamma Augmentation

In the following, we discuss Polson et al.’s [97] algorithm; these authors showed how a Gaussian
variance mixture distribution with a P6lya-gamma mixing density can approximate logit likelihood.
We start by defining P6lya-gamma density-

Random variable X ~ PG(b, c), a Pélya-gamma distribution with parameters » > 0 and ¢ € R,

if

QZ
2L |

where g; ~ Gamma(b, 1) are independent gamma random variables and d means equality in

distribution.

Polson et al.’s [97] main result parametrized the log-odds of logistic likelihood as mixtures
of Gaussian with respect to P6lya-gamma distribution. The fundamental integral result, which is

easily integrated into the Gaussian prior hierarchy is that, for » > 0 -

2

¥ya o _wp”
ﬁ:z—bew /0 e 2 plw)dw (4.5)
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where k = a — b/2 and w ~ PG(b,0). The introduction of latent variables (wj, .., wy) later helped
us in deriving conjugate posterior distribution. R package BayesLogit has an efficient algorithm to

sample from P6lya-gamma distribution and it was proposed by Windle et al.,2014[126].

4.4.2 Selection using Bayesian Group Lasso

As we discussed in the Section 2.2, Meier et al.[87] developed group lasso for logistic regression
in a frequentist setup. In our model, we have p number of functional predictors (x;1(2), .., x;p(?)

with binary response y; € {0, 1}, each group has q levels. We can write our model as-

P(y; = 1xin (0, o xip@) | &
tog {1 - P(y; = 1|xi1(t),--,xip(t))} h j;cijﬁf

=np(c;)

According to Meier et al.[87] method, the logistic group lasso estimator with basis spline coeflicients

would look like

p
Por = min§=1(8)+ 1 ) allBjll
j=1

where [(8) = Z?zl(ym,g(ci) —log(1 + exp{np(c;)}) is the log-likelihood function.

Before moving on to our proposed Bayesian method, we want to mention a similar model
presented by Zhu et al. [136]: they used latent variables for Bayesian logistic regression, and FPC
scores represented the functional predictors. They proposed a normal prior for the concatenation

coefficients, which is the same as our coeflicients S ;8.

Now, motivated by Polson et al.’s [97] integral result, we construct a Bayesian prior formulation
targeted to handle binary logistic regression. Equation 4.4 has a Bernoulli likelihood function with
logit link. We propose a spike-and-slab prior motivated by Xu and Ghosh, 2015[128] with a
zero-inflated mixture prior, which helps us in selecting the important group coefficients. As

previously described, we introduce latent variables (wy,..,w;) to take advantage of the integral
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identity described in equation (5). Our prior setup is

exp(cTp) |
——, i=1.,n
1+ exp(cl.T,B)

w; ~ PG(1,0), i=1,.,n

vilci, B ~ Bernoulli (

BjlT3.mo ~ (1 = m)Ng(0,77 1) + m080(B))s j = 1.

+1 A2
szlzlz ~ Gamma( > ,?), j=1..,p
mg ~ Beta(a,b) (4.6)
Gibbs Sampler:
The likelihood for ith observation is:
T
(i Py
Li(B) = T

1+ ¢S B

wi(c! p)?

oc exp{Kicl.T,B} /0 exp {— > }p(a),-)da)i, from equation (5)

where k; = y; — 0.5 and w; ~ PG(1,0). If we consider all n independent observations, given w;

we can write the joint likelihood as-

n n (T 2
1_[ Li(Blw;) = 1_[ exp {KiC,'T,B - @}
i=1

i=1

= exp {%(ciT,B - g)z} = exp {—%(Z - C,B)TQ(Z - C,B)}

1

£ kn
w1 wn

where z = ( )and Q = diag(wy, .., wp).
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Next, we combine the likelihood function with g prior, given w = (wj, .., wp):
1
p(ﬁ’rza 7T0|Y’ C’w) x €xp {_E(Z - Cﬁ)T‘Q(Z - Cﬁ)}

p
SRS exp{-> gl 1 B (g 20) + m050(5;)

Jj=1 J
2.2
) g+l q+1_1 _/l T
x(17) 2 (T) 2 e 2
-1 b—1
><7T0 (1- 7T0)

Due to the introduction of Pélya-gamma augmentation, we can derive a block Gibbs sampler with
a posterior distribution of §;’s. The same method is derived in Xu and Ghosh, 2015[128] for
continuous Y in linear model setup. The blocks Gibbs sampler was introduced by Hobert et al.[52].

To build this sampler, we start with some notations. Let B denotes the B vector without j-th
group,
—(pT T T T
ﬁ(.]) - (B ""ﬁj—l’ﬁj+19--9ﬁp)

and the corresponding design matrix can be written as:

Cjy = (C1,.-Cj-1,Cj11,..Cp)

Cj is the corresponding design matrix for 3;.

When B; # 0:

1
P(ﬁﬂres’)“exP{ 7@ =Cphy) - CiBj)" Q= Cijyhj) - Jﬁj)}

xexp{ ,8 ,BJ

Bj(CTQC; + Iq)ﬁj 2(z = C(jB(j))" C;Bj
]

1

~>(Bj = A" Bj(Bj - A)}
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where, Bj = (CJ.TQC i+ T%Iq) and A; = B]._1CJ.TQ(Z —C(j)B(j)) Hence the posterior full conditional

J
of B; is a spike-and-slab distribution,

(Bjlrest) ~ (1 - zj)Nq(Aj,ijl) +1;80(B)), J=Lowp (4.7)

where [; = p(B; = O|rest). Now we will find the probability /; :

lj = p(Bj = Olrest)
p(ﬁj = O»Y|C,w,‘l’]2,7r0)
_fﬁj;top(ﬁj’ylc’w’sz’”O)dﬁj
_ p(yI1Bj =0,C,w, TJZ, n0)p(Bj = Ole, 70)
P18} = 0.C.0. T m0)p(B) = Ol m0) + [y OYIB; #0.C.0. 2 m)p(B; # Ol o)

B Mn
B M7T0 +N(1 —7T0)

where mp = p(B; = 0|T]2, 7o),

1
M = p(y|Bj = 0.C.w.7}.m) = exp {—5& - G Az - C(j)%ﬂ}

N = / p(y|,3j * O,C,a),TJz,ﬂ'())d,Bj
Bj#0

2
= / exp {—l(z — Pz - C,B)} (2mj?)‘%e 7] dp;
ﬁjiO 2

T
Fifi

= ! TcT ! T ~T 2 _4

o) _9 1 T _4q 1 T
:MX(Tj) 2eXp{§AijAj}/'8.¢0(2ﬂ') 2 exp {—E(ﬁj—AJ‘) Bj(ﬁj—Aj)} d,Bj
J

N 1
:MX(T]-) 2exp EAijAj |B]| 2

Hence,
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I = - 1 (4.8)
1- 272|B:|"2 1ATB A,
o+ (1= mo)(77) 2|Bjl 2 exp 34, BjA;
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The posterior full conditional distributions of other parameters are stated below, and the deriva-

tions of the posteriors are described in appendix.

2
i|rest Inverse — Gamma(qTH, ’17), itg;=0 49)
TJZ Inverse — Gaussian(m,/lz), if Bj#0

forall j =1,,.,p. Let, G j define whether a certain group is selected or not

1, ifB; #0
Gj= /
0, if3;=0
Then,
P P
(mg|rest) ~ Beta p—ZGj+a,ZGj+b (4.10)
Jj=1 J=1

We will sample our augmented variables w = (wy, .., w;) using the posterior samples of 3:
(wilB) ~ PG(1,¢;B), i=1,..n (4.11)

Finally, we are left with the values of 4. A is the most crucial parameter for our model and
should be treated carefully. A large A shrinks most of the group coefficients towards zero and
produces biased estimates. In our real data analysis, we try to control the A value by assigning a
different range of values. Xu and Ghosh, 2015[128] proposed a Monte Carlo EM algorithm for

estimating A. The following is the k" EM update for A from their paper-

16— plg+1)
Zi-’:l E (k-1 [Tfly]

The expected value of 7]2 |y for binary response y is intractable. In other words, this expected value

can be calculated by taking mean of posterior samples of TJZ.

4.5 Median thresholding and Theoretical properties

4.5.1 Marginal Prior for §;:

We first study the marginal priors of ;s to examine the theoretical properties of the Bayesian

group lasso estimators. We aim to establish the connection between ; group priors and existing
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Group Lasso penalization methods. We integrate out TJZ from B; priors. The marginal priors for
Bj’s are calculated based on Xu and Ghosh, 2015[128] work with extension to binary response

instead of continuous response. For ; # 0:

p(ﬁj/]‘[o) (ve /2 p(ﬁj/T]z,71'0)‘17(7'J2)d‘1'J2

J
©0 g 1 g+l | g+l 12
2 To |2 2 1 AT o 2
OCA (1—71'0)(7']-) 2 exp _ﬁﬁjﬁ] (A7) 2 (Tj) 2 exp{ 27']' de
J
(1= 1) exp {-al15 }/w( 273 151%[ 2__4 r da?
o (1-m exp {— - i) 2expy\—=z—— | — ——— as
0 P L pza;. i T8 j
%
o (1= 70) (%) exp {~Al1B)112)

2 2

where @; LZ The marginal prior for ;s are also spike-slab with with point mass at 0 and the

T°

J
slab part consists of a Multi-Laplace distribution which same as the one considered in Bayesian
group lasso (Kyung et al.,2010[69]) or matches with penalization mentioned in Bayesian Adaptive

Lasso (Leng et al.,2014[73]).

Bjlmy ~ (1 —mo)M — Laplace (0,%) + m00(B;) (4.12)

Combining spike and slab both, the components facilitates variable selection at group level and

shrinks the coeflicients of the selected groups.

4.5.2 Median thresholding as posterior estimates

We previously discussed obtaining the selected group coefficient estimation through median thresh-
olding of the MCMC sample. Xu and Ghosh, 2015[128] generalized the median thresholding pro-
posed by Johnstone et al.,2004[64] for multivariate spike-and-slab prior. Johnstone et al.,2004[64]
showed median thresholding, under a spike-and-slab prior for normal means, has some desirable
properties. In this section, we generalize this idea to a binary classification problem and show that
the posterior median estimator serves as group variable selection by obtaining a zero coefficient for

the redundant groups. We further demonstrate the posterior median as a soft thresholding estimator
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that is consistent in model selection and has an optimal asymptotic estimation rate.

