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Department of Biostatistics

Compositional data arise in many scientific fields, where relative proportions of different parts
of a whole are basic units of data. An example is physical activity (PA) epidemiology, where
one is often interested in composition of various PA intensity categories within 24-hour activity
cycles based on objective measurements such as accelerometry. Although a few compositional
data analysis approaches have been applied to modeling PA data, they have drawbacks that are
often overlooked. In this master’s thesis, we propose a power transformation-based framework
for analyzing PA compositional data, which is more flexible and directly addresses the drawbacks
of existing approaches. We first review current compositional data analysis approaches and their
applications to PA data. Next, we present the proposed model for compositional data in the absence
of zero values and investigate its theoretical properties, estimation, and inference. Moreover, we
extend our power transformation-based model to account for compositional data in the presence of
exact zeros. Two estimation strategies, constrained maximum likelihood estimation and modified
likelihood procedures, are proposed. Extensive simulation studies were conducted to evaluate the
finite sample properties of the proposed approaches. Finally, we applied these methods to study
the compositional effects of sedentary behavior, light intensity PA and moderate to vigorous PA
in relationship to health outcomes from the National Health and Nutrition Examination Survey

(NHANEYS) data.
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Chapter 1
INTRODUCTION

In this chapter, we first present an introductory overview of the field of physical activity (PA)
epidemiology and highlighted the recent advancements in this area over the past decades. Our
discussion primarily focuses on the recent paradigm shift towards 24-hour activity cycles, from
investigating each activity intensity/behavior separately to recognizing their interdependence. We
also introduce the concept of compositional data analysis within the realm of physical activity
epidemiology, encompassing fundamental principles that underpin this statistical approach. More-
over, we provide a brief introduction to the National Health and Nutrition Examination Survey

(NHANES), which serves as the primary motivating study for methods development in this thesis.

1.1 Physical Activity Epidemology

Physical activity epidemiology focuses on investigating the relationship between levels and pat-
terns of PA and their impact on health outcomes in populations ( [ 1,
[ ]). This field explores various aspects of PA, including different intensity of physical activity
behaviors, such as sedentary behavior (SB), light intensity physical activity (LPA), and moderate
to vigorous intensity physical activity (MVPA). Notably, accumulating evidence suggests that reg-
ularly engaging in MVPA per day is associated with improved health outcomes ( [ ],
[ ]). Moreover, research has indicated that the time spent in LPA may also play a

crucial role in preventing obesity ( [ 1), whereas sedentary time has been con-
sistently linked to negative health effects ( [ 1, [ 1,
[2011]).

Although the investigation of PA behaviors is of great scientific interest, measuring PA behav-
ior presents significant challenges due to its complexity ( [ 1,

[ ]). Traditionally, one of the most common approaches is the use of PA questionnaires. These



questionnaires are capable of assessing all types of PA and can be employed in large sample sizes.
However, due to the intricate and subjective nature of the information collected, PA questionnaires

may be subject to substantial error and systematic bias ( [ 1, [ 1.

1.2 Accelerometers

To address limitations inherent in PA questionnaires, motion sensors such as accelerometers have
gained increasing popularity as a means of measuring physical activity in real-world settings (

[ ]). Accelerometers are compact electronic devices that capture acceleration patterns
associated with body movement, providing an objective assessment of locomotion duration and
intensity ( [ ]). Currently, a wide range of accelerometers from various manufactur-
ers is available in the market ( [ 1). The output of these devices is a high-resolution
three-dimensional time series of accelerations expressed in gravitational units in the device’s frame
of reference. These raw data produced by accelerometers are transformed using various algorithms
into PA summary metrics ( [ ]). For example, the Actilife software con-
verts raw accelerometry data collected by Actigraph accelerometers into counts per epoch (e.g.,
I-minute), which provides a summary metric that indicates the aggregated movement intensity in
each epoch ( [2012]).

Accelerometers are now widely adopted by many large-scale epidemiological studies to collect
information on participants’ habitural PA patterns over a pre-specified time period (typically a
few days to 1-2 weeks). A few examples include the National Health and Nutrition Examination
Survey (NHANES) conducted from 2003 to 2006 and 2011-2014 ( [ 1,

[ 1) and the Women’s Health Initiative Objective Physical Activity and Cardiovascular
Health Study (OPACH, [ 1.

1.3 Compositional Data Analysis

In the past, researchers often viewed various PA behaviors as separate entities, disregarding their
interdependent nature ( [ 1, [ ]). However, it is crucial to rec-
ognize that the combined duration of physical activity behaviors such as SB, LPA, and MVPA

contributes to the overall waking hours ( [ ]). Moreover, incorporating sleep as a



distinct category alongside these physical activity behaviors guarantees a comprehensive depiction
of the complete 24-hour activity cycle. Consequently, alterations in one behavior will invariably
influence the remaining behaviors ( [ ]). In addition, researchers become increas-
ingly aware of the limitations associated with considering physical activity behaviors as individual
and independent components ( [ 1, [ ]). This recognition has been par-
ticularly driven by the advancements in accelerometers, which enable more detailed and precise
measurements of various PA behaviors. As a result, there is a shift towards a new paradigm that
considers these behaviors as mutually exclusive and exhaustive parts of a 24-hour day, i.e., the
24-hour Activity Cycle (24-HAC) ( [ D.

To tackle the aforementioned challenges in physical activity epidemiology, the implementation
of compositional data analysis emerges as an inherent statistical approach ( [ 1.
Compositional data is a special type of multivariate data where the values of each observational
vector are non-negative and sum to a constant, usually equal to 1 for convenience purposes. They

have been commonly encountered in various scientific fields including microbiome studies (

[ 1), nutrition ( [ 1), geochemistry (
[ 1, [ 1), politics ( [ 1), and behavioral
biology ( [ ]). In the physical activity context, if we denote the average daily time

(in minutes) spent in each PA category for subject i as (1 1, ..t p), Where t; p is the person’s aver-
age sleep time and #; 4,k =1, ..., D — 1 are the time spent in the PA categories while awake, naturally
Y itia = 1440. The vector t; = (ti1,.ti, D)T belongs to the compositional subspace of R2, the non-
negative D-dimensional real Euclidean space. Without loss of generality, consider x; 4 = #; 4/1440
as the daily average time proportion spent in PA category d, the support of x; = (x,-vl,...,xiyp)T,

termed simplex, is given by:

D—1

sP-1 = {(xi,l,...,xi,D)’|x,~,d >0,Y xiq= 1} . (1.1)
k

The data belonging to the simplex is termed compositional data. Thus due to the smu to 1 con-

straint, the traditional linear regression with NV observations that uses all components from a com-

position as covariates will have a singular design matrix X = (x,...,xy)7.

Various techniques have been developed for analyzing compositional data, both with and with-



out consideration of the simplex structure ( [ ]). Traditional methods designed for
Euclidean data cannot be directly adapted to compositional data due to the constrained nature of
the simplex. In the field of physical activity epidemiology, an isotemporal substitution paradigm
has been developed as a novel analytic model to examine the time-substitution effects of one ac-
tivity for another ( [ ]). Additionally, log-ratio transformations, as proposed by

[ ], offer a means of mapping the data to the Euclidean space. This transformation
eliminates the unit sum constraint and enables the application of standard multivariate techniques.
An example of such an application can be seen in the work by [ ], who was the
first to employ this model in physical activity research. The study investigated the combined effect
of different behaviors on obesity and cardio-metabolic health markers. However, these transforma-
tions, along with some other suggested parametric models, prove inadequate when observations lie
on the boundaries of the simplex ( [ ]). We will provide a review of existing methods

and discuss their pros and cons in Chapter 2.

1.4 The National Health and Nutrition Examination Survey (NHANES)

The National Health and Nutrition Examination Survey ( ) is a pivotal program designed
to evaluate the health and nutritional well-being of adults and children in the United States. What
sets this study apart is its employment of both interviews and physical examinations to collect data.
NHANES employs a sophisticated sampling design to generate a representative sample of the US
civilian non-institutionalized population. This includes an in-person home interview, as well as a
visit to a mobile examination center, where laboratory data are collected. The study protocols have
received approval from the ethics review board of the Centers for Disease Control and Prevention
in Atlanta, Georgia, and all subjects have provided informed consent.
For this thesis, we analyzed data from the 2005-2006 study cycle of NHANES (

[ ]). The sample comprised 4,979 respondents aged 20 years or older,
who were interviewed and examined with response rates of 74.4% and 71.5%, respectively. Ex-
clusions were made for respondents with diagnosed sleep disorders, current pregnancy, lactation,
or insulin use (N = 1,945), insufficient valid accelerometry data, missing self-reported sleep dura-

tion, covariate, or biomarker data. This resulted in a sample of 2,185 adults for the full analysis



(52.9% of eligible subjects) and 923 adults for the fasting subsample (22.3% of eligible subjects),
which were representative of the total population. The physical activity and sedentary behavior of
the study participants were measured objectively using the ActiGraph accelerometer (model 7164;
ActiGraph LLC, Pensacola, FL). Participants were instructed to wear the device on their right hip
for 7 consecutive days during all waking hours, except for bathing or swimming, and an elastic
belt was used to secure the accelerometer to their body. The device was pre-programmed to record
data in 1-minute intervals, ensuring a high level of accuracy in the measurement of activity levels
and sedentary behavior.

Numerous studies have utilized the NHANES 2005-2006 data to investigate health-related be-
haviors. For instance, [ ] investigate the association between reallocating time
to sleep, sedentary behavior, or active behaviors with biomarkers, and they find that MVPA may
be the most potent time-dependent behavior that enhances health, with additional benefits from
LPA and sleep duration when reallocated from sedentary time. [ ] identify a
lower likelihood of depression associated with increasing MVPA and decreasing sedentary time,
especially among overweight or obese adults. Similarly, [ ] find that in-
dividuals with the highest step count exhibited a healthier eating profile and better serum vitamin
levels compared to their less active counterparts. Conversely, those with the lowest step count
had an increased likelihood of having metabolic syndrome and its risk components. These studies
underscore the importance of engaging in regular physical activity and avoiding prolonged seden-
tary behavior for improved health outcomes, as supported by statistical analysis of the NHANES
2005-2006 data.

1.5 OQOutline of Thesis

This thesis is organized into seven chapters. Chapter 2 provides a review of existing methodolo-
gies for compositional data analysis, laying the foundation for the subsequent chapters. In Chapter
3, we introduced power transformation-based regression models for compositional data in the ab-
sence of exact zero values. Chapter 4 extends the model to account for zero compositions, where
estimation procedures, constrained and modified maximum likelihood approaches, were proposed.

Simulation results are presented in Chapter 5, providing empirical evidence to demonstrate finite



sample properties of the proposed approaches. Chapter 6 demonstrates the real-world applica-
tions of the proposed methodology to NHANES data. Chapter 7 includes concluding remarks and

directions for future research.



Chapter 2

REVIEW OF COMPOSITIONAL DATA ANALYSIS
METHODOLOGY

In this section, we begin by introducing isotemporal substitution regression, a popular tech-
nique for modeling compositional PA data. Subsequently, we conduct an overview of log-ratio
based approaches for analyzing compositional data, with a particular emphasis on the isometric
log-ratio transformation. Next, we introduce a power transformation family, which served as a

more flexible extension of the aforementioned methodologies.