Focusing on only one group, then Xu and Ghosh, 2015[128] proposed the following theorem

on Median thresholding:

Zyx1 ~ f(z—p)

p ~ modp(p) + (1 — 7o)y (p)

where Z is an m-dimensional random variable, and y(.) and f(.) are both density functions for
m-dimensional random vectors. f(¢) is maximized at ¢ = 0. Let Med(y;|z) denote the marginal

posterior median of y; given data. By definition,

[Fymdy [ r@y0dv
f(0) - £(0)

_c

Theorem 1: Suppose g > 5 =,

then there exists a threshold 7(zrg) > 0, such that when ||z]||» < ,

Med(u;|z) =0, foranyl <i<m

Next, we focus on our problem setup. If we assume g; follows a Gaussian prior, 8; ~ N(0,B;)
and the design matrix satisfies the condition C].TQC( j) = 0. Then the posterior estimates of 3 |rest

is:

Bj = Bjlrest ~ N(u;, X))
_ T —1\-1
2]—(CJ.QC]+BJ )
/,tj ZZjCJT.QZ

C

According to theorem 1, assuming 7y > 1,

then there exists #(rg) > 0, such that the marginal

posterior median of B under prior (6) satisfies
Med(ﬁjkl,éj) =0 forany 1 <k<gq
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when || ill2 < t. We can interpret this result in the context of the same explanation provided by Xu
and Ghosh, 2015[128]: the median estimator of the j-th group of regression coefficients is zero when

the norm of the posterior estimates under any other prior distribution is less than a certain threshold.
Posterior Median as soft thresholding:

We assume that CJ.TQC i = nlg and C matrix is group wise Orthogonal with C].TQC( j)=0. We
are considering the model defined in (6) with fixed szn and it depends on n. In this set-up, the

posterior distribution of 8; will be similar to the one derived in the previous section:
1 T 1
BilC.y,w ~ (1-1))Ny r—l(1 = Djn)C; Qz, ;(1 = Djn)lg | +1j60(B))

1
where D;,, = ——— and,
S 1+m]2n

70

=

2 -4 i T 0,112

mo+ (1= mo)(1 +n72,) 2 exp { (1 = D IICT 23]

Then, the marginal posterior distribution for ;i (1 < k < g) conditional on the observed data
is a spike-and-slab distribution,

1 T 1
BiklC.y.w ~ 1jSo(Bji) + (1 = 1N | (1 = Djn)Cjy Qz,~(1 = Djp)

where Cj is the k-th vector of the C;jth group matrix. The corresponding soft thresholding estimator
is

N 1 1
Bjx = Med(Bjr|C,y,w) = sgn (CkaQZ) (;(1_Dj,n)|CkaQZ|_%Qj 1_Dj,n)
+

1
2(1-min(1.0))
Ghosh, 2015[128]’s work to show the soft thresholding. One should especially note that the term

where z, is the positive part of z and Q; = o1 . Our results also follow Xu and

Dj , depends on TJZ

9

, Which controls the shrinkage factor.
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Oracle Property:

Let ,BO, B jo, ﬁ?k be the true values B, Bj, Bji. respectively. The index vector of true model is
A = (I (1Bjll2 #0), j=1,.., p), and the index vector model selected by certain thresholding
estimator B jisAp = (I(llﬁ il #0) j=1., p). Model selection consistency is attained if and

only if lim,, P(Ay—c = A) = 1.

Theorem 2: Assume the following design exists, C].TQCj = nly. Suppose \/ﬁrjzn — oo and
log(TJzn)/n — 0 asn — oo, for j = 1,..,p, then the median thresholding estimator has oracle

property, that is, varaible selection consistency,

lim P(AMed = 7)) = 1

n—oo

The proof follows same as steps as the proof of Theorem 4 in Xu and Ghosh, 2015[128].

4.5.3 Posterior Consistency:

In this section, we conduct a theoretical investigation regarding the convergence of the group
lasso estimator model to the true model. To show model consistency, we refer to the results and
theorems mentioned in the paper titled “On the consistency of Bayesian variable selection for high
dimensional binary regression and classification” by Jiang,2006(62]. In this paper, the author setup
Bayesian variable selection similar to Smith et al.,1996[115] by introducing a selection indicator

vector y = (y1,..,’¥p) where y; = 0/1. The corresponding prior setup is as follows:
y=XB+¢€
By ~ NO.co? (X]X,)7")
v; ~ Bernoulli(x), i =1,.,p
() ~ 1/o?

We can establish a direct connection between our model and the above penalized regression. We re-

parametrize the groups coeflicient vector B; = y;b; where y;,j = 1,.., p is the selection indicator

80



0/1 valued. As in section 5.1 we have shown the marginal prior of B; follows a Multi-Laplace

distribution, we can place a Bernoulli prior in y;,
_ 1
bj|d ~ Multi — Laplace(0, Z)
yj ~ Bernoulli(1 —mg), j=1,..p (4.13)

The marginal prior distribution of 3; is same as in equation (12).

Next, we study the asymptotic results as n — oo. Let y be the binary response and ¢ is

the corresponding basis coefficients for any given subject. Let the true model be of the form

Pn Tp.
Zi=15P)

present in the model. As described by Jiang,2006[62], we assume that the data dimension sat-

Uo(c) = = 1//(2?2 { cT,gj), Bj is a gX1 vector with p,(T n) number of group vectors

J

isfies 1 < p, and log(p,) < n, where a, < b, represents a, = o(by), or lim,_, Z—Z = 0. We
assume sparsity of the regression coefficients on the group level, i.e. lim;—co 25.’2] 11Bjll2 < oo,
which implies that only a limited number of group coefficients are nonzero. We further assume

llcjlla < 1, j = 1,.., pp for simplicity.

We assume n i.i.d. observations. D" = (,..,Cp,, i) and fo = ,ug(l — 110)' ™. Before we

move forward with the results, we define the posterior estimator of the true density f as-

1= Y, [ 50ty im0y
y By

and we define the posterior estimate of ug as
@)= Y [ (LB By |0 By
y By
We define the classifier as C,,(c) = I[fin(c) > 0.5], so that C,(c) will be the validation tool for our

algorithm’s performance.

Next we define consistency using Jiang’s,2006[62] description of density function, and measure

the distance between two density functions with Hellinger distance dy (f, fy) = \/ / f (\/7 - \/To)zdxdy.
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The below definitions are quoted from Jiang’s,2006[62] article.

Definition 1: "Suppose D" is i.i.d. sample based on density fy. The posterior m,(.|D") is

asymptotically consistent for fy over Hellinger neighborhood if for any € > 0,
P
Vi [f sdy(f, fo) < elD”] — 1, asn — oo (Density Consistency)

" Next we define consistency in classification from Jiang,2006[62] paper in terms of how the

misclassification error E DnP[C‘n(c) # y|D™] approaches the minimal error P[C(c) # y], where

Cole) = Ilug(c) > 0.5].

Definition 2: "Let B,(c) be a classification rule obtained based on the observed data D". If

limy,—c0 Epn P[B.(c) # y|D"] = P[Cy(c) # y], then By(c)is called a consistent classification rule."

Combining Proposition 1 and Proposition 3 from Jiang,2006[62], under conditions I, S, and
L, density consistency directly implies classification consistency. The proof follows by checking
conditions I, S, and L from Jiang’s(2006) paper[62], since our prior satisfies his prior setup. To
have density consistency and classification consistency for posterior estimates, we need to check
whether our prior setup follows Jiang’s conditions. The motivation for the proof and the technique
of checking conditions to establish the theorem were discussed in theses Atreyee Majumder, 2017

[81] and Guiling Shi, 2017[111].

Condition I: (On inverse link function ¢) "Denote w(u) as the log odds function w(u) =
log[y(u)/(1 —y(u))]. The derivative of the log odds w’(u) is continuous and satisfies the following
boundaries condition when the size of the domain increases: sup|,|<c |w’(u)| < C4 for some g > 0,

for all large enough C."

Condition S: (For prior m,; on small approximation set.) "There exists a sequence r; in-

creasing to infinity as n — oo, such that for any n > 0, and ;e\, lI1Bjll2 < E,%, we have
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2 2
maly = y(rn)] > e " and my[By € M(ry,m)|y = y(rn)] > e~ "“n, for all large enough n."

Condition L: (For prior 7 outside a large region) "There exist some 7, = o(n/Inpy),7 € [1, pnl,

and some C,, satisfying Cn_1 = o(1) and InC;, = o(n/ry), such that for some ¢ > 0, m,[|y| > 7] <

exp(—cne,%), andrm, | U [llﬁjllz > Cn] ly | < exp(—cne,%) forall |y| < 7y, for all large enoughn."
Jrvj=l1

We checked for the conditions; corresponding proofs are in the appendix.

4.6 Simulation results

We assess the performance of our proposed simultaneous classification and selection methodol-
ogy with simulated data sets. We apply our method to both simulated and real data. We compare
the results from our Bayesian method with those from a frequentist group lasso selection method for
binary response. To the best of our knowledge, no other Bayesian method reported in the literature
is as convenient and efficient as the presently proposed method. The following section reports
the method testing by creating three different examples with varying numbers of predictors. We
generate a binary response with simulated functional predictors; there are a significant number of

inessential predictors.

Example 1: We first generate functional predictors x;;(7) using a 10-dimensional Fourier basis
do(t) = 1 and ¢ (t) = V2cos(knt), k = 1,..,9, adding an error term. We work with a similar
simulation set up mentioned in Fan et al.[33], as Fan’s model setup is also based on functional

predictors. We generate our predictors as follows:
xij(te) = 6 0;j + €k €k ~ NO,02), 6;; ~ Nyo(0,1)

where ¢(t;) = (do(tx), d1(t), .., d10(tr)) . We take o = 0.5 and we generate 200 i.i.d observations
using 20 functional predictors. Each predictor is observed at 50 time points, and time points are
equally distributed between 0 and 1. 6;; and €;; are independently sampled. It is easier to under-

stand the set up notationally as ’i’ varies from 1 to 200, ’j’ varies from 1 to 20 and 'k’ varies from

83



1 to 50. We construct a cubic basis spline on (0 = #{,..,t50 = 1) with four internal knots equally
spaced at 20%, 40%, 60% and 80% quantiles. We use R-package ’splines’ and the ’bs’ function
to construct the basis matrix ¢. With 4 internal knots, plus intercept and degree=3, we end up
having eight columns in the basis matrix for each predictor, i.e. q=8. To validate classification and
selection performance, we use 75% of the observations as training data, and the remaining 25% for
testing purposes. We repeat this process 100 times to limit sampling bias in data and concatenate

all results considering the 100 repetitions.

Example 2 and 3: In example 2, we increase the number of predictors from 20 to 50 while
maintaining 200 observations with 50 time points for each observation. The functional predictor
generation in Example 3 follows the same method as in Example 1, but generates 500 observations
with 100 functional predictors and 20 time points for each observation. We use three internal knots

to smooth the predictors.

In both cases, we chose the second and final predictor, i.e. S>(t)and B, (¢) as non-zero, and the
rest of the coefficients are zero. We generate the binary response y € (0, 1) from a Bernoulli distri-
bution using the set of pre-assigned 5. In all of the examples, 75% of the data is used for training
and 100 repetitions are used to normalize sampling bias. We obtain 20,000 Gibbs samples, and the
first one-third of these samples are discarded as a burn-in period. All the parameter estimates are
obtained using the remaining samples. As Xu and Ghosh, 2015[128] showed that median thresh-
olding gives exact 0 estimates for the redundant group coefficients, we apply a posterior median on
posterior samples to obtain S estimates. We choose a=1,b=1 as the initial parameter values for the
prior distribution of my and B = 0 is used as the initial choice for the first iteration. Although we
have p number of functional predictors, the number of coefficients we need to estimate is p*q. In
Example 2, we have p=50, and with four internal knots for each function we obtain q=8. Hence, the
number of coefficients we need to estimate is 400 using 200 observations. From this perspective,

our algorithm is applicable to “large p, small n” conditions. The simulation results are presented
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below.

Examplel Results: We obtain a 100% true positive rate and a 0% false positive rate in terms of
selection, i.e. the two nonzero coeflicients are captured in all 100 iterations. Moreover, none of the
predictors that originally had zero coefficients are selected. In terms of classification, our method
shows 97% sensitivity, 93% specificity, 95% accuracy, and AUC=0.99. Below are the rejection
probability plots for 8,(¢) and By (t), of which the first is nonzero and the second is zero in the true
model. In addition, we plot the posterior median estimates of the coefficient function with respect

to its true values. The ROC curve establishes the differentiating power of our method.

Example 2 and 3 Results: In Example 2, we obtain a 100% true positive rate and a 0.73%
false positive rate out of 100 repetitions, with 97% sensitivity and 95% specificity. In Example 3,
we achieve a 100% true positive rate and a 0% false positive rate with 98% sensitivity and 97%
specificity. We compare our simulation results with those of frequentist group lasso for logistic
regression for all the setups above. Our methodology yields the best results in terms of classifying
subjects into the right class, far exceeding frequentist group lasso. Although the frequentist group
lasso approach successfully identifies the true significant predictors for the model, it also selects
many redundant functional predictors that have zero effect on the true model. The false selection of
predictors in the model is very high compared to that of our algorithm. The table below summarizes
the numerical results of all three aforementioned examples, with comparisons to frequentist group

lasso for logistic regression.

4.7 Application on ADNI MRI data

This section reports the results of the application of our proposed method to ADNI data. The MRI
data used in all analyses was downloaded from the ADNI database (http://www.adni-info.

org/). The fundamental goal of ADNI is to develop a large, standardized neuroimaging database
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Figure 4.1: Plots based on Example 1
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Table 4.1: Classification and selection performance Table

Bayesian Classification with
Bayesian Group Lasso
. o s -2 Log
Sensitivity | Specificity | TPR | FPR likelihood
Example 1
n=200
p=20 0.97 (0.01) | 0.93(0.01) | 1(0) | 0(0) 3.65
t=50
Example 2
n=200 0.0073
p=50 0.97 (0.01) | 0.95(0.01) | 1(0) (0.05) 0.219
t=50
Example 3
n=500 0.98 (0.001) | 0.97 (0.01) | 1(0) | 0(0) 6.87
p=100 . . . . .
t=20
Logistic regression
with frequentist group lasso
Sensitivity | Specificity | TPR | FPR -2 Log
likelihood
Example 1
n=200
p=20 0.92 (0.01) | 0.86(0.01) | 1(0) | 0.114 (0.04) | 69.23
t=50
Example 2
n=200
p=50 0.81 (0.01) | 0.88(0.01) | 1(0) | 0.34(0.05) | 53.66
t=50
Example 3
n=500
p=100 0.91 (0.001) | 0.94 (0.001) | 1 (0) | 0.05(0.02) | 190.23
t=20

Notes: Simulation result comparisons between Bayesian and Frequentist methods

with strong statistical power for research on potential biomarkers in AD incidence, diagnosis, and
disease progression. ADNI data available at this time include three projects: ADNI-1, ADNI-GO,
and ADNI-2. Starting in 2004, ADNI-1 collected prospective data on cognitive performance, brain
structure, and biochemical changes every 6 months. Participants in ADNI-1 included 200 CN, 200

MCI, and 400 AD patients. Then, starting in 2009, ADNI-GO continued the longitudinal study of
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the existing patients from ADNI-1 and established a new cohort that included early MCI patients,
who were enrolled to identify biomarkers manifesting at earlier stages of the disease. ADNI-GO
and ADNI-2 together contain additional MRI sequences plus perfusion and diffusion tensor imag-
ing. The volumetric estimation for our data set was performed using FreeSurfer by the UCSF/SF

VA Medical Center.

Considerable research has been conducted to develop automatic approaches for patient classi-
fication into different clinical groups, with many ADNI studies identifying ROIs associated with
different disease stages. A support vector machine (SVM) is a primary tool utilized in many studies
to evaluate the patterns in training data sets and to create classifiers to identify new patients. Fan et
al.[34] used neuroimaging data to create a structural phenotypic score reflecting brain abnormalities
associated with AD. In classifying AD vs CN, a positive score in their framework identified AD-like
structural brain patterns. Their classifier obtained 94.3% accuracy in AD vs CN, although their
approach used only left and right whole brain volumes as potential predictors. Some researchers
have used Bayesian statistical methods in studying Alzheimer’s data. Shen et al.[110] employed
a sparse Bayesian learning method, which they named automatic relevance determination (ARD)
and predictive ARD, to classify AD patients. This method outperformed an SVM classifier. Yang
et al.[130] proposed a data-driven approach to the automatic classification of MRI scans based on
disease stages. Their methodology was broadly divided into two parts. First, they extracted the
potentially classifying features from normalized MRI scans using independent component analysis.
Next, the separated independent coefficients were applied for the SVM classification of patients.
In contrast to this approach, our proposed method selects important components and classifies pa-
tients simultaneously. Moreover, we consider multiple brain sub-regions to identify those potential
regions whose longitudinal trajectories are specifically related to AD. Another seminal paper by
Jack et al.[58] used MRI-based measurements of hippocampal volume to assess the future risk of
conversion from MCI to AD. A bivariate model included hippocampal volume and other factors

like age and APOE genotype, but only hippocampal volume was identified as significant. Wang
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et al.[123] employed a functional modeling approach using Haar wavelets and lasso regularization
to find ROIs in voxel-level data. In that approach, large Haar wavelet coefficients were related to
most important features, with a sparse structure among redundant features. The majority of these
methods are based on SVM classification, which often uses kernel-based methods for functional
smoothing. Casanove et al.[19] utilized a penalized logistic regression approach, and they calcu-
lated estimates using coordinate-wise descent optimization techniques from the GLMNET library.
Similarly, our method employs penalized logistic regression with group lasso penalty. However,
our approach differs in its use of both functional predictors and a custom algorithm developed

in-house.

We consider the longitudinal volume of various brain regions, such as the Para hippocampal
gyrus, cerebellar cortices, entorhinal cortex, fusiform gyrus, and precuneus, among many others.
Although the accessed ADNI data set includes corresponding volume, surface area, and cortical
thickness information, we work with only the volume information to acquire uniformity over lon-
gitudinal predictors. Because the brain is divided into right and left hemispheres, the data includes
sub-regional brain volumes for both hemispheres. Our main objective is to identify the brain sub-
regions whose volumetric trajectories can differentiate AD patients from the normal aging control
group. As mentioned in the introduction, dementia is associated with widespread brain atrophy,

although the time course and magnitude of shrinkage varies across regions.

The initial sample includes 761 patients’ data from the ADNI database, classified as AD, MCI,
or CN throughout their visits for the study. We exclude all patients classified as MCI, and any AD
or CN patients whose diagnostic status changed over time. This is because our model assumes
that response does not depend on time. Of the remaining patients, we include those with data
from at least four longitudinal measurement occasions. This yields 296 patients who have at least
four data points and unchanging diagnoses of either AD or CN. The final sample is composed

of 174 AD patients and 122 normally aging controls. All patients underwent a thorough initial
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Table 4.2: Patients Baseline Characteristics

AD CN p-value
n 174 122
Age (Mean =+ sd) 74.76 £ 723 | 75.61 £545 | 0.25
Gender (F/M) 69/105 55167 0.35

MMSE (Mean + sd) | 2543 +£2.40 | 28.96 = 1.17 | <.0001
ADAS11 (Mean + sd) | 14.78 £5.44 | 595 +2.94 | <.0001
APOE (+/-) 119/55 30/90 <.0001

Notes: Comparison of Baseline Age, Gender ratio, MMSE score, ADAS11 score and APOE ratio between
AD and CN groups

clinical evaluation to measure baseline cognitive and medical scores, including MMSE, the 11-
item Alzheimer Cognitive Subscale (ADAS11), and other standardized neuropsychological tests.
In addition, at baseline, APOE genotyping information was obtained from patients. Longitudinal
structural MRI scans were parcellated into sub-regional brain volumetric measurements. Our initial
model includes 49 sub-regional brain volumes chosen by Dr. Andrew Bender, based on knowledge
of the extant literature regarding atrophy patterns in AD. Although these 49 sub-regions are not
assumed to change in uniform magnitude, the direction of change over time is hypothesized to be
consistent (i.e., shrinking). Thus, the model includes 49 longitudinal predictors that we consider
as functional predictors. We assume that not all predictors are potential candidates for classifying
patients, and that the sparse assumption is valid. However, because some patients’ visits were
irregular, we do not have an equal number of time points across patients. We start by comparing

the baseline measurements between the AD and CN groups, as shown in Table 1.

In the next stage, we smooth the longitudinal trajectories for the observed volumes of all brain
sub-regions. A simple least squares approximation is sufficient, as we assume that the residuals of
the true curve are independently and identically distributed with mean 0 and have constant variance.
We use the cubic B-spline basis functions for spline smoothing of observed volumes. Three internal
knots are used for spline smoothing with intercept, which gives us seven basis functions. We seek

to ensure that the smoothed estimated curve is a good fit for each patient’s observed curve. As
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we do not have a large number of data points for each patient, we do not consider controlling for
potential overfitting of our estimated curve. Besides least squares smoothing, functional principle

component scores can also be used for this analysis.

Prior to analysis, we scale the brain volumes to the corresponding patient’s brain ICV mea-
surement by fitting a simple regression to adjust volume measurements for individual brain volume
changes. The aim is to remove systematic variation in brain volumes due to differences in physical
size. The formula we use is RO1,q; = ROI, o — Bo(ICV = ICVipean), Where By is the regression
coeflicient by regressing ROI,,,; on ICV [103] [59]. We adjust or correct the volumes using the
above method for each gender group: male and female. Next, we scale the corrected volumes
between 0 and 1 to bring all brain regions onto the same scale. We then divide the data set into
two parts: two-thirds of the patients are reserved for the training data set (n=198), and the rest are
kept for testing (n=98). We gather the basis coefficients for each patient in the training data set and
use them as predictors for classification. We initialize choice of § with all zero to start iterations.
The my probability has a Beta(a,b) distribution with a and b both set up as 1. As a first step,
we examine A using Pélya-Gamma transformation of our sample with a spike-slab penalty on the
training data. After estimating A, we evaluate the remainder of the algorithm on the training data
with 30,000 MCMC samples. The first one-third of observations are left out as a burn-in period.
We propose a spike-and-slab prior on the § coefficient, which transforms into posterior estimates
of zero for most the functional predictors. We run our model 100 times with different training
samples to nullify sampling bias in the training and test data. In the 100 iterations, the model does
not consistently or uniformly select many of the brain sub-regions; therefore, we choose the brain
regions that frequently appear as significant in each iteration. The median thresholding selects the
left hippocampus, left lateral orbitofrontal cortex, and left posterior cingulate gyrus with 100%
probability. Other brain regions that are selected as important are the right Para hippocampal gyrus,
left caudate nucleus, left medial orbitofrontal cortex, left putamen, left superior temporal gyrus,

left thalamus, right hippocampus, and right middle temporal gyrus. In Figure 2, we plot the brain

91



volume changes of the left hippocampus, left lateral orbitofrontal cortex, and left posterior cingulate
gyrus over time. Orange and green signify the normal aging and dementia group, respectively. The
bold thick line represents the mean curve for the corresponding group. The plot shows that there
are significant differences in volume between the groups, and our model identifies these regions
as significant. In Figure 3, we plot the acceptance probability of the MCMC sample for the left

hippocampus and left lateral orbitofrontal brain regions.

The method classifies patients into the correct group with 77% accuracy. We achieve 72% sensi-
tivity, 85% specificity, and a corresponding AUC of 0.87. We use the median predicted probability
from the training sample as the threshold for classification validation. We also test the classification
by adding clinical measurements such as the ADAS11 (11-item Alzheimer Cognitive subscale),
MMSE scores, "CDRSB," "RAVLT immediate," and "RAVLT forgetting,” measured over time. In
this classification, we initially select longitudinal brain volumes that are significant, and then we
add the clinical variables. We achieve very high classification measures of 97% accuracy, 97%
sensitivity, and 98% specificity. If we ignore the MMSE score and run the model with the rest of
the functional predictors, we observe similar classification accuracy. In all scenarios, we model

diseased patients as 1 and CN as O for the interpretation of classification sensitivity/specificity.