2.1 Isotemporal Substitution Model

A modified approach to performing linear regression using compositional data as covariates is
referred as isotemporal substitution model (ISM, [ 1), which only uses D — 1
components from X; to ensure the design matrix has full column rank. If we delete the d-th column

of the full design matrix X, denoted as X(_d), the regression could be written as:
Y= xCDgd) g

where € is the error term. The interpretation of the j-th regression coefficient Bj(*d) is the expected
change in Y while substituting 1 unit of x; by x;. Thus by repeating fit isotemporal regression
with different X(=9) as design matrix, one could estimate the substitution effect between any pairs
(xj,x4) from the composition X = (x1,...,xp) ( [ D.
However, there are several disadvantages of the isotemporal regression approach (

[ ]). The linear model formulation assumes that the substitution effects between compo-
sitional pairs remain consistent across the simplex. For example, when applied to PA analysis, it
automatically indicates that on average spending 30 more minutes in MVPA from subtracting 30

minutes in SB daily will have the same effect on the health outcome for both very active and very



sedentary populations, which is unlikely always true.

2.2 Log-ratio Based Regression

Over the past 40 years, significant advancements have been made in the field of compositional data
analysis, particularly through the development of log-ratio based approaches. These approaches
have proven invaluable in handling compositional data, with the ability to effectively address the
challenges posed by the simplex constraints. The additive log-ratio (ALR) transformation, intro-
duced by [ ] and [ ], allows for the escape of unit sum con-
straint by mapping data onto the Euclidean space, RP~!, where standard multivariate techniques
can be applied. However, one possible drawback is that it treats components asymmetrically,
leading to varying interpretations of the analysis depending on the chosen common divisor. In
response, [ ] proposed the centered log-ratio (CLR) transformation, which treats the
data symmetrically while still allowing it to lie within the Euclidean space, but introduces the zero-
sum constraint. The singularity problem resulting from the CLR-transformation can be resolved
by multiplying CLR with the Helmert sub-matrix H. The Helmertized CLR transformed data can
then be mapped onto a D—1-dimensional real space. This transformation is known as the isometric
log-ratio (ILR) transformation, as termed by [ ] and [ ].
The term “isometric” refers to the fact that the distances between two compositional vectors remain
the same before and after the multiplication by the Helmert sub-matrix. It is worth noting that any
orthonormal matrix can be used as a substitute for the Helmert sub-matrix, as demonstrated by
[2005].

ILR-transformation has been implemented for regression analysis with compositional PA data.

This transformation is based on orthogonalizing the basis of the Euclidean space composed of

CLR-transformed compositional data ¢; = CLR(x;) = (c¢; 1, ...,c,-,D)T, with d-th element:

ciqg = log xi’cf/D ford=1,...,D.

[l Xid

The ILR transformation is defined as z; = ILR(x;) = ¢; - P/, where W is a D x D orthonormal

matrix with its first row deleted, for example, the Helmert matrix ( [ 1). With the



ILR transformed compositional data Zy, (p_1) = (z1,...,zy)" as the design matrix, which has full

column rank, the linear regression:
Y = BILR 4 ZBILR 4 ¢

is denoted as ILR-transformed regression for regressing Y on compositional data X, where &€ is the

B/LR is however not trivial. For PA

error term. The direct interpretation of regression coefficients
analysis, it is easier to graphically illustrate the substitution effect between PA category pairs using
the difference in predicted outcome Y as shown in [ ].

One major disadvantage of the ILR-transformation based approach is rooted in its dependence
on log-ratio quantities. When one or more observed components are zero in the compositional
data, both CLR and ILR-transformation could not be performed. The zero observation in PA
measurements is not rare, especially in the highest activity category from the less active population.
There could be potential bias from either discarding these subjects with zero PA components or
assigning a small number in place of the zeros. Discarding subjects with zeros not only sacrifices
statistical efficiency but also disregards the contribution of the specific activity pattern group to
the model, while replacing zeros with a small value may produce significant bias in the regression
coefficient estimation since the log-ratio transformation has near-infinity leverage when the zero-

component is in the denominator during transformation. Thus either approach distorts the ILR

transformation regression model fitting heavily.

2.3 Power Transformation-based Regression

[ ] introduces the a-transformation, which incorporates a power parameter «. In
the context of this thesis, we have chosen to refer to this transformation as the power transformation
to prevent any potential confusion. This power transformation has found successful applications in
discriminant settings, as evidenced by the studies conducted by [ ] and

[2016].

As an extension of the ILR-transformation for compositional data, the power transformation is

in a spirit similar to the Box-Cox transformation for closer to the Gaussian distribution of trans-



formed data. Instead of performing the CLR-transformation, let

T
x% x%
ul® = (B R 2.1)
LaXig — LaXig
where « is a real-valued parameter within [0, 1]. The power transformation can be defined as:
(a)
Du; 1
é®:< S __>wﬂ (2.2)
o o

where 1 is a D-dimensional vector with all elements equal to 1, and ¥ could be the same Helmert
(a)

matrix with its first row deleted as used in ILR-transformation. One interesting property of z;

(a)

i

is that as o¢ — O the power transformed data z
(a)

i

converges to ILR-transformed data z;, while as
o = 1 the z; " is just an orthogonalized version of original compositional data x; with parallel

(@) (@ zﬁla))T as the

translation. Consider power transformed compositional data ZNX( p-1) = (2

design matrix, the regression:

Y =By +ZYB +¢,

is denoted as power transformation-based regression (PTR), where € is the error term. Naturally,
the ILR-transformed regression and isotemporal regression are just specific cases of the PTR when
o is O or 1. For « being an interior point within [0,1], PTR is related to but different from these two
specific cases and is a blend of both regression models while avoiding the drawbacks of each. One
significant advantage of PTR over the ILR-transformed regression is that zero-count components
no longer need to be treated as long as o # 0. Note, o needs to be estimated but it does not
require as much computational resource as the fully non-parametric regression models. The model
coefficient interpretation, similar to the ILR-transformed regression model, is non-trivial but could
be illustrated using predicted model outcomes versus substitution quantities between PA category
pairs.

As previously mentioned, the behavior of PTR varies depending on whether the compositional
data contains zeros or not. In the case where compositional data does not contain any zeros, the
parameter ¢ can assume any value within the range of [0, 1]. This allows for the utilization of
standard estimation procedures during implementation. Conversely, when the data includes zero

compositions, o cannot be set to 0. In such instances, the power transformation converges to the

10



ILR-transformation as o approaches 0, necessitating the adoption of distinct estimation proce-
dures. Consequently, in the following chapters, we will address these two scenarios separately.
First, we will discuss the estimation procedures for modeling non-zero compositional data, and
then we will delve into the more intricate situation of modeling compositional data containing

Z€ros.

11



Chapter 3

POWER TRANSFORMATION-BASED REGRESSION FOR
COMPOSITIONAL DATA WITHOUT ZERO VALUES

In this section, we begin by exploring the properties of the power transformation. Next, we
focus on utilizing the PTR to model compositional physical activity data without zero values and
consider estimation procedures based on Maximum Likelihood Estimation and Generalized Cross-
Validation. Lastly, we propose a bootstrap-based confidence interval to predict outcomes while

accounting for uncertainty due to the estimation of the tuning parameter o.

3.1 Orthogonality for the power transformation

The orthogonality of the ILR-transformation and the construction of ILR-associated orthonormal
bases were investigated by [ ]. However, the existing literature has not ex-
plored the orthogonality of the power transformation. Given the relationship between the power
transformation and the ILR-transformation, as well as the previous work conducted by

[ ], we aim to examine the orthogonality of the power transformation in this section. To
achieve this, we begin by introducing an inner product based on the power transformation using

the definitions provided in (2.1) and (2.2).

Definition 1. For any two compositions X and y in SP, the inner product based on power transfor-

Dx¥* Dy?
i i 1], G.1)
o i—1< ?:lx? >< ?:lyf‘ )

which induces a norm in SP in the standard way

mation is

2
||X||a - <X7X>oc'

12



It is important to note that as ¢ approaches 0, the power transformation converges to ILR
transformation. This is demonstrated by the fact that the inner product defined in (3.1) converges

to the inner product defined based on ILR-transformation:

D

Xi Vi
(X,¥);p =3 In——In ,
= L )

where g(x) = [x1x;...xp]"/P

is the geometric mean of the components of x. This highlights the
connection between the two transformations and suggests that the power transformation can be
seen as a generalization of the ILR transformation, allowing for more flexibility in compositional
data analysis.

In order to obtain an orthonormal basis for the power transformation, we selected a set of D — 1
linearly independent vectors. Let vy, vo,..., vp_| defined as v; = [0,...,0,1,—1,0,...,0], with the
first non-null element being placed in the i-th column. Therefore, the Gram—Schmidt procedure,

with respect to the ordinary Euclidean inner product, can be applied to vi,vs,...,vp_1 and we can

obtain the following result.

Proposition 1. Leru; € RP, i=1,...,D — 1 be the vectors:

i |1
=\ |=---»—10,...,0 32
uj l—|—1|:l7 ) » 7:|7 ( )

where first i elements share the same value, 1/ H—Ll% and the (i+ 1)-th element is — lﬁ and re-

maining elements are zero. The vector u;’s are orthonormal with respect to the ordinary Euclidean

inner product defined in RP and constitute a basis of (D-1)-dimensional linear subspace.
With the previous results, we can obtain an orthonormal basis for the power transformation.

Theorem 1. Lete;, i = 1,...,D — 1, be the following compositions in SP~!:

" 1/a " 1/a .
l
€= [O‘ i(i+1)+1] [O‘ i(i+1)+1] ’[_a 1!

where the first i elements are the same. The vector e; are orthonormal with respect to the inner

product defined in (3.1) and they are a basis of SP~!.

1/a
.0,....0], 3.3)
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Proof. The inner product between e; and e; can be computed using (3.1)

1 &/ De De¢; 1 2
(eie)), = azZ( ‘ _1)<D—]ka )Z—zZ il j = ujuy =0

1€, 1€
for i # j due to the orthogonality of u;, u; in RP and the fact that ): = D. Normalization to
the unity of e; follows from the same expression by taking i = j. [

A transformation between S~ and RP~! can be obtained in a standard way by using the power
transformation associated orthonormal basis, eg,e,,...,ep_;. We seek the power transformation
such that a(e;) =¢; fori=1,2,...,D—1, where ¢ is the i-th vector of the canonical basis in RP-1,

This desired transformation is defined as follows:

Definition 2. For any composition x € SP~1, the power transformation associated with the or-
thonormal basis in S’ e;, i=1,2,...,D— 1, is the transformation from SP to RP~! given by
Z(a) = OC(X) = [<X,el >Oc ) <X7e2>(x PERET <X7eD—1>a]' (34)

3.2 Estimation Procedures

(a)

Consider the power transformed compositional data ZNX(D = (zla vz )T as the design

matrix, defined in (2.2), and Y as the outcome, the regression:
Y =B+ Z % +e, (3.5)

is denoted as PTR, where € is the error term and o is a tuning parameter that controls the type
of transformation and f is the vector of regression coefficients. Once « is estimated, estimates
of B can be obtained straightforwardly by least squares. Thus, we focus on the estimation of a.
Currently, several well-established methods exist for estimating & in the power transformation-
based model. It is crucial to note, however, that the choice of criterion and approach for estimating
a can vary depending on the specific application of the power transformation. For instance, if the
goal is to obtain a spatial structure in the resulting vector z(®) that closely approximates a Gaussian-
distributed random vector, one could choose o that minimizes the Kullback-Leibler divergence

between z(®) and the desired distribution ( [ ]). However, when applying a regression
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model to PA data, which is the scenario that we focus on here, one might choose « based on
considerations related to predictive performances.