In addition to finding functional models of longitudinal trajectories in sub-regional brain vol-
umes to differentiate between the AD and normal groups, we also apply our method for MCI
converters vs MCI nonconverters. We select patients who entered the study as MCI, and we assign
the label of MCI nonconverter (MCI-nc) to those who did not transition to AD across all mea-
surement occasions and a label of MCI converter (MCI-c) for any who did transition to AD. The
total subsample includes 163 patients who were either MCI-c or MCI-nc. We use three-quarters
of the patients to train our model. We note the significant brain ROIs that are selected after 100
iterations. Among the selected ROIs that contribute to classification are the right posterior cingulate

gyrus, right superior parietal cortex, right thalamus, right isthmus cingulate gyrus, right fusiform
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Figure 4.2: Brain volume changes of Left Hippocampus, Left Lateral Orbitofrontal cortex, and
Left Posterior Cingulate over time for Normal and Dementia patients
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Figure 4.3: Acceptance probability of MCMC sample for Left Hippocampus and Left-Lateral
Orbitofrontal brain regions

gyrus, left thalamus, and left precuneus. However, the classification performance is not as good
as compared to the previous model: 62% accuracy and 0.66 AUC. The biological explanation for
this result is critical to acknowledge. The mean difference of functional predictors between MCI-c
vs MClI-nc is not significant for segmenting patients. Moreover, we also neglect some time points’

data for this set of patients.

4.8 An alternate modeling Proposal:

It is always important in penalization setups to protect strong signal estimations. We should
control over-shrinkage of the selected group coefficients with lesser bias. Hence, we propose a
horseshoe prior (Carvalho et al.,2009[17]) within the spike-slab structure. This setup provides

a heavy-tailed distribution for the slab part. We propose a normal prior for the slab part with
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Figure 4.4: Pictorial representation of selected brain ROI’s discriminating diseased group from
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two hyper-parameters controlling local and global shrinkage. We compare the corresponding
penalization on group coefficients with our main proposed penalization from the previous section.
We contrast the results of applying both methods on the AD patients. Below, we report an alternative

exploratory setup:

Bil 1, g 7jmo ~ (1 —ﬂo)Nq(O,TJ‘?‘DAJ.)+7r06OQBJ~), j=1,..p
/?'jk ~ C+(0’1)’ k=1,..q

Tj~ cr(o,1), j (4.14)

Il
[S—
M
M
=
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where D Aj = diag(/ljz.l, ..,/ljz.q). We can also develop an efficient Gibbs sampler to update the

model parameters from the corresponding full conditional distributions:

Bjlrest ~ (1 =1;)Ng(Bj. 2i) +1;60(Bj), j=1,..p
1
N N N S |
5! = |cfec+ o7
J
5. = 5. B
Bj = ZJCjQ(Z_C(J)'B(J))
I = 0 (4.15)

Il IR 1A y—I\T 7
mo + (1= m)(r2) 2157172 exp {3557V By}
It is also important to sample the global and local scale parameters 4 ’s and 7;’s efficiently.
Polson et al.,2014[98] provided an efficient slice sampling scheme which can acquired for our

setup. We define @ = /l]Tkz, and sample u;i/ajr ~ Uniform (() ) and next we sample

.
’ 1+ajk

from ajy fujr ~ Exp(2r2/B%)(ajy < %)
rom @i /ujg xp(27; ,Bjk ik Ty )

4.9 Discussion:

This chapter discusses the use of Bayesian group lasso penalization combined with Pdlya-
Gamma augmentation to build a simultaneous classification and selection method. The Bayesian
spike-and-slab prior helps in identifying functional parameters generated from longitudinal tra-
jectories of multiple brain ROIs, and discriminates the patient group from normal controls. The
inclusion of Pélya-Gamma augmentation helps avoid the Metropolis-Hastings algorithm or the
incorporation of other expensive sampling algorithms related to latent variables. We consider the
longitudinal brain ROI volume measurements as functional predictors, and the cubic basis splines
smooth the curves over time. The next steps include using those smoothed functional predictors as

discriminating inputs with sparsity assumptions among them.

Our method performs very well on simulated data sets, outperforming available frequentist
methods. Furthermore, our method is applied on a data set that has a large number of predictors. We

have one more strong assumption for the functional predictors: namely, that they are independent of
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each other. As our prior setup does not account for any correlation structure among predictors, this
method will not work well for highly correlated functional predictors. To handle this incompetency,
we also proposed an alternative prior structure in Section 4.8, but we did not compare its results to

those of our original method. This will serve as the basis for further research.
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CHAPTER 5

BAYESIAN SPATIOTEMPORAL CLUSTERING MODEL FOR ANALYZING WHITE
MATTER DATA

5.1 Spatiotemporal Linear mixed effects modeling for the distribution of
cerebral white matter on MRI scans

5.1.1 Introduction

Bernal-Rusiel et al., 2013[12] introduced a linear mixed effects (LME) model for mass-univariate
analysis of longitudinal neuroimaging data. They tried to exploit the spatial structure of the cortical
thickness in the brain’s sub-regions using a spatiotemporal setup. Before that, Bernal-Rusiel et al.,
2012 [11] used a similar approach with an LME model but for longitudinal modeling; they built a
base for the extension of space information. We seek to develop a similar spatiotemporal model with
a different research question and a completely distinct application. Spatiotemporal modeling has
not been studied extensively in the literature regarding longitudinal white matter (WM) changes for
healthy aging with diffusion tensor imaging (DTI). Bender et al. 2016[10] compared age -related
changes across brain regions and identified the influences of age, vascular risk at the baseline on
WM diffusion. They conducted a seven-year follow-up study to establish that diffusion properties
in association with WM tracts deteriorated with age. Due to the limited study of spatiotemporal
association with changes in WM integrity obtained by fractional anisotropy (FA), we work with
data from healthy middle-aged and older adults. Some authors have reported evidence of brain
region shrinkage with aging (Raz and Rodrigue, 2006[104];Raz and Kennedy, 2009[102]). In
contrary, very little is known about age-related changes in structural properties of cerebral WM,
which varies at different rates in various parts of the brain. Diffusion tensor imaging provides
principal directions from diffusion tensor eigenvalues, one of which is fractional anisotropy. Ac-
cording to Montag and Reuter, 2015[92], "Fractional anisotropy (FA) is a scalar value between

zero and one that describes the degree of anisotropy of a diffusion process. A value of zero means
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that diffusion is isotropic, i.e. it is unrestricted (or equally restricted) in all directions. A value of

one means that diffusion occurs only along one axis and is fully restricted along all other directions."

The literature on longitudinal neuroimaging analysis is vast; in the following, we mention
some of the significant studies that have been done in the last few years. Asami et al., 2011[5]
studied longitudinal loss of gray matter among schizophrenia patients. They established a clinical
correlation with gray matter decay. They used a high-dimensional warping and individualized
baseline-rescan to measure longitudinal volume changes within subjects, and they performed a
comparison with time-varying manual ROI analysis on the same subjects. Chetelat et al., 2005[25]
found the highest rates of atrophy in the anterior, inferior, middle, and medial parts of the temporal
lobes in their study of the dynamics of gray matter changes for patients transitioning from mild
cognitive impairment (MCI) to Alzheimer’s disease (AD). On the other hand, Fjell et al., 2009[35]
worked with healthy aging subjects, similar to those in our experiment. They found that changes
in brain structure can occur within one year and that atrophy accelerates with the advancement of
age. Although longitudinal studies have yielded some novel discoveries, they have not answered all
questions regarding brain image data. Moreover, most statistical methods are not enough to capture
the real system. Bernal-Rusiel et al., 2012 [11] implemented an LME model to analyze brain
sub-regions’ cortical thickness in Alzheimer’s patients. They performed hypothesis testing of the
regression coefficients, calculated the sample size, and derived statistical power. In longitudinal
studies, researchers broadly focus on two methodologies. The first is the repeated measure of
variance and secondly the cross-sectional study after aggregated data. We previously conducted a
separate study with longitudinal data by assuming brain volume changes as a function of time, and

we used estimated functions as potential predictors for classification; the manuscript is under review.

The aim of this article is to apply an LME model for longitudinal data where space information

is considered as an additional effect. The LME method captures the covariance structure of brain

voxels properly for serial measurements. It also has the ability to impute missing responses for any
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time point. We work with a balanced data case, but the extension of the methodology to unbalanced
data is trivial. We obtain our data in the “nifty” image format, and each pixel of the image has
location coordinates. We want to find regions in the brain that have homogeneous properties, which
will help us to track region-wise longitudinal changes instead of voxel-wise analysis. Several previ-
ous studies have examined longitudinal changes for voxel-level data (Zipunnikov et al., 2011[137],
Zhang et al., 2009[135], Skup et al., 2012[114), Shinohara et al., 2011[112]). However, most of
these works employ voxel-based analysis and do not account for spatial information. Bernal-Rusiel
et al., 2013[12] apply their work to a different problem with cortical thickness measurements, but
their covariance structure works nicely for our WM DTI data as well. As our motivation is to work
with homogeneous brain regions and to track changes in fractional anisotropy WM measurements
in relation to subjects’ demographic and clinical factors, we work with the K-means algorithm.
We consider each voxel’s location, measurements, and predictive response values as clustering at-
tributes for voxel-wise analysis. The homogeneous regions offer a scope to build a spatiotemporal
model separately for each cluster. This strategy has several advantages. Firstly, this is a highly
parsimonious way of building models, such that the number of estimable parameters are much
lesser than voxel-wise models. Secondly, voxel-level models do not consider spatial structure in
the data, which implies that estimators are less informative with lower statistical power. Finally, we
are able to identify brain regions behaving similarly in terms of WM atrophy as the healthy aging
people age.

This chapter is organized as follows. In part 1 of Section 2, we describe voxel-wise model
building, estimation of fixed effect parameters, and temporal covariance structure with respect
to subjects’ time-variant random effects. We calculate residual values for each voxel used as an
attribute in the clustering algorithm. We describe the agglomeration method in part 2, and finally,
we apply the spatiotemporal mixed effect model in part 3. We perform separate inference in part
3 for region-wise reasoning. Section 3 then describes the WM data and how we obtained it from

subjects. Results are described in Section 4, while a final discussion is presented in Section 5.
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5.1.2 Methods

5.1.2.1 Voxel-wise linear mixed effect model

We start modeling with a voxel-wise LME model fitting with WM MRI data. In a longitudinal
study, the outcome variable for, for instance, the fractional anisotropy or cerebral WM in our data is
measured repeatedly for the same individual for a number of times. The aim is to measure changes
in the patients’ response over time and their association with demographic and biological factors,
such as gender, hypertension, MMSE score, and starting age for the study. We fix a spatial location
such as for a fixed particular voxel, we have the leeway to apply a single LME independently for that
particular voxel. One advantage of this modeling is that it can assess the within-subject changes
or correlation across different time points. Voxel-wise LME models have been used in various
studies. For example, Bowman and Kilts, 2003[16] implemented a mixed effect model to analyze
PET data. They acheived improved estimation and inference by considering various covariance
structures to handle correlation among individuals’ repeated scans. Bernal-Rusiel et al., 2013[12]
worked with a voxel-wise mixed effect model; they analyzed longitudinal brain MRI data from
ADNI. The following are other significant papers on these methods: (Delaloye et al., 2008[28],
Lau et al., 2008[71], Shaw et al., 2008[109]). A longitudinal study in a spatiotemporal setup
offers a distinctive understanding; for example, it reflects the temporal trajectory of an underlying
non-stationary continuous process. The correlation between pairs of repeated measures is directly
proportional to the distance between consecutive time points, and between-subject variations are

not constant, which gives us scope to assume a subject-specific covariance structure.