In this section, we propose two estimators for o: one is derived from the likelihood and the
other is based on cross-validation (CV). By assuming the regression residuals € follow a normal

distribution with mean 0 and variance 62, the full data likelihood can be expressed as:

. ()T\T
(L )ﬁ]), 46

where N is the sample size, ® represents the density function of a standardized Gaussian distribu-

L(a,B,0?) Zlog(

tion. £(a, B,62) denotes the logarithm of the profile likelihood, where B = B() and 62 = 62(«),
indicating ¢( o, B, 62) is actually a function of c. Once the likelihood is formulated, we can obtain

the MLE of o

& = argmax L (o, B,6°). 3.7
ac<l0,1]

Then the estimator of  and & can be obtained through the ordinary least squares techniques based
on (3.6) and (3.7):
o) = (Z<5‘>Tz<ﬁ‘>> 727y, (3.8)

i(yl—z “p(e))” (3.9)

We also explored an alternative cross-validation (CV) based estimation approach, which aimed
to minimize the Mean squared prediction error (MSPEs) between the regression fit and the ob-
served values of Y, over a pre-specified range of potential ¢ values. The K-fold CV is usually
employed for its balance between estimation accuracy and computational efficiency, by evenly
separating the full data into K parts with an equal sample size. In each iteration, one part of the
data (Y*,X¥),k =1,...,K is used as the testing data, while the other K — 1 parts (Y(=%) X(=%))
are used as the training data, fitted with o taken from a set of values. A special case of K-fold CV
when K = N is referred to as leave-one-out CV, which is more robust but computationally intensive
than a reasonably small K. Empirically 5 to 10 folds often yield negligible performance penalty

compared to the leave-one-out CV ( [ D.
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One could further accelerate the computation of MPSE via generalized cross-validation (GCV).

The MSPE for a given o of GCV is defined as:
. i) \?
MPSE(o) = — —_ 1
> N§<1_tr H%/D) / 310

where H* = (1,Z(®)((1,Z(®)T(1,Z(®)))~1(1,Z()T i the hat matrix, §;(ct) = (1,2*") B(ax)
is the fitted outcomes. Given that the performance of CV-type estimators, including K-fold CV,
leave-one-out CV, and GCV, are relatively similar, we only focus on the performance of GCV-

based estimators in the subsequent studies:

OGey = argmin MPSE(a). (3.11)
acl0,1]

3.3 Asymptotic Properties

In this section, we study the asymptotic properties of the regression coefficients 3 and transforma-
tion parameter &. We first focused on the MLE. To derive the asymptotic distributions, we used

the notation 8 = (8, &, ), and express the log-likelihood for a single sample is

y— (L2 7T)"B
S :

where z(% is the power transformed x with a specific &. Thus, the log-likelihood of the complete

o (@)T\T
£(Y,X;6) Zﬁy,,xl, )zZlog(CID Yi (1,3 ) ﬁ]) (3.12)

where Y = (y1,y2,...,yn) is the outcomes, X = (x,Xp,. .. ,XN)T is the covariates. Then we can

{(y,x;0) =log (CID

data can be expressed as follows

calculate the Fisher information matrix as

Iy(6) = —E [ﬁﬁ(y,x;e)} :

and define 7(0) = limy_, Iny(60)/N.
We would like to discuss the asymptotic properties of the transformation parameter & under two

situations: (1) the true value of o, ¢, is an interior point within [0,1]; (2) o is on the boundary
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of its parameter space (e.g., & = 0,1). When 0oy is an interior point of its parameter space, the
asymptotics of the MLE and log-ratio test (LRT) follow standard large sample theory, as stated

below.

Proposition 2. When the true value of ®, &, is an interior point of the interval [0,1], the asymp-

totic distribution of 0. can be expressed as
N d _
VN (& — o) 5 N(0,[I(69) ]22) (3.13)

where 6y = (O@,Bo,cg) with By = ﬁo(ao),cr& = G&(O{O) as given in (3.8) and (3.9). [1(90)*1],7 is

the entry at i-th row and j-th column of the matrix I1(6)~".

Proposition 3. If o is an interior point of the interval [0,1], the LRT statistic for testing the null

hypothesis Hy : & = o versus alternative hypothesis Hy : & # o is given by
AL = —2[(60) — £(0)], (3.14)

where 6 = (6, B, 62) is the MLE of 0 = (o, B, 62). Under the null hypothesis, the test statistic A

converges to a Chi-squared distribution with 1 degree of freedom
AL = i (3.15)

When ¢ is on the boundary of its parameter space, at 0 or 1, however, standard regularity
conditions are violated and as a result, the asymptotics for the MLE and LRT do not apply anymore.

Instead, we apply asymptotic theories for MLE under boundary conditions ( [ D.

Proposition 4. When o is on the boundary of its parameter space [0,1], the asymptotic distribu-

tion of & has the following form:

s ifag =0, VN(&— o) i>N+(O, [1(60)'122), where N* (0, [1;1]22) represents N (0, [1(60)~]22)

being left truncated at 0.

s ifag=1,VN(&—ap) 4N (0,[I(60)"']22), where N=(0, [T, ']22) represents N(0,[I(6y)~!]22)

being right truncated at 0.
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Proposition 5. If o = 1, which is on the boundary of its parameter space, the LRT statistic for

testing the null hypothesis Hy : @ = Q versus alternative hypothesis Hy : & #  is given by

1 1
R Ry ] (3.16)

where % X12 + % X(% is the 50:50 mixture of Chi-squared distributions with 1 and 0 degrees of freedom,

respectively.

We can draw inferences regarding the MLE & based on the results above. On the other hand,
given the intricate and not yet fully comprehended nature of GCV-based estimators, it remains
challenging to make direct inferences on such estimators. Nonetheless, recent literature has seen
advancements in this area. For instance, [ ] explored inference for cross-validation,
proposing an estimator for the mean squared error (MSE) of the cross-validation point estimate,
as well as a nested CV scheme that exhibits consistently superior coverage in contrast to naive
CV confidence intervals. [ ] developed central limit theorems for cross-validation
and consistent estimators of its asymptotic variance under weak stability conditions on the learn-
ing algorithm. These provide asymptotically-exact confidence intervals for K-fold test error and
hypothesis tests to determine whether one learning algorithm has a smaller K-fold test error than
another. However, it is important to highlight that these innovative methodologies might not be di-
rectly applicable to our specific scenario. The reason behind this lies in the fact that these method-
ologies predominantly focus on the K-fold CV technique rather than the GCV technique, which
is an accelerated version of the K-fold CV. Consequently, further research in this domain remains

necessary.

3.4 Bootstrap-based Confidence Interval for Predicted Outcomes

In the context of regression frameworks utilizing power transformation, the distribution of the
design matrix Z(%) can often be difficult to determine due to its dependency on the value of «.
As a result, the distribution of the regression residues may not be Gaussian. In order to overcome
this challenge, we turn to the use of a bootstrap-based method to construct prediction confidence

intervals, which do not require distributional assumptions for the residuals. The key advantage of
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the bootstrap approach is that it is asymptotically invariant to the observation distribution, making
it a powerful tool for constructing valid confidence intervals under various settings.

The confidence interval for the predicted outcome y,,,, from the input covariate X, is com-
puted following [ ], which is based on the bootstrap procedure for constructing prediction

interval from the linear regression model. We briefly describe the algorithm below:

1. Fit the PTR model by either GCV or maximum likelihood approach and get normalized
residuals (ry,...,ry) from fitted data y; with r; = (y; — ;) /+/1 — h;, where h; = Hl‘l" is the i-th

diagonal element of the hat matrix H%.

2. Get bootstrap samples (77, ...,ry) by sampling with replacements from (ry, ..., 7y).

3. Construct bootstrap samples of predicted outcome (yj,...yy) via y; =yi+ r;f, j=1,...,N.
4. Fit the regression model with (yj ,Xj), j=1,...,N, and denote the resulting model coefficient
as &* and f*.

5. Obtain normalized residuals (7}, ...,7y) from the new regression model obtained in step 4,

similar to step 1.

6. With a new regression input x,,,, obtain Y., and y;,, from the original (step 1) and new

regression model (step 4) respectively and generate prediction bootstrap sample by
rZoot = (ynew _yZew) + ?lt
where k is randomly chosen from (1,...,N).

7. Repeat the above step 1-6 for Nj,,, times to obtain bootstrap samples (7}, 15 "5 oo N, t)

of the prediction error.

Let r7, P and r{_, ” be the lower and upper empirical a;/2 quantiles of (7}, 113 7}p0r anm),

and the 1 — o« level prediction confidence interval for y,,,, is constructed as:
(ynew + r;;/z,)/’\new + 7"){_05/2>-
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By following the above algorithm, we can construct prediction confidence intervals that are
robust to the distributional assumptions, making them applicable in a wide range of regression
settings. Further assessments regarding the coverage probability of the bootstrap-based confidence
intervals will be provided in the simulation sections.

The interpretation of model coefficients in PTR presents a non-trivial challenge due to the re-
gression coefficients being associated with the transformed covariates rather than the PA behaviors
themselves. Nonetheless, this complexity can be effectively elucidated by examining the predicted
outcomes of the model compared to the substitution quantities observed between pairs of PA cate-
gories. To illustrate this concept, let us consider the substitution effects between the SB and LPA

categories.

1. Fit the PTR model by either GCV or maximum likelihood approach.

2. Select a new observation, denoted as PAg = (SBg, LPAg, MVPA).

3. Utilize the fitted PTR model to calculate the predicted outcome with PA, denoted as Py.

4. Keep the MVPA constant while manipulating the time allocation between SB and LPA. This
adjustment can be achieved by setting a time change 6 such that SB; = SBy — 8 and LPA|
= LPA( + 8. Consequently, we obtain a new observation, referred to as PA; = (SBy, LPA,
MVPAy).

5. With the modified observation PA, employ the same fitted PTR model to predict the out-

come, denoted the predicted outcome as P.