In general, we observe three different variabilities in the covariance structure for voxel-specific
longitudinal measurements. A particular voxel’s WM measurements have (i) between-subject
variability, (ii) within-subject changes over time, and, finally, (iii) a measurement error uniform
with the other two variations. Now, the voxel-wise LME model imposes structure on the covariance

matrix by introducing random effects. In totality, all the above variations are handled with this

101



structure except the measurement error, although we believe that measurement error has a direct
influence on the covariance between longitudinal measurements within a subject. The mean
trajectory of WM is modeled with subject-specific fixed effects and time-variant random effects.
In this research article, we consider working with balanced, normally distributed data. Now, let Y;
be the 7" X 1 vector of serial univariate measurement for a particular voxel for subject i, where T is
the number of time points. X; is the T X p subject specific design matrix built with fixed effects
(variables such as gender, hypertension indicator, MMSE score, Base Age, CESD score etc.). Let
Z; be the T x g design matrix of random effects (e.g. systolic and diastolic pressure, measurement
time etc.). We consider time-variant predictors as the random effects and the intercept as the fixed

effect. Hence, we can write the model as follows:

Y;' IXi,B+Zl'ui+€i, i=1,..M (5.1)

& ~ Np(0,0%I7)

We define
1 Jo L pdl
-2
P 1 o1
Dr =
pd~l pi2 1

and X; =17 ® )?lT The components of u; control the deviation from the population mean for i-th
subject. As we mentioned above, this model structure handles the variability present in longitudinal
data, and ¢; controls the remaining measurement error. Finally, we assume that we have M number

of subjects/patients.
The subject specific mean of ¥; given u; is E(Y;|u;) = X;8 + Z;u;; thus, the vector u; with
fixed effect provides subject specific coefficients. The g regression coefficients are the same for all

individuals. The initial motivation to write about the single voxel longitudinal model was to find
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the temporal covariance matrix for i’ h subject, and
) = _ 27 T 2
Cov(Yy) = 2; = 07Z;D;Z; + 01t (5.2)

We can find the unbiased estimates of the unknown parameters S8, o, p, o by maximizing the

log-likelihood function.

Parameter Estimation: In the following, we shortly describe the method to estimate the
unknown parameters mentioned above, as we use the voxel-wise estimation to segment the whole
brain into homogeneous regions. We explain the segmentation method in the next section. Now,
given the normally distributed WM assumptions, the vector of measurements for a particular
subject’s fixed voxel is as follows:

Y, ~ N(XiB, %))

If we have the estimates of &, p, 0, the closed-form solution of S is based on MLE and given as:

-1 M
T ¢—1
X5
i=1

Once we maximize the restricted log-likelihood we can have unbiased estimates of &, o, & (Verbeke

ﬁA:

M

T ¢—1
S5
i=1

and Molenberghs, 2000[122]):

M
T y—1
> xIzx

i=1

M M
1 _ 1 AT A1
lReML = 5 2 loglz - 3 > 0= XA - XiB) - 5 log
=1 i=1

=

The solution of the estimates can be obtained by using either the expectation maximization (EM)
algorithm, the Newton-Raphson algorithm, or Fisher’s scoring algorithm. We employ Fisher’s
scoring algorithm to obtain the parameter estimates, and we need some initial estimates to run the

algorithm.

5.1.2.2 Clustering voxels into homogeneous regions using K-means algorithm

Our key aim is to build a spatiotemporal model for homogeneous regions in the brain. Homo-

geneous regions or clusters contain voxels that are similar in terms of cerebral WM, location in
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the brain, and quantitative relationship with the subjects’ demographic/biological factors. Once
we obtain homogeneous regions in the brain from the clustering algorithm, we can assume that
temporal variance is shared among all voxels present in a particular region. The K-means algorithm
we implement is a universal method and completely data-driven. Our goal is to partition the voxels
into k-uniform clusters Cy,Cy,..,Cy such that i) GG N C; = ¢ for i # j and ii) elements of C;
are homogeneous based on some conditions. We now list the conditions we consider to run the

K-means algorithm.

We first calculate the coefficient of variation of a particular voxel based on all the longitudinal

observations present for all subjects. In our study, we have M = T number of cerebral WM

1%
measurements for each voxel, and we calculate CVV = mse ‘inv for each voxel. We use the CV and

mean measurement for each voxel in the K-means algorithm. Next, we calculate the residuals for
each voxel by fitting the mixed-effect model described in the last section. Once we estimate the
parameters for the temporal covariance matrix and fixed effect regression coefficients, it is easy to
compute residuals for each voxel. In addition, we have one more piece of directional information
for FA measurements over voxels. This information helps us to collate voxels whose WM changes
are in a uniform direction. Finally, we calculate the polar coordinates of the three-dimensional

voxel locations from their Cartesian coordinates using the following formula:

o E A2 =) 6 = cos I
X r

The K-means algorithm starts by defining a dissimilarity matrix as an input. In our data, we
have measurements x; ] fori =1,2,...,N and m = 1,2,..,m where N is the number of active voxels
in the brain with positive WM measurements and m is the number of attributes considered for a
particular voxel. We use five attributes to cluster the voxels. We define the dissimilarity matrix

between voxeli and i’ as

m
D(xj, xyr) = Z dj(xij, xjr ;)
Jj=1

Most of the common choices are Euclidean distances: d;(x;;, x; j) = (xjj — xpr j)2 or Manhattan
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distance: |x;; — x;r j| or based on correlation:
2 (xij = Xi)(xp j — %))

V0 = 5 = ©

p(xi, X)) =

As shown in Hastie et al., 2009[47], if the attributes are standardized, then ), j(x,- = Xir j)2 oc

2(1 = p(x;, x;7)). Hence, we use Euclidean distance to implement K-means clustering.

5.1.2.3 Cluster based Spatiotemporal linear mixed effect models

Spatiotemporal models that consider a temporal covariance matrix and that are shared among spa-
tial locations have been studied in the functional neuroimaging literature for a long time. Bowman,
2007[14] described a framework for spatiotemporal modeling by defining a functional distance
metric in the model to perform voxel-wise inference. The distance metric reflected bonding be-
tween voxels based on functionality rather than proximity. The spatiotemporal model estimated
temporal and spatial correlations in a given region (ROI). Later, Bowman et al., 2008[15], proposed
a spatial Bayesian hierarchical model for analyzing functional neuroimaging data. They built the
hierarchical model after anatomical parcellation of the brain consisting of 116 regions. Derado
et al., 2012[29] also worked with a multivariate Bayesian hierarchical model, where a Gaussian
prior was imposed on a voxel-specific population-level mean parameter separately for a baseline
and a follow-up session. Next, the wishart prior on the inverse covariance matrix of subject specific
measurements for a particular voxel provides estimators. Woolrich et al., 2004[127] presented a full
Bayesian modeling approach to handle spatiotemporal noise modeling and haemodynamic response
function (HRF) modeling. They implemented a simultaneously specified autoregressive model in
which the spatial noise structure would remain the same over time. Although this method precisely
estimated the parameters and grasped the spatiotemporal dependency, it was important to model the
spatial covariance matrix among those locations of voxels present in a particular cluster. Moreover,
the proposed voxel-wise model or prior did not account for the inter-voxel correlation. The authors
assumed that responsive voxels are spread over the whole brain and that the temporal covariance

matrix is a scaled version of a global covariance structure matrix. We aim to model our cerebral
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WM data with a similar assumption as in Bernal-Rusiel et al., 2013[12], for two main reasons. First,
we believe that the temporal covariance structure is likely to be different in different segments of
the brain and that it needs to be modeled separately for each cluster of voxels. Second, inter-voxel
correlations depend on the location of the voxels; for example, voxels in close proximity share
similar behavior at different stages in various disease processes. The spatiotemporal covariance of
the cerebral WM for a particular brain segment is a product of both the spatial covariance of the
voxels present in that region and the temporal covariance of a particular patient whose parameters
are different for different regions. The spatial structure presented in Bernal-Rusiel et al., 2013[12]
is inspired from Bowman, 2007[14]. Bowman, 2007[14] proposed the alternate strategy of using
a spatiotemporal model to estimate spatial and temporal correlations in a given ROI. We assume a
similar spatial covariance matrix captured through a parametric matrix that models the dependency

as an exponential transformation of the distance between voxels given a region/cluster.

Our assumption is that a temporal covariance structure is shared among voxels within a homo-
geneous region obtained from the K-means algorithm. The parametric covariance structure that
controls the dependency between voxels in a region solely depends on the distance between those
voxels. We consider a homogeneous parcellation of the brain consisting of g = 1,.., G regions. Let
g be the region/segment/cluster in which we are interested and v¢ be the number of voxels present
in the gth cluster. Let Yo be the (T * vg) X 1 vector of measurements for WM for ith subject. As
we defined in section (2.1), we have M number of patients, with each patient having T time points

of observations (balanced case). We can expand the ¥;, vector as-

Yigl
Y;gZ
¢ =

)/l'ng_

where Yo, is the T X 1 vector measurements of v voxel for patient i. We assumed similar
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covariance matrix used by Bernal-Rusiel et al., 2013[12] for Y;, as-

Ge112ig  Gg2lig - .Gglvgzig
Goo12; Gyl ...G 2
g21<«ig g22«ig g2vo<~ig
cov(Yig) = Wig = Gy ® 2jg = - §
_GngIZig GngZZig <o Gngngig

where ® is the Kronecker product, and 2, = 0',,28 Z;Dyg Zl.T + O'é%IT from equation (2) is the temporal
covariance matrix for i’ patient in g’ cluster. Gy is the vg X vg spatial covariance matrix that
accounts for the correlation between voxels present in the g’ h cluster. Similarly, we used the spatial

structure proposed in Bernal-Rusiel et al., 2013[12] which is empirically useful:

2
_ _ 2 —agdy, —bod
1 exp agdip=bgdyy exp Ivg ™78 g
2 —agdy, —bgd>
- — 842 8
exp 8 d1-bgdy) 1 exp '8 2vg
—agd,, |~bgd> ~agd, »—bgd>

where ag, by > 0 are unknown parameters and d is the Euclidean distance between voxels j &
k in the gth cluster. Hence, the joint distribution of the Y;,, vector of WM measurements in gth

cluster follows:
Yig ~ N(XigBig. Wig), (5.3)
where Xjo = Iy, ® X; is (vg # T) ® (vg * p) matrix and
T
ﬁg = (ﬁglla <. ’ﬁg1p9ﬁg21’ <. ’ﬁg\/gl’ <. ’ﬁngp)

is a (vg * p) X 1 stacked vector of fixed effects which gives separate fixed effect estimates for each
voxel present in g I cluster. Finally, we will work with restricted log-likelihood and Fisher’s Scoring
method to estimate the parameters associated to covariance matrix Wig i.e. (O'gr, Pg,Tg,dg, bg).

The restricted log-likelihood is:
e 1
= EZ;IOngigl - EZ( ig ~ zgﬂg)T gl(ng ig,Bg - —log|Z IXl
1= i=1
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where ﬂg = Z W_IX ZM XT ig 1Y,-g is the least square estimator. One more ad-
vantage of segmenting the brain or clustering homogeneous voxels together is that it reduces the
number of parameters to estimate. In the situation of voxel-wise model building, we are required to
estimate parameters for the covariance matrix for each voxel, whereas in this situation we estimate

(0gr,pg,0g,ag, bg) only for G number of regions.

Fisher’s scoring algorithm starts by calculating partial derivatives and expected information

matrix for each iteration to update parameter estimates:

gtk+1) — g(k) 4 = 1(9(k)) |9 o)

Let’s define 0 = (0gr, pg,0g) and sg = (ag, bg). Next, define

021 L 6Gyg
Migj = —%, Hg = » X/ XX, Foo = —2
g 69gj 8 & i “ig i gk 6Sgk
M
Ao —1vT -1
By =) (I ® Hy ' XT 5! Yig, and rig = Yig = Xighig

i=1
Then the partial derivatives of the restricted log-likelihood functions are:

M
ol Vg -1 T 1 1
_59gj =5 . (tr( igj2; ig )+ Erlg(G ® 2, Mlgjzzg Vig
i=1
; M
g -1 T y—1 1
+ 5 r(Hg ZX 5 Mgz X))

i=1

M
sl 1 T 1o e (M =T —p) -1
for = El e (G5 ForG' @ 5! rig - ——=—Lor(Fp G5

=

The individual entries of Fisher’s Information matrix for g h cluster is described below:

M
o(0,:,0,;) = £ Ztr(Z‘lM Z_IM )= tr(H; (20, ik — Py iHy ' Pyy))
8\WgjYgk) = 7 : i8] igk 8 gjk — Tgjttg gk

Ig(ggj’sgk) tl’( kG 1)

(M «T - p) _
Ig(sgjsSgk) = #’ (FgJGglF ngl)’

Ztr(Z_lMg])) +tr(Hy 1Pg]))
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Table 5.1: Subject Characteristics

Baseline Women Men
variables Mean (sd) | Mean (sd) p-value
Age 62.60 (8.51) | 63.62 (9.61) | 0.825
MMSE 28.50(0.92) | 29.12 (1.35) | 0.30
% Hypertension | 37.5% 25% 1
Systolic BP 133.75(9.4) | 128.81 (7.8) | 0.27
Diastolic BP 78.65 (7.5) | 76.93 (8.5) | 0.67
ED 15.5@3.11) | 17.87(2.8) | 0.13
% Smoker 0% 12.5% 1

p-values computed for two-sample t-test or test of association, sd=standard deviation

where Qg = XM, X X7 I Mig; 57 My 271X, and Py = B, XT3 Mg 571X After we

input all the necessary terms in the iteration parameters do converge after sixth or seventh step.

5.1.3 WM Data

The subjects in this study were from the Midwestern part of the United States. They were no
younger than 50 during their first visit. All subjects had three longitudinal measurements, simpli-
fying the problem to a balanced case. In total, 16 patients participated. Subjects were screened
for history of psychiatric and neurological disorders or any heart disease, whether hypertension or
not. They were then screened for cognitive impairment using the Mini Mental Status Examination
(MMSE) for symptoms of depression. The sample comprised 16 healthy subjects (50% women)
who were between 50 and 80 years old (mean=62.6, sd=8.51 years). The men and women did not
differ in age, MMSE, hypertension, or systolic and diastolic pressure. We present the demographic
and clinical characteristics in Table 1; the corresponding p-value confirms that there was no gender
bias in the sample. Moreover, the proportion of smoking, regular exercise, and diagnosed hyper-

tension did not differ based on gender.

MRI scans were obtained at three separate time points (T3, T2, and T3), and the DTI sequence
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Figure 5.1: Change of WM across Z-axis from top-left to bottom-right Z-slice 15,30,45,60

was initiated on the first occasion (T1). The mean differences between each time point are: mean
T1-T2=15.56, SD=1.03 months; mean T2-T3=15.06, SD=2.8 months. The subjects were scanned
using a 1.5T Siemens Magnetom Sonata scanner. One image has a voxel size 1.8 X 1.8 X 3 mm?.
In total we have 182 x 218 X 182 slices of 'nifti’ image with 48 number time points (#patients X
time points). We have plenty of extraneous slices in our data which are the outer side of skull and
extra-cranial tissues. In order to process the data we need to remove those empty slices. We used
neurobase::dropEmptyImageDimensions function to reduce the dimension with reduced proportion
as 121 x 157 x 100. The voxel-wise measurement changes across the z-axis and Figure 5.1 has a
representation of how image changes if we move from head to toe.

The voxel-wise measurement changes across the z-axis. Figure 5.3 shows the orthographic view
of the reduced “nifti” image in three different planes for a single time point, as well as the voxels
whose WM measurements are greater than 0.5. This gives us a scope to investigate brighter regions
and voxels with lower WM intensity. We are more interested in the WM analysis and in studying

WM distribution. After masking the first time point’s image, we examine the density plot of the

data. Figure 5.2 shows that WM measurements follow approximately a bell shaped distribution,
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Histogram with Density

Wit Mater nensiy

Figure 5.2: white matter histogram with densityFigure 5.3: white matter measurement greater
plot than 0.5

Histogram with Density

Figure 5.5: 2-dimensional distributions of T1 &

Figure 5.4: voxels’ directional density T2 imaging sequence

with values between 0.2 and 1. This finding helps us to assume a Gaussian distribution for the
response variable. We also want to compare image files for different time points and to calculate the
correlation between consecutive occurrences. Figure 5.5 presents a two-dimensional distribution
of T1 and T2 imaging sequences against each other. We also have another nifti object, which
contains the directional information about FA measurement changes. The directional values range
from -1 to 1, as plotted in Figure 5.4. Voxels with close directional values have similar properties

regarding change in WM/FA values.
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Residuals vs. Fitted Values
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Figure 5.7: Within sum of squares by number of
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Fitted valus

Figure 5.6: Residual vs predicted plot

5.1.4 Results

We start our analysis with voxel-wise model fit. We work with a linear mixed effect model,
where we use eight factors as fixed effects and two time-variant variables as random effects. The
following fixed effects are considered: gender, hypertension indicator, MMSE score, and baseline
age, systolic pressure, diastolic pressure, ED, and smoking indicators. We have few longitudinal
observations for each patient, which limits us to the use of two time-variant random effects, such
as systolic and diastolic pressure, in the model. We consider the intercept as the fixed effect.
Coeflicients are estimated using Fisher’s scoring method, where each voxel has separate estimates
for (B, o2, 0,2, p) and a best predictor (BP) for #;. Our key aim is to calculate residuals for each
voxel to use as attributes for the clustering algorithm. We check the randomness of the residuals
with respect to the voxel-wise predicted response for each patient and each time point. The plot in

Figure 5.6 shows no pattern in residual values.

We start our clustering algorithm by calculating each voxel’s coefficient of variations, mean,

residuals, and directional values, and the polar coordinates of the three-dimensional voxel location.
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Figure 5.8: Segmentation of brain into similar regions

We then use the K-means algorithm to segment the brain into 3,000 clusters with a maximum
cluster size of 258 voxels. We check the within sum of squares over the number of clusters in
Figure 5.7, and 3,000 is the optimal point for minimum WSS (within sum of squares) to have a
significant number of voxels present. The average cluster size is around 105 voxels. Once we
obtain each voxel’s cluster number, i.e. the cluster to which it belongs, we feed the corresponding
number to that voxel as an input. We visually examine how voxels are clustered together in each
hemisphere. Note that, voxels in same region have four major attributes: mean WM, variation in
WM over time, residual values, and location of the voxels. We plot the same brain slices in Figure
5.8 as we used in Figure 5.1 (z-axis: 15, 30, 45, 60) with cluster position numbers. Based on the

visual representation, we can claim that voxels close to similar WM belong to an analogous region.
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Figure 5.10: Estimated parameters plot for all

Figure 5.9: Fisher’s scoring method convergence
clusters

In the next step, we work with spatiotemporal linear mixed effects with the same set of predictors
used in voxel-wise longitudinal models. However, this time we consider all the voxels present in
a cluster. Firstly, we estimate parameters (0',,2, o 0'2, a, b) related to random effects, measurement
error, and the spatial covariance matrix that controls the spatiotemporal covariance matrix. We
use Fisher’s scoring algorithm to estimate these parameters, and all parameters converge within 20
iterations. We inspect the convergence of parameters for cluster 1 in Figure 5.9. Our motivation
behind segmenting the brain is to find regions whose voxels are similar to each other and the clusters
that differ from each other. To study how much variability we observe from one cluster to another,
we plot the estimated parameters for all 3,000 clusters in Figure 5.10. Visually, we can identify that

the correlation estimates differ from one cluster to another.

Finally, we discuss our pivotal interest in estimating S components. As we have mentioned
M T
s ng x; g

A -1
~ N(Xig:Big’Wig) and Bg = ig

ZM XT ig 1Y,-g is the least square estimator, where S¢ is a (vg * p) X 1 vector. This implies that

before, Y,-

for a particular cluster, we will obtain v, set of S(p X 1) estimators, where the first component is
the intercept and and the rest of the components belong to the corresponding fixed effect. Note
that v, is the number of voxels present in g’ h cluster. Similar to the previous approach, we study

the histograms of beta components over different clusters. We examine two separate figures, one
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Figure 5.11: Histogram of Intercepts Figure 5.12: Histogram of Gender coefficients

for the intercept and another for the gender coefficient, in Figures 5.11 and 5.12, respectively. We
choose clusters 1, 45, 250, and 500 to inspect variability. From the plots, it is clear that voxel-wise

estimates are different among clusters, implying voxel variability over regions.

5.1.5 Discussion

The linear mixed effect model is a powerful tool that has been used here to capture spatiotem-
poral structures hidden in voxel-level data. Bernal-Rusiel et al., 2013[12] proposed this method
for analyzing cortical thickness in brain sub-regions. LME provides a flexible approach to capture
the longitudinal changes and spatial dependence. This method always works better than voxel-wise
longitudinal studies and statistical power increases. To the best of our knowledge, this method
has never before been used to analyze longitudinal WM changes in healthy aging subjects. The
implications of the whole setup can be divided into three parts. i) First, we find the longitudinal
changes of WM in each voxel, and we identify how subjects’ age, gender, hypertension, MMSE
score, and systolic and diastolic pressure relate to these repeated measures. ii) In the next stage, we
find the brain regions that behave similarly with respect to the WM measurements, voxel locations,
and voxel-wise model coefficients. This gives us homogeneous regions in the brain to build more

parsimonious models. iii) Finally, we develop an individual model of each of these regions, where
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the covariance matrix is a bi-product of the longitudinal and spatial covariance matrix. We observe
that fixed-effects regression coefficients, estimated variance, and covariance components of random
effects vary from one cluster to another. These give us a scope to study longitudinal changes in

these homogeneous regions rather than in a voxel-wise study.

The main motivation for building this linear mixed effects spatiotemporal model was to work
with Bayesian model-based clustering with some stochastic objective function. In Part A, we used
the K-means algorithm to segment the brain, but we were dissatisfied with the limitations of this
method. One such limitation is that we needed to fix the number of clusters a priori, while this is
most often unknown. Researchers study the within sum of squares to choose an optimal number
of clusters, but it does not have any probabilistic implications. An advantage of the stochastic
objective function is that it incorporates dependence among voxels through spatial and temporal

structures within a cluster. We elaborately formulate the method in Part B.
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5.2 Bayesian Model based clustering in application to Spatiotemporal data

5.2.1 Introduction

Cluster analysis is a modern data mining tool used to group or segment objects into clusters based
on similarity measurements. Many available algorithms have been built based on the particular
criterion that objects within a cluster are more similar to each other than to objects belonging to other
clusters. Some popular clustering methods are K-means, agglomerative clustering, hierarchical
clustering, and model-based clustering. We focus on model-based clustering in this chapter. A
disadvantage of hierarchical clustering and K-means is that they are model-free heuristic methods.
Model-based clustering is an alternative that provides the option to formulate a model while
grouping objects. Model-based clustering was first introduced by Banfield and Raftery, 1993(6],
who assumed that observations come from multivariate normal distribution and that maximum
likelihood yields the estimates. Fraley and Raftery, 2002[37] introduced the finite mixture models as
a formal setting for model-based clustering. Let yy, .., y,; be independently distributed p-dimensional
observations from a K-component mixture distribution:

K

Fsm0) = | D whtvilor) (5.4)
i=1

k=1

Here, 7 is the probability that a particular object belongs to kth

cluster, and ) parametrize the
density f;. In general, f; is multivariate normal density, where f, = MV N(ug, X1). EM algo-
rithm helps us to obtain the estimates of unknown parameters. Melnykov and Maitra, 2010[88]
provided a thorough reference for model-based clustering. One point of subjectivity that is al-
ways attached to cluster analysis is how to decide the number of clusters. Similar to K-means,
model-based clustering needs a specified number of clusters at the start of the algorithm. Fraley
and Raftery, 1998[36] tried to address this question by using model selection criteria. They sug-
gested examining BIC over all possible cluster numbers and choosing the one with the lowest BIC.