Then the change in the predicted outcome, denoted as AP=P;-Pj, can be considered as the
predicted substitution effect between SB and LPA. This signifies how the predicted outcome would
be affected by allocating the time spent in SB to LPA, specifically by decreasing & minutes in SB
and increasing 0 minutes in LPA. When it comes to interpreting the ILR-transformation regression,
we can employ a similar approach to examine the substitution effect among various pairs of PA

categories.
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Chapter 4

POWER TRANSFORMATION-BASED REGRESSION FOR
COMPOSITIONAL DATA CONTAINING ZERO VALUES

Despite the applicability of PTR to compositional data that includes zero values, it is imperative
to avoid setting the transformation parameter to zero or very small values. This is due to the
inherent properties associated with the power transformation, as outlined in Section 2.3. This
section aims to comprehensively address these concerns. We propose two estimation methods for

PTR: constrained maximum likelihood estimation and modified likelihood procedures.

4.1 Issues Arising from Zero Values in Compositional Data Analysis

Compositional data analysis poses significant challenges due to the presence of zero values. The
simplex defined in equation (1.1) allows for zero values in the data, but some modeling techniques
are limited to compositional data without zero values. The presence of zero values is a major
obstacle for methods that rely on the log-ratio quantity and requires special treatment. The origins
of zero values in compositional data can be categorized into two distinct types: rounded zeros or
values that fall below the limit of detection, and structural or essential zeros, which necessitate
separate handling techniques.

[ ] initially propose a zero-value replacement method prior to the application
of log-ratio transformations. This approach assumes that zero values are likely due to imprecise
measurement and represent rounded zeros. For instance in geology, some values may fall below
the detection limit of the instrument used. In such cases, these values are usually considered miss-
ing, and missing value imputation techniques are applied. However, the unique properties of the
simplex sample space require a different approach than that used in typical missing value impu-
tation methods. [ ] compare various non-parametric imputation methods

and propose a generalization of Aitchison’s multiplicative approach ( [ ]). An al-
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ternative approach is to substitute zero values with a very small quantity, as proposed by
[ ]. By contrast, [ ] and
[ ] propose parametric methods that utilize the EM algorithm after the loga-
rithmic transformation of the data to replace rounded zeros. [ ] introduce the k-NN
procedure using a logarithm-based distance metric and further propose an iterative model-based

imputation technique that improves upon this procedure.

On the other hand, zero values in compositional data can be true and represent structural or
essential zeros. For instance, when examining the time spent on the highest-intensity activity
behavior from a less active population, the presence of zero values may reflect the absence of such
activity rather than measurement error. [ ] propose a conditional multivariate normal
distribution for dealing with such structural zeros, which requires zeros to be in the same pattern.
Since then, many other approaches have been proposed for handling essential zero values, either
by treating them naturally or by using appropriate distributions inspired by Aitchison’s work. One
such approach is the square root transformation, which allows for the modeling of compositional
data without modifying zero values ( [ 1, [ 1,

[ ]). By contrast, [ ] suggest a multivariate normal, while
[ ] adopt a zero-inflated distribution to deal with this problem. Another approach
is the mixture model based on the multivariate skew-normal distribution developed by

[ ], which allows for greater flexibility compared to the multivariate normal.

Here we presented a toy example to illustrate the impact of different values of o on transformed
values when dealing with compositional data that contained zero values. We set the sample size
N =500 with D = 3 and simulated data x; = (x;1,x,x;3) from the independent multivariate normal
distribution MV Np(u,X), where u = (10,5,1) and £ = diag(2,0.5,0.3), fori = 1,2,...,N. Addi-
tionally, binary indicators /; were generated from a Bernoulli distribution with probability p = 0.9.
Compositional data containing zero values were obtained through x; = (x;1,x;2,x;3 - h;). Figure 4.1
illustrated the transformed data considering various values of ¢, ranging from 0.005 to 1, where a
small value of @ = 0.005 was chosen, while & = 1 indicated that no transformation was applied.
From the figure, it can be observed that when the data contained zero compositions, applying a

power transformation with a small « (e.g., 0.005, 0.05) resulted in transformed data that deviated
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significantly and exerted high leverage compared to the transformed data derived from non-zero
compositional data. Consequently, this led to challenges in modeling fitting. However, when o
was relatively large (e.g., 0.3, 0.7), these issues were alleviated, emphasizing the importance of
avoiding small estimates of ¢. Furthermore, similar problems arise when we substituted the zero
compositions with small values such as 0.001/1440. As shown in Figure 4.2, we can still observe
similar patterns where the small compositions were defined as compositions that were smaller than

0.001/1440.

4.2 A Constrained Maximum Likelihood Approach

When it comes to modeling zero-contained compositional data, the model and estimation proce-
dures discussed in Section 3 remain mostly valid. However, it is essential to note that the transfor-
mation parameter & must be restricted to the range of (0,1] in this context, and it cannot be set to
zero. This is because when o¢ — 0, the power transformation converges to the ILR-transformation,
which is not well defined in the presence of zero values. Moreover, problems with model fitting
and unexpected prediction performance may arise in the presence of zeros in compositional data
when the value of & is close to zero. This is attributable to the behavior of the transformed values,
2% defined in equation (2.2), which tend to approach infinity as o approaches zero. These issues
may result in the estimates of coefficients being extremely small for these very large z(®) even if
only a small subset of observations contain zero values. As a result, such problems may give rise
to unrealistic model-fitting performances.

To avoid these issues resulting from small estimates of «, a straightforward approach is to
introduce a constraint on @, such as enforcing it to fall within the interval [c, 1], where ¢ is a
constant satisfying the conditions 0 < ¢ < 1. This constraint serves the purpose of preventing the
estimate of & from reaching zero during the implementation of the maximum likelihood technique.
This leads to the formulation of the constrained maximum likelihood (ML) estimator of &, denoted

as (., which is defined as follows:

& = argmax £(a, B,6°), 4.1)
a€le,1]

23



250+ © 00 conmmmamme @00 ¢ 251 © 00 conmmumue @oe & 4] © 00 commmmmue @0 0
200 A 201
3 -
150 4 154
o o o
N N N
100 4 J
10 2
| °
50 54 °
[J o
0de  oenmemmsssmm»e o 0 ° om e 1
04 00 04 08 12 04 00 04 08 12 0.0 05 10
Z1 Z1 Z1
D E
1.754 © 00 IR0
1.24
1.50 4 114
R 1.0 N
o~ o~ . compositions with at
N 1.254 N least one zero
e 094 ®  compositions without zero
1.00 4
0.8
0.75 L T T T T 0.7- T T T T
-0.5 0.0 0.5 1.0 -0.5 0.0 0.5 1.0
Z Zy

Figure 4.1: Different values of & and corresponding transformed data, which contain zero compo-
sitions: each figure shows the first column of the transformed data, Zia), versus the second column

of the transformed data, Zéa). A-E correspond to o = 0.005,0.05,0.3,0.7, 1.

where /(a, B, 62) represents the log-likelihood of the complete data as defined in Equation (3.6),
and c represents the constraint.
Due to the introduction of the constraint ¢, the asymptotic properties of the constrained ML-

based estimator, @,, are different from what has been outlined in Section 3.2.

Proposition 6. When oy is an interior point or on the boundary of its parameter space [0,1] and

c is the constraint, the asymptotic distribution of O, has the following form:
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Figure 4.2: Different values of o and corresponding transformed data, whose zero compositions are
replaced with small values: each figure shows the first column of the transformed data, Zia), Versus
the second column of the transformed data, Zga). Small compositions are defined as compositions

that are smaller than 0.001/1440. A-E correspond to o = 0.005,0.05,0.3,0.7, 1.

e ifag<c, VN(&.—ap) i>NC(O7 [1(60)'122), where N€(0,[I,, 1]22) represents N(0, [I(6p) ']22)

being left truncated at the ¢ — 0.

e ifc<ag <1, VN(G—ao) L N0, [I(6)) ]na).

o ifog=1,VN(&.— ) 4 N (0,[I(60)']22), where N=(0, (I, ']22) represents N(0, [I(69)~']22)
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being right truncated at 0.

In summary, the constrained ML-based estimator &, strikes a balance between regulating trans-
formed covariates z(®) and maintaining prediction performance. When the true value of o exceeds
the constraint ¢, the estimation performance of &, matches that of the ML-based &, allowing it
to inherit the desirable properties of &. However, when the true value of « falls below the con-
straint ¢, implementing the constrained maximum likelihood approach effectively mitigates the
challenges posed by largely transformed covariates at the expense of a slight decrease in prediction
performance. This trade-off will be demonstrated in the simulation studies.

Hence, based on the preceding discussion, the selection of c is crucial for the successful imple-
mentation of such methods and requires careful consideration. A very small ¢ fails to significantly
alleviate the problems arising from large covariates z(®), particularly when the true value of o ap-
proaches zero. Conversely, a very large c leads to the excessive sacrifice of prediction performance,
impeding the flexibility of the proposed PTR method, especially when the true value of o is close
to zero. To determine an appropriate value for ¢, we conducted a series of simulations using dif-
ferent values of ¢ ranging from very small to 1 and evaluated their prediction and corresponding
transformed covariates z(%) . Further details on the simulation results will be discussed in Section

54.

4.3 A Modified Likelihood Approach

We also consider an alternative approach by introducing a modified likelihood function, inspired
by the work of [ ]. Specifically, we incorporate a penalty term on log(cr) with the
intention of discouraging o from being in proximity to zero. Specifically, we define the modified

likelihood ¢,,(60) as follows:
Lnm(0t, B,0%) = L(a, B, 0%) +Wlog(), 42)

where £ (o, B,0?) is the log-likelihood function of the complete data as specified in (3.6), and W

denotes the coefficient for the log(a) penalty. Subsequently, we can obtain the estimator &, by

26



maximizing the modified likelihood £, (¢, B, 62):

&, = argmax L, (a, B, 62). 4.3)
0e(0,1]

It is worth noting that the asymptotic properties discussed in Section 3.2 still hold for the
ML-estimator of the modified likelihood, &,,, even when a penalty term is incorporated. This is
because, in the limit as the sample size N approaches infinity, the likelihood function #( o) becomes
dominant over the modified likelihood. Consequently, the modified-likelihood-based estimator

demonstrates identical asymptotic properties to the likelihood-based estimators.

Proposition 7. If o is an interior point of the interval [0,1], the asymptotic distribution of @, can

be expressed as

VN (G4 — 09) S N(0, [1(60) ' ]2). (4.4)

Proposition 8. When o = 1, which is on the boundary of its parameter space, the asymptotic

distribution of @, has the following form:
A d_ _
VN (6 — 09) = N~ (0,[I(60) ']n2), (4.5)
where N~ (0, [I(680)~']22) represents N(0,[I(60)~']22) being right truncated at 0.

The modified ML-based estimator, &, also achieves a balance between the regularization of
transformed covariates z(%) and the prediction performance. However, it adopts a different ap-
proach compared to the constrained-based estimator. By introducing a penalty term W on «, the
estimate of « is discouraged from approaching zero. Consequently, this results in larger estimates
of o compared to the original ML-based estimator, &. As a result, the issues arising from very
small estimates of o can be alleviated. On the on hand, a small value of W fails to significantly
mitigate the issues arising from large covariates z(®) | as it exerts a negligible penalty on ¢ and
consequently still produces small estimates of ¢, particularly when the true value of & approaches
zero. On the other hand, an excessively large W imposes an excessive penalty on «, yielding a
substantially larger estimate of ¢. This, in turn, leads to an overemphasis on the penalty term

at the expense of prediction performance, particularly when the true value of « is close to zero.
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The inherent trade-off between regularization and prediction performance will be demonstrated in
simulation studies.

Therefore, the selection of W holds paramount importance for the successful implementation of
such methods and necessitates meticulous consideration. To ascertain suitable values for W, exten-
sive simulation studies were conducted, encompassing a wide range of different W. These studies
allowed for a thorough evaluation of their prediction performances, as well as the correspond-
ing transformed covariates, z(%). Consequently, recommendations were formulated regarding the
choice of W across various sample sizes based on the simulation settings. Comprehensive details
regarding the simulation results and the underlying rationale behind these recommendations will
be extensively discussed in the subsequent simulation sections.

Remark: Here, we present an alternative interpretation that establishes a connection between
the proposed constrained maximum likelihood approach and the modified likelihood approach. It
is evident that the modified likelihood approach incorporates a penalty-based method, which is also
utilized in the constrained maximum likelihood approach. In the case of the constrained approach,
once the constraint c¢ is determined, the estimated value &. cannot be smaller than ¢, while any
estimate equal to or greater than ¢ remains unaffected. This implies that the constrained method
imposes an infinite penalty on &, when it is smaller than ¢, while it imposes no penalty when &, is

equal to or greater than c.
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Chapter 5
SIMUALTION STUDIES

In this section, our attention was directed toward the simulation studies conducted on the power
transformation-based approaches proposed in the preceding chapters. The aim of these studies was
to explore the finite sample properties of the methods described in Chapters 3 and 4 across three

distinct scenarios.

5.1 Simulation Settings

We set the true value of & to be 0.05, 0.2, 0.5, 0.7, 0.95, 1, and the true value of 8 = (Bo, B1, B2)
to be [0.2,5,3]7 with the number of dimensions D = 3. The sample size was set to be N =
100,200, 500, 1000,2000, and the number of simulation replications M = 1000. We considered
two simulation scenarios for generating compositional data. In Scenario I, we simulated data
xi = (xi1,Xi2,X;3) from a multivariate normal distribution MV Np(u,X) independently, where u =
(10,5,1) and X = diag(2, 0.5,0.3), i =1,2,...,N. In Scenario II, we first generated x; in the same
way as Scenario I and binary indicators /; from a Bernoulli distribution with probability p = 0.7.
Compositional data containing zero values were obtained by applying a normalization technique.
The normalization formula used was as follows: x; = (|xi1], |xi2|, [xi3| - Bi) /(|xi1| + x| + |xi3| - Bi).

This approach guaranteed that the compositional data remained non-negative and summed up to

@ = (7,249,

1. Next, the power transformation with specific o was applied to x; to obtain z
Then the outcome Y was generated using Y = (1, [ZE“),zg"‘)])Tﬁ + € where € ~ N(0, 6% ), with oy
chosen to allow the signal-to-noise ratio (SNR) to vary among three values 0.5,1,2.

Given these parameters, the observed data were generated independently from correspond-
ing distributions. However, due to the definition of ¢, certain constraints must be taken into

account when estimating &. In our simulations, we explored various techniques for incorporat-

ing this restriction. For the implementation of the GCV method, we assigned grid values to o
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as [exp(a.grid),0.001,0.002,...,0.999, 1], where a.grid consisted of 50 evenly spaced points be-
tween —20 and —7. In the case of MLE, we restricted the value of « to the interval [I x 10710, 1]
and utilized the L-BFGS-B algorithm (Broyden—Fletcher—Goldfarb—Shanno algorithm with box
constraints) as presented in [ ], which allows for the inclusion of simple box con-
straints on variables while maximizing the likelihood.

To further investigate the performances of the constrained and modified likelihood approach,
we conducted additional simulations, referred to as Scenario III. This scenario retained most of
the settings from Scenario II but incorporated several key modifications. Specifically, we varied
the true value of « to be 0.005,0.05,0.3,0.7. The constraint ¢ specified in (4.1) took values ranging
from 1 x 10710 to 1. We set the values of W defined in (4.3) from the exponential of w.grid, where
w.grid consisted of 1000 evenly spaced points between —10 and 15. During the implementation
of the modified likelihood approach, the values of & were confined to the interval [1 x 10710, 1].
Furthermore, we maintained a constant value of oy = 5 and set the probability p in the Bernoulli

distribution to be 0.9.

5.2 Results under Simulation Scenario I

We found that finite sample performances of the ML and GCV-based estimators were similar under
Scenario I. As the sample size increased, the variance and bias of & and &cy decreased, as shown
in Figure 5.1. It was noteworthy that the distributions of & and &gcy were asymmetric especially
when the true o was near the boundaries of its parameter space. This phenomenon was particularly
evident when the true o was exactly at the boundary of its parameter space (i.e., & = 0 or 1) when
the ML-based estimators asymptotically followed a truncated normal distribution.

The estimation of o had a moderate impact on the estimation of 3. As such, we investigated
the relationship between the bias of & and [3’ We found that when the true o was near or at
the boundary of its parameter space, &, 31 and 32 exhibited systematic patterns in terms of their
bias. For instance, when the true value of o, denoted as o, was 0.05, Bias(&) and Bias(ﬁl)
were positive, while Bias(Bz) was negative (Figure 5.1, Figure 5.2 [C-H]). The presence of a

positive bias in & resulted in a situation where zga) being larger than zga’). Consequently, during the

(&)

regression analysis utilizing z; , an underestimation of B; occurred in an attempt to counterbalance
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Figure 5.1: Estimation performance of & and Qgcy under Scenario I: true o takes the value of
0.05, 0.5, 0.7, 1, sample size N = 100,500, 1000. Each box plot has a unique setting with certain
true o and N. For those plots, the sample size increases from left to right, and true o increases

from top to bottom.
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the influence of z(la), thereby introducing systematic biases into 31. Likewise, the positive bias

(@) (0)

exhibited by & led to a scenario where z, ° was smaller than z;”’. Hence, when performing the

regression analysis with zéa), an overestimation of 3, transpired as an attempt to compensate for

the impact of zéd), thereby introducing systematic biases into [32. Moreover, when oy assumed a
large value close to 1, the negative bias pattern observed in & also affected the biases of Bl and Bz,
manifesting as positive and negative biases, respectively.

Standard errors of & and &cy were shown in Figure 5.2 [A-B]. The empirical standard errors
of & and Gy were similar. The difference between the model-based and empirical standard errors
of & decreased as the sample size and SNR increased. We also assessed predictive performances
of the two methods by calculating their root mean squared prediction errors and observed simi-
lar performances (Table 5.1), which was not unexpected as the accuracy of predictions is largely
determined by parameter estimation. When simulation errors were taken into consideration, the
coverage probability of the 95% bootstrap confidence intervals for predicted outcomes varied in an
acceptable range. However, neither MLE nor GCV showed a clear advantage over the other due to
their similar model-fitting results (Table 5.2).

We conducted simulations to evaluate the performance of hypothesis testing mentioned in Sec-
tion 3.3, with a focus on testing whether « lies on the boundary of its parameter space (0 = 0
or 1). Using a significance level of 0.05 and the SNR set at 1, we varied the sample size N to
be 100, 500, and 1000, and performed 1000 simulation runs. To assess the estimated proportions
of rejecting the null hypothesis when testing & as indicated in (3.15), we tested Hy : &« = 0 and
Hy: =1 with ¢ = 0.05, 0.1, 0.3, 0.5, and 1 under alternatives. The simulation results were
illustrated in Figure 5.5 (A-B). It clearly demonstrated that as the sample size increased, the Type |
error converged to the expected Type I error rate of 0.05. Moreover, the power of the test increased
with larger sample sizes and also rose as the discrepancy between ¢; and its boundary value (0 or

1) becomes more pronounced.

5.3 Results under Simulation Scenario I1

In Scenario II, the finite sample properties of ¢ and [§ were similar when o; took relatively large

values. However, when ; was small and close to zero, the estimation performance of GCV was
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Table 5.1: Prediction performances (measured as root mean squared prediction error) of fitted o-
transformation regression model with GCV and MLE under Scenario I and Scenario II: true o

takes the value of 0.05, 0.5, 0.7, 1, sample size N = 100,500, 1000, 2000.

o | Method | N=100 | N=500 | N=1000 | N=2000
GCV | 1396 | 1380 | 1374 | 1.369
003 MLE | 1.397 | 1380 | 1.374 | 1.369
GCV | 1335 | 1305 | 1.309 | 1.304
0> MLE | 1335 | 1305 | 1309 | 1.304
Scenario I
GCV | 1290 | 1257 | 1256 | 1.254
07 MLE | 1290 | 1257 | 1.256 | 1.254
GCV | 1206 | 1.179 | 1.171 | 1.173
: MLE | 1206 | 1.179 | 1.171 | 1.173
GCV | 33.089 | 32314 | 32.124 | 32.061
003 MLE | 32.408 | 31.995 | 32.058 | 32.060
GCV | 2297 | 2236 | 2224 | 2223
0> MLE | 2298 | 2239 | 2230 | 2224
Scenario I1
GCV | 1592 | 1575 | 1567 | 1.566
07 MLE | 1.614 | 1571 | 1.565 | 1.565
GCV | 1267 | 1237 | 1234 | 1.230
1 MLE | 1261 | 1231 | 1232 | 1.230

33



Table 5.2: Coverage probability of the bootstrap-based 95% confidence interval for predicted out-
comes using PTR with GCV and MLE under Scenario I and Scenario II: true o takes the value

of 0.05, 0.5, 0.7, 1, sample size N = 100,500, 1000, 2000.

o | Method | N=100 | N=500 | N=1000 | N=2000

GCV | 0951 | 0.945 | 0938 | 0.946

003 MLE | 0.922 | 0.940 | 0942 | 0.940

GCV | 0.946 | 0954 | 0958 | 0.952

0 MLE | 0.946 | 0.960 | 0.958 | 0.947
Scenario I

GCV | 0950 | 0.946 | 0.941 | 0.948

o7 MLE | 0.939 | 0939 | 0947 | 0.942

GCV | 0961 | 0.949 | 0940 | 0.944

: MLE | 0.946 | 0.937 | 0947 | 0.939

GCV | 0963 | 0955 | 0939 | 0.950

003 MLE | 0.954 | 0.948 | 0944 | 0.953

GCV | 0952 | 0938 | 0935 | 0.950

0> MLE | 0.947 | 0947 | 0950 | 0.935
Scenario I1

GCV | 0957 | 0965 | 0962 | 0.962

o7 MLE | 0.948 | 0.961 | 0960 | 0.963

GCV | 0957 | 0973 | 0949 | 0.956

: MLE | 0959 | 0951 | 0956 | 0.957
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much worse than that of MLE. This difference can be attributed to the fact that when o4 was small,
the empirical and model-based standard error of & were similar, while the empirical-based stan-
dard error of & ey was much larger than that of & (Figure5.4 D). Figure5.4 [A-C] also illustrated
how the large variance of Ocy contributed to its poor estimation performance. In order to com-
prehend the irregular behavior exhibited by GCV-based estimators, we conducted supplementary
simulations with specific parameter values: oy = 0.05, N = 100, and an SNR of 0.5. The results,
illustrated in Figure 5.3, revealed an intriguing observation: the maximum of MPSE could occur
at any point within the interval (0, 1], which consequently led to a substantial variance in the es-
timated value of &gcy. Conversely, the ML-based estimator, &, were usually in the proximity of
zero, specifically in the vicinity of o;. This characteristic ensured a relatively smaller variance.
Consequently, the prediction errors depicted in Figure 5.4 (E) and Table 5.1 remained similar for
both MLE and GCV, with the exception of the scenario where o = 0.05. Moreover, the simulation
results for the coverage probability, presented in Table 5.2, demonstrated comparable behaviors
between Scenario I and Scenario II for both estimation methods.