In another notable study, Yeung et al., 2001 [131] applied model-based clustering to group gene

expression data. Over time, researchers have included other factors in the model-based approach,
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such as variable selection [101] and penalizing the parameter space 8[95]. All the aforementioned
studies were performed in a conventional statistical framework, without using any prior information
on the cluster structure, the number of clusters, or unknown parameters (7,0). As an exception,
Bayesian model selection has been used to select an optimal number of clusters. Handcock et al.
2007146] described two methods to estimate unknown parameters. They first used a two-stage
maximum likelihood method, and then they proposed a Bayesian estimation method. In Bayesian
part, parameters have a multivariate normal prior, and the mixture probability 7 has Dirichlet prior
with MCMC estimation. Moreover, Fraley and Raftery, 2007[38] published a paper in 2007 in
which they discussed the problems with using the EM algorithm and where it can fail to converge.
Instead of MLE, they preferred to work with a MAP estimator with conventional priors on mean
and covariance parameters, such as MVN on the mean and an Inverse-Wishart distribution on the
covariance matrix. Medvedovic et al., 2004 [86] proposed a contrasting formulation of a Bayesian
mixture-based clustering algorithm for grouping gene expression data with replicates. Interestingly,
the Poisson-Dirichlet process is the most logical and convenient way of assuming priors on the
number of clusters and mixture probability, if one does not want to limit the number of clusters at

the start of the algorithm [70].

The methods and literature described above have various advantages and can be applied to
different complicated problems with which researchers deal. Here, we should reiterate the problem
we are addressing. We aim to build a Bayesian model-based clustering method with the same
WM data used for spatiotemporal modeling in Section 5.1. We have longitudinal voxel-wise WM
measurements for healthy aging subjects, and we want to group voxels into homogeneous regions
considering longitudinal and spatial information. To this end, we review some of the literature
regarding spatiotemporal clustering methods. The field of computer science has worked with this
topic extensively. Kalnis et al., 2005[65] investigated a highly complicated problem of detecting
clusters among moving objects that changed locations over time. For example, they clustered trajec-

tories and mined movement patterns for a group of migrating animals or a convoy of cars moving in
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a city. The complexity of this problem is manifold, but we simplify our situation by assuming that
the spatial locations of voxels are fixed over time. Kisilevich et al., 2009[67] described a detailed
study of spatiotemporal clustering on trajectories and provided in-depth research development on

this topic.

In Section 5.1.2.2, we apply K-means clustering of group voxels into homogeneous regions
without any model assumption. In advancement, we seek to build a clustering algorithm that
satisfies the clustering criteria and simultaneously helps us to estimate the regression coeflicients
and variance components for each cluster. Section 5.1 presents a two-stage procedure of clustering
objects and then a fitting spatiotemporal model for each cluster. To blend these two processes
together and work closely with the Bayesian clustering structure, we explore the method described
by Booth et al., 2008[13]. They derived an objective function to cluster objects and a stochastic
search process to find the posterior distribution for the number of clusters. We also take advantage
of the parsimonious representation of the mean via regression. Similar ideas were explored in
studies published before Booth et al., 2008’s paper came [51] [48]. In Section 5.2.2, we discuss
the general algorithm of our proposed methodology and model building with posterior derivations.

Section 5.2.3 concerns the stochastic search method to optimize the objective function.

5.2.2 Methodology :

5.2.2.1 The Ewens-Pitman Prior on Cluster partitions :

The basic clustering objective is easy to convey. Let us assume we have n voxels in the brain
observed for M subjects over T time points. We want to group these voxels into clusters that are
independent of subject variation, and the algorithm should consider spatial and temporal covariance
structures together. Voxels belonging to the same cluster are similar to each other whereas differs

widely with members belong to other clusters. As stated in Booth et al., 2008[13], we want to
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find an objective function = : &2, — Z*, where &, is all possible partitions of the n objects.
Partitions must be non-empty sets that do not overlap each other. 7 assigns a score to each partition
measuring the overall achievement. Equivalently, we need to optimize the objective function 7 so
that we can obtain the partition with the highest score. That partition will be the best partition given
all circumstances. In addition, we use the same linear mixed effect model as the one described
in Section 5.1.2.3, which considers the spatiotemporal dependence among voxels with other fixed,
random effects. Instead of assuming objects coming from equation (5.4) with fixed K groups, it
is more realistic to assume that there is an unknown partition w with ¢ = c(w) as the number of
clusters. We can denote the clusters as Cy, .., C. and equation (5.4) can be written as-

c(w)
Flon 00 =[] [ ] £0il60) (5.5)

k=1ieCy,
with C; N C; = @ fori # j. The introduction of w leads to uncertainty in the number of clusters
or a probabilistic component attached to each partition. Once we find estimated @, we can fix the

cluster partition with the fullest confidence and find estimated 6 for each cluster.

Equation (5.5) draws a general picture of the clustering proposal. Spatiotemporal data needs a
separate covariance structure; we work with the covariance structure mentioned in Bernal-Rusiel
etal., 2013[12]. We used WM data in this covariance structure in Section 5.1. We believe that this
structure accurately captures the dependence between voxels, as well as temporal changes among
time points to model spatiotemporal data in a non-functional way. The objective function that final-
izes clusters’ partition is the posterior distribution 7(w|y), hence we need prior distribution on w.
The optimization of m(w|y) is highly computationally challenging work, especially in spatiotempo-
ral data. As stated in Booth et al., 2008[13] if there are n data points to cluster, the total number of
all possible partitions is called the Bell number[116] and is denoted by B(n) = #£,,. B(n) increases

rapidly with n. The table below gives an idea of the relationship between 'n’ and B(n). We have

n |[1]2[3[4[5] 6 7 8 9 10 40 100
Bm) | 1|2]5]15[52]203]877 | 4140 | 21147 | 115975 | 1.6 x 103 | 4.8 x 10115

120



around 316,000 voxels to cluster, which is computationally challenging. We also need a stochastic

search algorithm to optimize the objective function. We are still working on building this algorithm.

We now focus on the prior distribution of w. The posterior distribution m(w|y) is calculated
using 7(w) and 7(A|w) with integrating out nuisance parameter 6 from the likelihood. It should be
noted that estimates of @ are cluster specific and should depend on w. We explore the same prior

used by Booth et al., 2008[13] for w € &y,

 rmme@ ) y
m(w) = m ]1:[1 I'(ng), c(w)=1,.,n, we P, (5.6)

where nj; = #(Cy) is the number of objects in cluster Cy, n = Zi(:wl) ny is total number of objects
in study, and m > 0 is a parameter. This distribution was first used by Crowley, 1997[27]. This
prior is also known as "The Ewens-Pitman Prior"[22]. McCullagh and Yang, 2006(83] presented
detailed mathematical derivation of this prior. Moreover when ¢(w) — oo this prior is also called
as Chinese Restaurant Process. Parameter 'm’ controls the number of clusters to be formed, and
it increases proportionally. When m — 0, we can achieve a single cluster with all objects gathered
into it. Similarly, for m — oo, number of clusters reaches 'n’, which is the same as the number of
objects. As mentioned in Booth et al., 2008[13], the expected number of clusters to be formed if

w ~ m(w) is-
n—1 1

Ele@)]=m)’

m+i
0

=

This prior has two other interesting properties:

» Exchangeability: If two partitions (€ ;) have same c(w) and same ny,ny, > Ne() then

they have exact same probability under 7(w).

» Consistency: Prior probability for a partition based on n objects (w € &) doesn’t depend
on if (n + 1)" element enters into study, i.e. for w* € P, and S € P41, Y s Tnil (W) =

mp(w™) is satisfied.
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Next we will define our assumed model and prior for 7(6|w). We will calculate posterior of w as-

r(wly) /9 F(516, 0)(8lw)n(w)d6

5.2.2.2 Spatiotemporal Linear Mixed Effects model:

In this part, we focus on the same linear mixed effect model as the one used in Section 5.1.2.3.
Let us assume that y;; is the i'" voxel’s j" subject’s measurement observed over T time points,

and for fixed w, Yij € Cr = 1,2,..,n; the kth cluster. Then,

Yij = Xjﬁk + Zj”i + €, fori=1,.,nandj=1,..M 5.7
uj ~ Ng(0, A0 1,)

& ~ Nr(0,072Ir)

XX i jth subject’s fixed effect design matrix, ZJ.TXq is jth subject’s time-variant random effect
matrix, S is a p-dimensional coefficient vector for k" cluster, u; is the i’ voxel’s random effect

associated with j'" patient, and ¢;; is the measurement error. Once we aggregate a single voxel’s

measurement for all M subjects, we obtain

Y; = X,Bk + Zu,- + €, I = 1,..,nk

cov(y;) 0']% (/IZZT + IMT) = 0']%2 (5.8)

2’ contains the temporal covariance matrix, and we can assume that Z is block-wise orthogonal,

such that each patient has an independent random effect. Once we consider that all n;, voxels belong

to k" cluster, we get yk(”kM T)x1 )T, we write covariance matrix as a product of

= (le’ ] ynkT

spatial and temporal covariance matrices

Gra12 G2  ...Gpop 2
cov(yg) = O']%Wk = o-]% (Gr®2)= g-]% k

Ging1 2 Grng2Z - Grngn >
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where ® is the Kronecker product, and 2 = (/lZZT +1 MT) from equation (5.8) is the temporal

k' cluster. Gy is the ng X ny spatial

covariance matrix for all patients’ voxels present in the
covariance matrix that accounts for the correlation between voxels present in the k’ h cluster. The
spatial structure mentioned below and on which we worked in previous sections was proposed by

Bernal-Rusiel et al., 2013[12]. It is empirically useful:

—aydir—byd2 —agdyy,, —bgd?. |
1 exp “kd12 bkd12 exp k nr k 1”k
_ by d2 —aydy,,, ~byd>
exp da1=bidy, 1 ... €exp "k 2ng
G =
~aydy, 1-bpd> 1 ~aydy, 2-byd> 2
exp k "KL exp k "k 1

where ay, by > 0 are unknown parameters and d;; is the Euclidean distance between voxels i & j in

kth

the k" cluster. Hence, the joint distribution of the y;, vector of WM measurements in cluster

is as follows:
Yk ~ N(X*Br. ot Wy), (5.9)

where X* = T”k X X is (n; * MT) ® p matrix. For time being, we assume that Wy, is known. W;
has three unknown parameters A, ay, by. (ay,by) can be plugged in from our previous study, and
we estimate A from a data-driven method. Our primary focus is on parameters 6; = (S, 0']%), and

a convenient non-informative prior on (8, log(c)) is,

1
7(Br, o lw) o —
%%

5.2.2.3 Objective function derivation:

Once we decide on the prior distributions, it is easy to derive posterior distributions. We

determine the first posterior distribution for ﬂ(,Bk|0'2,yk,w) conditional on 0']% & w. Next, we
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ascertain the marginal posterior distribution of n(a%lyk, w).