To assess the performance of the test described in (3.16), we conducted simulations to test
whether o is on the boundary of its parameter space. We evaluated its estimated proportions of
rejecting the null hypothesis Hy : o« = 1, with ¢ =0.95,0.9,0.7, and 0.5 under alternatives. Using
a pre-specified significance level of 0.05, we found that the Type I error converged to the Type I
error rate (0.05) as expected. The results depicted in Figure 5.5 (C) demonstrated that the power of

the test increased as the sample size and the discrepancy between the true o and 0 = 1 increased.

5.4 Results under Simulation Scenario I11

We first focused on discussing the results of implementing the constrained maximum likelihood
approach. Our aim was to investigate the behavior of this estimation method with different con-
straints ¢ and the corresponding prediction performance to inform optimal choices of ¢. For each
&, we calculated its prediction error using the root mean squared prediction error (RMSPE). To
ensure that the results were comparable for different ¢, we computed a scaled version of RMSPE.
We represented the RMSPE of a specific ¢ and a; as RMSPE(c, o ), and defined RMSPEj;, as the

maximum of RMSPE(c, a;) over all possible values of ¢ and ¢;. With this, we can obtain the scaled
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prediction error as the ratio of the logarithm of RMSPE(c, 04) to the logarithm of RMSPE,x

——~ log[RMSPE(c, o)]
RMSPE(c, op) =
(€,00) = = G RMSPEp]

(5.1

We also introduced a metric for evaluating the performance of the transformed covariates z(0),

In this context, z(()a) represents the transformed covariates obtained from compositional data con-

(a)

taining zeros, whereas z, " corresponds to the transformed covariates derived from non-zero com-

positional data. By calculating the mean of z(()a”) and z(la“), denoted as Lp(c) and p;(c) respectively,

we can define the distance ratio metric as follows:

R(e) = —Ho©) =mlAll 5.2)
kol =1) = (e = 1)
where || - || represents the L, norm. In the case of compositional data containing zeros, a small

o significantly magnifies the transformed data, while a large o amplifies it to a lesser degree.
Consequently, the distance between po(c) and uj(c) can be utilized as a metric to quantify the
influence of o on the transformation of data. As o approaches zero, the distance ||uo(c) — w1 (c)||
increases due to the increase in Uy(c). To ensure the comparability of results, we selected z(0c=1)

as the reference, which is equivalent to z(@=1)

, indicating that no transformation is applied.

Figure 5.6 illustrated the prediction performances and the behaviors of the introduced distance
ratio metric R(c). When o; exceeded the constraint c, the prediction error was minimally affected
or remains unaffected by the constraint. However, if the constraint surpassed ¢, the error increased
along with the constraint. This can be attributed to the widening gap between o; and &, as ¢ ex-
ceeded o;. A similar trend was observed regarding the ratio metric. When ¢ was smaller than o,
R(c) remained constant until ¢ surpasses o, after which it dropped along with the increasing con-
straint. This phenomenon became particularly pronounced when o; was small, such as o; = 0.005.
However, for large values of ¢, such as 0.05, 0.3, and 0.7, the prediction error showed no signifi-
cant changes. Given our primary objective of avoiding excessively small estimates of &, especially
when o; was indeed small, it was advisable to focus on the case where o; = 0.005. Taking into
account the trade-off between prediction performance and distance metric depicted in Figure 5.6,

we recommended choosing ¢ = 0.05 as it resulted in an acceptable sacrifice in prediction without

being overly substantial and improves the performance of the transformed covariates by signifi-

36



cantly reducing the ratio metric. However, the choice of the constraint ¢ should depend on the
specific context and structure of the data. The recommendations provided here were based solely
on the designed simulation settings and should only be considered general guidelines.

Next, our focus shifted towards examining the performance of implementing the modified like-
lihood approach with respect to different values of W. For each W, we applied the modified
likelihood approach to obtain &,,, denote as &, w, and also computed a scaled version of RMSPE
as follows. We represented the RMSPE of a specific W and o as RMSPE(W, o;), and defined
RMSPE,,,x as the maximum of RMSPE(W, o;) over all possible values of W and ¢,. With this,
we can obtain the scaled prediction error as the ratio of the logarithm of RMSPE(W, ¢;) to the
logarithm of RMSPE 5«

—— log[RMSPE(W, )]
RMSPE(W, o) = 5.3
(W, o) 10g[RMSPE 4] (5-3)
We utilized a similar metric for evaluating the effect of &, w on the transformation of data,
denoted as z(%nWw). By calculating the respective means of z(()&’”VW) and zga’"‘W), denoted as py(W)

and (W), we can define the distance ratio metric as follows:

W) —uw (W
piy) — 1o W) — (W) 5
[|to — |
(a=1) (a=1) .
where [y and p; denote the mean of z, and z; , respectively.

Figure 5.7, 5.8, 5.9, and 5.10 depicted the prediction performances and the behavior of the in-
troduced distance ratio metric R(W) for sample sizes N = 100, 500, 1000, 2000, respectively. These
metrics exhibited similar patterns across different sample sizes. When W was relatively small, the
prediction error shows minimal or no significant impact. This occurred because, during this phase,
the penalty on o being close to zero is small and the original likelihood still dominates the modified
likelihood. As a result, the modified-ML-based estimator &, closely approximated the ML-based
estimator &, leading to similar prediction performances of the fitted models. However, as W in-
creased, indicating a larger penalty on o, the modified-ML-based estimator &, tended to yield
larger estimates for « in order to prevent the estimate from approaching zero, leading to the in-
crease in the prediction error as W became larger. A similar trend was observed for the ratio metric.

When W was relatively small, R(W) remained almost unchanged, but it subsequently dropped as
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W increased.

Similarly, this phenomenon became particularly pronounced when ¢ was small, such as o =
0.005, and when o; took large values, such as 0.05, 0.3, and 0.7, the prediction error remained
relatively unchanged. By considering the tread-off between the prediction performance and the
distance metric as illustrated in Figures 5.7, 5.8, 5.9, and 5.10, we have formulated the following
recommended range for W based on different sample sizes: For a sample size of N = 100, W should
fall within the range of [20,60]; for N = 500, the recommended range is [100,300]; for N = 1000,
the range is [200,600], and for N = 1200, it is [400, 1200]. All these suggested values of W struck
a suitable balance, ensuring acceptable prediction outcomes without being excessively large, while
simultaneously alleviating the effect of &, on the transformation of data by significantly reducing
the ratio metric. Again, it was important to note that the choice of W should depend on the specific
context and structure of the data. The recommendations provided here are based solely on the
designed simulation settings and should only be considered as general guidelines.

We also applied four different methods that have been mentioned before to compare their
prediction performances: ISM, ILR-transformed regression, the proposed constrained maximum
likelihood approach (¢ = 0.05) of PTR, and the proposed modified likelihood approach of PTR
(W =20 for N =100, W = 100 for N = 500, W = 200 for N = 1000, W = 400 for N = 2000).

In order to implement the ILR-transformed regression for compositional data containing zeros,
we replaced zeros with a small value of 0.5 minutes. The RMSPE results obtained from these meth-
ods are presented in Table 5.3. Notably, when the values of o; were relatively small, specifically
oy = 0.005 and o; = 0.05, the ISM exhibited the highest RMSPE. However, the ILR-transformed
regression produced a smaller, albeit still significantly larger RMSPE compared to the constrained
and modified likelihood approach. Nevertheless, as the sample size increases for large o, the

RMSPE values of all four approaches tend to be similar.

5.5 Summary

In this section, we have presented the simulation results of the PTR model under three different
scenarios. We initially evaluated two estimation methods: maximum likelihood estimation and

generalized cross-validation, and compared their performance when analyzing data with and with-
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Table 5.3: Prediction performances (measured as root mean squared prediction error) of different
methods under Scenario III: isotemporal substitution model, ILR-transformation regression (re-
place 0 with small values, 0.5 minutes), PTR with constrained estimation (¢ = 0.05) and modified
estimation (W = 20 for N = 100, W = 100 for N = 500, W = 200 for N = 1000, W = 400 for
N = 2000). True o takes the value of 0.05, 0.5, 0.7, 1, sample size N = 100,500, 1000, 2000.
*Abbrevation: Isotemporal substitution model, ISM. ILR-transformation regression, ILR. PTR

with constrained maximum likelihood approach, PTR-C. PTR with modified likelihood approach,
PTR-M.

Method | N=100 | N=500 | N=1000 | N=2000
ISM 145.958 | 149.709 | 149.944 | 150.143
ILR 70.218 | 71.807 | 72.040 | 72.111
o = 0.005
PTR-C | 17.215 | 18.753 | 18.990 | 19.284
PTR-M | 5.424 5.488 5.564 5.590
ISM 14.323 | 14.610 | 14.662 | 14.685
ILR 7.769 7.895 7.922 7.935
o =0.05
PTR-C | 40917 4.981 4.994 4.993
PTR-M | 5.322 5.369 5.381 5.376
ISM 5.080 5.152 5.163 5.167
ILR 4919 4.985 4.995 5.000
*=03 PTR-C | 4.881 4.983 4.983 4.990
PTR-M | 5.057 5.141 5.163 5.171
ISM 4.920 4.992 4.994 4.997
ILR 4.920 4.994 4.996 4.998
“=07 PTR-C | 4.893 4.986 4.989 4.998
PTR-M | 4.924 4.988 4.994 4.995
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out zero compositions. Under Scenario I, the results demonstrated that both MLE and GCV were
similar in performance. Therefore, we concluded that both MLE and GCV are suitable when there
are no zeros in the dataset. However, when the true value of « is relatively small under Scenario
II, ML-based estimators showed better performance compared to GCV-based estimators due to the
smaller standard errors. As it is often difficult to determine the true value of ¢ in real data analysis,
the ML-based estimator is recommended for its stable performance in simulation studies. There-
fore, for the purpose of accurately estimating & and predicting outcomes, the ML-based estimator
should be preferred, especially when the true « is uncertain or expected to be small.

Under Scenario III, we investigated the behavior of the proposed constrained maximum like-
lihood approach using different constraint values ¢, and modified likelihood approach with varying
the penalty coefficient W. Based on the simulation results, we made recommendations regarding
the choice of ¢ and W. Additionally, we applied the ISM, ILR-transformed regression, and com-
pared their prediction performance to the proposed methods. Notably, our findings demonstrated
that the proposed two estimation procedures outperform the ISM and ILR-transformed model, par-

ticularly when the value of ¢ is small.
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Figure 5.2: Simulation results under Scenario I. A-B: Standard errors of & and &gcy, true a =
0.05,0.7. The empirical-based standard error of GCV, and both the empirical and model-based
standard error of MLE were considered. C-E: Estimation performances of Bl with MLE and GCV,
true o = 0.05, sample size N = 100,500, 1000. Each box plot has a unique setting with a certain
N. For those plots, the sample size increases from left to right. F-H: Estimation performances of
32 with MLE and GCV, true v = 0.05, sample size N = 100,500, 1000. Each box plot has a unique
setting with a certain V. For those plots, the sample size increases from left to right. *Abbrevation:

Empirical, EMP. Model-based, MD.
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Figure 5.3: The behavior of the Mean Predicted Square Error (MPSE) and log-likelihood when
estimating o with GCV and MLE, respectively. Simulations were conducted under Scenario II:
true a = 0.05, N = 100. AB, CD, EF, GH, 1J, KL, MN, and OP are pairs of results of MPSE and

log-likelihood for 8 simulated datasets.
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Figure 5.5: Estimated proportions of rejecting the null hypothesis for testing o as indicated in
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Figure 5.6: Performances of constrained maximum likelihood approach: scaled prediction error
R{/I\S?E(c, o) and the distance ratio metric R(c) with respect to ¢ and true o, o, with fixing the
sample size N = 1000. Each figure corresponds to a specific o, which can take on values of 0.005,
0.05, 0.3, and 0.7, while keeping all other settings the same. Within each figure, the left y-axis
represents the scaled prediction error RﬁglgE(c, o) and the right y-axis represents the distance
ratio metric R(c), while the x-axis represents the constraint ¢, ranging from 1 x 10 to 1. The

orange dashed line indicates the recommended constraint of ¢ = 0.05.
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Figure 5.7: Performances of modified likelihood approach: scaled prediction error Rﬁgf/’E(W, 0y)
and the distance ratio metric R(W') with respect to W and true o, o, with fixing the sample size N =
100. Each figure corresponds to a specific ¢, which can take on values of 0.005, 0.05, 0.3, and 0.7,
while keeping all other settings the same. Within each figure, the left y-axis represents the scaled
prediction error RY/I\S?E(W, o) and the right y-axis represents the distance ratio metric R(W),
while the x-axis represents the regularization coefficient W, ranging from 1 x 10~ to 1 x 10°. The

orange dashed line indicates the recommended range of W € [20,60].
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Figure 5.8: Performances of modified likelihood approach: scaled prediction error Rﬁgf/’E(W, 0y)
and the distance ratio metric R(W') with respect to W and true o, o, with fixing the sample size N =
500. Each figure corresponds to a specific o, which can take on values of 0.005, 0.05, 0.3, and 0.7,
while keeping all other settings the same. Within each figure, the left y-axis represents the scaled
prediction error RY/I\S?E(W, o) and the right y-axis represents the distance ratio metric R(W),
while the x-axis represents the regularization coefficient W, ranging from 1 x 10~ to 1 x 10°. The

orange dashed line indicates the recommended range of W € [100,300].
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Figure 5.9: Performances of modified likelihood approach: scaled prediction error Rﬁgf/’E(W, 0y)
and the distance ratio metric R(W) with respect to W and true o, ¢, with fixing the sample size
N = 1000. Each figure corresponds to a specific o;, which can take on values of 0.005, 0.05, 0.3,
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Figure 5.10: Performances of modified likelthood approach: scaled prediction error
RK/I\S?E(W, 04) and the distance ratio metric R(W) with respect to W and true @, oy, with fix-
ing the sample size N = 2000. Each figure corresponds to a specific o;, which can take on values
of 0.005, 0.05, 0.3, and 0.7, while keeping all other settings the same. Within each figure, the left
y-axis represents the scaled prediction error RY/I\S?E(W, 0y ) and the right y-axis represents the dis-
tance ratio metric R(W), while the x-axis represents the regularization coefficient W, ranging from

1 x 10~%to 1 x 10°. The orange dashed line indicates the recommended range of W & [400, 1200].
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Chapter 6

APPLICATION TO NATIONAL HEALTH AND NUTRITION
EXAMINATION SURVEY (NHANES)

In this section, we embarked upon a comprehensive examination of the NHANES dataset. The
NHANES dataset is a comprehensive collection through various demographic, dietary, examina-
tion, laboratory, questionnaire, and other measurements to assess the health and nutritious status
of a representative sample of the United States population. The ethics committee of the Centers
for Disease Control and Prevention (CDC) approved the study, and the detailed study procedures
and methods are available on the CDC website. Physical activity measurements were conducted
and were publicly available from the NHANES data of the 2005-2006 subset. We begin with an
exploratory analysis. Subsequently, our analysis involved the implementation of multiple method-

ologies, including ISM, ILR-transformed regression, and power transformation-based regression.

6.1 Exploratory Analysis

The NHANES dataset ( [ ]) comprised a total of N=1,333
observations. In our study, we specifically focused on glucose measurement (mg/dL) as the out-
come biomarker, and examined the association between glucose and different physical activity
behaviors, including SB, LPA and MVPA, as covariates of interest. We adjusted for several factors
during the analysis, including age (years), gender, total saturated fatty acids (gm), daily caffeine
intake (mg), and daily energy intake (kcal). Figure 6.2 displayed both histograms and scatter plots
depicting the distribution of SB, LPA, MVPA, and glucose, as well as their associations. Notably,
the majority of participants demonstrated glucose levels being around 5 mg/dL. The data also indi-
cated that, for most participants, sedentary behavior constituted a significant portion of their daily
activities, spanning a majority of the 24-hour timeframe. Light physical activity also accounted

for a substantial portion of their time, although slightly less than sedentary behavior. On the other
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Figure 6.1: Histograms of covaraites for NHANES (N=1333).

hand, moderate-to-vigorous physical activity only occupied a small fraction of their daily routine.

The strong association between SB and LPA can be attributed to the inherent constraint of the 24-

hour timeframe, which is also supported by their correlation presented in Figure 6.2. It was worth

noting that a small proportion of participants in the NHANES dataset did not have any recorded

daily activity in the categories of LPA (N=3) or MVPA (N=19), and subjects who have 0 minutes

spent in the LPA category also do not have any time spent in the MVPA category. Within the
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Table 6.1: Summary statistics of variables for NHANES (N=1333).

Min Ql Mean | Median Q3 Max SD

Age (years) 21 30 40 40.876 51 64 12.768

Gender - - 0.53 - - - -
Fatty acids (gm) 0.073 | 1.036 1.545 1.846 2.347 13.440 | 1.249
Caffeine intake (mg) 0 0 0 0.837 0.022 | 33475 | 2.439
Energy intake (kcal) || 6.750 | 96.629 | 133.859 | 147.624 | 180.394 | 664.800 | 75.524
SB 0.277 | 0.627 | 0.712 0.717 0.808 1 0.135
LPA 0 0.178 | 0.271 0.264 0.347 0.712 | 0.126
MVPA 0 0.005 | 0.014 0.020 0.027 0.166 | 0.020
Zl(&”) -0.866 | 0.527 | 0.527 1.090 1.375 6.428 | 0.966
Zéé‘”) 0.710 | 1.864 | 2.182 2.205 2.528 3.711 0.490
Glucose (mg/dL) 2498 | 4.940 | 5.329 5.676 5.773 23.203 | 1.852

dataset, there were 627 male participants (coded as 1) and 706 female participants (coded as 2),
and we re-coded males as 0 and females as 1 in the following analysis. Figure 6.1 presented a his-
togram illustrating the distribution of the adjusted continuous covariates, which include age, fatty
acids, caffeine intake, and energy intake. The histogram revealed a relatively similar distribution
of individuals across different age categories, although there was a higher proportion of younger
individuals compared to older ones. Additionally, the majority of participants exhibited fatty acid
levels ranging from O to 3 gm, energy intake ranging from 50 to 200 kcal, and caffeine intake

ranging from O to 3 mg. More summary statistics of these variables were shown in Table 6.1.

6.2 Regression Analysis

[ ] previously performed association analysis with both isotemporal and ILR-
transformed regression approaches and concluded that ILR-transformed regression indicates un-

equal PA category substitution effect on several biomarkers treated as the model outcomes. The
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Figure 6.2: Histogram and correlations of variables of interest for NHNES (N=1333). Z; and Z,

represent for Zfdc) and Zéa”), respectively, where &, = 0.33.

NAHANES data PA levels measured by accelerometers were classified into three PA categories
(SB, LPA, and MVPA) using activity count per minute thresholds, averaged over all available days,

and re-scaled to the proportions of 24 hours a day spent in each category. The PA categories were
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treated as compositional predictors in the regression analyses, and adjusted with several other mea-
sured factors to study their association with health outcomes such as BMI, waist circumference,
and other biomarkers.

In our study, we applied the ISM, ILR-transformed as well as PTR to the NAHANES data
collected during 2005-2006. The ISM with the following expression (6.1) estimated the effect of
replacing activities in one intensity with activities in another intensity for the same amount of time.

Specifically, we included SB and LPA as the primary behaviors.

Glucose = B{M + BISMSB 4 BISMLPA + BISM Age 6.1

+ BV Gender + BLS¥ Acid + BV Caffeine + B3V Energy.

When conducting ILR-transformed regression analysis, there were two possible approaches for
dealing with subjects who had zero compositions: either disregarding these subjects altogether or
substituting their zero compositions with a small positive value. Although both methods raised
concerns as they can significantly affect the ILR-transformed data, we opted to replace the zero
physical activity values with a small value, specifically 0.001 minutes. This choice was made
to preserve the sample size across all methods. The ILR-transformed regression model can be

expressed as follows:

Glucose = ILR + BILRZILR —f—ﬁILRZILR +B1LRAge (6 2)

+ Bi"*Gender + B§** Acid + B¢ * Catfeine + B;**Energy,

leLR ZQLR are the first and second column of the ILR-transformed data Z/tR

where and , respectively.
By contrast, PTR did not require non-zero values for physical activity components. Therefore,
it can be directly applied to NHANES data without any special treatment for subjects with zero

physical activity values. The PTR model was shown in (6.3).

Glucose — PTR+ﬁPTR BPTR o) _’_ﬁ:{’TRAge 63

+ ﬁf TRGender + [35 TRAcid + [36P TRCaffeine + [3{) TREnergy,

where Zga) and Zga) were the first and second column of the power transformed data 7% re-
spectively. In our analysis, we utilized both the constrained maximum likelithood and modified

likelihood approach for PTR, and set the constraint ¢ = 0.05 and the penalty coefficient W = 1.
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In the real data analysis, the selection of W was approached using a parametric bootstrap-based
method. We employed the estimated results from the constrained maximum likelihood approach
for PTR, as presented in Table 6.2, to set the true values of o and the coefficients 3. To ensure
consistency, we denoted the true standard deviation of glucose as oy and considered a sample size
of N = 1333, which matched the size of the real dataset. Following the methodology outlined
in Section 5.4, we computed the prediction error, RMSEP(W), and the distance ratio, R(W), for
different regularization coefficients W using the modified likelihood approach. Examining the out-
comes depicted in Figure 6.3, we observed that the prediction error exhibited minimal sensitivity
to changes in W. Consequently, selecting W = 1 appeared reasonable since, at that juncture, the
distance ratio had already decreased significantly while the prediction error remained relatively

unchanged.