(ﬂklcr,?,yk,w) ~ N(ﬁAk,O',%VIBk), where
-1
R T T,
Br = (X’X< Wk X*) X* Wk Yk

Vi

-1
*T —1 y*
= (X wilx ) (5.10)

Marginal posterior distribution of 0'[% is

- (- XA Wi (- XBy) (5.11)

(0'/%|ykaw) ~ Inv — )(2 ((nk * MT) —p,S%) where
SZ
k™ (ng« MT) - p

To find m(w|y), we need to integrate out S and 0']% so that we can find

o) [ /ﬂ kB0 (B0 lw)dBrdor?
o B
_(ngxMT)-p
ocF((nk *MT)—p) (1

2 2 (yk _X*Bk)T W/Z1 (yk —X*ﬁk)) ’ (5.12)

Finally, we product the above function over all clusters and multiply it with the prior distribution

on cluster partitions 7(w). This provides us our long-desired objective function,

r(wly) o ) jﬁ) o
Fmyme@) << . o - w
Tty || ot -pp) (3 (v = x8e) W (- x|
(5.13)

The posterior function m(w|y) is logically reasonable. The residual quadratic form calculates
within the sum of squares in a cluster and prefers partitions with lower WSS. Furthermore, this
posterior objective function prefers large homogeneous regions for large ny . It also measures lack
of fit from the linear mixed effect model we have assumed. Optimizing the objective function is

challenging work.
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CHAPTER 6

FUTURE WORK

The dissertation is focused on Bayesian variable selection and its application to brain image data.
We extensively worked with Bayesian model based clustering in order to segment brain in similar
regions. Optimization of the objective function would be our future works. As we have discussed
earlier, the total number of possible combinations for 316 thousands voxels would be in billions. It’s
implausible to optimize the function for such a large space. In order to utilize this objective function
we decided to reduce our sample space. We will find a large number of partitions using K-means
described in section 5.1.2.2 with different cluster numbers. Once we finalize these partitions the
above derived objective function will work as criterion to pick the best partition among selected

large number of partitions.

We focused on the Metropolis-Hastings based on biased random walk algorithm described in
Booth et al., 2008[13]. If we assume each partition as a node of an undirected graph and edges
are created based on connection from one node to another. As authors described, from a particular
partition if we move one element of a cluster and place in another cluster and obtain a new partition
then these two partitions have an edge. Although following this logic we won’t be able to obtain
symmetric candidate density for Metropolis-Hastings algorithm. Our future work would be to
propose and alternative graph creation which will provide symmetric candidate proposal. There
is also a potential problem with our reduced sample space approach. As we’ve mentioned, we
will subset our space with large (not infinite) number of partitions. There is a possibility that two
separate partitions won’t have any edges or they have no connection in terms of voxel distribution.
We need more brainstorming in order to handle this situation. All these potential computational

problems will be answered in our future work.
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APPENDIX

A.1 Chapter 3: Tables for Classification performance using combination of

ROIs
Table Al: Combination two ROIs
sensitivity | specificity accuracy AUC
(MI;Ia-:l‘I]S;D) 0.87 £0.02 | 0.85 £0.01 | 0.86 £0.01 | 0.92 +0.02
(MI(;Ia-r: lj_LJCSD) 0.86 £0.01 | 0.88 £0.01 | 0.87 £0.01 | 0.93 +0.02
(MI(;Ia-r: EC;D) 0.86 £0.02 | 0.88 £0.02 | 0.87 +0.001 | 0.94 +0.02
(hI/iIe;an_rTSCD) 0.84 £0.02 | 0.90 £0.01 | 0.88 £0.01 | 0.93 +0.02
(h)[an+iESCD) 0.81 £0.02 | 0.90 £0.01 | 0.87 £0.01 | 0.92 +0.03
(h)[an+J_rFSGD) 0.77 £0.03 | 0.84 £0.01 | 0.81 £0.01 | 0.89 +0.03
(‘13;]23; z/lgg) 0.78 £0.01 | 0.88 £0.01 | 0.84 £0.01 | 0.90 +0.02
(hfe(;r:ng) 0.84 £0.02 | 0.89 £0.001 | 0.87 £0.01 | 0.92 +0.03
(fq(éa;hfrgg) 0.82 £0.04 | 0.89 £0.01 | 0.86 £0.01 | 0.92 +0.02
(iq(za;hfrgCD) 0.81 £0.03 | 0.84 £0.01 | 0.83 £0.01 | 0.91 +0.03

Notes: Sensitivity is proportion of correct AD prediction, Specificity is proportion of correct CN prediction,
AUC is area under ROC curve. The mean and standard deviation are based on 100 repeated results on test
data sets. Probability threshold is 0.5.
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Table A2: Combination three ROIs

sensitivity | specificity | accuracy AUC
H+WB+EC 0.86+0.02 | 0.86+0.02 | 0.86+0.01 | 0.91+0.05
(Mean =+ sd)
H+WB+FG 0.91+0.02 | 0.80+0.02 | 0.84+0.01 | 0.91+0.10
(Mean =+ sd)
H+WB+MTC 0.87+£0.05 | 0.86+0.03 | 0.87+0.02 | 0.93+0.07
(Mean =+ sd)
H+EC+FG 0.85+0.03 | 0.87+0.02 | 0.86+0.001 | 0.93+0.03
(Mean =+ sd)
H+EC+MTC 0.83+0.02 | 0.90+0.01 | 0.87+0.01 | 0.93+0.03
(Mean =+ sd)
H+FG+MTC 0.86+0.02 | 0.87+0.01 | 0.86+0.01 | 0.93+0.02
(Mean =+ sd)
WB+EC+FG 0.84+0.04 | 0.86+0.01 | 0.85+0.02 | 0.91+0.03
(Mean =+ sd)
WB+EC+MTC 0.85+0.02 | 0.89+0.01 | 0.88+0.01 | 0.94+0.02
(Mean =+ sd)
WB+FG+MTC 0.82+0.02 | 0.86+0.03 | 0.84+0.02 | 0.91+0.03
(Mean =+ sd)
EC+FG+MTC 0.86+0.02 | 0.85+0.01 | 0.85+0.01 | 0.92+0.03
(Mean =+ sd)

Notes: Sensitivity is proportion of correct AD prediction, Specificity is proportion of correct CN prediction,
AUC is area under ROC curve. The mean and standard deviation are based on 100 repeated results on test
data sets. Probability threshold is 0.5.
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Table A3: Combination four ROIs

sensitivity | specificity | accuracy AUC
HrWBHECHEG 1 912001 | 0.79£0.04 | 0.8420.02 | 0.92::0.06
(Mean =+ sd)
HrWBHECHMTC 1 7720.04 | 0.89£0.03 | 0.8420.02 | 0.8920.10
(Mean =+ sd)
HAWBAEGHMIC 1 710,08 | 0.90£0.02 | 0.84+0.03 | 0.85+0.14
(Mean =+ sd)
HARCHFGHMIC 1 65:0.02 | 0.84£0.02 | 0.8420.02 | 0.9120.05
(Mean =+ sd)
WBHBECHGMTC 1 850,03 | 0.86£0.02 | 0.86:0.01 | 0.92+0.03
(Mean =+ sd)
*
HAWBHECHEGEMIC™ | 611001 | 0.77£0.01 | 0.79+0.01 | 0.87+0.02
(Mean =+ sd)

Notes: Sensitivity is proportion of correct AD prediction, Specificity is proportion of correct CN prediction,
AUC is area under ROC curve. The mean and standard deviation are based on 100 repeated results on test
data sets. Probability threshold is 0.5.

* Normalized volumes were used for this model run

A.2 Chapter 4: Posterior consistency proofs

Let us define B(ry) = supyzy(rn)Ch(Gr_nl) and B(rn) = SUPy=y(r,)Ch(Gr,) where G, =
diag(TfIq, <> Tr Ig). B(ry) is the largest eigenvalues of G, and D(R) = 1+R.sup|h|SRla’(h)|sup|h|SR|w(h)|.
Let ¢, — (0,1] with ne,% > 1 and assuming the below conditions hold which come from Jiang,

2007[63] paper:
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Conditions:

i) pnlog(1/€2) < ne>
ii) pnlog(pn) < nez

i) pu log(D(5" Blraney) > ney

n
V) 'n > Pn
v) 1y log(B(ry)n) > ne,% and A(ry) > ne,%

4ne,%
Pn

Vi) log(r—n) < -
Pn

Proof of Condition I: If y/(u) = " /(1 + €"), then

w(u) = log[y(u)/(1 - ¢(u))] = u
= w(u)=1

= |w'(u)] < C?

Proof of Condition S: The proof starts with defining set and notations used in condition S. Let

ry, be a large integer > 0 and 7 is small > 0, then

S(rnm) = {(v.By)) 1 ¥ = ¥(rn). By € M(rn,n)}

T nfr% .
M(rn,n): (bl,..,brn) :bjeﬁj_r—,J:1,..,rn
n

Here r;, is the model size and y(r,) = (1,2,..,7,0,...) is an increasing sequence whose first r,

components take value 1.

Let, 1 < ry < min(py,n/log(p,)) and Z}?‘;l 11Bjll2 < oo.

ne? [ (a2yal2) —— (ne2
Tty [,37 Eﬁjiﬁh’:?’(m) > 1—! [mexp (—/ln,/,BJTﬁj) .
]:
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= . . . . . .. . ney
where g is some intermediate value which achieves the minimum density over (8; + ﬁ) iey(rm)-

Then ,

'n
An Z \/ﬂJTﬁj < C1B(rn)
Jj=1
m o [gT3: <1i pn - [FTE "0 i bounded. In addit how th
as Zj:l ,Bjﬂ] < limy— oo Zj:l ,8].,8] + = is bounded. In addition we can show that,
'n (/1?21)(11/2) _
1l 22 > exp(—Corn — C3ry log(B(rn))

where B(ry) = supy—y(,,)CH(Gy,). Therefore,

2
ne _ T
T |By € Bj + —r” ly = 7(rn)] > exp [ —Corn — C3rnlog(B(rn) — C1B(rn) — rn log(—"z)
n ney,

> exp(—cne,%)

To prove the prior condition: Let 7}, such that r,, < 7, < p, & 7y < n/ln(py). For our model we
have placed n,, ~ Beta distribution which is equivalent way of proposing Bernoulli distribution

ony = y(rp) where y(rp) ~ Bernoulli(mg,) [115].

Now,

Inmtp = rplnmg , + (P — r)ln(1 = o)

if ry = ppAy then for ny,, = rp/pp small and 1 < r, < min(py,n/lnpy)

= [nny > —rplnp, > —cne,% for largen

= muly = y(rn)] > exp(-cnez)

Satisfying condition (S).

131



Proof of Condition L: Let us assume D(R) = 1 + R.sup|h|SRla’(h)|sup|h|§R|w(h)| and there

exists some Cy, such that

1
Fnln(—z) < ne,%

€n
- 2
inln(pn) < ne;,

lnD(i, Cy) < ne,%

then,
_ n \pn
Tyl > 7n) = mn(lyl = pn) = (—)
Pn
r
= In(mally| > 7a) = puln(;") < ~encj
n
= mp(|y| > ) < e”n
Next,

0 —An ﬂ?ﬁj
1Bl > tly) o / e VI g,
t
1
<

< —e Mt

n

2
Ift=Cy = CZZ” and nes > 1, then

1 _ 2
—e ™l < TN g5 2, > 1
n

Satisfying condition (L).
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