6.3 Results

The results of model fitting for the three models were presented in Table 6.2. Regarding the im-
plementation of the proposed constrained maximum likelihood approach for the PTR model, the
estimated value of @ is &, = 0.33. In the case of the modified likelihood approach, the estimated
o was &, = 0.39, which was in close proximity to the estimate obtained through the constrained
maximum likelihood approach. Given the similarity in the estimates of & obtained by these two
estimation procedures, the estimated coefficients also exhibited resemblance, as presented in Table
6.2. The prediction performances, assessed using the cross-validated sum of squared predicted
error (SSPE), were presented in Table 6.3. The table clearly indicated that the ILR-transformed
method demonstrated the highest SSPE, followed by the ISM approach with a slightly smaller
error. By contrast, the proposed PTR model exhibited the lowest error, thereby underscoring its su-
periority over the other two methods in terms of prediction performance. This was not surprising,
as the family of PTR models was more general and included both ILR and ISM as special cases.
The two estimation methods, the constrained estimation and the modified likelihood approach,
yield comparable prediction performances.

We also explored the association between the transformed data and the original PA behaviors

data (Figure 6.2). The figure revealed a non-linear relationship between SB and LPA with Z%é‘”), as
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Table 6.2: Model fitting results of ISM, ILR-transformed and PTR as indicated in (6.1), (6.2), (6.3).
*Abbreviation: Constrained maximum likelihood approach for PTR, PTR-C. modified likelihood
approach for PTR, PTR-M.

Bi B> Bs B Bs i B
Coefficient | 8.621 8.530 0.041 -0.357 | 0.054 | -0.026 | -0.001
ISM Std. Error | 2.842 3.072 0.004 0.112 | 0.071 | 0.024 | 0.001

p-value 0.002 | 0.006 | <0.001 | 0.001 |0.449 | 0.285 | 0.342

Coefficient | -0.031 | 0.093 0.041 -0.297 | 0.066 | -0.024 | -0.001
ILR Std. Error | 0.058 | 0.040 0.004 0.109 | 0.071 | 0.024 | 0.001
p-value 0.593 0.02 < 0.001 | 0.006 |0.351 | 0.326 | 0.286

Coefficient | -0.110 | 0.577 0.038 -0.413 | 0.060 | -0.021 | -0.001
PTR-C | Std. Error | 0.069 | 0.140 0.004 0.113 | 0.071 | 0.024 | 0.001
p-value 0.112 | <0.001 | <0.001 | <0.001 | 0.396 | 0.394 | 0.260

Coefficient | -0.100 | 0.671 0.038 -0.413 | 0.059 | -0.021 | -0.001
PTR-M | Std. Error | 0.072 | 0.165 0.004 0.113 | 0.071 | 0.024 | 0.001
p-value 0.165 | <0.001 | <0.001 | <0.001 | 0.408 | 0.382 | 0.270

Table 6.3: Cross-validated sum of squared prediction error (SSPE) of ISM, ILR-transformed and
PTR as indicated in (6.1), (6.2), (6.3). *Abbreviation: Constrained maximum likelihood approach
for PTR, PTR-C. modified likelihood approach for PTR, PTR-M.

ISM ILR PTR-C | PTR-M

MSPE | 3915.30 | 3936.03 | 3885.71 | 3886.03
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Figure 6.3: Performances of modified likelihood approach: prediction error RMSPE(W) and the
distance ratio metric R(W) with respect to W. The left y-axis represents the prediction error and
the right y-axis represents the distance ratio metric R(W), while the x-axis represents the regu-
larization coefficient W, ranging from 1 x 107 to 1 x 10°. The orange dashed line indicates the

recommended W=1.

well as a non-linear relationship between MVPA and ZéaC). This observation aligns with the for-
mula of the power transformation described in (3.2) and (2.2). Furthermore, the inclusion of highly
correlated covariates in the regression model can lead to collinearity issues. However, by examin-
ing the figure, it became evident that the application of power transformation effectively mitigated

the previously observed high correlation between SB and LPA. This observation was supported by
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Figure 6.4: The first column of the transformed data, Zga), versus the second column of the trans-
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1.

the correlation between Zl(aC) and Zéa“). Regarding the power transformation, we also investigated
the impact of different values of & on the transformed data (Figure 6.4). It can be observed that
for observations without zero values, varying o does not significantly affect the transformation of
these data. However, for observations with zero compositions, smaller values of &, such as 0.01 or
0.1, resulted in very large transformed values, effectively creating outliers when compared to the

transformed data for non-zero compositional data. Based on Figure 6.4, it was worth noting that
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Figure 6.5: Residuals versus different covariates for PTR with constrained maximum likelihood

approach. Z; and Z; represent for ZY%”) and ZéaC), respectively.

the application of power transformation with &, and &, yielded comparable results between trans-
formed observations with zeros and those without zeros. This finding suggested that the presence

of zero values was unlikely to exert a significant impact on the fitting of the model.

In the subsequent discussion, we primarily focused on the results obtained from the constrained
maximum likelihood approach due to its similar performance to the modified likelihood approach
in PTR Figure 6.5 illustrated the relationship between the residuals and the covariates of interest,
including SB, LPA and MVPA, as well as the power transformed data, ng") and Zéd"). It was
evident that the residuals exhibited a random distribution around zero. Notably, observations with

zero compositions displayed a similar pattern, suggesting that these particular observations do not
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Figure 6.6: Estimated substitution effect with ISM (left upper), ILR-transformed regression (right

upper), and PTR with constrained maximum likelihood approach (left bottom).

pose any issues in terms of model fitting. This outcome aligned with our expectations since the

estimated value of o, &, = 0.33, is relatively large.

The substitution effect of various physical activity behaviors using the three methods was illus-
trated in Figure 6.6. Regarding ISM, the substitution effects between LPA and MVPA, as well as
SB and MVPA, were quite similar. However, they differed significantly from the effect observed
between LPA and SB. When applying the ILR-transformed regression, the effects of substituting
LPA with MVPA and SB with MVPA demonstrated similarity. However, the disparities became
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different data generation mechanisms.

more pronounced when examining the effects in the opposite direction of these behaviors. Addi-
tionally, the effects between SB and LPA deviated from those observed between LPA and MVPA,
as well as SB and MVPA. The employment of PTR revealed close substitution effects between
LPA and MVPA, as well as SB and MVPA. Nevertheless, these effects diverged significantly from

the observed effect between LPA and SB.

To investigate the substitution effects using different methods and ensure the comparability of
results, we employed a parametric bootstrap-based method. Three data generation mechanisms
were considered based on the fitted results presented in Table 6.2. By considering the estimated

results of ISM, ILR, and PRT-C in Table 6.2 as the true values, we generated data using these three
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methods. Subsequently, we applied each method to the generated data under each mechanism
to investigate the substitution effects, as depicted in Figure 6.7. The figure illustrated that each
row corresponds to a specific data generation mechanism, namely ISM, ILR, and PTR-data. To
successfully implement ILR, we replaced zeros with small values (0.01/1440) when employing this
method. Additionally, the constrained maximum likelihood approach was used for PTR to handle
data with zero compositions. Under the ISM-based data generation mechanism, we observed that
PTR yielded nearly identical results to ISM, which represented the true substitution effect in this
scenario. Conversely, ILR produced significantly different outcomes. This outcome aligned with
expectations, as ISM can be considered a special case of PTR. Considering the data generated
based on ILR, we first replaced zeros with 0.01/1440 and then applied the three methods. Since
no zero compositions were present in this case, we used the MLE method proposed in Section 3.2
for PTR. Despite PTR and ISM not accurately estimating the true effect, it was evident that PTR
outperformed ISM and exhibited greater similarity to the true effects. Regarding data generated
based on PTR, although ISM outperformed ILR in estimating the substitution effects by being
closer to the true effects, neither method accurately estimated the true effects. In conclusion,
the proposed PTR method surpassed ILR and ISM in estimating the substitution effects between
different PA behaviors.
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Chapter 7
DISUCSSION

7.1 Summary

In this thesis, we proposed a novel power transformation-based compositional data analysis ap-
proach and conducted extensive investigations. To begin with, we examined the orthogonality
property of the power transformation and presented rigorous proof. Subsequently, we first consid-
ered the scenario in the absence of zero values in compositional data and discussed two estimation
approaches, maximum likelihood and generalized cross-validation. Furthermore, we presented
asymptotic properties of the ML-based estimator of ¢&«. We explored scenarios where the value of
« resides on the boundary of its parameter space, which violated standard regularity conditions.
Moreover, we developed a bootstrap-based confidence interval for predicting outcomes, which ac-
counts for uncertainty in estimating the tuning parameter and exhibits asymptotic invariance to the
distribution of observations.

Next, we extended the proposed method for modeling compositional data that includes zero
values. In this scenario, the power transformation can result in extreme values or outliers in trans-
formed variables, especially when o is small. To address this issue, we presented two strategies.
The initial strategy involves employing constrained maximum likelihood approach, wherein a pos-
itive constraint ¢ was introduced to confine ¢ within the range of [c, 1]. The second method entails
maximizing a modified likelihood function, which includes a penalty on o to discourage it from
being small. Both of these strategies involved a trade-off between prediction performance and the
impact of & on the data transformation.

In the simulation studies, we initially investigated the finite sample properties and model-fitting
performances of both the MLE and the GCV-based estimators. Based on the simulation results, our
recommendation favors the MLE over the GCV due to its consistent performance across various

simulation scenarios. Furthermore, we conducted comprehensive studies to evaluate the perfor-

63



mance of the proposed constrained maximum likelihood approach and modified likelihood ap-
proach. Additionally, we provided specific recommendations regarding the selection of tuning pa-
rameters for these two methods. To further validate our findings, we implemented two commonly
utilized approaches, the ISM and the ILR-transformed regression. We compared their prediction
performance with that of the two proposed methods, demonstrating the superior performance of the
proposed methods, particularly when the true value of « is relatively small. Finally, we employed

diverse methods to analyze the NHANES dataset, ensuring a thorough examination of the data.

7.2 Future Works

There exist several potential limitations and opportunities for future research in our study. Firstly,
regarding the modified likelihood approach, we treated the penalty coefficient W as a constant, and
the choice of W has been solely determined based on its performance in finite samples. Alterna-
tively, one might consider estimating W adaptively from the data. Another promising direction
for exploration lies in the development of fully nonparametric regression methods with or without
utilizing the power transformation. While the proposed power transformation based model allows
nonlinear relationships, the functional form is limited to a parametric nonlinear family. This as-
sumption might be restrictive in some settings. Thus, adopting fully nonparametric models will

allow more flexible relatinships between PA compositions and health outcomes.
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